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MEMORANDUNM

beie  February 24, 2003

From  Kristing Joyce, Consumar Safety Officer, NWEJDO [ FDA .
.~ Mark Lookshaugh, Compliance Officer, NWE-DO / FDA

. subjest February 5, 2003 Meeting with Massachusetls Board of Pharmacy /
Division of Professional Licensure (239 Causeway Street, Boslon, MA 02114).

To Central File .
Firm: New England Compounding Center
' 697 Waverly Street '
Framingham, MA
FEl: 3003 623 877
*_Background

This meeiing was arranged at the request of Mark Lookabaugh, NWE-DO Gompliance
Officer, via email 10 Charles Young, Executive Director, on January 30, 2003.. The.
meeting was held fo review the, inspectional history of the New England Compounding
Center and develop. a joint sirategy for achieving safe compounding practices at the '

firm,
" In attendance at the meeting were:
Representing the New England District—

Gail Costsllo, District Director
- David Elder, Compliance Branch Director

Mark Lookabaugh, Compliance Officer

William Boivin, Supervisory Consumer Safety Ofiicer

Kristina Joyce, Consumer Safety Officer
Represeniing the Office of Compliance, CDER (via feleconference)-—
Fred Richman, OC / DNDLGC
Kathleen Anderson, CC f DNDLC
Betty Hiner, ORO/ DFSR
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Representing the Commonwealth of Massachaseﬁsw

- “Jean Pontikas, Director, Division of Professional Licensure
Charles Young, Executive Director, Board of Pharmacy
James Coffey, Associate Directer, Bosrd of Pharmacy
Léstie Doyle, Suparvicory investiceter, Bezard of Pharmaoy

James Emery, Investigator, Board of Pharmacy

Susan Manning, Legal Counsel, Board of Pharmacy

Note: This memorandum has been prepared in accordance with Staff MManual Guide
FFDA 2126.2 '

Sumimary of Meeting

Mr. Young and Mr. Lookabaugh facilitated introductions.

Mr. Lookabaugh began with an overview of the inspectional history of New Engiand'-
Compounding Center (NECC). This included a brief description of the recent regulatoiy.

history of Pharmacy Compounding.”

William Boivin ‘and Kristina Joyce then presented a-table summarizing the results of
FDA's current sample analyses'® Mr. Boivin and- Ms. Joyce discussed’ current. -

investigational findings.® It was stated that the FDA’s next step would be to nofify the
firm of the violative sample results and-inquire of his intentions regarding the violative
product still in commerce, It was anticipated that the firm would initiate a voluntarily
recall of the violative product.? If NECC does not take action regarding the violative lot,
then depending on the quantities of the lot available FDA may-initiate a seizure of the
- product. A Form FDA-483 (List of Inspectional Observations) will be issted to NEGC

with state representatives present at the FDA- closecut meeting with NECC. Fred
Richman and Kathleen Anderson reminded everyone that in a similar situation with a

South Carolina compounding pharmacy, FDA issued a press release when the firm

failed fo take récall action in a timely mannér. .

A discussion was held to decide if NECC should be considered a manufacturer or a
compounder. It was decided that current findings supported a compounding role. The
FDA discussed their ability to {ake action (through seizure) against the adulterated lot of
.. Betamethasone that is still within expiry. The issues of NECC's poor compouhding

~ practices would not necessarily be ultimately resolved: by such an action. |t was
decided that the state would be in a better position to gain compliance or take regulatory
action against NECC as necessary. The state favored recall of the violative product

! See Attachrﬁent 1.

2 See Altachment 2.
* See Form FDA83 (Inspectional Observations), Attachment 3.

* The firm has commiited to recall this product.
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ate does not ha_vé the. atthority to subpoena records without cause
or fo embargo product, but agencies within their umbrella may be able o provide
agsistance. in those matlers. The state would ask Mr. Cadden, owner of NECC, o
appear before the Board of Pharmacy-to answer o the current complainis.

within expiry. The st
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tatos-Soutn Carolina, Florida, Virginia, Missouri, Vizino, Rhode Island, New
Hampshire, Nebraska, Idaho, and Montana. NECC is pursuing licensure in Connectuct,

Ohio, Vermont, and Kansas. .
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© Susan Manning stated Massachusetts pharmacy law states that pharmacists must act-
in_accordance with USP recommendations. She stated this alone would imply he could
be held to those standards by the state. She requested of the FDA a list of the current
inspectional observations and where NECC differs from acteptable practice per USP

standards, It was decided that Ms.- Anderson would work on documenting the deviations
“from USP sfandaids. for the state.. \is. Manning stated although the state’s authority
does not include the ability fo fine pharmacists, the state is able to take actions against
a pharmacy’s license, including revocation and suspension. '

" The state's pharmacy compounding regulations that are under review are a blend of
USP standards and regulations &om three other states that already have -such

regulations in place (including Georgla and South Carolina).
The state requested the following information® from the FDA:

s Examples of previous Consent Agreernents
o MedWatch reports regarding Adverse Events from products compounded by

NECC. :

e A list of NEGC deviations from acceptable practice (referring to FDA’s

- inspectional findings) . . o

« Previous and current FDA 483
available documentation fo support the findings. : ‘

« - Copies of FDA EIRs for NECC (April 2002 and current inspection when available)

= Analytical Worksheets for sample collection and analysis. '

«  Copy of regulatory action taken by the FDA against-Professional Compounding

Centers of America (PCCA).

‘(List of Observations) issued fo NECC, with

Summary.

Mr. Elder concluded the meeting by summarizing the discussions and emphasizing the
potential for serious public health consequences if NECC's compounding practices, in
particular those relating to sterile products, are nat improved. The point was made that,
so long as a pharmacy’s operations fall within the scope of the practice of pharmacy (as

[
5 This information was sorwarded fo the Board of Pharmacy {to the aitention of Ms. Manning) via Federal

Express on February 11, 2003,
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suilined in FDA's Corapliance Policy Tiide ”ﬁ)..?n {}) FDA Wll! C;(,‘mlci'\f comtinue o
defer o siale evihoilies for reguiglory overs sight, -in such cases FoA will seek to
eN(Ege Coop @i ative Sieris almet &t aciu.,.s.nz: regliziony compliatice and ensuiing

salaly and cuality o compoundes AFOOLICES.
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[{ristina Joyce
Consurer Salsty Ofiicer
New England Distiict, FDA

Mark L ookabaugh
Compliance Officer
‘New Engtand District, FDA

ttachments (3)
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Z@é =nglad nd @ strict receives zm@@ﬁ on
“assignment from CDER / Office of Compliance /
| @@G C. Two MedWaitch reports implicatec |

o . product @@%@@%g@g at NECC in adverse

evenis (dizziness, shortness of breath,
diaphoresis, drop in blood pressure lo 55/44).

Product in guestion is Betamethasone

- Repository 6 mg/mi (B @ES@%%%@ Acetat
 3mg/mi / Betamethasone Sodium @uj@ﬁﬁj@ﬂ
j%ﬁ JSP), available @@gg@ cially as
Celestone @@E%@z
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< Thisis the same formulation %%5 s involved in

13 hospitalizations gggg ng 5 case ﬂ%

B meningitis, 3 of which were fatal) and was
- compour nded at @@mm @jmgmg in <<m§§ |

| Qﬁi CAL

L \Pm a result of this inci %2 the Aty General o
- California brought a formal accusation (on be 6 alf
- of the Exec. Officer of %@ @Qma of Pharma _é |
g@k_w@mh@ a-judge. |

(%]
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ﬂ!} P@@j along with Lestie @@%@@ of @ﬁ?
@ggg@%g an inspection of NECC.

> FDA issues list of-cbservations (Form ,‘_@5
BRP ﬁg%g@m :Q@@@E@ 1o mm@%z@




N  CDER as a result of 2 additional MedWatch

ity 2002 (and ongoing)

ﬁ@@j@@ nspection mmm,@z%@:fa eceived from

-_At )
Lo

reports associated with @%@%@i sroduct from

: . NECC, in this case Methylpi @@:mmggz Acelate

YA

Suspension (in @Q@z@ Preservative Free), 30

=4

¥

- mgimi.

Both t%@%a%@m)@ hospitsliz @%u .
adache) and recovered. Uniis from suspect

(D) (6): (B) (7)C)
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~ July 2002 (and ongoing)

%ym@wmw_mz% of BRP %@g@@%@ as before.

e U@@ ion 503A @L@” FDCA has since 6@@3

invalidated by U.S. Supreme @,@gﬁ

—

 ins spe @g% hﬁ%@g in August. Mult @@
sam mples are ﬁgmm@ﬂ@@ .




- Qm@f% @,@% m&%@s&%@ SC.
s On September 16, 2002 there is a recall of

z@%ﬁ@%@ nisclone >@@$$ Injection @@2@@@ nded by

this pharmacy as a result of fungal meningitis E
@9 ients @@2 ract this infection, 1 di @mv

E Nationwi ide alert issued.by FDA on November 1

2002 for all | 2@@52@ @nggﬁm p: @gg@@g g\ Urg
.@@%@ .

w
TN
-TL...

= Cease and desist order i issu ied g SC Boar g of
- Pharmacy.
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July 2002 (and ongoing)

- Urgent Care, Spartanburg, SC.
- = MMWR (CDC, @@%j@@ 13, 2002) publishes
assessement of this incident (Excophiala infection from

Contaminated §®@§£® Steroids Prepared by a

Compounding Pharmacy — United States, July—
Z@<®§@@ MQ@E
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@ggv les with S| igni ?m% findi ings

e \m@@@\é Burkholderia cepacia and Sphingomonas
@msﬁ%@@%ﬁ {Methylpredni isolone Acetate Injection)

= 169127 Subpotency (Betamethasone Reposi S? p
Expired on Jan+29, 2003

= 168129 mcg@%s@% %@53@%@@@3@ E@gm S?J
- Expires on June 8,2003. This product is __
‘adufterated under Sec. 301(b) of FDCA.

= 169128 superpoie ncy (Methylprednisoione Acel etate
mé@g_@ 1) m% ired on Jan S 2003
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>§? tical evidence demonstrates 3@@ i Q of

NECC to ¢ eliably compound mzm@gm ons with
| m@m@ niformity.

o Sterilization Mm@@jsicnm and aseplic practices

~ continue to raise guestions, despite no posit <@
(nonsteri g results from latest samples.
Absence of evi Qm:@@ not evi %3@@ of
absence.
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SUMMARY OF SAMPLE COLLECTION/ANALYSIS FOR NECC -

FEBRUARY 5, 2003

!'}‘—;‘-59)‘25 ! !xﬁelhgflp:‘ednfscio::e AL : 11262002@4 L 20 25103 ;’—';sss},-;- Within Rznge —
! o EL R e on ? !
166127 .| Betemelhasone 11302002@1 | 10 .| 1/29/03 | Assay= Subpélenf
Repository (PF} Smg/mt x S.E.P? JTG?O‘??TGB( é?‘f;} '
_ Bl (BSP+BA) . _ : : -
169123 Methyiprednisolone AC + |-11262002@5 | 50 '1)1 0/03 | Blerility= Negative
| (PF) 40 mgimt x 1 mi | i?f;’ji’“&, ;“e‘;gf;;‘fmed"
. : ' 131.4 (0) &.133.1% (C/A)
169128 | Betamethasone- ‘ 12102002@1 | 50 | g/8/03 | Sterility= Negative o
Repasitory 8mgfm! x 2 1 ' 22:;’;?:?; bﬁff,fiﬁ‘fe
ml ' BEP 7.0 {O); 62.0 {G/A)
, _ BA 59.8 (O); 58.7 (CIA)
169130 | Methyiprednisolone AC 11262002@4 |- 50 1125103 Sterility= Negalive
- | (PF) 80 mgfml x 1 bt ‘ Endotoxin= Negative
169131 | Triamcinolone Acetonide | 112020002@ | 34 21186103 Sterility= Negative '
40 mg/ml x 5 mi -8 Endotoxin “not performed” -
168132 | Prochiorperazine 111 12002@1 i8 2/9/63 | Sterility= Negative
Edisylale 5 mg/nil x 10 ml- 1 ' En_doia):ih “not performad” ‘
B 169133 | Saline PF 10% injectable | 12122002@1 5 3112103 Sferili{y= MNegative
Clxismi 4 Endotoxin="nol performegi"
208553 Be{amethasoﬁe 11302052@1 50 1129103 Sieriliiy= Negative
Reposifory {PF) 8mg/m! x Endotoxin= "not periormed”
.2mi ' : ’
Sterile Vials
Vial sioppers

PF= Preservalive Free {for some producls, NECC males product both with and without preservative)

; Belamelhasone Reposilory= Belamethasone Sodium Phosphate & Betamsthasone Acelale. )
SAMPLE PRODUCT LOT QTY | - Exp Results - A ’
193610 | Welhylprediscions AC 16 1714= Sphingomonas

[ (1302 | (PF) BOMGHAL INJ 4114= Burkhotiont cepacia




SUMMARY OF FDA INSPECTIONAL OBSERVATIONS FOR NECC.
FEBRUARY 5, 2003

ASSAY ISSUES

T Y S R Ja S mam m ey e e e S oo L e B - .
No Cesumeniiticn 1o Ve HhySIGERG RO S LIOCUCTE H16ET 58 Slendearcs, such ag;

a. No specifications (ie. USP or other) are set for finished products
b. No evidence products meet assigned shelf life. '

2} Preparation: No documentation of the following;

a. Bquipment used to measure components are calibrated and maintained fo

perform their ntended fanction :
b. Preparation steps are being performed in a correct manner since batch

record preparation instruction sare lacking significant preparation steps,
inclnding mixing and transfilling procedures. '

c. All components {drug'substances, water, vials, rubber stoppers) meet set

standards making them suitable for their intended use and don’t
contaminate the finished product,

d. Testing and sampling procedures performed for finished dmg products are

representative of the lots/batches being tested.

3} Testing/Sampling: No documentation of the following
a. No testing is done to confirm product meets specifications. (the only
finished product festing for selected lots is sterility and endotoxin).

b. Testing and samipling procedures performed for finished drug products are

representative of the lofs/batches being tested.

STERILITY ISSURS

1) Lack of assurance/documentation:

a. EBquipment, supplies and workspaces are sufficiently cleaned to prevent
contamination of finished product.

b. No Environmental Monitoring of Clean Room.

¢. Allautoclave sterilization processes are suitable for the sterilization of
drug product preparation equipment and components, - ' :

d. Transfer of bulk drug product and equipment from the autoclave (from
‘one room thru ante-room to “clean room™) for further processing doesn’t
contaminate product.,. ’

e. Transfilling procedures are being performed in a correct manner since

~ batch record preparation instructions lack transfilling instructions.

e —— .







DEPARTHENT OF HEALTH AND HUMARM SERWCES .
© FODD AND DRUG ADMINISTRATION
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New Lnglad Compounding Center . 697 Waverly Street

CITY, STATE 40 ZIF CODE T TYPE OF ESTASLISHMENT INSPECTED '
EFramingham, MA 01702 ' Pharmscy ’

BURING AN IKSPECTION OF YCGUR FIRM WE OBSERVED:

The below chservations pertain ta drag products that personnel prepare at your fimm for which you claim are sterile (for

example, Injections) and are prepared in anticipation of 4 prescription. -

For the preparation of sterile drup products distribused by your firm (such as those intcnded for injection), there is no
adequale documentation available lo verify they meet set standards (such as specifications and/or USP limits if
applicable) or the shelf life (expiration dating period) of these products. This includes the absence of documentztion (o

fooe

verify e following: .

A. Personne] p‘erfomﬁng preparation steps are not contaminating the fnished producis,

B. Workspaces are cleaned and sanitized to prevent product contamination,

C." Equipmens and supplies entering the product preparation area are decontaminate
conlainination, .

D. The environment in the area where the-filling and closing opsrations dre performed is adequate 10 prevent
product contaminalion (this includes the lack of documentation pertaining fo environmental monitoring in the
immediate ares while prodoet is exposed to the environment, such as during filling and prior to container '
closure). . _ -

B/ Aﬁ-autoc!a\ra‘sleri!izatioﬁpmcegsus are suitable for the sterilization of drug product prep
and components (which includes vial stoppers and bulk product). Some examples ate:

d/cloaned (o prevent product

aration equipment

that final products meet all standards (such as sterility). Critical processing parameters include sterilization
time, femperature, size and nature of lozd, and chamber loading eonfipuration,

b. Records do not sta(e the aclual critical parameters used during processing,
. Lack of documentation-io verify that the avtoclave iiself is maintained and calibrated to perfonm its intended

- function,
d.  The autaclave process used on bulk drug products does not have an effect on stability or product

specifications,

F. The trensfer of butk drug product and equipment from the antoclave (after it went through an autoclave process)

sioppers, meel sef sfanpdards making thém sujtable for their intended use.

G. Components and process water are not canlaminating {inished products, :

H. Equipment used to measure the amount of ingredients/componenis are calibrated and maintained to perform their
intended function, .

1. Testing plocedures znd sampling gﬁrocadurc‘s being perform

baiches being tested. _
J. That for cach preparation of a sterile product or batch of sterile producis theve has been appropriate laboratory

ed for all drug producis are representalive of the lots/

from on¢ room o znother roown fn which further preparation steps are performed in a laninar air flow workbenc), is
not introducing contamination into the finished praduct. Al components, including drug substances, vials, and rubber |

2. Lack of documentation to verify that all critical processing parameters being nsed are appropriale in ensuring |

EMPLOYEE(S] SIGNATURE EWMPLOVEE(S) NAME AND TITLE (rinror Tipe) . | DATEISSURD
SEE
REVERSE
OF TiIS
PAGE
FORM FDA 483 (8/00)  PREVIOUS EOITION OSSOLETE INSPECTIONAL GRSERVATIONS PAGE | OF 2 PAGES

EF
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| DEPARTI he \‘T CiFHEALTH ARD HUKAR SERVIGES
AND DRUG ADM NlSThATlON

TISTRICT SFTICE HOBHEES id FITONE HUMBER ) _ DATE(S} OF INSPECTION —F

Onz Manivale Avenue, 4 Floar 10424, 137128018002, 1134- )\ 03, 271403

Stenelrzn, MA 02180 . 7 [E:TI_J'UUBER e - _—u-g--_—-_:;
30\:JL173\7{ 3

(781} 59-7760

U A — e i e e

ETREET & 5’\,“:’-0-

VERT W T -
New Erpland Compounding Centez ‘ 1697 Waverly Strext
o TYPE OF ESTABLISHIMENT INSPECTED

CITY, STATE AND 2P CODE
 Framingbam, MA 01702 “|Pharmacy

determination of conformity with purity, aceur, acy, q(crilif}', and non-pyrogenieity,

s

in acCordatlcc with established

wrilien specifications and policics,
K. Preparation sieps are being pérformed in a correct manner since bz.[ch record p].'de;ﬂﬂ{)]} instroctions

N,
significant preparation sleps, which includes mixing proceduses,
L.- Final contziners are capable of maintzining product micaul}' {i.e. identity,

- the shell life of the produet,
M. All drug producis prepared and packaged af vour site meet- -specifications and USP limits (if apphcab}e} for the

expiration dating period assigned. According o documentation and your statements, alt drug producis are assigned an
expiration dete of 60 days if they do not coniain a preservative, three months if they are not filiered, and 6 months if
they are {iltered, Mo data was available for 2 any of’ your products prepared al your firn to eupport these expiration date

pertads.

nre ]chmc'

n'engih, qua]iry, and purity) I!Jroughout

In addition, for ail of the ftems abave there were no wiitten procedures avaitable pertaining to the performance of these

dulies and processes,

2. There are no \'mﬁcn procedures perlaining (o the handhn" of complaints, nor does your firm nmyintzin a complaint file,

3 There was no documentation available for the handlmg and disposition of repors of patient problems, complaints;
adverse drug rezctions, drug product or device defects, and other adverse events feporied. Forexample, afier a medical
facility reported adverse events associated with lot 05312002@16, your frm conducted a recall of injectable steroid
products and implemented shorter expiration dates and use of pre-sterilized vials: You stated you have no documentafioh

available pertaining to an juvestigation being performed for this and other related lots which shows that adequ?te f‘ol]ow -np

" action wag laken.

ENMPLOYEE(S) SIGNATURE EMPL_OYEE(S} NAME ARD TITLE ¢Prinsor Nipe) DATE ISSUED
SEF
REVERSE
OF THIS
PAGE
INSPECTIONAL OBSERVATIONS PAGE 2 OF 2 PAGES

FORM EDA 483 (8/00)  PREVIOUS EOITION ORSOLETE
EF




January 30, 2006 — Initial Report From PST to NECC
(Dockets DS-03-055/PH-03-066 and DS-05-040)
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: Pharmacy Support, e,
- 09 Orchesd Stiegt « Mundelein » 1L 60060
" 3475669229 « B47.566.4960 Facsimile

Januery 30,2006 - PocketNos:  DS-03- 055} e =
o L o PH-03-066] %&ﬁjﬁ; %@E

e

Mr. Barry J. Cadder, R.Ph *.
New England Compeunding Center _ - JAN 3 1 7088
69( Wavary Road ) Eﬁ ﬁﬂﬂﬂi"%ﬂrba&ﬁ@

- Framlngham Massachussifs B -

. Dear Bary,
« .7 ltwasour pleasure msetmg wﬂh yout and your collsagues durmg oL wsu fast wesk. We acmowledge

and appreciate the fime and &ffort put forih from everyons at ‘he fscslrty fo’ comple{e thls assessmentn
the t!me allotted. . , . . .

Purpose : ' '
" Th# purpose of our vf3tt was to conduct an assessment of your faclﬂty located at 697 Wave{iy Road,

Fram!noham. MA. Jfis our understandmg that the-State Board of Pharmacy required this assessment be -
conducted bya Board-approved eVaEuatoransfyzmg your compounding practices and corpliancs with
United-States Pharmacopela Standard <735>, non-sterile compounding procedures' and USP standard
. <797>, sterile compounding procedures, vt recommendations for revisions to practices for comp!iance
with tne USP standards. The stats board apprOVed Pharrnacy Supporf 1nc as the evaluator. | . :

R.. Caputo, PhD M. Moriva and M. Jef‘rey of Pharmacy Support, ne. conducted the' assessment
._Employees lntemeWed | during the assessment included Barry Caddsn Dhreclor cf F—’harma

B Conicmaro General Manager,

*

.
H
J 7

S‘cope ' ’
Ths assessment covsréd hé following areas for sterile compoundmg

Sterile Envirohmental Design

TN

Quallty Assurance Program - -
Media Fills (Process Valldation/Qperation Qua!rﬁcat[ons)
Envlronmental Moniforing Program .
"Cleaning and Sanitizafion Program
Training -Program - :
Process Conirol
S Equipment
- - ‘Flnlshed Preparation Tesﬂng
' : Adverse Event Récords |
Devlation/O0S Reports, anesﬂgaﬂons and- Correctwe Acﬂon Procsss
- Complalnt Handling Program
: Stsndard Operating Procedures

The assessment covered the foﬂowmg areas for non-steri!s compoundjng

Personnel .
RaW nisterial conirol and.testing _ .
- Compounding prsparsdons . S o -
Validation of critical processes | . .
Environmenie! Monitoring . oL . ..
" Beyond Use Dafing . . S . . o ,
- Stapderd Operafing Procadures | .~ - ) - T . .
ST - Investigations-and Docimentation e S . .

Paqa 1 of2

" This doann.ntcan!z-as Information that is efBdenthl md propetary Ay distribullon o copymg of [h_g
- document w"ﬁ:am?em}ssm Tei PSI or thyest sp:nsor {s probibiied.

T




'

. Alllots of products are compounded inaccordance with a preseription.

" Concluslon - : _ . ‘
seen significant upgrades In facility design for the sterile compounding

Ca—

_ cc The Mas$achusetts Board In Registration in Pharmacy

- FPharmecy Support, Ine, ‘
909 Orchard Streel « Mundelein L 60060
B47.566.9270 « $47.566.4960 facsimils

‘Positive Comments . . ' . _ ,
.- The newly Installed modular clean room is sigle of the art and Is of sufficient size and design for proper

operation and to prevent contamination, _ o _
The facifity Is of sultabls siz¢ and construction to facilitate cleaning, maintenance, and propér oparafions.

-Personpel interviewed have appropriate education or experience fo perform assigned functions.
There are an adequate number of employees fo perform and supervise the cornpounding operations,

Equipiment utilized Is appropriate for compounding operations, |

Although your facility has
.operafion, there were numeyous significant gaps identified during the assessment thersfore, itls the -

* opinjon of the auditors that your operation needs {0 be upgraded and enhanced fo ba In substantial
compliance with United States Pharmacopeja <796> or <797 The auditors observed somie of the
compounding activities and althcugh the feshnicians appeared,io be performing the operation adequately,
without & writfen procédure to follow it Is not known if the activity is repeatable and reliable; and as noted -
throughout the report much of the documentation for the activitles that is performed Is inadequate. .

Upon implemehtation of the recommended corective actions, we belleve that appropriate systerns will be . i
in place and in compliance with the USP standards. The recommandad corective actions are Infended o :
address the systemic lssue and not necessarily the isblated Instances of non-compliance. .
The recommended corrective actions can be implsmented In the specified time frame requested from the -

State Board of Pharmacy. . . ) _ e

Major. ar_éés,oicon'cems:__- — — . i e
' Inadequate/incomplete documentation L.e. Good Documentation Practices are Inadequats,

" 'Witteri procedtlres are admittedly, not routinely followed andfor Sop's are not writien.” -
In many cases the procedures are notin strict accordance with USP <795~/ 97>,
performed on "stock solutions® and not the ead product that Is

L)

L]
R
« . End product testing Is often
required. ' . : . .
.+ Process controls Including validation of sterilization cycles and miedia fills are inadequate.
In a continuing effort to help keep management In compliance with the USP standards, PSl is
recommending that you consider hidng a qualified Quality Assurance professional who would fake

responsibility for maintenanss of the newly developed quality systems.

.f.f_he assessmerit res';g!t_-s have been Included for your review, T he results have been formatted Info thres
sectons: 1) speciiic USP requirement, 2} observation or non-compliance to each Usp requirement -
highlighting specifie examples as evidence of the non-tomplianes and 3) fecommended correciive zotion.

Stnoerely, |

MickMoriva =~ | . : o o - ' . -
. V.P. Quatity Operatioils * - : . . : o

Fhamaceutical Systems, Ine. - . _ k ‘ - : _ | |

Ross A. CGaputo, Ph.D., Pharmacy Support, Inc. . -
Megan Jeffrey, Pharmacy Support, Ins. L
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Compounding Sterfle and Non Sferile Preparations Obs‘ewatiéns_and Recommendations FinafR_ebprt
. Company Name: New England Comb'oundihg Center : o

i+ Company ontact: Greg Conigllaro and Barry Cadden - B
Phone; 508-820-0608 ' ;-

Observations requiring Corrective Action

Nori-Sterile Compounding - e T :
Notel' As discussed with the Dirastor of Pharmacy, this sectiohof the USP requirements has not been
addressed by New England Compounding Center as no éurrent active procedures exist. Focus has been
directed fo the sterile side of the operation. By teviewing the Standard Operating Procedure index, the

- auditors observed that although thers are soms procedures, Hhe majority of them are not written explicitly -

. “for raeeling the requirements of USP <785>. None of 16.50P"s that are written for the non-sterlle. - .
operafion are signed or approved. The list below is not infended 1o ba alf inclusive of the requirements of

- USP <795>, but the entire sedtion of standards needs to be addressed formally. - '

Requirénienf: - USP <7 85> --R%poﬁ_siﬁi!iﬁ,t_of the Com poundér
"Personnel are capable and quallfied to perform their &sslgned duties,”

Ohservations't _ s o e S
&) There is no wiitten/dociimented procedure {SOP) defining a training program for non-sterile . . .
" compounding personnel. . T .

b)_'Therelis no documentation of trainfng conducted. C E

.. Recommel}daﬁogg_ L. . - oo
~ ¢ Establish aformal fralning program. Docurient requirements of the tralning program In an SOP. -

. ™. Perform trainipg In accordancs with the requirements - _ '
Document afl training conducted . . E .
Conduet performance Téviews at sohieduled infervals fo asstire that processes continue fo be céred out
in"accordarice with written procedures. Written and practical exains should be considered

Obseyvation2 ) . A ) o
a). There is no written standard operating procedure to define the roles and responsibilities of the
compounder }pharmaoist as defined in <1075>and <795>){§ assure qualityis built Info the products fo
included key factors as outfiped in the standards.. - L _ .

"7 o Example: No writtenl procedures to assure crifical processes are validated, No written
procedure for stability pragram, No writien procedure detailing quality verifications fo

assure no compounding errors have occurréd,

Formal standard operating procediires must

Recommendations : ' . o o S
be written 10 address compounder’s roles and.
responsibilifes Including all key fa:ci_ors as described in ﬁle stan;iards. ‘ . o

" Reguirement - USP <795> - Compounding Environment.. - - :
‘Aréas designated for compounding have adéquats space for the orderly placement of equipméntand
" materials to prevent mix-ups belween ingredients, contalners, labels, in-process raterials, and finished
_ preparations, The compounding area s also to be designad, arranged, used, and malntained to prevent
~ adventious cross-confarpination.* - [ : .
*+ "Equipment and ‘accessorles used in compounding are fo be inspected, maintained, cleaned, and
_Vvalidated at \apprépriate intervals fo ensure the accuracy and reliabifity of their performance.” -

- Pharmacy Support, Ine. o, T . Pagatofit
e Thls dosuesnt osofain isformalion thatis confidenttaf and propristary, Ay distributlon or copying of this - to
.+ docamend withewtpermissicn from PST of the test sponsor Ts prohibited, ) :
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‘ . Company Name: New Engiand Compoundfng Center

" preparation a& compounded. Theformulation riust incltida
: . dispensmg, the storage requu‘ements and any qualily confrol procedures

Com pounding Sfeﬂ'e and Non Saenie Preparaﬁoﬂs Observanons and Recomméndanons Final Report

Company Contact Greg Conigliaro and Barry Cadden
Phone: 508-82{3 0606

. Requirement - USP.<795> - fnqredfent Selection
"Only manufaciured drugs from confamcrs labelzd w:th bafch control

date are acceplable..,”

number-and a future expiration

Observaﬁon 3 '
a} Ingredfen%s were fransferred to a secondanf oontamer with msuﬁ" clent iabermg

Recommendatron _
. Label all boftles and pre-mix syringes appropna;efy

Raquiremenf usp <795> Compounded Preparations e
~Unless otherwise indicated or appropriate, compatinded preparaﬂons are fo be. prepared to ensure that
. “éach preparation-shall contain notless than 90% and pot more than 110% of the theoratically calcylated
~and fabeled quanﬁty of active Indredient per unit weight or volume and not less.thah 90% -and not more

fhan 110% of the fheoretxca![y cafeulated weight or volume per unit of the preparaﬁon

Dbservahon 6 . ' '
a). There is nowrliten SOP cfeﬁnmg release cnteﬂa fo verify that each preparaﬁon shall contain nof iess

. than 90% and not more than. 110%..

Recommenda‘:on - o . ‘

Reqmremenf, Usp <795> Compoundinq Process- .
" The compounders are foc consrder using the fol!ow;ng steps to mmfm:ze errorand max#m:ze the

pr‘escnbex’s intent...” o

Observatron 7 '
a) No requ;reﬁents for donmng proper atfire or hand washmg

By There 15 no written SOP deﬁnmg the final anpearance of the formu!ahon as part oireleass of the
preparaﬂon . . L.

Recommendat{on
‘Authdr SOP defining proper attire and hand Washing
- Establish a program to verify Telease crlteria indluding final appearancs of formu#atfon

Reauirement — USP <795> Compoundfnq Records and Documents
“This.record must list the name, sfrengih -ahd dosage form of the preparation compounded all-
mgredfents and fhielr quantities, equipment needed fo prepare the preparatien when appropriate, and
mmng instructions. Mixing instructions should incfude the order of mixin

environmental condrols, such as duration of mixing, and other ;actors pertinent to the replication of the .
the beyond—use date, the camamar usad fn

Obsegahon 8 '
@) The formulation record Is incompfete andfor not appropnateiy demgned

- Example: |

e Ec}ufpmmnt description or eqmpmem number is not xdenﬁ
+ The mwng lns{ructzons are not spatific and do nofal .vays Indicata tlme and temperature

PharnecySupporL, ins. : . : ) Page 30?11
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' Recommendation .

.
—_——
) *

. Compound;’ng-St:e{a‘Ie ahg’ Non Sterile Preparations Observations and Recommendations Final Report

" Phone: £08-620-0606

' “The act of verificatioh of a compounding procedure involves checking fo énsure thatcaiémaﬁons,

Develop a releass SOP that requires specific verifications and the doctimentation reqixfféméhts, v

0

Company Name: New Ehgland Compounding Center * ..
Company Contact Greg Conigharo and Barry Cadden -

S 'Environmema,! controls are not spéc'tﬁea L o ) | : |
- *  Noquality control procedurss are defined o ) | .
Recommendafions: . . " - ) i

- List equipment and any other instruments on formulation record,
. “Update mixing instructions with ranges and fimes;

¢ Gover while sfirring, . , S . Co
- o Example of an adequate mixing instructon, “The compotnd shiould be mixed on the hot
. plate.at 75°C +/~10°C for 10-15 minutes. Document temperature’and fime on -
© compotnding récord.” . . - o

" List all safety, identity, sttength, quality and purity Information as applicableto the finish preparation,

Requirement - USP <795> . Quafifv'.coﬁtr_o_! L : B T
“To -ensure accuracy and cbmpleteness, the compounder'is to observe the finlshed preparafion fo-ensure
that It appears a5 expected and Is fo tnvestigate any discrepanciés and take appropriate corrective
-getfon...” = Co o : ' s -

‘Observaﬁoﬁé ' ' . < . o
‘&) Thereare no CAPA (Corrective Action and Preven%aﬁveActipn) or OOS (Qut of Specifleation)

finvestigation SOPs written, - . S

Deveiop CAPA and O0SMnvestigation SOPs " e | ;

Requirernent ~USP.<795> - Verlfication

weighing and measuring, order of mixing, and cémpounding techriiques were appropriate and acctirately - .
pefformed,” i co _ ' oo . . .o . . C

bservation 10 _ A L o
&) There are no written procedyres for finished preparation verification or release of preparation. B :

Checks do-not include Ingrediént, fot number, or expiration check

Recommendation . _
Develop a finished preparatlon SOP

Pharracy Suppor, lne. - N . . Page 4 of 14 _
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’

" Inspaction detects Unautharized breaks in the contain

' th'e‘ir-intendgd Uses.”

- Develop a written procedure for Incoming inspection of raw materials,

. Observation 2

“thuts, stoppered and ermped empty vidls must contain a small amotint of

* Such items aré either-used imme{iiateiy or-stored Untif use fn

¥

- Compounding Stesile and Non Sterile Preparations Obssrvations and Recommendafions Final Report

* Company Name:New England Comp.oundfng Centér
Cernpany Contact Greg Conigliaro and Ban_i,r Cadden -
Phone: 508-820-0606 : '

Sterife Gompounding - ' : . ) .
Reaujrement - USP <797>.- Responsibilities of all-compounding personna » ,
“Opened or pariially used packages of Ingredicnts for subsequent use In CSPsare properly siored under
- restristed access conditions In the competnding facllity. Such packages cannot be used when visual
C er, closure, and seal; when the'contents do nof
possess the expected appearance, aroma, and texture; when the contents do not pess identification tests

specified by the compounding facility; and when elther the Beyond-use or expiration daté has beén

exteeded.” . o
and purifying devices are-clean, appropriately accurate, and effective for -

"Measuring; mixing, sterilizing,

Obseivations1” ' . L

" 2) No documentation of lnspection of incoming materials.

Recommendations

a) ,Glasét.yare/métal equipment used'for'CSPs Ts not depyrogenated before uge,

Recommendations

Change SOP(s) o require depryogenation of glasswars whera ég;jr_obje_&é )

¢ 3 Depyrogenate all glassware/metal squipment before uss, |

'Provide adequate sforage space for depryogenated glassware when not used immediatsly

Requirernent - USP <TIT> - Verificaffon of Compou nding:Accuracy and Sterfiization

Steam ST ' - : . .
“To achfeve sterillty, itIs necessary that all materials be exposed fo steam at 121°, under 3 pressure of
about one atmosphere or 16 psi, for the duration verified by testing to achieve sterility of the items, which
is usually 20 to 60 minutss for GSPs.... Séaled containers must be able ta generate steam internally;
moisture fo generate steam.”

Observations - -

&) No decumentation exists for the evaluation of qpproprléte sterilization method.

- b) Sterilization equipment tias nof been verifisd.

0) No véfification that produict reaches 121° for a minlmum 16 minutes,
d) Documentation of sterllization cycles is Insufficient and/or incomplete.

Recommendations - . c
Verily sterllization methods. -~ - - Ca

* - Record pressure and femperature with edch cycle.
. Verify Joad configurations. o

Dry Heat ' . — N - - .
luminum foll, then exposed fo dry heat in an oven

"Glass and metal devices may be covered tightly with a

" at a mean temperature of 250°for 2 hours {0 achieve sterility and depyrogenation (see Dry-Haaf -

Sterlizatfon under Slerilization and Sterlity Assurance of Compendlal Arficles, USP Ch apter <{211>), .* - '
_ an énvironment suitable for com pounding

fow- and med}umiﬁsk CSPs.”

Pharmacy Sepaert, Ine, . | ) ST . Page 5 of 11
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~~.  Gompany Name: New England Compoundmg Cenfer

e

B

' ;___c)_Bubble point test for Intégrity is.not performed

- Comipotinding S en[e and Non Stenie Preparafrons Observations and Recommendatzons Final Report

Company Contact: Greg Coniglaro and Barry Cadden
-Phone: 508 820-0808 .

© Obsefvation 4
a} Depyrogenation of giacsware Js nat peno*meci or dcuumentr;d

b} o documantation for sterilization cyeles.
¢} Sterifization equrpment has not been verified.

Recommendaﬂons ;
Glassware Used in high risk c.ompOUﬂdmg ratist be depyrogénated and StOIEd appropnatcly

Verify stennzaﬁon methods,

Fﬂtration ’
"Commerclally available sren!e ﬁfters must be approvgd for human—use app!:ca’aons in sren!rzmg

pharmageutical flulds. Both filters that must bs sterilized before processing CSPs and those filters ihat
are cormimerclally availeble, disposable, ster!le and pyrogen-free have a nominal porosity of 0.2 i,

which Includes 0.22- poresﬂy'
“Personnel ascertaln from appropriate mformaﬂon sources thal the sterile mfcroporoua membrane filter

used to steiilize CSP solutions, either during compounding or admyinistration, is chemically and nhyslc;aﬂy

compaub!e with the CSP."

Observaﬁen — L :
z} Coimmercially available fiiter devices are not documented fo be received with eertification of-analysis. !

b) No.willten procedurs for sterilization by filiration.

dr Filfer compatibility is-not documented

Recommenda‘ﬂons
" Retaln Ceriificates of Analysls-of filters for records

+ ‘Better documentation for sterilization by fiitration.
Document and verify filter compatibi ftty. ‘

Reauirement usp <79?> Personnel Traininq and Evaiuaﬂo:n in Aseptic Mampulatnon Sk:ﬂs
‘Media-fill testing Is used fo assess the quallty.of the asepic skift of compaunding personnel. Media-fill

. tests represent the-most challenging or stressful-conditions actually encountered by the persormel bemg
evaluated when they prepare parﬁcu!ar risk level CSPs and when stenltz;rfg high-risk ievei Csps”. ©

. Observation 6 .

* ay Media fill acceptance ¢ aiiteifa has not been deﬁned

. B) Gorrective action for media fill failure has not been defined (performed)

¢) Media fill protocols are lncomplete In that

Media filf fi nal repoﬁs documenting resulis are notcomp]eted L L
d) "Appropriats Irterventions during media fills are not defined. : )

e} No Environmental Meonltoring taken during media fills. .

f) . No growth promotion documsntation of redla fills medla.

ay. Media filt procedures are Inadequate and Inconsistent, .

" h). Process valzdditon miedia fils do not contain ﬂhe proper number of contalnerc

Reoommendahons

Progess medla filfs mimic aciual procasb )
Media-fills must be prerorm d at tha frequency denned in USP <?97> (annual {om’medmm, semi—annual-

hrigh).
Medla-ﬁ!k protocols should be estabhshed nthat ' ’
EM sampling s conducted during the media fill, EM samplmg mustincluds sampling of

:  personnel and surfacvs as well as viable and non-viable azrsamplmg
Pha:macy Support, Inc. . PageGoi1l -
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. Phons: 508-820-0808

.+ "Only approved clbaning and sanitizing agents ars ysed with careful consideration.of
effectiveness, and inappropriate or foxic residues... In the anteroom ares, supplies &

-

" trbulence Within LARWS and other Sreas Whers &1

" d) Stereoin hybrid buifer area,

; Include shelving units on the cleaning schedue. They should.bg cleared o

~ Observalion g o . _
. @y Non-slerite 70%IPA is used fo sanifize. =

' responsibilities. They must ba thoroughly frained-in asepfic technigues and be highly mofivatedto *

'Obs‘sr\:raﬁon 8 - )

winne DU onJINTTRUY o e R

-Compbuadfngi Sterilé and Non Sterile Preparations. Observations and Recommendations Firal Report .. K
C‘om‘pény Mame: Név:_Ensjfahd Cormpounding Center "
Company Contact: Greg Conigliaio ahd Barry Cadden -

4

Media fill final reports should be written documenting resulis.
Appropilate Intervenilops during media fills need.to he defined.
Medla fifls cover muiiple confainerfclosure slzes, | :
- Corrective action for medla {ill fallure neads to be defined.

1 1] 1

L

Requirement - USP <797> - Environmental Quallty and Conirol - _ : |
‘The surfaces of cailings, walls, floors, fixtures, shélving, counters, and cabinets In the:buffer areashould . .
be.smooth, Impervious, free from cracks and crevices, ahd non-shedding, thereby promoting cleanabliity

and minimizing spaces in which microorganisms and other contarinants may accumulate.® , o
*Primary envifenmental control must provide at [éast SO Class 5 quality of air to which sterile ingredients .

and ¢omponents of CSPs zre directly exposed.” - )
compatibiliies; -

g | hd equlpmént
removed from shipplid carlons-are wiped with a sanitizing agent, such as sterile 70% isopropy! alcohot

(IPA), which Is checkéd perlodically for contamihation.” . ‘
“Personnel ara critical keys to the maintenance of asepsis when camying out thelr assigned.

maifitaln ese standards each time they prepars a sterile ptoduct.” . ,
"Evaluation of environmental quality is performed by measuiing both the total number of particles ahd the;,

number of viablg micreorganisms in the controlied alr environments of the compounding area.”
Furthérmore, “...the air sampling is performed at locations judged by cornpolnding personnel fobe the |

most prone to contamihation during compounding acilvities: this Includeés zonés of air backwash ) '
r backwasH turbulehce gy éniterthe campoiiniding -

area.”

Obsérvation 7 . ' ) .
a) Schedule for cleaning Is notas per USP <797>, ~ . .
) Flogrs in the unclassified/hybrid buffer area have not been sanifized in 3 months of use,

©) Shélving/cabinets adjacentto glove boxes have not been sanitized in 3months of use-

Recommendations - <o .
Remove all unnecessary ftems from the hybrid buffer areaie: stereo
Include-all iteins in hybrid buffer érea on the tleaning schedile, *© - T o s |
~  Floors sheuld ba mopped daily - .o . . .
Shelving units should ba cleaned weekly :
Wails and Ceillngs shoulld be cleaned-monthly

if and wipad down,

a) Compounding area not certified o be ISO Class 6 during dynamic condifions.
b) Visihie holes on glove box gloves. 4 out of the 8 gloves observed had holes while CSP was -

compounded. |

Recommendations S . .
All'classified areas must be cetfified during dynamls conditions,

LI - P T - . .
. . . . ) L . . !

b) Non-sterile 70%IPA fs hot periodically checked for contamination. .
" Phamacy Support, inc. e L | " Page 7 of 11
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Compoundmg Sterile and Non Sfenle Preparahons Chsevations and Recommendaﬁons Final Report

. Company Namé: New Engfand Compoundmg Oenter
f‘ " Company Confact: Greg Conigi"raro end Barry Cadden

Phone: 508-820-0606

-
Y

. Reoommendatnons
Bleach or other appropriste epomcioe f-‘houfd ke used for cleaningon a Wﬁekiquuarter!y basis, es;:ecraﬂy
for inctshators and refrigerators.
Utilize sterile 70%IPA.

Obsepvation 10 ‘
a) Hairnets and beard covers were not wom properiy
b) Gowning procedurs is not establishéd.
- ¢) Beard covers not womn,
&} Shoe covers not wom.

Recommendations .
Personnel should be gown cerf" ed fo work i in the hybrtd buffer area, This would znc{ude macrobrai
Samples-of personnel )

" Hairmets mustcover all hairand ears, .~ . ' :

. Beard covers must be womn while compoundmg ) ' i
There should be a procedure for the oleaning of scrubs and lab caats

Observaﬂog 41
a} Enwronmentai data js not documentcd properiy.

 b) Environmental monitoring procedures are inadequate..
\ ___c) Environmental momtonng procadures-do not prowde _perator wuh mstrucdons whep there is anaction

fevel reathed.

Recormnmendations =~
All class 100 /18O 5 microblal recovery should be ldenti”{ed fo the genUS and specles level,

" Environmental monitoring program must incltidé personnel fingerfip plates. -
Environmental momtonng prot:ﬂdure mustbe: updated {o Include comective aétlons for out of spemﬁcauon

resuits. .
Procedures for tracking and Trending data need to be establ;shed

.Reau!rement USP <797‘> Processma Equlpment
T Ytis necessary that equnpment, apparatus, and devices used fo compound aCSP are oonsrstunt{y

- capable of operating properly and within acceptable tolerance fimits. Witten procedures outlining required”

' - equipment calibration, annual maintenante, monitoring for proper functiop, controlled procedures for use

of the.equipment and- spec:t‘ led ﬂme frames forthese acﬁvitxes are estabitshed and foHowed g

Observation 12 )
a) There s no written SOP's for cailbrahonlprevemahve malntenance ef eutoclaves d{shwasher, ISO[atOJ'

freezers or-Baxg pumps, - 1o
" b) Celibrations are not periormed properiy Mot venﬁed agamst g ceitmed standard

¢} No written preventative maintenance/clearing schedules éstablished for equipment.
- d) ‘No written chutrﬂmsndcorre\.-ﬁve acbons estabhshed for out of fr!erance- reudmgs B

Rgécommendataon : ' _
Author SOPs that include equ:pment use maintsharice and cailbratxon o .

“ Author SOPs todnclude cleaning schedules,
Requ{rementsfcorreétwe acﬁons need fo be defined and documented

- Pharmar'y Support Inc _ : . . .Peges of i1
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‘ ~ applicable,

Phone: sosaz_o 0800 .. : S ’

. “Finished GSPs are Individually insp
" not distributéd promptly,

the'wltten procedures, Immgdiatsly after cormpounding and as a condition of releass,,
- where possible, should bs inspected against lighted white or b!ack background or both for ayidence of

Recommendaﬂons

. must bé those- speciﬂed in that labeling,

‘mechanism lor monitorin g, e\faluahng, corresting,
. this chapter (USP <19?>)

Company Name New Engfand Compoundmg Center
Company Gontact Greg Conlgliaro and Bany Cadaen

r

Requfrsment Usp <757> Fimshed Prenaratzcn Releass Checks and Tests
“Allhigh-tisk-Tevel CSPs for adminfsiration by Injection info the vascular and cénfrel nervous ‘systers that -
are preparsd In groups of more than 25 tdentical individual single-dose. packages, of in multiple doss vials
for adminlstration fo muitiple pafients, or are exposed longer than 12 hours at2° 10 8° and longer than &
-hours at warmer than 8 before they are sterilized arg tested fo ensure that they.are sten!e (see Sterility. -
Tests <74>) and do notcentaln excessive bacterial endotoxins (see Endotoxins <g5>).”

ected in accordance with written procedures after compoundma if.
thege products are irdividuatly inspected just prior to leaving the storage area,

Those products that are net Immiediately distributed are stored In an appropriate location ds described In
each product uni,

wsﬂale parﬁculales or olfter forelgn maﬁer

ObServaﬂon 13 o
a) Sterility. testing Is not being performsd per USP <> -
b) The testing laboratory has hot besn surveyed fo ensure sterility and endotoxin testing is comp!eted par_

the applicable_ USP methods, Stenr{iy Tests <?’1> Bacfenal Endotoxin Test <85> chemistiy testsas ©

.= Verify that sterdf{y tesﬂng is conducted ed as per Usk. <71, L ' o .o
Scenf!iy tesrrng Is confracted out foan i olitslde laboratory, afthoygh not requrred itis hlghfy — e =,
recommend that there'bé an audlt of the facsisty to ensure thelr adherence to USP <797> and <

<71 > requlrements for festmg

@

' 'Observs‘ion 14 - :
. &) No written procedure for final mSpecﬁom B

* b) No documentation of quarantined area. .
_©) No decumentation of release of prepa{aﬂon from quarantme

'Recommendaﬁons ; ,

Establisti a final inspection procedure
Author SOPs for quaraniine and re{ease of final preparahons

Requ)rement USP <7975 - Storaqe and Bevond-Use Datfnq
“Beyond-tise dates for CSPs that are prepare strictly in accordance with manufac:fureJ product !abehng
er from appropnate literature sources or d;rect testing.”

Chservation 18

'1 a) BUD assu'gneid incorrectly.

: Recommendaﬁons ' ' :
‘Revise BUD assignment fo reflsct what Is deﬂn vd i USP <7°?> or prowde stabllliy studies ;

' Requ;remeni USP <797> The Quahw Assurance Proqram

"A provider of CSPs must have i pl p ace a formal Quality Assurance (QA) Program mtended o prowde a
and xmproving the schvrhlss and processes describad in

Phan‘nacy Suppsct, Inal . o Page 9 of it
. . This document conteing mfoun..ﬁon ﬂm is conﬁdsntrai asd pmpn,tsgy Any distibutien of copying of thly |
. donmnest without permission from PST orthe kst spoitses s probibited ]
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Gompoundlng Sten!e ahd Hon Sterile Preparaﬁons Observaﬂons and Recemmendaﬁons Fmaf ReporL

Company Nama; New Engfand Compounding Center
; Ccmpany Conizot Greg Conigllaro and Barry Cadden h

Phone: 508 8200806 :

'Obsnwation 18 - ’ )
-2) There are no writfen procedures for rﬂcaap’g storage, and accoumab llity of comro?led substanws

b) There Is no written procedurs for Good Dogumentation Praciices.

£) Good Documentation Practices are ot followed.:
d) No viritten procedure for Deviations, Investigations and CorrecuvefPrevemahve Ac‘aons
When temperaturs monitoring was not perfonnedfdocumenfed of termipearaiiire was_ out of

- fangs, there was no deviation opened mvesﬂganon or Correcﬁve/Preventatzve action- -pHt

. in placa. .

) Faﬂure/OOS procedures for. final release are insufflcient.
No investigation for finished préparation teszing failures, 1. e potency was af}o\re

o specificationand released.
7] No written procedure for how fo usefcomplete formiula v/orksheem
- @) No change confrof procedures -
h) SOPs are Inadequate or not follovred,

' 'Recommendahons

Develop a Quality System
' Review all SOPs and revise to be appii’cabfe fo current practice

Observation17 ’ e .
_a) The SOP for comp!anm fiandling is not foffowed lnvesﬂgauons are not performed when required. '

Numerous blanks-on all fors; RMA #' not t asslgned and/or authorized by Pharmacy director.

‘—'"b_)—Complatnt forms were iﬁﬁfaﬁaﬁ_for some compfamis Togged in tﬁe -complalntiog. . Exampfe 2005'""' T

4

Recommendaﬁon
Review current SOP for adequacy {6 assure respons:bumes are’ cleariy defined

™ Make necessary changes tg procedures
Folfow the procedure
Documeit com plamts completely

Dbsenfaﬂcn 18 "
&y Lot humbers are not assfgned appropriately. Muft«ple conf guraizons filled from the same stock solution

bear the same lot number, (2mi fil, 1 Omt fill etcy.

Reeommendahon . X
-Establish a procedure for ass;gnmg unlque lot numbers

Pharmacy Suppart, e . - - , Paga io of 1
'ﬁns document containg information thet s emﬁdcnnal i propristary: Any distribuifon or ecopyingofths.
dosmna'twmmp&:nismnﬁem PSlorthe f.:stspozxsongpmbibnai




Compounding St née and Non Sienje Preparations observat;ohs and Recommendahens Funa! Report

= Company Naime: ‘New Engiqnd Compoundmg Center
Company Contact: Greg Comgharo and Baﬁ'}" Caoden
. Phons: 508—820—0606

!"enem! Decumen*atson Observaﬁons
Overalf documentation practices are Insufficient as evfdenced by the foHowfng
Nurmerots.emply-spaces on forms and the use of “N/A” not noted when appropriate

L]

el
o Many instances where documentation-does not contaln “Reviewed by/Dafes” lines,
o MostLog Sheels do net have a preformed by IniffalfDate/Time, - .
o Temperaiure Monrionng Logs do not havea space for the equapment that is bemg
. moriffored.

o Gorrectiohs are not performed proper!y with a single line out as fo retam all data
o Mostseclions of complaint fofms are not complefe

Product Return frac!qng forms are incomp[eta and not au*hdnzed by the Pharmacy

Dlrecior

Report P‘reparéd:by}:: \Mﬂ/fg@@d{éfj "'/U)‘z})’ . .Daté: @ {-_% 0 _Gb .
. WW — et 2/ =0 ~0

" Reviewed by: .

. Pharnacy Support, Inc. Pago 11 of 11 ¢
. This éaamcnt conizlis iufemaimn that 3 mrmdcnnai md propristary, Any distzibutioe or copying ofws .
documeut withott pemmission ffom PSI or the ést sponsor is pm}dbtted.
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- Load tcmperatdre;, distitbution showed th

higher in order {0 achieve a chamber temperature 0f 250°C or Hgher,

Losd temperature disteibistion showed that the Joad located i1 the bottorn shelf nf the

oven did ot reach 250°€, )
Actions: . - _

Qns of four shelves was rs:mm:d'ﬁbm the oven, C
Large size picces were'moved from Bottom shelf to top shelf,

. Large to medium slre pléces were placed on the medfum shelf

Small size plecss were placed on the bottom shelf.

- Asecond run was performed

RUN2Z B S |
Temperatur distribution dura showed that the aven controller set 2t 765°C: sohieved a
charabet tempeTature of 250°C or higher. N ' "

het the Ioad looated i the bottorn shelf of the

aven did not reach 250°C, -

Actions: . - A B
Botfom shelf was raised approximately 10 inches fiom the hottbm of the oven’s chamber,

Watlow controller was programmed bass onyun | and run 2 results,

Trls dactment conlaves Innntion hatls comrimral pmg;{am Anvg digirbrion or
chpyieg of inds document without parmizelon fiom PE) or fhe i Spordr Is prohinisd,

(T2 WL AT TR TR RN SRt g RIS T T
~ Pharmacy Support, Ing, - i
. 908 Orehiard Sirsat « Mundslain + L 60050 h
\ _,: 847.695.9220 « Q4V.BL54060 faceinlle.
Resulls & Recommendations;
Manufacturer YWR 5
Model: 1625 3
Serial: 02002506
Laocation; Storage Room ‘,
T eycles were run to dotérming parameters to be programmed on the Oven's Watlow i
951 controller, One syele was run with the programmed paramefers to verify printmum B
chatmbet’s temperatire 6F 250°C for 2 howrs. S S _ k
-L.oad used fox Tenipetature Verification 3
1~15 Liters beaker o 3
1~ 10 Liters beaker 147 thick E
1+ 10 Liters beaker ' lu
1-5 Liters beaker :
" 2-1.5 Liters beaker %
| 1 -2 Liters boaker i
—remn 'R.UH‘ PR T T e e e :‘:?___ _
(W Temperature distribution dats showed thet the oven cantrofler maet be sat to 262°C or i
€

QA NE

Lpeatn wnan sy o wy pet; o
B i 2

L
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Pharmacy Suppork Ine.
203 Orchiard Strast « Mundslsln » I 60050
847.588.620% » §47.565.4550 fcwimis

Program 1 of Watlow confroller was extecuted,

RUN 3 c
Temperdture distribution data showed that the oven achieved a chamber tempsrainse of

250°C or higher for 1 hour and 30 minutes using the program with 3 sosk set pointof

- 265°C, _ _
" Load tf;mpﬁréﬁnﬁ distribution showed that the Joad reached 250°C,

Actions:

Prograt | of Watlow controller was edited for soak fime. Original soak time of 2 hours j
.and 15 minutes was replaced by 2 howrs and 45 stnutes In order to maintain a charither
temperature of 230°C or higher for two hours, - o

Recommended Aotfons -~ L
Install a ¢hart recorder for temperativs data collection when depysogenation eyele is nm.

Methods”
Freezert _ _ , ~ ,
Enmpty chamber termperatare distribution using 6 thermocouples was performed.

L e e,

" Thermocouples vweré placed geomifically 16 mohtior the Workabls space in the fieezer’s

cliamber. - * " .

Resulfs & Recommendsations;
Ereszer

" "Manufachider: Marvel Sclentifie
" Modek: 15A¥0001 BRI

Serial: TE/1116065001

* Luocation; Clesh Room1 -

Resuiisé

* Eripty charaber tetperaturs distribution was performed with the freezer’s controller set
to the maxirnum settlng, Temperahire data shows a minfnum femperatite of -27°C and a
e temperauee of V12°C, Slnce NECC uses this ffeczer 0 store drugs with 2 label

of -20°C for sforage. This freezer is suitable for this particalar application. Any other
driig substances Intended for-stordge below -20°C.should be treated o a cass-by-case
basis. N : ]

Rerommended Action; -

Evafuation of dmg substasces storage should be faken jnfo coﬁsidemﬁmi for tempsrature

- belaw20°C,

-, This dogment gordalns iionnalion that s cantdendal snd progristary, Any distnlian or
enpying of s document wilheut pemaission o P8l o tadl oppnsor s peohibitad, - -
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Pharmacy Support, 116,

8—47.656,9229 & B47.555.4580 Bacaimils
Methods _ -
Autbcldye sterilization: - .

“Wrapped Goods Cyele® 135°C for 10 minutes with a 15 mingis drying tinie (c_iega :
Room T guieciave). ‘ :

VWR Autoclave located i elean room I

Wrapped Goods Cyole laad -

Load L S -

. 1737 x 13" stoppers bag with approximately 50 stoppers

-3 -7 % 137 stoppet's bag with approximately 60 Stoppers

25 Y47 % 10 stoppets bag with approximately 20 stoppers

1-7% %13 bag With 15-3 4" 2 §"bags =~ 7

3M SteriGage Steam Chemieal Integtator strdps were placed ingide 4 ~ 3 147 % 8™ bags

d

3 that wero placed one ot top of each other and fhen tape with autociava'tape to prevent the'
S geal ofthe bags to be destroyed, Iy addition, 2 integrators wers placed underneathi the

antpclave tape on the gesl of the bags. . _ .
The SteriGage Is a sophisticated chomical indicstor that shows the sffectiveness ofa
sterilization methed (Stéam at 121.1 degrees Celsiug) for a speolfied thme, It provides

‘ " visual aceeptireieot readout to verify that the sterilaut has penctrated 1o the point of -~

"=~ placement in theload and confirms that sufficient exposure conditions have ocoured ——

Resnlis: E

This ¢yelo demonstrated to be effective for sterilization of the 15 - AT bagsplaced

‘with the describe load of wrapped goods.

.Reﬁc:mmgnd ed Action:
None

Conclusiont L G
VWR Oven losated in storage room has besu verified to be offect{ve for
depyrogenation at a chamber témpprature of 2250°C for two houss
“The antoclavé in clean rosnt 1 used by New England Componnding Center has
been verified in be effeetive for sterilization 6£15-3 14" x 87 bags. _

Marvel Froczer tompetature of -12°C t6 27°C islélﬁtab}a for drag substances used

- "hy NECC, ' ’ -

WﬁttenBy:JAfé}f-ﬂo{f;#wp . Date:_ 2% ~ G?Sf?- o6

jR@ViewedBy: W/ 7 j’% A_Date:_ @‘/"ﬁ?ﬁcﬁ’@-‘

"o ocivnent conisk Womston et s soreinrfial sl propary, At HHRUon o7
toping of s docunizal withold paomission Fom PE) or tha fest sporety & polibiied,

53 Orchard Strest v Mulkialsin » 1L 60050 .
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Aprzl 2 002 FDA Inspectwns Report
| (FEI# 3003623877)



e - '
DEPARTHENT OF HEALTH AND HUMANR.SERVICES

FOCD ARD DRU(_;‘ ADMINISTRATION

DATE(S) OF INSPECTION

DISTRICT OFFICE ADDRESS AND PHONE NUMBER 7
o 04 /9, 10, and 16/2002

One Montvale Avenue -
Stoncham, MA 02180. . ' | FEIRUMBER
(781) 596-7700 Facsimile (781)-596-7696 ’ 3003623877

NAME AND TIFLE OF INDIVIDUAL TO WAOM REPORT IS ISSUED

|ETREET £307E8E o
1697 Waverly Street
| TYPE OF ESTABLISHMENT INSPECTED .

Compounding Pharmacy

t0: Barry Cadden, R. Ph, Owner and Director of Phérmaéy

FiRp HLIE

New England Compounding Pharmacy, Inc.

" -TEITY, STATE AND ZIP CODE '
‘[Frapaingham, MA 01702

" DURING A INSPEGTION OF YOUR FIRi4 (1) (WE) OBSERVED: ~ o : L 7

1, Betamethasone Repository Injection (Betam thasone Acetate and Betamethasene Sodium Phosphate Suspension 6 mg/mi), a

product which is infended to be sterile, is sampled for sterility anid endotoxin testing immediately after sterlization of the bulk .

tompounded product in a 1000-ml beaker. Individual vials of Betamethasone Repository are not filled until the test results for

sterility and endotoxin (pyrogen) are received from the contract testing laboratory, a process which can take up fo one week after

the sterilization and sampling of the butk product have oceurred, While laboratory test resulfs are pending, the 1000-m! beaker

and its contents ate stored in the firm's laminar flow hood. The only other measure taken during this period to prevent

recontamination of the bulk suspension is the use of a covering of multiple fayers of aluminum foil over the mouth.of the beaker.

: 2.-The;samp]e_§ taken immediately after completion of the autoclave sterilization cycle (134° for 20 minutes) are nof representative
of product that remains in the ofiginal 1000-mi beaker for up to one week past the fime of sampling, _

13.The firm's ‘validation of the anfoclave cycle does not take into account the fact thafthc autoclaved bulk producf is not transfilled
" linto a final container/closure systém (vials) for a peried of up to one week, : : '

4. Onatl

) east oné occasion, a fot number (Lét 02 01 2002@027) was generated in the finn's. computerized record keeping systcrr;,
for which no associated records could be refrieved: It cannot be determined whether: - : . .

’

« this lot was distributed and records covering its preparation were never created or are no longer in existence, or .
- the preparation of this fot never proceeded, but no record of its tanceHation was entered in the record keeping systeny

— EMPLOVEE(S) SIGNATURE - NP YEESLEAME AT e Tveo) . DATE ISSUED

SEE
EVERSE ) . - X
TEF THis , - Kristina M. Joyce, Investigator 04 /1672002
PAGE ' hark Lookabaugh, Compliance Officer ‘
FORM FPDA463 (8/00} PREVIOUS EDITION OBSOLETE INSPECTIONAL OBSERVATIONS PAGE] OF PAGES -

Created by, PSC Medis Arts POIMAL245L EF



NEW ENGLAND COMPOUNDING PHARMACY ING. -
697 WAVERLY STREET o T

 ERAMINGHAM. WA 01702
oi i e 44602 0 . CDS/KIML- BAGE 1

REASON FOR INSFECTION

This investigation was initiated from: HED-330, Division of Prescription Drug -
- Compliance ‘and Surveiliance. HFD-330 requests follow-up of 2 viedWatch
Adverse Event Reports. The assignment ‘was -entered into FACTS under 1D
1298826 as. @ domestic investigation te be conducted under PAC 56D015. The -
assignrient also requests working jointly with the Iass Board of Pharmacy. =~ -

HISTORY

‘There is no p'grvious investigationallinspeCtionéi:hEStory on file foF New Engiand
‘Compounding (NEC) Pharmacy Inc., Framingham,.MA 01702. The. Mass
Pharmacy Board has inspected NEC in the past. -

SUMMARY OF FINDINGS

This investigation of New England Compounding Pharmacy Inc., Framingham, -
WA 01702 revealed that the subject lot, 02012002@27 identified in MedWatch
Forins, could not be traced through NEC Pharmacy records. The owner of NEG,
Barry Cadden, R.Ph could offer no definitive explanation/or records. According -
“to Mr. Cadden lot #02012002@27 did not exist. A review of the compounding
operations was accomplished and areas of congern regarding sterility were
‘discuissed. An FD-483 was issued regarding sterility issues and fack of lot

_-accountability.

The: Mass Board of Pharmacy performed their own independent inspection while
.the FDA investigation was in progress. - ' :

Note: Mass Board of Pharmacy was invited to paiticipate by the FDA NWE-DO,
per Headquarters’ assignment. : ' : T

PERSONS INTERVIEWED/AREAS OF RESPONSIBILITY
On 4/9/02 Credenﬁalé_ were di_splayed and a Notice of Inspection was issued o

Barry J. Cadden R.Ph, Owner & Director of the Pharmacy. .

Mr. Cadden Coor_di_nat_ed all the ir_nfomﬁation f,or"this report. Mr. Gadden is thé
Owner of NEG.. He identified his wife Lisa Cadden R.Ph as Vice President of
NEC. Mrs. Cadden was introduced on the second day of the inspection.-



NEW( ENGLAND GOMPOUKBING PHARMAGY INC. )
Ge7WAVERLY STREET -~ -~

FRAMINGHAM, MA 01702 o : .
- El :4!9,4/'(9,4/_"[6102". S CDS{[{J:’&*‘EL ' . PAGEZ

the compounded ~ product Betamethasone
aceiate/betamsinasone SOUUIT phosphais. {The Crug was sgminisierss vis €4
epidural injection in the adverse event réports.) Note: Per instruction from HFD-
330, detafled information such as lot number & MedWatch Reporter was not

shared with Mr. Cadden for confidentiality reasons.)”

Wi, Cadden-was informed that the purpose for the inspection was a follow-up to .
sdverse . svents  Involving

Mr. Ca'd-d,en stated there are 8 empidyées, V't_hrée 'of' whom are involved in
compounding. Mr. Cadden is the only individual ffhat compounds, s’ceriie-p_roduct. _

' NEC has been In business about 4 years.

" On the first day of inspection. Mr. Cadden was cooperative & supplied some
documents. The second day of inspection, Mr, Cadden had'a complete change -
in_attitude” & basically would not provide any additional information sither by '
responding to- gquestions or providing records. M. Cadden thallenged FDA
"jur}sdic’iion/authority to be at his pharmacy. He indicated he had consulted with

his lawyer. From that polint on it was essentially stalk to my lawyer”.

' JURSDICTION

Section 704(a)(2)(A) of the Federal Food, Drug, and Cosmetic Act describes the
nature’ of FDA inspectional authority with regard to retail pharmacies. In
particular, this section states that the “provisions of the second sentence of
-paragraph (1) shail not apply” to pharmacies. operating in the retail capacity. The
* -senfence belrg referred tois contained in Section 704(@)(1)(B). it provides the
authority during factory inspections of firms that manufacture, process, pack, or
hold prescription and ‘nonprescription human drugs an (restricted) devices for
access {0 “ecords, files, papers, processes; controls, and facilities” bearing on
whether these products are in violation of the Act. In summary, our inspectional

-authority at pharmacies operating in a retail capacity consists of being able to: |

o enter, at reasonable times (Section 704(2)(1)(A), and _ _

e . inspect, at reasonable times, and within reasonable limifs and in a

reasonable manner (Section 704(a)(1)(b), the establishment and its
equipment and operations : : ‘ :

However, the owrpér of the ;ﬁharma_cy is not obiigated to furnish records,- as 'is _
normally the case whenh & facility that processes -drug products is being

inspected.



. go7 WAVERLY STREET

{EW ENGLAND COMPOUNDING PHARMAGY ING. -

FRAMINGHAM, MA 01702 A
EF 418, 4110, 4/16102 ' - chsndie. - . PAGES

On the first day of the inspection (April 9) we were aliowad to review and were . .
~arpished with coples of records-related to the compounding.of Betamethasone-
Repository Injection.  Laiet hs same. cay, Wi, Caccsn, raived 28 e esyE g
precise nature of FDA’s authority to inspect retail pharmacies. However, at thi
fime He did not express any reservations about having allowed us to review any
. of these records; : : - ' o :

However, .it became cleary upon our return - on the following morning, that Mr,

Cadden had reconsidered this matter. He presented us with a printed copy of-
Title 21 of the United States Code, Section 374 (the codified version of Section

704 of: the -Act) that. he- had apparently dowhloaded from the Internet
(wvmni.an._corn’ell.'edu/uaco'delZ 1/374.htmi), with - paragraph (2)(A) of Section

374 highlighted. Mr. Cadden‘stated that he was no longer willing fo provide.us .
with-any - additional records, linjess e ‘would Identify the “specific. lot ‘of
‘Betamethasone Repository - Injection that was the foous of this investigation.
" Since we had been specifically ditected by CSO Richman (CDER/OC/Division of
Presctiption Drug Compliance and. Surveillance) not to divuige this lot- number,
we were not-in a position to:comply with Mr, Cadden’s request. From this. point
on, no additional records were provided or collected, ' _

MEDWATCH ADVERSE EVENTS

Per HFD-330 Assignment, 2 Adverse Events, reported th,r_oug'h the MedWatch = -
sysiem were identified to the NWE-DO for follow-up. The information contained
in these reports were. not openly shared with NEC nor with Mass Board of
Pharmacy. Both MedWatch reports were from the same Reporter and involved
the same lot number of Betamethasone, ' : e

Note: An inspection/subsequent action of a Cal_ifomia:Compoimding Pharmacy
for Betamethasone was revealed during a telecon with HFD-330 while the NEC
investigation was in progress. (The information was not included with the NWE-
DO assignment.) Very simmiilar .operational problems existed
Compounding Pharmacy that were encountered with NEC. The action for the-
California Compounding Pharmacy was taken by the State Pharmacy Board.

See Attachments-to this repoit for the FD-483 and. State Board of Pharmacy,

California Case #2427 Accusation. A -

The NWE-DO FDA  Investigators conducted the NEC MedWatch follow-up
investigation- by requesting a printout of the Betamethasone Compounded
Product for the year 2002. The subject lot humber was listed on this printout, i.e.,
lot #02012002@27. See Exhibit #1 for this printout. -

with the California . -



o NEW E&GLANS.GO[‘V‘N—"GLE[\'DH\EG FHARMACY INC.

S GoT-WAVERLY STREET ' - o :
ERAMINGHARM, MA 01702 _ . : Co
El 419, 410, 4/16/02 CRSACIML - PAGE 4

From this printout, fot #'s 02152002@10 and 02012002@27 were selected for
review, Formula Worksheets for, lol.- 802 152002@10 were niovided, see Exhibit

P L LA T
|Ii—‘il'.L'-».‘:. A ecHE =]

=7 1o recoiGs ol 10t BCZ0Z00EEET, (g RAsciWelTh 0T S
provided. Mr. Cadden indicated that there were no Compounding records for this
lol. When he accessed the database, the only document generaled. was a

Prescription log with a “date made”, of 2/1/02 for 1000 ml, -See Exhibit #3. -

© Mr. Cadden expressed his belief . that the Betamethasone was ‘never
compourided under- lot #02012002@27.. - However he could not provide any
documents to support his belief, such-as-a canvcelled jot.etc. :

Due fo'-MedWatcH confidentiality restrictions, (he status of {he subject lot could -
not be pursued via this avenue. : )

Note: Complaint files are rjot_ maintained per se. Mr. Cadden stated ifiat
complaints are kept within a Customer file.. FDA could not reveal the
Complainant o Mr. Cadden. - ' -

The FDA Investigators then contacied the MedWatch Repoiter in-an attempt {o '
verify the existence of lot #02012002@27. The Reporter, . - :
N " was contacted by phone. The
contacl person was identified to FDAas .~ N O

(b) (0), 1) stated that a total of probably 5 incidents occurred after using subject
Betamethascne on patients. The two more recent incidents. were reported via
MedWatch, ‘Refer to MedWatch Reports for details, They are Assignment

Attachments to this repott.

) (fﬁ):'@bfr(f‘!. said he had no product remaining, all had been returned to NEC. He
stated that he spoke to-'Barry’ by phone describing the incidents but did not tsll
" him he was reporting adverse evenis on MedWaich Forms.

©)©E.BN reviewed his paperwork, Including PO Invoice, Return Goods, but
could not find any paperwork specifically identifying the subject lot.

O&. 00 stated he would provide coples of these documents to the FDA NWE-
DO. They were faxed the same day and hard copies would be mailed-overnight.
See Attachments-for these recoras. Note: There is no lot number identified on

any of the records provided by (&) (6, (b)((gg

‘ _\h"BS asked specificaliy.if FDA could share the MedWatch Reports with
Wir. Cadden, ®®.©® ) said he would riot want the information shared.

), e



TNEW ENGLAND COMPOUNDING FHAF{MACY NG

© 607 WAVERLY STREET

* .sthat due 10 liritations on information

FRAMINGHAN, MA 01702 i T -
Et 4[9,_'4!’10,4!"161(}2 : ' cpgikamL - PAGEE
Note: A fbiiaﬁ«-ugj assignrﬂenf al the- ). (_71@ 'Eecéﬁdn, should be
consiceres £ LIED-230 geems i enproprizie. ' g = :

Due ’io‘jur’isdiétiOn/confideniiality restrictions, this FDA -in\festig-éiion could not.
‘proceed - tO any ~definitive resolution of issues. raised in the He__'adquaﬁer's _
assighment. HFD-330 Assignment contacts, Fred Richman and Kathy Anderson
were fully informed of problemslbarriers inat were encounte_red'%hroughdut the
jhspection. NWE-DO Compliance Director, David Elder and NWE-DO Drug sl,
Eilen Madigan were also made qware of the situation. B :

estigation, l-poor,prac'%ice's- and "a'rea's‘ of concein were

Cal!_,witthFD-SSO' and NWE-DO Management. The.
FD-483 1o NEC. S

-prior to concluding the inv
discussed Via Conference

'EDA tnvestigators were encouraged fo fssue an
mpressed' ‘upon HFD-330 and NWE-DO Manag-em_ent
E gathering and access 10 records, the FD-
483 observations’ could  not/would not be supported with documentation. The
EDA Investigators were directed to issue the 483 (even in light of the lack of

documentatﬁon). '

The FDA Investigators 1

The FD-483 was faxed t0 HFD-330 for review and comment prior fo issuance.
Ered Richiman and IKathy Anderson deleted 3-of the 7 Observations and modified
one observation, (#5) by removing the o number identification. ‘ )

A cdnférence call involving: NWE-DO Env‘estigator‘s'; HFD-330 Fred Richman,

Kathy Anderson snd CDER FOI Specialists Andrea Mascialea and Roy Castle
was held on 4/15/02. FOI Specialists had no problem including the 1ot number

on the observation. “This was based on the fact that the suspect lot number was

never revealed o NEC as the suspect'_i_ot number on the iedWatch Form. -
-Tﬂe'mod_iﬁed 483 _waé isstied on 4/16/02 with 4 observations listed. ‘Numbers 1=

- 3 involved sterility issues: Observation 4 ossentially described lack of lot number
accountability. Refer to List of Qbservations for dgetails, an attachment to this

report.

OPERATIONS ™

The firm is a compounding pharmacy. The hours of operation are Monday
through Friday @ am fo & pm. All information was obtained from Mr..and Mrs.

* cadden. There aré 8 employees {otal, including 2 Registered pharmacists, 1

data entry, 2 secrefarial staff, and 3 pharmacy technicians. Pharmacists and
Technicians receive Compounding Technique Certification (30 hours) from

professional _Compounding Centers of America (PCCA, Houslon, Texas).



KEW ENGLAND COMPOUNDING PHARMACY INC.
No) WAVERLY STREET - |
ERAMINGHARM, MA 01702 . - .
Bl 419, 4110, 4116102 cosikymL — PAGES

PCCA, The firm’s prescription

Formulations for compounding are obtained. from
rials are obtained primarily from

soffwars (PK Sefiwere) is fram PCCA. Raw mate
PCCA, with aliernate source Spectrum (New Sruncwicl, HJj
Analysis are provided with Specirum products. COA's were provided with PCCA
products on request: See Exhibit #'s 4(a-b) for representative examples. Sterile”
compound product samples_ are sent 1o Analytical. Research Labs (Oklahoma

City, OK).for steility and endotoxin testing. -

CorimIsiss o

' Medications are ‘CQmpDUﬂdé-d pursuant {o written/telephone/fax pre’s‘criptions

from physiciénsllicensed fac‘slities, The firm . deals directly ‘with: patlents, -

- physicians and institutio '
- only, and. that they have no wholesale functions. .See Exhibit #5 for a_

represen{ative Srder Form. Mr. Cadden states that he is the only employee who .

compounds sterile products.

Leslie Dovle, R.Ph, from the Massachuselis Board of Pharmacy conducted her

own independent audit on the second FDA on-site inspection of 4/10. Ms. Doyle

was made aware of our coficerns/findings regarding the Betamethasone

Repository smg/ml injectable. investigator Joyce accompanied Ms. Doyle for a

State general inspection. Additional findings included: ‘

1)  Absence of DEA license on premises = , .

2) Absence of DEA Class 1l Narcotic inventory on premises

3) Medication refrigeratorponﬁ:ained'empioyee beverages

4) - Medications (ketoprofen, specifically) are commonly transferred from large
bulk container to smaller (kétoprofen)‘ containet for ease of dispensing
{therefore medication would be transferred to smaller container with

“incorrect lot and-expiration date). ' : ‘ :
5}y - Noreverse distributor for disposal of unused/unacceptable materials

The firm compounds hetamethasone product hoth with (mutti-dose. vial) and
\without (single dose vial) preservative. Limited information about the
compounding. process Was obtained. Mr. Cadden ctates he uses a Log
Cormulation Worksheet (LFWY) (Exhibit #2) which outlines the steps taken In
compounding the batamethasone. We were denied a copy of the - PCCA
. formulation used {0 derive-the Log Formulation Waorksheet (LFW). A copy of the

firm's "Policies & Procedures for Compounding Sterile Products” was obtained
(Exhibit #6). The medication name on this document.is ~"hyaluronidase”, but Mr.
Cadden claims this document applies to-al sterite products. It outlines controls -
for the facility-‘_equipment; mazintenance, personnel, quality assuranc_elcontrol, :
and dispensing. The lot i question from -the MedWatch reports was ot
#02012002@27, which contained preservative according to firm records. See
Exhibit #1 for lot number printout. : ~

ns. The firm states they fill patient s‘p_e‘cifi_c_pre'scriptions' L



- questioned about this pract
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My ,ec“den‘sfafes'\«fheri compounding the nroduct, he accesses the LFW in the
computer. - The compuier assigns a lot number bssed on the dale and ordei-of
compounding (i.e.: 02012002@27 would've been the 27" item entered in the.

. .computer for compounding on February 1, 2002). He then determines the

quantity o compound and prints the LEW. The product is made according {0 the

quantities “and directions on the LFW. The location where raw .materials are

mixed is uhclear. Mr. Cadden stated that he then covered the mixture-in the

heaker with aluminum foil and placed it in the autoclave for 20 minutes at 134°

(the autoclave’ is located ouside of the clean room). Then he brings the

. compound {0 room temperature in“the beaker on the maghetic stirrer (2-4 hours)

- due to thé suspending agent. ‘He then takes suspension from the bealer and
transfers it fo vials. The vials are labeled with self made computer labels. See
Exhibit #7 for a representative example of a label. A sample is sent to ARL for

" sterility and endotoxin testing. Mr. Cadden_states he waits for acceptable lab

results before dispensing product. -

: Mrﬁ..ncadd.e_n?,stated&oh/.a_,b.o_ut;a!,.j.Qlozftthr_ough;éi@é@2;,,,.11.9;,i[e@cgiyiav@..:.&ﬁi.k,ie_suJLs
positive»for= endotoxin.(greater.than=100 PpD).... S8 ___::_E}ghjbit-‘“#_'sr-g(ar_d,);.for-c:'[fest
-Resuit’s‘."""fHe“'-statedsthese,‘Iots-=(a.b_0ut;4hlotsu.’cotal):.wereﬂawaitingédispos:'ai"at-‘-his
facility:~ After research, Mr. Cadden decided to change the suspending agent
~ carboxy methyiceliulose to polyglycol..” After making a lot on 4/6/02, Mr. Cadden
stated he sent his samples o ARL, then left the product beaker covered with
atuminum foil on the, magnetic stirrer in the -hood awaiting lab results. M,
Cadden told us it could take anywhere from.seven fo ten days to obtain fab
results. This beaker was observed in the laminar flow hood on 4/9/02, - When -
fice; Mr: Cadden stated he didn't want to waste t'ﬁé“‘[. )

money on vials or the effort in transfilling the vials if the 476/02 lot failed testing. !
i

Me- stated he would transfill the vials upon receiving satisfactory lab results. it
was discussed with Mr. Cadden that this.was not an acceptable process fork
maintaining” product -sterility. Upon returaing to the firm 4/10/02, the hood was {I‘.
clean and Mr. Cadden was asked the whereabouts of the 4/6/02 lot. He stated
he 'rece'ived negative lab results thé night before and had transfilled the lot into
vials that morning. He accredited the positive endotoxins to the previous .
suspending agent. When asked if he had intentions of dispensing the lof, he said
~ yes. The FDA investigator suggested fo Mr. Cadden that he retest the 4/6/02 lot-

-~ again after transfilling the vials since the product satin a beaker for 5 days before
transfilling into vials. The risks and impacts of non-sterife product fo patients and - -
his-firm were discussed. M. Cadden agreed to retest the lot to confirm sterility .
. and lack of endotoxins. ' :
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AREAS OF CONCERN -

1)

6

7)

'8}

‘ Preservative vs. preservati

o accessible sysiem for retrieving complainis/ADR reporis. The frm
claims that these documents are filed under patients or institutions, so
they cannot be refrieved without that specific information. This prohibits
the firm from identifying and tracking problems with individual medications:
ot lot numbers. ' . )

* Beyond use dating not substantiated.. Preservative and Preservative Free -

product both receive the same expiration date of six months. There is no -

 indication as to why/how this date was chosen and if laboratory data -

confirms these expiration dates. |

ve free: The only label dlfferentiation between
the two is"***MDV***" and "PF". - ‘

Batch formula worksheets contaln expired products. ~ Mr. Cadden states
they use in date matettals, but probably have not-updated their computer
with correct lot numbers and dates, If raw materials were to be recalled,
the firm would have trouble recalling their correct products since it is not
apparent what lots are used for compounding medications.

Recordkeeping poor; lot numbers * exist with no prescriptions finked as
being dispensed. This would again prohibit timely- recall of product fo

~ patients.
. positive endotoxin source still definitively unknown.

' "Non-sterfle laminar flow hood environment:  On ' the first day‘bf the

investigation, the clean room was observed. © The laminar flow hood
contained a beaker covered with aluminum foil on a magnetic stirref, To

- the left of the beaker sat. two-three bags of vial caps. To the right of the

beaker sat a plastic - (Rubbermaid-like) tray with miscellaneous ifems.
When asked about this practice, Mr. Cadden acknowledged that there
were- unsterile items placed in the hood, but that he tried to wipe them-
down with alcohol before placing them inside the hood.

Autoclave: there is no SOP in place for use of or maintenance of the
autoclave. Mrs. Cadden says the machine s “cleanedfflushed” weekly on
Friday night. There is no ‘documentation to support this statement, which .
was also noted by the state representative. ' :
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ASSIGNMENT QUEST[QNS
The following represenis information ga%hered fo; sdcress SPSTIIC c;ufséiic}ns
"ricluded in the assignment. (Refer to the Assignment for.the list of questions.) -
The information is supplied in the same sequence as the questions are asked in
the assighment. ' ' : : ~ o

‘#1  This question is to be answered by the Mass Board of Pharmacy.
#2 - yes

- #3  ethey sometimes have a week's worth of product on hand

21000 ml compounded.
«dispension timeframe varies

g4 no_., supposedly they do not sell whqiesale'

45 ethey do not dispense directly o patients
' eyes, ihey‘pro,\ride to institutional pharmacy for dispensing fo patients

45 efhoy dispense 200/300 Rx's per month
eabout 50% out of state

#7 seeElR
#  not provided
49 refer to EIR, somé GOA's on file

#10 no formal written complaint system

" Supposedly complaints are kept within a Customer File.

DISCUSSION WITH MANAGEMENT

At the conclusion of inspection, an FD-483 List of Observations was issued o
Barry J..Cadden, R.Ph, Director of Pharmacy & Owner of NEC. Also present
was Beverly Gilroy, Administrative Assistant. Ms, Gilroy was-present on 4/10/02
and at the closing on 4/16/02. Fssentially Ms. Gilroy's presence was as ‘note

taker'..
All 3 EDA Investigators were present. The Observations included:
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- Qhservation 1 Betamethaéonc Reposgitéry I[njection (Betamethasone

stattle, s . samp[eu for sterility and endotoxin tesfing
{mmedfatety after sterilization of the bulk compounded
product - in 1000-mi heaker.  [Individual vials. of

Betamethasone Repaosifory are HOE filled until the fest .
" results for sterility and endotoxin (pyrogen) are received -

from the confract testing laboratory, a process which
can take up fo one week after the sterilization and
© sampling of the hulk product have occurred, - While’
lakhioratory test results are pendmg, the 1000-mi beaketr
.and its confenfs are stored in the firm’s laminar flow
‘hood. The only other measure taken during this petlod
o prevent recontamination of the bulk suspension is the
use of a covering of multiple aners of atuminum folt
ovet the mouth of the beaker.- ~

~In response to item #1, Mr. Cadden stated it was not his usual practice to wait for
- up to one week before filing individual vials. He stated the practice of transfilling
the.vials- normally aocurs within, a few hours after autoclaving, once cooling of the
beaker with product mixture is complete. He stated the delay (of up to one week)
in transnihng only occurred during the period in which product samples were
testing positive for endotoxin, and it was for that reason he did not want fo
transf‘ Il the vials unless the sample received satisfactory laboratory analysis.

was explained to Mr. Cadden that these observations were discussed with htmé
. during the investigation, but Mr. Cadden declined to provide documentatlon}
showing this was. not his normal practice, Mr, Cadden also stated that’ Lh81

beaker with product witnessed by FDA investigators actuatly didn't contain the?

. betamethasone repository. Mr.. Cadden was reminded of the contradlctory
information he provrded fo the. mvestlgators dunng the investigation,

O_bservation #2  The samples taken ifmediately after completion of the
autoclave sterilization cycle (134° for 20 minutes) are ttot.

representative of product that remains in the original

1000-mi beaker for up fo one week past the time Qf
samp{mg

]n response to item #2, Mr. Cadden stated it was mcorrect because ftem #1 was

incorrect per above,

Acetats  and  Befamethasone. Sodium  Phesphate
Suspenmon 6 mgfml, & product which is intended to be A
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Observation #3 - The firt's: validation of the autoclave cycle docs not"

take Inta account the fact that the aufoclaved. bulk

product is not transtilled into a final confsinet/closure
- system (vials) for a pericd of up to one weel. :
*In response to item #3, Mr. Cadden stated it was incorrect because i-tém_#j' was
Incorrect per above. o ' : S
- On at least one occasion, a _.ECE number (Lot
- 02012002@27) was generated in the flrm's computerized

recordkeeping system, for which.no assaciated records
could be refrieved. It cannot be determined whether: :

Qbsef&aﬁon #4

° this lot was distributed and records covering its .

preparation were never creafed ot are no fonger -,

existence, or

o - the preparation of this lot never proceeded, but no
record- of its  cancellation was enfered Info the
recordkeeping system ‘

See Exhibit#s 1 and 3 to éuppgr-t this observation.

In response to ltem #4, Mr. Cadden stated he agreed with this observation.” He
also stated that of the two possibilities, he agreed with the latler the most. '

‘Mr. -Cadden indicated he would consider a written response-to'the 483
Observations but was basically non-committal.

The inspection was concluded,

This invesﬁgati\}e repoit was prépafed by all 3 FDA Consumer Safety Officers,
Primary responsibility for Headings included:

C. DeSimone CSO, MedWatch Section

K. Joyce, CSO, Operations Section _
M. Lookabaugh, Compliance Officer, Jurisdiction _Section
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 ENHIETS

H1 200% beimmethasone ol nurbel Frivacut
#2  Representafive Formuta Worksheet
- H3 Prescription Log, 1-page
4 Certificates of Analysis
(a)  Spectrum
(by PCCA

i

#5  Representative Order Form

#6 . Policies & Procedures, Stetile Products

#7  Representative Vial label

#8 ARL Resulis - ‘ .
(a) #21118 = (c) #21178
(b)  #21162 (d) #21179

ATTACEMENTS

FD-482 Notice of Inspection
FD-483 List of Observations
FACTS Assignment [D #298826
HFD-330 Assigitment dated 4/4/02

HFD-330 FAX dated 4/9/02, 18 pages
Rela{ed MedWatch Information sent to NWE-DO from Repoder

Constance DeSimone, CSO Kristina Joyee, C50V
- US FDA NWE—DO ' A US FDA NWE-DO

%&’/ Z 0&?/’?;/&6)

Mark Lookabaugh, CO-
US FDA NWE-DO

CBSIUIMLICS4/18,22,23,24/02 a/NECPLEIR

Distribution:
EIR, EthblLS, ‘Attachments to New England Compoundlng Pharmacy
FEI 3003623877

EIR, Exhibits, Attachments to HFD-330, Attn: F. Richman
Lookabaugh NWE-DO

Q:

cai
cc: EIR only, Compliance Branch, Attn: M,
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| the Food and Drug Administrat

The observations of objectionzble conditions and practices isted on the front of this

form are reported:

%. Pursuant 10 Section 704(b} of the Fuderal Food, Diug and Cosmetic Act, of

9. To assist firms inspected: in complylng with the Acts and ragqulations enforced by

fon. N

‘gection

704{b} of the Federal Food, Drug, and Cosmetic Act {21 USC 374(bM
provides: . , ‘

“Upon completion of any. such inspection of & factory, warehouse, consuiting |
isboratory, or other establishmant and prox 19 leaving the. premises, the officer or
employse making the Inspection shall give 1o tha owner, operator, Of agent in charge
a‘report in wiiting setting forth any conditions or practices observed by him which, in
e i_udgemem, indicate that 8oy food, drug, device, OF cosmetic in .such
essablishiment {1 conslsts in wehole or in part of any filthy, putrid, or decomposed

substance, or (2) has been prepared, packed, of held under inssnitary conditions

whereby it may have become contaminated with filth, or whereby it may have been
rendered Injurious 1o health, A copy of such report shall be sent prompily to the

Tew Englend Compounding

Franingham MA 01702

Center

EL 1(‘.’1410?.—2!’10f@3 KMIDAD
ORI
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rodd and Drug Administration Fstablislhment Inspection Report

- TIaspection Stavt Date: 10/24/2002 -  Fnspection End Date: 02/10/2003

Date Assigned: 12/17/2002
New England Compounding Center, 697 W avérly-Stre_et Framingham, MA 01 120US.

jrmi Name & Address:-
Rirm Mailing Addvess:
FR: 3003623877 IDfTA: 13 ‘ County': MIDDLESEX" ' ) lésf.Size: 6- 24,999

| Phone: (508)820-0606 - o District; NWE-DO' Profiled: No

Inepeciiong] Ferpongibitivg

Conveyance Typa ' ne Inaviade -

. Eundorsement 7 _ 7 _
SUMMARY: This inspection covered the firn1's compounding proéesses for sterile i‘njgctable steroid pro
following: methylprednisolone acetate and betamethasone reposiory {betamethasone sodium phosphate

The MABP accompanied ns during imost of the inspection at the request of HFM-330. o
“The current inspection involved sampling of NECC products from within the New York and New England District areas. Sarnple

ducts which included the
and betamethasone acetate).

;:gggl_ts..revefale_thhat-ﬁzsang;l,lgs; stertlity.and, HQ@Eﬂ_Q}EiS§L1_§5§A.\’L'i}hailljﬂgt@big;steroid:suspeﬂsions-(betamethasonetr,epgsj‘,t‘gg_}{«U__'SE and

3{@xl'g;@¢aiso1oue-aeetatea-usmm_

rea

On 2/10/03, at the close of this inspéction, anFDA-483, Inspectional Obsewétions, was issued to Barry Caddén, R.Ph. The FDA 483

Olservations pertained to the following: 1) inadequate documentation to verify sterile drug products distributed meet set standards
{such as spcci_ﬁc'at’iéns andfor USP lifnits if applicable) or the assigned shelf life, 2) failure to maintain complaint files, including
-wiitten procedures pertaining o the handling of complaints, and 3) lack of documentation for the reporiéd adverse events associated
with lot 05312002@1 6 of 11}etlly1pred1xisolox1e acetate which includes handling and disposition of reports of patient problemé, .

complaints, adverse drug reactions, and drug product or device defects.

{SEE CONTINUATION SHEET for Reason for Inspection, History, and Voluntary Corrections)

e EareS T

_LASSIFICATION: OAL cefestal to Massachusetts State Boarg:! of Pharmacy. ‘Recommend firm be prohibited from manufactﬁring
until they can demonstrate ability to make product reprodupibly and dependably. If state is wrwilling to take action, recommend firm §.

be enjoined for GMP deficiencies.

lPeh Lt

o

pess

DISTRIBUTION:
- Orig: CF S : :
CJS &EBIR: PMD-145, MA Bd Pharn thra Compl Br for FOI clearance
C/S &483: WSB, Souzs ’
~ CCA{C/S, BIR, 433, EXH & ATTCHY). MCL, HFM-330 (Kathy Anderson) '

Endorserent Location: NWE-DO CF

Taspector Name Date & Time of Signature Supervisor Name - Pate & Time of Signature
Kyistina M Joyce . 03/07/2003 06:49 AM ET William S Boivin ’ . 03/07/2003 05:36 PM ET
I(ﬁstina M Joyce © o (3/07/2003 06:49 AM ET William S Boivin - 03/07/2003 05:30PM ET
. Kristina M-Joyce - 03/06/2003 0108 PM ET | ' ET
Kristina M Joyce | 03/06/2003 12:46PM ET _ BT
Kristina M Joyce | (3/06/2003 08:46 AM BT _ BT
Kiistina M Joyee  03/05/2003 02:50PM ET ' _ BT

Dates 10/10/2012 . Page:l of 6




Administration fgtahlishment Tuspection Report - '

Food and Brug
/2003

A i:l_speé{ion End Date: 0210

L0400z
ramingham, MA 01720 US

Fnspection-Start Date:
, 697 Waverly Street F

ding Center

" FEI:3003623877
Firm Name & Address:

New En gland Compoun

_ Related Firm FEf: - Name & A ddress of Related Firm: 7

Regisiration TYpe peciciration Dales
There are no Registration Types )

Establishment Type . : _ . indiié;try. Code
M . Manufacturer B 7 60 Fhuman and Animal Drugs
M Manufactoser - C 64 Human and Animal Drugs
District Use Code:

Date: 10/10/2012 page:2 of 6



" Food and Brug Aciministr’atidn Rstablishiment Ensp ection Report

G 3003623877 o inspection Start Date: 10/24/2002 Inspection End Date:. 02/10/2003

firm Name & ‘Addrcss: -New England Compounding Center , 697 Waverly Streel Framinghgm,ll\'l A01720US

Inspection Basis: Suveillance

Tnspected Pracessts & District Decisions

o _ _Fmducm CRUSA _F.esc-hc-:ﬁ‘:.f;st Fre-Inrpedtici - - PAnpUCtitR

PAC Rstablishment Type N Process - Insp Date - priority . Conclusions

.56D015 Marnnfactwer ‘ gt L C K ' ‘ _Su_r\reiliance Correction Indicated Ch)
: DistrictDecision '

© Final District

Decision? Decision Date - Distyict Decision Type Made By 3 Org Name
Y 03/07/2_003 Referred to State (RTSY ‘Botvin, William S NWE-DRUGS
‘Remarks: ' '
| L  produitsy  MOQSA Reschedule Re-Enspéction Tuspection
"~ PAC Rstablishment Type Process : Insp Date Priority _ . Conclusions
Surveillance ‘Correction Indicated (Ch

© 56002 Manufacturer 64 L. C K

- District Deciston ) ,
* Made By - Org Name -
Boivin, William S ‘ NWE-DRUGS

Final  Distyict . - :
Decision? Decislon Date District Decision Type

Y 03/07/2003  Referred to State (RTS)

Rematrks:

Date: 10/10/2012 page:3 of 6




Food and Brug Admimisﬁ*aﬁq& Eétabiishment Inspection Report .

' F FEL: 3003623877

Firm N

Ei‘oducts Cavered

product Code  Est Tvpc

&L C K a7 Wompaiiun

64 L .C K 45 : ]\déllllfﬁbtglx‘gl‘

Assionees Accoi fishiment Hours
=] ' HIL;

" Inspection Start Dates 10/24/2002

ante & Addl ess: MNew Eng]and Compounding Center

Inspection End Date: 02/10/2003

697 Waverly Sﬁ:eet Framingham, MA 01720US

&dditional Preduct

Deseription Description

= e hnsone SuEm PR
Rx/Single Ingredient Steule L:qmd

Methylpnedmsolone Acefate {G]ucocomcond) Human - _in amber vial

Rx/Single Ingredient; Sterile Liquid -

‘ Erﬁp}oyee N'fimé Position Class Hours Cr edited To pPAC  Establishment Type‘ Process - Héurs
. Joyce, Kristina M NV . NWE-DO 56D015  Manufacturer 4L CK 200
ﬁewoskiu, Daryl A v NWE-DO 56D015.  Manufacturer g4 L C K 55
Joyce, Kristina M NV NWE-DO 56002 Manufactuser - 4L C K. 20
NWE-DO s Manufscturer L cK .15

Dewoskin, Daryl A INV

Date: 10/10/2012

Total Hours: . 210

page: 4 of 6



Foed aud Drug Administration Egtablishiment knsp ecﬁo’n Repart

REJ: 3003623877 Inspection Start Date: 10/24/2002 o Inspection End Fate:02/10/2003

Streét Framingham, MA 01 720 US’

C Cirm I\‘d[ﬁé & Address: New Fngland Cé11’1pounding Center ; 697 Waverly

Inspection Result

Trips Num

EIR Location

WWE.DOCF

Inspection Summary - ' g
REASONTOR INSPECTION: The investigation of New England Conipounding Center (NECC) was conducted in response 10 an
assignment (dated 8/2/02) received from HFM-330, Office of Compliance, Division of Preseription.Drug Compliancé and '
gurveillance, Center for Drug Evaluation and Research, The investigation was done in accordance with HFM-330 - .
assignment/guidance and CPG 460.200 (Pharmacy Compounding). A limited inspection was pesformed which included covering '
aseptic processing procedures used at NEGC. Sections of the curvent USP were used as a reference. . T ‘ o

FACTS #332851.

The initial assignment requested ab investigation to obtain information regarding three MedWaich reports associated with the use of

m’ethylpreduisolone acetate prqservative free BOmg/mi that was compounrided by NECC in May of 2002. Per supervisory request, thiss
assignment was changed to conduct an inspection during December 2002. The HFM. 330 s8sTgnimert Tequested answers tothe t
Ffollowing questions: 1) have any other patients experienced adverse events from the compounded product and 2) has the pharmacy ¢
conducted follow up to determine whether there is a problem with the compounded product. B

HISTORY: The jast FDA ingpection of NECC was in Api‘il 2002. The inspection was classified VAT and a FDA-483 (Listof -
Ohservations) was issued to Mr. Cadden citing sterility issues and lack of lot accountability. The practices that were cited on the

previous FDA 483 were not in place and therefore the correction of these items was not an issue.

VOLUNTARY CORRECTIONS: nfa

- Pates 101072012 page:5 of 6




Hgod and Drug Administration Eetablishinient Insp'ec':tion R’e’pogt

 ERI 3003623877

Firm Name & Address: New En

IB Suggested Actions
Aciion Remarks

~ Referrals

Remarks

Ovrg Name Mail Code

Refusals -
Ins’peétion Refusals:
Samples Collected

Sample Number

187876

Recall Number”

167877
‘169126
169127
]69;128
169129
169130 |
© 169131
169132
169133
208553
FDA 483 Responses _
483 Fesued?: Y - 483 Location: NWE-DO CF

Response
. Date

(2/26/2003

Response
Response Type Mode

" Further review needed ~ Letter

Date: 10/10/2032

Inspection Start Date: 10/2{3!‘2002

gland Compounding Center ,

Recall Numbers,

Inspection End Date: 02/10/2003 - '

697 Waverly Street Framingham, MA 01720 US

- Related Complaints

Consumer Complaint Number

Response Summary

Response outlined corective actions; referred to MA State Bd of
Phamacy.

Page: 6 of 6



Ne\;{ England Compounding Center - - P ‘.FEI# 3003623 _877 ‘
697 Waverly Street . RACTS #332851 EI Start: 10/24/02.-
Pramingham, MA 01702 KMIDAD RIEnd: 2/ 10703 .

SUMMARY

The ivestigation of New England Compounding Center (NECC) was conducted -
response 0 &l agsienment (dated 8/2/02) received frome HFM-330, Office of Compliance,

- L S Theier BAra e tiln
eyviigy 10Y LTy Evalusnen

Division of Prescripticn Diug Con'_zp'iiaucﬁ'and Suyveiliancs, ©
and Research. The “investigation was done in accordance  with HFM-330
assignment/guidance and CPG 460.200 (Phanmacy Compounding). A limited inspection
was performed which inclnded covering aseptic. processing procedures used at NBCC.
Sections of the current USP were used as a reference. . o

uested an investigation to obtain information regarding three . .

The initial assignment 16q _
MedWatch reports associatéd with the use of methylprednisolone acetate preservative

free 80mg/ml that was compounded by NECC in May of 2002. Per supervisory request, .
this assignment was changed to conduot- an inspection during’ December 2002. The
HFM-330 assigoment requested answers ta the following ‘questions: 1) have any other

patients experienced adverse events from the compounded product and 2) hag-the

_pharmacy conducted follow up to determine whether there is 2 problem with the

. compounded product.

“The Jast FDA inspection of NECC was in- April 2002. The inspection was clagsified VAI
and a FDA-483 (List of Observations) Was jssued to MT. Cadden citing sterility issues
and fack of lot accountability. ‘The practices that were cited on the previous FDA 483
~were not in place and therefore the correction of these items was not an issue.

" On 10/24/02, Investigator Joyce showed credentials, qnd-issu,ed an FDA 482, Notice of
Inspection (ii}cluding the-attachment Resources for FDA Regulated Businesses), to Batry
J, Cadden, Owner and Director of Pharmacy. On 10/24/02 Inv. Joyce was accompanied

. by Leslie Doyle of the Massachusetts Board of Pharmacy (MABP). On 12/12/02 FDA.

Credentials were shown, and a second FDA 482 was issued to Mr. Cadden by
yoe and -DeWoskin, - On 12/12/02 Tuv. Joyce and DeWoskin wore
James Bmery, Tovestigator, and ~Arthur Chaput, Quality Assurance
 Surveyor, ffom the MABP. On 12/18/02 Tnvestigators Joyce and DeWoskin refumed to
- the fimt accompanied by Mr. Emery. On 1/14/03 Tnv. DeWoskin showed credéntials,

and issued an FDA 482 to Wir. Cadden for the purpose of sample collection. On 1/15/03
 Iny. DeWoskin showed credentials, and issued another FDA 482 to Beverly Gilroy,

. Bducational Coordinatot, for-the purpose of picking upa sample of vial caps. On 2/10/03
Tnv. Joyce and Inv. DeWoskin showed ciedentials, and {hey issued another FDA 482,

since they had not Heen at the firm for about three weeks.

TInvestigators Jo

for sterile injectable steroid

products which included the following: methylprednisolone acetate and bétamethasone
~ repository (betamethasont sodium phosphate and betamethasons acetatc). The MABP
accompanied us during most of the inspection at the request of HFM-330. N

This inspection covered the finn’s compounding processes



New E'rs'g_l'and Compounding Center - FEW 3003623877

697 Wavely Street RACTS #33285¢ BI Start: 10/24/02
Framingham, MA 01702. KMI/DAD © BIBnd: 2/10/03

"The current inspection. involved sampling of NECC products from within the New York

and New Bngland District areas. Sample results revealed that the firm has potency issues
with  injectable steroid sugpensions (betamethasone “repository USP - and
n'zeih}-'!pr@:‘--_;';is‘.f:'i«:»r;e soetate USPY ' ' ' . '
On 2/10/03, at the close of this inspectibn, an FDA—‘éSB,-hlspectionaf (Ohservations, was

issued fo Bary Cadden, R.Ph. The FDA 483 Qbservations pertained o the following: 1) .

-inadequate documentation to verify stexile drug products distributed meet set standards

(such as specifications and/or USP Hmits if applic,ab}e) or. the assigned shelf life, 2)

fiture to maintain complaint files, ineluding written procadﬁres pertaining 1o the
handling of complaints, and 3) lack of documentation for the reported adverse events
associated with lot 0531 2002@16 of methylprednisolone acefate which includes handling
éﬂd'disposition of reports of patient pro lems, complaints; adverse drug reactions, and
drug product or device defects. : ' '

ADMINISTRATIVE DATA -

Post inspection corfespondence should be sent to Barry Cadden R Ph., Director of
Pharmacy, at the below address. : ‘ I

Daryl A. Dewoskin, Investigator

Inspected Firm: New Engtand Compounding Center
Tocation: 697 Waverly Street
Framinghai, MA 01702
Phone: 508-820-0606, 200-994-6322
FAX: 508-820-1616
Mailing Address: - 697 Waverly Street’
' Framingham, MA 01702
Dates of Inspection: 10/24/02, 12/12&18/02, 1/14-15/02, 211 003
 Daysinthe Facility: 6 7 * A
Parlicipantis. Kristina M. Joyce, Investigator

The RIR was wriften Ey Inv, Joyce and reviewed by Tnv. Dewoskin.

FIRN INFORMATION
Pertaining to key firrn personnel and their responsibilities no significant changes W&e

- made since the previous April 2002 inspection (see April 2002 BIR). :
NECC hc_)ids- a4 resivicted license in the state of Massachusetts to operate as a
compounding pharmacy. Essentially. MABP permits NRCE to dispense only )
compounded phalmaceutical products. This is the second joint FDA and . MABP
ravestigation of the firm;, the first was in April 2002 and was also a CDER assignment
initiated by MedWatch complaints about the firm’s betamethasone repository injectable,



New Bngland Comp'oundi.ng Center - - _ : FE# 3003623_877 :
697 Waverly Street } FACTS #332851- . ElL Starty 10/24/02 -

Framingham, MA- 01702 - - KMI/DAD - H End: 2/10/03-

_ product. Please refor to the April 2002 EIR for the firm’s hours and organizational
e request of

structure. The MARP was present during the April 2002,i11\fesiigatidnat th
the FDA NWE-DO office per HFM-330 assignment. L

On April 16, 2002 an EDA-483 was issuied 10 Wir, Cacden cifing stealily isguss Pum[g o
to the transfilling practices for betamethasone. repository injection. Lot accountability -
was also cited: for incomplete computerized’ record keeping of generated lot numbers.
Mr. Cadden stated there is 1io lag-in the transfilling time as noted in the 4/1 6/02 FDA-
483. We were unable to verify this since compounding was not observed during this -

inspection. This ,inspcction was classified VAL No regulatory activities occurred as a
result of the April 2002 inspection. - ' :

PP
TR

Ginge the April 2002 inspection, there have been sigpificant changes 0’ NECC’s i
operafionis, One change is the acquisiﬁon of space previously ocoupied by a neighboring 1 '
store. This space approximately doubled the firm’s squave footage which is curvently

being nsed for office space and a.reception drea. M. Cadden stated he now employs 1
approximately twelve people iy the following rolest 2 Pharmacists, 4 Pharmacy %
Technicians, 1 Bookkeeper, 2 Customer Service, 1 Receptionist and 2 Salespeople. He %

‘st.at@d_ that the fim’s employees make calls to ont-of-state
fagilities and also maintain a web site. e

physicians and medical

SE At

Another change since the April 2002 inspection is the renovation of a previous reception.
area to accomumodate the firm’s new Class 10 hood. Atthe FDA inspectional closeout on
2/10/03, it was confirmed that the new hood is installed and certified. M. Cadden stated
. the new hood is not in use yet while he is awaiting the approval of the MABP.

NECC is planning on marketing and selting compounded products in all 50 U.S. states g
per Mr. Cadden. He stated he is in the process of applying to each state in order to do s0.{
Currently he estimated he has permission 0 do so from approximately 13 states, thoughi
he could not recall which specific states. M. Cadden stated his firm employs individuals
that telephone and/or_send correspondence ta prospective customers (physicians and,
medical facilities) found on the.internet or in telephone books. He stated this is done tofg
 find prospective_in-state and - out-of-state customers. He also stated that he intends to:
have a representative from his finm travel the state of Massachusetts 10 promote the fam’st
services to potential custormiers. The firm also maintains a web site which advertises the
firm’s services and contains downloadable order forms. Mr. Cadden stated the NECCs

web site does not accept orders on-line. -

COORDENATION WITH MASSACHUSETTS STATE BOARD OF PHARMACY

The Massachusets Board of Pharmacy (MABP) provided three representatives who were
y throughout the inspection. The representatives Were Leslis

gach present intermittent!
tor, and Arthur J. Chaput,

Doyle, RPh, Supervisory Tnvestigator, James Emery, Investiga



New England Compounding Center ' FEM 3003623877 - -

697 Wavarly Street ACTS #33285) L Start 1024702
Framingham,l\fu\_0]702 KMIDAD BI End: 2/10/03

e ..'.,._,...____A_Jr_r__g——-f———,.-_r_r.__r_____f_ﬁ-—f—“#
- Quality Assurance Surveyor, To f acilitaic the shiaring of mformation with WMARP, one of
the MedWatcl complainanis was contacted regarding di rectly reporting the adverse

evenis to the MABE. v ARD representalives were present throu ghout the majority of the

inepecticy, which ftear faeifitsted MABP and FDA comrunications.
In earfy 2002 ihe MABT dosignaled a cammiites (o formudase compsURaing T BN IR

for the State, Cwrently {hese regulations are under review by MABP. MADBP anticipates
implementing fhese new regniations cometime in 2003, M. Cadden is a member of the:
commiltce assigned by MABP. ' :

Correspondence {0 the MABP should be sent to the following address:

The Commonwealilh of Massachuscits
Division of Professional Licensure '
Office of Investi gations

939 Causeway Streel, Suite 400
Boston, MA 02114

(617) 727-1803

- MEDWATCH COMPLAINTS

This investigation was conducied per. the HFM-330 assignment issued fo the New
Fngland Districl Office. The assignment requested the collection of information and
samples of NECC products in agsociation with M edWatch complainis. Three MedWalch
reports were received by the FDA detailing adverse events that oceurred in two patients
in July 2002 at the L Ce (b} {8), ) (NCY. Seo Attachment #1 for
the FIFM-=330 assignment and three MedWaleh yeports. In the MedWatch repoits, the
complainant attributed the adverse seactions {o 2 compounded methylprednisolone
acetate preservativc—frce gomy/m injectable prepared by NECC in May 2002. The
MedWalch complaints were reported by 3 physician and the Chief Pharmacist at ) (©),
The Chief Phanmacist and Quality Supervisor from ) were both-contacted regai(a)lgé :
the McdWatch reports and cvenis surroundin g the adverse reactions.
On 9/30/02, Inv. Joyee spoke with the Chief Pharmacist ®H8: 1) He stated that after the
adverse reactions occwred, he instructed his staif to remove all the methylprednisolone
“acetate injectable with the affected [ot pumber from the hospital floors. The collecled
vials were then wrned over fo the hospital’s Quality Assurance personnel. The

MedWatch report from the phanmacist staled samples were available.

On 074102, 11/1/02 & 3/3/03 . Toyce spoke with B0 DY, Quality Supervisor 2t
()@, On 9/4{/02, Inv. Joyce confirmed with - ®1Ek (1) (7)C) that samples were available.
B ), 0 XC stated that she had received the unused vials from the pharmacy department.

Arrangements werc made with the FDA New York District to coliect the sample vials

}(6), (LY (1)
. Rla T



New England Compounding Center : FEW 3003623877

697 Waverly Street TFACTS #332851 " BI Start: 10/24/02
Framingham, MA 01702 KMIDAD £l End: 2/10/03

R i '_'-_'_)_'——__-___"T-"m""——‘_—#—‘. - — - - :___—'—_
67 (6, B () ‘was able to describe the adverse events and surrounding incidents. She

siated that boib pationis werc given injections oh () (8). 0) from. the swme lol
{053]2()()2@.1(}} aad. both cxperienced pain and lieadache and were hospitalized with
o et gomnioor Bl & eatiliogin ey, Culfures of hoth

..‘fj-:’"r..-‘k{ = - :"{"1-\"3-:_;

patients’ cerebrospinal fuid (CSIH were negative. Snce botlt patients were on IS [eTHVR
therapy, the CSF cultures would be negative regardiess of microbial growth prior 1o
freatment, (® 6, BYC) did not have 2 hard copy of the CSF resulis. Both patients fufly
recovered, ) (6), ) €} confirmed the youte of administration for both palienls was
sairathocal; One injection was ended: as intrathocal and the other was wnintended
intrathecal (misplacement of needle into'an unintended ad] acent space). '

Onc of the MedWatch yeports stated the vials tested positive for sgram negative .
organisms. Atiached as Exhibit #1 is the fux from (0) (6), (9 7)CY yeporting results of the
vial testing performed by ©}6), The lab results show initially there was growth (gram
négative rods), but after 8 2K incubation there was 10 prowth seen. {b) (8); (B) (TJC)
stated she believes the vial tested was from lot 05312002@106 and that the lab results are
under one of the patient’s names, but she belicves it was the vial tésted, not patient fiuids
(ie., not.cerebrospinat fluid). Since they are single-dose vials, the actual vials used on the
 affected palients were discarded and could not be located. ‘

When asked about actions faken by ©©), ® ) PO stated she [irst contacted M.
Cadden al NECC to male him aware 0 K adverse events. She stated she spake with M.
Cadden on/about 7/23/02. She stated she does not bebieve (g’) refwned any of the vials
to NECC. She believes they were all retained for FD sampling and hospital
investigative purposes.. After the adverse events occurred, a hospital conumittes
(including infectious disease “and anesihesiology) Jooked into possible causes and
delermined, for lack of another answer, that the adverse events were caused- by the

compounded product from NECC.

G AMPLIL COLLECTION BY FDA NYK DISTRICT: SEPTEMBER 9,2002

A sample (FACTS 193610) was collected on 9/12/2002 by the New York District: The
sample consisted of sixteen (16) vials of methylprednisolone acetate presexvative-lree
(80mg/ml) injectable with “same lot number suspected for causing adverse reaclions” i
MedWatch reporis: The sample was seht to FDA NRL for sterility and endotoxin lesting.
NRL was unable to perform the sample analysis-until 4 days afier the compounded
product’s expiration date. See Attachment#2 for the collection report.

NOTE: The NRL reporied the vials collected ar (B were from lot 051902@15, a different Jof than the
iedWateh reports. A NIWE-DO Compliance Q[ﬁcer@pakc with ~ {BY{8), B} (T, Quality Supervisor af - ()
C on 12/12/02. )6 (B} (T} was surprised that the lof sampled by FDA a {0 s d;_‘[fer@tai

thent the lot indicated in the MedPateh reports. Ths issie was 1ol resolved i then phone Bversation.

On-12/11/02, the NRL reporied positive results for sterility (gram negative organisms).

On 12/12/02 Investigators Joyce and Dewoskin visited the fim to notify Mr. Cadden of



" New England Compounding Center _ FEI# 3003623877
697 Waverly-Street FACTS #332851 EI Start: 10/24/02

Framingham, MA 01702 KMHD'AD EI End: 2/10/03

the positive stexility —esults found upon analysis of his compounded product. (see-bélow
for full description.of firm visit). ' ‘ '
Sentifiod s¢ Burkholderiz cenncie

g 19710000 WRL peported thet £18 argoniome ware 1enny

- and Sphinogomonas paucimobilis.  The following is an NRL Fhanmaceutical

Microbiologist’s description of tlie organisis found in sample 193610:

“Description of each bacterium: -
Burkholderia cepacia- Burkholderia are aerobic, non-spore-forming, grani- '

negative rods which are straight or curved, This type of bacteria are environmental

organisms found in water, in soil, and on planis including fruits and
vegetables.”Because of their abilifyto survive in @queous environments, these
organisms have become particularly problematic in the hospital environment”. “The
genus Burkholderia confains two organisms frequently encountered as human

' pathogens,’B. pseudomaltei and B. cepacia”."B. ¢, 18 well recognized as a nosocomial
pathogen causing infections associated with contaminated equipment, medications,
and disinfectants including povidone-iodine and henzalkonium chloride”. “B.c. is .-
emerging as an imporfant pathogen in two patient populations with genetic diseases,
Cystic fibrosis, and Shudnic granulomatous disease” '

‘Sphinegomenas naucimebilis- This group of bacteria is also an acrobic non spore
forming , gram —negative rod. “The new. genus Spingomonas was created for the.
organism formerly known as Pgendomonas paucimobilis and CDC IIk-1. The genus .
Sphingomonas presently contain 16 species, but only S.paucimobilis , which is
designated the type species, is important clinically. Colonies grown on blood agar

inedium are yellow pigmented and slowly erowing, with only small colonies

abserved after 24 hr of incubation. 5.a. is widely distributed in the environment,
including water, and has been isolated from a variety of clinical specimens, including
blood, cerebrospinal fiuid, peritoneal fluid, urine, wounds, vagina, and cervix and

from hospital environmient”

“The source of the reference information was obtained from the Manual of Clinical
Microbioclogy, 7 e dition; 1999, published by the American Society for

Microbiology”.

Please refer to the following table for a description of NYX district samples collected
and the subsequent NRL resulis, :

SAMPLE | - PRODUCT LOT Qry Exp Results
193610 Wethyipredisoione AC 05192002@15 18 13145/02 -1 1/14= Sphingomonas
_ peucimonas
(RF) BOMG/ML INJ 414= Burkholderia cepacia

ISIT TO FIRM: OCTOBER 24, 2002

MABP Supervisory Investigator Leslie Doyle accompanied Inv. Joyce to the fim, Ms.
Doyle presented Mr. Cadden with a formal request for information. At that time she



New England Compounding Center- B B -"3@03623 8'7_'7}- .

697 Waverly Sticet ~ FACTS #33285 P El Sl"aftr-_ 10/24/02 -
Framingham, MA 01702 KMuDAD . Bl End: 2/10/03

informed Mr. Cadden that a copy of his response would be provided to the FDA. Please
cee Exhibit #2 for the Staie’s reguest for information and WECC written fesponse.

Wiy Dridah etcled Re was [clephered by an amplovet from - (9) o notify him of the
adverse reactions that weye reporiad 10 WMied Waich. (o did not hide the employes nerc
It did email that information 1o me the. following day (Exhibit #3). (0} (6}, {0) (7)C
Quality Supervisor at {sb} notificd Mr. Cadden about the adverse yeactions associated
with methyiprcdniso]one—_{ Doctato. Mr. Cadden stated (0)(0) ®) UXC) told him the. adverse
reactions were due Lo “administration errors” since the injections: were administered
intrathecally. The medication is not EFDA approved for intrathecal administration. M,
Cadden stated that the hospital had yeturned -vials of the affected product to the firm and
that NECC sent a sample of the returned product to its contract laboratory {Analytical
Research Laborzlories, Oklahoma City, OK (ARL). for tesling, 1 viewed the laboratory .
results (received by lab on 8/20/02 and reported on 8/22/02). The results reported on
$/22/02 hard copy were 'negativé.fdxf,“endolo:;;ili content and microbial contamination”. 1
thet viewed the initial ARL resuls {received by lab on 6/19/02 and reported on 6/20/02)
for the affected lot, 05312002@16, which were negative for “endofoxin coptent znd

microbial contamination”. See Exhibit 314 for supporting documentation.

The following information was also obtained from Mr. Cadden:

1) Rapdom sampling for finished- compounds is as follows: . for lots with small
volume vials, 2-3 vials are tested and for lots of larger volume vials (ie., 10ml) |

 vial is tested for sterility and endoloxins. - o
2) NECC is still elosed on Saturday and Sunday, but Mr. Cadden’ stated he often
somes 1o work on Saturdays to make sterile compounds. Mys, Cadden still works

two to three days per week in an administrative role only. _
3) Regarding the processing of sterile suspension injectable steroids:  The
compounding occurs in the “Clean Room”, - Once compounded, the suspension
(in aheaker) is covered with 3 Jayers of aluminum foil, brought-through the ante-
room fo the main compounding area and autoclaved. The suspension is then
brought back through fhe ante-room into the “Clean Room”. The suspension is
brought to room temperature on a magnelic stirrer (approximately 2-4 houys) then
the suspension is transferred to vials (various sizes) with a Baxter Repeater Pump.
Mr. Cadden stated the bulk suspension is sterilized (versus slerilization in final
vial confainer) because the properties of the suspension would not allow it to
resuspend in the vials and the parlicle size would be too large. The steroid
compounding formulas from Professional Compounding Cenfers of Aimerica,
Houston, TX (PCCA) instiuct him {o compound the products in this way.
Suspensions must be auloclaved since they cannot be filtered through a 0.22u

filter due to particie size.

Ms. Doyle told Mr. Cadden ihat MABP discourages the use of “as directed” instructions
on patient prescription labeling and that stock sold as “For Office Use-Only” was not
aliowed in the state of Massachusetts unless the firm obtained a special permit.
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VISIT TO FIRM: DECEMBER 12,2002 .

- EA

T o S LA SARR LR

On 12/1102, NRL iniblﬁned NWE-DO - that the sterility resulls for samplc 593(}’1(}-::-

e 7 Earpppen (1A 4igie A0 that fime TEREeATT

a priority 10 visit NECC to pfonm Wir. Cadden of ihe -1jcsu'iis‘and detemnne wWnel 0is
intentions would be regarding the compounded product.” On- 12/12/02, Inv. Joyce and®
DeWagkin went to NECC and informed My, Cadden of these results, Mr. Bmery and My
Chaput from the MABP wore present. Mr Cadden stated that NECC had conducted a;
recall of the product in” Augusl. 2002 (without FDA knowledge) after the adverse.
redctions were reported to- NECC by the MedWalch complainant hospital. M, Caddeny

“did not share this recall information with the FDA at the October 2002 visit 1o NECCE
e stated recall notification to customers was done via telephone calls. The only record;

- of the recall process was a {hrec page table listing customer names, relurned product and% o
lot numbers, Recall inforniation was requested per NWE-DO Recall Coordinator %g

gnidance.

Mr. Cadden confirmed priorto the recall he wis using 6 nionth expiration dates for sterile
products with preservatives and was sterilizing the vials himself at NECC. He stated he
conducted a recal]-aftey receiving the complaint from ® in July 2002. He staled be
received S00-600 vials back from-customers as a result of%he recall. He retested one (1)
of these vials for sterility and endotoxin and the results were negative. Mr. Cadden
showed us ARL #24399 results (refer to Exh. #4, pages 3&4). 1 asked Mr. Cadden if he
thought of testing a more representative guantity from the returned product (ic., not just
one vial), but he stated he only tested one vial, M. Cadden stated the corrections he has
- made since the complaint from ) inciude the following actions: - 1) gxpirafion dale
was decreased fiom 6 months fo 60 days for preservative fiee products, and 2) utilization
of a contract facility (Eagle-Picher) to pre-sterilize vials [or use in sterile producis. See
Exhibit 45 for information from Eagle-Picher Industries, Inc. website (Miami, OK}.

Mr. Cadden stated he had not received any other complaints associated with the use of
NECC compounded sterile steroid injectables. Representative (esting for sterility and
endotoxin was discussed with M. Cadden. We explained to My, Cadden that the USP

contains guidance on’ sample sizes in relation (o lot guantities. We also discussed
validation and verification of testing procedures performed by conlract Jaboratories.

While at the firm, samples were collected of methylprednisolone acetate preservative-fice
(PF) injectable and betamethasone repository injectable. After seeking supervisory.
puidance, 1 collected 20 x 1 ml vials of methylprednisolone acetate PR (80mg/ml) and 10
x Sm! vials of betamethasone repository (6mg/mlt betamethasone repository = 3mg '
betamethasone sodium phosphate + 3mg betamethasone acetate). These compounds
were chosen because they were associated with the current and April 2002 MedWatch
reporis. Both producls are sterile suspension injectable steroids and are compounded by
similar methods according (o Mr. Cadden. See Attachment #3, 4, &35 for the FDA-463a
(Alfadavit), FDA-484 (Receipt for Samples), and eollection reports.

s peaneet
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Please refer to the following fab
the subseguent NRL results.

o for a description of samples collected on this date and

SEMPLE | PRODUGT

—— o N ' . -
P iEEIEE PR EANISOITS AL

{PF) 80 mgfmi x 1 m|
169127

Betameihasone Reposllgry
VESIT 7O FIRM: DECEMBER 18. 2002

L i

TNECEAS S

) 11302002@1
(PF} Bmg/mi X sml-
(BSP+BA)

120/03 | Assay= Subpotenl
BSP 77.4 {O); 746 {CIA) )
) BAT71.6(0) 710 (CIA) _

A visit to the firm was conducted to request information regarding NBCC recall
_procedures and coltect samples. After conferring with NRL for sampling requirements, it
was decided that further samples were necessary from NECC. See Attackment # 6,7 & '
8 for the FDA-463a (Affadavit), FDA-484 (Receipt for Samples), and collection reports.
Please refer to the following table for a description of samples collected on this date and

the subsequent NRL resulfs.

SAMPLE PRODUCT, 10T Jary Exp T Resulls
762128 | Melhyiprednisalone AC 11262002@5 50 710/03 | Steriliy= Negalive

Endoloxin- “not perfomed”
Assay= Supserpotent . .~
- 131.4 (0) & 133.1% (C/A)
6/6/03 Sterllify= Negative
Endotoxin= Negative
Assay- subpotent

BSP 67.0 (O); 62.0 (G/A).
, | BA 598 {@); 58.7 {CIA)
fi262002@4 | 5O 125/03 Slerillty= Negalive

) Endotoxin= Negative

(PF) 40 mgfml x 1 mt

4169129 Betamethasone 12102002@11 - 50
Repository 6mgfm! x 2 mi . .

__.___—w——"—‘"___w—————_'__' —— —
169130 Mathytprednisolone AG

. {PF) 80 mg/mix 1 mi
169131 Triameinolone Acetonide 112020002@8 34 oreios | Sterllily= Negative
40 mglmi x5 mi . . | Endotexin "not performed”
169132 Prochiorperazine Edisylate +1112002@11 18 2/9/03 - Sterility= Negative
. 5 mofmi x 10 ’ £ndotoxin “not performed” -
168133 Saline PF 10% injeclable X {2122002@14 5 303 Steriiity= Negaiive
- smb S . Endotoxin="not performed”
208553 Betamethasone Repository 11302002@1 50 1729103 Slerility= Negalive
: Endotoxin= “not performed”

(PF) Bmglm!lx 2mit

1. PF= Preservative Free {for some products, NECC makes product both with and without preservative)
2. Betamethasone Repository= Betamethasone Sodium Phosphate & Betamethasone Acetato.

The following items were also discussed with Mr. Cadden:

1) Sampling of compounded products by NECC: - The firm’s sampling procedures
were again discussed with Mr. Cadden. He stated he used the recommendations of
his - confract laboratory (ARL). 1 discussed with Mr. Cadden the USP
recommendations for testing of sterile products. Mr: Cadden stated he would look
at these recommendations and reconsider his testing procedures. A copy of the
firm’s sample log to ARL is attached as Exhibit #6. '

2)° Environmental Monitoring of “Clean Room™ While discussing the firm’s “clean

room™, Mr. Cadden stated that he has his laminay flow. hood serviced yearly,
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which includes HEPA. filter testing (and répiac_efnent as necessary). I asked MI.

Cadden if he would know if the HEPA filter needed to be changed between yearly .
I discussed with Mr. Cadden the impact that could

_inspeciions and he stated no.
Gelpe the geritity of e sroduet, | f recommuended

Lgyve ke omoreihiv compTominhg _
NECC initially evaluate the fife span of their HEPA filiers (via moye frequent
monitoring) and compose a testing plan around that evaluation. Mr. Cadden
stated that the firm changes the pre-filters every 4-6 weeks to prolong the life of -
the HEPA filter. M. Cadden stated another component of his yearly testing of
the clean room is air sampling. I recommended Mr. Cadden consider expanding
his environmental moniforing to mclude surface and wall sampling. T suggested

. gnidance resources such as the uUsP. '

3) Sterile compound preparation: o : Co

‘ o Mr. Cadden stated that he uses a new set of disposable tubing, for the

~ Baxtey Repeater Pump for each lot that is compounded.- '

. When asked what other sterile compounds are made. by the firm, Mr.
Cadden stated if he was able to filter the product that he would make the
compound. - , I : ' '

c. Mr. Cadden stated the water source for sterile products comes from 10600
‘ml bags of Sterile Water for Injection. . , '

d. Mr. Cadden stated that NECC started to compound Prochlorperazine
(Compazine)lnjectable 2-3 weeks prior when he was able to access the
bulk product. ' : _

¢. Mr. Cadden stated the firm does not dispense any medication to clients for -
office stock use. He stated that it would be a possibility in the future if
Massachusetts state laws changed and allowed this of compounding
pharmacies. ' ' - ' :

¢ Tav. Joyce and DeWoskin requested of Mr, Cadden the opportunity to

observe production of sterile products in the very near future depending on
his compounding schedule. On 12/23/02, Tav, DeWoskin spoke with Mrs.
Cadden who stated that compounding would not resume until after the
start of the New Year since business was slow around the holidays.

A copy of the NECC “Policies and Procedures for Compounding Stetile
Products” and “Aseptic Compounding Policies and Procedures Manual”
(SOP’s) are attached as Exhibit # 7 &8, '

4) Recall Procedures: )

a, THealth risk analysis: While discussing the lots made before August 2002
that were distributed with a 6 month expiration date, I asked Mr. Cadden if
he had any intentions of recalling those products also since those products
will continue to have cxpiration dates through February 2003. Mr.
Cadden stated he did 1ot have any intention of recalling products other
than the steroid products recalled in August 2002. The firm’s recall
procedures in August 2003 consisted of calling clients who received the

. 05312002@16 lot of methylprednisolone and asking them to refum any
steroid product they had in stock. This means that clients who received
jots other than the 05312002@16 were. not notified of the recall or

oo

10
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possible problems with the.products and will likety use those products -

until the expiration date of 6 months. : _

b, Mrs. Cadden stated she notified customers of the recall by telephone. We
centglad he infaiation needed By FDA Lo process ‘he recall. Please see
the heading “Recall Informarion” {or the information proviGea vy NeCC.

. ¢. The returned products from the recall were still at NECC. Two large-
poxes -were examined by Inv. Joyce. Lot numbers and product nases
were identifiable and it was confirmed that they were .the products
intended for the recall. A R o ‘ '

d. A copyofaFDA Talk Paper from 11/15/02 was given to Mr. Cadden and

s attached as Attachment #9. This reference described current regulatory
actions talcen against compounding pharmacies.

VISIT.TO FIRM: JANUARY 14, 2003 this section written by Daryl A. DeWoskin
On 1/14/03, 1 (Daryl A. DeWoskin) went to NECC. At the time of my arrival I showed
may credentials and issued an FDA 482 to Barry Cadden. The purpose of this visit was to
pick up a saniple of sterilized vial stoppers and sterilized vials. The vial stoppers Mr:
Cadden stated are bought pre—sterilized from Ragle Picher BEnvironmental. Mr. Cadden
provided C50O DeWoskin with a sealed bag containing 100 vials from Bagle Picher
Environmental which was submitted to Northeastern Regional Laboratory (NRL) for
sterility and endotoxin testing. T hese vials are assigned Sarnple Number 167876, Also
on this same date Mr. Cadden provided a sealed bag of vial stoppers which he stated he
aufoclaved. However, when I returned to the office, I noticed a tear in the bag; and
therefore decided not to submit this sample. Tnstead I decided to go 10 NECC the

“following day for a new sample. When the tear was noticed I called the firm and notified
Beverly Gilroy, the Tducational Coordinator, that ¥ would be refurning on 1/15/03 to

collect some more autoclaved stoppers.

When I was at the finn on 1/14/03 Barry Cadden notified me that his lawyer (fohn
Tamkin in Newton Massachusetts — phone 617-964-2501) instructed him to tell me that
he would provide me samples, but if 1 had any other requests or questions pertaining to

any of their procedures & 1d compounding activities, 1 was to put my requests or questions

" in writing. Mr. Cadden stated he would then submit my requests to his lawyer for review,

and then get back to me. At the time I was talking to Mr. Cadden I requested the address
and name of customers who received lot 05312002@16, methylprednisolone 80mg/ml
injection which is a lot number of product that stated he told people to returit to NECC
due to a potentiaf problem, when I returned to the office I sent Mr, Cadden an e-mail

repeating this request, As of 2/10/03, the date that the ED A 483 was issued, a response to
fhis e-mail request had not beesn received.

VISIT TO BIR: JANUARY 15 2303 (this section writien by Dar 1 DeWoskin)

On 1/15/03, [ (Daryl A. DeWoskin) returned (o NECC for the pﬁrpose of collecting a
sample of sterilized vial rubber stoppets. I showed niy eredentials, and issued an FDA

11
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4872 to Beverly Gilioy, Educational Coordinator. Ms. Gilroy said Mr. Cadden was at the
facility but not available. At this time she provided me 2 sample of vial stoppers in a
sealed bag which she stated were autoclaved within the last day. I observed that there
eaps water Sroplete fn this beg sith the stoppere and thet thay were msking wefer sfains
on one part-of the white packaging material of the autociav; bag. Isabmitied these vial
stoppers to NRL as Sample 4167877, After | was provided the sample by Ms. Giltoy, I

left the firm.

Please yéfer to the following table for a description of samples-rcql'le'c‘ted January 14-15,
12002 and the subsequent NRL results. :

SAUPLE T PRODUCT | 1OT | Qiv_| Ew Resulls _
167877 | -Slerlle Vials nfa ~100 nla . | “In progress” as of 3/4/03
167876 Vial sloppers ‘nia Unkn. nfa. | “in progress” as of 3/4/03

MEETING WITH THE MABP: FEBRUARY 5. 2003 (Boston, MA)

A meeting was held to discuss the appropriate couyse of action for NECC. Attachment ‘
#10 contains the minutes of this meeting, C

VISIT TQ FIRM: FEBRUARY 10, 2003 (Closeout and issuance of FDA-483)

On 2/5/03, Inv. Joyce telephoned and left a voice mail for Mr. Cadden to inform him that
 there were violative sample results for subpotency and that the close out meeting wounld

bé held on 2/10/03.. On 2/6/03, Inv. Joyce received a voice mail from Mr. Cadden stating
his intentions to investigate and institute a recall of betamethasone repository (lot

12102002@11).

The purpose of 2/10/03 closeout meeting included issuance of the FDA-483 (Listof
Observations), to request recall information for the methylprednisclone acetate recalled
in 2002, to inform the firm of the complete results for samples obtained 12/18/03, and to
find out the firm’s intentions with respect to the violative [ot within expiry and

surrounding lots of similar products.

The closeout meeting took place af NECC on 2/10/03. In attendance from NECC were
Barty J. Cadden, NECC Owner and Director of Pharmacy, Doug Farquhar, Esquire,
Hymén, Pheips & MoNamara, P.C. Ms. Beverly Gilroy, Bducational Coordinator, was
present in' a secretarial role for NECC. In atfendance from MABP Teslie Doyle and
James Bmery. In attendance from the FDA NWE-DO were Investigators Joyce and

DeWoskin.

The visit began with a tour of the newly completed room that houses NECC’s new Class
10 hood. The hood was certified by Scientific Afr Analysis, Inc. (47 Fatina Dr, Ashland,

MA 01701, (800) 287-7100). The room contains the Class 10 hood, autoclave,

mcubator, ‘shﬂc,vdishwasher, computer station and office area. .
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Wir, Cadden steted WECC had plans to work with 2 consultant, Bric L. Brevman, of the
Preble Grous. See Exhibit#9 for the consultant information. :
P e g TSy eiion wes regucsted o8 ihe eeling:

7} For the reeall of methylprednisolone acetate in 2002: distrtbution list {including = -
addresses); reason for recall, vecall strategy, tine period of product distribution, )
total quantity disteibuted, total quantity refurned it the recall, documentation of

-+ calls to clients, time period in which recall was conducted (starl & stop), lotal
quantity made and fotal put into vials, via) sizes and quantity of eaeh that was
made and product disposition. ' - , ‘ o

2) For the pending recall of betamethasone repository (lot 12102002@11): all

. information above applicable to pre-recall period, copy of product labeling, recafl
initiation date, any complaints or adverse events reported and a recall contact.

3) Other Information: consultant CV, list of current stock on hand for all sterile
injectable products, list of compounding that has taken place since 1/1/03 for all
sterile injectable products and intentions with respect to simifar products (ie.,
sterile injectable steroid suspensions). '

Ms. Doyle issued-a new request for information from MABP dated 2/7/03, Ms. Doyle
provided a copy of the letter (Exhibit #10). '

RECALL INFORMATION

On Priday, 12/13/02, the NWE-DO Recall Coordinator stated the district needed -
inforination from NECC to document and classify the recal} of the methylprednisolone
compounded product. 1 called Mr.. Cadden that aflerndon and discussed the need for
recall information and o collect # larger quantity of vials for our sample (see below). He
stated he would gather the information.. :

On Monday, 12/16/02, 1 called NECC {o verify the receipt of the e-mail request for recall
information and to answer any questions pertaining to the request. Ilefl a message atter i
was-lold (by Christine) that Mr. Cadden was “in the clean room™ Lisa Cadden returned
my cell and informed me that My, Cadden did not receive my email on Friday. ]
explained that I sent it aga reply to an_email from Mr. Cadden and that } would resend the
 email the following morning. 1 also verbally stated ihe list of requested information for

the reeall so the firm would have adequate notice. This information was not provided {o .
NWE-DO until after 2/10/03, On 2/14/03, NWE-DO Recall Coordinator received two
fayes ffom Mr. Farquhar confaining the information for the NECC recall “of
betamethasone reposilory injection (6mgfiml, lot 12102002@11). On 2/18/03, NWE-DO
Recall Coordinator received a fax from My, Farqubar containing the information for the
NECC recall of methylprednisolone acetate (preservative-free, all' fols compounded
before 7/16/02). Please sec Exhibit # 11 & 12 for these documents. On 2/21/03, the
NWE-DO received additional information from’ Mr, Farquhar {via fax) informing the
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FDA of NECC recall of further lots of betamethasone repository. This fax is attached as

RExhibit #13.

CDER ASSIGNMENT & CPG 4602 20 (PHARMACY COMPQUNDING)
T_hé responses to the HEFM-330 questions Wwere obtained by inspectional visits and
information provided by the MA State Board 6f Pharmacy (when followed by a *).

1) Please determine from the Mussachusetfs Board of Pharmacy, whether NECC is

" operating in conformarnce with the applicable state law regulating the practice of

' pharmacy?  Subsequent 1o the April 2002 joint FDA-State investigation, and
referral to the Massachusetts Board of Pharmacy, what follow-up was done oF
what sanctions were taken by the Board? - : ‘ -

“There were no sanctions talen by the MABP against NECC following the April
2002 investigation. The Board is in the process of approving and adopting new
regulations for pharmacy compounding firms. The MA applicable state laws
reference the USP. Please see FDA-483 items for deficiencics observed at the

firm.

2) Does the NECC continue fo fill patient specific prescriptions for each
compoynded product dispensed? '

NECC - dispenses . and "prepares products in bulk for administration to
individualized patients pursuant to a receipt of a valid prescription from 2
prescriber. Bulk - products produced in limited quantities at NECC are not

compounded for thivd parties for resate. (*)

‘Regarding patient specific information for filling non-sterile preseriptions: Mr.
Cadden - stated that NECC cafls patients to ask thém about their current
medications for their computer patient profiles. He stated another reason to call -
the patient before making the compound is to verify the patient -wanis the

compound since they are not usually covered under preseription insurance plans.

3) What types and strengths of sterile products does the pharmacy compound? What
quantities are being compounded? Is the pharmacy compounding copies of
commercially available EDA-approved products - (ie.,- products that have the
came active ingredient, dosage form, and strength)? (fypical batch size follows

where kiowi).

¢ Hyaluronidase 150u/mi- Discontinued by manufactufer (5,000 ml)
s Triamcinolone Diacetate AQmg/ml- When unavailable (500 ml)

o Methylprednisiolone Acetate PF 40mg/ml and 80mg/ml-
Special order when unavailable (1,000 ml)

14
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"« Betamethasone Repository Gmg/ml and PR .6mg/mi- Special

4)

5)

6)

order when unavailable. (1,000 ml) .

ey ed g WECT o

Does NECC conlinue fo dssign_mmubsram‘iafed beyoﬁd-use dates? (des:'gffaie
expiration dates without basis) - ' : '

My, Cadden stated that beyond use dates” are included on each formuiation”
obtajned from PCCA. Drug substances received, stored, or used at NECC ate
obtained only from FDA registered: facilities. He’ stated he uses 6 month
expiration dates for sterile products with preservative and 60 days for
preservative-fiee. : S : o

It shou.ld be noted that samples obtained on 2/ 18/02 show that sample #169128 of -
methylprednisolone  acefate pieservative free (40 mg/ml x 1 mi, lot.
11262002@5) had an expiration date of 1/ 10/03, which is approximately 45 days,

not 60 days as stated by Mr. Cadden.-

Please obtain formulation inforination that will enable us to compare the
compounded product formulations with the FDA-gpproved formulations. In
certain. circumstances, it may be appropriate for a pharmacist to compound a
small quantity-of a product that is only slightly different than a FDA-approved
product. that is conmmercially available (such as to remove a preservative or
coloring agent for an individual patient with an allergy problem). In these
cireumstances, FDA will consider: whether there is dociumentation of the medical
need for the particular variation of the formulation for the particular patiént.
Does the pharmacy have documentation from the prescribers that denionstrates
the medical need for the particular variation of the formulation for . each

individual patient?

Please see Exhibit#14 for ;‘Loggéd Formula Worksheets” utilized by NECC

Does NECC compound drug produéts (including sterile products) in anticipation
of receiving prescriptions? If so, what guantities are compounded on that basis?
How do the antounts compare {0 the amount compounded afier receiving valid

prescriptions?

M, Cadden stated sterile products are compouﬁded before prescriptions are

received. In genetal, approximately a 30 day supply would be majntained by,
NECC. The exception fo this would-be sterile products that can be filtered, such
as ophthalmic products, which are compounded after receipt of a prescription. We

did not have the opportunity fo verify quantities compounded versus quantities

-dispensed on a mouthly basis.

15
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vir, Cadden stated non-srerile producls (creams, oinpmonts, capsules, etc) are
compounded affer prescriptions are received. :

HeoT, L Tt RV PN S P S
PP U S DA S A o [P e [T S B S . LN P

compound drug products? iWhat are the specific bateh sizes that are prepured Joit
cach type of sierile produci and how often is each baich jrepared?

Inl anuary 2003, NECC completed installation and certification of a “Class 107
Jsolator biaJogical hood: Mr. Cadden plans (o begin utilizing this new area once
‘he receives MABP approval, Refer to question 2 for typical balch sizes.

8§) Does NECC compound any-products that have been removed or withdraw from
the markel for sufety reasons? If so, please obtain documentation. '

Mr. Cadden denics the firm compounds any producis that have been removed or .
withdrawn from e market for safety reasons o

9) Has NECC instituted a formal written complaint system since the April 2002
FDA-State inspection? :

. NECC daes nol have a formal writton complaint system to dafe per Mr. Cadden.
He stated complaints are still filed under specific facility or patient.

10) Has NECC performed any corrective actions in response lo the FDA-483 List of
Observations issied af the conclusion of the April 2002 inspection?

Mr. Cadden told us the only o}mnge_s"-maide were in response to the (0)(6) ©) ().

: ~ adverse reaclions and -entailed the following: 1) expiralion date wa
decreased from 6 months” to 60 days for preservative free produets, and 2)
Ltilization of a contract facility (Eagle-Picher) to pre-sterilize vials for use
sterile products. See Exhibit #5 for information from Bagle-Picher Industrics,

Tne. website (Miami, OK).

11) Annuadly, how many prescriptions for compounded producls does the NECC
dispense? :

~ Mr. Cadden estimated NECC dispenses 20,000 prescriptions per year.

12} Does NECC ship compounded products out of state? Was any of the lof of
methylprednisolone acetale PF8Omgiml referenced in the MedWatch report

shipped out of state?

According to Mr. Cadden, NECC does ship compounded producis out of state:
The Jot of methylprednisolonc acetale PF referenced in the MedWalch was
shipped out of stais. On 2/5/03, Ms. Doyle from MABP provided the states
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| PRI 3003623877
EI Start: 10/24/02
#1Tnd: 2/10/03

‘New England Compounding Center .
697 Waverly Street - FACTS #332851
Framingham, MA 01702 KWIMAD

. ._;_#_rm_w...;.__,,‘.___f_q..M-._,Aﬁ_‘_...__,ﬁ_ﬁ___._ﬁ__..w_.-_-__-r‘__# '
MECC is licensed i as SC, FL, VA, ME, RT, NH. 1D, RT3, KS, VT, 08, MO, MT
and CT (ponding). ‘ : _ ,
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i

Yes, the fimn advertises services on the intranct al necerx.com. The contents of the
website, WWW.NECCIX.COM A8 of 10/11/02 ave attached in Bxhibit #15. My, Cadden

 gtales they do not accept online ordeys. -

14) Please document the processes ‘used to make the Merhylprednisolone Acelate
Preservaiive Free 80mg/ml product, including production. scale, and any -

process controls.

See “Logged Formula Worlsheet” provided by Mr. Cadden (Exhibit #16). This
is the formula NECC oblained from PCCA fo compound Methylprednisolone
Acetatc. Production scale varies according o what My, Cadden anticipales as
neéd for- the- compounded product. There are no in-process conlrols per M.

Cadden. A

15) What quanrity of compounded sterile products, including methylprednisolone
acetate PF 80nmig/ml ave on hand for sanipling?

We obtaed sanples of sterile injectable compounds on 12/12 & 18/02. Referlo
Exhibit #17 for a list of current inventory as of 2/11/03.

OBIECTIONABLE CONDITIONS

Observation #1

For ¢he preparation of sterile drug products distributed by your firm (such as these
intended for injection}, theve Is uo adequale documeniation available to verify they
meet set standards (such as specifications and/or USP limits if applicable} or the
shelf life (expiration dating period) of these products. This. includes the absence of

documentation to verify the following:
Al _Personnef performing preparation steps are not cantaminating the finished

products. _

R, Workspaces ave cleaned and sanitized to prevent product contamination.

C. Rquipment znd sepplies entering the product preparation area are
dqcontaminated/ciezned to prevent product contamination.

. The environment in the avea where the filling and clesing opevations are

performed i adequate {0 prevent product contaminztion (this includes the

tack ofdocumentétion pertaining o enviroumenta} menitoring fn the
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New Rngland Compounding Center " FEI# 3003 623'877 b

697 Waverly Strest FACTS #332851 . BI Start: 10/24/02
thamingham, MA 01702 KMIMDAD . BIEnd: 2/10/03 -

B, immediate area while produet is e¥posed to the'environmen t, sucliag during
filling and prior to container closure). : ‘

F. All autaclave sterilization processes are suitable for the sterilization of drug
product preparation equipment ald compon sty Gwbich includee via!
stoppers and bulk product). Some examples are:

a. Lack of documentation to verify thatall critical procegsing
parameters being used are appropriate in ensuring that final products
meet all standards (such as sterility). Critical processing parameters
include sterilization time, temperature, size and nature of load, and
chambex loading configuration, o

b. Records do not state the actual eritical parameters used during
processing. B

¢, Lack of documentation to verify that the autociave itself is maintajned
and calibrated to perform its intended function. ' :

d. The autoclave process used on bulk drug products does not have an
effect on stability o product specifications. ' -

F. The transfer of bulk drug product and equipment from the autoclave (after -
it went through an autoclave process) from ofte room to ancther room in
which further preparation steps are performed in a laminar air flow
workbench, is ot introduting contamination into the finished product. All
components, including drug substances, vials, and rubber stoppers, meef set
standards making tHem suitable for their intended use.

G. Components and process water are not contaminating finished products. .

H, Equipment used to measure the amount of ingredients/components ave

calibrated and maintained fo perform their intended function,

I. Testing procedures and sampling procedures being performed for all drug
products are representative of the lots/batches being tested.

J. That for each preparation of a sterile product or batch of stevile products
there lias been appropriate laboratory determination of conformity with
purity, accuracy, sterility, and non-pyrogericity, in accordance vith
established wriften specifications and policies. ' :

K. Preparation steps are heing performed in a correct manner since bateh

. record preparation instructions are tacking significant preparation steps,
which fncludes mixing procedures.

L. Final containers are capable of maintaining product integrity (i.e. identity,
strength, quality, and purity) throughout the shelf life of the product,

M Al drug products prepared and packaged at your site meet specifications
and USP limits (if applicable) for the expiration dating period assigned.
According to decumentation and your statements, all drug products are
assigned an expiration date of 60 days if they do not contain a preservative,
three morths if they are not filtered, and 6 months if they are filtered. No
data was available for any of your products prepared at your firm to support

these expiration date periods.

18



New Bngland Co'mpo-unding Center -~ - . FEI# 3003623877
697 Waverly Street : - FACTS #332851 EI Start: 10/24/02
‘ Framin’ghain, MA 01702 . KMIDAD . EI'E_ild: 2/10/03

fn ‘adciitién,' for all of the itenis above there were no witten procedures availzble
pertaining to the performance of these duties and processes. o

D_r’scuésion of FDA 483 Ob;é;ﬁ!(xfio;'?. I

Mr,. Cadden stated he did not have documentation -of established standards or
specifications for finished sterile products compounded by NECC. This included the
verification that the above items (A thru M) have been addressed by NECC to ensure
the quality of products compounded by NECC. S : :

My, Cadden stated he was unable to provide data to support the assigned shelf life for
finished ‘sterile products compounded by NBCC. Mr. Cadden stated that he utilized
. thé recommendations on the product compounding formulas {(“logged formula
worksheets”) reccived from PCCA. _After leamning of the the adverse reactions to
‘methylprednisolone acetate in July 2002, Mr, Cadden stated he shortened the shelf
life- of preservative-free products from 6 months to 60 days. There was no, product
specific data available to support the use of either sheif life. ' '

Mr. Cadden stated that he purchased Standard . Operating Procedure (SOP’s) from
PCCA. After review of the SOP’s, it was determined that they have not been revised
 for use at NECC, It was also noted that NECC does not follow the SOP’s. Mr.
Cadden stated he does not follow all of the SOP’s. Refer to Exhibit #8 for the NECC

SOP’s,

. Observation #2

There are no written procedures pertaining to the handling of complaints, nor does
youl firm maintain a complaint file. ' :

Discussion of FDA 483 Obsezwiﬁbn 2

Mr. Cadden stated that no formal complaint files are maintained by NECC. NECC has
ot established adequate written procedures for the handling of complaints and adverse

events reported to the fimm.

Chservation #3

There was ne documentation available for the handlng and disposition of reports of
patient problens, complaints, adverse drug reactions, drug product or device
defects, and other adverse events reported. For example, after 2 medical facility

reported adverse events associated with lot 05312002@16, your firm conducted a

19



New England Compounding Center ‘ . FRI# 3003623877
697 Waverly Street : FACTS #332851 . EI Start: 10/24/02
Framingham, MA 01702 - KMI/DAD .. EIBnd: 2/10/03

yecall af fujectable stergid products and implemented shovter expirvation dates and
use of pre-sterilized vials. You stated. you have no documentation available
pertaining fo au investigation being performed for this and other velated Tots which. .

P Vs te T
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Discussion of FDA 483 Observation 3

Mr. Cadden stated he did not have documentation of an investigation or the subsequent
by NECC in response to .the- adverse events associafed. with
~ methylprednisolone acetate lot 05312002@16.. No written records were available to

rationalize or confirm the implementation of shorter expiration dates and the use of pre-
sterilized vials. - There was also no written documentation to show follow up actions

were being taken to ensure the effectivencss of corrective actions faken by the firm.

changes made

DISCUSSION WITH MANAGEMENT (2/10/03)

It was explained to My, Cadden that at this point the FDA is considering NECC a
pharmacy compounder and not a drug manufacturer, Mr. Cadden stated he had retained
the services of a pharmaceutical consultant. The consultant is supposed to meet with M,
Cadden within the next week to determine a course of action.

Inv. Joyce and DeWoskin presented the FDA-483 to Mr. Cadden. FEach item was
reviewed with Mr. Cadden. Mr. Cadden was asked if he understood each point, to which -
he answered yes. Mr. Cadden.was asked if he had any questions about each of the
observation items, to which he answered no. Mr. Farquhar stated he was very familiar
with the observations and would be able to assist Mr. Cadden in his written response.

Further details p-:é'ﬁaining to tl}is-cfosi11g discussion -is inith_is report under the heading
entitled: “Visit to Finn: Febiuary 10, 2003”, Mr, Farquhar stated they planned fo have a
written tesponse to the FDA within two weeks. After the FDA-483 was issued and -

discussed, the inspection was concluded.

REFUSALS
_ Though information was not made readily available, there were no direct refusals from
the firm. :

ADDITTONAL INFORMATION

Guidance was received from HEM-330 throughout the entire investigation, including a -
teleconference on 12/16/02. - During this teleconference, guidance was given regarding
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New Engllanr-i _Conipouuding Center FRI# 3003623877 -
697 Waverly Street - FACTS #332851 - - ElStat 10/24/02
Framingham, MA 01702 . KMIJ/DAD _ BRI Bnd: 2/10/03

samples. to- be collected and the composition and issuance of the FDA-483 (List of

Observations).
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Douglas Farquhar, Bsq., Hynieu, Plelps & McNamara (Washingtosn, DC) to represert

him in regulatory matfers. Mr, Farquhar requested available iiformation through FOL

Mr. Farquhar discussed with the NWE-DO Compliance Branch that he would be
‘yepresenting NECC and Mr. Cadden; communication between the FDA and NECC from

fhat point on (excluding the ¢loseout on 2/ 10/03) occurred between. Mr, Farquhar and

NWE-DGC Compliance Branch.

On 3/3/03 Ms: Doyle of MABP related to Inv. Joyce that NECC had retained separate
counsel fo handle MABP related matters; however, he still retained Mr, Farquhar to

handle FD A related mattess,

At the time of this report, Ms. Doyle stated MABP had not received & repfy from NEBCC
for their request for information dated 2/7/03. NECC requested and was granted an
extension for submitting this information to MABP. :

The tist of current stock on hand for all sterile injectable products Wwas received by fax on
2/11/03 (Exhibit#17), The list of compounding that has taken place since 1/1/03 for all
sterile injectable products was received by email on 2/14/03 (Exhibit #18). M.
Farquhar’s response to Ms. Doyle’s questions on 2/10/03 regarding FDA regulations was
received by NWB-DO on 2/21/03 and is atiached as Exhibit #19. '

The documents obtained from NECC to support the sample collections on 12/12 & 13/02

are attached as Exhibit #20. _
Since the opportunity to observe production did not occur, no photographs were faken by

the investigators.

| ATTACHMENTS

At S e

FDA-482 Notice of Inspection (Dated 10/24/02) -
FDA-482 Notice of Inspection (Dated 12/12/02)
FDA-482 Notice of Inspection (Dated 1/14/03)
 FDA-482 Notice of Inspection (Dated 1/ 15/03)
FDA-482 Notice of Inspection (Dated 2/10/03)

1) CDER HFM-330 Assignment (Dated 8/2/02, 10 pages)
2) Cotlection Repost for NYK Sample 193610 (4 pages)

3} FDA 463a Affadavit (Dated 12/12/02, 1 page)

4) FDA-484 Receipt for Samples (Dated 12/12/02, 2 Pages)



New E ngidnd C mnpoundmg, Center FET# 3003623877

697 Waverly Street  BACTS#332851  EI Start: 10/24/02.
Framingham, MA 01702 °  KMIDAD Bl End: 2/10/03

53 “Collection Reporls for NWE Sanmples 12/12/02 {6 ;)agejé'j-L_
6) FDA 463a Atfadavit (Dated YZ/18/02, | pages) '
7) I‘D/\JF‘_ Receipt for Sa mpfcs (DLEPG 12418/02,2 page s)

g i\_uLlL -C \-’;f--'\.z: N Sa J EE Lo lJiL.—:._a: nE z

9 FD/\ Talk Papm (Dated 11/15/02, 2 pages)

10} Minules of Meeting belween MA Stale Board of Pharmacy and FD;’\. NWi-
. DO (with attachments) (Dated 2/24/03,  pages) :

H)FDA~483 Inspectional Observations (Dated 2/10/03, 3 pages)

EXHIEITS '
1) Fax from ®}6) 0YTHC) of (©)(6) (0} T)C) (Dated 11/1/02, 2 pages)
2) MABP Request for Information (1 0/07) and NECC response (Dated 11/18/02,
10 pages)

3) Email from NECC (dated 10/25/01, 1 page) :

4) “Analytical Research Laboratories Resulls for methylprednisolone lot -
0531200216 (4 pages) '

5) Eagle:Picher Industries, Inc. backgzound_mfonnatmn {6 pages)

6} NECC samphng log to ARL (] page)
7) NECC “Policies & Procedures for C‘ompou1mm=I Sterile Products” (3 pages)

8) NECC SOP Manual (179 pages)
9} Curriculum Vitae of NECC Consultant (Fax Dated 2/11/03, 5 pages)
10) MA State Board of Phannacy Request to NECC (Dated 2/7/03, 3 pages) |
11) NECC Recall information (dated 2/14/03; 9 pages) -
12) NECC Recall informatton {dated 2/18/03, 7 pages)
13) NECC Recall Information to NWE-DO Recall Coordinator (Dated 2/21/03, 7
‘pages) -
14) Logged Formula Workshects (21 pages)
15y NECC websile information (Date accessed 10/11/02, 7 pages)-
16) Methylprednisolone acctate “logged formula woxl\sheet” (1 page)
17) NECC cwrrent inventory (ddled 2/11/03, 2 pages)
‘18) NECC lots compounded since 1/1/03 (dated2/14/03, 2 pages)
19 NECC Response to 503A statement by Ms. Doyle (Dated 2/21/03, 2 pages)
20} Supporting documents for sample collections (24 pa ges)
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March 4, 2004, Mass. Bd. Investigation Report
(Mass Bd. Dockets: DS 03 055; and PH 03 066)
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E»‘EDPH ~Division of Heaizh Professnons Lirensure !

[F fﬁa‘g - INVESTIGATION REPORT
z . Page 10f 10 -
é@%é%ﬁ : : ¢ S . ,
W Lscewsee Name: ' D .. Pocket o
_ . . iy
. Hew EngEand Ccmpounﬁmg (.enf:ar DS 03 085
o oand : Co R
Barry Cadden, - ~ FHO3 0606
Priority Code: 2 -Rece’nred hy_b‘HPL: 212003 pocket Openeds - 2/12/03
' - . ' Asslgned o 2/12{03
Inv:astigator Name. Leshe S, Dovle;, Compfiancepﬁ?ae}‘* '
Supewrsor Name; . :‘Iean Poptikas. Dtrector PR
_ SECTIOH iz Demﬂg!‘aphics and Histoiry
A chensee Informabon I
1. i‘\same of L:censee / Respondent
Barry Cadden
2. Address of Recard:
cell: (VA - © " Business: (508)-820 0606
. 4. anensee{ Respandent Date of Blrth
B License'i‘ype&{\lo - PH 21239 _Curréntstatus: c Exp. Dater 12/31/04

6. Pnor Dlsctplme (expiaiﬂ}

.Both pharmaust_and phan‘pacy have prior tcfmpi&Ent h_istﬂ{\,' - the specifics are stated below, .

7. Ongmai pate of Issuance

DS ~New England Compotnding Genter issued 7/16/1998 . ps2848
PH - :sarry Catiden - Manager of record Issued 167971950 PH 21239
‘8, ‘Recard of Standmg attacheq: : 5 ¥ Yes - TINe

I not, complets frem 9 below:
-9, ﬂame of Eduéaﬁonél 'Ensti‘cu&'{on Aﬁended:' ‘

University of Rhode Isiand
Date of Grclduation 1990




MDPH-Division of Health Professions Licenstra

INVESTIGATION REPORT
- Pagel of 1{) C _
 Licensea Namer | | Pocket No,-
Péew Engiané Csmpoumimg Center . bso3 955
‘And : - -
Barry Gacfdéii FHO3 066

 Protity Coder 2 « Recolved by DHPL: 2/12/2003

- Dockét Operied: * 2/12/03

' Assigned: . 2/12/03
I:Neéﬁgatnri‘!am;a: Leslie 8. Doyfé, Compfiénce Oﬁiéezr '
. ,.'Supervi'sorﬁarﬁe‘:- l"-‘ﬂeé’n'?oﬁtikaé.‘:- D:‘re'cifz;r e YR

" -SECTION Tz Demographzcs and History b=
A. Licensee Information

1. Name of Licenseef Respbﬁdent:

‘_Bé?r'ry Cadden R

A .l,liddr'éss of ;{ecqrd:‘ .

3. Phone I:{umbef(s);

Home: . :

" 4. Licensee/ Respondent; Date.of Birth:

5. Licensa Typa & No.:  © PH 21239 Currént Status: .

‘6. Prior Disciplina (explain):

Ccell: () Businessi (508)-820 0606

C  Fxp.Dater 12/31j04

Bmh pharmac;st and pharmacy have prior compfamt histcry :he Sp“C!ﬁCS are sared below,

7. Ongmai Date of Issi!anCE‘

DS - New England Corripounding Center lssued 7/1611998 | DS 2848
FH - Sarfy Cadden - Manaaer of record: Issued 104971950 PH 21235

8. Record _of Standmg attached: ' X Yes
If not, cémplete ftem 9 below: -
9. . Name of Educational Institution-Attended:

University of Rhode feland
‘Date of Graduaiibn: 1690

o
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MDPH-Division of Hea!ah Professsons L{censme

TNVESTIGA‘TEOH REPORT -
Pa_ge 20f10 B
' Licensee Nariie: _ - , Docket No.
By i‘x«!ew Engiaszd Cempagndmg Centef C . Ds 03_055
o And K - .
, Baﬁ'y Laédeﬂ , . PHG3 066

B. OTHER MASSAEHUSETTS HCENSES HELD:

1. Professmn/Trade* C _f‘m o .
2. License No. | ' R.-CurrentSfcaﬁus_: - Exp. Date: co ,

- -;3‘ PriorDiseipline ('e;fplain):,_ Lo - N ,,«'4»;1 ERTN ' .,;.;. S
4-. Certifled Do;':umentation Attached . E:].‘{es ' o XMNo - _ o

C. NON-MASSACHUSETTS LECENSES HELD:

1. ) Prméession { Trade: . Pharmacy licenses are held in all but four states throughiout
. the United States, - o
2, Liecense Ne. - - . Current Status: . Exp. Dater

3. Prior Discipline (&xplain):
4: Certified Bocﬂménfaﬁon Attached {]Yes X HNo .

D. LICENSEE’S EMPLOYMENJ INFORMAT[ON

1. Current Employer: ' New England Compoundmg Center

2._-_Address: “ 697 Waverly St Framinghain, M3 01702 L

* 3. Telephone Number:®  (508) 820 G606

E. COMPLAINT HISTORY;

‘Compamon Compiamts. {Hist dodfet numbers aﬂﬂgatz'ons,- stahis, and 'disposition) )

DrucLS’fore Prmr History and oufcome

’ 20021211d5036 Board compfamt ailegaﬁons unpmfessn’ona! conduck (JCE) pending bbara' decision -
2/?8{03 C ’ '

' 20032026ds060 - Consumer cempla;m (Marbh) alfegations: failure to adhiers to standards of practlce
(JCE) - pending board dectsion 4/1]03 . .

T
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Licenses Name: -

- New England {:ompognémg {:emer ‘
And -

‘ ;Elérry Cadden

-Page 3 of 1 0

Pharmacist Caddest pifor historv ahd edtcome'

ND?‘{—DMSIGH of Health Professions E_Icensure
IN‘JESTIGJ&TIOH RFPORT - .

Dockef No, _

. DS 03085

PH 03 066

19998330phf)56 Board compla int alfegations: wo!ahon of €MR 247 seciioiy 9.01(3) (JDC) Informal

7*-’*‘—.'

" 2/28008

20030226;::1107‘0 Consumer complaink - (Marsh)
(JCE) pendmg board decisior, 4/11/03

' 20021211ph042 Board complamL allegations: un

Re;:nmand issued for supplymg pre':cripﬁons blanks to pramhoners d;smissed 12/’1/0/99
. . e v T e

profess;onal conduci: (JCE) pendmg board decision,

aifegatrcns rallure to adhere to sbndards of pr‘mce -

= Pendtngf Re{ated Complamts (Ilcr dacket numbEFs allegatlons, sbms, and disposition)-

See abova as-stated

Crirainal Offender Records Inforniation Check (CORI) bean performec{? E] Yes * XHNb :

Inc?ude cerhified cop!as of Judgments

SECT. ION II. mtemews, Compfamam: Info & Index of Matel zais/ Documen’cs

‘A, INTERVIEWS CONDUCTED' List below and mcfude [ahaled :ntewlew notes in case: ﬂe

fe e b ————

‘Confact Informaﬂon

| Individoals Interwewed . When/&?here? Type Intemew
(name]tst}e) ' (dates/dme of (in-person/phone) { {phone, address,
day} " - - T husiness)
..
2
3.
4,
5.

- B. WITNESSES NOT AVATLABLE FOR INTERVIEW: Docuiient attempts in case file *

Contact Information

Tndlviduals . Attempi(s) to contact
o (phone, address, busiriess) (dates, fimes) ’
1. e '
2
3, ]
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MDPH -Division of H ealth P’mﬁ;ssf ons Licensure
TNVESTLGATION REPORT - '

", " Pagedofin
' 'E.ECensee-I‘{_aﬁ}é: o ) .. 0" pocketNo.,
New England Compoeunding Center ' ' 'DS03.055
- Baypy Cadden o R PH 03 066 .
" C. 'COMPIATNANT INFORMATION: |
A HAME OF CGI}TPLAIE‘L&NT:_ o Mass.tBoard of Registration In Pharmacy
' BADDRESS o ‘ S 238 Causeway St, Suite_'é'{}ﬂ - Boston, MA 0‘2114,,'. .
. G PHONENO:L(617)7279953  CELLPHONE:( nja) -

' Dy INDE, OF MATERYALS/DOCUMENTS: Label documents/materials as noted helow in order
of presentation in the file S : : ST

ITEM ArComplaint - - . - [TEM:BfRecord of standing

ITEM €: Complaint history A ITEM D List of Concerns / DHHS/FDA
ITEM Fi NECC response to allegations * . TTEM Fi Alr Analysis
ITEM G: NECC P&P Procedures - .. ITEMH:MECCresponseto FDA | @ -~ °.
© XTEM I:FDALetfer to Boaid = XTER Ji Copy of 2/20/2004 Complidnce = . v
S - . Inspection. <t ’

o __SEC{ TON ILX: Investigation Summa‘r'y- :

Al Allegation of Complaini: ‘give' nature code and s'.um'marEZe t_he.alieéations':'

. Complaints as referénced In docket numbers DS 03-055 and PH 03 066 were fled by the Mass:
Board of Registration agalnst New 'Englaf_ld Compounding Center, and Barry Cadden, Manager of
record for the facility, based o the failure to adhere to standards of practice for compotmnding.” .
prescriptions. Spetifically, the pharmacy and pharmaeist engaged in tnprofessional-conduct as
exhibited by; fafling to follow guldelines, sterility procedures, récord keeplng requirements, baich

. records, failing to provide certificates of analysis, proof of sterility testing, Endatoxin fest resuls,
batch numbers and presciiptions upon request, : - o

B. o Seiling Where Aiieqéd Inci'cfet_'xt.fConduqt’Occurred: - ,
1. Facifity or Business Type:  Pharimacy ~Compotnding Pharmacy

. 7 Name: . Hew England Compounding Cenfer -
" Addyess; 697 Waverly St, Framingham, Ma 01702
Phone Mot 508 8200606 - .
Contact Person: - Bany Cadden .

" Contacts Tifler -° - Managér of Record

[ U R



c. Attomew{of Record S T : S ' ;

. rf‘iDPH Division of He’aitn Profaséions Lxcensure .
‘ IHVESHGATION REPORT
Page5 qr 10 ) '
" Licensce Name: : S Docket No,
New Eng}and Corapounding Center S DSO030B5 ..
_ - And - L '
. Barry (:czddnn B : - - PHOZgss
| 2. Licenseg” s Supemsor {if apphcab!e give name): . hot applicable
‘Phona No: . : N/A

1. Malne of Attorney:

.. Aucrey John Tamidn - 617 954 2501 '
e Attomey Jeff Gibbs . LT F7IREEE .t e L
' Attorney PaulCirel . - . B17.371 1025 '
Hyman, Phelps, McNamara | . 202 737 5600
For FDA congerns: S T .
© Attorney Douglas B Farquhar . 202 737 5600 R
2. Nams of Firm: ; . U E o
'3, - Addyess: .o - . SN ' : SR A
4, PhoneNes.. - . ‘ ) T . S [\
- D Answer of Respondent (summanze Ifcensee g response to aﬂegahons) '
i Ucensee demed the allegations and has subm:t“ed COpIES of policy and procedures a!ong wrch
corrective rneas;Jres .

E. : Investigator's Ac’cmtles and Findings? °

Describe In naralive format - who, ! what, w‘lere, when, and wh;r and mclude Cltatmns to laws and

regulations when apphcabie to the case,

Tiie Mass Board of Reg:sﬁa’cmn in Pharmacy has filed & compEarm agamst New England Compound;ng Center
(NECC) and Barry Cadden, Manager ef record, as it relates to the standards and procedures, stegility, record
keeping, certificates of analysis, menh‘y testing, Endmoxm test results, compound formulations, and batch_

' Yecords for proauct compsunded as such’ récords could nof be produced and matched Up to dlspensed

prescriptions.

-Based on a cohfi dentaal report sabmﬁed on a Wed. Watch form to the District Office of the Food and Dmg

Administration (FDA) in Stoneham, It is alleged that NECC compounded Betamethasone. Reposrco:y Injection -
Gea/ral. pursuant to patient specific prescriptions, and delivery to an unnamed medical facility whera the :
medication was administered to pqtzent(s) 1t Is alleged that the patient(s) had an adverse event after the
adminlstration of this compounded drug. In both msiances ‘d15 cfrug was prepared by Ne# England

' Comp-sundmg Center,

Du; Ing the compounding and p[eparahon process at NECC lot nuimnbers were ass;gned o the proguet, Mr, -
Cadden could not produce an accouritability of the product cofpounded. The FDA was concerned regardinga @ . S
‘specific date tha Batch of Belamethasone Repository 6ing/sml was compounded. The error was first reported i, ’
March 2002. The unnamed facility epnducted sterility and Endotoxin tests on the product pn:pared by NECC

the results mdlr;a‘éd a positive test for Endotoxin.
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- MIDPH-Division of Health Professions Licensure

- INVESTIGATION REPORT .
PageGofio T .
Lice_n_éée ﬁamg: a - cLT - ".Docket No, .
- Mew England Compounding Cenfer - - - DS03055

. Barry Cadden ‘ PHG3 086
Mr. Cadden expi_ainéd that at the time of preparation, fct_numbe'rs were aséigﬁed to edch patien't, h;:iwever,

. Upon request te reviews such documentation Mr, Cadden could rot provide records for the lot number identjfied

by FDA. Mr, Cadden stated while the, lof number was generated, ths medication was ot dfspensed, However,
there was no notation to. indicate stich and, further'no prescilptive tecords could be provided, nor could.gny.
certificates of analysis, Endotoxin test fesults, sterility test results, procedures on asepiic techniqgues or records

Indicating tralning of staff was provided. .5 ; Srtes &3 : , v e, R

When asked-to describa his compmin'éﬂhg ér;or;ess for-the Betamethasone Repository, Injéction émg./mf.-.Mrﬁ :

Cadden stated he used Sodium Carboxymethyleeflulose, s an suspending agent . After the suspending agent .
was added the product was placed in the IV hood ocated In the IV room to cool for-upto 4 hours. A sample is |

- taken and sent to the test jab (Analytic Resezrch Lab 840 Research Parkway; #546 Oklahoma City Okfahoma -
#3104.) Testing may take up to seven days, and durrig this time the product remained in the-hood capped with
- foils S oL ) :

. Mr. Cadden aiso stated the medication Wa_s Eeing administered via the epidural roufs, a.non-approved routs’o
. administration: In response to this incident, NECC changed the suspending dgent to.Polyglycol, - -~ . - .

. CORRECTVEMEASURES, -~ --. 77 . 7 L

In Febniary, 2003, Mr..Cadden responded to the allegations with corrective measures in February 2003 stating -
that he hired a consultant to develop pollcy and procedures. (Mr. Erlc Brennan), All technlcians are now o
. . certified and reglstered with the Board of Pharmagy. All staff recelves wralning from Pharmacy Compoiinding
* Center of America (PCCA) in Texas after s month of employment. In addition: . o
’ +1)  All chemicals purchased are In date; beyond use dates are included on each formulation. A
. products afe ordered from FDA registered fadlities. : : ‘
2) PCCA provides formulations for compounding, oo
- 3) Certificate of analysis for all chemicals-are now kept én site.
S'4)  Analytical tests results are abtalnéd and kept on site. C
5) . Log sheets ara current and up todate reflecting product narne, active ingredients, expiration dates, .
- 'manufacturer lot numbers, pharmacy fot nimbers, name of patient, and Rx number, Expecied yield
will be Included on all log slieets for each-compounded procluct; Al presariptions can batraced -
back ta a lot number thus enabling the pharmacist o trace product in the event of an adverse
event or recall, ' : . . S : )
"6} Pollcy, and procedures are on site, and employees read and slan a statement of understanding.
7Y Raridom samples are routinely collected and sent to an independent lab for sterility, and Fndotosin
- (pyrogenlcity) testing, Remainder lots aré placed In a quarantine area Le.: refrigerstor if needéd;
pending test results. Producis of same ot are not re-tested in future, Samples are vollected and
microbial tests are completed to ensure ihe products are sterile. Fach bulk fot of sterile end
.. products must ba tested for sterile Eridotoxin, and fungal growth By an Independent ap,
. 8)_ NECC has implernented an aseptic process vafldation protocel similar to USP 75-Ni91, 1211
: C(NECGsop7.20), - . S i ) S
- 9) When product becomas putdated, it is placed In a designated area until it can ba destroyed,
10) MECC has obtained the services of a DEA reverse distributor, . .

2"

i
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INVESTIGATION E‘{EPOR*‘ )
’ Page 7 of 10,

Licensee Nan}vez' . B . Docket No.

11) ECC dlspenses and prepares products for comooundmg pursucnt to a valid pabent prescrfpnon
. obizined from a prescriber, and reduced to writing on an approved presciption blank.. - .-
. 12) In Jantiary 2003 NECC changed to a Class 10 Microanvironment for preparation of al sv::“ile
_ products./ infeciables, Autoclaves are usad io sterilize prodt}cts and vials.
. 13) NECC did conduct the recall requested by the FDA both in Wrmng ‘and b*/ means of terephone
commitiication on 2114403 ‘ '
14) Sterilized vials are: purchased from &n outside vendor Rubber stoppers are rfnsed In steffle wate; to
. FemoVe particulate mattes and then autoclaved accordmg to SOP. | O
15) SOP for weighing ba!ances has been de\fe:opcd and printouts are attached to fog sheets e
.-'-16) Formulation Jogs incliide exaririation of end prociuat for c!osure, ntegnty, color, cfarrl:y, and <
© presence of wsgble forelgn particles. . Lo
'17) Dccuméﬁfatzon of ‘calibrations of.d- Baxa Repeater Pump ond maimenance of alf me::sur{ t_;{ -: e
eqmpment is niow Jocated in S0P and are' In effect. ™ . : R
- -18) SOP's-are in pléce for sterilé’and non<sterile compounded produc’c ‘ .
19) SOP's are in place for corplaints and foi tracking of compfamts
-.20) All USP and NF quidelines are- followed.
21) NECC uses NABR's Model Rules, adheres to CHMR 247, FDA 795 (nm sterlle products), 1206/797 :
(sterile products) -and Chapter 468.200.: .. .

Descx rbe ddcumentat:on [ far;ts that suppori: aHegatzons'

In Apni 2002 the Board had the rollowsng fonceins:’ '
1) Phamacy continues to reduce to writing otders on bulk purchase ordey fo_m}s andrnet on’

. approved prescription blanks, An issue previously addressed witly Mr. Cadden,
2) " Batch Jogs ara not initlaled or signed by technlcfans preparing the compound.
3) Expiration dates are nbt cufrent on Lhe batch logs. (Mr. Cadden stated that the .
. expirations dates upon recelpt of the product were entered fnto the. computer howe‘fer
" they were not updated upoh filling of the phescriptions.) : )
4) On some occaslons wholesalers would not furnish certificate of analyS|s ’ 3
* -5) Calculations performed by fechniclans were not documented 6n the preseripton. and no
pharmacdist verification documeniation to enstire the calcdlations were accurate.
. .6) PrescipHons are not fledina ‘timely mapiner,
" 7). Perpetual inventory for control substances schedule IT performed every 30 days:
¢ 8) Coples of DEA Licesses-are not kept at the pharmacy, but at the licensee’s home.
-9} Coples of CMR 247 not on lecation, Blennial inventory 1ot available for review,
-+ technicians were not wearing name badges,
--10) Phafmacy did not have a reverse distributor for recafled and / or out of. date produ:t.
11} Pharracy had no written documentation that technidians reviaw technician rules and.
regutatiohs as they refate to CMR 247, or, any facility policy and procedure as -.hey relate
o compoundfng, or reglsu‘aﬁon exams _

In October 2002, Board had the xollo‘mng concerns: FOA inveshgator" informed the Mass. Board of
Pharmacy Lhat a second Incident invoiving NECC occurred, The compoundcd product was identided as

:\’§eﬂ1yprcdn[50]one Acemta
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' !}‘PandAS‘-inmd@iines _ /
M’_SHGATGRSLGNATURE _ %/// L(

?dDPH Divisiorn of Health me‘es;zors Licénsure

INVESTIGATION REPORY
PageSor_lDr
Lic’eﬁsee; Nanier . - - 7‘ S - Dcckétﬂo, o
New tngiand Ccmpaundzng C‘emer - - . . B583055 -
Co And S ' ‘
'Barryf“gd&egé o R - - PH 33 086

In February 2003, the Board had the fol!owmg concems:
1) Baich logs.are not initialed or signed by technicians preparing the campound
2) Expiration ‘dates are not current on the batch logs. (M. Cadden stated that the eypfrauon -
dates upeh_recaipt of the product were entered mta the computer nowever, they were
not ipdated when filling of the prescriptions,)

o = 3} On some eccasions. wholesalers would not furmish’ ce:u—fiate of anaIySis sterility tasnng,
gt o . Endotoxn tescfesuhs and batcn numberg, and cograspogdmg prﬁécnptzons cotild not be’,

. provided, .
) Prescnptlons are.nof: filed-In a timely manner . B
5} - Perpetuaj lmrentory for conUDI subsrancag schedile ITis perfcmed every 30 days

) Descnbe any informatxon fearned ot subm;ﬁted thai: daes nof‘. support tha aHegarfons.

. Food and Drug Admlmrimam Invesdaators agreed that New Engfand Conapoundrng was not manmaccunng

any produc'f.
Describa any fnfor maﬁon requested and rof recemed

_Aﬂ dacumaniaaon reque.sLed ‘Fom Mr Cadden as part of t‘}rs fnvesbgaﬁon has been prowded

List ather sf::ite[federal or; municipal agencxes Involved o also Em{eshgatmg this case ahd.
'mduda cantacrm:ormatron (name, address, Eelephioné na.) .

; r,%f

F In your opinion should case go to Medieal En or Trfage? ) [] ‘f’es y[:] ;\;0
Fxplain: X -

R EA Summaw'o;r‘ é‘aﬂeged viclations of regulaiion /statutes:

CMR 247 9,01(3) - prescription pads
CMR 247-9.01 (14) - perpetual Inventory
CMR 105 721,032 - presaiption blanks

SUPERVISOR SIGNATURE ?:mm, f%,,uﬂ L DATE z[% ¥

= m*.{:_‘.é’.‘:kfr.ux#:z.x:s«;:*'sﬁz x*;«?‘ixﬁr"’vﬁq’:x*"'*:&$ ﬁ&x*i{;#ﬁﬁ:‘.{:‘.{:;#g;: B T T T v

.

Descnbe any exhibits nn’f: in case file (radmgraphs{ tapes, e, Desmbe Iocatmn and wzth whom, '
. NA o . _

RS

DATE” f‘m& 4 0pa
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. . HDPH-Division of Health Professions Licensura
o . INVESTIGATION REPORT.
’ PageSor 10
- Licensee Namer. o " :pocketNo. - . -

Féew E:nglancé Com paanamg Center DS O3055
- And L ' _
Barr}g Cadden o o . PH 82 066

| STAFF RECOMMENDATION: Pre-Board Staff Review Date:

< stmlssa[ ' _ ’ ' AXX Formal Reprir’.nahd. .
Dismissal without prejudlce R Censuyré
] Dismissal with prejud:te : Co : : ’ Summary Suspensionr . )
©Te s No elation S C B TR ‘S‘Lgpens;ﬁn fermy . v o, v
- Lack of Sufiicient Evidence . . :
Advisory Letter o R probation terme -
Col T - Stayed Probation ferm:
Continizﬁxg -Education _ © Revocation ten.n:
Offer ‘!qluntarjf Surre_nd"es“ . ‘ o Non-disciplinaty Agreement, -
Notest ) : o C : ' ' R L =
Based on this pharmacy’s h[story as Jt relates to prior concerns of the Board agehis since 1999, it Js this mw_sngator S
. opinion'that a farmal repnmand ghould be fsstied..At this Hime Febniary 20,2004 3 re-inspection of the phaymacy -

.. Indicated that the cotrective measures are-In place and have been fo[fowad through as stated in ME Caddens response o
. the, Board. _ . .

x«;s:km:xk*%:k:#*x*#ﬁ:x***x S S So— #2%&”**:;&:«&“:1:&& FEFERHERSEREE

BOARD'S Decision[Récommendahan‘ Board Meeting Date:

Distissal oo o ' © Formal Re‘pri.mand
Dismissal without prejudice i .-_Cf;,n.sure ' : . .
‘Dismissal with prejudice . Suinmary Suspension

No Violation ) .

Suspension fermy
Lack of Suffi uent Evidence ’ :

' 'Aefwsory LeLter ' - . Probation termz
- Continuing E_ducatmn ' 5 . Stayed Probation Eerm:

- e . " Revocation teris
Offer Voluniary Surrender

Notes: =~ ' ' Co _ :

NP s T A R R 2 e
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" Page 106f10 .- o '

_ Licenses Namia: L Docket Mo:
- Votes:

PISPOSITION OF CASE! - SR A
Refer to Board Counsel . Datfer . . : : o C o

.. . ‘ . e . N .rs_"a_._‘: _"‘.‘_ -,‘ . - * - ' ot
*“Refer to Prosscution Dater R o e oot

e

‘Other




September 21, 2004 Mass. Bd. Meeting Minutes; Includes
: Unanmwus Vote to Seek a 3- Year Public Pr obation with
Inspectzons (Dockets DS-03- 055/PH—03 066), and to Issue
Three Advzsory Letzfe:s (Dockets DS—03 03 6/PH—03 042, DS-
04f062/PH—04-061, and DS-03-060/PH-03-070).



BOARD OF REGISTRATION IN PHARMACY
PHARMACY BOARD MEETING MINUTES:
TUESDAY, SEPTEMBER 21,2004 =
239 CAUSEWAY STREET, ROOM
BOSTON, MASSACHUSETTS 02114

Prosent: Karen Ryle, KPh., M.S., Sec_y. ; Hérold Spart, R.Ph.: M.S,, Marilyn

Barron, MSW; Steven Budish (exited at 2:30 p.m.); Donald Accetta, M.D.,

M.Ph. (exited at 12:00 p.m.); Joel Berman, R.Ph.; George Cayer, R.Ph,;
William Gouveia, R.Ph., M.S, (exited at 12:00 p.m.); Sophia Pasedis, R.Ph.
© Absent; James DeVita, R.Ph,, Pres. ' Lo s
Staff: Charles R. Young, R.PH., Bxec. Dir.; Susan Manning, Counsel; Leo

McKenna, R.Ph., Pharm.D.; CQI Surveyor, Leslié Doyle, R.Ph.; Healthcare -

‘Investigator; James Bmery, Healthcare mvestigator; Carolyn Reid,
Administrative Assistant ‘ : '

S 1o 830 a.-m._to 10:45 a.m. - New Board Member Orientation

;. 10:45 a.m. CallTo Order - Ka@‘éﬁiﬁjﬂe, Secy.l

3. 10:45 am.-11:00 am.- Pendihg L_egal ) Stis;an Manning, Counsel

In the- Matfer of Erle Webber, Jr., R Ph. — Docket No. PH-04-058
- Recused: Cayer {exited.room) ,

Board reviewed Proposed Final Decision and Order by Default.
Motion/Sparr to adopt proposed decision and issue Final Decision and
Order revoking license pharmacist license. Second/Ryle.

Vote: Unanimous in favor. A

i the Matter of Vanidy Cruz, Ph. Tech, ~ Docket No. PH-PT-04-017
B_oérd.i'cviewed Proposed Final Decision and Order by Default,
Motion/Spair {0 adopt proposed decision and issue Final Decision and
‘Order revoking license pharmacy technician license. Second/Gouveia.
Vote: Unanimous in favor. '

Lo the Matters of Shoppers Drug (Docket Nos: DS-02-115; DS-03-010
and DS-03-015) and Monty Schwartz, R.Ph. (Docket Nos. PH-03-006;
PIL.02-022 and PH-03-026). ' | |

1




+ Ogtober 5t October 12. Second/Ryle. Vote: Unanimous in favor. S '

Motion/Spart to accept August 10, 2004 minutes. Second/Gouveia. -

‘Comﬁtplaint alleged failure fo file coniroﬁed gubstance loss reports in a

i I

Board reviewedldis_cuséed licensee’s proposé_l for setﬂemanf of pending
matters. Motion/Cayer to deny request for propesed settlement terms. - )
_ Second/Spart. Vote: Unanimous in favor. - =+

October 04 meeting dates: »Moﬁon/ Spatr to change meeﬁng from - .

11:00 a.m.-11:05 a.m.- _Reﬁew of Mim_ltés: _'
Motion/Berman to accept July 13, 2004 minutes. Second/Cayer.

Vote: Unanimous in favor.

Vote: Unanimous in favor.

*11:05 a.m. to 12:00 pum. ' S
Investigative Conference: DS$-03-037, DS-03-039 and PH-03-044.
McClelland’s Tome flealth Pharmacy, 85 Interstate Dr,W.
Springfield, MA (Lic. No. 3054), McClelland’s Diug Store, 43 Main
St., Lee, MA, (Lic. No: 2362) and Patrick Downing, R.Ph. (Registrant),

© YLic. No. 21109.

timely manner.

CEs: compliant

Present: Registrant

David Loster, Hsq.

Regjstrant stated that in Apﬁl 2002, after becoming awate of dmg.

- losses at the Lee location, he conducted an investigation (including

installation of hidden cameras) of facility and spoke with the Manager :
of Record (whom he had been acquainted with for along time). When- | ,
the Manager of Record admitted to an addiction, Registrant terminated '
his employment. Registrant acknowledged he, should have '

immediately reported the losses to authorities, Regarding the

W, Springfield location, in, October 2002, he became aware of strength

" changes being made to prescriptions. Registrant stated he did an.



AT
P

internal investigation; terminated an employee; and 1‘epo;;{ed the matter
to the police. ' o o _
Motion/Sparr to take matter under advisement. Second/Gouveia.

Vote: Unanimous in favor. .-

Motion/Pasedis to issue and Advisory Letter with Registrant to -

terminate tenure as Manager of Record for one year. - Second/Gouveia.
Oppose: Sparr, Accetta. Motion cartied. - . ' ‘

12:00 p.m. to 1:15 pm. — Lunch

NABP Fall Cogfefeﬁce - Paégedis and Ryle are interested in attending.

1:15 p.m. to 1:45 p.m.—~ Complaint Rcvié‘w
' Leslie Doyle, Healthcare _Investi gator

In the matter of Barry Cadden, R.Ph. (Lic. No. 21239) and New
" England Compounding Center (Lic. No.-2848), 697 Waverly St.,

Framingham, MA. (Docket Nos. PH-03-066; DS 03-055; PH 03-070;

DS 03-060; DS-04-062; SA-PH~04-161 and DS-03-036 and PH 03-

042)

Recused - Pasedis (exited room)

PH-03-066/DS 03-055: Mqtion]Spair to issue Advisory Letter -‘s_tating
form i;s‘non—compliant_ and may not be used, Second/Cayer. Unanimous

~in favor. . . . _
- PH-03-070/DS-03-060: Motion/Cayer to issuc Advisory Letter stating

terminology fo be used must comply with 247 CMR. Second/Spar.

Unagimous in-favor. = . . . _ _
DS-04-062/S A-PH-04-061 Motion/Cayer to issue Advisory Letter |
stating marketing practices are nonconforming and nust cease stating

 the “for use” in advertisements. Second/Berman. Unanimous in favor. .

DS-03-036/PH-03-042. -Adverse Lvent Report, :
Motion/Spair to seek Reprimand and three year probationary status
with periodic inspections, two CEs in Medical Error Prevention and

" JSP, must track all adverse event reports to be reviewed by the Board
and may result in additional action. Second/Budish. Vote; Unanimous -

in favort.

10. 1:45p.am, to 2:15 p.m. Investigative Conference

- . P
P T

te + —f————— ¢



0ctober 4 2004 - Lez‘tez ﬁ'om Mass Bd Offermg Consent
Decree I, mposmg Probatlon To Resolve

. Dockets DS-03 -0_5 5/PH-03-06 6
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The Commonwealth of Massachusstts ,
Executive-Office of Health and Human Services - LoE
.. Department of Piiblic Health I i
. 250 Washmgton Street, Boston MA 02108-4619 °
l .
o o . Board of Regrsfratzen n. Pharmacy
Clommee . L. 239 Causeway Street, 5" Floor
_ KERRY HEALEY o Baston, MA 02114
LIEUTENANT GOVERNOR . e

RONALD PRESTON
SECREF.ARY

. CHRISHNEC FERGUSON
CDMMISSIONR

: October 04,2004 -

,/‘

- Barry T Caddexg Rph -
... Manager of Record: i
. -+ New England Compounding Center
* 697 Waverly Street L :
. Frammgham, MA 01702

RE: Docket Number DS 03-055/ PH-03- 066/ New England Compoundmg Center (Lw No.
2848) and Bazry Cadden, R.Ph, Lmenss No. 21239 '

DcarM}: Cadden

- The Board has voted, to rcsolve the. abovs—referenced case by offering you a consent’ agreement
to Iesolve issues reIa’ced to the abDV&referenccd matter.

Please be advised that 1i' you choose not to enter info the Agreement, the Board wall proceed to a '
formal healmg, pursuant to G.L. c. 30A_ ‘ o

Please reh)m both ccpxes of the Agreﬂment to the Board at your earliest convenience but no lfiter_ ' ' ; '
‘ thanmtbm ten (10) days of their rece1pt 'Ilhe Board will thén sign them. and an executed copy Co R

will berétumed to. you
Please contact Assoczate Director I ames D Coffey at 617- 727»6095 if you ha*;re any questlons
Iegardmgthm matter _ ) . o

Sincerely,

1 ¥ N
NSFz—
Chazles R. Young, K , T
Bxecufive Ditector© . ; L -
’- BoardofRegLstfaﬁonInPhaImacy BV AT P
" Boe. |

.lB}'CemﬁedMaJMOOS10100(}0335097959 R T D




COMMONWEALTH OF MASSACHUSETTS .

T

. SUEFOLK. COUNTY - L e BOARD OF RBGISTRA’“‘ION
‘ R INPHARMACY
- Inthe Matterof )

- NEW ENGLAND D ' - N e
7 COMPOUNDING CENTER ) DOCKET NOS. DS-03-055 .
. Registration No. 2843 - C) ' - "PH-03-066 -
BARRY J. CADDEN, R.Ph. ) : :

-Lmense No. 21239 o ).
: . [

CONSENT AGREEMENT .

 The Boatd of Registration in Pharmacy (“Board”) and NEW ENGLAND

HOR A e

" COMPOUNDING CENTER (Phaidiacy Registration No, 2848), located at 697 Waverly Road, - - -

n Framingham, Massachusetts (“Registrant?), and BARRY J. CADDEN, R.Ph. (“Licensee”)
Pharmacist License No. 21239 and Manager-of Record of Registrant, do hereby sﬁpuiatc and

agree that the following information shall be entéred mto and become a permanent pazt of the ﬁle

of Regstrant vehich is mamtamed by the B oard: ’

I ’I‘he paIfIGS enter info this Consent Agreernent (“Agrecment’ to resolve dlsputed maﬁers
© arising out of the complaints pcndmg against Registrant and I.mense,e re:sgm‘;twalyz
. Dockeﬁ Nos DS 03~055 and PH—03—066 (“Complamts”) o

2.. The Registrant agraes fhat his Agreement has been antered info as a result of an advarse

event complaint report investigated by the .S, Food and Drug Administration alleging that - .

. ‘Registrant, while the Licensee was Manager of Record, failed to comply with accepted.
standards i compoundmg a certam order for methyprcdmsolone acetate preservat{ve ffee

SOmg/ml suspenswn
3 Accordmgly, the chlstzant agrecs to thc fo]low:mg

2_1-,. ' The conduct described in Parag:caph 2. above constifutes profesmonal mzsconduct
Wananhng dismplmary aeﬁen bythe Board pursuant to GL ¢ 112 § 61 and 247

-
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GMR 9.01(1);

" .b."* -TheRegistraut and Licerisee arc hereby REPRIMANDED by the Board and the
' " ‘Registrant’s pharmacy registration and Ljcenses’s phamacist license are hereby
- placed on probation for a minfroum three (3) year period (fhe “Probatiopary
Perlod™), commencing on the date this Consent Agresment is executed bythe
* Board; and . ‘

c.” The Registrant and Liéepsee agrees that dun'ﬁg the Probaﬁonély Period: - .
‘ . l_{égiéftrant’s manager of redqrd shall be required to .de,VeIop_ and implement

" watten policies and procedures fo provide for and insuve that USP Guidelines
ate followed 4nd the Registrant performs i accordence with USP Guidelines

. amd247CMR;. . . -
- 2) Registrait’s manager of rocord shall be required to update standard operating
_procedures on a quarterly basis o

. 3) Registrantmay be inspected by the Board; , S L

4), Registrant will keep a written report of each adverse event reported and make © R

~ - suchxeports-available for review by, the Board upon request during.* S C
5) Registrant will provide an-after business hours telephone mmber for.

consurner use and Have written protocols for affer business services; and

4. Registrant and Licensee acknowledge that the Registrant and T icensee must apply in writng

" . tothe Board for fermination of the Probationary Period and that temmination of the .
Probationary Period shall be-granted Snly ifall of the conditions set forth abgve i Paragraph
3.c. have been met. The Board iay request 4 conference to disouss the merits of such request.

 Boaid. Thit Agreerhent and, s contents are matters of public record, and are subject fo
disclosure without limitation to the public and equivalent state licensing boards., ~

-5, This Agreea;neﬁti and iis conténts shall be incbrpofatati into the records mamtamed by the o

7. The Boé;rd agrees that in yeturn for the execution and fmlfillment of the Tequirements of fhis
Agréement by the Registrant snd Licensee, the Board will not advance the prosécution of the *
Régistrant ind Licensee piifsuant to the Cornplaint; any and all other rights of the Board to -
take acﬁon within the scope-&fits authority are éxPIcsslj} réscrve_d. ' .

8. I’heRégistraut and Licensee understand and égrée.thaitﬂle failure to accept the terms of this
" Agroement shallt nullify the representations contained herein, and permit the Board o inifite
formal adjudicatory action under the State Admiinistrative Procedure Act, G.L. ¢. 304, and
the Standard Adjudicatory Rulos of Practice and Procedure, 801 CMR 1.00 et 5eq.

9. ThoRegistrant aid Licenseo understand and agreo that ihe decision fo exfer fnto this
Agreement and t0 accept the terms and conditions herein described is &°final act and is not
. subject to reconsideration or judieial review. . : ' » '

e e e .. e - . - e e ———— -
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-~ 10. The Reglstraﬂt and Licensee state legal counse] has been consulfed m connettion with the -
decmon to enter fnfo this Agrcament and ifnot, that there was an oppcztumiy to do so.

11 The Regxstrant and Lictnsee cerhfy this docunlent entitled. “Consent Agreement” has been .
read. The Registrant and chensee understand that, by executing this Agreement, the
Reglstxant and Licensee are waiving any i ight to a formal heaving with rights fo confront and
cross-examine witnesses, fo call witnesses, to present evidence, fo testify on its own behalf,
to contest the allegations, fo present oral argument, o appeal to court in the event of an

.advérse ru]mg, and ail other nghts set forth in GL e, 30A and 801 CMR. 1, 01 et seg

Board Deg. No

Cert Mail No

At

7003 10100003 3509 7_959

By

. iDate

' BOARD OFREGIS’I‘RA’IION
-II\IPE[ARMACY '

" Bw.

NEW ENGLAND -
. COMPOUNDING CENTER

" BatiyJ. Cadden, RPL.
Director of Pharmacy

Date:

Barry 7. Cadden, R 25,

Manager of Record

P
e

James T. DeVita: R.Ph.
" Presiderit

Effective Date:

L4

Lot
. 5
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. November 11, 2004 Letter From NECC Asking Muss. Bd. to _
| Reconsider Plfoposed Disbévlinary Action

(Dockets DS-03-055/PH-03-066)
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- WDwyersCollora, Lip

-

-Novc—-m.bc'r. I‘i, 2004 ,

" Spsan Manm ing, Bsq, l ’ el

d s

The Commonvyealih of Massachusetis
Board of Registration in Pharmacy. © -
239 Cauzeway Sircct

Boston, MA 02114

800 Alanfic Avenwa
Bosion, Masszchusslts 02210-221
Telephons (617) 374~i000 '
Fex (617) 871-1037

" v tvvercollora.comt

Paul R. Girel

(817 51D
- poirel@dwyemolioracom

.- Re: Doc.ket Numijer DS—O}OSS!Eﬁ—OB-Osﬁ.NéWBngiand Compouhdij_lg
Center (Lic. No. 2848) and Barty. Caddﬁn, R.Ph License No. 21239

-« Dear Ms. Manning: .

. Onbehalf of my clients, Barry Cadden, R Ph., and New England Compounding
Cénter ("NECC”), I am wiititg to respond to Mr. Young’s October 4, 2004 Jetter

am'ns

regarding the above-referenced maifers. Thank you for the couttesy of extending the .

.. . time for thisreply. " -

. . Asyoumay be.avrare, NECC is now licensed fn 44 states, and has applications -

- pending in 2 others." “Thaf resume spsaks volumes to the 'quality of its products, and to 1is -+
reputation. More significantly, its success in passing the due diligence inquires and
inspections that ate attendant 1o thosé licenses is atestament to both' NECC’s and M., -

. Cadden’s comimitment fo qualify asstiranée and regulatory compliance. Tadeed, since"
contracting with a national expert in Aseptic Compounding (Bric Bremman) in 2002,

* NECC has implemented policies and procedurés that address — and in some fnstnces . .
exceed — the proposed probationary conditions in paragraphi 3.0.0f Mr. Young’s letter,

‘With Mr. Brennan's guidancs, NECC already has:.

s Conducted an independent review and evaluation of fts sterile

compounding practices

¥

"I NECC corrently docs businsss in 4 siates that da.xiotléquﬁa

a license/permit Georgia, New Jersey,

Pemnsylvania, Wisconsin, and plans to apply for Licensure nthe two remaining states Termesses and
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.. Susm Mazning, Bsq.
' Noveraber 11, 2004

- Page2 -
*  Developed a comprehensive set of sterile pfodﬁcjés eqmpoundiﬂg'sf;andard _' ,
operafing procedures = . - ‘ : :
P + ¢ Implemented a compreliensive quafity management program that includes:

- Sterile products specifications.

- Statf, facilifies, and précess confrols.

- Aseptic process validation. - .

= Ongomnig envirohmental bioburden momiforing. - o

- - Bafch quality confrol release testing thet-dncludes pE,
absence of visible foreign particulates, closure integrity;
sterility and endofoxin. T
© . < Frequent monitorinig of dmg content potency.

i

N I:miﬁléﬁzeﬁied a formal complaing maﬁaéém_entfcomctive and preventive
. action (CAPA) program.” - .- o . . L
+ Bstablished USP <797> gap-analysis and standazds,

" In'addition, NECC has secently formalized 3 Quality Assurance Team” which includes
-+ the director of phérmacy, the head technician, a'sterfle technician, the general manager
and the markefing manager. The Team mests monthly with the stated missionof . .
eliminating pharmacy efror. Finally, following the suggestion in'Mr. Young’s letter (at-
-paragraph 3.¢.5), NECC has formalized an after business hours prototolto inswre 24/7
‘consumey access. NECC’s commitmeént to all these initiafives should be well known to -
the Board, which has inspected, the facility three fimes since Jast February (twice; witha
represcntative from the BDAY . ’ : T ' )

. FebraaryEG,IZOOrI ‘ MA-Bpaxd of Registgaﬁoninl’hznﬁaoy' .
- L " Ms, LesHie Doyle and Mr. Jatnes Bmery
¢ September23,2004 VA Board of Registrafion in Phamacy
L .. _— - M. James Emery and Mt. Leon McKez;n&
;ait(} - . . . o

© v -Seplember 28,2004 MA Boaid of Registration in Phanmacy
ST .+ Mz James Emery and M, Leon MoK enna
FDA

e 5 g b T e

. Allof these insp ections have been without ingident,

Whilo I think i f4ir to say fhat the product of NBCC’s Inferaction with tho Bosrd
—ag demnonstiated above—is 3 Success story, such ionld notbe the case if the resolution -
“were to include a (ﬁscigljn_aysanqﬁcn(&_@u i Teprs RIS
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~ Susan Manning, Bsq,
November 11, 2004
Page 3

iefter). The collateral consequences to many, ifnot all of NECC®s 42 other licenses, .
. would be potentially fatal fo the business. Such a catasirophe’is clearly not the intended”
- result of the Boatd’s proposed reprimand, nor s it warranted in this case. The Board’s
thzndato js to protect.the public health safoty and welfars, fiot to pumish ifs Hicensees (ses,

e.g., Gurry v. Board of Public Accounting 394 Mass. 118, 127-128 (1985); Levy v. Board

- of Regishation in Medicine 378 Mass. 519, 527 (1979).

Mr, Cadden and NECC have dernonstrated their commitment to remediation, znd B
are prepared to continue to do so. In that regard, NECC and My, Cadden will agrea fo all

of the probationary terms offered in Mr. Young’s letter, and witl, further agree to bear the
" burden and cost of thonitoring and reporting their complignce.’ Thatresnlt counld be
- acdomplished throtgh a non-disciplinary resolution such a5 2 contingance {pending 2
. period of monitoring) or 2 “stayed probation.” Whatever fe vehicle, Mr. Caddén and
NECC are ready, willing and able fo inswrs all of the public protection components of
My, Young’s proposed resolution, btk respectfally request that the Board do =o without
also imposing discipline which may destroy their business.” - . | o

Both Mr -C‘_adc_len and [ are available fo mest with yoiy, Mr. Yéung and/or the
Boaxd itselfto disenss resolution of this matter, We look forwaxd to your reply. -

<

' Very truly yous,

. PClmjc -~ -

" 2 Onee disclosed, the repripend will surelyeslt i iiqz_zhit_:sfmvésﬁgaﬁoné in thoss other jm‘isd:{cﬁons.
*Regardless of the derivative actions taken, the attendent Jogal and administrative costs will be devastating,

g NECC i prepared fo extend Mr: Bremnan's contract in prdvicie_ ongoing monttoring — on sush matiers as

O

. the Board may preserfewithsogulanly. cbeduledwiiien sspert o tho Board L _

e e R

R ]




November 23, 2004 — Mass. Bd. Meeting Minutes; Includes
Unanimous Vote Denying Request to Revise Consent Decree

(Dockets DS-03-055/PH-03-066)
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BOARD OF REGISTRATION IN PHARMACY
"PHARMACY BOARD MEETING MINUTES
TUESDAY, NOVEMBER 23, 2004
239 CAUSEWAY STREET, ROOM 206
BOSTON, MASSACHUSETTS 02114

Members Present: James DeVita; R.Ph., Pres.; Karen R&ie R.Ph.,, MS

Secy.; Marilyn Barron, MSW, Public Member Joel Berman, RPh Gemgc

Cayet, R.Ph.; William Gouveia, R. Ph M S., Sophia Pasedls R.Ph,,

h Pharm.D. .-
Meinbers Absent: Harold Sparr, RPh M S.; Steven Budish, Public

Member; Donald Accetta, M.D.

- Staff Present : Charles R. Young, R.Ph., Exec. Dir.; James D. Coffey,
R.Ph., Assoc. Dir.; Leo McKenna, RPh Pharm.D., CQI Surveyor; Susan

Manmng, Board Counsd Leslic Doyle, R.Ph., Healthcarc Supervisor;

James Emery, Healthcare Investigator; Samuel Penta, R.Ph.,, Hcalthcare

Investigator; Carolyn Reid, Admm Asst

AG:ENDA ITEMS

-1, 8: 30 a.nm, - Call to QOrder — Pres. Derta

' 2 8 35 a.m. Rev1ew of minutes ﬁom a previous meetmg — tabled

3, 8:__.40- am.to 9:15 a.m. - File Review
Office of Investigations: Investigators Doyle, Emery and Penta

4, 9:15 am. - Report of Offices
-Legal: Board Counisel Susan Manning
'0:20 a.m. - Motion/DeVita to enter AdJudmatory Session. Second/Ryle

10:00 a.m. - Motion/Ryle to return to open session. Second/Cayea
Vote Unanimous in favor.

Robyn Kaplan—Callahan (Dooket No. PH/PT-04-07 3)
Motion/DeVita to adopt proposed Final Decision by Default and issue’
otder revoking phannacy technician license. Second/Gouvela :

Vote Unammous in favor,




" favor. -

Aimee Whittington, R.Ph. (Docket No. PH-02-098/exp. 1231/02)

Motion/Cayer vote to adopt propqsed_Final Decision and Order and issue

* order revoking right to renew license. Second/Cayer. Vote: Unanimous in .

favor,

~ Albert Chow, R.Ph. (Docket No, PH-03-093) Motion/Cayer grant Motion

for Reconsi_derétion. Second/Berman. Vote: Unanimaous in favor.

After review and discussion of Motion for Reconsideration filed by
Licensee, Board voted to revise Final Decision and Order dated
November. 10, 2004 and issue Final Decision and Order after
Reconsideration by motion/Cayer. Second/Berman. Vote: Unanimous in-

New Englaﬁd Compounding Center, DS-03-055 _
Board reviewed NECC response to proposed Consent Agreement.
Motion/DeVita to deny request to revise terms. Second/Gouveia. Vote!

Unanimous in favor.

. 10:10 a1 - Investigative Conference - DS—OS-OOl &'PH—OS—O 14

Tn the Matter of Brooks Pharmacy #396, 60-62 Groton St., Pepperell,
MA 01463 (Permit No. 2971) and Registrant Stefanie 5. Dutton, R.Ph.
(Lic. No.- 20852) = =~ o '

Conference reviewed comg_ﬂaint alleging that on or about May.03, 2004,

" Registrant dispensed Chlorpropamide 100mg tablets rather than
" Chlorpromazine 100mg as prescribed while employed at Brooks
- Pharmacy # 396. ‘ B e

Present: Complainant; Regisirant; Catherine Hoover, Manager of Record;
and Kevin Miller, Pharmacy Supervisor -

CBs: Registrant - comialién’t '

Registfant admitted to dispensing Cﬁlorpfopanxide 100mg instead of

the prescribed Chlorpromazine 100mg, stating that the medication errot

" occurred due to a software problem that shortencd the ending of the
" medication name (full name of medication did not appear on the screen) ,
yesulting in Chlorpropam being recorded, filled and dispensed. Onrefill,

Registrant verified the prescription information from the ori ginal



Janum y 11, 2006, Letter From Mass. Bd. Offering Revzsed |
Consent Decr ee |

(Dockets DS-03-05 5/PH—03-066 and DS—05-040)



The Commonwealfh of Massachuset*s :
Bxecumfe Office of Health and Huimnan Services
Department of Public Health =
' 239 Causeway Street, Boston, MA 02114

" MITT ROMNEY
GOVERNOR

e S Ofiice of the Gerieral Counsel -
TIMOTHY R MURPHY ‘ (617) 973-0865
‘ SECRETA—P\Y ‘

FAUL'T. COTS, IR
COMBASSIONER |

JRAN K PONTIKAS -
LIRECTOK

Ianu:—aly 11 2006

CERTIF}BDMA.ILNQ 7003 2260 0007 2582 3694

Panl R Cirel, Esq.
Dwyer & Collora, LLP
- 600 Atlantic Avenus
* Boston, MA-0221 0—2211 .

RE: Inthé Matter of New England Comom:mdmg Center and Batrsr iR Caﬁdcn
Docket Nos. DS- Oa 055 PH-03- 066, DS 05- 040 '

Dear Paul

The Board of Registration in Phammacy (Boazd) has now szgned the Consent :Agreement for Stayed
Probation (Ageement) ofNew England Compounding Center’s (NECC) Regisiration and Barry J.
Cadden’s license. NBECC and Mr. Cadden have agreed to enter info the Agreément, of which an

Joriginal is enclosed, with the Board in resolution of complaint Docket Nos, D§-03-055, PH-03-066 and

DS-05-040. Please note carefully that the effective date of the Agrcement is Januﬁry 10, 2006, as 1s
. stated on the signature page of f the Agreement, ) '

* NBCC and Mr. Cadden ate required to comoly Wiﬂl the terms of she Ag.reement as of the effcchve date.
It ig their responsibility to ensure that the Board receives all required documentation and information by
the due dates specified in the Agreement. All docwments should be sent fo Karen Fishman, |
" Probation Monitor, Departmem of Public Healihi, Division of Health Professions Licensure, 239
- Causeway Street, Boston, MA 02114, Ms. Flshman should also be contected at (617) 973-0951
‘ Tegardmg any oﬂler questions yoir, NECC or Mr, Cadden have reoardmg mplamemaﬁon of fthe

Azr&ement

A copy of this letter and the Agr&emant wﬂi remazﬂ in the complamt ﬁ.cs of the abova»referenced
docLet numbers.’ : .o

y - o
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Thank you for your courtesy and colope'réﬁon in this matter. -

Silicérély,

2

S
H
g9

;Nan'cy
Prosecuting.Counsel

" cc: Karen Fishman

3
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- COMMONWEALTH OF MASSACITUSETTS -

SUFFOLK COUNTY BOARD OF REGISTRATION -
' . INPHARMACY |
. Inthe Matter of ) i ' _
NEW ENGLAND ) Docket Nos, DS-03-055
COMPQUNDING CENTER = )’ ‘“ PI-03-066 _
Registration No. 2848 : 7 DS-05-040 - :
- BARRY J, CADDEN, R.Ph. ) .
- License No. 21239 C)
. T )

. CONSENT AGREEMENT"

.- TheBoard of Regjstration iri Pharmacy ("Board") and NETV ENGLAND :
COMPOUNDING CENTER (“NECC”) (Pharmacy Registration No. 2848), located at 697

Waverly Road, in Framingham, Massachusetts (‘Registrant”), and BARRY J. CADDEN, R.Ph..

(*“Licensee”) Pharmacist License No. 21239 and Ménager of Record of Registrant, do hereby
stipulate and agree that the following information shall be enfered info and become a permanent
part of the files of Registrant and Licensée which are maintained by the Board:

1. The parties enfer into this Consent Agroement (“Agtecment ) to resolve disputed mafters
arising out of the complaints pending against Registrant and Licensee, respectively, as
Docket Nos. D5-03-055, PH-03-066 and DS-05-040 (“Complaints™). - :

2. The Registrant, Licenses and the Board stipulate and agree that this-Agr_qemcﬁt is in

settleriient of coutplaints réldting o ad adverss event ¢omplaint report investigated by the

United States Food and Drog Administration for methyprednisolons acetate preservative

free 80 mg/ml suspension, and concerning the dispensing of Trypan Blne without a valid
- prescription (“the Complaints™), \ L

3. . The Registrant, Licenses and the Board acknowledge that this Apreement is 3
. nondisciplinary agreement not reported to tlie National Association of State Boards of
.- Pharmacy or other outside report agencies, except that the Ticensee’s failure to fulfill the
requireinents of paragraph 3 may result in fhe imposition of discipline by the Board.

4.” In order to resolve these matters withowut forther proceedings before the Board, the -
" Registrant, the Licenses, and the Board agree that on the date of the exécution of this
. Agreement by the Board (“Effective Date”) the Board will order that the Licenses be
placed on Probation for'_a Period of One (1) Year, and the probation order will be-

e ettt et s st v wne o
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Stayed for one (1) year from the Effective Dafo of this Agreement ("the Stay™). -
The Rf:gisir";mt and the Licenses agreo as follows: '

(=) Within 45 days frora the Effective Date of this Agreement, the Registrant and
Licensee shall provide documentation satisfactory fo the Board that Board-approved
evaluator:  Pharmacy Support, Inc. (“PSI” or “Evaluator”), at the expenss of the
Registrant and Licenses, has copducted an inspection of and prepared 2 written report
- analyzing Registrant’s compounding practices and complidnce with United States
Pharmacopeia Standard 795 — Non-Sterile Compounding Procedures and USP Standard
797 — Sterile Coroptunding Procedures, in accordance with 247 CMR 5.01(3)("USP
Standards™), with any recommendations for revisions to practice for compliance with
USE Standards (“the First Repori”), The inspection shall include consideration of, but *
not be fimited fo:- - R . o
D Sterile Environmental Design
. -Quality Assurance Program.” . _ :
il MediaFills (operator qualification/process validation) ,
iv. - Enovironmental Monitoring ©~ o
- Cleaning and Sanitizing Program
- vi.  Training Records '
- vil. - Process Control
" viil, Fquipment
ix.  Finished Preparation Testing
x.  Adverse Bvent Records

(b) The Registrantand Licensee will arrange fof the Byaluator to provide a copy of the

First Report as described in Paragraph 5(a) directly to the Board within fourtesn days of .

the inspestion.

(c) The Registrant and Licensee will implement all recommendations made by the' -
- Bvaluator within 90 days of the Effective Date of this Agreeraent. The Registrant and
Licensee must pefition and receive the approval of the Boaid to exempt or postpone -
implementation of any particularrecommendation. ~ St

(d), Within siz monthis of the Effective Date of this Agreement, the Registrant and
Licenses shall provide documentation setisfactory to the Board that the Evaluator,
af the expense of the Regisirant and Licenses, has conducted a second inspection of .
Registrant and prepared 2 written report afier an analysis as described in Paragraph (5)-
* above, and further, as to whether the recommendations made by the Bvaluator in the First
* Report have been implemented (“the Second Report?); ‘

(e) The Registrant and Licensee m}i'mange for the Evaluator to provide' a copyof'the

Second Report as described in Paragraph 5(d) directly to the Board within fourtesn days -

. oftheinspection. - - . -

() The Registrant and Licenses will update Standard Operating Procedures on gbiépm_lal L
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13,

* Ifthe Registrant and Licenses succssstully complete the requirements of paragizph 5,

- Board, This-Agreement and its contents ar

" The Board agrecs that in refum for the exeention and ﬁlﬁlbment_of the requirements of

. this Agreement shall millify the representations

- The Registrant and Licenses certify this document enfifled “Consent Agreement” has

" behalf, to contest the allegations, to.present oral argnment, fo appeal.to court in the event

i
o7
!

(g)- The Regisirant and License\: will keep a written report of each adverss event reporied -
and make such reports availsble for reviey by the Board upon request.

ifs registration and his license will not bs placed on probation,

I the Regisirant and'the Licenses fail to successfully complete the reguirements of
paragraph 5, the Stay will be withdrawn by the Board and the Board’s order of Probation
for a Perlod of One (1) Year. (“Probation”) will be imposed upox the Registrant and
Licensee without the necessity of additional proceedings pursuant fo G L. c. 30A. The
terms and conditfons of Probation will be determined by the Board af that time and may
nclude, but not be limited to pragtice resirictions, monitoring conditions, appearances
before the Board, and continuing education and training, AR -

This Agreement aud its contents shall be inco:f:dfaiad ﬁlt@ the ifacozds maintained by the -
. & matters of public.record, and are sitbject to
disclosure without limitation to the public and equivalent state licensing boards,

this Agreement by the Regisfrant and Licedisse, the Board will not advarice the
prosecution of the Régistrant and Ticerises pursuant to the Complaints; any and.all othier
rights of the Board to take actior within thé scope of its authority are expressly reserved.

The Registrant and Licensee imdérsiand and agree that the failure fo accept the termgof - U
contained herein, and permit the Board.fo

initiate formal adjudicatory action under the Stats Adminisfrative Procedure Act, G.L, ¢,

304, and the Standard Adjudicatory Rules of Practice and Procedure, 801 CMR. 1.00 e -

© seq.

The Registrmt and Licensee understand and agreo that the degﬁiﬁgn to enter info this
Agresment and to accept the tiins and condifiors héroin destribed is'a final att and is
not subject to reconsideration or judicial review. ' T o

The Reg;istrant and Iicensee state legal counsel has been consulied in connection with the -
deciston: to enter into this Agreement and if not, that thefe was.an opportunity to' do se,-

beenread. The Registrant and Ticenses understand that, by executing this A gresment, the -
Registtant and Licsz_xsee are waiving any right to a formal hearing with rights to confront

1

and cross-examine witnesses, to call witnesses; to present evidence, to testify on its own

of an adverse ruling, and all other rights set forth in G.L: ¢. 304 and 801 CMR 1.01 e
seq. .. o . Lt S '




B e PR e Pt AT
T L i Th et aared . .

LRI T T e e

‘B005,005

12/22/2065 19:48% F&X 8173711037

Boadec:o Mo, 1210 1211

Cert Mait NQ

DHYERRCOLLORA

NEWBNCLAND
COMFOUNDING CENTER

_Barry J, Cadilen, R Ph.
- Director of- armecy

| Daee 7!{ /OLa

2o N

Barry I. Ciddenl k& PH.

Mahager'of Regorg,
Date; T,szi ae

BOARD OF REGISTRATION

IN PHARMACY

Byt
KarpiiRyIa RP& M«U

PIE&I derit”

Rffsotive Dato: 1: /"c?’/ A

-
. 2 -
P
N o~
- ‘\\" A
K ~ ' ~
- . ~ -
- Tt - -
= =
-—\. o ~- _
- - .
] -
< —_ i
- % — - -
.- -
AN W ~
M .
.
- .-

A 4 S rvara don e et e e ki v




April 7, 2006 - Final Report from PST
(Dockets DS-03-055/PH-03-066 and DS-05-040)



-
Final Répori'.. R
) USP <795>/<757> Implementation
New England Compounding Center
. Framiﬂgham, KMa
Béckground

Pharmacy Support, Inc. (PSI) has been confracted by New England -
Compounding Center (NECC) located af 897 Waverly Road, Framingham; MA.
to develop and implement a plan for compliance to requirements set forth in' USP
<786> and <797. The'Board Reglstration in Pharmacy for the commonwealth of
Massachusets in a consent decree menio dated January 10, 2006 namad
Pharmacy Supporf, inc. as the authorized third party reviewer. The consent.
decree was addressed fo Mr. Barry J. Cadden, R.Ph, Manager of Record of
‘Registrant. — L S .
The chronology of eventsis as follows: - -~ -

'» Consent decree signed and dagreed upon: January 10, 2006

s Audit of NECC by PSk: January 17 and 18, 2008

= Audit report issued; January 26, 2006 S o

« Inifial draft of Standard Operatinig Procedures sent to NECG for review

e - oo @R cOmment-February. 3 through February: 16,2006 ——— — -
- e Phase | implementation and initial training: March 7 - 9, 2006

o Interim Report fssued: March 22, 2008 _ o .
¢ Phase Il implementation and on-going-training: March 27— 31, 2006

Final Report Issue: April.7, 2006

Conclusion :

New England Compounding Center has made significant improvements over the

past several months. They. have demonstrated the ability to be comphiant with afl

‘state and federal regulatiohs. The have appropriate equipment, procedures,

. basic facility desigh-and environmeht controls. The nonesterile preparations area
is noticeably cleaner and more organized. As of the date of this report, itis the
opinion of-our firm that in order for NECC to be in substantial compliance the _
follow mustoceur, - - : - T o

' Redesign of clean room 1 where sterile preparations are compouhded
(Floor, Ceiling, and HVAC) .- - : .
Proper utilization of clean room 2 with respect to process/people flow
' {one-way flow only) - _
Removal of non-essential equipment in clean room 2.
(microwave, dishwasher, autotlave, printers, efc) - :
Consideration for djfferent clean room gowns and gloves or use of sterile
. slesves over gown to assure wrists and anms are always covered,
Sterilizing filters used to filter sterilize preparations should be integrity -
{ested: - . . S

. Cemﬁdenﬁé]‘
NECC Final Repert+
April7,2006




- Fmai Reporf
USP <795>/<797> Implementation
New England Compounding Cenfer
F rammgham Ma

The Pharmacist in charge has committed to these enhancements and has putan .

action plan In place to assure compliance,
PStis satisfied with the progress to date and is confident mat the remammg

JSsUes wﬂi be resolved ina short period of time.

Purpose :

* The purpose of this report is to detail the tmpiementa’uon process and documem
the resuits. An interim report was issued to NECG at the' complefion of phase 1.
This report will sumtmarize the overall results of phase one, but will not restate
each issue or recommendation identified at that time. Recornmendations not
completed as identified in the audit report or the interim report will be. outlinéd in
this report. Recommenidatioris are those items not specifically stated in the USP,
but were recommended as good compounded practices and are supported by’
sound screnﬂﬁc judgrnent and are considered routine mdustry pracuce

Results of lmp!ementafion Plan
Initial Audit _

All compounding process elements were eva!uated dunng the auditin Januayy.
Process elemenis included people, equipment, environment, ‘materials,

~measures and methods. Critical control points for each elefnent was consxdered

fromarisk perspechve and rewewed accordlngly

An audit report was prepared at the compietron of the audit. The report was

provided fo NECG and a copy was sent to the State Board of Pharmacy. A .

- corrective action pfan was discussed. NECC was responsible for. compleiing all
- corrective actions. A list of recommendation was also included, PS! provided
- technical and quality support during this phase. Many of the action ifemns
required & Standard Operating Procedure (SOP) ba written. PSI assumed the
responsibilliy of wiiting all SOP’s. The SOP’s were written as baseline’
documents with the Intention of customizing the procedures during.the next

phase of implementation. Customization would add "how to” instructions speclic

. to their facility, equipment, environment efe. A foiiowup date for the next vzsat
-was established. :

The audit report recommended that NECC hire a professional Quality Assurance
associate who would-develop and take ownership of the quality systems. A
quality system brings the process elements together for the cornmon purpose of
business, service, qualily, environment, safety and efficacy, NECC has
promoted an empioyee to assume this ro!e This employee however, has no

- Comdenﬁal
MECC Final Repot -
Aprl 7, 2005
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Fipal Report
. USP <795>/<737> !mp!emenfaﬁon
New England Compounding Cenfer
Framingham, Ma :

experience in the quality assurance field and will require :ormai tra:mng fo
effectively make the process elements and control systems efficient and
effectively make recommendations for confinual quality improvements. He will

also-require formal training in‘auditing to assure the facility is maintained ina -

substantial state of regulatory compliance for local, state and federal
requirements. . -

Initia! Draft of pr"s

PStauthored approximately 42 Standard Operation Procedures covering -
requ:rements in USP <795> and <797>. SOPs were written for thé folfowing

_categories:

Guidelines for Compounded Preparations

Personnel
Facilities and Cleaning Procedures

e —— — - Pharmacy Practices - — - —-- — — - e e e

Compounding Preparations
Cytotoxic and/or Hazardous Drugs
Sterilization and Depy) 'ogenation
Quahy Assurance/Quality. Control

AJI'draft SOP’s were forwarded to NECC for review and comiment. The review

" and comment phase was completed within a few weeks. SOP’s for equipment .
. and supplies.were wiitfen during the following phase as equment manua!s were

provfded and equ;pment quaixﬁcaﬂon were completed

I_piementatton of SOP's: and {nitial Tramanq

Several tasks were completed dunng our vistt in March 8, 9 and 10, 2006.

Several tralning sesslons were conauCted
" Aseptic Technique
Basic Microbiology
USP. <785> <797> Requirements
Good Documéntation Practices
Out of Specification (OQS) Process
Complaint Handling Systemy -
Quality Assurance Syste ms/program
Procedure Management
Changa Control ’
" Confidential

NECC Firal Report
April7, 2008
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: Final Report
Usp <7955/<797> Im plementation
New England Compounding Center
Frammgham, ﬁ.’ia ' '

Class sessions were conducted in a classroom environment utmzmg power point
presentahons and handouts. In some cases, quizzes were presented at the end
of the session fo assure a basic understanding of the concepts was obtained:
The employee selection for attendance for each session was at the discrefion of
ihe Pharmac:shn Charge All tra:mng was documented and is on file gt NECC.-

All temperature controlled equ;pment fe. remgerators freezers autocfaves etc.
were qualified using vajidated temperature mapping equipiment. The purpose of
the qualificationy was-to.determine is the equipimeht was capable of mamtammg
temperatures and operates as expected. The resulis were documented in a
report and sent as an attachment to the interim report, One freezer-(serial #) and -

. the depryogenation oven(seral #)did not operate as expected and hew

equiprhent was purchased.

Viable and nonrviable envzronmenia! momionng samples for both surface and air
were taken by PS! and senf to PSI- laboratory for analysis. The quantity and

" Jocation of each sarnple was.defined in the draft SOP. |dentification and

enumeration was performed on all samples at PSI. Isolates identified at the
¢ritical locations were further identified and documented. Results of al] sampling
were included inthe interim report. As experts in the fleld of microbiology, our

~ interpretation of the restilts was less than desirable, and we encouraged the

facility to attend another fraining session for asephc processing and to evaluate
their cleaning procedures -

All cirart SOP's were in the approval routing process dunng' this ime. Ah

* recommended chahges réquested from NECC weére consideted arid changes

were made when appropriate. The approval rouhng process includes a _
reqmrement that each emplovyee read and understand the Tequirements of the
procedure. Read and Understand memos for each procedure with employees’
signatures is on file in the Quality oepartment All 42 SOP'S were approved and

: ISSUGd dunng th;s fime frame

Also, during our visit a list of aqd;tlonal recommendanons was comptted This hst
along with obseivations/recommendations that were documented’ durmcr the
audit would be verified for compieaon during phase ih .

Confidenttal .
NECC Fine) Report
Apiil 7, 2008
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USP <795/<797> Implementation
New England Compounding Center

- : Framingham, Ma
Interirn Report ; S

Arrinterim report was provided to NECC on March 22, 2006. The interim report
 detailed the progress fo date. In the intérimyrepbrt, it was concluded that the,
facility was notin substantial compliancé with the USP requirements, and a plan-
-going forward to achieve compliance was outlined. Asindicated above, an
. additional list of recommendations was generated and discussed with the
pharmacist in charde. This list was included in the interim report with plans to
follow up during our hext visit. ‘

Phase Il implementation and ongoing training. "

* .During the week of March 27, the final phase of impiementation‘wa's executed.
Observation of aseptic.technigue was observed continially during the week, with
coinments provided io the staff In real time. S

PR —Several of the approved SOP’s were verified for compliance fo the written - -—

K
PO S -

requirements included verification of propsr documentation, Several additional
changes to procedures were required. Ten (10} change confrols were initlated

and approved during this time frame. '

In addition, equipment manuals were -now available and 11 mors “Equipment
and Supplies” SOP's were authored by PStand processed throtigh the approval .
routing system. All equipment was tagged with equipment numbers, LUMAC’s -
(Log of Use, Maintenance And Cleaning) were assigned and implemented.

All equipment requiring calibrations (thermometers, efc) have been calibrated
- and identified with the current status. A tatrix of all calibrated equipriehit has -
been generated for managing the calibration process and assures that '

equipment remains in & current calibration state,

The list of observations and recommendations from the previous audit and the

list of recommenidations attached to the interim report were verified for

completion. At the time of this repoit, several items have ot been completed,
. - -however expected completion dafes has beenassigned: i

Two new pieces of equipment were gqualified; one (1) freezer and ang (1)

" depryogenation oven. Cycle development was completed and loading patterns -
were established for the depryogenation oven. Results of the qualifications are.
~documented and are being sent under separafe cover, . oy :

Conﬁdmﬁa}
NECC Fnd Report
T Aprity, 2008
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New England Compounding Center
" Framinghain, Ma .
Additional training was conducted in Aseptic Processing Techniques for

- employees who compound sterile preparations. Tralning in Gdod Doctimentation

Practices was requested and provided to employees who compound non-sterile
preparations. -Training was conducted in the operation and maintenance
w depyrogenation oven,_Training was provided on a continual basis ¢

S 2 as no previots experience or formal training

“education in fhis field, itis highly recommended that he immediately beging,

training in this aréa. All training has been documented and is in the employee

. fraining records in the quality departiment.

One sample In the isolator antechamber (ISO class 7) did noimeet specification

Additional Environmental Samples were collecid o assure that cleaning

- precédures were éffective, locations of samples appropriate and aseptic process

techniques have improved. Samples were sent to PSI laboratories for &nalysis.

. Sample results showed significant improvement 6ver the saimples taken during
.our previous-visit. Resulis of the environmental samples are documented in a
-report and are being sent under separate cover. : :

(positive growth) during the week. The isolator was immediately faken out of

service and an‘investigation Was initfated. On-going training for performing o
investigations and root cause analysis for an OOS asséciated with environmental
monitoring was conducted with the quality manager. Additional sampling was
recommended and a probable root cause was identified. Appropriate chahges

were immedately incorporated and a recommendation for' continual monitoring -

was made. PS]will be avaitabk for confinual technical suppert during this time .

period.

" Follow-On

As directed by the State Board of Phar%nacy a follow up audit must be conducted .
within six (6) months of the effective date of he consent decree. Specific dates

for the audit will be defermined and agreed upon by the Pharmacist in charge

and PSL : ‘ : o

‘Repori: Prepared by" -

M. Moriva
VP Quality Operations ™
Pharmaceutical Systems, Inc.

R fﬂf«tﬁ& é‘%&%mpwq)_ - L o
CeC. LongmMaésachusQ&s State Board of P!‘Iarmacy .
o | | Covfidenttal
NECC Finl Report

Aprit7; 2008
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 April 12, 2006 — Letter From Mass. Bd. to NECC, CZosing
Dockets DS-03-055/PH-03-066 and DS-05-040
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The Commonwealth of Massachtsetts
Executive Office of Health and Human Services
‘ Department of Public Health
Division of Heatth Professions. Licensure.

vy é?;:i‘é’i?“; " . L ~ Board of Regi's_f{aiion in Pharmacy _
e - 239 Causeway Street, Suite 200, 2™ Fioor
- LIEUTENANT GOVERNGR o BOS?O!‘], MA 02114 .
TIMOTHY k. HURely RS (800) 414-0168

- SERETARY -

. L tip:fiwww.mass.gov/rea/bo

. PAULL COTE R , hitp:ffwww mass.gov/reg/boards/ph
COMMISSIONER - . : . .

April 12,2006
Barry J. (i‘aﬁdél:g R.Ph. -
NEW ENGLAND COMPOUNDING CENTER

697 Wavesly Road L
Frarnitigham, MA~ 01702 .
BY RAX and irst Class Mail |
- Re: Phamaacy Support, Tnc. (PST) Final Report dated April 7, 2006
== . - Complaint DocketNos. DS-03-055, PH.03-066 and DS-05-040
: ;Conseit Agréement (BfE Date: J; annary.10, 2006). .+ v .- .ol -
Dear Mr. Cadden: | |
The B.oard of Registration in Phanmacy has reviewed the above referenced PSI Final Report-
- (Report) provided ini accordance with the termns of the Consent Agreement that New England
. Compoundi_ng'(}en;pf {NECC) aiid the Board executed in resqlufion of the 2bove matters:
As yoﬁ are aware, PSTstates that NECC has made significant improvements over the past
months and demoustrated the ability to,be compliant with state and federal tegulations. -
+ The Board commends NECC on the progress to dats, - L -
Wifh respeot to the items PST lists in the “Conclusion” sepﬁoﬁ on Page One ofthe Report,
please advise the Board in writing regarding NECC’s intenfions as to the five ifems -
.. - PSIspecifically identifies in the Conclusion, with related projected timelines for completion.

Your response is requested to be provided fo the Board by A'Pxﬂ 15;6;'2006 .

o ;Velytml)"yé%’x,".' o _

President

oo Paul Cirel Foq. BY RAX and First Clss Mol

T Y |
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e New England Compounding Center
i ; ({:; s o . Customized Pharmacy Services _ |
Rte £ R 697 Waverly Streer, Framingham, MA 01702.
S S T - Tel: BO0.994.6322 ot 508.820.0606
g{}%ﬁ& NTING ~ Fax: 888.820.0583 or 508.820.1616
T Canter - ' Wwﬁeccixcong'f mail@neccrx.com
R " Received -
Apdl 19,2006 : '
| | APR 21 2008

Mz, George A. Cager, R.Ph,, President - .
Massachusetts Boatd of Registration ia Pharmacy BOARD OF
239 Causeway Street, Suite 200, 2% Floor, ~  ° * PHARMAGY - -
Boston, MA 02114 . :

Re:  Pharmacy Suppott, Inc: (PST) Final Report dated Apeil 7,2006
"Complainf;-DocketNQS. DS-03-055, PH-03-066 add DS-05-040
" Consent Agteement (BEf. Date: January 10, 2006)

Dear Mt. Cayer,

_. Lam in receipt of yout lettet dated Aptl 12, 2006, Thank you for yout kiad wotds regarding out progtess to

'HT-&'_}datc. T am pleased to offer out response regatding NECC’s intentions 25 to the five items PST specifically’
identifies in-the Conclusion sectionon Pige Cne of their Rinal Report'to’ the Massachusetss Bosrd 6 © -

- Registration in Phartnacy, dated Apsil 2; 2006. ) ‘

| The ite;ns_aié as follows:
7. Rﬁa’e:z;'grz' of cleatit oo ¥ swbers sisrdle preparations are componnded (E'lo;ir, Cedling and HV.AC)

R should first be noted that all stesile PxePgitaﬁons.arc. cotcipoundé,d within Class 10" "~ - - .
Microenvironments, within “clean toom 1. The toom is not maintsined ds 2 certified clean toarn,

wor was it ever out intent.

The ability to clean the floor under and behind ous chss 10 micoenvirontacats was 4n fssae. On -

April 18%, the two micréenvitonments wete moved away from the wall and the floox shall-was cleaned o

and sealed again inthose ateas. The cleaning contractor has been instructed to implement this
‘procedute éach time the floot in those areas is cleaned.

" The ceiling tiles in that toom ate, in fact, clean room, tles,

The HVAC umt in that room will be_imprdﬁd pet PSPs suggestions. The work has been scheduled
- with Victory HVAC, our. certified HVAC contractot, and is expected to be completed by May 18,
2006. - ' : _ S _— :

¥

2 Proper wiilization of et ro0ms 2 with respect 1o firocass{ peapls flow (one- Jﬂg}’ j?as;: ony).”

" PSIhad tecommended a ose way flow with petsonnet coming into the clean toom through the
- personnel anteroosm, but leaving the clean rooni ditectly thiough ant emetgency exit Into the office

‘q'l

R I e D T R I T W R IS LN B e e il




atea surrounding the-clean room. ‘We do not believe this-to be w:{sc, as opening the pme!;gency exit
tepeatedly duting cach day may result in ‘the Poss_b_hty of outside ait directly flowing into the clean .
room. I be]ieve. that the pmsonﬂei ﬂoW per the toofn’s oﬁgiazl design should be maiatained. .

Rzﬁ;az:a! of non-ssssgial egsipment i chan roon 2 (;?;mwzfaw, dishwasher, zzyfad:wa }‘?ﬂiﬂ?ﬁ,‘ 2 ) :

It Qhodd ﬁisz be aoted that all sterle P;.epamﬁons ate compounded within Class 10

= 'Ivﬁc.zobnﬂicnmcms within clean room 2. A_{LhGLgb. the room is faafntained 26 cartified clern room,

we continue to only perform sterile thparaﬁons within the Class 10-Microenvitonments fvithin the -
toom. The room was akyays intended to provide 4 boaus Jevel of ISO 7 cleanliness atound the IS0
5 Mictoenvironments, In addiﬂon_, the equipment it qdestion is essential for us to properly prepate’

compounded tmedications. Lastly, we Petfotm ongoing envitonmental testing throughout clean room

~.2, including azound the equipment in question, and all zesulis have been within the proper tange. I
believe that tnaintaining the equipmment necessary to propetly pe.rfos:m out compounding operations in
their curtent Iocaﬁon, pet f.’uc room’s ofiginal desigﬂ, will lezd to enhanced public healih welfate and -

sa_Lety
- Comde;affm ( for different cean room gowns and gloves or use of sterile sleeves vver gown 1o assure wrivis aid armis arg
aly bays covired, - Lo ' :

New gOWﬂS s.nd/ ot gow;:ug23 g sleéwes have becn soutced and ordered and are expected to atrive tblg

weel, All phatinacists 2nd technicians requidng g these gowns/sleeves in order to assuze thet their
wiists and artms are alwayg covered will be ttained on the propér use of the new gowns/ sleeves and

begm using thefn on-ot before Apsil 30, 2006
“Sterd t’z{zrg Jrz!z‘er.r zmd fo ﬁi’!ﬁf gerilize prgzb:mzz‘fafzr shorld be fntegrity sy esid

We order the stesilizing ﬂltej:s from industry leader, Ivﬁ_hn ore Corpota’aon We have asked Miﬂxpote ‘
to provide testing ccrt!.ﬁcatlon docotmentation fot each Iot ordeted . ‘These. ceitificates shall be kept

on Ale. In addition, upon receipt of éach finture lot 6f filters, we shall also begm testing one randomly

* selected filter and shall keep the results qn file. Tbls new testmg Pxoccdme will be effective with the
next ot Drdezed froim Millipore. ,

I may be: rea.ched at 508—820 0606 should you requj_e furthex mfomauon. :

S::acerely, _

NEW ENGT.AND COMPOUNDING CENTER
Batiy |. Cadde, RPh. . o

Director of Phastnacy
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The Commonwealth-of Massachusstis
Execu’ave Oftice of Health and Human Services
Department of Public Health -

Dwssmn or Heahh Professions Ltcensure

MTROMMEY - Board of Reg;straﬁon in Pharmaoy
R HEALEY - 239 Causeway Street, Suite 200, 2™ Floor
LIEVTENANT GOVERNOR - : B BOS?OI‘: MA 02114 -
TIHOTHY R. MURPHY o : (800) 414-0168
.. SECRETARY - '
LsCOTER , htip //www fmass. gov/rea!boards/ph

COMMSSZDI\{ER i
' May 10, 2006 '

Bamxy . Cadde‘ﬂ RPh. \ :
‘NEW ENGLAND COMPOUNDING CENTER
697 Waverly Road .-
Framm:,ham, MA 01702

'Re CmsentAgeement (BEf. Date: January 10, 2006)
' Complamf:Dockut Nog. DS-03-055, PH -03-066 and DS- 05 040

. Dear Mr. Cadden: .+ -, e S

~ The Board of Regxstraaou in Phannasy has reviewed yom: fetter dated Apﬁi 19, 2006 concermng
o ~certain iterns identified in the PSI Final Report dated Apnl’? 2006, - _

The Board secks written oonﬁrmahon of : (1) HVAC woﬂ-.c compleﬁon (2) recalpt and proPer
use ‘of gowns and sleeves and (3) performance of I:andom t%’tmg of sterilizing filters.

Please promdepon;ﬁmﬁﬁon to the Board by May, 22, 2006, -+ -
Very tridy yours, %? . ‘
' ‘e'or'g‘e A Cayr " P\.P]ZL - e&jﬂr

President

 ce: Paul ersl, Bsq -
DWYER & CO_U.ORA, l]'_P
. 600 Atlantic Ave.
Boston, MA. 022102111
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.. Cusfomized Pharmacy Services .

' 697 Wavesly Street, Framingham, MA 01 702
Tel: 800:994.6322 ot 508 820.0606 - -
Fax: 888.820.0583 ot 508.820.1616

-iﬁﬁ@@dﬂﬁma B , _
& — . Center . www.ecctk.com  mail@necerx.com
e "+ Received |
‘May22,2006 .. L o .
o T  mAY 241000

", Mz, George Cayet, R.Ph. _
President . .. ' _ BOARDOF . o
" Massathusetts Boaxd cjf Regxsttaﬁon in Phamacy : PHARMAGY L N
239 Casewiy Strest, Suite 200, 2“" Floor " e , .

Bosfon, M& 021 14

: Dca.tl\if Cay’ej:,

Ini 1esp onséito your letter dAICd May 10, 2006 Tam pleased to xeport thiat the following actions have beén '
compl\,ted. : :

1) The HVAC work has beeu Petfotmed, ‘ A
2) “We have received and ate 10w using the suggested guwns and slegves; .
3) We ate now m&om_’ty tesﬁng tﬁe Mﬂhpoxc stcﬂlmng fﬂtms ’

Should you xec{m.te furﬁler mfoxmatlorl, Lmay be reached at (508) 820- 0606 x630,

) Smcexely
- NBW BT\I LAND COMPOUND]NG CENTER

VD; -
' Ba.ttyj C.z en, R_'Ph .
. Ditector of Pnﬁ_macy




April 12, 2006 — Letter From Mass. Bd. To NECC, Closing
Dockets DS-03-055/PH-03-066 and DS-05-040



YREIATAE i PRSI ON L R R RN ek Ve
.- i T " U

- The Commonwealth of Massachusetts
Executive Office of Health and Human Services

Depar‘mem of Puplic:Health- T
Df\fisson of Hea{rh Professzons Lsoensure

mg}rvs;gﬂ;év . Boardof Reglsfrauon in Pharmacy
‘ . nd —
. KERRY HEAEY - | .. 239 CauseWay Street, Suite 200, 2™ Floor :
LIEUTENANT GOVERNOR _ o Boston MA 02114 ' |
© TMOTHY R MURPHY S Lo . (800)414—0168
. PAULL.COTE R, - . : hﬁp:f{www.mass.gov/reg/boardsfph,
COMMISSIONER 0L
JEAN K. PONTIRAS
. DIRECTOR. -
B Fanie 2, 2006

BarzyJ. Cadden, RPh,

NEW ENGLAND, COMPOUNDING CBNT ER -
697 Wavarly Road . ‘
Frammgham, MA 01702

© - Re ConsentAoreement (Effsctive Date: T. azm.ary 10, 2006)
CompimntDooket Nos. D5-03-055, PH-03-066 and DS-05-040 -

— o= e w e . N

rDeaI M. Cadden.; )

Please be advised that on May 23, 2006 the Board of Reégisttation. in Phaunacy reviewed youur
letter dated Mazy 22, 2006 concerning follow up actions related to the PSI Fmal Report dated
.Apnl? 2006 and the above—rcferenced Congent Agreement to

. . The Board voted 16 advise you thai NECC has sahslactonly complened the termns and oond1t10ns
' in the Consent Agreement; including Sections a. throngh e. of Paragraph 5 of the Agreement
Please nc’ce that the Scoﬁons f and g of Paragraph 5 .ofthe Agreement remain in eﬁcct

X addﬁiona_ information i Enecessary, please contact Exec Dir, Chatles Young at - o ,
.'(617) 973-0955 and orAsaoc Dir. IamesD Cofreyai(Sl?) 973-0950 S R ;

. Siricerely, . . )4 %U‘

George A. ayer, RPh
President R

co: Karen Fishman, DHPL Com_pliancé Officer -

F S



September 30, 2004, Advisory Letters to NECC from Mass. Bd.

DS.03-036/PH-03-042; DS-04-062/PH-04-061; and -

(Dockets:
| DS-03-060/PH-03-070)



—_——= o The Commonwealth of Massachuseﬁs‘ .

= o Executive Office of Health and Human Services
=0, I Department of Public Health-
& .- 250 Wash[ngion Street Boston, MA 02108-4619 -
Lo BOE\EG of Registration in Pharmacy
wmTROMNE - 939 Gauseway Stréet, 5" Floor:
 KERRY HEALEY - o Bosmn MA 02114
LIELFTENANT GOVERNCR S .
RONALD PRESTON
. SECRETARY

_- COMMISSTOMER

| CHRISTHHE C. FERGUSOH

SepLember 30 2004

Barry Cadden, RPh.-.
Manader of Racord '

_ New England Compoundmg Center
- 897 Waverly Streel”’
Framingham, MA 0170_2_

e: [n the Matter of.

i the maiter of DS-03-036 and PH-03- ﬂ£§2 ~New England Compaunding Cantst -

(Permit # 2648).

Dear Mr.. Ca,dd'é;n: ‘

Board ha d.i0 reso o the abover s e oa  iosuin
an Ad\nsor}{ | etter fo you and New England Compoundmg Cemer Enclosed for your
record isa copy of tne "ma[ decxsmn Ieﬁer is the gbove rererenced matter.

. -Piease contam me af (61?} 727-6095.if you have any questxons regardmg thls matter

1)

Smoerely,

Chaﬁes R Yo
Executive Director -
Massachuseits Board of Reglsxrauon fn- Pharmaoy
230 Causeway Street, Suite § :

‘ _Boston, MA 02114 -

g Enclosure: Ad\nsonj D;smsssal Le‘tar
‘Dated: September 30, 2004 ‘

_ Board Declslon 1D Number
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The Cotnmonwealth of Massachusetts -
~ Exseutive Office of Health and Human Services
. Depariment of Public Healh

Roard of Registration in Pharmacy -

s o 239 Causeway Strest, 5" Floor

ﬁﬁg@m o . BDS’[DF}, MA Q_Z'I'M_
: L o T :(6'1 7). 727*9953

PONALD PRESTON

. SECRETARY -

CHRISTINE €, FERGUSON
 COMMISSIONER .

" t . -
" Inthe Matter of; o
. . New England Cempounding
- Oenter. .o ..
' 697 Waverly Street ~
 Framingham, MA 01702
Registration No., 2848.
.- & Barry Cadden, RPh.’
- License No.21239 .

. Docket No. DS—OS-OSB
T PH-03—0.42

Mot M 2 e Mt gt et Sarl Nt s

 ADVISORY LETTER

“The Board of Regisiration In Pharmac “Board”} recelved repc 2 suigical den
in Rapid-City, SDexpressinig concemm about products being solicited by Bairy Cadden,
R.Ph,, License No. -24238 (‘Registrant’) and New England Compounding Cenfer; -
Licénse No. 2848 (the Pharmiacy). The investigation revealed that the soficitations were
out of state prescriptions for office use and using a form Unapproved.by.the Depaitiient -
‘of Public Health and Board. o L ST

~ The Board has carefully r eviewed the Invesfigative reports and other information - '

- provided by the parties regarding the Complaint. The Board determined on September

24, 2004, the Complaint should be resolved by the Issuance of this Advisory Letter

 regarding the filling of the prescription in this matier. Alithough aim Advisory Letter
" does not constitute disclplinary etion, this letter does communicate the Board's
~ concem regarding the conduct that was the basis for fhe Complaint. The Board expects
- a dedicated company response and employés counseling where appropriate to inshre- :
that the factors contribufing o the complaints are identified and that apprepriate quality -
assurance measliss ar implemented to reduce the risk of recuirence.of this fype of -
‘incident. ' o o ST ‘ '

matter without formal disclplinary acfion,

rd also determined that o 'clgse,thié
e T£ as .'ig ihe

Sliasdddat]

The Boa
the D

i [REEE=



seqand G.L. & 112 § 12D.

spyrpotted preseription form?”, as itls not compliant with 106CMR § 721 0308t

. ?‘!éase Ee adyiséci _tﬁai anyfa’iluré of the Pharmaiiy {q comply vﬁih any of the
" torms or conditions of this Advisory Letiet may be & basls for the Board to -
“sconsider this matter and reopen the Complaint. '

© co: Complainant

.. Board Dec. No.

N e B /4

" James T Bgvita, RPh., President

" BOARD OF REGISTRATION IN PHARMACY

Date: September 30, 2004




LIEUTENART GOVERHOR
" RONALD PRESTON

" The Board has vo%ed to resolve the above-referenced g' ases hy' m;sgnc: of {ssulng’ :
~an Advisory Letter to you and New England Compounding Center. Enclosed for your

The Commonwealth of Massachusetis.

Depattment of Public Health :
250 Washington Strest, Boston, MA 021 08-4619 - °

e ROMHEY ~ Board of Registration in Pharmacy
CGOVERNOR T T ‘ 239 Causeway Strest, 59 Floor:
KERRY HEALEY A Boston, MA 02114

" SECRETARY

CHRISTINE C. FERGISON

CDM'MISSIDE{ER
September 30, 2004 *

Barry Cadden, RPh.".
Manager of Record L
New England Compounding Center
607 Waverly Strest '

** Framingham, MA 01702 _
: : .

Re: In the Maiter of: '

In the matter of DS-03-060 and PH-03-070 = New England Compounding Center ..

. (Permit#2848). .

' Dear Mr.. Cadden:

Executive Office of Health and Hriman Services™ -~

record is.a copy of the final detlsion letter is the above referenced matter.

Please contéct.hﬂe.ai (6175 7275095 ifyou have any questions regarding this matter. |

. . .'Sinceréb‘(,". :
Charles R. %

Executive Director. . - L
Massachuselts Board of Regfstration n Pharmacy

. 930 Causeway Sirest, Suite 5 : :
Boston, MA 02414

o Enclosure: Advisory. Dismissal Lefter -
Dated: September 30, 2004 '
Board Decislon (D Number:




The Commonwealth of Massachusetts
Executive Office.of Health and Human Services
-Department of Public Health

Board of Registrafion in Pharmacy

Mo - 239 Causeway Street, 5" Floor
KERRY HEALEY . . . . Boston, MA 02114
o . ©(617) T27-9953
- RONALD PRESTON S NN ‘

SECRETA-]‘(Y

" CHRISTINE G. FERGUSON

. Center . .

" . Registration No. 2848

COMMESSIONER *

In the Matter of:
© New England Compounding

697 Waverly Strest ™ . ‘
Framingharm, MA 01702 Docket No. DS-03-0680°
: PH-03-070 -
& Barry Cadden, R.Ph. .

License No.21239 -

. . ADVISORY LETTER -

The Board of Registration in Phamnacy (“Board”) received a complaint fdin-a

concerad Texas pharmaeist about products being solicited by, Bérry Cadcien, R.P.h.,.
License No. 21239 {Registrant’} and New England Compounding Center, Licéhss No, .
2848 (the Pharmacy). The investigation revealed that the solicltations were offering

intravitreal tiameinolone apetqmde,and'includégj_ promotional material and terminology
irt the-advertisemenis. " ‘ ‘ M

The Board has carefully reviewed the investigative reports and other information
provided by the parties regarding the Complaint. The Beard determyined on September
24, 2004, the Complaint should be resolved by the issuance of this Advisory Letter
regarding the adverilsing and soficiation of this product. Although an Advisory Letter
does not constitute disciplinary acilon,.this letter does communicate the Board's
concern regarding the condyct that was the basis for the Complaint, The Board expecis
a dedicated company response ta insure'that the factors confributing to the complaints .
_are idenﬁﬁed‘arid that appropriate quality dssurance measures are implemented to .« -
reduce the risk of recurrence of this type of incident. - o :

'Please be advised that any failure of the Ph‘armaéyft{i comply with any of the'

- térms or coiiditions of this Adyisory Letter may be a basis for the Board to
.= " » . - R ¥,.x . — — .



cé: Complainant

" Board Dec. No.

BOARD OF REGISTRATION IN PHARMACY

J\rmﬁ De\rra, RPh., Presrd@p%

. Date:_Septembar 30; 2904




" The Commonwealth of Massachusetts
Executive Office of Healthand Human Services.
‘ ~ Department of Public Health

o - . ,Bc‘u'ard"qf Regjtsta;a’tion in E’basmacyf
o - 939 Causeway Street, 8% Floor
KERRY HEALEY - - Roston, MA 02114
UBTTERAT FOVETER ' . (617)7279953
. RONALD FRESTON : - \ .
. SECRETARY . ' . o
. CHRISTINE G, FERGUSON - R e
CDMHISSIONER. ) " .

e

Inthe Matterof:
~ New England Compounding "’
. Center, Coe

897 Waverly, Strest
Framingham, MA 01072
Registiration No..2848
- & Banry Cadden, R.Ph. .

. Licensée No,2123°8

" Docket No. DE‘;-OZH)GZ
o SA-04-161

N A ; e ..

" ADVISORY LETTER

The Bnaki o iefrotion in.Pharm ad oaln e

Aard? rocs
pharmacist and Wisconsln Pharmatistalleging that Bary Cadden, R.Ph., License No. - :
24239 (“Registrant’) and New England Cornpeunding Center, License No, 2848 (the-
. Pharmacy) were soliciting out of state prescriptions for office use and using aform .
. .unapproved by the Depariment of Public Health and Board, - o
Thé Board has carefully raviewed the Investigative reports and.other information .
~ provided by the parties regarding the Gomptaint. The Board determined on-September
24, 2004, the Complalnt should ba resolved by the issuance of this Advisory Letter
regarding the filling of the presotiption in this matier. Alttiough an-Advisory Letter
* does not constiflte disciplinary action, this letier doss comrunicate the Boards
coneem regarding the condudt that was the basis for the Complaint. The Board expects
a dedicated coimpany response and siployee counseling where appropriate to insure
. that the factors contributing to ihe complaints are-ideniified and that appropridie quality :
aSsUrance measures ars irmiplemented to reduce ffie risk of recurrence of this fype of . ~..
incident. . o ' . . TR
The Board also defermined that fo clése this matierwithout formal disciplinaryaction,
e Pharmacy must withiny thirty days of the date of this létter cease usingfhe
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et Eter Wit hamefen SR a. S mdeive % R caeba e R o 4 arber w

' “purported prescnpt; on. form” as 1£‘fs not comphani wrth 'IOSGNER § 721 030 et

seq and G, L‘ Ge "1‘52 § 12D..

Please be advised that any fadurs of the F‘hamacy to cormply with any of Lhﬂ
terms or conditions of this Advisory Letter may be a basis for the Bsard o

reconsrder this matter and reopen fhe Comp!alnt

_BOARD OF REGISTRATI.ON IN PHARMACY

Mﬁ‘\‘)@a\. / M

J\é‘meéT Devita, RPh PTGSIdETl :

t . Date. September30,2004

ce: Complainant -,

Board Dec. No.




Apml 27 2004 Complamt to MaSS Bd Regardmg NECC
Mamgfacturmg an Unappr oved Aiztzseptzc Cream

(Doékets. DS—05-040/PH~05-066)
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November 23, 2004 Mass. Bd. Inspedion Report
(Dockets DS-05-040/PH-05-066)



MDPH-Division of Health Professions' Licensure

INVESTIGATION REPORT

X T _ ) Page 1of 7
Licensee Name: Barry Cadden . Docket Noz DS D5- 040
License Mumber: PH 21239 - DS 2848

Priority Code: 2 Received by DHPL:  11/23/04 Docket Opéned: 11/23[(34

Assigned: 11/23/04
Investigator Name: James Eme:y» ‘Health Care Investigator

" Supervisor Name Les[:e Boyle - Program Ceordinator .

A,

SECT;GN I Demogf‘aph[cs aﬁd History

{ ICENSEE IN FORMATTON’

1. Nama of Llcensee/ Respondent: Barry Cadden

2, .Address of Record
3. CinrentAddress
4. Phone Number(s): Home N/A

: 'L[ceﬁseef Bespbndent Data of Blrt
5. Licensa Type & No.: PH 21239
6. oOriginal Date of Issuance: 10/9/90
7. Record of Standmg Attached: - Yes
g. Namé of Educational Institution Atten deds Umversxty of R_

_Pata of Graduation, 1990

Cell (N

;, Business (/&) | Fax (N/A)

Current Statifs: C - Exp. .D_até: 12131:/,06

OTHER MASSACHUSETTS LICENSES HELD: None .

- Profassion /Trade‘ _ _ : )
2. License Ho. ' Current Status:® - Exp. Date: / !

3. Prior Discipline (explain): ¥

. 4., Certified Documentation Attached: D":’éé Mo '

SEC‘ﬂION I Intemews, Com piainant Info & Index of Matersais/ Doctfments

'NON-MASSACHUSETTS LICENSES HELD: None

1. Profession [ Trade: , . .
2. Llicense No Current Status: Exp. Date: A
3. Prior Discipline (explain): B

4. Certiffed Pocumentation Attached: D Yes I ]No

L ICENSEE"S EMPLBYMENT INFOE&A‘!TON

1., Current Employer: New England Compounding Center
2. Address: 697 Waverly St Framingham, MA 01702
3 Teiephone Number: 508 820 0606 '

A INTERVIEWS CONDUCTED: Llst be]ow and include !abefed mtermew notés in case file.

s v g
P

mdwiduals Intemewed Whien/Whera? | Type Inferview - - Confact Information
(nameftitle) - - (dates/time of | (in-person/phene})  « -} (phone, address,
’ day) - S , busingss) - !
1
2
3 ) ' N
&, - :

5,

R A0 o bl ot s e T R B e



el TRTAT

‘ Describa documentatlon[ facts that suppor‘i: alregateons. _

." Pescribe dociimentation/ facks that dd not support allegations: Né}:;e .

- TYPE OF ERROR:

PHQNENO (617)727 0086, . - CELL PHOHE /Ay

| MDPH-Division of Health Professioits Licensure B ]
INVESTIGAﬁON REPORT . ‘

o Page 20f7
Licensee Name: Barry Cadden ~ Docket No: DS 03-040
License Nu_mber: PH 21239 : Ds 2848

B, WITNESSES NOT AV#ILABLE FOR LNTERVIEW' Documen‘ ﬁnmpts in- case file.

Individuals - Contact Information Attempi(s) fe conidck -
: : (phone, address, business) . (!fa; tlmes)

1,

2

3,

. E COMPLAINANT INFORMATION:
4. MAME OF COMPLAINANT: Board of Pharmacy
2 ADDRESS: 239 CauseWway St, Boston, MA 02114

B . .
AT __-" s e s A [N

D. INDEX OF MATERIALS/ DOCUMENTS ¥abel documents/materla}s as ncted ba!cw m orcier
of presentatton in the file )

LTEM 12 Complaint - ITEM 2:Record of Stamding

ITEM 31 Staff assignment 05- 006, - - ITEM 4: NECC Order Foon
ITEM 5: . .o - TIEME:.

ITEM?'— ' o ' ©OITEM 8t -
SECTION 17 Inves’cagat:on Summanr

é;!ecradon of Complaint: Failure to adherc to the standards of practice,” spemﬁcaﬂy -
compounding and dzspensma of a medication without a vahd prescription (non patient
specific), .

Staﬁ' assignment presented at Board mectmg of 1 1!23/04 Board voted to bnng staﬁ
Jassignment to formnal complamt. S ) , )

WRONG STRENGTH =+

WRONG DRUG

WRONG DIRECTIONS

WRONG PATIENT .

OTHER - blisterpak information was incorrect

DRUG / DIRECTIONS DOSE PRESCRIBED . 7

DRUG / DIRECTIONS DOSE DISPENSED : P
- DISPENSED R LABEL CORRECT | _ g ' S ;

DISPENSED LABEL INCORRECT -~ . : - - ' :
. NEW PRESCRIPTION . . : o _ S ' .

REFILL PRESCRIPTION ’ " -

INGESTION. OCCURRED

RERREE l’l'l‘ll
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[ MDPH-Division of Health Prbféséions Licensure

INVESTIGATION REPOR““ :
Page3of 7

Licensee Maime: Barry C‘aﬁéen' . Docket Noz DS 05- 040
License Mumber: PH 21238 o . D52848-
__X_  OTHER- Failure to adhere fo the standards of practice, specifically compoundmcr

and dlspansmg ofa medicailon without a valid prescription (ron pa‘caent specific)

##*Board should review iizem 1’4 NECC Order. Form pro: vided in response. Form is
non-compliant by Board defermination. ] NECC was notified by telephone (Greg |
Conigliaro) that the form cnrrently. used is non-compliant and mnist stop the use of

* this form mlmedlatel}'
PATIENT STATUS:

Setiing Where Alleged Incident/Conduct Occuired:
. 1. Cutrént Employer: New: England Compotnding Center . , - . : "i. S
>, Address: 597 Waverly St Framingham, MA 01702 S
3. Telephone Number: 508820 0606
Contact and T[‘de Barry Cadden, Manager of Record

1. 1§ employed by another entxty other than where the aI{eged incident occurred

- Names N/A.
Address N/A.
-PhonaNo: N/A
Contact-Person: NfA -
_ Contact’s Title: NJA
Licensea’s Supervisor (if apphcab{e glve name): N/A.
Phene number

Atforney of Record: - . "‘NA
-1, MName of Attorney: ’ _
2. Nama of Firm:
3. Address: , ‘
4, Phone Nc-(s). ST ‘ FaxNo.{ )

;i;nvestiga%or s Activities and Findings: -

Describa’- who, what, where, when, and why

i Compiainamt’s allegation: Failure to adhere fo the standards of pracﬁce sper;]ﬁcally
compounding and chspunsmfr of & medication without a valid prescription (non patient

speclﬁc}

2, Licensee’s response? A review of the same documentation prcmded to you does show
 what would appear to be incorrect or repetitive names being provided by several of our
prescribing physicians. We have instituted a new Standard Operating Procedute for the
Quality Check  and’ Vetting of Patienf Names, which should eliminate these.

" inconsistencies in the firture.. This new SOP is included herein it “At‘achment Al
Additionally, per Leslie Doyle's last mspecton, the newest version of the Prescnp’uon

| Order Form, mciuded herem as "Aﬁaohment B, specsﬁcaﬂy mcludeb a Verification Step - |



I

[ _ MDPH-Pivision of Health Professions Licensure
) . 1NVESTIGATION REPORT
Page 4 of 7 )
Licenses Name. Barry Cadden Docket Nos DS 05-04[}
License Number: PH 21239 L DS 2848

at the.botiom which requires a Registered Pharinacist or designee, to VGILTY all items

shown on the Paﬁent Order Form, mciud_ng patient names,
Summary of even%s frcm medicas recorés: '

4. Describe any mfr;rmat:on ieamed or submit"ed that daes not support the
Allegatton. None .

5. Describe any mformaﬂon retjuested and ot recejved: Nqne

6. 'Other Information: N/A

. Patiept-Record: : : ' . . N

Chartmg. Operio [ Hard Tisstia. L] soft Tissue - .
[J Medical History "[] Treatment Plan - [_] Informed-Consent

‘[[JRadiographs =~ []_AnesthesiaRecord' [ ] CPR Certification

D 0n~Sste Inspection (opt(ona!)

7. Descr;be am,r exb[blts notin case fi Ie (study modeis, rad:ographs, ﬁpes, etc.). Descrlbe

focation and with whom, - , o

* NA

8. List other state/federal or mumc:lpai agencies invelved or afso Investigating th;s case .

L}

and mclude contaci: information (name, ad‘dress, te{ephone no.)

COMPLAINT HISTORY

1. Campamon Complaints: {!ist docket numbers, al!egatlons, siatus, and dasposri‘:on)

2. Complaint: Pending Board: ﬂone
3. Complaints Pending Proéeéutions* None
4. Relaa.ed Comp!amts (iisi docketnumbers, al!egahons status, anc[ disposition) Nofie .

5. Pnor Complafnts. (I' st dockef numhers, a!iegaﬁons, status, and dlsposztxon)

20021211D8036- Unprofessional conduet-Disriissed, advzsoxy leﬁ:er
20030212DS055- Failure to adhere to the standards of practice-PB
20030726138060 Failure to adhere fo tha standards of pracuce, Dlsmzssed, Admory

letter
20040504DSO62»Unetb1¢>31 conduct- Dlsmlssad, Advxsory Ietter

1999033 OPHOS&Unpmfesaonal Conduct -Dismissed, informal reprimand
20021211FPH042- Unproxesmonal Conduct-Dismissed; Adﬂsory letier

2003021 2PH066- Failure to-adhere to the standards of practice-PB )

¢ 20030226PH070-F aﬂuze to adhere to the standaxds of; prachoe—Dlsmj,ssed, ‘Advisory

let’cer

Loamttor
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N . ‘MDPH-Division of Health Professions Licansure -

INVESTIGATION REFORT

. - . PageSof7
- Licensee Name: Barry Cadden’ . ‘Docket No: DS 05-040
License Numbery PH 21238 | DS 2848

6. Criminal Offender Records Information Check (CORT) been pen"ormed? Yes
Include certifi ed copies of judgments' No

) F. In vour opinfon should case ao e Medical Error Triage: f\!o
Explaln: .

3 Summary of al!eqed violation(s} of requlatior /statutes (include descrxpfmn of !mensee -
‘actions tﬁat conshtute the basis of the violation(s). . :

' H. staff Recommendation(s):

[ Dismissal with Pregudtce'. - [ probation
No Violation .~ - .. {1 Terms:
.. Dismissal xéithouf:ﬁrejudica S [ cefistre -
{1 Lackef Sufficient Evidenca o : L
X Dismissal with Advisory Letter ~ Offer Voluntary Surrender
' B ‘ . Terms: )
[-] stayed Probation” * " [] Summary Suspension
[J terms: . - -0 Terms:
] Reprfmand A - "~ Revocation
: ' ' D Terms:

CONTIE\IUING EDUCATION REQUIREMENTS
" Enclosed

OTHER TERMS: MPRS evgiuatioq.

' INVESTIGATOR STGNATURE:_ - . ____DATE;

SUPERVISOR SIGNATURE: e DATE!_
R R R R R R R R R R TR R KR R R A R
Camp!ai‘ht Committea Decision/Recommendation: CC Meeting Dates

Re: Staff recommendation: ‘ .
~[ccagrees [dce Disagrees (making the ;oiiowmg recommenda’aon)

L]+ pismissal w;th Prejudicet  [J Probation
No Vidlation 0 Terms:
[ Dismissal without Prejudica [ censure:
. 1 Lackof Sufficient Evidence
[ ] bismissal with Advisory Letter . {1 offer Voluutary Surrender
‘ | - Terms, ,
[] stayed Probation ' O Summary Suspenston -

[ Termsy . e ] Terms:




il . MDPH-Division of Health Profassions Licensure

- S . INVESTIGATION REPORT

oL : . Page6of7’ : '
Licensee Name: Bamry Cadderi . - Docket No DS 05- 049
License Numbsar: PH 21239 : DS 2848 S . N
L Reprimand - . . [] Revocation :
' S : [} Terms:

CONTINUING EDUCATION REQUIREMENTS:

OTHER TERMs-

Summary of alleged vmlatmn(s) of reguiat;on /statutes (mcfude description of licansee’ s
actions that consf:itute the basis of tha walatwn(s))

Motes: . .. -

%

*“‘**m****ﬁ%#****#** %*#x****-‘iﬁ:****’** "‘** #x*#x::ﬁ::k-k‘.{::{d:}:*ﬁ::#* **x*@x:sx-»#x*:&xa:*:kx_

' BOARD'S Decision/Recommenidation: Board' Meeting Date: ,
Res Stafforf . CC recommendation. '

D Board Agrees | Board Disagrees (makmg i:he following recommendation)

' L__[ Dismissal with Prejudice: B [J Probation
] No-Violation : T 1 Terms:
[ Dismissal without prejudice ' ] censure
L] 'Lack of Sufficient Evitenca )
[} Dismissal with. Ac{ylsoryLetter.. | OfferVo!untarySurrender
: ‘. . [] Terms; . ©
" [ -stayed Probatlcn ' ) Summary Suspension
{1 Terms: =~ _ : O *Terms: .
1 Rebiji.niaqd © [ Revocation
. . : [J Termis:

CONTINUING EDUCATION REQUIREMENTS:

' OTHER TERMS¢

Summary of aiIeged \nolatmn(s) of regulatron/statut_s (Enc!ude description of !:censeo s
* actlens that form the bas;s 6? the woiation(s)) ' . )

‘Notes: . o S .

' Votés:_ -



L __MDPH-Division of Health Professions Licenstre -
' INVESTIGATION REPORT : '
. Page 7 of 7 L
Licensee Name: BarryCadden -+ © ° Docket No: DS 05-040

T

License Number: PH 21239 . D5 2848 .

R e e T T e L o T R T T T T ST

- DISPOSITION OF Cﬁ_SE-‘
‘Refer to Board Counsel / Date:
‘Refer to Prosecution / Date:

Cther




. "BOARD OF REGISTRATION TH PHAREACY- File Review
‘ Sum_méry of Ou'cstand%ng comp:’af_nté

Allegation.
Licénsea responsea:

" Licehsea:

Recommended action (choosa she): o g oL
1) STAFF ASSIGNMENT BRNG TO COMPLAIAT: ‘// . 2 IvFORMAL CONFERENCE
3) ADVISORY LETTER N .~ 8. Droyee — .
2 -NQ VIOLATION —DISHMISS, . 8} . HACK OF E\&DENCE@ISMIS_S S
-8) | DISMISS -without pjudice . .

s I LACK OF JURISDICTION ~.DISHISS  * -
8} ' ADDITIONAL'CRUS — DISMISS .
11) " Ucensee Is offered to enter MPRS:

. Boardof Redistration in Phérmacv- Reviéwad by (fwo siqnatures_reggffed)

10 INVESTIGATOR — FOLLOW-

JamesDevita ~ RPH President; L o 5A]‘E '
- KarenRyle * - RPY Secretary: < : DJ-BJ'E--"
| HaroldSpair - RPH Memper: © . _.DATE_
.Pr. Donald Actettas Mergber : ' ‘ . DATE
Joel Berman - RPH Merbar: - BATE W23y
Georga Cayer - RPH -'Mc.embr-;r: DATE_//[p-3/0

. Willlam Gouvaia RPH Memper: _ . DATE
quﬁiainsedis-RPH- Membery . ' . " DATE

- Marifyn Barron Public Membey . - - . DATE

Steve Budish | Public Membar DATE




July 27, 2012 Email Forwarding CO Complaint to
Mass. Bd. Counsel
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Senaiote Jcan (EHS)

e T i L T e oo

From: Coffey, James D (DPH)

Sent; Friday, July 27, 2012 7.34 AM

To: Manning, Susan {DPH); Rentiliiliisames(DPH); Gatiaalimy (DPH); hiokisnammiogo (DPH); SHsmi
Yliligx.- (DPH)

Subject: FW. New England Compounding Center

Attachments: NECC.pdf
FY} for follow up discussion

D

From: Coffey, James D (DPH)

Sent Friday, July 27, 2012 7:33 AM

To:' n'

Subject: RE: New England Compounding Center

Dz

Ty

Please be advised that | am in receipt of the speclal report.

The Massachusetts Board of Pharmacy will respond as soon as possible following a thorough
review and analysis of the same,

i additional informatlon is necessary, please contact me at 617 973 0950,

Sincerely, JD

James D. Coffey

Director

Massachusetts Board of Registration In Pharmacy
Department of Public Health

Division of Health Professions Licensure

239 Causeway Street, Suite 500, 5th Floor
Boston, MA 02114

w
Telephone (W-)

Facsimile (ke

Website: <http: //www mass.gov/dph/boards/pharmacy

From: Mastumgmess [maijlto; SW]
Sent; Thursday, July 26, 2012 3:06 PM

Fo: Coffey, James D (DPH)

Subject: New England Compounding Center

fames

Attached is the Special Report submitted to the Chief Inspector for the Pharmacy Board in Colorado
:oncerning the recelpt of non-patient specific compounded products into Colorado. Included in this

11/3/2012



Page 2 of 2

report Is the email correspondence with Reglna Barrell with the FDA, Her direct phone number is S0SREaasg3, and
her email is rag :

| would appreciate any information that the Massachusetts Board could provide concerning if this practice is allowed
under Massachusetts pharmacy law,

Thank you,

-

Seeacammbacshr

Pharmacy Inspector

Colorado Department of
Regulatory Agencies

Division of Reglistrations

Board of Pharmacy

1560 Broadway, Suite Jes
Denver, CO 80202

P S0deenritiiter | - SRAEINISHE

www . dora.state.co.us

Consuaiet Protectdon

— e R ——— e et e e — S

CONFIDENTIALITY NOTICE: This message Is intended only for the use of the mdivldual to whom It is
addressed and may contain Information that is privileged, confidential and exempt from disclosure
under applicable law, If you are not an Intended reciplent you are not authorized to disseminate,
distribute or copy this e-mail. Please notify the sender Immediately if you have received this e-mail by
mistake and delete this e-mall and any attachments from your system.

11/3/2012



July 20, 2012 Complaint Against NECC from Colorado
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THE COLORADO STATE BOARD-OF PHARMACY
Special Report

Date: 20 July 2012
Inspector:  Susan S, Martin

Subjech: New England Compounding Pharmacy, inc. (WHQ 7832}

Background:

On 7/17/12, 1 visited Delta County Memorial- Hospltal, 1501 E. 39 &t, Delta, CO 81416 to
conduct a routing inspection, While reviewing the records of racelpt for prescription drugs, |
located an Invoice from New England Compounding Center, Inc., PO Box 4148, Woburn, MA
01888-416 detalling receipt of a quantity of 46. hyaluronidase 150U/mi, 1 ml Injection (a
compounded prescription drug) on 6/28/12 (Attachment 1). } asked the pharmacist manager,
Mark Carlton (RPH 11282), if they had any of this product in the pharmacy. He showed me a
container of vials of this product and 1 took several plctures of one (Attachment 2). Upon return
to the office, | searched the CAVU E-License database (the licensing database for the Colorado
Depariment of Regulatory Agencles) for information concerning New England Compounding
Center Inc.'s registration status, The name “New England Compounding Center, inc.” is not
found in the E-License database, howsver, the following entities were located (Attachment 3):

1) New England Compdunding Center is the DBA (doing business as} and owner of
New England Compounding Pharmacy, Inc., an out-of-state wholesaler located at

697 Waverly St., Framingham, MA 01702 (WHO 7832).
2) New England Compounding Center is an oul-of-state pharmacy, located at 697

Waverly St., Framingham, MA 01702 (OSP 5402).

Neither of these registered entities is located at the address on the involce from New England
Compounding Center, Inc. . : .

On 7!1'6112, | spoke with Regina Barrell from the Food and Drug Administration to inquire
whether New England Compounding Center, [nc. was registered as a manufacturer. She

confirmed that they were not (Attachment 4).

Durlng a routine inspection in 2011, Inspector Lisa Cornett located documentation of
. unregisteredfunlicensed distribution of prescription drugs Into Colorado by New England
Compounding Center, Inc. (Attachment 5). As a result of her investigation, Case 2011-3973 was
initlated and a Cease and Deslst Order was issued to New England Compounding Center, ine.

on 4/15/11 (Attachment 6).

1



Attachment 1



New England Compounding Center, Inc.

PO Box 4146

Invoice

. 3 ohonany phormody 10'uikans —
& 14} 1_
£y Woburn, MA 01888 4146 Date (nvoice #
Pl Ph. 508-820-0606
T Fx. 508-820-1616 62812012 220566
—
Bill To Shrp To
DELTA COUNTY MEMORIAL HOSPITAL DELTA COUNTY MEMORIAL HOSPITAL
1501 EAST ARD STREET 1501 EAST ARD STREET
DELTA, CO 81410 ' PELTA, CO 81410
ATTN: BONNIE MILLER/PHARM ACY ATTN: INPATIENT PHARMACY
P.0. Number Terms Rep Ship Via F.OB. - Accountd
Nei 30 nMi-H 672872012 FEDEX
Quaniity e Code Descriplion Price Each Amount
A6 | HY SO/ HYALURONIDASE 150UML, VML NG, 18.00 828,00
1 | Shipping Churges . 2000 .00
HITHANK YOU FOR YOUR QRPDERIY
- Total ceaa
+ 1 PLEASE PLACEINVOICE NUMBER ON PAYRENT * SR
Credits £0.00
Balance Due $848.0




Attachment 2










Attachment 3



Credential View Screen

Page | of |

Credential View Screen [update] [y
New England Compounding Pharmacy, Ine. iD 809875 Contact
DBA: New England Compounding Center Warnings Audit
Address! . SSNIF Egds 04-3407495 Enforcemen
e ‘ Wisslng SSNIFEIN Reason Coni. Edu
@ public " wial Contzct Standing Adllve Cocuments
.| [changa pubiic address} Contacl Type BUSINESS Owners
New England Compounding Pharmacy, inc. Public Fite YES Owned Byfk
687 Waverly St Wialling List ' Exams
Framinghar, MA 317020000 Us Gitizen Experience
‘ . Email: licensing@necory.com MNoles
: Schools
Application
Other State
8ackground
Comments; Oallne Infor
Wholesaler Qui-of-State  [update] [form letier}
Credential # WHO.007832 Crodentlal Status Active (08/24/2011) Audit
Application Date 060612011 Status Reason CURRENT Documenis
Effective Date 0812412014 Approved By LEGACYDATA, DORA Varification
Explration Date 100312042 Amount Due $0.00 Workflow
Flirst Issuance Date  08/24/2011 Daie Lasl Actlvity Key Mgmt
| Last Updated by ) Fees
Certificate Sent Date ’ Noles
Work Queue EEGLASSER, DORA Prinl Docs
' Comp. Audit
Renewal
Legacy
Liconse Slalt
Commenis: Online Infon
o Exemption
o User Defined License Data
o Workflow
o Legacy
Exemption  [showall] Jadd]
Dascription Active Inactive
No aclive classifications,
View Application Checlillst
View Communication Log
View Deposit Information
View License Fees History
View License History
https://www.colorado.gov/doralicensing/admin/eredView.asp?eredidnt=783169 7/16/2012



Credential View Screen

Page 1 of !

Cradential View Screen [update) _ B
New England Compounding Center D 828223 Conlact
Address: . Warnings . ' Audit
o ; SSNIFEIN Enforcemen
© Public " el Missing SSN/FEIN Reason Cont. Edu
[changa public address} Contact Standing Active Documenls
New England Compounding Cenler Contact Typs BUSINESS Owners
697 WAVERLY ST Public File. YES Ovned By/k
FRAMINGHAM, MA 01702 Tialling List Exams
~ ~ | US Citizen Experiencs
Email licensing@neccrk.com Notes
. Schools
Applicatlon
Other State
Backgreund
Commenis: Onlino Infor
Prescription Drug Outlet-Out-of-State {update] [form letier]
Credential # OS5P.0005402 Supervision Warninas Type Audit
Application Date ' License Inoperable Documents
Effectlve Date 11/01/2010 . Verificatlon
Explration Date 1013442012 Crodentizi Stafus Active (11/0172010) WorkRow
First lssuance Date  02/24/2003 Stalus Reason CURRENT Key Mgmt
: Approved By LEGACYDATA, DORA Fees
Amount Due £0.00 Notes
Date Last Activily Print Docs
Last Updated by Comp. Audll
Certificate Sent Dale Renewal
Legacy
License Stal.
Comments: Ontine Infori
o Supervised By
o User Defined License Data
o Workflow
e Lagacy
User Definable License Data {update]
Field Value Fleld Value
Q8P - License Method Orlginal
- DEA, Number . BNBO27819
View Communication Log
View License Fees History
View License Hisfory
View Renewal Aitachment
View Renewal Entry Checklist .
hitps://www.colorado.gov/dora/licensing/admin/credView.asp Teredidnt=785598 7/20/2012




Attachment 4




Martin, Susan o

From: Busgipimpe.: A <RepiemmiinsetiQida. hhs.gov>

Sent: Wonday, July 16, 2012 2:54 PM

To: U )

Ce: WS o 1, %AW

Subject: FW: New England Compeunding Center (NECGC)

Attachments: Attachment - 1.pdf; Atlachment - 2.pdf; Altachment - 3.pdf; hppscan4b.pdf
Hi Sae:

| checked our Registration database and New England Compounding Center is not listed as having registered with us as
a manufacturer. With this e-maif, | am copying our New England District Compiiance staff with the information you
provided {invoice for the injectable hyaluronidase to Defta County Memorial Hospital) along with the Cease and Deslst
documents llsmERARIN scnt last year regarding NECC (see e-mail string befow). | would suggest you get In touch with
the Massachusetts Board of Pharmacy if you haven't already to Inform them of the fimy's activity and to see if there are

any actlons they may wish to take especially in fight of your Cease and Desist Order,

| also checked the status of Wedgewood Pharmacy in New Jersey. They also are not listed In our database as having
registered as a manufacturer. Under a separate e-mai, | wiil copy our New Jersey District Office with the invoice you
collected, but as In the NECC case, you may wish to contact your counterparts with the New Jersey Board of Pharmacy.

Let me know if you have any questions or wish to discuss further.

Y EReSe
Sent: Tuesday, May 10, 2011 3:07 PM

To: Bametinigiue-t:s tnehdensanmmi: Ota Brice R
Subject: FW: New Engignd Compounding Center (NECC)

Thanks Femin,

Bruce Ota'ls the GO for NEGC. 1l ask him to follow up if we have any questions.

| A

From;: Barrell, Reglna A

Sent! Tuesday, May 10, 2011 4:19 PM

To! Wardwell, Amber; Archdeacon, Karen N

Subject: FW: New England Compounding Center {NECO)

Hi 7y and e

| had a phone call with Qisieesse of the Colorado Board of Pharmacy regarding New England
Compounding Center (NECC), Attached is the background information from s as well as

the Cease and Desist Order that the Board issued to NEGC regarding their illegal distribution of
compounded drugs to hospltals in the Denver metropolitan area. The firm is neither registered or
listed with the State to.do business as a drug outlet. | know that you have some previous reg history
with this firm and that they were the recipient of at least one warning letter. This is just FYI but if you

have any questions, please fesl to give me a call to discuss.

=



From: Gisatm@ngs RO
Sent: Tuesday, May 10, 2011 12:29 P

Subject: New England Compounding Center (NECC)

Hi fogiot,
Attachment — 1 Is the report and exhibits that lead to the Cease and Desist Order;

Attachment — 2 Is additional documents Pharmacy Board staff obtained at another facllity {while related to NECC, it's
unrelated to what actually led to the Cease and Desist Order); and ‘

‘Attachment — 3 is the actual Cease and Deslst Order.

As always, thanks for your help.

A

Ol T

Chief Pharmacy Inspector
Colorado Department of
Regulatory Agencies

Division of Registrations

Board of Pharmacy

1560 Broadway, Suite iR
Denver, CO 80202 -

P SEeeSRgN | I SabatirrEs

Consumar Protestion

CONFIDENTIALITY NOTICE: This message Is intended only for the use of the Individual to whom it Is
addressed and may contain informatlion that is privileged, confidentlal and exempt from disclosure under
applicable law, If you are not.an Intended recipient you are not authorized to disseminate, distribute or .
copy this e-mail. Please notify the sender immediately if you have recelved this e-mail by rmistake.and

delete thls e-mall and any attachments from your system,



'A‘i:‘tachment'?)
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THE COLORADO STATE BOARD OF PHARMACY
Special Report
Date: 13 April 2011
Inspector:  Lisa A. Cometl

Subject: New England Compounding Center, inc., OSP 5402

Issue: Unregistered/Unlicensed Distribution of Preseription Drugs into Colorado

Detalils:

On 04/5/11, 1 conducted a routine inspection of Sky Ridge Medical Center, (PDO 168-01), 10101 Ridgegate
Pkwy, Lone Tree, CO 80124, During the inspection, | collected records detalfing the receipt of prescription
drugs purchassd from New Englanid Compounding Center, inc., PO Box 4146, Woburn, MA, 01888, a non-
resident prescription drug outlet. This Is a violation of CRS 12-22-130(2) and CRS 12-22-802(1).




Attachment 6



BEFORE THE STATE BOARD OF PHARMACY
STATE OF COLORADO

Case No, 2011-3973

CEASE AND DESIST ORDER

IN THE MATTER OF THE UNAUTHORIZED AND UNLAWFUL DISTRIBUTION OF
PRESCRIPTION DRUGS AND/OR COMPOUNDED PRESCRIPTION DRUGS IN
COLORADO BY NEW ENGLAND COMPOUNDING CENTER, INC,,

Respondent,

Pursuant to guidance established by the Colorado State Board of Pharmacy (“Board”) at
its January 15, 2009 meeting, documentation has been considered, including, but not limited to,
the written complaint dated April 13, 2011, 2011, inthe above-captioned matter.

Based upon this review, the Board hereby finds that it has jurisdiction over Respondent
and the subject matter herein, and that there exists credible evidence that Respondent has acted
without the required license or registration, in violation of §12-22-130(2) and 12-22-802, C.R.S,

The Board finds as follows:

1. Respondent’s location at 697 Waverly St, Framington, MA 01702 is licensed or
registered with the Roard as a nonresident prescription drug outlet to dispense and deliver
prescription drugs andfor compounded prescription drugs in the State of Colorado
pursuant only.to valid, patient-specific prescription orders,

2. Respondent’s location at 697 Waverly St, Framington, MA 01702 is not lcensed
or registered to distribute stock prescription drugs and/or compounded prescription drugs

in the State of Colorado,

3. On or around January 17, 2011 and Mareh 24, 2011, Respohdcnt distributed a
stock compounded prescription drug from 697 Waverly St, Framington, MA 01702 fo a

prescription drug outlet in the State of Colorado.

4 | Respondent’s conduct constitutes the unlawful distribution of prescription drugs
into the Siate of Colorado, in violation of §12-22- 130(2) and 12-22-802, CR.5.

WHEREFORE, pursuant to §12-22-125.2(9), C.R.S, the Board hereby ORDERS that
Respondent immediately CEASE AND DESIST in engaging in the unlawful distribution of
prescription drugs in the State of Colorado, in violation of §§12-22-130(2) and 12-22-802,

C.R.S.



¢

Within ten days after service of this order to cease and desist, RGSpondent may request a
hearing on whether such acis or practices in violation Article 22 of Title 12, CR.S, have
occurred, Such hearing shall be conducted pursuant to §§24-4-104 and 24-4-105, CR.S,

The Board authorized the undersigned representative to sign this Cease and Desist Order on its
behalf.

DATED this_154 day of __ Cuni - 2011,

STATE BOARD OF PHARMACY

BY:___\Aieesd J_QTMQAM-
Wendy Anderson o
Program Director
1560 Broadway, Suite 1300
Denver, Colorado 80202



CERTIFICATE OF SERVICE

" This is fo certify that I have duly served the within CEASE AND DESIST ORDER upon all
parties herein by depositing copies of same in the United States mail, first-class postage prepaid, at

Denver, Colorado, this _/ S k day 0f 4%0" ) 2011, addressed as foi]owé:

New England Compounding Center, Inc.
Attn: Designated Representative

697 Waverly St

Framington, MA 01702
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January 26, 2005 — FDA Memo Re
Sep 24, 2004 NECC Inspection



TDESARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Agdminisiration

NEW ENGLAND DISTRICT

MEMORANDUM

Bate Jenuary 26, 2005

Paraluman S. Leonin, CSO
NWE-DO . '

From

subject  Inspection/investigation of
New England Compounding Center
897 Waverly Street
Framingham, MA 01702

Kathleen Anderson, Acting Team Leader
Compounding Team, HFD-316
Division of New Drugs & Labeling Compliance

To

“Thru  Ellen P, Madigan, SCSO33"
NWE-DO i

An investigation/limited inspection of this Compounding Pharmacy was conducted
jointly with the Massachusetts Board of Pharmacy (MABP) per request of CDER,
Division of New Drugs & Labeling Compfiance, Compoundlng Team, HFD-316 (FACTS
536354). This investigation was mainly to obtain information about the firm's
compounding practices, as they relate to the compounding of Trypan biue products.

| was accompanied on this investigation/limited inspection of the New England
~ Compounding Center (NECC) by Mr, James Emery, Investigator & Mr. Leo McKenna lil,
Quality Assurance Coordinator, who are both from the MABP.

On September 23, 2004 our credentials were shown & FDA 482, Notice of Inspection,
was issued to Mr. Barry Cadden, Director of Pharmacy & Owner of the New England
Compounding Center (NECC). Mr. Cadden acknowledged that he is the most
responsible person in the firm. 1 was introduced to Mr. Gregory A. Conigliaro, General
Manager & Co-Owner of NECC. Mr. Conigliaro reported that he just joined the
company about eight months ago & that he is a Civil Engineer by profession. He
provided the following information. The corporate structure of NECC s as follows:

President - Carla Conigliaro
Vice President - Barry Cadden
Treasurer - Greg Conigliaro
Clerk - Sheri Han



| asked Mr. Cadden if the corrective actions that were promised by him on the last El of

/4 0/03 were akeady implemented. Last El of 2/10/03 was classified “OAI" with referral

to Massachusetts State Board of Pharmacy. FDA 483, Inspectional Observations, was
issued for: (1) inadequate documentation to verify sterile drug products dispensed meet
set of standards, such as spegcifications or assigned shelf life; (2) no SOPS for handling
complalnte and faifure fo maintain complzint filas; and (3) lack of documentation for a

specific reported adverse event.

nspe
actions have been implemented.

| asked Mr. Cadden if he is compounding & dispensing Trypan Blue, He said he does.
| asked him if he has anything in stock. He said no, because he just compounds the
drug if he receives the prescriptions for certain patients. While showing us the “Clean
Room” where compounding takes place, we had to pass through a small laboratory
where some tests were being performed. | noticed a drawer that was identified as
“Trypan Blue”. | requested him fo open the drawer. There were 189-1ml.vials of Trypan
BluePF 0.1% Injectable; Lot $07272004, See’labeling shown as Exhibit#71, | told Nr.
Cadden that Trypan Blue is not an FDA approved product & as such he should not be
compounding & dispensing it. Mr. Cadden stated that he did not know that it is not an
approved product, He told one of the employees in the laboratory to put the vials in
quarantine which he told us will be eventually destroyed. '

| told Mr. Cadden that | have to obtain some information from him as part of my
assignment.
| gave Mr. Conigliaro a list of some of the questions in the assignment (#3, 4, 5,7, 10,

11, 12,15, 16 & 17). 1 did not list down the other questions in the assignment because |
thought that it would be better if | ask him the questions directly.

Mr. Cadden stated that he will have to talk with his lawyer if it is okay fo supply the
information/answer the questions | had given him. He also stated that his lawyer is on
vacation & would not be back until 9/27/04, The lawyer's name is Jonathan Tamkin

from Newton, MA.

Mr. Emery, Mr. McKenna & | went hack to the firm on 9/28/04 & met with Mr. Cadden &
Mr. Conigliaro.
i asked Mr. Conigliaro if he was able o answer the questions | had listed down on our

last visit. He stated that he has made some responses to the questions/information |
had reguested, in draft form & that he has to show their lawyer for approval before he

could give it to me.

stion of firm's new set of procedures & related documents showed that corrective




[ requested Mr, Cadden for Trypan Blue labels which he provided (see Exhibit #2). A
copy of the Certificate of Analysis for Trypan Blue (Exhibit #3) that came with the
shipment of the Trypan Blue raw material that was in stock, Lot #C10721 7, was

obtained, The supplier was PCCA, Houston, Texas.

The following information was obtained from Mr. Cadden when | gusslioned him sbout
the one hundred eight nine (189) vials of Trypan Blue that | found in one of the drawers
in the laboratory that was labeled “TYRPAN BLUE” on 9/23/04.

He did not have to put the Trypan Blue vials in quarantine, which would
.eventually be destroyed as he told me on 9/23/04, after they had spoken to their

lawyer.

Their lawyer had told them that there is no regulation which states that
Compounding Pharmacies cannot compound FDA non-approved drugs,

. That he dispensed Trypan Blue on 9/24, 25, 26, 27 & 28/04 as shown in iog
(Exhibit#4). :

That he intends to compound & dispense Trypan Blue until FDA/MABP wili put in
writing that they cannot compound it & dispense it and the reason why.

‘When | started asking Mr. Conigliaro the rest of the questions in the assignment, he .

became indignant & he said that he does not really have the time to sit with us & answer

- alf those questions. He said if | could give him the list of questions, he would prepare

the answers & give everything to me in one piece, after he shows it to their fawyer.

Mr. Cadden also told Mr. Conigliaro, “Don’t answer anymore guestions!”

Mr. Conigliaro questfoned how Trypan Blue came info the'picture. I told him it is part of
my assignment from headquarters, Then he wanted to know specifically who issued the
assignment & | gave him Kathy Anderson’s name. He also started guestioning FDA's

jurisdiction on Compounding Pharmacies,

Ltold Mr. Conigliaro that FDA received a complaint re: Trypan Blue, so we have to do
our investigation, because FDA has to respond to the complaint & we have to notify

MABP also,
Mr. Conigliaro asked me who the complainant was & 1 fold him [ don't know. He said I's

probably one of their competitors. He also said that he was sorry if he sounded mean.
He explained that he had to leave early, had a lot of things to finish & just did not have

the time to sit with us to answer our questions.

| wrote down the remaining fist of questions in the assignment & left them with Mr.
Conigliaro.




On October 1, 2004, | received a 22-page fax document from Mr. Conigliaro, which
constiluted his responses fo the written questions I had given him. This was followed by
a hardcopy (Exhibit #5) which I received on October 5, 2004. | showed these
responses to Ms, Elfen Madigan, SCSO & Ms. Ann Simoneau, CO, NWE-DO fo update
thern zbout the status of the assignment & {old them about the firm's attifude. :

| requested Mr. Emery for a copy of a written report of what sanctions were taken by the
MABP as follow-up from the El of 2/03. Mr. Emery stated that the cases are sfill
pending Board & as such are not releasable af thal time. The assignment in regards to
Trypan Blue is also pending Board & when they become releasable, he will forward

them to me.

[ told Mr. Emery that | am scheduled for a foreign inspection & will not be back until the
fourth week of November 2004. In addition, | told Mr. Emery that | will not be available
to go back fo the firm until after the holidays are over because | have to write three
reports for my foreign inspection, This situation & the firm’s attitude were also relayed

to Kathy Anderson.’

On January 3, 2005, | received a copy of a letier, dated October 27, 2004 (Exhibit #6)
sent by Mr. Emery from MABP to Mr. Barry Cadden. | also received a copy of Mr.
Cadden’s response lefter to Mr. Emery, dated November 8, 2004 {Exhibit #7) stating the
corrective actions to be undertaken/undertaken by NECC. | showed these letters fo
SCSO Ellen Madigan & CO Ann Simoneau & my plan to close out the inspection.

)

Mr. Emery was able to obtain a log of Trypan Blue that was compounded & dispensed .

from January 12, 2004 to September 28, 2004 (Exhibit #8), with some prescriptions
attached. These prescriptions are examples of patients in the log who were dispensed
at least more than one or two vials of Trypan Blue,

On January 18, 2005, | notified Mr. Emery that we do not have to go back to NECC to
ciose out the inspection & that I'm doing it over the phone.

.On January 18, 2005, | telephoned Mr. Barry Cadden & informed him that we are
closing out the inspection based on his response letter to Mr. Emery of the MABP,
indicating his plan of corrective actions, which will also be forwarded to headquarters.
Before our conversatfion ended, Mr. Cadden asked me, “Do you think headquarters
knew that Trypan Blue would be approved before the assignment was issued?” | said |
really don't know, Our conversation ended af this point & the inspection was ended.

ATTACHMENT:

Assignment from Compounding Team Leader, HFD- 316
FDA-482,Notice of Inspection




EXHIBITS:

#1.
#2.
_#3.
#a,
#5.

#6.
#7.
#8.

Label of Trypan Blue PF 0.1% Injectable | ML viai

Labeling of Trypan Blue used for shipment

Certificate of Analysis for Trypan Blue LOT #C107247 from PCC

Log of Trypan Blue Compounded & Dispensed (9/24-28/04)

Responses to questions on assignment sent by Mr. Conigliaro, dated October 1,
2004

Lefter sent by Mr. James Emery from MABP to Mr. Barry Cadden, dated October
27, 2004

Response lefter sent by Mr. Barry Cadden, dated November 8, 2004, to Mr,
James Emery, MABP '

2004
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Paraluman S. Lednin, CSO
NWE-DO

cc:  Ann Simoneau, Compliance Officer

NWE-DO

Log of Trypan Blue compouhded & dispensed from January 12-— September 28,‘
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DEPARTMENT OF HEALTH & HUMAN SERVICES
Food and Drug Administration - -
New England District

O TAL SN

One Montvale Avenues
Stoneham, Massachussailis 02180
{781) 586-7700

FAX: (781) 596-7896

WARNING LETTER
" NWE-06-07TW

VIA FEDERAL EXPRESS

~ December 4, 2006

-Barry J. Cadden, Director of Pharmacy and Owner
New England Compounding Center

697 Waverly Sfrest
Framingham, MA 01702

Dear Mr. Cadden:

On September 23, 2004, investigators from the U.S. Food and Drug Administration (FDA) and
the Massachuselts Board of Pharmacy inspected your firm, located at 697 Waverly Street,
Framingham, Massachusetts. On January 19, 2005, the Inspection was completed. This

inspection revealed that your firm compounds human prescription drugs in various dosage

forms and strengihs.

We acknowledge the receipt of your October 1, 2004, letter addressed tc; FDA's New England
District Office, conceining questions presented during the referenced inspection,

FDA’s position is that the Federal Food, Drug, and Cosmetic Act (FDCA) establishes agency

jurisdiction over "new drugs,” including compounded-drugs. -FDA’s view that compounded drugs
are "new drugs" within the meaning of 21 U.8.C. § 321(p), because they are not "generally

- recognized, among experts . . . as safe and effective,” is supported by substantial judicial

' “authority. See Weinberger v. Hynson, Westcolt & Dunning, 412 U.8. 609, 618, 629-30 (1973)
(expiaining the definition of "new drug”), Profis & Patients for Custornized Care v. Shalala, 56
F.3d 592, 593 n.3 (5" Cir.1995) (the FDCA does not expressly exempt pharmacies-or |
compounded drugs from its new drug provisions); /n the Matter of Establishment Inspection of:
Wedgewood Village Pharmacy, 270 F. Supp. 2d 525, 543-44 (D.N.J. 2003), aff'd, Wedgewood
Village Pharmacy v. United States, 421 F.3d 263, 269 {3d Cir. 2005) ("The FDCA contains
provisions with explicit exemptions from the new drug . . . provisions. Neither pharmacies nor
compounded drugs are expressly exempted.”). FDA maintains that, because they are "new
drugs” under the FDCA, compounded drugs may not he ir}troduced into interstate commaerce

without FDA approval, '

The drugs that pharmacists compound are not FDA-approved, and lack an FDA finding of safety
and efficacy. However, FDA has long recognized the important public health function served by
traditional pharmacy compounding. FDA regards traditional compounding as the

“exfemporaneots combining, mixing, or altering of ingredients by a pharmacist in responsetoa
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physiclan’s préscription to create a medication tailored to the specialized needs of an individual
patient. See Thompson v. Western States Medical Center, 535 U.8. 357, 360-61 (2002).
Traditional compounding typscqlfy is usedio preparﬂ medications that are rot zvailzble
commercially, such s a drug for & patisnt who is allergic to an ingredient in 2 mass- produoeo

orogduct, or dilvied oosaoee for children.

Through the exercise of enforcement discretion, FDA historically has not taken enforcement
actions against pharmacies engaged in raditional pharmacy compounding. - Rather, FDA has
directed its enforcement resources against establishments whose activities raise the kinds of
concerns normally associated with a drug manufacturer and whose compounding practices
result in significant violations of the new drug, adulteratlon or misbranding provasrons of the

FDCA.

FDA’s current enforcement policy with respect to pharmacy compounding is articulated in’
Compliance Policy Guide (CPG) section 460.200 [“Pharmacy Compounding”}, lssued by FDA
on May 29, 2002 {(see Nofice of Availability, 87 Fed. Regd. 39,409 {June 7, 2002))." The CPG
identifies factors that the Agency considers in deciding whether to initiate enforcement action
with respéct to compounding. These factors help differentiate the traditional practice of
pharmacy compounding from the manufacture-of unapproved new drugs. They further address -
compounding practices that result in significant viclations of the new drug, adulteration, or
misbranding provisions of the FDCA. These factors include considering whether a firm
compounds finished drugs from bulk active ingredients that are not components of FDA-
approved drugs, without an FDA sanctioned investigational new drug application (IND), The
-factors in the CPG are not lntended fo be exhaustive and other factors ‘may also be appropnate

) for consideration.

1. Ccﬂ)res of Commercially Avatlabie Druq Products

It has come to our attention that you are compoundlng trypan blue ophthalmic products.

During the inspection at your firm, you advised an investigator from FDA’s New England District
Office that the tryban blue products that your fitm compounds are devices. FDA classifies
trypan blue products as drugs, not devices. Further, on December 16, 2004, trypan blue
ophthalmic solution was approved by FDA and it is commercially available. As stated in the
CPG, FDA will not exercise its enforcement discretion for the compounding of copies of

commercially available FDA-approved products including this one.

‘We have also learned that your firm may be compounding 20% aminolevulinic acid solution o
(ALA). Please note that there is a commercially availablte, FDA-approved aminolevulinic acid
solution 20%, Like compounded trypan blue, FDA regards compounded 20% ammolevuiinrc

acrd solutron as a copy of commercrally available drug.

! Althcugh Section 503A of the FDCA (21 U.S.C. § 353a) addresses pharmacy compoundmg, this
provision was invalidated by the Supreme Cowrt’s ruling in Thompson v. Western States Medical Center,
535 U.S. 357 (2002), that Section 503A included unconstitutional restrictions on commercial speech. And
those restrictions could not be severed from the rest of S03A. In Thompson v. Western States Medical -+ . - -
C'en!e; 1535 1J.8. 357 (20020); the Supreme Court affirmed the Ninth Circuit ruling that the plovrsrons in -

queshon violated thc First Amendment. -




e tetracaine. Like a manufacturer, you have developed a standardized anesthetic drug product
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FDA does not sanction the compounding of ooples of FDA-approved, commercially a\farlable
drugs and the agency will not exercise its enforcemient discretion regarding the tr\fpan blue and

ALA producis compounded by your firm.

All DTOdUClS comoouno’eo by your firm contaiting frvpan biue or ALA ‘are drugs within the

e —e e T -~ . [,
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under section 502( f)(?) of the FDCA {21 U.S.C. § 352(f)(1)) in that ihelr labeling fails to bear
adequate directions for their use. They are not exempt from this requirement under 21 CFR §
201.115 because they are new drugs within the meaning of section 201(p) of the FDCA and.
they lack approved applications filed pursuant to section 505 of the FDCA (21 U.8.C. § 355).

2. Anesthetic Drug Products:

. Equally serious, your firm’s promotional materials reveal that it offers to compound "Extra
Strength Triple Anesthetic Cream” which contains 20% benzocaine, 6% lidocaine, and 4%

that you selt under the name "Extra Strength Triple Anesthetic cream.” Further, you generate
sales by giving physicians "courtesy prescnpuons" (ie, free samples) These actions-are not -
consistént with the traditional practice of pharmacy compoundmg, in which pharmacists '
extemporaneously compound reasohable quantities of drugs upon receipt of valid prescriptions
_from licensed praciitioners to meet the unigue medical needs of mdtwdual patients,

Moreover, the agency is concerned with the public hsalth rlsks associated with the
compounding of "Extra Strength Triple Anesthetic Cream.” There have been at least two non-
fatal reactions-and two deaths attributed to the use of compounded topical local anesthetic
creams containing hlgh doses of local anesthetics. Local anesthetics, like “Extra Strength Triple
Anesthetic Cream,” may be toxic at high dosages, and this foxicity can be additive. Further, -

there is a parrow difference between the optimal therapeutic dose of these products and the ’
doses at which they becorie tomo i.e. they have low therapeutic index. _

Adverse events conststent with high systemic exposures fo these products include seizures and
cardiac arrhythimias, Specifically, risk of systemic-adverse events from tetracaine products
includes (1) a systemic allerglc response to p-aminobenzolc acid (PABA) which, at worst, could
lead to cardiac arrest; or (2) excessive systemic absorption following repetitive or extensive
application, especially fo a 4% product, which could ultimately lead to convulsions.” Tetracaine
is associated with a higher incidence of allerglc reactions than other anesthetics, such as
fidocaine. The risk of systemic toxicity is greatest in small children and in pat:ents with pre-
existing heart disease. Factors that may increase systemic exposure are time and surface area
. of the exposure, particularly when the area of application is covered by an occlusive dressing.

Benzocaine has an additional toxicity not seen with lidocaine, methemoglobinemia, an acquired
decrease in the oxygen-carrying capacity of the red blood cells. Further, patients with severe
hepatic disease are at greater risk of developing toxic plasma congentrations of local

anesthetlcs beceuse of their inability fo metabollze them

- The Exfra Strength Triple Anesthetic Cream compounded by your firm Is a drug wnthln the
meaning of section 201{g) of the FDCA (21 U.S.C. § 321(9)) This product is misbranded under

- section 502(f)(1) of the FDCA (21 U.S.C. § 352(f)(1)) in that ifs labeling fails to bear adeguate |

directions for ifs use. It is not exempt from this requirement under 21 CFR § 201.115, because

It Is a-new drug within the meaning of section 201(p) of the FDCA that lacks an. approved ' :
apphoatlon filed pursuant to section 505 of the FDCA (21 U.S.C, § 385). - :
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Depending on its labeling, this product may also violate section 502(a) of the FDCA (21 U.S.C.
§ 352(a)). A drug or device is mishranded under section 502(s) if its labeling is false and
misleading in any particular {e.g., if the labeling for your local anesthetic products fails to reveal
the conseguences thal may result from the use of the product as a local anesthetic).

3. Repackaging:

Additionally, e are in receipt of a complalnt alleging that you are repackaging the approved
injectable drug, Avastin, inio syringes for subsequent promotion and sale to health
professionals. Avastin is unpreserved and is packaged and labeled in 4 and 16 mi single-use
glass vials. The labeled precautions include “"discard any unused pottion left ina vial . . . ."

Each step in the manufacture and processing of a new drug or antibiotic, from handling of raw
ingredients to final packaging, must be approved by FDA, whether cairied out by the original
manufacturer or by some subseguent handler or repacker of the product. Pharmacists are not
axempt from these statutory requirements. Generally, the agency regards mixing, packaging,
and other manipulations of approved drugs-by licensed pharmacists, consistent with the
approved.labeling of the product, as an approved use of the product if conducted within the

‘practice of pharmacy, i.e., filling prescriptions for identified patienfs. However, processing and .

repacking (inciuding repackaging) of approved drugs is beyond the practice of pharmacy and is
thus subject to the Act's premarket approval requirements. S

The agency has an established policy, articulated in Compliance Policy Guide Sec. 446.100,
Regulatory Action Regarding Approved New Drugs and Antibiotic Drug Products Subjected to
Additional Processing or other Manipulations {CPG 7132¢.08) (copy enclosed), concerning the
manipUlation of approved sterile drug products outside the scope of the FDA-approval, FDA is
particularly coricerned about the manipulation of sterile products when a sterile container is
opened or ofherwise entered to conduct manipulations. The moment a sterile container is
opened and manipulated, a quality standard (sterility) is destroyed and previous studies
supporting the standard are compromised and are no longer valid. -We are especially
concerned with the potential microbial contamination associated with splitting Avastin -- a
single-use, preservative-fres, vial -- info multiple doses: When used intravitreally, microbes
could cause endophthalmitis, which has a high probability for significant vision loss. The

. absence of control over storage, and delays before use after repackaging, only exacerbate .

_these concarns. :

Avastin is approved for use in the treatment of colorectal cancers. The text of your alleged
promotional material offers this drug to ophthalmologists. Avastin has no approved indications
for use In the eye. As such, your firm is distributing an unapproved new drug in violation of
section 505 of the FDCA. Bedause the product lacks adequate labsling for its intended use
(see 21 CFR § 201.128) your firm is also distributing a misbranded drug in violation of section

502(f)(1) of the FDCA (21 U.S.C. § 382()(1)).
Also, piéase note that, under section 30’:(3) of the FDCA (21 U.S.C. § 331(a)), the introduction

or delivery for introduction into intersiate commerce of any drug that is misbranded is prohibited.

Under section 301(d) of the FDCA (21 U.S.C. § 331(d)}, the introduction or delivery for
introduction into interstate commerce of a new drug that has not been‘approved under section

505 is alsq prohibited.
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Further, we have been informed thaf, although your firm advises physicians that a prescription
for an individually identified patient is necessary to receive compounded drugs, your firm has
reportedly also fold physicians’.offices that using a staff member's name on the prescription
would sufficeé. Drugs compounded in this manner are not compounded consistent wilh the
GEG, and FDA will not exercise its enforcement discretion regaromg those drugs. :

The above v;o!atrons are not ;ntended to be an all-inclusive list of deficiencies: You should take
prompt action to correct these deviations. Failure to prompily correct these deviations may
result in additional regulatory action without furthér notice, including seizure or injunction against
you and your firm. Federal agencies are routinely advised of the issuance of warhing letters s0
that they may take this information info account when con51dering the award of government

contracts. -

Please notify this office in writing within 156 workmg days of receipt of this fetter of any steps that
you will take to correct the noted violations, including an explanation of the steps taken to
prevent the recurrence of similar violations. If corrective action cannot be completed within 15
working days, please state the reason for the delay and the time within which the correction will

be complete.

You should address your reply to this letter to the U.S. Food and Drug Administration, New .
England District Office, One Montvale Ave,, 4" Floor, Stonsham, iMA 02180, Attn: Ann
Simoneau, Compliance Officer. .If you have any.further questfons please feel free to contact

Ms. Simoneatt at (781) 596-7732.

ew England District Office

ce; Charles R. Young, RPH
Executive Director - :
Massachusetis State Board of Pharmacy
238 Causeway Street, 5" floor
Boston, MA 02114
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DEPARIMENT OF HEALTH & HUMAN SERVICES

(= =3

E‘D Food and Drug Administration
if"*." /& New England District -

One Monivele Avenue

-Sloneham, Massachuseats 02180

(781) 596-7700
FAX: (781) 596-7896

Mr. Barry J. Cadden, Director and Pharmacy Owner
New England Compounding Center

697 Waverly St,

Framingham, MA 01702

Dear Nir, Cadden;

This letter replies to your January 5, 2007 response to an FDA Warning Letter issued to
your firm on December 4, 2008. We acknowledge and apologize for the significant

delay in this correspondence.

Your lefter asserts that the unapproved drug and misbranding charges in the Warning
Letter do not apply because of the decision in Medical Center Pharmacy v. Gonzales,
451 F. Supp. 2d 854 (W.D. Tex. 2008). You also state that your firm engages in “the
kind of activity that the Medjcal Center Pharmacy court determined does not result in
the introduction of new drugs into lnterstate commerce.”

As stated in the Warning Letter, FDA's position is that the Federal Food, Drug, and
Cosmetic Act (FDCA) establishes agency jurisdiction over "new drugs,” including
compounded drugs. FDA’s view is that compounded drugs are “new drugs” within the
meaning of 21 U.S.C. § 321(p), because they are hot "generally recognized, among
experts . . . as safe and effective” for their labeled uses. See Weinberger v. Hynson,
Westeott & Dunning, 412 U.S. 809, 618, 629-30 (1973) (explaining the definition of "new

drug”).  There is substantial judicial authority supporting FDA's position that

compounded drugs are not exempt from the new drug definition. See Professionals &
Patients for Customized Care v. Shalala, 56 F.3d 592, 593 n.3 (5th Cir. 1995)
("Although the [FDCA] does not expressly exempt ‘pharmacies’ or ‘compounded drugs'
from the new drug ... provisions, the FDA as a matter of policy has not historically
brought enforcement actions against pharmacies engaged in traditional compounding.™;
In the Matter of Establishment [nspection of: Wedgewood Village FPharmacy, 270 F.
Supp. 2d 525, 543-44 (D.N.J. 2003), aff'd, Wedgewood Village Pharmacy v. United
States, 421 F. Sd 263, 269 (3d Cir. 2005) ("The FDCA contains provisions with explicit
exemptions from the new drug . . . provisions. Neither pharmacies nor compounded
drugs are expressly exempted.”). FDA maintains thal, because they are “new drugs”

oL
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under the FDCA, compounded drugs may not be intfroduced into interstate commerce
without FDA approval. :

As to your argument based on IMedical Center Pharmacy v. Gonzales, 451 F. Supp. 2d
854 (W.D. Tex. 2006), on July 18, 2008, the United States Court of Appeals for the Fifth
Circuit issued a ruling in the case on appeal. Medical Center Pharmacy v. Mukasey,
536 F. 3d 383 (5th Cir. 2008). The Fifth Circuit rejected the finding by the United States
District Court for the Western District of Texas that compounded drugs are exempt from
the definition of “new drugs” in the FDCA. The Fifth Circuit concluded instead that
compounded drugs are “new drugs.” The court also ruled on the severability of
advertising prohibitions in section 503A of the FDCA, which were found unconstitutional
in a prior Supreme Court decision, Thompson v. Western States Medical Center, 535
U.S. 357 (2002).1 The Fifth Circuit held that the restrictions on commercial speech in
- section 503A of the FDCA could be severed from the rest of 503A and that the

remainder of 503A is valid and in force. -

The Fifth Circuit's severability ruling conflicts with an earlier decision by the United
States Court of Appeals for the Ninth Circuit, which held that the unconstitutional parts
of section 503A are not severable and that all of section 503A is therefore void.
Western States Medical Center v. Shalala, 238 F.3d 1080 (8th Cir. 2001), FDA has
determined at this time that it will apply the non-advertising provisions of section 503A
to entities covered by this provision that are located within the jurisdiction of the Fifth
Circuit (i.e., Texas, Louisiana, and Mississippi) as well as to the plaintiffs that brought
the Medical Center Pharmacy case. Elsewhere, including in Massachusetts, the
agency will continue to follow the enforcement approach reflected in the Compliance

Policy Guide (CPG) section 460.200 [*Pharmacy Compounding'] issued by FDA on May

29, 2002 (see Notice of Availability, 67 Fed. Reg. 39,409 (June 7, 2002)).

Your letter states that your firm does not introduce unapproved drugs into interstate
commerce and does not need approved NDAs before dispensing its compounded
medications. We disagree. As explained above, FDA regards compounded drugs as
new drugs that require agency approval before they are introduced into interstate
commerce. Your firm's compounded products lack this approval and therefore violate

the FDCA.

Also as explained above, while compounded drugs violate the FDCA, FDA generally .

exercises enforcement discretion when they are the result of fraditional pharmacy
compounding. This discretion is contingent on factors such as the preparation of
patient-specific drugs that meet medical needs for which FDA-approved drugs are

unavailable.

' In 1997, Congress enacted, as part of the Food and brug Administration Modernization Act of 1997
(FDAMA), a provision that related to pharmacy compounding, codified in section 503A of the FDCA (21

U.8.C. § 353a).
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You state that you compound topical anesthetic formulas solely in accordance with
formulas determined by the prescribing physicians. We acknowledge that you will
require physicians to specify the chemical formulation on each patient-speocific
prescription for compounded topical anesthetic drugs. You alsc asked us to advise you.
whether using the term "triple anesthetic cream” to describe your compounded drug
product is problematic. We find that use of this term implies the standardization.of a
compounded drug product rather than extemporaneous compounding for individually

(dentified patients. .

In .the Warning Letter, FDA also expressed concern that you were generating sales for
the "triple anesthetic cream” by providing physicians with “courtesy prescriptions™ (ie.,
free samples) of compounded drugs, without valid prescriptions that respond to patient-

specific medical need, which would indicate the distribution by your firm of a

'standardized drug product. The development of a standardized drug product is -

inconsistent with the traditional practice of pharmacy compounding where. pharmacists
extemporaneously compound drugs upon receipt of valid prescriptions. In your
response you assert that these “courtesy samples” are dispensed “only upon receipt of
a valid prescription from a licensed practitioner to meet the unique medical needs of a
particular patient” and that these are not samples as.that term is defined in the
Prescription Drug Marketing Act (PDMA). The Warning Letter did not ailege that your
practice violates the PDMA, and FDA does not take a positioh on this issue at this time.
Nevertheless, we acknowledge your response that you provide a small amount of
medication free of charge only upon receipt of a valid prescription. We will'evaluate i a
future inspection your current practices and any changes that you make to those
practices and assess whether, despite these practices and changes, you produce
.standardized topical anesthetic products, We will not exercise enforcement discretion

toward such products. '

Please nofe that your letter does not alleviate our concern about the health risks
assoclated with the fopical anesthetics compounded by your firm. You state that

Virtually all drugs, including manufactured drugs, pose serious health risks if they are-

misused by physicians or patients.” But the drugs compounded by your firm may be

- dangerous everi if used as directed because they are extremely potent in comparison to -

FDA-approved topical anesthetic drugs. As noted in the Warning Letter, these risks are
exacerbated if the safety-related information that accompanies these products is

deficient, - :

We acknowledge that you have stated that you no longer dispense prescriptions for
compounded products containing trypan biue or 20% aminolevulinic acid solution.

With regard to the repackaging of Avastin, we acknowledge your assertion that you
repackage the product only upon receipt of a valid prescription from a licensed
practitioner for an individual patient and your argument that this repackaging constitutes
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the practice of pharmacy. However, each step in the manufacture and processing of a
new drug, including packaging, must be approved by FDA, whether carried out by the
original manufacturer or, in most cases, by a repackager. Pharmacists are not exempt
from. this - requirement; however, FDA's Compliance Policy Guide on repackaging
(Compliance ‘Policy Guide Sec. 446.100, Regulatory Action Regarding Approved New
Drugs and Antibiotic Drug Products Subjected to Additional Processing or other
Manipulations) provides that the agency will exeicise enforcement discretion toward
pharmacists who repackage approved drugs within the practice of pharmacy for use
consistent with the drug’s approved labeling. Your repackaging is not consistent with
Avastin's approved labsling, where you repackage the drug from vials into syringes, and
where the labeled precautions include “discard any unused portion left in a vial....”

FDA Is concerhed about the manipulation of sterile products when a sterile container is
opened or otherwise entered to conduét manipulations. The moment a sterile container
is opened and manipulated, a quality standard (sterility) is destroyed and previous
studies supporting the standard(s) are compromised and are no longer valid. -We are
especially concerned with the potential microbial contamination associated with splitting
Avastin—a single-use, preservative-free vial—into multiple doses. When used
intravitreally, microbes could cause endophthalmitis, which has a high probability for
significant vision loss, The absence of controls over storage, and delays before use
‘and after repackaging, only exacerbate these concerns. ..

As stated in the Warning Letter, your repackaging is not consistent with Avastin’s
approved labeling; therefore, for the reasons stated in the warning letter, we believe that
- :your firm is distributing an unapproved new drug in violation of section 505 of the FDCA
. .and a mlsbranded drug in violation of section 502(f)(1) of the FDCA. .

- Fmally, we acknowiedge your concern about the time between our last inspection of

your pharmacy and the issuance of the Warning Letter. We agree that the length of

intervening period was unusual. - This in no way diminishes our serious concerns abhout

your firm’s operation. .

Your firm must promptly correct the violations noted in the December 4, 2008, Warning
Letter, and establish procedures to assure.that such violations do not recur, Its failure
to do so_may result in enforcement action, including seizure of the firm’s products and/or
an injunction against the firm and its pnncapais
in a future inspection, we will confirm the commitments that you made in your response.
We also will verify that your firm’s compounding practlces are consistent with the policy

articulated in the CPG, and that your firm’s operation is not otherwise at odds with the
conditions under which the agency exercises enforcement discretion towards pharmacy

compounding.
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: to Bruce Ota, Compliance Officer. U.S. Food
and Drug Administration, New England District Office, One Montvale Ave., 4th Floor,
Stoneham, MA 02180. , . -

Please direct any questions you have

Sincerely,

Compliance Officer
. New England District Office

e -




May 10, 2011 Email Forwarding CO Complaint to FDA
July 16, 2012 Email from FDA to Colorado
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From: BemaleEuplies, < @fda.hhs.gov>

Sent: nMonday, July 18, 2012 2:64 PM

To! [ .

Cci siamingieigmeer, Ota, Bruce R,

Subject: FW: New England Compounding Genter (NECC)

Attachmenis: Attachrnent - 1.pdf; Attachment - 2.pdf; Attachment - 3.pdf; hppscand5.pdf
Hi S

| checked our Reglstration database and New England Compotnding Center Is not listed as having regisiered with us as
a manufacturer, With this e-mail, | am copylng our New England District Compliance staff with the information you

provided {invoice for the injectable hyaluronidase o Delta Counly Memorial Hospl
documents Oraiitgmem sent last year regarding NECG (see e-mall string below). | would suggest you get In touch with
the Massachusetts Board of Pharmacy if you haven't already to inform them of the fim's activity and fo see if thera are

_any actions they may wish to take especially In light of your Cease and Desist Order.

| also checked the status of Wedgewood Pharmacy lﬁ New Jersey. They also are not fisted in our database as having
reglstered as a manufacturer. Under a separate e-mall, | wili copy our New Jersey District Office with the Invoice you
collected, but as In the NECC case, you may wish to confact your counterparts with the New Jersey Board of Pharmacy.

{ et me know If you have any questions of wish to discuss further.

—

Fromi: N ey

Sertt: Tuesday, May 10, 2011 3:07 PM
To! DaralitRagingek; FrECHUIARISRRISN Ota, Bruce R
Subject: FW: New England Compounding Center (NECC}

" Thanks RegigRe,
Bruce Otals the GO for NECC. [ ask him to follow up if we have any questions.

| Pidr

,I;;:sm: Penmstindempitated: _
Sent: Tuesday, May 10, 2011 4119 PM

To! Vil Ameptensig, AEnen
Subject: FW: New England Compounding Center (NECC)

Hi A andPemess

| had a phone call with Giiass=pen-of the Colorado Board of Pharmacy regarding New England
Compounding Center (NECC). Attached Is the background information from Sims as well as

‘the Cease and Desist Order that the Board issued to NECC regarding their ilegal distribution of
compounded drugs to hospitals in the Denver metropolitan area. The firm is neither registered or
listed with the State to.do business as a drug outlet. | know that you have some previous reg history
with this firm and that they were the recipient of at least one warhing letter. This is just FYI but if you

have any guestions, please feel to give me a call.to discuss.

L



Bogins

From Gagsasmdrre [mallio: Ciriswieasano dora.state.co.us]
Sent: Tuesday, May 10, 2011 12:29 PM

Lt

Subject: N

Egiand Compounding Center { NECC)

Hi G,
Attachment — 1 Is the report and exhibits that lead to the Cease and Deslst Order;

Attachment - 2 Is additional documents Pharmacy Board staff obtalned at another facllity (while related to NECC, it's

unrelated to what actually led to the Cease and Deslst Order); and
‘Attachment — 3 Is the actual Cease and Desist Order.
As always, thanks for your help.

Bl

Chief Pharmacy Inspector
colorado Department of
rRegulatory Agencies

Division of Registrations

Board of Pharmacy

1560 Broadway, Sulte HiER
Denver, CO 80202 -

P ASgiielit] | F A TR,

CONFIDENTIALITY NOTICE: This message s intended only for the use of the Individual to whom it is
addressed and may contaln Information that Is privileged, confidential and exempt from dlsclosure under
applicable law. If you are not.an Intended reciplent you are not authorized to disseminate, distribute or .
copy this e-mail, Please notify the sender immediately if you have recelved this e-mali by mistake.and

delete this e-mall and any attachments from your system.
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THE GOLORADO STATE BOARD OF PHARMAGY

Special Report
Date: 13 April 2011
Inspector:  Lisa A. Cornetl
Subject: Ngw England Compounding Centet, inc., OSP 8402
Issue: Unregistered/Unlicensed Distribution of Prescription Drugs Into Colorado
Detalls! ‘ |

Ridge Medical Genter, (PDO 168-01), 10101 Ridgegate
| collected records detalling the recelpt of prescription
PO Boy 4146, Woburn, MA, 01888, a non-

(2) and CRS 12-22-802(1),

On 04/5/11, | conducted a routine inspectlon of Sky
Pkwy, Lone Tree, CO 80124, During the nspection,
drugs purchased from New England Compounding Center, {nc.,
resident prescription drug outlet. This Is a violation of CRS 12-22-130



BEFORE THE STATE BOARD O.F PHARMACY
STATE OF COLORADO
Case No, 201 1-3973

CEASE AND DESIST CRDER

IN THE MATTER OF THE UNAUTHORIZED AND UNLAWEUL DISTRIBUTION OF
PRESCRIPTION DRUGS AND/OR COMPOUNDED PRESCRIPTION DRUGS IN
COLORADO BY NEW ENGLAND COMPOUNDING CENTER, INC,

Respondent,

Pursuant fo guidance established by the Colorado State Board of Pharmacy (“Board”) at

its January 15, 2009 meeting, documentation has been considered, including, but not limited o,

the wriien complaint dated April 13, 2011, 2011, in the above-captioned matter.

Based upon this review, the Board hereby finds that it has jurisdicton over Respondent
and the subject matter herein, and that there exists credible evidence that Respondent has acted
without the required license or registration, in violation of §1 9-22-130(2) and 12-22-802, C.R.S.

The Board finds as follows!

1, Respondent’s location at 697 Waverly St, Framington, MA 01702 is licensed or
registered with the Board as a nonresident prescription drug outlet to dispense and deliver
prescription drugs and/or compounded prescription drugs in the State of Colorado
pursuant only.to valid, patient-specific preseription orders.

7 Waverly $t, Framington, MA 01702 {s not licensed

2, Respondent’s focation at 69
tion drugs and/or compounded prescription drugs

or registered to distribute stock preserip
in the State of Colorado.

3. On or around January 17, 2011 and March 24, 2011, Respohdent distributed a
stock .compounded _prescription drug from 697 Waverly St, Framington, MA 01702 to a
preseription drug outlet in the State of Colorado.

s conduct constitutes the uniawful distribution of prescription drugs

4 Respondent’
into the State of Colorado, in violation of §12-22-130(2) and 12-22-802, C.R.S.

22-125.2(9), C.R.8., the Board hereby ORDERS that
DESIST in engaging in the uniawful distribution of
in violation of §§12-22-130(2) and 12-22-802,

WHEREFORE, pursuant to §12-
Respondent immediately CEASE AND
prescription drugs in the State of Colorado,

C.R.S.



® ©

Within ten days after service of this order to cease and desist, R65ponélent may request a
hearing on whether such acts or practices in violation Article 22 of Title 12, C.R.S, have
oceutred. Such hearing shall be conducted pursuant to §§24-4-104 and 24-4-105, C.R.S, ‘

The Board authorized the undersigned representative to sign this Cease and Desist Order on its
behalf, .

2011, .

DATED this _158_ day of Copnad

STATE BOARD OF PHARMACY

BY: \A\MUMQLM

Wendy Anderson o
Program Director _
1560 Broadway, Suite 1300
Denver, Colorado 80202



CERTIFICATE OF SERVICE '

" This is to certify that I have duly served the within CEASE AND DESIST ORDER upon all

parties herein by depositing copies of same in the United States mail, first-class postage prepaid, at

Denver, Colorado, this / S ﬁ day of ﬁ,éﬂ,; ) 2011, addressed as foﬂows;:

New England Compounding Center, Inc.
Atin: Designated Representative

697 Waverly St -

Framington, MA 01702

Gd
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THE COMMONWEALTH OF WSSACHUSETTS

EXECUTIVE OFFICE OF HEALTH AND HUMAN SERVICES
- Massachusetts Departrnent of Public Healtl

New England C’ompouridin_g Center - |
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Preliminary Investigation F indings

BOARD OF REGISTRATION IN PHARMACY REPORT
JOctober 23,2012 |




THE COMMONWEALTH OF MASSACHUSETTS
EXECUTIVE OFFICE. OF HEALTH AND HUMAN SERVICES'
DEPARTMENT OF PUBLIC HEALTH ) '
PRELIMINARY INVESTIGATION REPORT—NECC 20142

<.

, INTRODUCTION ‘
Since September 24, 2012 a w;despwad outbreak of fungal meningitis has affected people in
17 states and caused 23 deaths at the time of this report. The outbreak originated from a medication
compounded by New England. CompoundincCeﬁter (NéCC),'a facility licensed by the Massachusetts
 Board of Reg:s’u ation in Pharmacy (Board). The Massachusetts Department of Public Heaith (DPH)
has taken immediate actlon to protect public health and safety In col]aboratmn with investigdtors
from the U.S. Food and Drug Administration (FDA), DPH mvesngators have worked to identify the
root causes of these events, While the complete scope é_nd sieverity of‘ this outi)réak will not be fully
‘understood for many weeks, to ensure. the utmost transpareﬁcy, DPH is releasing these preliminary
findings from ifs ongomg investigation of NECC. Thls report constitutes early findings that may be
subject to revision as the investigation unfolds.
Medlcatxon compoundmg involves the practice of taking coxmnercmily available products
and modifying them to meet the needs of an individual patlent pursuant o a prescription from a
“licensed prowder..Nearly all retail pharmac:es in Massachusetts perform compounding, however only
25 compoundiﬁg pharmacies meet the standards necessary to produce sterile injectable products, ‘By '
terms of their license with the Board, every .Massachu;setts pharmacy must comply with
Massachuseﬁs laws and regulations, inciuding Comp]iance with the United States Pharmacopeia
Staridards, Compounding pharmacies may only perform compounding upon recelpt of a patient-
‘spemﬁc prescrlptlon Thcse requirements and 1estrlctlons are consistent thh the rules in place in
other states,” .
Upon bcgmnmg the _romt on-site investigation of NECC early in this outbreak, DPI—I and FDA
mvestwators identified serious deficiencies and 51gmﬁcant violations of pharmacy lawand

regulations that clearly placed the public’s health and safety at risk.
KEY FACTS

DATE(S) OF INVESTIGATION‘ September 26, 2012 to Present
PHARMACY LICENSE NUMBER AND INITIAL ISSUE DATE: DS2848; July 16, 1998
LICENSE STATUS: Voluntary Suri ender, October 3, 2012
CORPORATION NAME: New England Compounding Pharmacy, Inc.
DBA NAME: New England Compounding Center (NECC)
ADDRESS: 697 Waverly Road, Framingham, MA, 01702
MANAGER OF RECORD AND LICENSE NUMBER: Cadden, Barry J; PH21239
DEA REGISTRATION NUMBER AND EXPIRATION DATE: BNS927819, July 31 2013
"PRACTICE SETTING: Specialty Pharmacy : :

PREVIOUS INSPECTION DATE: May 24, 2011.
PREVIOUS INSPECTION DOCKET OR STAFF ASSIGNMENT NUMBER' ISP- 738 :
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INVESTIGATIVE METHODOLOGY
The NECC on-site investigation process consisted of DPH investigators obtaiﬁing
documentaly evidence (including photographs), reviewing and ob’fammg copies of Standard
| :'Opel ating Procedures, observational findings, reviewing and obtammﬂ copres of all policies and
procedures, reviewing batch records and interviewing NECC staff. The FDA conducted product

testing and investigators took environmental samples of various areas of the facility to test for

contaminants. R )
DPH investigators principally communicated with three NECC staff members during the on-

site investigation (Barry J. Cadden, Glenn A. Chin and Lisa Conigliaro-Cadden) along with FDA
investigators. After September 26, 2012, the majority of NECC employees were no longer on site. As
has publicty been documented, NECC terminated many of their staff. The continuing invcstigétion

will include interviews of NECC employees.

SELECTED PRELIMINARY FINDINGS

During the facility inspections, investigators documented serious health and safety deficiencies

related to the practice of pharmacy. All pertain to violations of 247 CMR 9.01(3) or 247 CMR
6.01(5)a): ‘ ' '

+ NECC distributed large batches of compounded sterile products directly to facilities
apparently for ge.neral use rather than requiring-a prescription fo-r an individual patient.

o Records show that NECC had lists of potential patient names but did not have
patient-spemﬁc prescriptions from an authorlzed practitioner when compounding and
dispensing medication, as required by state law. '

o Manufacturing and distributing sterile products in bulk was not allowed under the

terms of its state pharmacy license, If NECC was appropriately licensed-as a
marufacturer with the FDA the company would have been subject to additioﬁal
levels of scrutiny. - 1

6 NECC did not conduct patxent-specxﬁc medication history and drug utitization

reviews as lequlred by regulations.
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NECC distributed two of the rﬁcalled Jots of methylprednisolone acetate (PT) 86 MG/ML
prior to receiving resulls of sterility testing: o _

o Lot 06292012@26 was prepared on June 29, 2612. Final sterility testing was
compléeted on July 7, 2012. Two shipments of product were made prior to the final
ste_ri]ify tests results being received: ' -

"o Lot 08102012(@51 was prepared on August 10, 2012, Final sterility testing was
completed on August 28, 2012, Eleven shipments of product were made prior fo the
final sterility tests results being received

o While NECC’s records show the stenlity tests found no contamination, the adequacy

of NECC’s ster ility testing methods are currently under examination,

Final sterilization of product did not follow proper standards for autoclaving (sterilization
through high pressule steam) pursuant to United States Pharmacopela Standard 797 (USE

797) and NECC’s own Standard Operatmg Procedures
o Examination of NECC records indicated a systemic failure to keep prdducts in the

~ autoclave for the required minimum 20-minute sterilization period necessary to

" ensure product sterility.

- NECC did not conduct propef'validation of autoclaves pursuant to USP 797:

o NECC failed to test their autoclaves to ensure proper function.’

" Visible black particulate matter was seen in several recalled sealed vials of

- methylprednisolone acetate from Lot 08102012@51.

Po\';fdf:r hoods, intended to protect pharmacists from inhaling substances during medication
preparation, within the sterile compoudding area were ntot thoroughly cleaned bdrsuant to

" UsP 797. |

o- R'dsidual powder was visually observed within the hood during inspection. Th‘is

contamination may subsequently lead to contamination of compounded medications.

Condition of “Tacky® mats, which are used to trap dirt, dust, and other poteniial contaminants
from shoes prior fo clean room entry, violated the USP 797. '

o Mats were visibly soiled with assorted debris.
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* A leaking boiler adjacent to the requisitc clean room created an environment susceptible to
contaminant growth:
o A pool of water was visually observed around the boiler and adjacent walls, creating

an unsanitary condition; the culture results of this potential contaminant are still

pendmg

f

CHRONOLOGY OF THE OUTBREAK & DEPARTMENT OF PUBLIC HEALTH ACTIONS
Monday September 24, 2012 —The Massachﬁseﬁs Department of Public Health (DPH) was notified
by Tennessee Departmé;ﬁ of Health in late evening about a cluster of six rare fung;al meningitis cases,
with onset of symptoms between July 30.and September 18, 2012. These patienté had several risk
factors in common, includ.ing an epidural injection of steroid {methylprednisolone acetate 80 1ng/ml
preservative freé) compounded at New England Compounding Center (NECC) located in
Framingham,.Tennessce also revie\\;ed three other products not made by NECC as potenﬁal

contaminants.

Tuesday September 25, 2012 — DPH planned an investigation.of NECC given growing concerns of
l_inkagerr.to infections. The DPH’s Bureau of Health Care Safety and Quality, Board of Registration in
Pharmacy (Board), and Bureau of Infectious Diseases began rapid response planning on September
25, and convened a multi-agency meeting between the Tennessee Department of Health, the U.S.
Centers for Disease Control and Prevention (CDC), the US Food and Drug Administration (FDA),
and the New England Compounding Center (NECC). At the demand of DPH staff, Barry Cadden and
chgory Conigliaro, principal owners of NECC, immediately provided documentation of all facilities =
| in the nation that had received medications from three lots of methylprednisolone acetate that Were
suspected by the CDC as being linked to the fungal infections (“suspect 1ots") Dlsmbutton lists were
prowded to public health authontles across the country, including CDC and FDA The suspected
product was distributed to more than 14,000 patjents in 23 states. ‘

: (Suspect Lots of Methylprednisolone Acetate (PF) 80 mg/m! Injection \ :
- identified by TN DOH:

Lot #05212012@68 prepared by NECC on 5/21/2012
Lot #06292012@@26 prepared by NECC on 6/29/2012
Lot #08102012@5! prepared by NECC on 8/10/2012

17,676 total doses

\
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Wednesday September 26, 2012 — DPH began an onsite ihnvestlgatxon of NECC and instituted a
recal] of all suspect lots of methyiprednisolom acefate. Investigators confirmed that all non-
distributed methylprednisolone products were quarantined, and that methylprednisolone acetate was
no longer being produced. Approximately 3,000 doses were guarantined or returned through recall.
Upon artiving at NECC, inyestigators found NECC employees cleaning sterile compounding areas
 and conductiing environmental tcsfing. DPH i;_westigators also detected signs of bleach -

decontamination in the compounding areas.

Thursday September 27,2012 to Sunday September 30, 2012 — DPH coordinated with FDA to -

plan a collaborative investigation of NECC.

'Mnnday_dctober 1,2012 - DPH aid FDA began a jdin’c investigation at NECC. Findings supported -
by the epidemiolog_ica_i w_ork of the CDC prompted DPH to issue a formal Quarantine Notice purshant
to M.G.L. c. 940, §§ 13 and 189A, and M.G.L, c. 112, §§ 30.and.42A. ff‘his legally formalized the
September 26 quarantine action. The Notice directed that all methylprednisolone acetate raw
materials (chemicals), all non-sterile and sterile produ‘cfs; located at NECC used in the compounding '
of methylprednisolone acetate, and all inventory on.the premises prepared for dispensing and stored at ‘
the pharmacy, or received by recall should be quarantined and not disposed of without the express
épproval of the DPH, In\iest'igators were shown examples of methylprednisolone products that were
labeled as patient specifie, ‘The associated documents were not individual prescriptions but lists of
pat:ents generated by a clinical facility and provided to NECC to obtain the product. NECC stated the
hst of nanes was considered to be an authorized prescription by the physician. This practice 1s notin

accordance with Massachusctts regufahons

Tuesday October 2, 2012 ~ DPH and FDA observed visible bla:‘ck particulate matter in sealed vials
(of purportedly sterile methylprednisolone acetate) returned to NECC. Inconsistencies in sterilization
processes of materials were identified through review of NECC’s records. The Board voted to obtain
a Voluntary Surrender of NECC’s license or to initiate action fo issue a Temporary Order of
Summary Suspension. . o

_Wednesday October 3, 2012 —- DPH secured voluntary surrender of NECC’s Ei-oense, effective 12 ;m

(noon), and instituted a voluntary recall of all intrathecal products (those injected into the area around
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the spinal cord or brain). DPH aiso notified Massachusetts prov:ders to cease use of ali NECC

products

Thur sday October 4, 2012 —~ DPH and FDA pubhcfy announced that black particulate matter,
tentatweiy identified by microscopy as fungal contam:natlon was seen in a sealed, purportedly sterile
vial of methylprednisolone acetate from a suspect lot. CDC and FDA recommended that all heaith
care professionals cease use and remove from their pharmaceutical inventoiy any material produced
by NECC. Massachusetts State Epidemiologists cbhtacted nine Massachusets health care facilities
that received non-implicated lots of methylprednisolone acetate, instructing them fo contact fccipient
patients to determiné whether there were any unusual infections or other complications, No infectiors
from t-he.non-implicated lots sent to Massach'usetts facilities have been identified at this time, DPH
“and FDA investigators 'continued with their on-site investigéticm and evaluvated standard operétion
procedures and batch records related to sterile compoundmg FDA investigators took enwronmentai

samples of various areas of the facnllty to test for contammants

Friday Ocfober 5,2012 — DPH ém_d FDA investigators noted visible contaminants in additional
sealed recalled vials of metl.lyl‘prednisolone acetate. The particulate matter was noted in vials labeled
in conformance with Massachusetts pharmacy regulations with patient-specific information.
Additionally, particulate matter was noted in recalled vials t_hat were labeled without-patient-specific
names, in clear violation of Massachusetts regulations, DPH and FDA each issued an alert to

- providers and facilities across the country stating the identification of particulate matter,
Saturday October 6, 2012 — DPH secured an immediate recall of all NEC’C'prdeGis.

Monday October 8,2012 - At the request of DPH, Ban y Cadden and Glenn Chin, leaders at NECC,

voluntarily ceased practice as pharmacists pendmg completwn of the investigation.

Wednesday October 10, 2012 — Based on their shared ojwnership and leadership x_ﬁth NECC, DPH
requested that Ameridose and Alaunus Pharmaceﬁtical ceass éil pharmacy operations and any
diSpensiﬁg; maﬁufacmrin_g or whole’salé distribution of any products starting at 3 p.m. on October 10
‘and cpntinujng until 5 p.m. on October 22, DPH and FDA staff began an on-site iﬁ{festigation of
. Ameridose, a pharmacy, distributor and wholesaler regulated by the FDA, At the .demand of DPH,

Barry J. Cadden agreed to immediately resign as manager, director and from any other management




THE COMMONWEALTH OF MASSACHUSETTS
EXECUTIVE OFFICE OF HEALTH AND HUMAN SERVICES
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position at NECC, Ameriaose, and Alaunus. DPH began working with t_he Massachusetts Hbspitai
Association-to ensure that the supply chain of medications would not be disrupted. The BSard issued
an advisory to all pharmacies and pharmacists in Massachusetts emphasizing that all of their actions
must be performed in accordance with the United States Pharmacopeia. The advisory also reiterated
that state law.l'equircé compéunding pharniagies and ‘

pharinacists to have a patient—sﬁf;ciﬁq preséription from an authorized practitionér when
compounding and dispensing medication. Compounding pharmacies and pharmacists were required

to submit an affidavit asserting that they are following state law in this regard.

Sunday October 14, 2012 — DPH staff began on-site investigation of Alaunus Pharmaceuticals, 2
wholesale distributor affiliated with Ameridose and NECC.

' Monday October 15, 2012 - FDA issued an advisory that a patient may have acquired fungal
meningitis from a different NECC steroid mjecnon trlamc;nofone acetonide. DPH epidemiologists
began outreach to all 192 facilities in Massachusetts who received any NECC injectable products and
supported providers in patient outreach. In addition, the FDA 1'Aeported a tranép}ant patient with an
Aspergillus fumigatus infection who received a NECC cardioplegic solution during surgery. The
CDC is éctively working to confirm the pfesence of fungal contaminants in cardioplegic solutions,
DPH -asked Massachusetts broyidcrs to contact a'ny patients who received any injectable product,
including ophthalmic drugs or cérdioplegia solutions prepared by NECC after May 21, 201 2..
. ‘Thursday October 18,2012 ~FDA released deﬁnitivé,lab’orétory confirmation of-the presence of
fungal contaminants in sealed vials: of methylprednisolone acetate in a suspect lot prepared by

NECCDPH and FDA collected sam;ﬂes from sealed vials of completed product at Ameridose. Resuits
are currently pending with the FDA.

Friday October 19, 2012 - DPH and FDA investigators scrutinized business practices of Alaunus
Pharmaceuticals,'and:potential for inappropriate distribution of NECC or Ameridose products. At the.

request of DPH, Ameridose and Alaunus Pharmaceuticals extended their cessation of operations until

November 5; 2012.

Monday October 22, 2012 —The Board authorized DPH staff to request. voluntary permanent

surrender of the licenses of Barry J. Cadden, Glenn A, Chin, and Lisa Conigliéro-C_adden, as well as
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NECC. If the three pharimacists and NECC do not comply, the Board authorized staff to proceed with

permanent revocation. All three individuals are currently prevented from px acticing as pharmacists,

and would be so prohibited throughout the appea] process.

ONGOING INVESTIGATION

The Department’s coliaboratwe investigation with the FDA is oomprehenswe and wiil
continue until investigators have all information needed to determine what, if any, further action
should be taken against NECC and its leadership. This investigation olso extends to-NECC’s business
practices and environmental conditions surrounding the business, inchiding the presence of a nearby
recyc] ing center that shares ownorship with NECC, Investigators are also feoking mto NECC’s
corporate entity, including, but not limited to, corporate ownershlp and governance structures at both
NECC and smtel companies, Ameridose and Alaunus, DPH WIH analyze and incorporate all ewdence
and information gathered by the FDA and the Board of Registration in Phaunacy mto a final,
comprehensive report. This report will be presented to the Board of Registration in Pharmacy, which
will determine appropriate regulatory sanctions under administrative law. DPH will also assist with
ony investigation, federal or state, that explores the actions of NECC and its principals, DPH will -

. confinue to support and oooperate with federal policymakers in addl'eésing gaps in oversight of
compounding pharmacies, including leaders on the U S. Senate Health, Education, Labor, and

- Pensxons Committee, and the .S, House of Reprcsentatwes Energy and Commelcc Comnmittee, and -
members of the Massachusets. Congressxonal delegatlon including Congressman Ed Markey. DPH -
will also work closely with the Massachusetts General Court to explore state-s;aec;ﬁo policy
solutions, Findings of these i investigations wili be used to inform these state and federal actions to

address regulatory gaps within the quickly evolving compounding industry.
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T o DEPARTMENT OF HEALTH AND HUMAN SERVICES
. ' FOOD AND DAUG ADMINISTRATION

DISTRIGT OFFICE ADDRESS AND PHONE NUMBER - DATE(S) OF INSPECTION -

-} New Englandistidct Office 1 Montvals Ava, Sloneham, MA 02180 19/1-2, 16/4-5, 109, 1046, and 10/26712
. : ) : ) .| FEINUMBER
Tel. (781) 5871560 " Indusley Information; veervr, [da.govioehindusty : 3003623877

NAME AND TI(E CF IRDIVIDUAL 10 WHOM REPORT (S 1SSUED
TO:  Barryd. Cadden, Owner '

FIRl NAME - ' STREET ADDRESS.
New England Comipounding Pharmacy Ino., d/b/a New England Cdmpounding Center 697 Wavery Street
[TV, STATE AT 21P GODE ' T | TYPEOF ESTABLSHVENT INSPECTED
Framingham, MA 01702 ‘ : ‘ | Compounding Pharmacy
| THIS DOCUMENT LTS OBSERVATIOHS 14ADE BY THE FOA REPRESENTATIVE(S)] DURTIG T1E I1SPECTION GF YOUR FAGILITY. THEY ARE ISPECTIONAL OBSERVATIONS, AND 00 ToT

REPRESENT A FINALAGENCY DETERUINATION REGARDING YOUR COMPUIANGE, IF YOU HAVE AN OBJECTION FEGARDING AN OBSERVATION, OR HAVE IMPLEMENTED, OR PLANTO
IMPLEMENT, CORRECTIVE ACTION INRESPONSE TO AN OBSERVATION, YOUMAY DISCUSS THE OBIECTION OR AGTION WITH THE FDA BEPRESENTATIVE(S] BURNG THE INSPEGTION
jOR SUBMiTJHI? iNFORMATION TO FOA AT THE ADORESS ABOVE, IF YOU HAVE ARY QUESTIONS, PLEASE CONTACT FBA AT THE SHONE NUMBES AND ADBAESS ABOVE. .

DURING ANINSPECTON OF YOUR FIRM WE OBSERVEQ: . : o ) -
t. On 10/02/2012, we observed approximately eighty-three (83) viafsout of a bin containing 321 vials of methylprednisolone -
acetate (preservative free) 80mg/mL from Lot #08102012@51 (shipped 1o customers between 8/17/12 ~ 9/25/12 per firm
distribution data), a sterile injectable drug, to contain what appeared to be greenish black foreign matter. Seventeen (17} vials
from the same bin of methylprednisolone acetate (preservative free) 30mg/mL were observed to contafn what appeared to be
white filamentous material, A : - a o

The sterility ssmple taken by the firm consisting of one Smi vial of buik formilated methylprednisolone acelate (preservative -
free) from lo108102012@51 resulted in a sterile result’ (lab analysis started 8/14/12 and reported 8/28/12). However, the FDA.
enalysis of FDA Sample #693965, consisting of methylprednisolone acetate (presefvative free) 0mg/mL, ImL filled vials, [rom
Lot #08102012@51 collected from the firm, confirmed the presence of viable microbial growth in 50/50 vials tested, One vial
examined mictoscopically showed fungal morphological features, - Co : . Co .

2. Although the formula worksheets state the raw materials are sterile, the Pharmacy Direetor stated that the firm uses non sterile
active pharmaceutical ingredients (APIs) and raw materials, with the exception of sterite water for injection, to formutate
injectable suspensions including but not limited to preservativé free methylprednisolone acetate and triameinolone. During the

/| inspection, we observed that the labeling for the methylprednisolone AP and additional raw materials did not indicate that they
were sterile. Samples were coilected for analysis of the non-sterile API and 3 additionnsl raw materials used-in the formulation
of methylprednisolone acetats, - The firm provided no documentation or evidence to support that the steam autoclavs eyele used

to sterilize suspensions formulated using non-stenile APT and raw materials is effective,

-3, The firm's environmental monitoring program yielded the following micrébia! isofates (bacteria and mold) within Clean -
- Room !and Clean Room 2, uséd for the production of sterile drug products, between January 2012 and September 2012, Firm,

personnel stated that the firm shuts off the air conditioning from 8:00 pm to 5:30 am nightly in the Clean Room,

+

Table #1; Surface Samples from ISO 6 (Class I.OGG) Rooms
Alett 3CFU - - Action; 5+ CFUJ o

" Locatlon Result : Result . - Dale BLACK UNE
] Bacteria o Mold - : . T {ION
Main Clean Room ; O_RIG‘;NAL -
- : . . : NOT ‘
CRBinl (polymyxin under 0 : b . Uz
statlon 1) N ' . T : REDACTION
+ FLR {(aear hood 5} [0 .o o2 . : 242312 . ]
2FLR (nearhood 3} - 1 . 3BhH2
SEE EM_PL.Q_Y,EE,(‘S) SIGNATURE: . . ' |.EMPLOYEE{S) NAME AND TITLE {Pdnt or Typej . DATE ISSUED
AEVERSE [T LEloqeor, _':-;‘-N'r;'..uv. Stacey $. Degarmo, Invesligalor ' -
OF THIS, | 1M i Yy, 3 eicligs o e . |PhlipKeiter, Investigator ' - P
PAGE "1 % it ot wo™ pelrrpetiar s R e B Alonso, Microblologlst o I sty
. ) i : " } Thomas W. Nemay, Invesligalor -
_ s R T T T Debra M. Emerson, Invesligator :
FORM FDA 483 {8/0B) ' PREVIOUS EDITION OBSOLETE ~  © . INSPECTIONAL OBSERVATIONS Pags t ol 8-



. DEPARTMENT OF HEALTH AND HUNMAN SERVICES
FOOD AND DRUG ADMINISTRATION -

BISTRICT OFFICE AODRESS AND PHONE MURIBER

DATE[S] OF INSPECTION AP
1071-2, 10/4.5, 10/9, 10HS, and 10/26/12

New England Olstrict Offics 1 Montvals Ave, Stonshiam, MA 02180

_ { FETNUMBER
Tel: {781) 587-7500 Industry Information: vavw.ida.govioc/industry | 3003623877
NAME AND TiTLE OF INDIWIDUAL TO WHOM REPORT 18 ISSUED
TO:  Bairy J. Cadden, Ownar ' _
FIFRA NAME T : STREET AGORESS,
New England Compoundlng Pharmacy inc., d/b/a New England Compounding Cenler . 687 Waverly Street

CITY, STATE AND ZIP CODE B
Framingham, MA 01702

TYPE OF ESTABLISHMENT INSPECTED
Compounding Pharmaay

THIS DOCUMENT 11575 ODSERVATIDNS WADE BY THE FOA HEPRESENTATIVE(S) DURING THE TSPEGTION OF YOUR FACRITY, THEY A

OURING AM INSPEGTION OF YOUR FIRM WE OBSERVED;

_ RE {HSPECTIONAL OBSERVATIONS, AND 0O HOT
REPAESERT A FINAL AGENCY DE TERMINATION REGARDING YOUR COMPUANGE, IF YOU HAVE AN CBIECTION REGARDING AN OBSERVATION, OR HAVE IMPLEMERNTED, OR PLAN 10
IMPLENMENT, CORRECEVE AGTION [N RESPONSE TO AN OBSERVATION, YOU MAY DISCUSS THE DEBJEGTION ORACTION WITH THE FOA REPRESENTATIVE {5} CURING TRE INSPEGTION
OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE, IF YOU HAVE ANY QUESTIONS, PLEASE CONTACT FDA AT THE PHONE NUMAER AND ADDRESS ABOVE,

Location Result Resulf Date .
o -~ Baeteria Mold »
4 FLR {near hood 5} 2 ’ ) ) 2 . 315012
Table2 R ) | mold (% of plate)* 29712
| FLR (near hood 1)~ One hair with growth around it 3720112
4 FLR (near hood 5) - DG* o 0 - 445112
CRBini{inside big ullne bin .o 1. 6/13/12
with omnipague 240} : : ‘
3 FLR (near horiz h00d§) OG* 6713712
3 FLR (near horiz hoods) ] 2 6/28/12
CRBinZ {front of telracnine - |- 0 OG mold¥ 715712
Hcl powder container) : ) ' -
Pass thru 0 | smail mald 7426712
Note: (*} indicates result over action level: OG indicates over growth
Table #2: Surface Samples of ISO 7 {Class. 16,000) Rooms
Atert: 5 CFU - . Actien 7+ CFRU BLACK LINE
.Location - . Result - Result Date )
e - Bacterla . Mol ON |
(C'Gow‘n Room) ; ORIGINAL -
lean Room |
" 8FLR Tl 23* . 0 2E6/12 NOTA -~
(GR/near hooks) S . : ’ REDACTJON
GRmisc2 (vent arms) | }¥ - |- 5 216712 _ .
GRmisc2 (emply plastic bagin .| 9% : 0 42312
) empty bin) ) ’
GRmiscl {vent arms behind hand . YA . 0 22312
washer) r -
7 FLR {gown room/entrance} 2% ¥ 242312
3 FLR (gown rcom/near hoolis) T . & 242312
7 FLR {gown room/entrance) ¢ ! iz
WallGR2 {(windowsill side 1o MR} - 18% 0 i3
8 FLR {gown room/near hooks) 12% 4] 32
GRmisc? {vent grids) I6* 22 KTy
7 FLR {gown ropm/entrance) 3 2 31812
8 FLR {gown roomVneir hooksy 3 2 812
__7TLR (pown room/entrance) 3. 3 315712
3 FLR {gown roornear hooks} . g 2 M52
) 8 FLR {gown room/near hooks) 16¥ : 0. . Mgz
SEE EMPLOYEE(S) SIGNATURE . EMPLOYEE(S) NAME AND TITLE (Print or Typa) DATEISSUED
gﬁi;fﬁgf . "'ti.'/\‘).tL;‘m\"j»..-.-u T L ) ﬁ;}a{?ag};( s. Deg{armol. lmliesl!gator . .
il . T 2 ifip Kreiter, Investigator - .
- PAGE !f et cb:ég’-jm”i‘?ﬁr ol s ngris N. Alenso, M?Crobfofogisi S * /”'”')“
T ) L . ) Themas W, Nemnay, Investigalor
: - TP s e Baeaa o re cn ce res— | Debra M. Emarson, Invesligator :
FORM FDA 483 (8/08)  PREVIOUS EDITION OBSOLETE g INSPECTIONAL OBSERVATIONS Page 2 of 8




: DEPARTIENT OF HEALTH AND HUMAN SERVICES

" FOOD AND DRUG ADMINISTRATION

DiSTRECT OFFIGE ADDRESS AND PHONE NURABER
Naw England Dlslict Office

1 tdanlvals Ava, Stoneham, MA 02180

DATE(S} OF INSPEGTION
10/1-2, 10/4-5, 10/, 10/15, and 10/28/12

FEINUMBER

Tel: (781) 567-7500 _Idustiy Informatlon: www,ida.govioe/industry 3003623877
Nl\ME AND TITLE OF INDIVIDUAL TO WHCI REPOAT IS ISSUED ?

TO:. BanyJ. Cadden, Owner

FIRM NAME . STREET ADDRESS

- New England Compounding Pha:macy“!nc.. dfb/a New En

697 Waverly Straet

CITY, STATE AND ZIP CODE
Framingham, MA 01702 -

gland Comboundfng Center

TYPE OF ESTABLISRIMENT INSPEGTED
Compounding Pharmacy

THIS COCUMENT U5TS OESERW\TK)NS ADE BY THE FDA REPRESENTA

REPRESENT A FINAL AGENGY DETERMINATION AEGARBING YOUR COMPLIANCE. IF YOU HAVE AN OBJECTO,
IMPLEMENT, CORRECTIVE AGTION I RESPONSE T0 AN DBSERVATION, YOU MAY D
OR SUBMIT THIS INFORMATION TO FOA'AT THE ADDRESS ABOVE, IF YOU HAVE AN

JIVE{S) BURING THE INSPECTIGH OF YOUR FACILITY. THEY A
H REGARDING Al OBSERVATION, OR HAVE IMPLEMENTED, ORPELANTO .
ISCUSS THE GBJECTION OR ACTION WITH THE FOA REPRESENTATIVE(S) DURING THE INSPECHION
Y QUESTIONS, PLEASE CONTACT FDA AT THE PHONE RUMBER AND ADDRESS ABOVE.

RE INSPEGTIGHAL GB‘SER‘JATEONS.AND B0 NOT

OURING AN INSPECTION OF YOUR FIRM WE OBSERVED;

Loeation Resuit Result Date
, Badteria Mold
GRmise {floor under barrel P 0 29712
" against wall) )
$.FLR (gown roomvriear hooks) 10~ 0 4/5/12
T FLR (gown roomventrance) 0 ,I 44512
.- ORmise (rubber fap over wheel 9+ ] M2
of rack} - .
. WallGR I (window sill side 10 9% 0 4782112
middle room) )
GRmisel {top of rck with 12+ 0 5110412
) bouffants) - .
7 FLR {(iR/entrance) 2 1 532
8 FLR (GR/near hooks) ) 19%: 0 3h2 -
8 FLR {GR/nesr hooks) 0 13% 628112
7 FLR {OR entrance) 3 . 3 628112
GRmisc] {(bottom of bootie bin} - % of plate OG* ¥ W26i12
et ¥ GRmisc2 (bottom of mask bin) plate ¥% overgrown* 0 7126112
. 8 FLR (GR/near hooks) oF 0 26112
GRmisc2 (front of 7-7.7 glove bin) 0G* ]* VR
GRmisc? {loose booti bin) .0 __Plate ¥ mold* 8123/12
Muldle Koom -
. (Cleant Room 1) BLACK
S FLR {near crimp bench) ) 1 . 423712
6 FLR {near sink bench) 0 1 223712 LINES ON
6 FLR (near sink bench) 2* Ik 3512 ORIGINAL -
MRmisc ! {dh20 galion) 1 ! 59Nz NOT A
Gown Room -[REDACTION
(Clean Roem 2) .
Gown Room Fir OG* 0 1126/12
Gown Room Fir 0 ) nnz
Gown Room Fir G* 0 8/9/12
- Prep Roem
{Clean Rogom 2)
. Prep Room Flr ] ! UM
Misc #2 PR {lop of radio} 0 1 HINE-
Mise: PR (Caleium chioride bin) 1 | 414712
Prep Room Fir 15% 2% 6/1312
Note: (*) indicates result over nction level; OG indicates over growth
- SEE EMPLOYEE(S} SIGNATURE EMPLOYEE(S) NAME AND TITLE {Peint or Typs) DATE 1SSUEDR
REVERSE | ~3ii s shimgac e e h ey $tacey 8. Dagamo, Invasligator ) ‘
OF THIs | 5 Jﬂr"\ VR PR Phllip Krelter, Invesligatar ‘ : [
. - PAGE B ;:., T fa ,‘—-ﬂ-ﬂ ' T Almars N Alonse, Microbiologlst ~ [ IU 1>
: ) oo e Thomas W. Nemoy, invesilgator ’
arbammer s e moin Syl T Debra M, Emerson, lnvesligaior
’ Page 3of 8
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. DEPARTMENTY OF HEALTH ANDlHUMAN SERVICES
: FOOD AND DRUG ADMINISTRATION

DISTRICT OFFICE ADDRESS AND PHONE NUMBER-

DATE(S) OF INSPECTION

10742, 1004.5, 1049; 10/15, and {0/2a/1a

New England Dislricl Olfice 1 Moatvals Ave, Stoneham, MA 02180 -

FiRN FIAME.
"“New England Com’ppbndfng Pharmacy Inc., d/bfa New Engfand Compounding Center

_ FEINUMBER
Tel; (781) 5B7-7500 Industry Infarmation: mv.fda.goviocﬂndusw 3003823877
NAME AND TITLE OF INDIVIDUAL T0 WHOM REPORT 18 1SSUED
TO: - Bary.J Cadden, Owner ~ _
STREET ADDRESS

697 Waverly Sheet '

[ CITY, STATE AND 2P COBE
Framingham, MA 01702

TYPE GF ESTABLISHNENT IMSPEGTED
Compounding Pharmacy

‘ounme ANINSPECTION OF YOUR FIRM WE OBSERVED: L .
: Table #3: Surface Samples of ISOQ 8 (Class 100,000) Rooms

THIS GOCUMENT LISTS GSSERVATICHS HADE BY THE FOA REPRESENTATIVE(S} DURING THE INSFEGTION OF YOUR FAGIEITY, THEY ARE INGPEC TTONAL COSERVATIONS, ARD DO ROT
REPRESENY A FINAL AGEHCY DETERMINATION REGARDING YOUR COMPLIANCE, IF YOL HAVE AN OCBECTION HEGARDING AN OBSERVATION, OR HAVE IMPLEMERTED, ORFLAN TO
IPLEMENT, CORRECTIVE ACTICN i RESPONSE TO AN OBSERVATION, YOU MAY DISCUSS THE 0BJEGTION OR ACTION WITH THE FDA REPRESENT, ATIVE(S} DURING THE INSPEGTION
OR SUBMIT TRIS INFORMATION TO FOA AT THE ADDRESS ABOVE, IF YOU RAVE ANY QUESTIONS, PLEASE CONTAGT FOA AT-THE PHONE HUMBER AND ADDRESS ABOVE,

Alert: § CFU Action: 10+ CFU’ ' ;
Locatjon Result .~ .~ Result Date - BLACK LINE
. ) . Bacterla ) Mauld ON .
Prep Roowy’ -
{Cleans Room 1) OR[GINAL
Misc. Prep room somples ], 0 . T OG with mold* enz |INOT A
{shopping cart handle) ‘ : ' ) REDACTION
Mise. Prep room samples {metal . ] -1 1126/12 :
can) ! o ‘
PR (carrfage wiblue handle 3o | 22412
wiscratch marks) .
PR (carrlage wiblue handle wix) 4 ] I 2429412 -
: PR toutside of barrel} - 6% 2% U
2 FLR {PR) (near enllrance) ! N 7 38112
PR (blue tamper evident caps, 4 k) 3502
" hin).
PRmisc2 {inside plastic cover 10 oGy 0 4/5412
clenf plastic bapsy =~ 3 _ )
9 FLR prep room (near entrance) ¥ plate OG* 0 415112
10 FLR {PR) {under 27 rack) 3 . | 41124)2
PR MISC 2 (1op of lid of white I - : . i 5/2412
comtainer under rack) )
{0 FLR {PR) (back of room area) 0G* ¢ 5/24/12.
IBFLR (PR) (back of room ates) | 0 3 5133012
- SFLR (PR} (entrance area) 00+ 0 61542 i
& FLR (PR} {buck of yoom area) . 20% 0 6115012
_J0FLR {PR} (back of room area) [2* 0 6728712
9 FLR {PR) enirance nrea ¥ - 15%: 6/28/12
Note: (#) indicates result over aclion level; OG indicates over growth
Table #4: Air Sempling of SO 6 (Class 1,000) Rooms
- Location Resolt - Resulg Date -
Bacleria Mold
. - : - BLACK LINE ON
Middle Room : . -
{Clean Reom 2} ORIGINAL .
Middle room ' -0  big mold saonz | [NOTA
. : — — |REDACTION
SEE EMPLOYEE(S) SIGNATURE L ' EMPLOYEE(S) NAME AND TTTLE {Print or Typs} DATEISSUED
' gﬁ‘;’f{fgﬁ AT aatew) Tl rerns Séatf:ey S.iDngarrno.ifnvangalor ’ .-
o y AT ) Philip Krafler, Investigator : - .
PAGE —f{l'f‘“” “’Mﬁ{f ok = ot . Alma?ris_N. Alonso, M?crob!oiogﬁs! ' F -'fﬁl t}-
AR T AR ST 2 ' Thomas W. Nemay, lnvestigator . '
. N T T P e et s g n-1 Debea M. Emerson, Investigalor ]
FORM FDA 483 (9/08)  PREVIOUS EDITION OBSOLETE INSPECTIONAL OBSERVATIONS Page 4ol 8




DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOO AND DRUG ADMINISTRATION

DISTRICY OFFICE ADDAESS AND PHONE NUMBER . DATE(S) OF INSPEGTICN

New England Dlsticl Office 1 Monivals Ave, Stoneham, MA 02180 . . 10/1-2, 10/4-5, 1049, 10/15, and 10/28/12
: - FETNUMBER
Tal: (781) 5B7-7500 Industry Information: _vavw.da.gov/ochindustry - 3003523877

NAME AND TITLE OF INDVIDUAL TO WHOM REPDRT 18 1SSUED
TO:  Barry J. Cadden, Owner

FIEIRA NAME . ‘ ) STREET ADDRESS
New England Compounding Pharmacy Inc., d/bfa New Engiand Compounding Center 687 Waverly Strest
CITY. STATE AND ZIP CODE _ TVPE OF CSTABLISHNENT NSPECTED
Framingham, MA 01702 _ T : - ‘ ‘Compaunding Pharmacy

THIS DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATIVE(S) DUFUNG THE INSPECTION OF YOUR FACILITY. THEY ARE INSPECTIONAL O3SERVATIONS, AHD DO NOT
REPRESENT AFiNAL AGENCY DETERVINATION REGARDING YOUR COMPUANGE, IF YOU HAVE AHOBIECTION REGARDING AR QBSERVATION, OR HAVE IMPLEMENTED, ORPLAN TO
IMPLEMENT, CORRECTIVE AGTION 1N IESPONSE TO At OBSERVATION, YOU MAY DISCUSS TRE GBJIECTION OR AGTION \WiTH THE £DA AEPRESENTATIVE(S) BURING THE INSPECTION
OR SUBNIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE. IF YOU HAVE ANY QUESTIONS, PLEASE CONTAGT FDA AT THE PHONE NUMBER AND ADDRESS ABOVE, )

DURING AN IHSPECTION OF YOUR FIRW WE OBSERVED: ) : "
’ Table #5: Air Sampling of ISO 7 {Class 10,000} Rooms

A Alert: 5 CFU Action; 8+ CFU
Location - - Result - Result Dale
Bacterla - Mold ’
Gown Room .
{Clean Room 1) ; _ " IBLACK
Gowa room 20¥% . i* ) 5310112
Ciown room R . ¥ - - 628012 . LINES ON
Middle Room ) : = ORIGINAL -
. . {Clean Room ) & : - INOT A
Crimp Statfon - 3 B [ .- Co 22312
. Prep Room- REDACTION
(Clean Room 2) : 3 : .
- Prep room 0 1 - SF2
Gown Room . ‘ )
{Clean Room 2) . T
Gown reom L ¥ ' 8/5/12

Note: (*)indicates tesult over action level

‘Table #6: Surface and Air Sampling of 1SO 5 (Class 100) Clean Room 2
No Action/Alert l.evels specified by firm for ISO 5 (Class 100) areas.

Locatlon Sample. - Result Result Date
Type Bacieria . Mold
Table 1 (near HorizL | Surface - = 0 3 ‘ 126/12
& R hoods) . : .
Table ) (near Horiz L | Surface 1 ! S22
. & R hoods) . -
-Belween Horiz L. & Air ! . i 7425/12
Horiz R

There was no ivestigation conducied by the firm when levels exceeded their action limits and there was ne identification of the
isolates. No documented corrective actions were taken to remove the microbial contamination (bacteria and mold) from the

faeility,

SEE EMPLOYEE(S) SIGNATURE ' ] i EMPLOYEE(S} NAME AND TITLE (Prinf of Type} DATE ISSUED
g?;iffgﬁ '“""L.‘{ TR ’":r\m‘--}\'\-{‘.['t'-/ ‘ Stacey S. Deganno, Investigator 7 .
2( YA Tt by F | Philip Krefler, investigator . ot l
PAGE - r :, “,IM—' + n_’:,,,, . ‘? PR 3 Almaris N. Alonse, Microblologlst N I oA JQ«
AR : Thomas W, Nerney, Investigator -
N Y= VIO L s ST P Gebra M. Emerson, fnvesligator

FORM FDA 483 (3/08)  PREVIOUS EDITION OBSOLETE INSPECTIONAL OBSERVATIONS PagaSol8 - -



DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOGD AND DRUG ADMINISTRATION

DISTAICT OFFICE ADDAESS AHD PHOMNE NUMBER ] _OATE[S] Oof lNSPEGTION .

New England District Offica | Montvala Ave, S!oneham, MA 02180 . 10/1-2, HV4-5, 1019, 10/15, and 1026/12
. _ . FEE HUMBER
Tel; (781)-687-7500 - Industry Informalion: www.fda.goviectindusiry . 13003623877

FIAME AND TITLE GF INDIVIDUAL TO WHOM REFORT IS ISSUED
TO:  Barry J. Cadden, Owner '

FIRM NAME - STREET ADDRESS

New England Compounding Pharmacy Ine., dibfa New England Compoundlng Center - | 697 Waverly Stresl
-{ CITY, STATE AND ZIP CODE ) . TYPE OF ESTABLISHIENT INSPECTED
‘Framingham, MA 01702 ' Compournding Pharmacy
TelIS BOCUMEHT USTS OBSERVATIONS MADE BY THE FDA RFPHESENTATNE[SI DURING THE INSAECTION OF YOUR FACILITY, THEV ARE [NSPEGTIONAL GBSERAVATIONS, AND DD HOT

REPRESENT A FINAL AGENGY DETERMINATION REGARDING YOUR COMPUANGE, IF YOU HAVE AN OBJECTXON REGARDING AN GBSERVATION, OR HAVE IMPLEMENTED, OR PEAN TO
IMPLEMENT, GORRECTIVE AGTIOH tNRESPONSE TO AN OBSERVATION, YOU MAY DISCUSS THE DBIECTION OR AGTION ViTH THE FOA REPRESENTATVE(S) DURING THE INSPECTION ~
OR suBMIT TH]S INFORMATION TO FDA AT THE ADDRESS ASOVE. {F YOU HAVE ANY QUESTIONS, PLEASE CONTACT FDA AT THE PHONE NUMBER M!DAODHESSASOVE

DURIEG AN INSPECTION OF YOUR FIRU WE OBSERVED: :
4, The environmental monitoring procedure requires sampling via personnet touch plates taken upon completion of sterile
compounding and prior to cleaning. Records from January thru Seplember 2012 for C!ean Reom | and Clean Rooni 2 showed

the l‘ollowmg results inside produchon hoods:

Table #1: Clean Room | and Clean Roem 2 Facility Personnel Touch Plates

Date - isolafes : Location Product
11312 - 0OG with bacteria . Horizantal } Avastin
o : (Cleon Room 1)~ ' )
T d4f12/12 . OQ with bacteria . ITfHoad 3 Product not
_ - . (Clean Room 1}~ documented
6115412 : 1 bacteria, | mold " ° Horlzontal 2A - Ropiv/Ketor/Eplt
_ . - {Clean Room 1) .
621112 2 becterin . : Horizomal R . Produet not
' . ) {Clean Room 2} documenled
1212 % plate OG with bacleria Horizontal L Product not
L ‘ ) {Clean Room 2) . documented
W92 : { bacteris, 2 molds 4 Horizontal 2C ‘Mafenide Acetate
: ] . {Clcen Room 1)
7731712 . " 2 bacteria Horizontal 2A KCWLido/DSW
. . {Clean Room 1)
316712 2 bacteria - Hood-3 (glovebox) - Ace 20%, Ped Atropine
{Clean Room 1) )

Note: OG indicates over growth

" These results were not investigated and there was no identification of the isolates. There were no product impact assessments
performed for any sterile products that were made in the hoods or gloveboxes on the days the samples were taken. In addition,
the firm has no evidence that any corrective aclions were taken to prevent contamination of-the sterile drug prodiicts.

3. 'The conditions listed below were identifi ed during the mspecuon in areas used for the preparation, ﬁi]mg. and/or swrage of
'stenle drugs products.

e On 10/04/2012, densation and what appeared to be 1urnished d:scolorauon on the interior surfaces {e.g.
chamber) of the. autockave®, located in the firm's Middle Room (ISO 73, This autoclave is used for the
~ steam sterilization of formulafed bulk drug suspensions, including preservative free formulations of
methylprednisolone and triameinolone, which are mtended for injection. Of note, this is the ﬁna! sterilization step in
lha process-for these produus. .

SEE EMPLOYEE{S) SIGNATURE ‘ EMPLOYEE{& NAME AND TITLE (Prinlor Typo) DATE I5SUED
giv]%?SSE "ru:: \ _“,,,.d,_‘ - Lot ey ’ Stacey S. Dagarmo, Invesiigalor '
« 3 ) Phillp Kreiter, invesligater L O T
" PAGE % 1.‘}, ﬁ/"';f r_f"“"f"'ﬂ“‘} o Almarls N, Alonso, Micrehiologist "I"”ri')?
T e e ‘ et Themas W, Namay, investigalor
CrNa b . v uu,_\_. Eame bt e en e Debra M. Emerson, Investigalor -
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DEPARTMENT OF HEALTH AND HUMAN SERVICES '
FOOD AND DRUG ADMINISTRATION

DISTRICT OFFIGE ADDRCSS ARD PHONE NUMEER ‘ . ] DAYE(GY OF INSPECTICN

New England Dislrict Office 1 Montvals Ave, Slonsham, MA 02180 10/1-2, 10/4-6, 109, 1018, and 10726/(2
: ' o ‘ B FEINUMBER :

Tel: (781) 687-7500 Industry Informatfon: vanw.fda.govioc/industry -~ - 3003623877

NAME ANC YTILE OF IRDVIDUAL 10 WHOM REPORTIS [SSUED
TO:  BarryJ. Cadden, Owner

’ | STREEY ADDRESS

FIRM NAME ] :
Mew England Compounding Pharmacy Inc., dib/a New England Compounding Center .| 697 Wavary Sireet

CiTY, STATE AND 7P CODE ) . - TYPE OF ESTABLISHHENT INSPECTED
Framingham, MA 01702 : ' , ' _ Compounding Pharmacy

THS DOCUMENT USTS OBSERVATIONS WADE 67 THE FOA REFAESENTATIVE(S) GURING T INSPECTICN OF YOUR FAGILITY, THEY ASE MSPECTIONAL GBSERVATIONS, AND 50 1iOT

"REPRESENT A FIRAL AGENGY DETERMINATION REGARDING YOUR COMPUANCE, IF YOU HAVE ANCBJECTION AEGARDING AN GBSERVATICN, OR HAVE IMPLEMENTED, OR PLAN TO
UAPLEMENT, CORRECTIVE ACTION INRESPONSE TO AN OBSERVATION, YOUMAY BISCUSS THE GBJECTION OR AGTION WITH THE FDA REFRESERTATIVE(S) CURING THE INSPECTION
OF SUBMIT THIS INFORMATION TO FOA AT THE AGEAESS ABGYE. IF YOU HAVE ANY QUESTIONS, PLEASE CONTACT FDA AT THE PHONE NUMBER AND ADDRESS ABOVE,

DURING AN IHSPECTICN GF YOUR FIRM WE OBSEAVED: - : )
* On [0/04/2012, we observed greenish yellow discoloration lining the interior surface of the viewing lens within the
~Inside” autoclave, located in the firm’s Middle Room (IS0 7). This is one of two tabletop autotlaves vsed for steam
sterilization of various components and equipment {e.g. vianls of multiple sizes, stoppers,.and spin bars} used in the

formulation-of sterile drug products

+  The firm is abutted 1o the rear and along the left parking area by a recycling facility that handles such materials as
maltresses and plastics, On 10/02/2012, the aren was observed to include large equipment (e.g, excavators and freight
trucks) producing nirbore particulates {e.g. dust). Rooftop units serving the firm's HVAC system were estimated to
be located approximately 100 feet from the recycling facility,

*  On 10/04/2012, we observed what sppeared 1o be dark
louvers of an HYAC return focated behind the- IEXEGB R autoctave”, located in the firm’s Middle Room (iSO 7).
This autoclave is used for the steam sterilization of formulated bulk drug suspensions, including preservative free
formulations of methylprednisolone and tameinolone, which are intended for injection,

* On 10/02/2012 and 10/04/2012, we obscrved yellow residue fining the rear retum of Weigh Station 2 Hood and =
© greenish residue lining the rear retum of Weigh Station 3 Hood, both located in the firm’s ISO 6 Clean Room. The
© [irm vses Weigh Station Hoods to weigh active ingredients and other raw materials utilized in the formulation of stesile

drug preparations,

»  On t0/04/2012, we observed greenish rcsi_due. covén'ng the surface of the j‘":."r(b)‘(f});fééi
filter above, within Weigh Station 3 Hood located in the firm's ISO 6 Clean Room, The firm uses Weigh Station-
Hoods o weigh aclive ingredients and other raw materials utilized in the formulation of sterile drug preparations.

s On 10/04/2012, we observed what appeared to be tacnished discoloration on the interior surfaces (c.g. chamber and
trays) of {ls Bt
(e.2. beakers,

On 10/04/2012, we observed what appeared [0 be tarnished discoloration on the interior surfaces {¢.g. chamber and
trays) of the “Outside™ autoclave located in the firm's Middle Room (1SO 7). Moreover, condensation was observed
atong the interior surfaces of the “Outside” autoclave 1o collect in a poo! at the base of the chamber, This is one of two

tabletop autoclaves used for steam sterilization of various components and equipment (e.g, vials of multiple sizes, -
stoppers, and spin bars) used in the formulation of sterile drug products, :

particulate and white, [ilamentous substances covering the

eiling, exposed to th LI NG

HETR located in the firm’s Prep Room (SO 8). Thid {4

_ r Mz s 15 Used 1o sterilize equiproent
Spatutas, and spoons) used in the formulation of sterile drug products. . .

- SEE
REVERSE
OF THIS
FAGE

EMPLOYEE(S) SIGNATURE _ ) EMPLOYEE(S) NAME AND TITLE (Print or Tipe) DATE 1ISSUED
) 't(.-‘-\ RAS T IETY wvnt fendey Stacay 5. Dagarmo, invesligator o
- : yais . - - | Phiip Krelter, Investigator B
'/[:zf”"J b Afoe 'L,T - f'“."’_ e Almarls N, Alonso, Migrobfofogist o . .{.'f)'°}f)‘
s e s L R Al F T N
c AL . Thomas W, Nemsy, investigalor

-Dobra M. Emarson; Invesligator

ot L e Faaease. T ATE gt
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r : ‘ ' DEPART

FOOD AND DRUG ADMINISTRATION

MENT OF HEALTH AND HUMAN SERVICES - : o

DESTHICf OF FICE ANNRESS ARD PHONE NUMBER

DATE(S) OF INSPECTION ™ —
10/1-2, 1004-5, 1049, 10/15, and 10728/12

New Engiénd Compoundlng Pharmacy Ing., d/bfa New England Compounding Center

Mew England Disttict Offlce 1 MontvafaAvg;, Slonsham, A 02180
L - _ - - FEINUMBER
Tel: (781) 5877500 Industry fnfanmalion: v, [da.govioo/industey 3003623877
MNAME AND TITLE OF INDIVIDUAL 7O YHOM REPORT 5 1SSUED
TO:  BarryJ. Caddan, Qwner- _ _
FIRM NANE . STREET ADDRESS :

697 Waverly Slreel

CITY, STATE AllD 2IP CODE -
Framingham, MA 01702

TYPE OF ESTABLISHMENT INSPECTED
1 Compounding Pharmacy

OR SUBMIT THIS IRFORMATION TO FDA AT THE AOCRESS ABQVE, IF
DURING AN INSPEGRON OF YOUR FIRM W O3SERVED:

equipment and includes th

metad surfuces within the “Pass Thru,*
within the ISO 6 Clean Room, was obs

FHIS DCCUMENT USTS CESERVATIONS WADE BY TRE FOA REPRESENTATIVE(S) GURING THE INSPECTION OF YOUHFA;JIUTY. THEY ARE INSPEGTIGNAL C3SFRVATIONS. AND 00 NOT
REPRESENT A FINUL AGERCY DETERMINATION REGARDING YOUR COMPUANCE, IF YOU HAVE AN O8JECTION REGZADING AN O3SERVATION, OR HAVE IMPLEMENTED, OR PLAN TO
IMPLEMENT, CORFECTIVE ACTION IN RESPONSE TO AN GBSERVATION, YOU MAY DISCUSS THE OBIECTICH ORACTION YITH THE EDA REPRESENTATIVE(S) BURING THE INSPECTION

*  On 10/0412012, a boiler instalied within approximately 30 feet of the enirance to the Prep Room (ISO 8) was observed
to be leaking water into puddies, Moreover, wet floor surfaces oround the boiles appeared o be soiled with thick white
debris and thick black, granvlar material. Gaps were observed between sliding daors, loeated at the transition between
the Prep Room (ISO 8) and the wcuqe :

*  On 10/02/2012, the tacky mat Jocated withjn the entrance of the Prep Room (iSO 8), at the transition to the warchouse,
wbserved to be brown and soiled. This room is vsed for the preparation of equipment and includes the X%}

¢ On 10/04/2012, we observed cloudy discoloration on the

YCU HAVE ANY OUESTIONS, PLEASE CONTAGT FDA AT THE PHONE NLUBER AND ADBRESS ABOVE,

despite being fully closed, This room is used for the preparation of

(D) (4):5 NN (1) (1) facing the 1SO 6 Clean Room, and
installed within the wail of the ISO 6 Clean Room. Moreover, the metal ledge,

erved lo contain reddish-brown and

cloudy substances, The firm utilizes the

«  On 10/04/2012, we observed what appcafed o be dark, hair-like discoloration aJong‘

ISO 6 Clean Room Lo formulate and fifl sterile preparations, including wethylprednisolone,

the bottom edge of the closed pass through instatled within the wall of the ISO § Clean Room, The firm utilizes the
IS0 6 Clean Room to formulale and fill sterile preparations, including methylprednisolone, :

the gasket and crevices located at

SEE . EMPLOYEE(S) SIGNATURE EMPLOYEE(SYNAIAE ANG TITLE (Prinf or Typ8) DATE ISSUED
REVERSE | -vf: SO by ag Do g arany Slacey $. Degarmo, Investigator - '
OF THIS | A= s 2 B Phillp Kialter, Investi - i g
‘ et e . p Kreilter, Investigalor ) .- /
PAGE i/”"" p ‘:‘j_" 'ﬂ-f}'i”‘"‘?"""ﬂ o Almaris N. Alonso, Microblofogist - -_i-~/'1‘(“ ti
T traont Lbave s da sty Thomas W. Nemey, fnvesligator :
oy - ) R TR e B NS Dobra M. Emarson, Investigalor
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Ameridose, LLC —
Application for a New Store — 50 Fountain
Street (2000) |
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The Commonwealth of Massachusetts RTT ROMNEY
Q : ‘Executive Office of Health and Human Service KERRY HEALEY
Department of Public Health . LIEUYENANT GOVERNOR
Division of Health Professions Licensure TIMOTHY R, MURPHY
: SECRETARY .
Board of Registration in Pharmacy PAUL J, GOTE, JR.
239 Causeway Street, Suite 200, 2" Floor °°’“""§3’)‘§”§"
Boston, MA 02114 DIRECTOR
(800) 414-0168 (office) / 617-973-0983 .(fax) APR 25 7008
http://www.mass.gov/reg/boards/ph
BOARD OF
APPLICATION FOR A NEW STORE - PHARMACY

- Thereby apply for a permit to operate a store for the fransaction of retail drug business in accordance with the provisions

of Chapter 112, General Laws,

$351.00 licensure / application fee. Make check or money mder for $351 00 payable to the Commonwealth of
Massachusetts. This fee is non-refundable,

1,
2.
3,

4,

Legal Name of Business. Ameridose, LLC

Full Business Address (Street Address, City, State and Zip), 50 Fountain Street, Framingham, MA 01702
Area Code and Teleﬁhong Number. 508-656-2653

All trade or business names (“D.B.A.” names) used By same Corporation or by License. Ameridose, LLC

Type of ownership or operation (i.e., sole propnetorshlp, partnership, corporation). Limited Liability Company

1%

If corporation, please submit articles of corporation. Please see Attachmeut “AP

5. ‘Names(s) and Social Security Number(s) of the owner(s) and/or operator(s) of the licensee. Please

indicate {ype of ownership - Partnerships: the name of each parz'nef and name address of parmerslup,




10.

11

12,

14,

15.

16,

17.

Corporations: the name and title of each corporate officer and director, the corporate names, name and
address of parent company, if any, and the State of incorporation; Sole Proprietorship; the name of the sole
propricetor and the address of the business entity. Please see Attachment “B»

7. Namé of registered pharmacist charged with the management of the pharmacy. Sophia Pasedis, RPh, PharmD,

Registration number of above manager, 20217
Name(s) and registration number(s) of staff pharmagist(s) employed at pharmacy, Sophia Pasedis, RPh, PharmD.

Have any of the applicant(s) and/or managers-in-charge had: 1) any convictions related to the distribution

of drugs (including samples); 2) any felony convictions; 3) any suspension(s) or revocation(s) or other
sanction(s) by federal, state or local governmental agency of any license or registration currently or previously
held by the applicant or license for the manufacture, distribution, or dispensing of any drugs, including controlled
substances? NO

Have any applic'ations for licensure been denied by any federal or state agency including any
state board of pharmacy? NO

Listand explain. Attach additional sheets if necessary, N/A

The applicant/licensee must notify the Board in writing of any changes in ownersi@ or managenient within
thirty (30) days of such change(s). '

Social Security Number (Mandatory). (s : _
Pursuant to M.G.L. ¢. 62C, s, 47A, the Divisio egistration is required to obtain your social security number
and forward it to the Department of Revenue, The Department of Revenue will use your social security number
to ascertain whether you are in compliance with the tax Taws of the Commonwealth.

- List any licenses/certifications you hold in the United States or any couniry or foreign jurisdiction and the

state/jurisdiction from which the license/certification was originally issued. Please attach a certificate of standing
from each state or jurisdiction in which you are licensed/certified, indicating the status of your license and any
relevant disciplinary information, Massaclusetts Registered Pharmacist License #20217, Attachment “C.”

Has any disciplinary action been taken against you b§ a licensing/certification board located in the United States
or auy couniry or foreign jurisdiction? Yest 0 No: X :
If yes, please state the details (use a separate sheet if necessary), N/A

Are you the subject of pending disciplinary actions by a licensing/certification board located in the United States
or any country or foreign jurisdiction? Yes: 0 No: X
If yes, please state the detdils (use a separate sheet if necessary). N/A

Have you ever voluntarily surrendered or resigned a professional license to a licensing/certification board in the
United States or any country or foreign jurisdiction? Yes: O ~ Npr X T
If yes, please state the details (use a separate sheet if necessary), N/A

Have you ever applied for and been denied a professional license in the United States or any country or foreign
Jjurisdiction? Yes: 0 No: X ‘ C
If yes, please state the details (use a separaio sheet if necessary), N/A




18. Pursuant to Board Regulations at 247CMR & 6.01(3), The Board shall not register nor perrﬁit ownership of
a phirmacy or pharmacy department by a practitioner with prescriptive privileges. By signing this
application the applicant certifies that none of the ovwners, directors or officers have preseriptive privileges.

Affidavit (must be completed and notarized)

Pursuant to M.G.L. ¢. 62C, 5. 48A,1 certiﬁ( under the penalties of perjury that I, to the best of my
knowledge and belicf, have filed all state tax returns and paid all state taxes required under law,

The applicant certifies that each person employed in any prescription drug distribution activity has the education,

iraining, and experience, or any combination thercof, sufficient for that person toperform the assigned functions in
~ such a manner as to provide assurance that the drug product quality, safety, and security will at all times be'
‘maintained as required by law. o . :

I hereby state that T am the person aiithorized to sign this application for all licenswre; that all statements are frue and

correct in all respecis and are made unc‘ignﬁfmalﬁes of perjury.

‘{ .
Aprils, 2006
Date

v Soctal Securily Number of the Manager of Record

Swom .and subscribed Bcfore me thig { L‘}“M"\ day of Q%L@b

My commission expires Ja/ oY i}cﬂ@ 0. OQJ.L:Q_

Nafhary Public

To be completed by the Board: Check $ gﬁ ' Date%/? / _. Number G517 & o 1

1 :
i




gaiile 3_03'[‘%‘ !

‘ él i}}@gﬁf "-?“E"Ei i

= TmnerncEie ST 35 e

Inspection End Date: 1211012007
Name & Address: . Ameridose LLC, :_30 Founiain St Framingham, MA 01702-6211 US

iling Address:
f
FEF: 3005881167 . JD/TA: 13 County: MIDDLESEX Est Size: 25,000,000 - 4,999,999
Phone: {508)656-2653 Districy; NWE-DO Profiled: Yes
| Cenveyenee Types %% Tntersiete: 80 Tnspeetinna! Responsibilicy: Field
L <
Endorsement

PURPOSE: An inspection of this firm was conducted with investigators Massachusetis Board of Pharmacy as directed by the May 22,
2007 Inspeclion Réquest from HFD-317 Div of New Drugs and Labeling Compliance under PAC 5613015 and FACTS L
assignment#§43994,
BISTORY: The finn, a limited Liability corporation, opened in July, 2007 and drug registered with USFDA, stamped July 13, 2006, as
repacker and other of sterile and ronsterile mixtures and Admixtures. The firm reregistered June 15, 2007. The firm was told to get a
State of Mass Drug Manufacturers registration which it did dated June 6, 2007, The firm is also registered in Massachuseits as a retail

" pharmacy, and has DEA Licenses as a manufacturer and retail pharmacy for controlled substances. Mr, Barmry J. Cadden, Director, and
Mr. Gregory Conigliaro, General Manager, are listed on the drug regisiration under owners, partners or officers.
CURRENT FINDINGS: This is the initial inspection of the firm and is a fact finding inspection where 28 Pharmacy Compounding

( stjons were asked of management and an inspectional tour of the facility was made to determine the firm’s operations and its

Jiénce to USP 797, the Food Drug and Cosmetic Act, and Compliance Policy Guide Section 460.200 Pharmacy Compounding.

The inspection revealed that the firm has made over 610 Lots of products and 38 batches of products of Admixtures for hospilals and

- packaged them into TV bags, syringes and vials since they opened in 2006. The articles the firm mainly orders for its operations are:
sterile actives, diluents bags, and syringes for their compounding and manufacture of admixtures operations. Some packaging is also
done in cassettes and vials to accommaodate the instrments vsed in some hospitals. They have ordered 15 different nonsterile powders

which they reconstitute into large volume sterile stock solutions that are finished product tested and then used in Admixtures made for

hospjtals, . . .

% of Observations was issucd at the conclusion of the inspection; however, a diseussion was held at whiel time 1 discussed the

rmula Worksheets (bateh records).and their content, SOPs, a reject bin containing labels, validation and verification of 32

di t single ingredient and combination products,annual stability tests required on products, and annual product reviews.

ACTION ON PREVIOUS DEFICTENCIES:N/A '

ACTION:NAL Refer to HFD-310 Pharmacy Compounding Survey. )

Distributioh: O: NWE/MDO CF (w/ex); cc: HFD-310 (w/ex), FMID-145 (Compi}, efs: SAS,RHP,GIH, RF.

Endorsement Loeation: FACTs and NWEMDO CF

Tuspector Name ) Pate & Time of Sipnature  Supervisor Name ) Date & Time of Signature
Richard H Penta ' . 01/16/2008 02:02PM ET Gary J Hagan 017222008 09:24 AM ET

{ :

1)

01/22/2008 Page:} of 5
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Repistretion Type
DRG  Dnig

Establishimeni Type
M - Manufacturer
R Repacker/Packer

Distelct Use Code:

(..

70172212008

? 'FE[ 13005881147 laspection Start Date:
' ame & Address:  Ameridose LLC , 50 Fountain 5t Framingham, MA 01702~ 62t PuUs

1270742007 Inspeetion Eﬁd Date: 1271042007

Hed Firm FEI Name & Address of Related Firon

Page:2 of 5

Reglstration Dates
U4/0172007 5086

* Industry Code

65 Human ang Animal Drugs
60 Human and Animal Drugs
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FEI: 300538”6 Inspection Star{ Date: 12/07/2607

Neme & Address:  Ameridose LLC , 50 Fountain St Framingham, MA 01702-6211 US

inspection End Date: 12/16/2007

ction Basis: Surveillance

Inspected Processes & District Decisions

PAC  Establishment Type I'rocess
560015 Manufacturer 65 D C N

Final District
Decision? Decision Dete Distrlet Decislon Type
01/10/2008 No Action Indicated (NAT)

Remarks:

Final District

Preduaty! WMQCL Neschedele ReTrrpectian

Ensp Date  Priarily

Distriet Declsion
Made By
Penla, Richard H

Bistrict Declsion

Fnepection
Conclusions
No Action Indicated (NAI

Org Nzme
RWE-DRUGS

Org Name

Final District
" n? Decision Dzte Bistrict Dec1si0n Type

01/14/2008 Wo Action Indicated (NA1)

Remarks:

Final Distriet
Decision? Decision Date D:strlct Decision Type
Y 01/2212008 No Action Indicated (NAD

Remarks: '

. District Decision
Made By
Penta, Richard H

District Decision
Made By -
Hagan, Gary }

Deelsion? Decision Dafe Distriet Declsfon Type Made By
Y 01122/2008 No Action Indicated (NAD) Hagan, Gary } “NWE-DRUGS
. ( " emarks:
Products/ MQSA Reschedule Re-Inspection Inspection
PAC  Estsblishment Type Proecess Insp Date  Priority Conclusions
S6D015 Manufacturer 65 R C N No Action Indicated (NAI

COrg Name
NWE-DRUGS

Org Kazme
NWE-DRUGS

Pspe:3 of 5
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. FEL: 3005881167 ) [nqpcc(lon Start Date: 12/07/2007 Inspeciion End Date: I2/l(]!20l}7
Name & Address: Ameridose LLC , 50 Fountain St Framingham, MA 01702-6211 US

ucts Covered
Additional Product

Product Code  Est Type Description Desceiption
65 ) C N @6 Manufacturer Oxytocin (Injecton) (Qxytocic); Humen - Rx/Single

ingredieny; Large Volume Ferenterel = idml .
65 R C N 14 Manufacturer Potassimn Chioride (Replenisher); Human - R/Singte

* Ingredient; Large Volume Pargnteral >=100ml

Assignees Accomplishment Hours

Employee Namc Position Class  Hours Credited To PAC Establishment Type Process Hours
Pents, Richard H NV NWE-DO $6D015  Manufacturer 65D C N 56
Penta, Richard H NV NWE.DO 36D0IS  Manufactrer 65R C N 15

Totzl Hours: !

Pugerd of 5
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FEI: 3005881167 " Tnspection Start Date; 12/07/2007
. Name & Address: Ameridose LLC, 50 Fountaia St Framingham, MA 01 702-6211 US

Inspection End Date: 12/10/2007

Inspection Result

EIR Location
Turbo & NWE/DG CF

Inspection Summary

IB Suggested Actigus

Action Remarks
Referrals
Org Name iail Code
( "MER-DNDLC HFD-310
Refusals

Inspection Refusals; No refusal

FDA 483 Responses
483 Issued?: 483 Location:
Response
Mode

( punse Type

les Collected- ' Recall Numbers
Kumber _ ) Recali Number

Trips Num

Remarks
Compounding Pharmacy Survey

Related Complaints
Coensumer Complrint Number

3

Responsc
Date * Response Summary ~

[y
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The Commenwealth of Massachusetis
Executive Office of Health and Human Services
" Department, of Public Health
Division of Health Professions Licensure
238 Causeway Street, Suite 200 '

Boston MA 021 14

Office of Pubhc F‘rotectson
(617)973- 0885 Fax (617) 973-0985 TTY (617) -973-0895

INSPECTION REPORT

. Date of Inspection a’ﬁ Reg. No. /ﬂ «J f\(} E:\plratton Date
Purpose of Inspectwn New Locatzon gi{ Relocation __- Comphance
Docleet No, OR Staff A531gnmentNo ,7?(/& EL 557 j 7 D? (’,Qé'/

Corporahon Vame
Pharmacy DBA Nidme ;4/’?‘:% @la}“ Store No.

Address ,.Q’é{') / =S ?@/ Mééﬁﬂ%/\ é)/‘SB/

Telephone No. 89‘9_““@0 Ol 2. Fax No. :Szjgj—*cj::;‘léz "@@%%‘
Manacer of Record S\éu %Z/LJ . Reg. No. [’73@ =

- Pharmacy DEA Re gstratmr\ Ne. nnd]“emlratmn])ata J[/C’/uc(«m oa]

Ph’umacy Hours. Daily é‘ _5_ Saturday ﬁ_ﬂ é_ Sunday N_ﬁff;“

Prachce Setting .Commumty Chain With Drive-thru Window
’ ‘Comumunity Independent o Specialty 3~ Long .ong Term Care
Daily Pharmacy Volume  Less than 100 100 to 500 Above 500

ion Numbers)

Pharmacy Technicians (Names, Registration Numbers and Certxi’cat:on Sfatus)
Other Pharmacy Support Staff and Trainees (Names and positions)

TED-
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3

NO

~SECURITY - 247 CNIR6.03 and CFR 1301 75(13)
ADEQUATE SECURITY SYSTEM ‘

EV}DENCE OF SECURITY CAMERAS

SECURITY BARRIER SEPARATES PHAR.MACY DEPARTMENT

FROCEDURE FOR ABSENCE OF PHARMACIST

CONTROLLED SUBSTANCES ARE LOCKED IN A SECURE CABINET

CONTROLLED SUBSTANCES ARE DISPERSED THROUGHOUT GENERAL INVENTORY

LOSS OR THEFT OF CONTROLLED SUBSTANCES (DEA FORM 106) REPORTED TO THE BOARD

SRV

SECURITYIACCESS TO PHARMACY RESTRICTED TO AUTHORIZED PERSONNEL

COMMENTS:
?&S{}SA }VOV\S ?ﬁ’/\} MCZ

LICENSURE/REGISTRAT IONSTATUS OF PHARMACY STAFF

NO

COPIES OF PHARMACIST LICENSES ARE E POSTED AND CURRENT, -

COPIES OF TECHNICIAN REGISTRATIONS ARE CURRENT AND AVAILABLE

A

"PROCEDURES IN PLACE TO MATNTAIN PATIENT CONFIDENTIALITY WiTH REGARD TO DISCAR_DED
PRESCRIPTION INFORMATION {&.g. SHREDDER}) )

COMNMENTS: . - '
- /?ﬁbif‘\”}‘o‘\g /?_@.;Ecrﬂ.:éo/

STANDARDS FORJPRESCRII’TION IJABELING AND FORMAT
M.G.L. c. 94C, § 21 and CMR 721.000

NO

- PRARMACIET-INITIALS GN LABEL-AND SERIALNO. S 120 S L L

"BEYOND USE“ DATEIS SHOWN ON LABEL

MNVENTORY LABELED WiTH BRAND, OR GENERIC NA
NUMBER, EXPIRATION DATE, OR INTERNAL CONTROL NUMBER W

MANUFACTURER AND LOT NUMBER USED

HICH REFERENCES

ME AND MANUFACTURER, STRENGTH, LOT

LABEL COMPL]AT;IT WITH INTERCHANGE A . R

PRESCRIPTION CONTATNS ALL REQUIRED: lNFOR.MAT]ON

ORALLY COMMUNICATED PRESCRIPTIONS ARE IMMEDIATELY DOCUMENTED

COMMENTS : . % (j
T Rupes Rt
s | : .

SUTDATED ITEMS/RETURN TO STOCK

NO

QUARANTINE AREA FOR CONTROLLED SURSTANCE RECALLS OR EXPIRED PRODUCTY

SEGREGATED FROM CURRENT INVENTORY

COMMENTS - )Q 4 % ‘
B 6%&‘@**\2»35 Rk ad e d
: - .

CONTROLLED SUBSTANCE RECORDS/EDT
91 CFR PART 1300 — 1308 and 247 CMR 5.00

YES

NO

PRESCRIPTION RECORDS ARE ON SITE AND READILY RETRIEVABLE FOR 2 YEARS

e
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C ONTROL}' JED SUBSTANCE RECORDS/EDT
21 CER PART 1300 — 1308 and 247 €MR 5.00 (continued)

NO

r}éE LAST BIENNIAL INVENTORY COMPLETED - &4F& 22 AND SHOWS BEFORE OPENING OR
AFTER CLOSING ' :

POWER OF ATTORNEY GRANTED TO PERSONS S!GN]NG DEA_FOR‘_M 222 AND READILY AVAILABLE

POWER OF ATTRONEY FORM FOR DEA FORM 222 GRANTED TO: /2e.,

COMPLETE RETURN AND DESTRUCTION RECORDS OF CONT‘ROLLED SUBSTANCES READILY
AVAILABLE

| EMERGENCY C—I! PRESCRIPTION RECORDS ARE COMPLETE AND PROPBRLY F!LED

SCHEDULE N PR_ESCRIPTION DATA TRANSMITFED BY COMPUTER ON TIME (EDT)

CENTRAL RECORD KEEPING AUTHORJTY FILED WITH DEA

DEA ORDER FORMS FILLED GUT COMPLETELY INCLUDING DATE AND QUANTITY RELEIVED

CH ORDER FORMS RECONCILED SATISFACTORILY

CNI-V INVOICES RECONCILED SATISFACTORILY

4 DAILY REPORTS ARE AVAILABLE, VERIFIED, AND SIGNED BY ALL PHARMACISTS INVOLYED

CIl PERPETUAT TNVENTORY RECONCILED WITHIN 10 BAYS:

N HSASENANE

COMMENTS : .
%@LJ ,&4‘@'\3 | %‘Wﬁi

TRANSFER OF PRESCRIPTIONS - 247 CMR 9.02

NO

CORRECT TRANSFER RECORDS ARE MAINTAINED AND READILY AVAILABLE

DAILY REPORTS ARE AV AILABLE, VERIFIED AND S]GNED BY ALL PHARMACISTS ]NVOLVED

"PATIENT PROFILES KREI\WNT?‘TTNE[T " LR T A ST

L

COMMENTS .

EQUIPMENT and REFER[E}NCE SOURCES 247 CMR 6.0%

NO

COMPUTER SOFTWARE NAME: __ i"’ L

TORSION BALANCE AND WEIGHTS SEALED DATE, z‘g [ Y

COMPGUNDING LOG MAINTAINED !

APPROPRIATELY SIZED SAFETY CONTAINERS AVA}LABI £ AWD USED ROUTINELY (] 6 CFR 1700)

CURRENT COPY OR E-VERSION OF APPROPRJ,ATE COMPENDIA REFERENCE AVAILARLE

CURRENT COPY OR B-VERSION OF MA BOARD OF PHARMACY REGULATIONS AVAILABLE

“\W\'it%

CURRENT COPY OR E-VERSION OF MA LIST OF I'NTERCHA'NGEABLE DRUGS AVAILABLE

COMMENTS

confle s E‘CZ

g ks
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CONTINUOUS QUALITY .IMPROVEMENT (COI) PROGRAM
QUALITY RELATED EVENTS (QRE) - 247 CMR 15.00

NO

CURRENT COPY OR E-VERSION OF CQI PROGRAM AVAILABLE

A g

QRE RECORDS (2 YEARS) ARE MATNTAINED IN AN ORDERLY MANNER AND FILED BY DATE

PHARMACY PROVIDES. PERSONNEL WITH ONGOING CQI EDUCATION AT LEAST AN}\}UALLY

FOLICY AND PROCEDURES ON SITE RELATED TO THE HANDLING OF MEDICATION ERRORS

NN

PATIENT COUNSELING |
- 247 CMR 6.01 and 9.07; M.G.L. ¢. 94C, § 21A

NO

PATIENT GCOUNSELING SIGNS (11" % 14")POSTED (&eéﬁﬁﬁﬁe—ﬁﬁ‘l‘v‘ﬁ-&%ﬁ

ADEQUATE OFFER TO COUNSEL MADE AND DOCUMENTED |

DESIGNATED CONFIDENTIAL PATIENT COUNSULTATION AREA

C OU‘NSELI’NG AREA ASSURER PRIVACY AND CONFIDENTIALITY

"PROSPECTWQ DUR OM WEW PRESCRIPTIONS CONDUCTED

AR 5

COMMENTS
Q&\qu—kvﬁ(@@d vers € =

SANITA'ELQN“ 247 CMR 0. 02 and 9.01

NO -

PHARMACY (]NCLUD['NG SINK, REFRIGERATOR, COUNTING TRAYS, AND AUTOMATED :
DISPENDTNG MACHINES) KEPT CLEAN AND ORGANIZED .

REFRIGERATOR MAINTAINED WITHING RANG OL./,IPMANT WITH STORAGE OF DRUGS |
REQUIRING REFRIDGERATION TEMT.

ROOM TEMPERATURE S 5% - 77 DEGREES F.

?RESCRIPTFON COUNTER 15 USED ONLY FOR PREPAR]'NG PRESCRIP IIO'NS

PRESCRIPTION DEPARTMENT HAS SPACE ADEQUATE FOR THE SIZE AND SCOPE OF
PHARMACEUTICAL SERVICES PROVIDED BY THE PHARMACY '

SUFFICIENT EQUIPMENT TQ COM POUNLI AND DISPENSE PRESCRIPT}ONS

SINK. HAS HOT AND COLD RUNNING WATER

NAREINA ré

COMMENTS
%‘f:%’egwbhs“ 1&*”“3&‘* & ‘;/

CENTRAL INTRAVENOUS ADVIEXTORE SERVICE (CIVAS)
“ 247 CMR 6.01(5)(e)_- -

’l

YES

NO

CLEAN ROOM - MINIMUM OF 72 SQUARB FEET

CLEAN ROOM ADJACENT TO PRESCRIPTION DEPARTMENT

HOODS HORIZONTAL
" VERTICAL

CIVAS APPROVAL LETTER FROM BOARD MAINTAINED ON PREMISES

.ﬂ\x‘\

PR
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CENTRAL INTRAVENOUS ADMIXTURE SERVICE (CIVAS)
247 CMIR. 6.01(5){c) continued

YES

NO

WRITTEN QUALITY ASSURANCE GUIDEL?N?.S MAINTAINED ON PREMISES

TRAINTNG [N STERILE PROCEDURE AVAILABLE AND CONDUCTED

ADEQUATE REFERENCE STANDARDS

ANNUAL CERTIFICATEON OF LAMINAR HOOD AND CLEAN ROOM CONDUCTED

P

- [ COMMENTS: — : |
. . . CZQZL.»-’ l"? (4T K;’?‘efd“i"‘j é;j“
s /7[,@;%}::»?33 @C/""qu/

P TECHENICIANS - 247 CVIR 8.00 |

NO

PHARMACY TECHNIC}ANS OPERATE WITHIN THE SCOPE OF LAW AND REGULAT]ONS

TECHNICIANS WEAR NAME TAGS EASILY READABLE WITH TITLE AND NAME

TE.CHNICIANS FOLLOW DUTIES A8 SPECIFIED IN WRITTEN POLICIES AND PROCEDURES

FECHNICIANS ARE SUPERVISED BY A PHARMACIST |

COM.M'ENTS:' _ :
u_\,;;%fbhsr@ié?fw’c(

TV ACCINATION/CPR - 105 CMR 700,004

-YES

NO

PHARMACIST ADMINISTERING VACCINES TO PERSONS 18 YEARS OF AGE OR OLDER

CURRENT CPR CARD

ADMINISTRATION 1S CONDUCTED PURSUANT TO THE ORDER OF A PRACITION}:,R

DOCUMEN‘TATJONOI— ACCREDTTED’FRAINTNU o

“COMMENTS:

MANAGER OF RECORD (MOR) - 247 CIVIR 6.07 YES NO

MOR CAN DEMONSTRATE IMPLEMENTATION OF A CQI PROGRAM T
WiOR RAS COPIES OF. CONFIDENTIALITY STATEMENTS FROM EACH FMPLOYEE
WO 1§ RESPONSIBLE FOR ESTABLISHING AND MONITORING POLICIES AND FROCEDURES: =

(2) STAFF TRAINING ONGOING. —

(5 TECHNICIAN MANUAL ON PREMISES -

(o) RATIO PHARMACIST TO SUPPORT PERSONNEL ___:___ T

TG OGN STAFF: _ T . o

PHARMACISTS . PHARMACY INTERNS ___ : )

 REGISTERED TECHS ____ CERTIFIEDTECHS ___ TECHSINTRAINING ____ "

COMMENTS: . ‘ — —
TR s Amiienced
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NAME() OF SUPPLIERS:

D,y&@(‘% Wm LL/;_M

[ WHOLESALE DISTRIBUTOR INFORMATION |

"GENERAL

NO

PHARMACY GRANTED ANY WAIVERS BY THE BOARD OR DEA TO ANY LAWS OR RULES

PHARMACY SHARES A REAL- 'I'IMB COMMON DATABASE WITH OTHER PHARJ\'IACIES

' PHARMACY UTILIZE THE SERVICES OF A CENTRAL FILL PHARMACY

VERIFYING PHARMACIST(S) IS DOCUMENTED

PHARMACY PERSONNEL WEAR APPROPRIATE NAMBE TAGS

PROCEDURE TO ENSURE ALL WHO WORX IN THE PHARMACY ARE APPROPRIATELY ARD
CURRENTLY REGISTERED OR LICENSED AND TRAINED TO PERFORM THEIR DUTIES

SIGN(S) POSTED REGARDING PHARMACY HOURS OF OPERATION

MV

. COMMENTS: . . ' = . —

[ have pamcnpated inan msPec’non and have reviewed the Inspection Report with the

Investigator,

gt ;%:4 o

* prnt Nams . Spaged @»@fam{
_". YLicense No. /1% %

Date ///f ‘%‘/78
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Department of Public Health
Division of Health Professions Licensure 7
239 Causeway Street, Suite 200 - P
7 " Boston, MA 02114 d-716%

Office of Pubhc F’roteotion
. {B17)973- 0885 Fax (617) 973-0985 TTY (817)- 973 0895

INSPEGTION R_EPORT

D‘lteofInspechon 3| 2 J Reg. No “(pnatmnDate Sy
" Relocation S '

I’urpose of Inspectwn New Location Comphance

. Docket No. ORStaffAs;ésmemNo ﬁtﬂ 5 7‘%

. Corporation Name _ e C a5

- pharmacy DBA Naine | _ B - StoleNo

Address __&Q | Sy Al i

Telephone No.- 5?)9—'@5_( 265 3 I‘axNo 5—&‘% -
o ch No EL0d. 1'7

Manager of Record 5@
. Pharmacy DEA-Re gastr?bon No.-and K Exmrah on Date . .7 TINTD
Pharmacy Hours Daily 7 - 7 Saturday /gunday

Practice Sefting Community Chain Wﬁh Prive-thr Wmdow 6‘9
. Community Independent _____ Specialty wjzA,ognﬁirm Care _

Daily Pharmacy Volume Less than 100 ' 100 {0500 Above 500 __ -

Staff Pharmacists (Names and Registration Numbers) Q"’ﬂ’/ 2 S ii

Pharmacy Interns (Names and Re@qtratlon Numbers)

Pharmacy Technicians (Names, Registration Numbers and Ce: ﬁﬁcahen Status)

.Other Pharmacy Suppoft Staff and Trainees (Names and positions)
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atae ¥ R T ' - Balrn
RSN

. SECURITY - 247 CMR 6.02 and CFR 1301.,75(b) -

| ADEQUATE SECURITY SYSTEM R . BE
EVIDENCE OF SECURITY CAMERAS . 1
SECURTTY BARIIER SEPARATES PHARMACY DEPARTMENT . @Z)ﬁw
FROCEDURE FOR ABSENCE OFPHARMACIST _ . A it
OTROLLED SUBSTANCES ARE LOCKED IN A SECURE CABINET _
SONTROLLED SUBSTANCES ARE DISPERSED THROUGHOUT GENERAL INVENTORY
L1555 OR T11EFT OF CONTROLLED SUBSTANCES (DEA FORM 108) REPORTED TO THE BOARD ‘L;"M
SECURTTY/ACCESS T0 PHARMACY RESTRICTED TO AUTHORIZED PERSONNEL el
COMMENTS: '

e CENSURIREGISTRATION STATUS OF PHARMACY STAFF

COPIES OF PHARMAEIST TICENSES ARE POSTED AND CURRENT
COPIES OF TECHNICIAN REGISTRATIONS ARE CURRENT AND A-VA]LABLE AL

I PROCEDURES N PLACE TO MATNTAIN PATIENT C
PRESCRIPTION INFORMATION {¢.g. SHREDDER)

ONFIDENTIALITY WITH REGARD TO DISCARDED

L

STANDARDS FOR PRESCRIPTION UABELING AND FORMAT
. T M.G.L. ¢ 94C, §21 and CMR 721,000 - ) j
TR TACIET TNTEALS GN LABEL, AND SERIALNO.OERY ... - oo o e | b
TBEVOND USE’ DATE IS SHOWN ONLABEL . : o
. I________‘
ENTORY LABELED WITHBRAND, OR GENERIC NAME AND ANUFACTURER, STRENGTH, LOT
NUMBER, EXPIRATION DATE, OR INTERNAL CONTROL NUMBER WHICH REFERENCES
MANUFACTURER AND LOT NUMBER USED -
15 AL COMPLIANT WiTH INTERCHANGE -
SRESCRIPTION CONTAINS ALL REQUIRED INFORMATION . ' =
S RATLY COMMUNICATED PRESCRIPTIONS ARE IMMEDIATELY DOCUMENTED - ) T

'CGMMCEJ‘]Z;j (/} %5§4

S

OUTDATED ITEMS/RETURN TO STOCK

QUAR.ANTINE AREA FOR CONTROLLED SUBSTANCE RECALLS OR EXPIRED PRODUCT
SEGREGATED FROM CURRENT [NVENTORY )

COMMENTS ‘ o -
frza icbndfed
o CONTROLLED SUBSTANCE RECORDS/EDT
"21 CFR PART 1300 — 1308 and 247 CMR 8.00

PRESCRIPTION RECORDS ARE ON SITE AND READILY RETRIEVABLE FOR 2 YEARS

e
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et 1

t ) CONTROL}L.HJD D'{JD‘D.Lanu.'u —— S e
21 CFR PART 1300 ~ 1308 and 247 CHIR 5.00 continued _
TRETAST BIENNIAL TNVENTORY COMPLETED o7/ 7 F@AND SHOWS BEFORE OPENING OR u
AFTER CLOSING ‘ S -

POWER OF ATTORNEY GRANTED TO PERSONS SIGNING DEA FORM 222 {\ND READILY AVAILABLE
POWER OF ATTRONEY FORM TOR DEA FORM 222 GRANTED TO: 22

e

e R e
COMPLETE RETURN AND DESTRUCTION RECORDS OF CONTROLLED SUBSTANCES READILY
AVAILABLE . .

fiive i — | -
ST ERGENCY G-l PRESCRIPTION RECORDS ARE COMPLETE AND PROPERLY FILED F

NS

PTION DATA TRANSMITIED BY COMPUTER ON TIME (EDT) .

"SCHEDULE i PRESCRI
CENTRAL RECORD KEEPING AUTHORITY FILED WITH DEA .

DEA ORDER FORMS FILLED DUT COMPLETELY, TNCLUDING DATE AND_QUANTITY RECEIVED E
CT ORDER FORMS RECONCILED SATISEACTORILY :

CHI-V INVOICES RECONCILED SATISFACTORILY - _

SAJLY REPORTS ARE AVAILABLE, FRRIFIED, AND SIGNED BY ALL SARMACISTS INVOLVED .
. .
“CHPERPETUAL S VERTTORY RBCONCILED WITHIN 10 DAYS 2
COMMENTS

DALY REPORTS ARE
TPATY IT PROFILES ARE WA

TNTAINED *

EQUIPMEN It
COMPUTER SOF TWARE NAME: Yl et

TORSION BALANCE AND STEIGHTS g4 SEALED DATE '
EOTPOUNDING LOG MAMNTAINED ' A,
AFPROPRIATELY SIZED SATETV CONTAINERS AVAILABLE 9D USED ROUTINELY (16 CFR 1700) m
CURKENT COPY-OR E-VERSION 5F APPROPRIATE COMPENDIA REFERENCE AVAILABLE
CURRENT COPY OR £.VERSION OF MA SOARD OF PHARMACY REGULATIONS AVAILABLE
SURRENT COPY, OR E-VERSIO ST OF INTERCBANGEABLE DRUGS AVAILABLE

N OF MA L1
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QUALITY RELATED EVENTS (QRE) ~247 CMR 15.00 R

3
H
f

.

-f__‘_a—u__m—q..-—

QRE RECORDS (2 YEARS) ARE MAINTAINED IN AN ORDERLY MANNER AND FILED BY DATE

PHARMACY PROVIDES PERSONNEL WiTH GRGOING CQI EDUCATI
RELATED TO THE TIANDLING OF MED

CURRENT COPY OR E-VERSION OF CUt PROGRAM AVAILABLE m '

ON AT LE/_KST ANNUALLY

POLICY AND i’ROCEDU_RES ON SITE JCATION ERRORS

COMMENTS -

PATIENT COUNSELING ‘
" 247 CMR 6.01 and 9.07; MLG. L. €. 94C, §21A

SATIENT COUNSELING SIGRS (117 % 147y POSTED ( -

T ADEQUATE OFFER TO COUNSEL MADE AND DOCUMENTED
) ;
DESIGNATED. CONFIDENTIAL PATIENT COUNSUL’I‘ATION AREA .

COUNSELING AREA FSSURES PRIVACY AND CONFIMENTIALITY

[ |
ﬂg
e
. [FResPECTIVE DUR OWNEY SREECRIPIIONS CONDUCTER - . A _ .
[ COMMENTS o . ‘ _ ‘ .
u=
—

L SANITATION - 247 CMR 6.02 and 9.03 _ :

PHARMACY-{]NCLUDFNG SINK, REFRIGERATOR, COUNTING TRAYS, AND AUTOMATED R
CLEAN AND ORGANIZED C

PLIANT WITH STORAGE OF DRUGS -

DISPENDING MACHINES) KEFPT
REFRIGERATOR MAINTAINED WITHING RANGEL
REQUIRING REFRIDGERATION TEMP. A
ROOM TEMPERATURE 1S 5977 DEGREES F. ]

PR.ESCRI?T}ON COUNTER 5§USED ONLY FOR PREFP

MENT AASSPACE ADEQUATE TOR THE SIZE A
VICES PROVIDED BY THE—PI—IARMACY

&

ARG PRESCRIPTIONS
SRESCRIPTION DEPART ND SCOPE OF

| PHARMACBUTICAL SER
NT TO COMPOUND AND DISFENSE PRESCRIPT}ONS

SUFFICIENT EQUIPME :
STNK HAS HOT AND COLD RUNNING WATER : : , .
HOT DR ‘ _

R HASHOT AND COL2
COMMENTS . '
B sec e exOhery S

ADVIIXTURE SERVICE (CIVAS)

CENTRAL INTRAVENOUS

o _ 247 CMR 6.01(8)(¢) .

S EATIROOM - MINIMUM OF 72 SQUARE FEET ” -

ROOM ADJACENT TO REACATPTION DEFARTMENT T ' : .

ROODS: “HORIZONTAL " .
VERTICAL




L MR T .02 a2

“CENTRAL INTRAY AU ST

- IR —
TR R
o R

B 7 CVIR 6.01(5)(e) contimued
WED ON PREMISES

CE GUIDELINES MAINTA

I
SIRTTTEN QUALITY ASSURAN , _
GCEDURE AVAILABLE AND CONDUCTED ,

TRANING TN STERILE PR
APEQUATE REFERENCE STANDARDS
AN ROOM CONDUCTED , ”

1 8
cr il .
=

SIUAL CRRTIFICATION OF TAMTNAR HOOD AND CLE
coNETS - ‘
&aﬂ&f o : .
CHNICIANS - 247 CMR 8.00 - :
STARMACY TECHNICIANS OPERATE WITHIN THE SCOPE OF LAW AND REGULATIONS
TROIMICIANS WEAR NAME TAGS EASILY SEADABLE WITHTITLE AND NAME _ mm
. - ___‘-—-P—H"M-
T1ES AS SPECIFIED IN RTTTEN POLICIES AND PROCEDURES . u

TECHNICIANS FOLLOW D
TECHICIANS ARE SUPRRVISED BY A FHARMACIST _
COMMENTS: S B ' ‘ -

T I R Tvo |

VACCINATION/C}"R 105 CMR
TSTRRING VACCINES 10O PERGONS 18 YEARS OF AGE OR OLDER R —_
e

PHARMACIST ADMIN

CURRENT CPRCARD | | } — ]
B : $) OF A CITIONER

ADM!N]STRATIOT{ _mjnuci_fai) PUR.SU?CNT ch THE TRDER OF A PRA QNB "'.‘ A

. DOCUT\'IENTAT‘ON OPAC &5 .- e R e e = .o . o e . .

{a) STAFF TRAINING ONGOTNG
CHNICIAN MANUAL ON PREM18ES

H»TE
__'_____———__—_P—_——"'"HL-—'—"—"’ T
() RATIO PRARMACIST TO SUPPORT PERSONNEL

NO, ON STAFF:
PH ARMACISTS
REGISTERED TECHS

U

STARMACY INTERNS
D CERTIFIED TECHS: " PECHS T TRADNING




- ’ . ’
' GENE ‘
A7TY LAWS OR RULES

A TO

STARMACY SHARES A
FHARMACY UTILIZE TG SHRVICES OF A
) ) 5
ﬂﬂi—

1 have-paﬁicipated in an inspection and have reviewed the Inspection Repo

Tpvestigator.

Pript Narhe __
Title V] E

Investigator _

Page 6 of 6

STARMACY GRANTED ANY ATERSBY THE BOARD ORDE _ :
AL TIME COMMON SATABASE WiTH OTHER PHARMACIES .
‘ CEWTRAL FILL FOARMACY - _ :
FERIFYING PHARMACE $T(5) 1S DOCUMENTED ‘ a—
SHARMACY PERSONNEL JEAR APPROVRIATE NAME TAGS
ARMACY ARE ATFPROPRIATELY AND m_

MACY P AW
“PROCEDURE TO SHSUREALL WHO WORK W THE PH
CURRENTLY REGISTERED OR LICENSED AND TRAMNED TO PERFORM THEIR DUTIES

. I - )
SIGN(S) POSTED SHGARDING PHARMACY BOURS OF OPERATION R . _
COMMENTS: . . ‘ . - ‘ ' :

t with the




| R FDA .Iﬂspection Report fo:‘Ameridése.(Sepf. ‘2008)' -



FEL 1005881167

' Establishnient Inspection Report :
Ameridose, LLC ' EI Start: 09/17/2008
Flialllillghal’ll, MA 01702-6211 ElEnd.. - 09/18/2008

' T4BLE OF CONTENTS

_ SUMMARY oo T et T i
ADMINISTRATIVE DATA oo ' 2
FISTORY o 3
INTERSTATE COMMERCE wwovryorssermossis s S IO TR s 3
JURISDICTION LLovspressssssiessns ST, - ......... 4
INDIVIDUAL RESPONSIBILITY AND. PERSONS INTERVIBWED wosoessrsssoee A 5
MANUFACTURING/DESIGN OPERATIONS .covcvoee RS S .6
FAANUFACTURING CODES wjavrorimsrs e ee————— 1
DEVIATION st ......................... TS
STRRILITY POSITIVE.coerereerecrmsrermisrissss [T R (ST 12
GENERAL DISCUSSION WITH MANAGEMBNT .2 — 12
: ATTACHMBNTS.._......................-.'...‘ ............... S— e 13
EXHIBITS COLLECTED oo — e L ——————— 13-
SUMMARY

This EY 2008 imited inspection of Ameridose, LLC ‘was condugeted i follow up to the firm’s
previous drug inspection and recent product secall. This inspection was conducted in accordance
 with Drug Manufacturing Inspections Compliance Program 7356.002 and FACTS 970608.

.Ameridosé was last inspected Tuly 21 through August 6, 2008, A Form FDA 483 Iﬁ@;é@é@lw_ . o
Obsérvations was issued for 1) testing and felease of drug product for distribution do not include - .

" appropriate laboratory determination of satisfactory conformance to the identity and strength of each
_active ingredient prior to celease; 2) written procedures are tacking which describe in sufficient detail
the identification, sampling, testing, approval, and r¢] ection of components; 3) master production

and control records-are deficient in that they do not include & statement of theoretical yield and
minimurs, niakimum, and.yiekd percentages; 4) batch production and control records do not include
results of the ingpection of the packaging and {abeling area before and after use for each batch of

.

_dng product produced; 5) batch production and control records are deficient in that they do not
include a statement of the actual yictd and pexcentage of theoretical yield; and 6) written production
and process contiol procedures are not followed in the execution of production and process control
- functions.. Eﬂ’i Conigliaro stated a wiittent yesponse o the Form FDA 483 was submitted on or about
- August22™. " AR S L S

Fl P . . . ) ] i
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~ FEL 3005881167
Bl Start 09/17/2008
EIEnd:  09/18/2008

Est_abiishméﬂfinspeeﬁon Repor_ij' : Lt
Ameridose, LLC - ) :
Framingham, MA 01702-6211

As part of.the previous inspectioﬁ EDA samples 366491 - Fentanyl (as Cifrate) and 366492 -
Oxytocin were collected and tested for sterility, potency and identity. Based on the results of sample
266491, on Septeinber 128 e firm indliated a.L.'g!unfary'p_roduét vecall for the potential product
“potenicy may be higher than the Jabeled vajue”. Sample 3664672 resulis are pencing.
of manufacturing worksheets; labeling, invoices and shipping
recoids specific to samples 366491 and 366492 as well as follow up discussion specific to questions
addressed during the previous inspection. ‘A Form FDA'463a Affidavit was signed by Gregory A. -
Conigliaro, General Manager/Vice President. A Form FDA 483 was not issued and additional

samples were not collected.

This inspection covered review

ADMINISTRATIVE DATA

Post inspectional correspondence should be addressed to Mr. Gregory A. Conigliaro, General
Manager/Vice Piesident at the referenced mailing address. - : o A

Inspectéd Fimi:' oo quiel'idoée, LLC'

- Corporate Location: " 50 Fountain Street -

: R . Framingham, MA 01702-6211

. Manufacture-Location: ' 695 Wavéﬂy Street Framingham, MA

B " - Pramingham, MA 01702-6211 .
Phone: . . 508-656-2653 '

RAX: 508-820-0644

Mailing Addvess:: . - 50 Fountain Street
T Framingham, MA 01702-6211
Website:- e _\ﬁww.ameridose.com '
Dates of Inspection: ~ + 9/17/2008, 9/18/2008

Dagsin Facility: 2 |

_Paiﬁcipants: e _— ) -Michelle'M.‘.Nde, Investigatdl' '

~ On September 15® FDA credentials weie displayed and a completed Form FDA 482 Notice of
* Inspection was. issued by FDA Investigator Madigan to Mr. Gregosy A. Conigliaro. (Attachment I}
- . This inspection was preaimouncéd_-to' Mr. Gregory A. Conigliaro, General Manager/V ice President
_on September 16 for he called the New England District Office questioning the wherezbouts of .
~ Investigator Madigan: "She had planned o retum to fhe firm on September 16 howaver, she was.
~ deployed for a U.S. Public Health Service mission. | e T

Y

LR

e



OFEL 3005881167
I Start 09/17/2008
FIBnd: ~ 09/18/2008

Establishment Inspection Report
Ameridose, LLC :
' Framinghani, MA 01702-6211

7% FDA cfedentials were displayed and a coﬁlp_letchPmmFDA 482 Notice of

_On September 1 7
- Tnspection was issued by me to Mr. Gregory A. Conigliavo. (Atiachment 2)

On S‘aptembér 18" M. Gregory A. Conigliaro, General Manager/Vice President si gned a Form

| FDA 463a Affidavit. (4tachment 3)

HISTORY

Auneridose, LLC is  private domestic Jimited liability company which 01'ganiﬁed, on February 8,
2006 in the State of Massachusetts. M. Gregory A. Conigliaro and Mr. Bairy J. Cadden are
designated as Managers of the business. On July 13, 2006, thé company opened operations at its
* present locations, 50 Fountain Street Framingham, MA and 695 Waverly Street Framingham, MA. -

" Mr. Conigliaro stafed the ¢ :

ompany has no subsidiaries or related businesses and no other locations.

Previous 'Inspf_:ctibn

Ameridose was Tast inspected July 21 through Angust 6, 2008. A Forim FDA 483 Inspectional
Observations was issued for 1) testing and release of drug product for distribution do not include -
appropriate Jaboratory 'det_érminétion of satisfactory conformance to the jdentity and strength of each-
active ingredient prior to release; 2) written procedures are Jacking which describe in sufficient detail '
the identification, sampling, testing, approval, and rejection of components; 3) master production
" and control records are deficient in that they do not include a statement of theoretical yield and
. minimum, maximur, and yield percentages; 4) batch production and control records do not include -
results of the inspection of the packaging and labeling area before and after use for each batch of
. drug product produced; 5) batch production and control records are deficient in that they do not
. include a statement of the actual yield and percentage of ‘theoretical yield; and 6) written production
and process control procedures are not followed in the exccution of production and process control
fanctions. Mr. Conigliaro stated a Written resporise to the Form FDA 483 was ‘subinitted on 'or about
August 227 [ S
As part of the previous inspection, FDA sample 366491 — Fentanyl-(as Citrate) and 366492 —
Oxytocin was collected and tested for stérility, potency and identity. Based on the results of sample -~
366491, on September 12" the firm initiated a voluntary oduct recall due to the potential that the
_‘product “potency-may be higher than the labeled value®. Sample 366492 results are pending. -

INTERSTATE COMMERCE

- Basedonthe pl‘e‘;ib}is-eStabiiSh"ﬁéf?‘t report; Ameridose ships 75% of its finished product ouside the
Ameridoge sexvices all S0 states. 1

“State of Massachusetts.  According to the company website,

30f13
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JURISDICTION

Ameridose is a unit dose repacki ‘
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antibiotic classes; fifteen (15)
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website, Ameridose offers the

Sterile Admixing Services _

CA Admixtores
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al Syringe Rep ackaging Services ' :
Schedule - Rareotics
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Or

“Oxycodone” " i B .
Schedule 1. Combination Controlled Substances '
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E Hydrocodone | Guaifénesin
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at hitp://www
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FEL: 1008881167
RI Start: | 09/17/2008
EI End: 00/18/2008

Establishment Enspeeﬁdu Report
Ameridose, LLC - ,
Framingham, MA 01702-6211

Oxytocin were collected. Refer to theé section of this yeport entitled, “Manufac‘wi‘ing{Dﬁéign

Operations™.

' INDIVIDUAL RESPONSIBILITY 4N PERSONS INTERVIEWED

A photocopy of the Ameridose organizational chart was coﬂcctéd and attached as Exhibit 1.

. Gregory A Conigliaro
Vice President/Geﬁeral Manager '

M -C;)nigliaro identified himself as the most responsible individual. He stated he is Vice.
President/Genexal Manager and has been since the company was founded in February 2006, noting

there is o designated President. He explained he has the authority to s1gn checks, take loans and
hire personnel. He stated he has a background in engineering, M. Conigliaro explained he does not -
- reporttoa specific individual but is accountable to the Board of Members. There are four _
 individuals which make up the Board of Members. Mr. Bairy Cadden is designated a8 one of the
four Members.. M, Conigliaro noted the Board of Members are not involved in the day-to-day
activities of the business; however, MI. Cadden has the authorify to actas his designee (i.e. sign
checks).. M Conigliaro chose not t0 disclose the other Members: Note: M. Cadden is Mr..
Conigliaro’s brothersin-law, Heis President/Director of New. England Compounding Pharmacy, Inc.
Jocated at 697 Waverly Street Framingham, MA. ‘M. Conigliaro stated M. Cadden owns {he

patient specific compounding pharmacy and that Mr, Cadden’s “compaity is not an FDA facility, it

is purely a pharmacy jocated in the State of Massachusetts.” - R ‘

Mr. Conigliaro confirmed that he is most vesponsible for all operations of Ameridose and as such,
thas full wnowledge of the day-to-day opetations including regulatory, manufacturing, humat
1'639111‘063, and financials, He has knowledge of, and can identify, records associated with the-

" yeceipt, storage, manufacture, label, and shipment of inventories by the fum. (Attachment 3) M.
Conigliaro has several direct reports at the management level, 1.e. Ms. Sophia Pasedis, Vice
President Regulatory Affairs; PIC, responsible for pharmacy oversight {18 phannacists}'and FDA
.. régulations. M. Conigliaro stated that Ameridose is “an FDA facility, naturally.”

- Meianic Cerullo .

- MEIalby Aol mm

e D_i_r'éz‘,tor of Quality r

. Ms. ‘Cerullo feported she is responsible for the firm’s overall 'Quailitj;' system including, o
-'*_'_:‘docj;umentatipﬁ, h'ainjng,_change-con'trol‘,:dcvia'tions, complaiitts and routing quality review. Ms.
" Cerullo stated she s responsible for release of in-process and finished product. ‘Ms. Cernllo has been .

" employed by Ameridose since October 1,2007 and reposts {0 Mr. Conigliaro.

.. ,"5‘bf13:
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 pEn 0 3005881167
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Bl End: ~09/18/2008

'Eé{ablishment Inspection Report |
- Ameridose, LLC :
‘Pramingham, MA 01702-6211

N ANURACTURING/DESIGR OPERATIONS

' ORDER RECEIPT / PROCESSING
Mir, Conigliaro stated alt purchase orders ave received from 2 hospital phafmaois"t and/or
. purchase/buyer via facsimile 0 internet at htip '.l/www.ameri’dose.cbm/Ameridose-Oxﬂine- .
'. Ordering.html. He noted-Ameridos_ed(_)ejs not service homeﬁéliﬁe@ and does not work with a
wholesale supply chain. SOPs No. 2.040 version 1.0 entitled, “Order Process” and 2.0 (draft)
entitléd, “Order Processing and Generation of Formulary Worksheet” were reviewed.

- M Conigliaro reparted 99% of the firm’s business is not patient s_peciﬁé and the venaining 1% is.
~ patient specific (i-¢- dialysis patients). He s;ate_d that, except for dialysis patient purchase orders,
Ameridose does ot receive patient names on customer orders, only the total guantity requested. To.

fill ordets product is either pulled from the firm’s existing inventory or a new lot is manufactured.

Ms. Ceiullé stated Ameﬂdose uses PX Software, generic pllélﬁlacy software, which randomly

. assigns a lot pumber (in-process and finished product) and generates an ordex {abel. This order label '

is pot used on the product, . Refer t_o_E;thibft 7, pages 4, 6, 810,12 & Exhibit 12; pages 2, 4, 7, 9,
1812, 15,21, 24, 26, 28. It is only affixed fo the purchase order form. This label includes anRE
mumber. This Rx pumber is not used by Ameridose, for the Fyin relies on the customer otder
mumber and ot mymber to track product. Mr. Conigliaro stated Ameridose uses Quick Books to

generate its packing slips and invoices. Finished product is shipped divectly from Ameridose to its

customers via FEDEX. FEXEX labels are affixed {0 the invoices., Refer o Exhibit 7, pages 5, 7. 9,
11,-13 & Exhibit 12, pages 3, 5.8, 1 1,13, 16,19, 22, 25, 27, 29. FEDEX is considered the firm’s
primiary shipper a_rlli.d‘performs an estimated 95% of its deliveries. . :

o, NACL 10meefmL - Lot 07302008@4

, _FENTANYL CITRATE 0.9

| RAW MATERIAL

.On of about July 1, 2008 Amcn'd_os'c peceived a shipment consisting of fwo (25 om) {lnits-éf Eent!aﬁj-d B

Citrate powder—USP (non-sterile active) - Lot 665 594 from Medisca Inc. Plattsburgh, NY via L

. FEDEX (no tracking pumber available). A photocopy of 1aw materiqlshipmen’g/‘recéipt and =
ceitificate of analysis was collected and attached as_Exhibf_f 2. : ‘

* Ms. Ceruilo stated the firm does not perform identity testing on incoming 1aw material for it relies -
" on the certificate of analysis. “She confirmed that yaw miaterial testing of incoming product is not " -
- included in the firm’s current SOPs. ‘Ms. Cérillo did note that some raw materials have béen ...
idenfity teésted but it is not the firmy’s normal practice to do 5Q and that these raw materials were .
She explajned that M. Pasedis was the best -

© ... personto ask yegarding this question; however, she was pot available. ...
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E_stablishméﬁt Inspection Report
Ameridose, LLC '

Framingham, MA’ 01702-621%

CONCENTRATE

CONCENIRALE
A portion of Lot 665394 was used on ju-ly 3, 2008 w© 33‘;&:.,311556_’?;1?@.?1\% {20ml} svringes.and thirty
(50ml.) syiinges of Fentanyl Concentrate in oG-l Omg/mL, Lot 0701 2008@96., A phorocopy of the

manufacture worksheet was collected and attached as Exhibit 3. The firm does not perform identity

testing on the concentrate.

STOCK SOLUTION
- Aportion of Lot 07012008@96 was used on July 9, 2008 and Tuly 15,2008 fo .man‘ufacture Fentanyl
(as Citrate) in SWFI 50meg/mL 4000mL Stock Solution Lot 07082008@109 and Lot T

' 07142008@109, respectively.

* Samples of Fentanyl Stock gplution (1 syringe) were sent to DYNALABS to test potcncy/purity,

_ endotoxin and'steril_ity. Stock: Solution were held in quarantine until receipt of results (CoA dated
- Tly 28; 2008 and July 30, 2008), and 'su’béequently released by Director of Quality and/or Director

of Pharmacy and/or Narcotics Pharmacist. .

A photocopy of the manufacture worksheets and certificate of analysesftesting was collected and

attached as Exhibit 4 & 5.

FINISHED PRODUCT / LABELING

A portion of Lot 07082008@1 09 and Lot 07142 008_@1 09 was used on or about August 1; 2008 to.
- manufactare 200 finished product units: Fentanyl Citrate in 0.9% NACL 10mg/mL 100mL
Injectable bag, Lot 07302008@A4. - ' " L

A sample of 'ﬁnigiled product'(rl _syﬁxiQé) pulled from multiple ﬁﬁisheci productrinjcctable baés was-
sent to DYNALABS to test 14 day sterility:. The only test performed on all finished products i8

- gterility. Itis the firm’s pormal practice to release finished product prior to receipt of results. Lot
073 02008@4 was released by a Staff Pharmacist prior t0 receipt of stexility results (CoA dated - -
August 19, 2008), upon final ipspcctioxi ofthelot. =~ o T P

. A phatocopy of the mamufacture worksheets and certificate of analysis/testing was collected and
attached as Exhibit 6. o ‘ L T A
For Fentanyl, AIhei'idb'sgz,afﬁxes a white label wifh black lettering on Hogpira inj ectable bags. The
- Ameridose label covers the Hospira blue lettering imprinted on the bag, however, a portion of the
lefiering rematns visible which includes but is not limited o, **Lot 3¢ Bxp %x% 100 mL NDC
SOD_]UMECHLOR_[DE lnjéct_imj‘,,USF***f 3 :

0409-798.4-37 0.9% 2 I addifion to the Hospira lettering;

ef13
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Estabiishmeﬁt Inspection Report
Ameridose, LLC '
Framingham, MA 01702-6211.

the finished product is labeled in part, s #Preservative Free 10meg/mL FENTany! (as Citrate) in
- 0.9% Sodium Chloride Total Feirtanyl Dose 1,000meg/ 100mL- Content volame 100mI. in 100mL
injeciable Bag Exp WNORANN {1:-:-J:-.;'-:_:}‘;,"dz}-':-’yaaé'] 1ot mooonoo@xx Ry Only AMERIDOSE
Framingham,; MA 01 702...CI1 Store at Room Temperanie Single-Dose Bag {BARC QDR DO
2420025104% %", Each product is placed in an Ameridose over-wrap tamperproof bag. There is no

specific labeling on the bag.

A photocopy of an ciample of the finished product label was collected and attached as Exhibil 6a..

“FINISHRD PRODUCT SHIPMENT
The following éustomers received'.silipment of Fentany! Cilrate in 0.9% NACL 10mog/nl.
Injectable bag, Lot 07302008@4 via FEDEX. A photocopy of documentation of distributed product,
inchiding a master customer list for Lot 07302008@4, purchase orders; and invoices with FEDEX

tracking numbers were collected and attached as Exhibit 7.

Order | — ! _ Toy | Daie - FEDEX Tvacking No.
Zt‘\Io‘.- Customer . . | Address Dispensed Dispensed S
3574 Advocate Good “Downers Grove, IL ' 5 bags 308 0677 52954223
. Samaritan Hospital - | 9677 5295 4040°
' C ' 9677 5295 4028
» . 9677 5295 4039
13548 Ron Secours Mary Newport News, VA 10 bags 7/31/08 9677 52_9A5 5539 _
. Immaculate Hospital T . 1967752055528
' ' ' " ) 06775295 5517 -
| 9677 5295 5506
| 9677 5295 5491
9677 5295 5480
| /96775295 5470
1 96775295 5469 -
S doon {9677 5295 5458
3710 | Craven Regional . | New Bem, NC | 10bags 8/2/08 9677 5295 5138
: Medical Center S S "] 96775295 5127
- a © | 9677.5295 5116.
. . S 1 9677 5295 5105
| 3807 “Brénson Methodist Kalamazoo, MI . - 100 bags §/4/08 - | 96775295 8034
1 Hospital . - B L ' 1967752958023
| ISR 10677 5205 8012
R 9677 5295 8001 - -
R EES T ER CPE 9677 52957998 ..

EERIEIE 2 St ER



FEL 3005881167
EI Start: 09/17/2008
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Establishnent Fnspection Repdi‘t
. Ameridose, LLC '
Framingham, MA 01702-6211

SaTacNarwood | Norvwood, MA - 316108 £19801860685443
| Hospitl ' ' 1. 645801860685450

NAC_L 30'u11its/§(}€imL infectable bag, Eot 08022008@54’ g

Oxvtecin

added to

On or about March 14, 2008 my fFm received a“shipnient consisting of one (2.5 million units bik) of
- Oxytocin, USP (sion-sterile active powder) Lot ¥A0048 frony Spectrun Chemical Mfg. Corp.

. Gardena, CA via FEDEX (po tracking number available). A photocopy of raw material
shipment/receipt and certificate of analysis was collected and attached as Exhibit 8.

As previously noted, Ms. Cerullo stated the firm does not perform identity testing on incoming raw

material for it relies on the certificate of analysis. She confirmed that raw material testing of

incoming product is not inc_luded in the firm’s current SOPs. Ms. Cerutlo did note that some raw
dentity tested but it is ot the firm’s normal practice to do so and thiat these raw

snaterials have been 1
materials were tested solely for a“specific reason, : &, development. She explained that Ms. Pasedis

was the best person 10 ask regarding this question; however, he was not available.

STOCK SOLUTION -
A portion of LotX40048 was used on July 11, 2008 to manufacture five (4000mL.) bags-o.f Oxytociﬁ
in SWFI 104 its/ml. 4000mL Stock Solution; Lot 071 02008@83. oo

A samples of Oxﬁoc'm Stock Sotution (1 syringe) was sent to DYNALABS to test potency/purity,
. Stock Solution was held in quarantine until receipt of results (CoA dated

endotoxin and sterility
£ Pharmacy and/or

July 28, 2008), and subsequently released by Director of Quality and/or Director 0
: Naljcotic's_/\f' ault Pt;almacist. : T o
.A'l).hétoCi)py_ of the manﬁféétufe worksheet and certiﬁcéte. of ‘an-alysis/tesﬁng was é"cilleptéd and
" attached as Bxhibit 9. - o : o T -
. pINISHED PRODUCT/ LABELING
. A portion of Lot 071 02008@83- was used on August 4,2008 to.ménﬁf.acturé 432 fmisbed.product‘
NACL 30 units/500mL injectable bag; Lot 08022008@54.

umits: Oxytocin added o 0:9%

L
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A samiple of finished p
. gent to DYNATABS to test
sterility. it is dhie fiim '
08022008@54 wasre
~ August 20, 2008), upon final inspection ©

. aﬁacl1ed as Exhibit 10..

For Oxytocin, Ameridos
Ameridose-label coverst
. lettering reshains visible which includes but in not limited to,
SODIUM CHLORIDE Injection, USP
beled in part, “***OxyTOCIN 30
ture, Profect’

0409-7983-07 0.9%
the finished product is la
Chloride Inj. Store at Room Tempera
Rx Only AMERIDOS
2420020613%**, "Eacl

specific labeling on the bag.

s poriTial pracics
Jeased by a Staff Pharmacist prior to receip
f the lot...

R Framinghai,
) product is placed in an Ameridose 0

FEL
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FINISHED PRODUCT SHIPMENT

The following customiers r
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14 day sterility. The onl

o pal = L3en1
10 rEPasE BiNIS

A photocopy of the manufacture worksheet and certificate 0

¢ affixes a green label with black
he Hospira blue lettering imprint

ecéived a shipmenf of Ox
008@54 via FEDEX. AD
ist for Lot 08022

from Freezin
MA 01702 Single-Dose

ytocin added to 0.9

ed on the bag,

AR

m multiple finished product injectable bags was’
y test performed on all finished products is
h=d product prior to receipt of results. Lot

t of sterility results (CoA dated,
f analysis/testing was collected and

lettering on-Hospira injectable bags. The.
however, a portion of the '
«s£4] ot xxx Exp xxx 500 mL NDC '
»." In-addition to the Hospiralettering, .
Units added to 500 mL 0.9% Sodium )
g, Bxp: xx/xx/axsx [montl/day/year]
Bag [Barcode] NDC: ' .
ver-wrap tamperproof bag. There is no

0.9% NACL 30 units/500mL. - B
hotocopy of documentation of distributed
008@54, purchase.orders, and invoices with

et

_ product including a master customer L
FEDEX tracking numbers were collected and attached as Exhibif 12 '
. W Customer - ’ Address Qty Date FEDEX Tracking No. |
-No. T ' - . Dispensed | Dispensed | - o
.| 4191 Riverside Medical Karikakee, IL " | 48 bags $/6/08 | 649801860683616
Center — Kankakee . . 649801860683623
Center - | 649801860683630.
649801860683647
649801860683654
649801860683661
L , 649801860683678
4197 Aspirus Wausau Wansau, WI . 24 bags 816108 . 17649801860683210 -
_ _ Hospital .- = S L g .
. [@13 | Parkland Medical | Doy, NH Abags | 6/608 | 6498018606818107.
< | Center ¢ N EP R ST 649801860681827 -
m_— Northem . Mount Kisco, NY - .+~ 24 bags 1 8/6/08 - 649301‘8_60681_55'1 o .
| Westchester e ' | 649801860681520 - |
o Haspital Center . T o .



Rstablishment Inspection Report FEl: - = 3005881167

Ameridose, LLC . “EI Start: - 09/17/2008
Framingham, MA 01702-6211 ~ EIEBEad: 09/18/2008
649801860681537
. S 649801860681544
4160 Northiport Medical Newthport, AL T rsdtegs - | BOGE 1 AZTEOIRE0ARDSIE
Center, ' _
2078 - | Samaritan Medical Watertown, NY 48 bags 8/6/08 649801860681254
-7 | Center ' | 649801860581247
L 649801860681230
: - . _ _ | 649801860681223
4056 West Subirban Qak Paik, IL .| 24 bags 8/5/08 649801860678667
Medical Center - | . L 649801860678674
" | 649801860678681
. . : 967752959111
4028 - | Lakewood Ranch Bradenton, FL ‘ 24 bags 8/5/08 £49801860678100
Medical Center : ' '649801860678094
4045, Provena Saint. Toliet, IL. 72 bags 8/5/08 649801860677929
: Joseph Medical - 4 649801860677912
Center” : E - *649801860677905
: 649801860677899
649801560677882 -
| 649801860677875
, , 649801860677868
3950 Sherman Hospital | Elgin, IL 48 bags 8/5/08 649801860676632
S ' ‘ , X 649801860676625
3952 Swedish Covenant | Chicago, 1. - 24 bags 8/5/08 6498015860676649
-Hospital A
MANUFACTURING CODES

: Ms Ce,milo stated Ameridose uses PK Software, generic pharmacy "so'ftwaije, which randomly
assigns lot numbers. The firm’s Jot numbers are not specific to a date or batch sequence, each batch
(in-process and finished product) bas a unique lot number. '

DEVIATION

'_iA"phofocopy of Deviation No. D08118 was collected and attached as Exh ibi{'13. This deviation was
nofed during finished product preparation of Fentanyl/Ropivacaine in 0.9% NaCL 1 meg/0.2% ‘

100mI. Injectable Bag, Lot 07162008@166.- The pharmacy technician inadvertently spiked the -

" Fentany} Stock Solution bag with the tubing set that had been used in the Ropivacaine bag. The

LY

" phatmacist was notified immediately and the Fentanyl Stock Solution that was contaminated was -
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sedto waste. There was no-product impact reported. The root cause of the deviation was

STERILITY POSITIVE

" Ms. Cerullo stated the firm has received one positive sterility result. A phot'ocop'y of Out-of-
' Specification No. OOS08052 was, collected and attached as Exhibit-14. This positive sterility result -
for Day 14 (June 16, 2008) Fentanyl 50 meg/ml, Lot 05292008@74 was investigated and concluded

~ tobedueto an error on the part of DYNALARBS.

GENERALDISCUSSEON WITH MANAGEMENT
Ms. Cerullo reported finished product shelf life 1'anges‘ﬁ'om 14 t6 90 days, based on the product.
Fentanyl Citate in 0.9% NACL 10meg/mL Injectable bags are labeled with a 45 day shelf life.
" Oxytocin added to 0.9% NACL 30 units/500mL Injectablé bags are labeled with a 90 day shelf life.

Ms. Cerullo confirmed that the firm has not performed a sterilization validation study. She stated the
frm tests the stock solution for sterility and performs integrity testing on the filter used after
preparing the ot Mr, Cerullo and Mr..Conigliaro explained thiat “every time the product is made the
stock solution is validafed, because it is tested for sterility”, They noted that if the firm was to

' validate the process this is what it would do.

Ms. Cerullo presented a Bag Overfill Study Sumrary which was performed to evaluate the overfill
associated With 100 mL Hospira Normal Saline bags. A photocopy of the-Summary was collected
and attactied as Exhibit 15. Ms. Cerullo explained this stady was used fo determine the volume of
sodium chloride to exfract prior to adding stock solution to the product bag. This evacnation and
addition is-outlined in the manufacture worksheet for finished product Fentanyl Citrate in 0.9%

. NACL 10mg/mL 100mL. Injectable bag, Lot _07302008@4 . Refer to Exhibit 6, Page 1.

Mz, Conigliaro stated a written response to-the Form FDA 483 was submitted on of about August
"927, He noted that as part of the response the firm has comumitted to implement identity testing of
 its finished products. Ms. Cerullo stated SOP No. 6.021 version 1.0 entitled, “QA Sample Process

and Library” was effective at the time of the prévious inspection. ‘She explained that the fomnhas
 revised SOP No. 6,021 to version 2.0 and is in the process of training employees on the new version. -

A photocopy of SOP No. 6.021 version 1.0.and 2.0 was collected and attached as Exhibit 16a-b. '

A F_oﬁn. FDA%&_G_?;a A"fﬁda\{it was $igned by Grcgorjr A. Ccnjgliéi'q,-Ggﬁé;’alﬂ MaﬁégérNicc '
President. A Form FDA 483 was not issued and additional samples wore ﬁo_tﬁcp]leqted. '
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ATTACHMENTS . .
Form FDA 482 Notice of ]nspcctzon dated 9/15/08 issued to Grcgory A. Conigliaro, General | 1pg
Mana gerf\"r ice President
Form FDA 482 Notice of Inspect;on dated 9/17/08 1ssucci to Grcgory A. Conigliaro, General | 1pg
Manager/Vice President e o
Form FDA 463a Affidavit dated 9/) 8/08 issued o and signed by GregoryA Comgharo iSpes -
General Manager/Vice President ) .

EXHIBITS C@LLECTEB

b Amendosc Orgamzaﬁona] Chart . ‘ ' - {ipp
2 | Raw Matetial: Fentanyl Citrate Powder-USP - Lot 66559A .o Spgs-
3 Concentrafe Fcntanyi Congentratc in H,0 IOmglmL Lot 0701 2008@9%6 6 pes-
4. | Stock So!utlon Fcntanyl {as Ci tra(e) in SWFI 50meg/nl 4000mL Stock Solu ﬁon Lo! 1 p-gs
© | 07082008@109 ) .
5 | Stock Solution: Fcntanyi (as Citrale) in SWFI SOchmL 4000mL Stock Solution Lot - ldpgs
07142008@109 R
6 | Finished Product: Fcntanyi Citrate in 0.9% NACL IOmg/mL 100mL In_;ectdb!e bag, Lot 6 pes -_
.07302008@4 _
. 6a | Label Exaniple: Fentanyl Citrate in 0.9% NACL 10mg/mL 100mL }.njectabic bag 2pgs
| Orders/Shipment: Fentanyl Citrate in 0.9% NACL 10meg/mL Lot 07302008@4 13 pgs
Raw Matecial: Oxytocin, USP (non-sterile active powder) Lot XA0048 | - 1 4 pps
9 | Stock Selution: Oxytocin in SWFI 10 umts/mL 4000mL Stock Solution, Lot 077 02008@63 12 pgs
10 | Finished Product: Oxytocin added fo 0. 9% NACL 30 units/S00mL injectable bag, Lot . lepps
08022008@5 4 S
I1 | Label Example: Oxytocm added to 0.2% NACL 30 umtsfSOOmL injectable bag 11 pg |
-12 | Orders/Shipment: Oxytocin added to 0.9% NACL 30 units/500mL injsctable bag,'Lor 1 2%9pg
| | oso22008@54 - : . : DR A
'[713 | Peviation No. D018 o B o  [3pes .
14 | Out-of-Specification No. OOS08052 _ : 3 . y T4 pgs
15 .| Bag Overfill Study Summary 100 mL Hospira NS Bag ’ 4 pgs
16a | SOP No. 6.021 version 1.0 entitled; “QA Sample Process and Library” - 4 pgs .
-16b [.8OF No. 6.021 version 2.0 cnmled “QA Samp]e Process end Library” . : : % pps

1
-

. %@4/7& %ﬂ_

,'_MlcheileM Noe Investlgator o L . o s :
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IJKELHDMOFWWWRB’WB&ED
- ter  Mr. Gregory A. Conigliaro, General lManager

T

%' R HERE STREEY ADDAESS

i Ameridose LLC 50 Fountain St~

' (XTY.ST&-‘W:.&"CDD’:'.CQURW ) TIVEE ESAELSHWEHT BHPECTE0
Praminghamy, MR -01702-E623 % Do Mznuifesturer

This dncument lsts ebeervations mede by the FD & representstive(s) during the inspsetion of youe fasility. They &fe inspeationst
ohecrvatione, snd 4o not roprescat a finsl Agency dcterntination regarding you complissce, If you kave & objestion reparding éa

" observetion, o7 have implemented, of plan to implemeént, corectivg action in response to & obssrvetion, Yo mEy digzuss ths objection a2
setion with the FDA repoeseatetivels) during the inspection or submit thit informetion to FDA st the address sbove, If you hsve eny
qusstions, pleass contect FDA stthe phons pumber end address Bbove, . .

DUEING AN IREPECTION OF YOUR FIRKE | OBSERVED: .

ORSERVATION §

Testing end retease of drug product for distritution do not includé sppropriate laborstory determinetion of ssttsfactory

conformance lo the identity end strangthi of each gotive ingredient prior to refeass, ,

“Spexifically, the firm mamfectures stock solution of & additive made from &0 Active Pharmsceutical Inpredient received
and petfortns & potency, sterility, std endotoxin festing on the additive, and then manufactures an Admixture for review and
celese by the Clezn Ropm Pharmacist and Breight Room Pharmacist prior to shiipment. There ie no potency or identity test
dons on the finished drug product, and the product is shippsd immediately and prior t the 14 dzy-sterility tegt results ere
reccived by the firm. Thres examples are 25 follows: &) Fentenyl/Bupivaceine in 0.5% NACL Loté07152008@134 .
mannfectured on 7/16/08 end shipped immedistely; b) Sufentenil/Ropivecsing 0.4:mcg/0.2% m! Cessette . .

{407082008@136 manufectured on 7/09/08 end shipped immedistely; end ¢) Oxytocin added to LR 20 vaits/ 1050 mi INJ

BAG Loth07142008@3 manufsctured on 7/14/08 end shipped on 7/16/08. The firm SOP 9.060 Stexility Product Process
VER: | dated 7/17/05 under 9.0 PROCEDURE roveals the sterement &1 9,1.5 "Due 0 litnited Bsyond Use dating on our

' products, products free of contemination...shell be releesed on dey THREE by the quasentins Pharmacist™.

OESERVATIONZ:
Written procedures are lecking which geseribe in sufficient deisil the identification, sampling, teg!ing; Wm,_md rejection - .
of components. o - . . : B .. .

Specifically, SOP 5.0 10 Product Procusement, Beosipt and Enspection Version 1.0.deted 7/17/05 doss not address how the

reneived sctive pharmacsutical ingredients are ssmpled, tesied end jdentified by @ test method sbown in the USP or verified

il end valideted to be equivelent to g kmown method in the USP. Ths firm recelves & Ceriificete of Anglysis on the Active
pharmaceuticels recsived snd hes velidated the test results on the Certificste of Anslysis of the initial lots from the suppliers,

along with peciodic tests on fiiture fots received: however, sotne but not ell API lots received heve & specific identity test-

dons on them. For sxemple, the active pharmeceuticels for Hydromorphone HCL Lot#65723/C end &65300/E, end '

1 Ropivacaine 64719 were received by the firm and not specificelly idertity tested by test methods shown in the USP.

A - ] B EET
SEE REVERSE | o I R
OF THIS P&GE | S o , ‘ {M 08/06/2008
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3 TGHE J0 TITLE OF DAL, TO WA FReront ETU) ]

T EPARTEERT OF REALTH ARD RUKAN SERVICES
POOD AHD DRUG ADMINISTRATION

' TG: Mr. Gregory A, Conigliero, General Manager
3 FRK KAVE . X
| Ameridose. LLC

ETRECT ADDARESS
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e

TCAY. 1ML &F GO0, COUNTRY
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| Drug Menufzplurey

Framingham, #h 01702-6211

“two Master production (Fornmus Workshest) examples: £) Feateny! (s citrate) in SWFI 50 meg/ml 4000 ml Stock Solution,

OBSERVATION 3
The — production end contro] recorde are deficient in that they do not include & statenent of theoreticel yield and
minimum, mesximum, snd vield peroenteges. - . .

Specifically, a1 eview of two Mester Production records (Jaster Rormule Workshests) revesled no statement of theoreticel
yield por & pereentage renge of theoretice! yield that the produced batch should fiell within. This can be seea inthe following

| oBSERVATION ¢

|| efter use for ésch batoh of drug product produced,

1 rite/t 000 mi INI BAG Lot#07162008@13 mads 7/16/08 do not includs instractions o heve documented 2 fine clearaace

end b) Oxytosin in SWEI 10 units/ m| 4099m! Stock Solution.

Batch production and control records do not include feselis of the insection of the packeging end lebeling ares before and

Specifically, & review of Batch Formuls Workshests for both stock solution and finished product revesled that the firm doss
riot document the ling clezrance inspsction of the packaging snd lsbeling ares before and afler use. For exzmple, &) Oxytocin
in SWFI 10 pnit/ml 4009 m! Stock Solution Lot#5172008@130 mede &/18/2008, end b) Oxytocin added to LR 20 :

Y example, thére is no eatusl yield or percenteg

before and sfter the peckeging end lebeting of the products involved,

OBSERVATION 6
The baich prqduciioﬁ end control resords are deficient in that they do not include & etatement of the ectust yieié sid
percentage of theoreticel yield. ' : . o o .
Specifically; 2 review of Batch Formpla Worksbeﬁs for both giock sslution snd finished product revesled thst-the ﬂrmidoﬁ
not heve g statemnent of the sctual yield enid the percentage of theoretical yield st the completion of the process,” For
ercentags of theoretical vield notsd in the following two Formmia Workshests: g)
‘ocin in SWET 10 unite/ml 4090 ml Stock Solution Lotk05172008@130 mede 6/18/2008 (Step#T & 13), and b) Oxytocin.

- Written

cefersto "rereining" only throughout the ssctior, end does not refer to the firm's Qut of Specificetion Procedure SOF 3.030.

Oxytocin Ir
sdded 10 0.9% NACL, 30 units/ 500 mi INF BAG Lo#0T162008@27 for 432 begs made 7/16/2008 (Step#4).

OBSERVATION § o
i pfodubticm‘ end pro:.ess control procedures are not followed in the execution of production and process control
functions, I K ‘

Spadiﬁcsﬂy, duting the review of several SOPs it wes noted that the firm wes ot foilowiﬁg whet wes expscted a9 note:i in

the following two documents: - : : : , _
&) SOP 9.100 Sterite Technique Qualification (Medin Fills) VER 2 dated &/16/08 under 10,12 response to Fositive results

for positive test result fotlow-up; sﬁd b) SOP 6.021 Qr.zg]i;g Assurence Sample Procsss and Librery VER 1 dated 6/11/07

. - — ) 7 . mrsrr;ef.;anr
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SUMMARY -

The finn was placed on the Fy-08 New BEngland District Work Plans as 2 High Risk facility and

_assignéd ander FACTS# 935703 (Attachment#l) and done in accordance with CP 7356002 Drug

Process Inspection Program. The inspection covered the Quality, Production, Packaging and
Iabeling and Facilities and Equipment Systems at the firm. This was a follow-up o a fact finding
inspection Qonciuded'IZI 10/07 and is the initial drug cGMF inspection of this facility. :

- The firm has been. drugiregistered since July 13,2006 s 2 repacker and Othet of Sterile and
nonsterile mixtures and IV Admixtures., Its current drug registration is dated March 12, 2008. The
firm’s customners are all Hospital Pharmacy operations. While on my inspection at this facility the

. firm received an approved license to practice pharmacy in the state of Delaware.. They now have the
appropriate licenses o1 operations in all 50 states of the Union, =~ . R

An inspection of the facility found drug cGMP issues which cesulted in a List of Observations being

" jssued to Mr, Gregory Conigliaro, General Manager on 8/6/2008. The firm manufactures stock

solution of an additive made from an Active Pharmaceutical Ingredient received and performs a -

" potency, sterility, and endotoxin testing on the additive, and then manufactures an Admixture )gor'

lof24
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review and release by the Clean Room Pharmacist and Freight Room Pharmacist prior to shipmerit.

. There is no potency or identity test done on the finished drug product, and the finished product is
shipped immediately and prior to the 14 day sterility test results are received by the firm, The firm’s
SOP 2.010 Product Frocuramast, Beceipt and Tnsnection V ersion 1.0 dated 7/17/06 does not address
how the received active pharmaceutical ingredients are sampled, iesied and identified by atesT

‘method shown in the USP or verified and validated to be equivalent to a known method in the USP.
A review of the firm’s identity testing upon receipt of product reveals that, although not addressed
in their SOPs, most but not all raw actives are identity tested prior to approval for use in production.
The firm has received 41 active ingredients of which I requested to see 17 identity test results. The
firm was able fo quickly locate 11 of the 17 identity tests requested. The master productionand -
batch history records; known as Formulary Worksheets at the firm, are deficient in that they do not

have where required statements of actual yield, percentage of theoretical yield at the completion of”

the process, and inspection of the packaging and labeling areas before and after production. A
review of several SOPs revealed that there are two firm SOPs with noted issucs as follows: one that

dbes not address the firms Out of Specification Procedures for Media fills not meeting .

specifications; and a second one addressing “lot samples for in-house Lab testing” when there is

currently no in-house lab testing or the capabilities of testing the product in-house.
A review of the firm’s Formulary Worksheets on Lot and Batch identification pumbers and SOP-
9.050 Beyond-Use Dating (BUD) of Products dated 5/22/08 reveals that the firm lot and batch
numbers are assigned wheri the Formulary Worksheet is issued; however, some are issued in the .
 afternoon and the products are not made until the next day or sometimes after the weekend. Thelot .

" pumber and BUD do not-change when this occurs. The BUDs (expiry date) on the Formulary’ '
Worksheets and products I reviewed range from 30 days to 150 days. '

ADMINISTRATIVE DATA
. Inspected firm: Ameridose LLC
Location: ' 50 Fountain St - L
L Pramingham, MA 01702-6211 = .
Phone! - 508-656-2653 L
FAX: 508-820-0644
Mailing address: 50 Fountain St

' Framingham, MA 01702-6211

1/21/2008, 712212008, 112312008, /2812008, 7/29/2008, 713012008,
o 8/4/2008, 8/5/2008, 8/6/2008 '

Days in the facility:~ 9~ = S

- Participants:- " Richard H. Penta, Investigator

' ' LCDR Debra Bmerson, Investigator

~Dates of inspection:

t‘..
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Credentials were shown and a Notice of Inspection preéénted to Mr: Gregory A. Conigliaro, General
Manager, on 7/21/08 by Investigators Penta nd LCDR Emerson in the presence of Ms. Sophia -

Pasedis, VP Regulatory Affairs, Compliance and Auditing, who was also shown our credentials. .
ot for oty the first day of the inspection. A List of Observations was
on Avgust 6, 2008 atlbe -

1 CDR Emaison was present so-
presented to Mir. Gregory Conigliaro, General'Manager' and CO-CWIET,
conclusion of the inspection. On July 28, 2008 Ms Pasedis signed a FDA 4632 Affidavit regarding
six docuimentary samples collected for drug cGMPS and finished product labeling. On August 5,
2008 Ms. Pasedis signed 2 FDA463a Affidavit regarding two physical samples collected for sterility,
: potenicy and identification analysis. She identified the photographs of {abeling, and identified and
provided me with all the documents and records collected by me regarding both the documentary

and physical samples. . :
The entire report is written by Taveéstigator Penta.

HISTORY

The firm is 2 Limited Liability Corporation (LLC) that opened in 2006 as & repacker and other of
sterile and non sterile mixtures and Admixtures first registered with the USFDA (July 13, 2006), and
also registered with the State Board of Pharmacy (eXp- 12/31/09). The firm’s current USFDA drug
registration is dated 3/12/2008, The firm was provided a Labeler Code Number (24200) in 2 letter
dated 9/8/06 (See Exhibit#1). The firm is also drug registered as a manufacturer with the State of
Massachusetts. The last inspection of the facility was in December 2007 regarding the firm’s
Compounding Pharmacy Operations. ‘It was determined at that time that the firin was solely a

" repacker and manufacturer of drugs for their customers, Hospital Pharmacies. The current two
Managers of Record (co-owners) are: My, Barry Cadden and Gregory Conigliaro, Vice President and
General Manager. [ was provided an Organization Chart by M. Conigliaro during the inspgction

. (See Exhibit#2). ‘ ' : : :

The firm’s operations are from 6:30 am to 6:30 pm covered by two overlapping shifts Monday
through Friday. The firm currently has approximately 100 employees. Approximately 75% of the
- products are shipped out of state 0 Hospital Pharmacies. Firm management arrives at 9:00 am. Any
correspondence can be addressed to Mr. Grégory Conigliaro, General Manager, who is the most ' '

responsible individual at this address.
(NTERSTATE COMMERCE

The firm ships-75% of their prodict outside of Massachusetis, They stated that all their customers -
" that order the products are affiliated with hospitals.” The firm manufactures small orders i Lot sized -
batches and combines multiple orders of one specific product into Batches of finished product.

None of their manufactuféd or repackaged products are linked to a specific patient prescription. The
firm has an internet site www.ameridose.com where they advertise Nationwide Sterile Admixing
services, and Oral Syringe Repackaging Services for schedule T to VI products (See
Attachmenti#2). . . :

-

- '310f-‘2.4' :
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There were siX documentary samples collected for cGMP and jabel review which show what

finished products were repackagéd and/or admixtures manufactured from stock sofutions for the
sallow actives: Fentanyl (as citrate), Hydromorphone HCL, Morphine Qulfate, Bupivacaine HCH,
Ropivacaine £C1, and Oxytocit. There were also 0 ghysicel samples Fentanyl in 0.9% NACL,
100 mt in 100 ml Injectable Bags, and Oxytocin 30 Units added to 500 mi 0.6% NACL Lyjecuas na
500 m! Inj ectable Bag.- These product$ have been shipped over the United States including to
Tlinois and Texas. ' '

Eetablishiment IASP ection Report-
Ameridose LLC

JURISBICTION

The firm currently markets over 600 producté including 7 Antibiotics classes, 15°Class 11, 1 Class
11, 2 Class IV and many Class VI products a8 noted in a H10/2008 I isting provided by the firm (See

Exhibit#3). The fim also provided 2 Jist of 38 finished product batches that they bave

manufactured and distributed in the past (See Exhibit#4). The firm has identified all the products

"manufactured and repackaged by them with an NDC number. ‘Ms. Pasédis, when asked, stated that a

person by the name of Mark told her back in 2006 that she did not have to drug list all her products.

I t61d her that she should call CDER drug registration and Listing Branch to discuss with someone - o

about her firm’s need to drug list all their products because they are registered as a manufacturer and

repacker of drug products and Admixtures.
. [NDIVIDUAL RESPONSIBILITY AND PERSONS INTERVIEWED

The following individuals were met during the inspectioﬁ and provided me with information and/or

documents for review during my inspection of the facility: -

Gregory A. Conigliaro; General Manager, is overall in charge of the entire operations. He provided
jon and documents fo me.

_me with answers to many questions and directed others to-get informat
Ms. Pasedis and Ms. Cerullo report directly to him. Mr, Conigliaro stated during the inspection that

there were two DEA persons present t0 conduct an jnventory and inspection. He left the room and

wpon his retum Jater in the day stated that the DEA agents did an inventory of the scheduled products

and reviewed secutity.

Sophia Pasedis, VP Regtﬂatbry Aff irs, Qbm?iianée and Auditing, oversees those in charge of the’ '
+ parcotics inventory, Quality Contro} and the Pharmacists Who review and release the finished -
products. She is the'one who- developed all the NDC numbers for all their products. Ms. Pasedis

stated during the DEA inspection that as the Pharmacist of record all other pharmacists at the firm

. report to her. T - - ' '
Melﬁﬁi‘é_CemﬁHo, Director of Quali’gy, was gone many times to obtain documents reqﬁested. She is

_quite'}mowlédg'aablc in the overall operations of quality and the processing of the products. '

i
o
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se of overseeing the reeeipt, dispensing, and reconciling of all the

Vira Ajgaonkar, RPh is in char
view. She pointed out and provided the narcotic

narcotics used in log books maintajned for DEA re
products and fabeling as requested. -

FIRM'S TRAINING PROGRAM o \

The firm has a Training Program in which they follow SOP 2.010 Training Program dated 1/28/08
" (See Exhibit#5). The S0P under 6.0 Frequency of New Hire Training and 10.4 GMP/USP/QS

Training and in-Services refer fo training as a new hire and also an annual update on drag cGMPs.
. A review was donéon the individual training recosds of eight employees that worked at the facility.
 "T'he review.noted that the firm does ‘t initial jnfroduction to cGMPs. The majority of the people are .
_new to the facility and the annual refresher courseneeds to be planned to capture the necessary.
refresher training for these relatively new employees after their one year with the firr is nearing

completion. M, Brian ONeill, Director of Pharmacy, did most ‘of the ¢cGMP training prior to Ms
Cerullo arriving at the firm, - . ' .

MANUFACTURING/DESIGN OPERATIONS

“The firm operations revolve around ordefs being received from their Customers, approximately 500
Hospital Pharmacies located in 49 of the 50 states, and the resulting Lot (single order) or batch -
(multiple orders) Formula Worksheefs being issuéd by the front office repacking and/or
mianufacturing. - The firm has signed contracts.with each of their customers that specify the various

products that they may be interested in purchasing. The firm follows USE 797 Pharmacentical '

. Compounding of Sterile Preparations and the drug ¢GMPs. - The products manufactured are patient
ready doses that are not filled on the order of a prescription but rather on the order of 2 Hospital
Pharmacy. The orders that are received early in the morning are usually manufactured that day with
orders received in the afternoon sometimes being shifted to the next day. C :

- The firm cirrently has manufacturing done in two Clean Rooms and has a third oneproposed but not

ot built, The flow of personnel and equipment and product components come through the Class
1,000,000 (ISO 9) people room and freight room respectively and flows into the middle room, which
“ s Class 100,000 (ISO8). Product and components are staged in locked cages at this location until
' teeded for usein the Clean Room, Class 10,000 (ISO 7). Product manufacturing is done under
separate hoods, Class 100 (ISO 5). There are 16 hoods in Clean Room 1 and 7 hoods in Clean Room
9. The firm has an Envitonmental Monitoring Program following their SOP 3.030 Environmental

. Monitoring of Clean Room Areas, which includes personnel monitoring on a weekly basis (See
Exhibit#6). The monitoring is done as follows: _Persorinel'and Surfaces (1/week); Viable Air

.sampling {every 2 weeks) and Non viable Air (every 6 months). Results that exceed the Alert or
Action Levels in the Sop are treated as OOS results and investigated. I reviewed the last two months
of environmental testing.and found the firm followed their SOP. Ms Cerullo, Director of Quality

. stated that the firm Gram stains any organisms found af the Action or Alert Level. The finished

product is released through material ports for collection of routing down a conveyor to the Freight

" Room to await further feview and packaging for storage and/or shipment.” - SR
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A request for the firm’s Master SOP List resulted in the request for 15 different SOPs which were
reviewed at various time during the inspection (See Exhibit#7).” The review and findings will be
discussed in this Teport Wit Two specifically discussed under Qbgervation 26 regerding. SOP 9.100
Sterile Technique Qualification (Media Fills) and SOP 6.021 Quality Assuraice Sampiing Process
and Library along with SOP 8.010 Filtration ~nd Sterilization Process. The firm does have an SOP
for Method Deviations dnd also one for Corrective Action/Preventive Action (CAPA) Management,
which they follow (See Exhibits#8 & §). A review of Fentanyl/Ropivacaine in 0.9%NACL 1
megf0.2 100ml INJ bag included Deviation#D08118 dated 7/18/08 where two bags were

contiminated with the wrong drug and after the investigation they were destroyed, The -
responsibilities of Quality and Compliance are noted in SOP 9,010 VER. 2 (See _Exﬁibit#l(}), which

ig'chrrently under review but signed by Sophia Pasedis, VP of Regulatory, Compliance and ‘
Auditing, Undér Procedure no. 10.12 Trending the firm does a Quarterly Report on product -
categories covering Environmer_ltél Monitoring, Deviations, OOS, Customer Complaints and
Adverse Bvents: 1 told Ms Pasedis that her firm should inclide any recalls or returned goods

information with this quarter]y review.

“Initially I reviewed Formula Workslieets for Oxytocin and Fentanyl type products, and then
expanded fo the review of Stock Solutions and finished product Formula Worksheets manufactured
or repackaged from those stock solutions. The other product Formula worksheets reviewed iniclude
Hydromorphone HCL; Morphine Sulfate, Bupivacaine HCL, and Ropivacaine HCL. These can be
seen in the Documentary samples 366485/490 that I collected. I also reviewed one Ephedrine stock
solution. The firm provided me with their production from Ephedrine, Fentanyl, and Oxytocin Stock
Qolution for the past two weeks (See Exhibit#11), The issues noted missing in the Master -

‘Production and Batch History Records, known at the firm as Formula Worksheets are discnssed
under Observations 4 & 5 under Objectionable Conditions. ' .

A review of several Formulary Worksheets for both @ndiﬁidual lots for a single customer and batches

- for muitiple customers reyealed that the firm does not always produce the product on the day thatis -

typed info “Date made”. ‘On occasion that date is crossed out because the pfqduct is made after the

expected “Date made” enfry. Examples of these can be seen in the Documentary samples '

366485/489 as follows: . . ‘ _ '
1) Fentanyl Citrate 50 mcg/ml 100 ml ‘H\I'I igag-‘Lot#()?l&OOS@Sl date madf; 7/17/08;
2) Hydromorphone in 0.9% NACL 0.2% mg/mt 50 mi in 60 mi INJ Syringe Lot#07032008@76 date
;made 7/08/08; - o : . o -
3) Morphine Sulfate in 0.9% NACL 1mg/ml 100 ml IPUMP Bags Lot#06302008@17 date made
7/2/08; and g . S LT
4) Hydromorphone/Bupivacaipe in 0.9% NACL 5 mog/ 0.075% 250 ml IPUMP bag '
I.ot#07082008@92 date made 7/09/08. . - .‘ ) - S _
During my review.of the cqnsmﬁier complaints and the sterility results on product produced and
reviewed by me during the inspection I asked if any product had been recalled by the firm. Ms.
. Pasedis stated that they needed to recall Baxter Health Heparin diluent bags used in their production,
‘because of the recall that Baxter had ont product using Chinese produced ative. She also stated that
-~ the firm had received nio Adverse Drug Experience borqplaints regarding their products. The firm .
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has an Alert and Action level regarding their sterility results. None_of-thc sterility regults for the

Formulary Worlcsheet I reviewed showed results thatmet either of fhese two levels.

Production ’ , . _
On 7/21/08 an initial inspection of the facility was conducted to see the warehousing operanion, aid
apy ongoing production. A review of the warehousing opération during the inspection revealed how
products are received, entered into the network, and forwarded to 2 quarantine or release area

dependent on the item and documentation, including a certificate of Analysis (C of A) received from .

the supplier. -The warehouse receiver follows SOP 5.010 Ver. 1 Product Procurerdent, Receipt and-

Inspection dated 7/17/06 and added procedurcs of logging product into the network that 1s not noted-
in this SOP (See Exhibit#35). 1was provided by Melanie Cerntlo, Director of Quality Assurance, a
Version 2 Draft of this SOP 5.010 which includes a moTe detailed description of how one receives,
-handles and data enters information.into the network (See Bxkibit#36). The fimm uses the
supplier/manufacturers Lot number o0 the incoming product to track the ingredient through the
production systerm. We discussed the differences between an in-house piimbering system and using
the supp}ier/manufacturer’ s Lot number and the need t6 be able to track all commodities coming info
the facility and being used in the production process. T was referved to this drafted document SopP
5.010 regarding receipt and testing of incoming products. This is discussed under Observation 2.

Additional requirements are needed for DEA, Class 11 controlled substances which are addressed

under-10.5 not 10.4 as stated in 10.4.9 of SOP 5.010. 1 was provided two computer printouts (See
Exhibit#37) which show what data is ourrenily entered into the network by the warehouse
personnel. 1 observed a hard copy list maintained by the warehouse personnel which Lists all. -
products where one is waiting for the C of A to arive for the product received and placed in
Quarantine. The firm is currently going through ifs two year review of all SOFs and is updating
those where needed as noted in SOP 5.010 and also their SOP 2.040 Order Processing dated 7/16/06
(See Exhibit#38) which was drafted and initially reviewed on 7/18/08 under the title Order '
Processing and generation of Formulary Worksheet (See Exhihit#39). This provides a step by step

eléctronic entry account of how lot and batch orders are created into Formulary Worksheets for

_ _p’ro_duction._ . _ : ' L
The firm personnel were staging product in the Clean room 1 Freight Room area where the stainless
ofeel table is used as the dividing line between incoming g6ods and staged for production goods (See
Rxhibit#12 Photo #1).. Pailets of Finished Product were noted staged on the floor awaiting pick up
towards the back receiving area. “These were next o sanifary materials that.were stored on shelving

inthe peripheral storage area near the Narcotics-vault and Clean Room #2 (See Exhibit#i2 Photo#2
d on order of management and

& 3). These cleaning and non‘p_harmac‘:eutical maferials were remove
. placed in fhe upstairs warehouse area by the next day. During inspection of the production area both
reconstitution and “Pooling” of the received product and manufacture of admixtures were observed.

The calibration of the syringes and verification by a Pharmacist was observed prior to production of -

_ thie product invelved. Ialso ohserved the repackaging of Cefazolin 2g Lots into syringes. There

. Were no personnél handling of product :<sues observed during the multiple days I was observing the.

: manufacturing-_and rep_aokaging of product. .
‘During my inspection of the prod}lctif)p area Ms. Pascdis explained that Clean Room#l was where
the Oxytocin, Magnesium and all i{ne_Nachtic products are marufactured, She stated that Clean
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Room#2 is_whér’e 211 the stock solutions and the High risk syrinées (fatalities if misused), including .

High dosages, aré menufactured. The firm repackages the Oral syringes iil the long room in between
i Preight area end CleanRoom 41 : :

Ms Sophia Pasedis discussed with me We firm's eppr0achi 10 congucting & Process ¥ atidztica onell
the processes and a Product V' erification of all the products. The firm follows the following two
gOPs: SOP 5.060 Process Validation dated 7/10/08 VER 2; and SOP 9.050 Beyond—Use—Dating
(BUD) of Products dated 5/277/08 VER 2 (See Exhibits#13 & 14 respectively). Although the

SOPs under 10,1 Process Validation and 10.10 Product Verification refer to «Chemical and physical
Characteristics” and “appearance’ respectively, there is a need for an Tdentity Test as per the USP.
This is discussed i Ohgexvation#2. Ms. Pasedis stated that the firm has 40 active processes that
they have done a process validation. Some examples are-the Carboy, bag, syringe, Cassette, and

TPump containers that all have one Of D0T® pProcesses, like adding or withidrawing product from an

TV bag, to be validated According 10 management product verification has been done on all "

products produced at the facility. The firm does an annual process validation on one product for
Potency. AJeview of several examples was made during the inspection and only one Process
Validation Report regarding the Uniformity of the Prodict Hydromorphone 10 mg/ml 50 mL in 50
mL Evacuated Bag Loth 07232007@14 was missing the raw data entry. A fequest for the raw data
provided Certificate of Analysis Test result that was within specifications (See Exhibit#15). A '
complete set of the testing data for Morphine Imgfml in 55 1 0.9% NACL 60 ml BD Syringe was

d and obtained (See Rxhibit#i6). The firm does do a periodic annual test on-all the

also yEVIEWE 3
incoming active materials received and compare their test results to the Certificate of Analysis

provided by the manufacturer. A review of these inifial and annual review tests revealed that many

but not all actives.are jdentity tested upon receipt. Again, this is discussed: under Observationi2.

The firm’s stability testing program follows SOP9.050 Beyond-Use-D ating (BUD) of Products dated

5/27/08 VER 2 and is done on the 40 active processes. A retview of the firm’s Beyond-Use Dating of

products SOP revealed that the firm does have 2 stability program in place for it various processes

~ and products. A review of several stability reporis was ‘made which showed that Potency, Bndotoxin
and Sterility testing was done {See ExhibitH40). Other physical characteristics, like pH, aré -

_ considered and for example are done as an in-process test for all stock sotutions. The product
verification of all products includes physical, chemical and microbiological tests (See Exhibit#15).
The stability testing i Jdone at an outside laboratory Dyna Labs St. Iouis, MO. The time points for

their stability testing for new finished products are: 14,30, 45, 60, 75, 90, and 120 days for all’

contatner closure types. . - o Lo L _
" The fim through its stability program provides information to the Stability Committee noted in SOP

9.050 Beyond-Use Dating(BUD) of Products dated 5/22/08 (See Bxhibit#l 4), which they use to-

develop a BUD or expiration date for their many products. A review of the 6 documentary Samples’ .
and the Formulary Worksheets reviewed and collected during the inspection reveated the following

for BUDs {expiration dates): 1) Fentanyl Conceatrate (120 days), stock (90 days) and finished
product (45 days); 2) Hydromorphone stock ( 90-days) and finished product (60 days; 3) Morphine

Sulfate stock (90 days) and finished product (60 days); 4) Bupivacaine stock (90 days) and finished’
_product (45 days); S)Ropivacaine stock (90 days), finished product with Fentanyl (45 days), and -

' finished produét with Sufentanil (30 days); 6) Oxytocin stock (120 t6150 days plain ox with SWFI),

7' with Lactose Ringers (42 days), with NACL orDSW (90 days); and 6} Bphedrine (75 days). This -
. coincides with the stability progratm. Ms Pasedis stated that all products on stability are run for~
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towards 180 days. This is so that the data can be collected and used by the Stability Co@iﬁee with

other data to decide on the BUD (expiry date).

The firm 2lso has 2 repacking operationt where they pool known product info large IV bags and then
with a calibratioi machine repaclegs the products w80 syTinges Thev zlso teke ctock solution that

has been sterility, endotoxin, and potency tested and ’repa::kagc the product into syringes and:Ci -
casseltes for use at the Hospitals. o :
The firm-does maintain ‘4 reserve sample on both refrigerated and room {emperature finished

products. Mé, Pasedis stated that the firm has a policy of moving to an area for disposal any
. products that are six months beyond expiry. T he same disposal company, RSP Enterprises handles

these out of date reserves.

Facili'tie;s' and Equipment .
ding the Sterile Water for Injection (SWFI),

equipment, and materials used by the firm o produce their products. The Formula Worksheet Jists
d under chemicals and devices. - The majority of the equipment used is dispasable, for

gverything use ‘
example, a finid transfer set, 0.22 micron filter and a syringe, 20 mt disposable fuer lock. The stock
in syringes and cassettes. The fimm

solitions use a Carboy and some finished products are packaged
has multiple Repeater pumps (See Exhibit#17) by Baxa that are all located in Clean Room One of
Two. ‘The units are continually calibrating a set amount. The firm-also has an SOP 4.060 Operatioﬁ
and Maintenance of Anprotene Gas Sterilizer dated 5/28/08 (See Exhibit#18) for their Anprolene
Gas Stexilizer which they use to sterilize components used in the process. The firm does a Steritest
on each load and records the findings on Attachment#2 Sierilization Record (See Exhibit#19). The

firm brings in all the SWETI that'it uses 1 production from an outside vendor, The firm has an

outside Vendor do the testing and maintains the Air Exchange system-which services the Clean

lace outside the clean room areas to monitor the pressure

‘rooms. _Magnehelic gauges are in p
differential.

Packaging 2nd Labeling : - N |
The fum has all their labels stored on a computer whete a limited number of anthorized pessons can
access and print out the quantity requested by production for manufacturing of a lot. A specific

number of exiras are printed so that they can be kept with the Formula Worksheet and N _
Quarantin@fReleasé logs used by the office and the freight area, The fom does foltow its SOP 5.040 -

Product Labeling dated 3/19/08 (See Exhibit#20); however, there is 1o mention of the need for 2
_ ation necessary. The firm
cconciliation regarding all labels issued. The firm does have an SOP 1.040

Log of Use, Maintenance, and Cleaning (LUMAC) of Equipment (See Exhibit#21), and Ms. Pasedis
1 hood; however, this.

stated that they did have a SEpar: to log book recording line clearances af eac
was stopped on 2/4/2008.1 discussed with management the {ack of documenting line clearances of -
packaging and labeling materials under Ohservation #4 under Objectionable Conditions, They

- stated that they would update the Formula Worksheets and necessary SOPs 0 reflect line clearances

Joes maintain alabeling T

.~ beingdone and documented:

Y
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An inspection of the Freight area wheraproduc_ﬁt is held for order picking and-also stored in sealed -
casés was done throughout the inspection. The inspection revealed that some product was left in

storage for longer than the day manufactured. On 7/23/08 1 observed 4 cases of Oxytocin LR-20
units/ 1060 ml TINJ bags made 7483008 sill siored in the Treight Room storage racks. A checkof
the Office Quarantine!Reieasei TLog showed 48 units to Baptist dated 719 crossed out while the
Quaraniine/R'elease Log from the Freight Room does Bot show Baptist but does have a Hilo entry
dated 7/14 for 24 units. All other entries match (See Exhibit#22). There was still no reconciliation
of the Office and Freight Log sheets on- 71/23/08 for this Oxytocin lot. [ discussed with Ms. Pasedis
the need for the Office Quality personnel to reconcile ' a timely manner the shipment of all units

- with any inventory in the Freight Room area. _There is an Area Cleaning Log in the repacking area
y 15 throught 21/2008 period that this batch was produced on 7/8/2008. Ms.

thatnoted for the Jul
Pasedis stated that they bad stopped using Cleaning logs but would reinstitute line clearance in the

_ Formula Worksheets. On 7/23 the firm authorized the remaining four cases of product for
destruction through “BEXP” (EXP Pharmaceutical SVCS Corp Fremont, CA 94539, The firm
follows SOP 5,050 Packaging and Shipping Process where 10.0 P;ocedure discusses how to prepare

" and handle shipments (See Exhibit#23).
MANUFACTURING CODES '

~ The firm uses 2 month;, day year coding systemn followed by 2 “@” and the number of batches
produced that day at the end. For gxample: 107092008@51 shows the product is produced on July 9,
2008 and that it is the-51°* batch made that day of all products produced in the one day. The firm
" also identifies all its fnished drug products with an-NDC number whichi includes the labeler code
24200 that is unique to the firm (See Exhibit#1). The firm PK software system, which is developed
for Pharmacy Compounding Operations, requires'them to use an Rx pumbering systemn that then
allows them to track the product lot qumber, NDC nusmbe, product description, and who purchased
the product. . ' . : ' _ '
The Orders that the firm receives result in Formulary Worksheets for the lots and batches being:
issued with a Lot number and BUD (expiry date). Some lots and batches icsued in the afternoon are
not produ%:ed until the following day of after the weekend. This results in tbe.“déte' made” being

. different from the portion of the lot or batch nunber that shows the month and day made, ¢.g. 0714, -

COMPLAINTS

A sevicw of the firm’s SOP 9.110 Consumer Compléints dated 3/19/08 VER ) (See Exhibith24) and

' request and review of complaints received the past two months revealed that the majority were due

to shipping damage. There were no ADE complaints and only thres Product Bxperience complaints
received under AC08155 dated 5/1308, AC08156 dated 5/ 12/08, and AC08184 dated 7/1/08 (See -
Exhibit#25). Two complaints AC08155 and AC08184 or two different lots of Oxytocin did not get -
the expected patient response. The third complaint AC08156 was regarding labels peeling off '
cking to each other.. The issue was fixed by Pharmacy Technicians at the Hospital;
“Jow" tack adhesive jabel and introduced a “high” tack adhesive. No

e

' s;_!r_'mg'és and st
however; the firm retired the
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further follow-up could be done as the. pharmacy tachnicians could not'get further response. from the
doctors. Written responses aré normally sent as per 10.9 of the SOP. ‘

RECAEL PROCEDURES

firm SOP 9.070 Recall Procedure dated 4/1 1/08 VER 2 (See Exhibit#26) was

A review of the ]
reviewed. The firm has Fad no recall of its own; however Ms. Pasedis did relate to me how they

_ needed o recall Baxter Health Heparin diluent bags used in their production because of the recall
that Baxter had on product using Chinese produced active. The firm will conduct an investigation,

docurnent the event, and determine if a product needs fo be recalled. They would then generate &
Recall Notification Letter (See Attachment 1 of the SOP 9.070) for issuance, and then may
additionally contact them by telephone priox to sending the hard copy Recall N(_)tiﬁqation Letter.

OBEEC’FEONAELE CONDITIONS AND MA—NAGEIVEEN’E"S- RESPONSE

Ohservations listed on form FDA 483

GESERVATION 4

Testing gnd' release of drug product for distribution do not i'n'clu_dé apprﬂ»pri_ate Jaboratory
deter_miuation of satisfactory conformance to the identity and gtrength of each active’
ingredient prior to release. ' ' '

gpecifically, the firm manufactures stock solution of an additive made from an Active Pharmaceutical Ingredient

- veceived and performs a potency, sterility, and endotoxint testing on the additive, and then manufactures 2n

. Admixture for review-and release by the Clean Room Pharmacist and Freight Room Pharmacist prior to

ghipment. There 1s no potency or identity test done on the finished drug product, aud the product is shipped

immediatety and prior to the 14 day sterility test results are ;‘eceived by the firny. Three examples are as follows: -

a) Fentanyl/Bupivacaie in 0.9% NACEL LQtE()?]SZOﬂS@lM manufactured-on 7/16/68 and shipped immediately;

© b) Sufentanil/Ropivacaine 0.4 meg/0.2% ml Cassette Lot#07082008@136 manufacfured on 7/09/08 znd shipped
immediately] and ¢) Oxytocin added fo LR 20 unttsf 1000 ml NI BAG Lot#97142008@3 manufzctured on 1114168
and shipped on 7/16/08. The firm SOP 9,060 Sterility Product Process VER 1 dated 7417106 under 8.0
PROCEDURE reveals the statement at 9.1,5 "Due to Hmited Beyond Use dating on our products, pro(hicts free of

e contamination...shall be released on day THREE by the quarantine Pharmacist’.

Reference: 21 CFR 211.165(=) -

Supporting E\!idence and Relevance: o g _

- The firm receives their Active Pharmaceutical Ingredients (Bulk Chemicals) both in the powdered .
state as non-sterite powders and also as finished sterile actives products from firms like Hospira,
McKcssc_jxi,'and Samson Medical Technology (See Attachmentf3). A review of SOP 9.010"
Respoﬁsibiﬁitigs _of,Qi_lal_ity Assurance dated7/1 8/08 VER 20 asa draft states under 10.3.6: -

«pharmacists are responsible for final approval, release, of rej ¢¢tiori of all preparations 2 (See
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Exhibit#10) A review of SOP 6.021 QA Sample Process and Libra

Exhibit#274) under

aro

10.4.2 states "> ml collected in'a 10 ral vial™.
laboratories for testing, mainly Dyna Labs St. Louis,
in place to fest all stock solutions made in-house for Potency,

program
the sterility results prior

They wait the 14 days for

Admixtures or repackaging into syringes or cassetes.. These stability and fi

solution tests that they conduct are noted in SOP
5/27/08 under 10.7.5 (See Bxbibit#14).
The firm does coltect the

9.0 Procedure describes the sample size (“withdraw

rninioum of 2 preparations, a 5yl sample”), documentation and reportin
cioeaze of the camples ~btained. Therevised Version 2 of SOP 6.021 (See Ex

9.050 Beyond-Use Dating

to using these Stock Solutions in pro
nished product stock _
(RUD) of Products dated . .

o
~a AT

The fimm currenily sends nreduet o oF
MO (See Attachmentiid). T he firm has 2
Sterility, and Endotoxin.
duction of

3005881167
07/21/2008
08/06/2008"

ry VER 1.0 dated 6/11/07 (See
2% of the lot quantify, 2

g resulis, testing and
hibit#17B) under

A
e SUTOYT

Sml or 2% of any Admixtures produced and send them out for Sterility |

testing only. There is no identity or potency test performed on the finished Admixtre product. A

review of SOP 9.060 Stetile Product Process dated 7/17/06 under
t6 limited Beyond Use dating on our products, products
complete and meet all requirements, shall be released on
Results shall be obtained until day14.”(See Exhibit#28).
adhere to fhe SOP requirement of awaiting the 3
the firm starts shipping the product immediately. T.
on all samples sent out for sterility testing. Ms. Pasedis stated that their
‘notify them immediately if 2
The Chart below shows that
Pharmacist and/or Quality Assurance
per SOP# 9.060 Sterile Product Process 00T

46 not wait the three days for
the 14 days for the final

free from contaminat
day THREE by the Quarantine Pharmacist.
hey once did

Currently

Ms Pasedis stated that t

the 3 day results prior 0 use, but do not now.
i4 day sterility result

Procedure and 9.1.5 states “ Due
on and inspections aré

contract laboratory would

positive result was seen earlier {han the seven day report.

the finished products were shipped immediately after production.
preliminary sterility results as
sterility results from the

contract laboratory, Dyna Tazboratories St. Louis; MO, The products listed below, save On¢, Were

collected as documentary samples 366485 through 366490 as all six were marifactured from non-

cterile active powders. The other product, Oxytocin added to

_made from a known Source of a sterile product received by the firm.

120f24

LR 20 Units# 1000mi INJ bag was

R

Sample | Product - ‘LotNo. - Mfgr. Start End 14 Day-. ‘1.ab Lot No.

INeo.. - - Date | Ship Ship | Sterility -
. . s o Date ‘Date Result :

366486 Hydromorphone 070322008@10 | 7/8/08 711108 | 7/10/08 7/28/08 | 07092008Y 1
HCL S ‘Repacker : ’ C ‘

366488 Hyd:_omprphoné B 07(_)_82008@92 19108 7/09/08 | Only 1 7125108 07102008Y5

'_HCL/Bupivacainé o B : L N

1366489 | Sufentanill” - 07082008@136 7/9/08 | 7/10/08 | Only b 7/28/08 | 07112008Y

1 Ropivacaine’ A ' Mfgr. - | 3007142008

Exhibit3l | Oxytocin 07142008@3 . 7/14/08 | 7/16/08- 7/16/08 | 7/30/08 - 07152008A

366485 Fentanyl ) '07162008@81 - TIVT/08 7/17/08 | Only 1 g/4/08 | 07182008Y3

"1 366487 -| Morphine Sulfate 06_2_72008_@153. 6/30/08 | 6/27/08 7]_15/08 7/21/08 | 07032008Y1
b L ‘ O R _;'f:packer -- ,
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- - ) _a————‘_—l,_,_—r———"—_"—_‘___
‘ Sample Product LotNo. | Mifgr. Start End - 14 Day | Lab Lot No.

No." Date Ship Ship Sterility-

: b o Date Date . | Result : .
366485 | Fentanyl/ T 107152008@134 1608 | T8 Only 1 | &%08 G7EEZ00BY S
Bupivacaine ’ '

366490 Oxytocin (_)7162008@13' 7/16/08 | 7/18/08 7/21/08 | 8/4/08 071820084,

, Exhibit32 O_xytocm~ 0?112008@102 7/11/08 7/11/08 | Only 1 7429108 07142008A

© The Sterility Test Results for the above lots in Table 1 were received by the Contract Laboratory
after the 14" day. All shipments were shipped prior t0 the 14 sterility testing results were complete
and provided-to tic firm (See Exhibit#29). The Oxytocin 10 units/ml vial injectable Lot#404669

manufactured by Abraxis Grand Istand, NY was used to make the Stock Solution of Oxytocin

Lot07112008@35 (See Exhibit#3 0), and the Abyaxis Oxytocin package insert labeling stored in

‘the parcotics vault was collected. Oxytocin 1.0t07142008@3 noted in the above table was

produced using this Oxytocin Stock solution Lot#07112008@3 {See Exhibit#31). The Oxytocin

- 1ot#07112008@102 was shipped immediately on 7/11/08 although the sterility test results were nof
"o until 7/29/08 (See Fyhibit#32). The Epbedrine Sulfate Loth 62425 DD comes from Hospira
Franklin, MA as & sterile product in ampoules and was used to make an Ephedrine Stock Solution
Lo#07082008@114 on 7/10/2008 and sterility tested under Dyna batch No, 07112008D and found
to be negative. The product was used in the manufactore of finished product from 7/10 through
14/08 (See Exhibiti#33). There weit also two physical sample collected 366491 10 meg/ml

Fentanyl in 0.9% NACL 100 m}, and 366492 Oxytocin 30 anits added to 500 mi 0.9% NACL, which

were also released for shipment ptior to a 3 orl4 day stability result being received.

Discussion with Mapagement: _ : _
A discussion with Ms Pasedis and Mr. Conigliarc was held during the inspection. We discussed
" how they did test the Stock Solutions for Potency, Sterility and Bndotoxin. Those stock solutions
that are solely repackaged into syringes or casseties are basically the same product. 1 discussed with
them that at pinimmm-an identity and potency OF strength test is needed along with a sterility test for
any sterile products. They atated that they. currently do asterility test on all Admixtures and
roducts manufactured. This is done at Dyna Labs where they pool the product samples into groups -
and do a membrane Fitration test on the pooled products and provide the firm with the results at 7
and 14 days.. Ms. Pasedis stated that they stopped holding the finished product for three daysin.
orderto geta preliminary sterility result because of the short shelf life of the products along with -
 their Customers who wanted the maximurn amount of time to use the product they ordered: At the -

. * conclusion of the inspection Management stated that they would respond within 10 to 14 days and
‘that they expected 0 have a plan to address the need for finished product testing. The firm provided
me with 2 new draft of SOP.6.021 QA Sample Process and Library where they eliminated the
reference to in-house testing of samples collected. All samples are sent outto 2 contract laboratory.
‘The firm only does Environmental testing in-house at their small laboratory next to the Offices in the

1{13{11 building (See Exhibit#34). T he cogﬁe¢fion of this _SOP is mentioned in Observation #6.

t
A
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The firm provided me with a Draft of a Final Preparation Specification for Hydromorphone

0.2mg/ml in 50 ml 0.9% Sodium Chloride 60 ml BD Syringe NDC 4200-297-80. This document

provides an Appearance Specification, label specification, Visual identification, Physical tests, and

tinel Preperetion Strepeth (See Evhihit#34), This was provided by Ivis Pasedis who stated that they
 are in the process 6f creating Final Preparation Specification documernds for thely produsis. hir
Conigliaro stated 2t the end of the inspection that he expects to be one of the first in the industry 10

find a way to testhis finished product preparations.

© Rstablishment Inspection Report
Ameridose LLC

"OBSERVATION 2 '

Written procedures are lacking which deseribe in sufficient detail the identification, sampling,
testing, approval, and rejection of components. :

Receipt and Inspection Version 1.0 dated 7117106 does not address

Specifically, SOF 5,010 Product Procurement,
a, tested and identified by a test method shown in

now the received active pharmaceuﬁcal ingredients are sample
the'USP or verified and validated to be equivalent fo 2 inown method in the USP, The firm receives 2 Certificate

of Analysis on fhe Active Pharmaceuticals received and has validated the test results on the Certificate of Analysis

of the initial jots from the suppliers, along with periodic tests on future lots vecelved; however, SOMe but not 2l

API lots received have a.specific identity test done o1 them. For example, the active pharm aceuticals for
Hydromorphone HCL Lot#65723/C and 65300/E, 2nd Ropivacaine 64719 were received by the firm end not
specifically identity tested by test methods shown in the USP.

Reference: 21 CFR 211.80(2)

Supporting Evidence and Relevance: :

An inspection of the warehouse, Clean Room 1, Clean Room 7 and the CII Vault for Narcotics was

conducted during this inspection. A review of SOP 5.010 Product Procurement, Receipt and
Tnspection VER 1 dated 7/17/06 (See Exhibit#35) and SOP 9.010 The Responsibilitics of Quality.
Assurance VER 2 dated7/18/08 (See 'E;:}Jlibit#m) and discussion with Ms pasedis and Ms Cerullo

_about these two docurnents and how they related to receipt and acceptance of materials and active

-products for production was done at different points during the inspection. ‘The firm has'a limited
description under 9.4 Item Receipt and Jnspection of SOP 5.010 dated 7/ 17/06-and does not mention
any incoming testing or visual and physical examination of the incoming product. Under 10.5
Materials of SOP 9.010 dated 7/18/08 the firm refers to SOPs 5.010 and 6,010 (Controlled '
Substances) and also to what Quality Assurance and Quality Controls responsibilities are regarding
these received materials. There is no mention of any incorning identification test for all actives '
received with a Certificate of Analysis (Cof A). I explained fo management that there are specific
identity tests noted in the USP for the six non-stexile powders that they receive from an outside

. yendor with a Certificate of Analysis. I commented that without 2 G of A the firm is expected to do

a full active ingredient specifications test on incoming products. The firm provided me with an

updated Ameridose Vendors List (See Exhibit#41) which has 10 firms listed. I also received from

the firm a List of Powder Lots ceceived on the 6 powders that were the focus of my inspection (See

. Ryhibitidz). A request for and a review of the Certiﬁcates of Analysis from outside Contract

: 1.4hf"2_4
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Testing Laboratories on the initially received powder lots (See Exhibit#43) and the follow-up lots

done annually (See Exhibit#44) shows that the firm have done identity tests on many incoming
materials even though not Zireoted in their SOP to do fests on 4]l incoming ingredients. For
example, the active pharmaceuticals for Hydromophoie ECL T 565723:C and 653007, and ‘
Ropivacaine 64719 were received by the firm and not specifically identity tested by test methods

USP. The firm was in the process of its two year review of all SOPs and I was

shown in the.
nd final approval by their

provided copies of those initially reviewed and approved for circulation &
Quality Assurance Committee: ' : )

Discussion with Management:

Various discussions were held with three members of management during my inspection regarding
my findings, including this issue of incoming product identity testing, Iexplained to them that an

" identity test is needed on each incoming active and product that will be used in production of their
repackaged items and manufactured Admixtures. 1 discussed how this needs to be a specific identity
test listed in the USP or 2 scientifically justified equivalent. Ms Pasedis stated that they did tests on
all the initially received lots of product and may have done all others because of the fact that they
receive the same lotof product OVEr several shipments. T commented that they should have as a

¢ of every new lot of product for identity that they receive. Ms Pasedis stated

procedure the testin

‘that they were considering the purchase of a refractometer that they could use for identity testing of

received chemical materials. ' - o . -

A request was made for 17 different lots of active powders out of 40 received by the firm on their six
non-sterile powders. The firm provided the incoming test results on 11 that were initial or annual
tests, and could not find test results on 3. One of the 17 was new and not yet in inventory for use,

- and I asked them to stop looking for the other two from October and November 2007. There were

- 91 other lots of active powders listed (See Exhibit#42) that T did not request to review. The firm
provided me with a draft of SOP 2.040 Order Processing and Generation of Formulary Worksheet
dated 7/18/08 in which under 10.7 Filling the Order and 10.85end Orders to Clean Room/Repack for
preparation they discuss how to create Batch or Lot Orders and provide formulary Worksheets to the
Production Area (See Exhibith39). The fim also provided me with & draft of SOP 5.010 -
Procurement and Receipt of Product, Components and C'onsumables undated that under 10.4 Receipt
of Materials it discusses how materials are accepted, C of As are obtained and reviewed, and
materials are logged into the network (See Exhibit#3 6). The firm has also drafted a new Raw
Material Specification Document. I was provided draft for Ropivacaine Powder Specification #
18779-2431-05 which provides a Visual identification, and appearance specification for the product
received (See Exhibit#45). There is no physical identity test as pex the USP or equivalent listed in

- this document. S ' g . :
‘OBSERVATION 3

The master producﬁt}n and contyrel records are deficient in that they do not iu_c‘iude a
statermtent of theoretical yield and pifnimem, maximu, and yield percentages. -
ster Productior records (Master Rormula Worksheets) vevealed o statement of-.

B ';Sp'eciﬂc'éﬂjl,_ a review of two Mz )
" thegretical yield nor 2 percentage range of theoretical vield that the produced batch should fall within. This can

" be'seen in the following two Master production (Formula Worksheet) examples: 2) Fentanyl (as citrate} in SWEL
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50 meg/mi 4008 ml Stock Solution, and b Oxytocin in QWEI 16 units/ mi £000mml Stock Solution. -

Supporting Evidence and Refevance:

‘The firm has their entire Master Formulary Worksheets in a program on the computer and they

restriét access to that program. They also keep 2 hard copy approved Master Formulary Worksheet

in the Director of Quality’s office area. After reviewing some batch records a request was made for

~ some Master Formulary Records for review. Ireviewed two. stock solutions Fentanyl in SWFI 50
meg/mi 4000 i stock solution (Exhibit#46) and Oxytocin inSWFE 10 units/ml 4000m! stock

solution (See Exhibit#47). The review revealed that, although the firm records the prodxict'weigbt :
at steps # 6 and 7 for the Oxytocin and Fentanyl respectively, and also the total number of bags filled
at Steps 12 and 13 for Oxytocin and Fentanyl respectively, they do not Hist and expected actual yield -

. nor a percentage range of the theoretical yield at these two steps of the operation.

I also reqiles_ted and received two finished product Master Formulary Records to docurnent the
yarious steps and information in these master records. My review confirmed that the, firm did not
have a statement of the expected theoretical vield in the Mastet Formulas for Fentanyl/Bupivacaine
in 0:.9% NACL 10 meg/0.1% 50 ol in 60 ml INT Syringe 1 syringe (See Exhibit#48) and Oxytocin
added to LR 20 units/ 1000 ml INJ bag 1 bag (See Exhibit#49). This is also seen in Documentary
Sample 366485 where 1of size for Fentanyl/Bupivacaine in 0.9% NACL 10 meg/0.1% 50 ml in 60
mi TNJ.Syringes was 100 syringes to one customer. The firm states the bafch size is 100 syringes to
be made but does not record the actual pumbey of units manufactured at the end of Steps 4 through 6,

and does not have a percentage of theoretical yield that is expécted (See D ocumentary Sample
366485 dated 7/28/08). | : S S

Discussion with Management: o -
1 discussed with Ms Pasedis and ML Conigliaro the need fo document the number of units produced

.and also to determine an actual yield and to compare it 1o the percentage of theoretical yield that is
expected from the process. Ms Pasedis stated that it is 2 DEA requirement to track the yield of all

" Class Ii- IV products. The firm has established a range of 10-20% loss on Fentanyl, due to the. .
double handling of the concentration (See C/R 366485). The firm has determined a Hydromorphone

loss of2 to 12 %. The firm keeps this it a separate tabulation and does it for all theirproducts. The
ter or batch formulary

information is not (_:un'enﬂy used to provide a theoretical range in the mas
. records. :

OBSERVATION 4

Batch pr.od\zétian and ‘control records do-nat inclucie"re.smtts of e inspection of the éackaging
and labeling area Before and after use for each batch of drug product produced. :

e

gpecifically, 2 review of Batch Rermula Worksheets for both stock solution and finished prodpctrevéaled that the
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Grm does not document the line cleararce inspection of the packaging and labeling area before znd after use. For
examiple, a) Oxytocin in SWFI 10 units/mf 4000 mi Stack Sotution Loti06172008@130 mzde 6/18/2008, and b}

Oxytocin added ta LR 20 units/1000 ml INJ BAG Fot207162008@13 made 7/16/08 do not include instructions or -
heve documiented z Hne clesrence hefore end zfter the packaging 2nd [zbeling of the products involved.

"Reference: 21 CHR %11.188(b) (6)

Supporting Evidence and Relevance: _

A review was made of several Formulary Worksheets of both stock solutions and finished product
syringes and Admixtures in Injectable bags. The Formulary Worksheets show steps where labels are
staged and reconciled in Steps 8 and 9 of the Formulary Worksheet for Oxytocin in SWFI 10

" units/ml 4000 ml Stock gotution Lot#06172008@130 (See Exhibit#50); however, there is no record

_of a line clearance before or after the production and labeling process starts. This can also be seenin
the various Documentary Samples (366485/490) collected on 7/28/08 where the finished products
praduced from the stock solutions do riot show any documnentation of line clearance. One example is
Oxytocin Added to LR 20 Units/ 1000 mi INJ Bag Lot#07162008@13 made 7/16/08 which is part
of documentary sample-No. 366490. I discussed the issue of line clearances with Ms Pasedis. The
firm in the past maintained Cleaning logbooks which included the recording of line clearances at
cach Hood in the clean room. This was changed near the start of this year. The firm has SOP 1.040
The Log of Use, Maintenance, and Cleaning (LUMAC) of Equipment VER. 2 dated 2/4/08 (See

" Exhibit#21) which covers the cleaning dnd maintenance of Hoods and pumps, various storage

d general equipment.. This is separate from any labeling and packaging line clearance

equipment, an _
that is needed before and after each lot or bateh is produced:. The firin also has SOP 5.040 Product

‘1 abeling VER. 4 dated 3/19/08 (See Exhibit#20), which addresses the label generation, aceuracy,
and reconciliation of the product. The label reconciliation is completed after the product is packaged
and brought to the Freight Room floor for final disposition. This does not cover line clearances

;nside the hoods in the Clean rooms. An inspection of Clean Room #1 on two occasions resulted in
seeing the Technicians and Pharmacist producing. the products and clearing the areas prior to the
next lot of batch were produced; however, there was no documentation showing the line clearance of

the areas.

Discussion with Managemgnﬁ:' ; _ 7 ]
On July 30™ I discussed with Ms Pasedis how the firm has handled the labeling of the products and
the line clearance and maintenance and cleaning of the equipment, including the hoods in-the clean
room. She stated that the firm prior to 2/4/08, when they revised SOP 1.040 The Log of Use,
Maintenance, and Cleaning (LUMAC) of Equipment VER. 2-dated 2/4/08 (See Exhibit#21), the
 fimm followed the LUMAC SOP which required a line entry every time that the hood was cleaned
prioi to 2 new product being introduced to each of the fioods located in the two clean rooms. -We
discussed'diffé.rent way$ of reintroducing the documentation of thesé cleanings and line clearances,
inchuding putting a line item at the start and completion of each production run so that the Admixing

Technician can sign off on these actions.
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OBSERVATION §

The batch production and co ntral records are deficient in that they do nat nclude 2 statement
of theactual yield and percentage of theoretical vield, ’

Specifically, 2 review of Batch Formula Worksheefs for both stock solution and finished product't'e\'eéled that the
firm does not have & statement of the actual yield and the percentage of theoretical yield at the completion of the

- process. For example, there is no-zctual yield or percentage of theoretical yield poted in the following two
Rormula Worksheets: 2) Oxytocin in SWFI 10 units/ml 4000 mil Stock Solution Lot#06172008@130 made
6/18/2008 (Step#7 & 13), and b) Oxytocin added to 0.9% NACL 30 units/ 500 il INJ BAG Lot#07162008@27 for

432 bags made 7/16/2008 (Step#4). .
Reference: 21 CFR 211:188(0) (7)

Supporting Evidence and Relevance! - _
Several Formulary Worksheets were reviewed at the start and during the inspection which revealed
that the firm did have 2 lot or batch size posted at the start and on each page of the Formula '
Worksheet; however, there is no actual yield or percentage of {heoretical yield noted in the
following two Formula Worksheets: 2) Oxytocin in SWFI 10 units/ml 4000 ml Stock Solution
Lot#06172008@130 made 6/18/2008 (Step#7 & 13) (See Rybibit#50), and b) Oxytocin added to.

. 0.9% NACL 30 units/ 500 ml INF BAG Lot#07162008@27 for 432 bags made 7/16/2008 (Step#4),
which is included in Documentary Sample#366490. In regard to the Stock Solutions, the firm
calculates under Step#7 the actual weights of the dilient and active, but does not determine the
actual size of the batch produced. There also is no theoretical range listed to compare with the actual
amount of stock solution produced. The example provided is Exhibit#50 of Oxytocin in SWEFI
LotH06172008@130 where ‘the batch size is 20 Liters and they write in that 19101 ml is made.
Although, in this case, the active is less than .5 g-and would be rounded down, the weight of the
finished stock solution is C (Active, Carboy, and Diluent) — A (Carboy Weight) or 19101.4 g, which

rounds to 19101g or ml. This is 95.5% of the theoretical yield from a batch of 20 L. The 5 bags

" filled are documcntcd under Step#13; .

A review.of a finished product like the Ox¥tocin added to 0.9% NACL 30 units/ 500 ml INT BAG
1oth07162008@27 for 432 bags made 7/16/2008 (Pecumentary Sample#366490) or
Hydromorphone in 0.9% NACL 0.2mg/mi 30 ml in 30 ml glass syringe Lot#07032008@10 for 350
syringes manufactured 7/8/08 (Documentary Sample#i366486) shows a batch yield of 350 typed in
on each page but no actual amount made written in by the Admixing Technician under Step#4.

f a percentage of the theoretical yield that is produced. The 432 bags of

There is also no mention 0 ‘
‘Oxytocin were produced from one lot of stock solution while the 350 syringes of Hydromorphone

were.producéd from 3 lots of stock solution. There is no indication on either batch record regarding
the disposition of any stock solution iaterial left over after the units of product were produced, It
appears that the 1296 ml of Oxytocin and 11,200ml of Hydromorphone as listed on the Formulary
Worksheet were used in the production of these respective 432 and.350 units of finished product.
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Discussion with Management:

A discussion was held during the inspection with Ms Pasedis and Mr. Conigliaro regarding the

Formulary Worksheeis and the actual s, theoratice] vield of yroduct for each stock solution and-
finished product produced. Ms. Pasedis stated that they know the amount of product in szch stock
bag at the end of the usage of each and all bags. I explained to her that they need to know the -

- amount of product in the stock solution lot and individual bags prior to finished product production.
One can use Step 7 and Step 13 to determine the amount manufactured. One can then use StepH4 in
the finished product production to determine how many units are produced and how much, if any is
not used, or used for a different finished product. I'showed her that currently there is no entry by thé

Admixing Technician on how many units are produced by the Admix Technician using the
" calibrated Repeater Pump. ,

. OBSERVATION 6

Written pm’dﬁéﬁau and process control procedures are mot followed in the execution of

productien and process control functions.
Specifically, during the review of several SOPs it was noted that the firm was not f;ﬁiowing what was expected as

noted in the following two documents: .
) SOP 9,100 Sterile Technique Qualification (Media Fills) VER 2 dated 6/16/08 under 10.12 response'to Positive
results refers to tretraining" only throughout the section, and does not refer to the firm's Out of Specification
Procedure SOP 3.030 for pasitive test resut follow-up; and b) SOP 6.021 Qu ality Assurance Sample Process ang
Library VER 1 dated 6/11/07 reveals under 9,4 Testing of Q A Sample a section on “lot samples for in house Lab
testing'* when there is currently no in house lab testing or capabilities of testing a product in house. ' '

Reference: 21 CFR 211.108(b)

Supporting Evidence and Relevance: o . o

A request for the firm’s Master SOP List resulted in the request for 15 different SOPs which were |

reviewed at various time during the inspection (See Exhibit#7). The teview of the SOPs throughout

the inspection revealed that the firm was going through a review process of all SOPs: Melanie

. _Cerullo, Director of Quality was initiating and Sophia Pasedis, VP of Regulatory Affairs, '

Compliance and Auditing was doing the initial sign off prior fo full QA Committee final review.” A’

review of SOP 9.100 Sterile Technique Qualification (Media Fills) VER 2-dated 6/16/08 under 10.12

Response fo Positive Results (See Exhibit#51) revealed a referral to "refraining” only th:oughoxit the

section, and doés not refer to the firm's Out of Specification-Procedure SOP'3.030 for positive test

result follow-up. This was pointed out to management who in turn drafied a version 3 of the SOp

~ 9.100 in which they added reference to the 0O0S firm documents (See Exhibit#52), and provided me

" with the pertinent pages containing Section10.12 . . .. , L

" A réview of SOP 6.021 Quality Assurance Sample Process and Library VER 1 dated 6/11/07 reveals -
under 9.4 Testing of Q A Sample,a section .43 on "lot samples for in house Lab testing" when |

there is currently no in house lab festing or capabilities of testing a product in house (See- - .
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Exhibii’#z,‘?A). The firm drafted a new SOP 6.021 Version 2 and provided me a copy that showed
that the firrn had rewritten the SOP and eliminated references to in-house laboratory testing, by

stiminsting the Section 9.3.1 znd 2.4.1.

Discussion with Management: :
During the inspection discussions were held with Sophia Pasedis and Melanie Cerullo régarding
various SOPs. It was brought to my attention that Ms. Cerullo was in the process of doing a review
on all SOPs as per their firm policy of reviewing all documents once every two years. This has led
to different SOPs that are in the draft stage, signed and dated 7/ 18/08 by Sophia Pasedis and
undergoing final review and full QA Comunitiee sign off.” I was provided drafts showing corrections
- made on the above two mentioned documents. T _

Another document that was reviewed and discussed with all three management persons
accompanying me during this inspection was SOF 2,014 Filtration Sterilization Process VER 2 dated
6/26/08 (See Exhibit#53), which isa revision to Version 1 dated 7/17/06 (See Exhibit#54). Under
the Procedure Section 9.2.7 of Version 1 it states “An integrity (bubble test) shall be performed.
When I asked firm management present with me during the inspection for documentation of -

~ previous. bubble point tests conducted they were unable to provide me with any'documenfation that
the bubble test was performed prior to 6/26/08. Ms. Pasedis confirmed that when they révised SOP
8.010 in June 2008 they started doing bubble point tests and included the documentation i With the
Formulary Worksheet. This can be seen in Morphine Sulfate in 0.9% NACL 1 mg/rl 4000ml Stock
Solution Lot#06302008@122 manufactured?7/1/2008 (See Exhibit#55) where Attachmenti] Post-~
Use Bubble Point Filter Infegrity Testing of Filters for Filter Lot# C8CN52423 used in production of

Filter Sterilized Lot#06302008@122 passed: .
REFUSALS

" "Phere were no refusals on cGMP document requests. I did request an actual or the template of the
type of confracts used with their customers, which are solely Hospital facilities. Ms. Pasedis stated
and Mr. Conigliaro ¢oncurred that there was ho cGMP regulation thatf required them to.provide me
with either a template contract o signed confract that they have with any of their clients.

GENERAL DISCUSSION WITH MANAGEMENT

Prior to leaving on 8/5/08 I discussed with Sophia Pasedis and Gregory Conigliaro the observations
that I had ﬁom my inspection to date. Ialso collected at this time two physical samples 366491 and
366492 with documents and submitted them for sterility, potency and identification testing.. They
were identified and shipped to NRL on 8/11/08. . | g
- On 8/6/08 prior to leaving the firm in the affernoon an exit discussion was held with the three

mianagement persons who accompanied me during the inspection. A List of Observations (FDAAS3)

was issued to Mr. Gregory A. Conigliaro, General Manager, in the presence of SophiaPasedis, VP
Regulatory, Compliance and Auditing, and Melani¢ Cerullo, Director of Quality, after discussing '
two other issues with them. I discussed with the firm the following fwo points: o
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1) The finm corrently tracks all incoming ingredients and products used in production by the
supplier/manufactarer’s lot mumber, which they use throughout the recording of the-identity
of the item. The firm has some container closures and other materials that do not have lot

O o oo U S U TR X SN S W SIS M R et
numbers and need o be identfisd. Adthouvgh they can contl

discussed their looking into a better method, especially when they get a new software
tracking system for the documentation and production of their products; and

2)' I discussed with them SOP 8.010 Filtration and Sterilization Process Version 2 dated 6/26/08

and the earlier Ver.1 Sterilization dated 7/17/06. The firm had no documented record that the
filter integrity (bubble point) test was being done as per SOP prior to the revision of 6/28/08.
They had provided me with an example of a bubble test done on 6/30/08 to show that itis

now being done. .

I proceeded to read each of the six (6) Observations fo those present. When asked, I provided
clarification and examples of what was missing in the Master and Batch Formulary Recoids. 1also
acknowledged that the firm was conducting a two year review of all SOPs and that they were in the
process of updating these SOPs even before I stated my inspection. I emphasized the importance of
the fitst observation and explainéd to them that my observations may lead to Regulatory Action,
which includes 2 Waming Lettér, Seizure or Injunction after prior waming. Ialso explained to
thern that the documentaty samples I collected during the inspection were so that we could review
the various labeling and products produced by the firm at this location. Ms Pasedis asked to whom
-and how soon should they respond to the List of Observations. I gave them 6urcurrent District
Director’s name and asked that I be copied on any correspondence. - They stated that they would

respond within 10 to 14 days.,
The inspection was concluded.

SAMPLES COLLECTED

The following two physiqal_sé_mples were collected: - - :
1) 366491 dated 8/6/08 FENTany! (as citrate) in 0.9% NACL, 100 ml Injectable bags 24/10

meg/ml units of Lot# 07302008@4 EXP September 13, 2008 collected and shipped to NRL

for Sterility, Potency and- identification; and '
2) 366492 dated 8/6/08 OxyTOCIN 30 tmits added to 500 mL in 0.9% Sodium Chloride

Injectable bags 24 units of Lot#08022008@54 EXP November 2, 2008 collected and shipped.

to NRL for S_té:rility, Potency and Identification. "

T also collected the following 6 Documentary Samples: -
1) 366485 dated 8/6/08 Fentanyl Concentrate in Water 10mg/ml 1592.1 ml Concentrate Stock:
© Solution Lot#06162008@31 EXP October 14, 2008 collected for cGMPs and labeling of finished
product; . o . B o
2) 366486 dated 8/6/08 Hydromorphone HCL in.0.9% NACL, 0.2 mg/m! 4000 ml Stock Solution
*. Lot06162008@81 BXP September 15, 2008 collected for cGMPs and Labeling of finished product;
3)366487 dated 8/6/08 Morphine Sulfate in 0.9% NACL 1 mg/ml 4000rnl Stock Solution
. Lot#06112008@92 EXP September 10, 2008 collected for cGMPs and labeling of finished product;
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4) 366488 dated 8/6/08 Bupivacaine 0.75% 4000 il Stock Solution Lot#06172008@125 EXP

September 16,2008 collected for cGMPs and labeling of finished product;

5) 566489 detsd §.6/08 Ropivacaine 0.5% 4000 ml Stock Solution Lot#06172008@127 EXP

September 16, 2008 collected for cGlPs and labeling of finished producy andG '

6) 366490 dated 8/6/08 Oxytocin in SWEI 10 units/mt 4000ml Stock Solution Lot#06252008@121
BXP November 23, 2008 collected for cGMPs and labeling of finished product. '

VOLUNTARY CORRECTIONS

The pre\iious inspection concluded 12/10/2007 was not a cGMP inspection and no List of
Observations was ;ssued. The firm has corrected discussion points regarding Jabeling accountability
- on destroyed labels, listing all equipment used in production on the Formulary Worksheets; and

conducting annual product reviews on their product categories.
ATTACHMENTS

- 'FDA462 Notice of Insp‘ection dated 7/21/08

_FDAA483 List of Observations dated 8/06/2008
Attachment#1: FACTS Assignment#935703 target date 5/30/2008.
Aﬁachmefzt#Z: 1ist of Two Contract Servicing laboratories frdm 12/07 BIR
Attachment#3: List of Actives received for Production from 12/07 BIR

. Attachment#4: List of two outside Laboratories from prior 12/07 BIR

'EXHIBITS COLLECTED

pxhibit#1: Ameridose Labeler Code letter dated 8/8/2006 (1 pg)
Byhibit#2: Organization 'Chér_t (1pg)
Exhibith3: Ameridose Products List (26 pgs)
_ Exhibit#4: Product Batches List (3p'gs) -
: Exhibit‘#& SOP 2.010 Training Program dated 1/2820/08 (12 pgs) ‘

“Exhibit#6: SOP 3.030 Environmental Monitoring of Clean Room Areas dated 7/17/2008 (32 pgs)
Bxhibit#7: Master SOP Index (3 pgs) ' _ : "
Exhibit#8: SOP 1.030 Method Deviations dated 1/28/2008 (3 pes) - ' ,
Bxhibit#9: SOP 9.030 Corrective Action/Preventive Action (CAPA) Maﬁagement dated 2/1/2008 (3

. . , .
. %ih?ibit#w: SOP 9.010 Responsibilities of Quality and Compliance dated 7/18.2008 Draft (9 pgs)
Exhibit#11: 3 Product Stack Solutién Batches July 7-21,2008 3 pgs) - ‘
- Rihibit#12: Phptos #1-3 Facility (2 pgs) T :
" Bxhibit#13: SOP 5.060 Process Validation dated 7/10/2008 (ZL pgs) -
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Exhibit#14: SOP 9.050 Beyond-Use-Dating (BUD) of Products dated 5/22/2008 (5 pgs)
Exhibit#15: Product Verification report and Certificates of Analysis on Hydromorphone (C of A) (6
5ES) , : ‘ .
Exhibit#16: Product Verification and C of A (4 pgs).
Exhibit#17: List of repeater Pumps (1 pg) _ .
: _Exhibit#l 8: S0P 4,060 Operation and Maintenance of Anprolene Gas Sterilizer dated 5/28/08 (7
pgs) ) o ' '
Exhibit#19: Attachment 2 Sterilization record Cycle 79B dated 7/29/08 (3 pgs)
Exhibit#20: SOP 5.040 Product Labeling dated 3/19/08 (6 pgs)’ - '
Exhibit#21: SOP 1.040 Log 0f Use, Mgintenancé, and Cleaning (LUMAC) of Bquipment dated
2/4/2008 (9 pgs) ’ . _ ‘
‘Exhibit#22; Formula Worksheet Oxytocin: a_ddéd to LR 20 Units/ 1000 mi INJ bag
Lot#07082008@1 made 7/8/08 and destruction comment (7 pgs)
Fxhibit#23: SOP 5.050 Packaging and Shipping Process dated 6/16/2008 (5 pgs)
Exhibit#24: SOP 9.110 Consumer Complaints dated 3/19/2008 (8 pgs)
Exhibith25: Attachment#] Complaint Log AC08152 to 08189 and Complaints 081:55/56 and 8184 ¢
gs) ' i _ _
Exhibit#26: SOP 9.070 Recall Procedure dated 4/11/2008 4 pgs)
Bxhibit#27A: SOP 5.021 Ver. 1 QA Sample Process and Library dated 6/11/2008 (4 pgs) .

Exhibit#27B: SOP 6,021 Ver. 2 QA Sample Process and Library undated draft (4 pgs)
Exhibit28: SOP 9.060 Sterjle Product Process dated 7/17/2006 (6 pgs)
Exhibit#29: Sterility Test Results on Products from 5 powdered active materials (14 pgs)

Exhibit#30: Formula Worksheet Oxytocin 10 Units/mi 1000ml stock sol Lot#07112008@35 made
7/11/08, insert label Abraxis and C of A (13 pgs) . Lo
Bxhibit#31: Formula Worksheet Oxytocin added to LR 20 Units/ 1000 mi INT Bag
Lot#07142008@3 made 7/14/2008 (13 pgs) '
Exhibit#32: Formula Worksheet Oxytocin added to D5W 10 Units/ 500ml INJ bag
Lot#07112008@102 made 7/11/2008 wisterility results (10 pgs) Y . .
Exhibit#33: Ephedrine 50 mg/ml 500 ml Stock Sol Lot#07082008@114 made 7/10/2008 wisterility
results (8 pgs) K _ )
Exhibit#34: Final Preparation Specification Hydromorphone 0.2 mg/ml in 50ml 0.9% NACL 60 ml
BD Syr_inge‘undated Draft (3 pgs) o - : X h .
Fxhibit#35: SOP. 5.010 Ver. 1 Prodyct Procurement, Receipt and Inspection Ver. 1 dated 7/17/2006
" (2pg8) S L - '
Exhibit#36: SOP 5010 Ver. 1 Product Procurement, Réceipt and Inspection Ver, 2undated draft (11
pgs) - S
Exhibit#37: Receiving Materials electronic Log and c of a list (3 pgs)
Exhibit#38; SOP 2.040 Order Process Ver. 1 dated 7/17/2008 (4 pgs)

Exhibit#39; Order Processing and Géneration of Formulary Worksheet V er. p uﬁdated Draft (8 pgs) :
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Exibit440: Stability Test results as C of As (5 pgs)
Eihibit#41: List of Ameridose Vendors (2 pgs)
Exhibit42: Listof Powdared Lots recaived sinee gay {3 pgs)
~ Exhibit#43: Original Tests on incoming Actives, C of A reports (17 pgs)
Exhibit#44: Annual Tests on incoming Actives, C of A s (14 pgs)
Ryhibit#45: Raw Material Specifications Ropivacaine Powder undated draft (2 pes)
Ryhibit#46: Master Formula Workshest Fentanyl in SWEI 50 meg/ml 4000 mi Stock Sol 1Lt size (6

pgs) .
Exhibit#47: Master Formula Worksheet Oxytocm in SWFI 10 umts/m] 4000 ml Stock Sol 1 Liter -

Size (6 pgs)

Exhibit#48: Master Formu?ary Worksheet Fentanyl/Bupivacaine in 0. 9% NACL 10 mcg/O 1% 50 ml
in 60 mt INJ Syringe 1 syringe (3 pgs)

Exhibit#49: Master Formula.ry Worksheet Oxy'tocm added to 20 Units/ 1000 ml in INJ Bag 1 Bag (3

pgs)

Exhibit#50: Formulary Worksheet Oxytocin in SWFI 10 units/m] 4000 ml Stoek Sol
Lot#06172008@130 made 6/18/2008 (14 pgs) -

Exhibit#51: SOP 9. 100 Sterile chhmque Quahﬁcat:on (Media FIHS) Ver. 2 dated 6/ 16!2008 (18

pes)
Byhibit#52: SOP 9.100 Sterile Technique Quahﬁcation (Media Fills) Ver. 3 undated Drafl (2pgs)

Exhibit#53: SOP 8.010 Filiration Stertlization Process Ver. 2 dated 6/26/2008 (7 pgs)
Exh1b1t#54 SOP 8.010 Fiftration Sterilization Process Ver, 1 dated 7/16/2006 (3 pgs)
Exhibith5S: Formulary Workshieet for Morphine Sulfate 0.9% NACL 1 mg/ml 4000 ml Stock
Solunon Iot#06302008@122 made 7/1/2008°(3 pgs)

/{m/{(/g &

RlchardH Penta Investwator
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FAERS search results for suspect drugs labeled as Ameridose, New England Compounding Center or Alaunus*
Reports initlally received by FDA from 1/1/02 to 9/25/12

Voluntary Reporting
FAERS Initial FDA ggg?rzeuc;dln All Prefarred Terms All Reported SuspectD Reporter Salection
Case# Rec'd Date Phar?nacy 4 po sp rugs for Box B1i Category
3823719 | 7/30102 NECC ! PAIN,HEADACHE METHYLPREDNISOLONE ACETATE Adverse Event
3824303 | 7/30/02 NECC BLOOD GULTURE POSITIVE HEADACHEMENINGITIS, PAIN METHYELPREDNISOLONE ACETATE Adverse Event
Adverse Event,
3830640 | B/15/02 NECC MENINGITIS METHYLPREDNISOLONE ACETATE Product Problem
DRUG EFFEGCT DECREASED,COUGH AIRWAY COMPLICATION
. OF ANAESTHESIA MEDICATION ERROR, PRCDUCT QUALITY
6616697 | 477108 Ameridose 18SUE SUCCINYLCHOLINE CHLORIDE Product Problem
6833736 | 11/21/08 | Ameridose DRUG INEFFECTIVE PHENYLEPHRINE Product Problem
. HYDRGMORPHONE
7831464 ; 2/8/11 Ameridose DEVICE QCCLUSION,DEVICE LEAKAGE HYDROCHLORIDE Product Problem
8008327 | /1511 Ameridose MEDICATION ERROR,INCORRECT DOSE ADMINISTERED MAGNESIUM SULFATE Product Problem
DRUG LABEL CONFUSION,CIRCUMSTANCE OR INFORMATION
. CAPABLE OF LEADING TO MEDICATION ERROR MEDICATION
8360445 | 1/2412 Ameridose ERROR FENTANYL Adverse Evenl
HEDICATION ERROR, CIRCUMSTANCE OR INFORMATION
CAPABLE OF LEADING TO MEDICATION ERROR,DRUG LABEL | MORPHINE
) CONFUSION,PRODLICT CONTAINER ISSUE,DRUG NANME SULFATE, HYDROMORPHONE .
8480382 | 3/2312 Ameridose CONFUSION HYDROCHLORIDE,MIDAZOLAM Medicatien Error
MEDICATION ERROR,CIRCUMSTANCE OR INFORMATION EPHEDRINE
. GAPASLE OF LEADING TO MEDICATION ERROR, SYRINGE SULFATE,PHENYLEPHRINE
8631046 { 6/12112 Ameridose ISSUE HYDROCHKLCRIDE Adverse Event
. DRUG INEFFECTIVE,INCORRECT STORAGE OF
8672621 ; 7/9112 Ameridose DRUG,MEDICATION ERROR SUCCINYLCHOLINE CHLORIDE Adverse Event
Registry Reporting

Nole; Registry reporting events were received for palients enolled in a Visudyne Registy Study of Age-Related Maculsr Degeneration (AMD} Therapy. Per the Visudyns Registry Study profocol,
adverse evenl repords were submitied to FDA. Product quality complaints for NECC compounded Avastin were nol reported in these sdverse event reports,

and the adverse evenis were nol attributed to NEGE products,

Reported
FAERS Initlal FDA | Compounding Reporter Selection
Case# Rec'd Date | Pharmacy All Preferred Terms All Reported Suspect Drugs for Box B1 Calegory
6326386 | 5/25/07 NECC DEATH AVASTINVISUDYNE Adverse Event
6326388 | 5/25/07 NECC DEATH AVASTIN VISUDYNE Adverse Event
6326350 | 5/25/07 NECC DEATH AVASTIN.VISUDYNE Adverse Event
6331173 | 5/26/07 NECC OVERDOSE AVASTIN VISUDYNE Adverse Event
6615515 | 12117/07 NECC TRANSIENT ISCHAEMIC ATTACK AVASTIN,VISUDYNE Adverse Event

*No Repods wara recaived for Alaunus
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The Commonwealth of Massachusetis
Executive Office of Health and Human Services
| + Department of Public Health L
~ Division of Health-Professions Licensure

D‘Evé‘lavé PATRICK ' ‘ ' Board of Reg;srrauon in Pharmacy
‘ : ' : th
. TMOTHYP.MURRAY ¢ - .. . 239 Causeway Street, Suite 500, 5 Floor
LIEUTENANT GOVERNOR : S BOSLOH MA 02114
; -JUDYSA!;:.';; EIGEV,MD _ o o (800) 414-0168
JOHFLAUERBACH hiip: /fwww mass. qovfrequoards/bharmacv |

COMMISSIONER

CJme6,200 L
Jamnes N. Czaban, Bsq.

WﬂeyRem., LLP

1776 K Street NW .

Washington, DC 20006

RE: Complamt Docket Nos. PHA20100107 and PHAZ0100108

. Dear Atty. Czaban

The Board of Regzsfraﬁon m Pharmacy (Board) has Voted to resolve the abOVe—referenced
‘complaints by issuing a Dismissal Lefter (enclosed) to Amendose LLC phm:maclcs located in

. Westbomugh, Massachusctfs

Thank you for bnngmg ﬂus matterfo the attention of ;hc Board.

‘Very truly.yo‘urs,

Stanley B. Walczyk, R Ph, President
Board of Registration in Pharmacy -

Encls.
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1776 K SREET HY
WASHINGION, DE 20065
PHONE 202.710.7000
FAX 202.719.7048

7925 JONES BRANCH DRIVE

McLERN, YA 22102
-PHONE 703.905.2800
FAX - 703.505.2830

wwrw.wilbyrein,com

;Re: . Prequxed Mcardlpme Injectton -

" correspondence, I am wrifing to inform 3 you H
(“Ameridose”) have reached an amicable resoltition fo the companies’ dispute

‘ regarding Amendose $ achwues Involving nicardipine,
..Acéorﬁjng'ly :
-enforcernent actmas against Ameridose arg necessary to protect the public health

| - Hecelved
ST Mwis g
* BOARDOF . :
PHARMACY - .
' " James H. Czaban

January 14,2011 - , L 2027197411

jrzaban@witeyveln.com’

VIA UPS

T ames D. Coffey, Dﬁecfor - ‘Contaiis Confidential Commerciai Inforrmation
. Board OfRegISﬁ:ahonm Pharmacy . and Trade Sécrets; Exempt From Public Disclosure™
. 239 Causeway Street, 2nd FIOOI' Suite 200 Pursuant to Massach&setts Publi¢ Records Law,G.
Boston, MA 02114 L.c.4, § 7(26)(8)

a:nd‘ Améridos; LLC . l

Notice of Setflement Befween

j}jaaer-. Coﬁay. S o ,- T

and futther to our prior.
and Ameridose LLC

:

10 iono'cr believes that any govcmmemal investigative or

and safety and hereby withdraws ifs request that the Board of Regzstraﬁon in

_Pharmacy take any such actions.

We appreciate your'atténﬁozi fo this matter.

" ... . Respeoffullysnbmitted,
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The Commonwealth of Massachusetis
Executive Office of Health and Human Services
Department of Public Health
" Division.of.Health Professions Licensure -

Board of Registration in Pharmacy
Investigative Report

Int the Matters of:
1. PHA-~2010-0107 Ameridose, LLC, 1ocated on 50 Fountam Street in Frammgham MA

"-(033467 Issued 07/13/’06)

2 PHA-ZOIO 0108 Amcrldose 11C, located on 20 Flfmders Road in Westborough, MA
(DS85641; Issued 11/21/08) .

" Manger of Record
T Sophla Pasedis (PI—LOZI? Issucd 06/‘44/ 1987 no prior complamts)

2. Bryan M o’ Neﬂl (PI—I23692 Issued 06/23/1997 10 prior comnlamts)

Investlgator Cheryl Lathum PharmD, RPh

Superwsor' Samuei] Pcnta, RPh

" Allegation of Comp}amt gwe nature code and Summarize the aﬂegahons

The complamant (a spemalty pharmaceutical compzmy) aﬂeves that Amendose L.Cc
'Iocatud on 50 Pountain Street in Framingham (DS3467; no prior complamts) and Ameridose,

LLC located on 20 Flanders Road in Westborough (DS89641; no prior complaints) manufacture.

and distribute an tinapproved, pxe—mlxed mcardipme injection product, The complainant further

‘alleges that the manufacturé of this product is unavoidably dangerous under the conditions of its '

-use and poses an immediate risk of death for critically il patients to whom it is administered,”

N1card1pme infection is a calcium channel blocker indicated for “the sho:tuten'n treatment
of hypertensmn when oral therany is not feasible or not desnable )

Thcre are two forms of mcardipme m_}cci:lon approved by the FDA The first is
mcar_d1pmc (2.5 mg/ml) in 10 ampoules, for dilution in 240 ml of intravenous fluid. It is
available as Cardene IV frotd Inc and from varfous generic mannfacturers,
The second is Cardene 1V, Premixed Injection: It is supplied as a single-use, ready-to-uss, iso-
osmotic soliition for intravenous-administration in a 200 mL Galaxy ® container with 40 mg (0.2
mg/mL) nicardipine hydrochloride in either dextrose or sodigm chloride, The pre-mixed bags are
manufactared by Baxter Hesltheare Corporatton and marketed b

Ame1 1dose manufacturers 1ts pré- mzxsd mcazcixpma injection product by obtamang
_ mcardapme ampoule prodycts from hospital customers and by admixing the hospital’s own

. nicardipine info commercially available diluent bags. Amendose returns the finished products to

- hosP1tals whlch storé the bags until needed,

Tt A
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- The compiamant states that once diluted, mcardipma soiution has a very short, 24-hour
stability penod at room temperature, The complainant further states, “Ameridose’s practice of
simply admixing nicardipine from approveci ampoule products info an off-the-shelf IV, bag_
cannot result in a ready-to-use mcard;pme injection product that will be safe, purs, and stablo -

beyond the 24 hour period specified in the FDA- approved labeling for ampoule products.” The
" complainant continues, “The percent of mcard1pme remaining in solution decreases as function.
of pH over a twenty-four hour period,” The pH, concentration of the active iagredient, and the -
- composition of the container material affect the stability of the active ingredient and the

formation of lmpuntles .

Activities'and F]‘ndings'

On July 8, 2010 Boaxd Investtgators with EDA Investigators, performed asite visit of

both Ameridose’s Framiogham (DS3467; no prior complaints) and Westborough, Massachusetts - -

. (DS89641; no prior complaints) facilities. The MOR of the Framingham facility was identified -
as Sophia Pasedis (PH20217; Issued 06f24/ 1987; no prior complaints); the MOR of the -
Westborough facility was identified as BryanM O’Neill (PH23 692 Issued 06/23/1997; no pnor

complamts)

At the tirhe of the visif, the Framingham facility located on 50 Féuntam Street in
Frdmmcham MA was undergomg renovations with very Im:uted operatlons and staff on s1te

_ The Westborough facility, Iocated on 20 Flanders Road in W estbo:ough, was fuily
operational. An inspection was coriducted of the facility’s retail pharmacy hcense No violation

of Board of Pharmacy rules or regulattons was found

ailegatxons dated July 15,20 10 Amendose

" sthtes, “Ameridose does not manufact
‘hospital’s own Nicardipine into a ccmmercxaliy available diluent bag just as the hospital -
pharmacist would but rather in 2 far more controlled and advanced cGMP envivonment,”

Amgridose also states that “multiple stability studizs, completed by independent, FDA registered -

1abs, which show that the admixed version(s) of Nicatdipine admixed by Ameridose on behalf of
. its chﬁnt hospitals, meet ali stablhty, pH, sterjlity and other fifial admixed product requemcnts ”

A Amendos\, further states that they have “hundreds of studies that address the stenhtv of
its admixed medications” and that all admixing occurs “in ISO'5 enviromments inside state of the
art clean rooms.” Ameridose, continues, “Amendose 8 operatzons exceed the requucments of

USP <197> and meet cGMPs »

Iu a Wntten sgned Ietter dated Iaj_uary 14 2011, 88T
* Ameridose, LLC{(*Améridose”) have reached an_amicable 5 Tesolution to f_he compames dispute *

zcga:dmc Amendose 'S actwmcs m&olvmg mcardipme *

" Thé lattcr confinues, “Accordingl 0 longer believes that any governmental

nwestloatlva or enfurcement actzons agmnsr

ct, but rather its pharmacists are adinixing the _

Amneridose are necessary to protect the public health A

[P
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and sare‘y and hereby mthdraws zts request that the Board of Rqutaﬁon in Pharmacy take any.

such actions.’
i O8] /0///

i
SuperwsorS:gnlature / /// — Date J// //

Addendu:‘m

Yon February 9, 2011, Per

Investigator Pénta spoke. with FDA Investigatorfg

* Investigator Emerson, at this time the FDA is not moving forwaxd on, this matter and the rrattér
© s adrmmbtratively closed If the matfer ig rc—opened we Wﬂl be confacted by FDA. o
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CLEAK, VA 22102
" FHONE  703.905.2800
- FX 7029052826 .TammD Cofiey, Dzrﬁctor

Board of Registration in Pharmdcy |
239 Causeway Street, 2nd Floor, Smte 200
: Boston MA 02114 -

g | VIA EMATL AND OVEEMGHT DELIVERY |

v, wileyrein.com

SR : o Re:. Comp}amt Aﬂamsf Ameﬁdasé YX.C for Uniéwfa] :
R ' ' { Manufacturing and Distribution of -
?re—l\iixed Nicardipine i’mec&on Prodeets

| Dear Mr, Coffey:

§ | am wiiting to call your attenhon to
serious violations of Massachusetts pharmacy laws and regulitions by Ameridose,
LLC (“Ameridoss"}, of Framingham 4od Westbotough, Massachusetts, and to_

: request that prompt investigation and diseiplinary actions be taken against
Amenﬁose by the Board of nglstranon in Pharmacy (the “Boaré”)

The unlaw‘“lﬂ achons of Ameridose involve the manufacturing and distnbutmn of a.n ‘
‘unapproved injectable préserption drug product — specifically a prs—rmxed

nicardipine injection product — which is unavoidably dangerous under the .
-conditions of is use and poses an immediate risk of death for cnﬁcally il patients to

WhOID it i admimstered

As indicated below, Ameridoseis & Massachusetts based company Wlth two
‘ Massachusetts facilities, and holds six Massachusarts Pharmacy Lmenses

Phone: 888-820-0622
Phone; 508-656-2649

* Pax:. . 508-872-0044

Masé Pharmac\} Licenses:
083467 (Retail Drug Store)
CS3467 