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Warning letter — 1

Apotex Pharmachem India Pvt. Ltd.
6/16/14




FDA Warning letter
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CERTIFIED MAIL
RETURN RECEIPT REQUESTED

June 16, 2014

Jeremy B. Desai, PhD

President and Chief Operating Officer
Apotex, Inc.

150 Signet Drive

Toronto, ON, Canada MIL 1 T9

Warning Letter

Apotex Pharmachem India Pvt Ltd. 6/16/14 “

Public Health Service
Food and Drug Administration

WL: 320-14-11

Audit date: January 27,
2014 through January
31,2014

Plant: Apotex
Pharmachem India Pvt.
Ltd.

. active pharmaceutical

ingredients (APIs).



Data inte

. Failure to maintain complete data derived from all

laboratory tests conducted to ensure compliance

with established specifications and standards

. Failure to investigate and document out-of-
specification results.

. Failure to include adequate documentation during
complaint investigation.

. Failure to record activities at the time they are
performed



Failure to maintain complete data derivedfrom all Ia

conducted to ensure compliance with established specifications and

standards

 GCdata7/13 3 O0S > L3 3k % » =¥ %% * 7/14f-7/15

« HPLCdata7/35 OOT > L3 é’? » BB % 74de7]5 o 247 B fE
# 2_%] % 5 3|5 some small extra peaks identified in the
chromatogram fingerprint and an unexpected high assay result.

 KFdata11/21 3 O0S > X3 3F4 » — /] F{s » B~ ¥ — (Fsampleg ¥ o
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the common practice was to complete the analysis and to record the
sample preparation data only if the results were acceptable. If the results
obtained were atypical, a fresh sample was to be prepared and

analyzed. The original sample testing was not recorded.

Auditor concern:

We are concerned that your laboratory allowed the practice of retesting
for GC, HPLC, and Karl Fischer methods without appropriate
documentation, justification, and investigation



TS

2. Fallure to investigate and document out—of-specificaml results.

 unknown peaks found during the HPLC testing, ix 3 :# & » 4% R
4o Bl
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Auditor concern:
Your management failed to prevent the practices of product sample
retesting without investigation, and rewriting and/or omission of

original CGMP records persisted without implementation of controls
to prevent data manipulation
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3. Failure to include adequate documentation during complaint
investigation.

« E R A2[261TF] > tauditors 3 - L 1/8 retention sample
assayf“ & 7 & > - H wARRELFEBITT] - @ 2 TR
failureix 3 w3 53+ ¢ o

* Repeat finding

4. Failure to record activities at the time they are performed

Specifically, your staff used “finished product reports review data”
worksheets to document critical laboratory information days after the
actual testing was performed. The worksheets reported observations
from your firm’s secondary reviewer, and next to each of these listed
observations the analyst marked them as corrected. A review of these
worksheets revealed that your analysts did not always record data in the
laboratory records in a contemporaneous manner
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Warning Letter
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Silver Spring, MD 20993
Italy
Warning Letter .
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CERTIFIED MAIL WL: 320-14-10
RETURN RECEIPT REQUESTED Italy
July 7, 2014

Mr. Giulio Volante
President

Trifarma S.p.A.

Via G. Guarini Matteucci 1
20162 Milano

ltaly



Violations

1. Failure to mainta
to ensure compliance with established specif
standards pertaining to data retention and management.

Foie BeAFd PRRATE I B elicdy > MR R SRR ok B
7 M By RF oy L
2. Failure to prevent unauthorized access or changes to data and
to provide adequate controls to prevent omission of data.

Foae ok RGP R A g iy 0 BT N
LRk &3}7%\ 138 VA
3. Failure to ensure that employees receive appropriate and
documented training on the particular operations that the
employee performs.

A FER L foie ks




Failure to maintain complete data (1)

* Your firm did not retain complete rav g
performed to ensure the quality of your APIs.

* Your firm deleted all electronic raw data supporting your
high performance liquid chromatography (HPLC) testing
of all APl products released to the U.S. market.

* Your firm failed to retain basic chromatographic
information such as injection sequence, instrument
method or integration method for the tests.

# Your firm’s lack of data control causes us to question the
reliability of your data.



Failure to maintain complete data (1)

\

* Your laboratory management was unaware of, and
therefore did not follow, the written procedure
detailing the review of analytical data.

* Your management confirmed that the review of
analytical data did not include evaluating the system
suitability parameters to ensure proper column
performance.



Response (1)

DIl issues: -

* Your response states that your firm has been researching
backup systems since July 2013 and will have a backup system
online by the third quarter of 2014.

* Your response also states you have begun provisionally storing
backup data on each computer, including the integration
method as part of that data. However, you do not address the
backup of the injection sequence, the instrument method or
audit trails.

* |n addition, your response does not address how your firm wiill
ensure that electronic files are not deleted prematurely from
local computers.



Failure to prevent unauthorized

access or changes to data (2)
o

* Your firm did not have proper controls in place to
prevent the unauthorized manipulation of your
laboratory’s raw electronic data.

« Specifically, your laboratory systems did not have access
controls to prevent deletion or alteration of raw data.

* The inspection noted that all laboratory employees were
granted full privileges to the computer systems.



Failure to prevent unauthorized

access or changes to data (2)

\

# HPLC and gas chromatograph (GC) computer
software lacked active audit trail functions to record
changes to data, including information on original
results, the identity of the person making the change,
and the date of the change.




Response (2)

DIl issues: -

* Your response states your Agilent GC system and HPLC systems
now have audit trails, with (b)(4) more GC systems to be
upgraded by the second quarter of 2014.

* However, your response did not describe the audit trails for the
processing of the data on your Agilent systems. Your response
also states your firm has begun to retain electronic raw data on
the local hard drive, but without proper safeguards to ensure
they cannot be deleted prematurely.

* Such safeguards will not be implemented until the third quarter
of 2014.



Failure to ensure that employees receive

appropriate and documented training (3)

—

* Your firm did not document any training of pranction
employees on the production operations they perform.

+ Specifically, operators in Synthesis Plant (b)(4) did not have
any documented on-the-job training associated with the
production operations they perform.

* In addition, your management was unaware that they should
follow the SOP for the issuance of CoAs, which provides for a
review of relevant analytical data.

* Without documented training, there is a lack of assurance that
your employees can reliably execute their APl manufacturing
responsibilities.



Response (3)
\

* Your response states your firm had updated your
training SOP in July 2013 to include on-the-job training
along with CGMP training requirements.

* However, the current inspection revealed that your
firm is not following this procedure.



FDA Warning Letter -3

Marck Biosciences Ltd.
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Wr. Bhavesh Patel

Managing Director faCiI ity

Mardk Biosciences Limited
Plot No. 878, NH. - &

e * October 29-
. November 1, 2013

During our October 28-November 1, 2013 inspection of your pharmaceutical manufacturing facility, Mard

Warning Letter

. ) ) -~ [ o o
Bigsciences Ltd. located at Plot. No. 878, N.H. - 8, Village Hariyals, Tal Matar, Kheda, India, investigators from t
the U.5. Food and Drug Administration (FOA] identified significant violations of cument good manufacturing I n S p e c I o n
practice (CGMP) regulations for finished pharmaceuticals, Title 21, Code of Federsl Regulstions (CFR), Parts 210
and 211. These viglations cause your drug produdts to be adultersted within the meaning of Section 501(g)(2)(8) of PY D d t
the Federal Food, Drug, and Cosmetic Act {the Act), 21 U.5.C. 351(a)(2){B), in that the methods used in, or the ru g p ro u C

facilities or controls used for, their menufacture, processing, padiing, or holding do not conform to, or are nat
opersted or administered in conformity with, CGMP.

We have conducted & detsiled review of your firm's response dsted November 20, 2013, snd note that it lads
sufficient comective adtions.




® Manufacture, processing, packing, or holding do not conform

CGMP practice
BWig ~ 41 ~ 7 FAHEF P ECGMPRF

® Firm’s response lacks sufficient corrective actions

ST RPLGEHS

38 9/20/2016



Your firm failed to prepare batch production and control
records for each batch of drug product that include

documentation of each significant step in the manufacture,

a) Our inspection revealed “unofficial” visual inspection
records, signed by production personnel, with data that
Is different from the official batch records reviewed by
your firm’s quality unit. In many of the cases reviewed,
the unofficial records showed significantly more quality
defects than the official batch records.
?#ﬁﬁ4ﬁ4ﬁm~L%?ﬁ\w?mﬁﬁﬁﬁiﬁ
SERTA R o 3F S R bEEr o AR s ERP R
;“ P Y2 ”5 0




add extra units

lower the number of rejected units on the official paperwork

——

v This explanation is unacceptable for several reasons, including that this

practice does not accurately represent the number of units with quality
defects present in each batch in the official batch records, it obscures the
number of rejected units in any given batch, and it misrepresents the
number of units sterilized during each batch. Given that your unofficial
and official records are discrepant, there is no assurance that your firm
rejected all units that did not meet your acceptance criteria.
T AR TR ERES
oAk T A ArdkaE r-r”?%““‘ =N )&fi"rr"?rr 3 4 g
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Your response does not include an explanatlo

your internal audit results and our inspectional findings.

R fEP g FE IR B 106343 T6#4(48. ) sV 2bm sbsedky £ 8 o
EFPar RARBEPR e A PEP POl RN
In response to this letter, 3™ %
v" provide an updated assessment of the extent of the differences between
unofficial and official records used at your facility.
EATFFR AL L S esand B
v" Provide documentation showing whether you exceeded the maximum

validated number of units in the (b)(4), and explain the significance of that
unvalidated condition.

FEL EHTR O L FAAEAAREER L B TER AR R
v" Describe controls in place to prevent data manipulation (4% i¥) by your
operators and supervisors.

PRt e FOF A1 S AR TR 20 Bl R



> Response & —_
v" does not explaln why your production personnel used scratch paper for
documenting CGMP-relevant data
P ARLRRE LA AR YN8 CGMPAD M Bicdy
v" the discrepancy between your destruction records and your quarantine

records provide further evidence that your documentation is not
accurate and reliable

G R A ATy e pE S kA R A SN 8 i S
v" The use of unofficial and scratch paper records is not acceptable CGMP.
g r LR N BT E TV AAEX CGMP

® Inresponse to this letter, 7™ %

v" provide assurance that the use of unofficial and scratch paper records
has been discontinued and describe how your firm will prevent this
practice in the future. F@ -7 L i * 2bp L g ig > Tk A k3 i
77 %

v" describe your procedure to assure that all CGMP-related operations are
documented at the time of occurrence.

i it SOPAE 7§ CGMPp B 4k (¥ 38 8% T 2o 4%




iInvestigator that he completes

fields in the batch record but does not actually
operations.

%F%? AL AREE &P &%@iﬂ??%%ﬁofﬂi
AV A g e AP ﬁ*ﬁ’: ')%;L AR e Y e
assurance check” 7 % » B F 213 §F BT HAHF T -

® Inresponse to this letter, ;7% %

v describe your investigation into this situation, outlining your efforts
to determine the scope of data falsification (& i ) within batch
records and your corrective and preventive actions.

Bt g PR A SE B % o IR e Bl i e
" E % P L,vi??gl‘f:]ﬂﬁ’?g



2.

Your firm failed to maintain adequate written records of

major equipment maintenance
'E- /J/)ZJ- fg"%@jfu/\ﬁj -1 E?‘:}E

FDA investigators identified two maintenance longt included
multiple entries describing significant equipment malfunctions, but for
which no investigation into the potential effect on product quality was
performed. In addition, your records do not always include
information on repairs following these malfunctions. For instance, no
maintenance actions or product impact investigations were recorded
for out-of-limit findings during equipment calibration.

FDAFEY: B FEsnd D% s shrk » ¢ HEER P2 AR F DB T
AIBEHAESTORLLF 1 %ﬂ%bn{;ﬁé@a
RAFIDB R o bl 2] ek Bk % 0 Az AP na st B e &
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likely been destroyed. \

B ARk L Ld FhTone gk o R 1 4%
Prg B 2 T e+ R G

» Your response does not address this issue in a comprehensive manner,
does not discuss your investigations into the potential impact on
product quality, does not discuss any investigation into the missing
records or address the root cause or extent of these deficient practices

Rechw RALAFEE 2 ¢ ZDEE > Admd AHASS T D
o AFHD ATE T LT R F& 7 i (7 5 2R

® Inresponse to this letter, 37% %

v include your plan for systemic improvements to be made to address
these deficiencies. § & ¢33t & &8 kAot 44 4



Your firm failed to ensure that each person engaged in the manufacture,

processing, packing, or holding of a drug product has the education,
training, and experience, or any

'gffusprli"""‘l"'&"%}g
R Y P Y LY

;,‘ o S

-

2}
a?

a) your (b)(4) contract employees had not received any training on
CGMP. These contract employees performed critical manufacturing
operations, such as sterilizing operations.

'gf m,m’é‘ ﬁ )3 CGN\P"J" ‘ﬁ > 1B fa ffa”ﬁ j& T/E'Eé,g/_%ﬁ"—l }?}’#ﬁ? it o L»"IJ
AT

» Response: general CGMP training would be given to contract
employees,.

v" but you do not address why contractors were not trained prior to our
inspection or the effect of this deficiency on product quality.

FRhw g piE R B0 A REA PP R
1 5@ PRIE A wr’r’?"mfﬁ‘?




SR 2 EERIE P CGMPY ey s
?paiiﬂﬁ@mirﬁimgﬁ’ﬁﬁjﬁlﬁ?iﬁiéﬁ
> Response:

v" your response to the FDA Form-483 is deficient in that it fails to address
the root cause or the extent of the falsification of training documents.

¥ 7% RFDA483 87 Ejgeh s AP B A R FE AR

® Inresponse to this letter, 7™ %
v indicate how your systems will be changed to address these fundamental
issues. TP drim ro &k Avd F (Fiae A Ay
v" Provide a summary of your investigation into the training status of all
employees participating in CGMP activities at your facility.

BERFE R A7 B ECGMPEH R 1 2 50Kk =



of drug products

your firm was unable to locate approximately (b)(4) units of (b)(4
injection from Batch #(b)(4) that had been manufactured several
weeks earlier. Both your staff members and our investigators carefully

examined the entire warehouse in an attempt to locate the missing
units, but the units were not found during the inspection. We have
concerns that your firm may have released and distributed these units
outside of the quality system.

ﬁ‘ PHEZHID BT A A DR A S e 18 A e,
i mFLH0 AR APy § a2y IEL L Bunt &
5‘7 ﬁ@i%’“?ﬁ‘;,’;w ,‘4‘ Yol c }%;( p"ié_—d% J‘Ebé_r‘:’g"°



oo BRGE AEYR ERE D aARA
A &

v However, you did not provide any photographic evidence of this
discovery. Am in AF{ EZT PR FEP IR

® Inresponse to this letter, ;7% %
v" provide evidence that these units were released by your quality unit
prior to being distributed. #t 432 P 1T & & & B S F Lk SLp AR (T
v" describe any new procedures intended to achieve full accountability
and control over all products in your facility, and describe any
controls in place to prevent unauthorized product shipments. # 3T
SOP4rie # #4713 A F-3 kB ok AP ahsl &



5. Your firm used in the manufacture,
processing, packing, or holding of a drug product

2B —
a) investigators noted significant mold growth in the washroom located at the
entry to the sterile manufacturing area. The ceiling of this room had been

allowed to deteriorate( & * )to such an extent that it caved in. This room
shares a common mezzanine( % & )with the adjacent sterile processing rooms.

PR AL N EEE ¢ Ak S B SR B B AR E
gk B FRRAET R AR AR

> Response:
v" does not identify any efforts to identify the mold growth or relate it to

environmental monitoring data from the neighboring sterile suite, nor does it
discuss the potential effect on the microbial quality of products made in your

facility.
FPw R ARKER EE S SRR FE RS T AREIR LT AN

- - —
—— —
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In response to this letter, 377 % —_

v describe your investigation into the extent of mold within your facility,
including within your HVAC system.
it B F PR S ¢ FEHVAC K S R 2 AR R
v" Describe any additional findings of mold, corrective measures, and
your investigation into the effect of any findings on product quality.
fif = R R AATE IR B 0 RB D U E D AKE S DERF



Fevr B m3F 5~ B B 2 “Sample Pass
3o F 0 BRAHA R b b A SEERE e

» Response: these pest infestation issues would be corrected. It also includes
a commitment to remove the manufacturing waste near the entrance to
the facility and to fill in the swamp-like perimeter that appeared to be

serving as a harborage for vermin.

PO RFAG RN DR P
v" Your response does not address why the observed conditions were
permitted to exist in and around the manufacturing facility.

rew B AR L RPZEEIT I LFGFTARS
v In response to this letter, 7% 5
v discuss this issue and provide details of your pest prevention program.
HHipE R E IR EF B



6. Your firm failed to exercise strict control over [abeling

issued for use in drug product labeling operations
F 7kt A SRR

Our investigators found numerous l00s¢ N | labe

—

multiple products in the open office area adjacent to packaging
lines. Unused labels were not stored in a manner to prevent mix-ups or
mislabeling.

PR S R 5 B A

[_;_;,.J,’?
2EE REN SN VS R

S A SRR ¢ KT IREET
oAk R

7k JRE BV 4E e 5\

» Response:

v" does not include any explanation as to why your firm allowed unused
labels to remain in the production area, lacks adequate explanation
of whether this deviation has affected any production lots and led to
mislabeling deviations or complaints regarding in-date marketed
products.

PR RERAFART SRART L AFE > # LU
LrgdRg & A SpE
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® A firm must maintain all raw data generated during each manufacturing
run. These records should be properly identified to demonstrate that
each released batch was manufactured appropriately, tested, and found
to meet release specifications.

TR R - A ATy ey o TR REREE T § D
FERRA LT =0 A 5 P2 A~ B E £ R

® Appropriate record retention policies should also be in place. Our
inspection discovered that your firm could not provide basic records for
your products.

B33 E 3 e mn st c APBPEERTORG AL PERES



Your data integrity expert should:

been used in your manufacturing and ~ , ,
the possibility of misrepresentation of data on officiz ords in each
case. FEELATH & H 3R 72 AR S R h2b L N B MGE By
Bl 0 SRR TR Sl Rk i T A

2. Interview current and former employees to identify activities, systems,
procedures, and management behaviors that may have resulted in or
contributed to inaccurate data reporting in CGMP records. 3* I 3 1= &2
fREehf 13 FERT g ¢ A DA chpende (T f2 R R IRT L

3. Identify the specific managers in place who participated in, facilitated,
encouraged, or failed to stop subordinates from falsifying data in CGMP
records, and determine the extent of top and middle management’s
involvement in or awareness of data manipulation. FE33 7R 538 £ 27
b~ P~ AATEL G i—éCGM sehrhicdy o YRR R

F»b %% K b'a ;—r.,rj;ﬁ'{%




Your data integrity expert should:

a position to influence data mtegrlty WIth respect t

or the submission of applications to FDA.

FERE P 538 gL LT 0 &7 R PCOMPHEdy = 1 i B

. Audit past distribution practices and complete a detailed accounting of
the distribution of all batches of product manufactured within the past
two years to determine under what circumstances batches were
distributed prior to release by the Quality Unit.

%Vﬁiﬁ%ﬁa’%$§4534§%%$%ﬁ§&ﬁ@w5,E
Llﬂ %é ] /E W%&%G]ﬂa"{ ]"r Hu :‘T}EJZ;EIL&A %




Your data integrity expert should:

accounting of actual data or practices onsite. This audit should include
both manufacturing data and laboratory data, including data used in
process validation studies and analytical method validation studies.

T - Rk By 2 ER AT AT AT R FDAL HFE B Y Foandicdy
ik iE e B ¥ FDAS i T sz N B L R4
Pk 2 A8 R &R E o FE AR TS A 45 3 F v il



Warning letter - 4

1, M % %7/09/14




FDA Warning letter

Zhejiang Jiuzhou Pharmaceutical Co., Ltd. 7/9/14
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Warning Letter
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WL: 320-14-12
July 9, 2014
Ms. Hua Lirong

CEO
Zhejiang Jiuzhou Pharmaceutical Co., Ltd.



Audit Information

‘\

® Audit date: October 21, 2013 through October 24, 2013
® Plant: Zhejiang Jiuzhou Pharmaceutical Co., Ltd.
(Hrizd & )

® Active pharmaceutical ingredients (APIs).



Summary - Violate

Failure to implement an effective system of mane
transfer all quality or regulatory information received from the API
manufacturer to your customers. & it § % 3 ﬁxmw% B AR BT JEL

RALEL AR ARSI NE Tz RTARELE 2 o

Failure of the quality unit to review batch production records prior to
distribution of an APl batch. & F I/ F® . RAFLEF 4 &5 A F 1ok

Failure to document manufacturing operations at the time they are
performed. &2 & & iTPF X 2

Failure to adequately maintain equipment in a state appropriate for its
intended use in the manufacture of APIs.3k % i1 3 i§ § ch @ FR » BK A
«s ya_;}é;,y\ g ‘h}m;k



1. Failure to implement an effective system of managing quality and failure
to transfer all quality or regulatory information received from the API

manufacturer to your customers. & it § * § seg g kAL A dy #9T

liﬂﬁ>ﬁi§—r‘§/§:@1{ijmw’?"fr/z<

manufacturer, was transferred to a new certificate of analysis on Zhejiang Jiuzhou Pharmaceutical Co. letterhead with no
information about the original manufacturer or analytical laboratory performing the analyses. In addition, a new label
identifying Zhejiang Jiuzhou Pharmaceutical Co. as the manufacturer was added to drums. In doing so, your firm essentially

obscured the supply chain of these APIs.

Zonebanner had no quality system in place for the relabeling operations. In addition, we note that in at least one instance of a
lot of gabapentin shipped to the U.S,, the retest date from the original manufacturer’s certificate of analysis (November 201 3)
was changed to an expiration date listed as eleven months later (October 2014) on the new certificate of analysis.
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FDA concern:

In your response, your firm states that Zonebanner exists as a separate legal entity under Chinese law. However,
the FDA considers this entity to be under your control. During the inspection, your employees stated that
Zonebanner is a group within Zhejiang Jiuzhou Pharmaceutical Co. Ltd. and provided organizational charts
showing that Zonebanner management reports to you as CEO. Zonebanner is located at the same physical
address as the inspected manufacturing facility, and the Zonebanner personnel work in the same office space.
Moreover, API shipments from Zonebanner are accompanied by a letter stating that Zhejiang Zonebanner and
Zhejiang Jiuzhou Pharmaceutical Co. Ltd. are in one group. Despite this close relationship, however, your
management has allowed the Zonebanner group to continue to operate outside of your firm’ s quality system.
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2.Failure of the quality unit to review batch production records prior
to distribution of an APl batch. & &8 Rl Zp o gl & o A %

o =k 2o sk

OUr investigator discovered that your ts with
Although your firm has procedures requiring the

occasions your quality unit authorized the shipment of lots priorto thelr release Severa

aware of this practice but took no measures to prevent it.

During the inspection, your firm’ s personnel conducted an internal review and found three additional lots that were
distributed prior to release by the quality unit. However, we are concerned that your internal review would be unable to
detect every instance for which your firm shipped materials whose batch records had not yet been reviewed based on your
poor documentation practices described below under #3. We remind you that the quality unit’ s approval of batch records
should not merely serve as a paperwork exercise but should include a thorough review of all deviations which occurred and
any unexpected results which were obtained during the manufacture of the lot being reviewed.
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FDA concern:

Quality unit review of batch records is a clear expectation of CGMP. Responsible management should ensure that the quality
unit performs its assigned functions. In response to this letter, please provide a full accounting of this practice and describe all
actions taken to prevent its recurrence. Describe any improvements to ensure that your internal auditing program will detect
and correct similar instances in the future.
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3. Failure to document manufacturing operations at the time they
are performed. i+ 4 # & (TpF A 2 pFse

documentation errors of this type did not require deviation investigations or notification to the Quality Unit.

In addition, during the inspection, one of your quality unit employees presented the investigator with a batch
record containing his signature, stating that he had performed the review of this batch record. The employee
later admitted that he had falsified this CGMP record and stated that he in fact had not performed the review,
despite having signed the batch record as the QA reviewer and having released the batch.
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FDA concern:

This data falsification and the record-keeping deficiencies described above raise doubt regarding the validity of your firm’s
records.
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3. Failure to document manufacturing operations at the time they

are performed. &2 # 3 (TPFF A 2 FFicdk

\

In response to this letter, provide a comprehensive investigation into your personnel’ s
data falsification practices. In addition, provide your procedures governing the timing of data
entry with respect to actions being recorded and describe how you ensure that these
procedures are followed. Also provide your procedures describing the filing of deviation
notifications when your firm’ s documentation practices are not followed. Provide your
specific corrective actions to avoid instances of data falsification and/or alteration by your
personnel.
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4.Failure to adequately maintain equipment in a state appropriate
for its intended use in the manufacture of APIs.3X % i 7 it &
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Our investigator noted a leak in the pt
noteworthy given our previous inspection’ s sin
preventive measures described in your previous response were not sufficient to allow your staff to detec

and repair leaks in the PW system' we therefore question whether the current measures will be effective.
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FDA concern:
W e L F 3 20

In your response to this letter, describe why the previous measures failed, what new measures have been
taken, and why these measures will be effective. The current inspection also found other pieces of
manufacturing equipment in need of repair. The effectiveness of your revised preventive maintenance
program will be reviewed in more detail during a future inspection.
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In addition to violating CGMP, your firm shipp

As described above, according to our inspection, your firm prepared a certifica
gabapentin on your firm’ s letterhead, indicating that the product was manufactured by your firm, Zhejiang
Jiuzhou Pharmaceutical Co., Ltd, when in fact it was not. The gabapentin was manufactured by (b)(4). In
addition, the expiration date on your firm’ s COA is not one supported by the COA from the original
manufacturer, (b)(4).
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Moreover, your firm relabeled gabapentin and included on the label an official stamp that identifies your firm,
Zhejiang Jiuzhou Pharmaceutical Co., Ltd, as the manufacturer of the product, rather than the actual
manufacturer, (b)(4). Based on our findings, the active pharmaceutical ingredient, gabapentin, is misbranded
within the meaning of Section 502(a) of the Act [21 U.S.C. 352(a)] in that its labeling is false or misleading in
any particular. See also 21 CFR 201.1(h)(2).







Data Integrity

$3 S LG T ——

FDA Concern : Inyour response to this letter, provide a comprehensive corrective action plan to address data integrity practices
at your firm. We highly recommend that you hire a third party auditor with experience in detecting data integrity problems, who may
assist you in evaluating your overall compliance with CGMP.
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During the inspection, your Quality Unit’s personnel indicated that the unit’s workload was too large for its current staffing levels.
Our review of the significance of current findings indicates that your quality unit is not able to fully exercise its responsibilities. For
instance, at the time of the inspection, your chief operating officer informed our investigator that your quality unit had not yet had
time to review batch records for any products manufactured that month. It is your responsibility to ensure that adequate and
appropriate resources are available to the quality unit to allow it to carry out its responsibilities.
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FDA Warning letter - 5

Hospira Australia Pty Ltd.




FDA Warning letter
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Food and Drug Administration
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1. Audit date:

Warning Letter
February 24 ~

CERTIFIED MAIL
RETURN RECEIPT REQUESTED March 1, 2014

WL SE-1443 2. Plant: HOSpira
Septrber 26, 2014 Australia Pty Ltd.

3. Pharmaceutical

Mr. Andrew Holder .
Vice President Operations manufacturin g
Hospira Australia Pty, Limited f ac | I |ty

1 Lexia Place, Mulgrave
Victoria 3170, Australia



Violations

Your firm failed ate un

or failures of a batch or |ts components to mee
whether or not the batch has already been dlstrlbuted
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2. Your firm failed to establish written procedures for production and
process control designed to assure that the drug products you

manufacture have the identity, strength, quality, and purity they
purport or are represented to possess
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3. Your firm failed to establish an adequate system for monitoring
environmental conditions in aseptic processing areas
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Findings (1)

B. No effective corrective action and preventive action plan were
implemented to address the recurrent findings of foreign matter
(specifically, N particles) in OOXX injection drug product.
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Findings (2)

comprehensive protocol for the revalidation of your process as it relates to (F)
process (Filling Stage) in removing (G) in the (H)
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on consistent methods to provide an indication of the amount and type of

microbiological organisms present
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FDA Warning letter - 6

Sharp Global Limited 10/15/14




FDA Warning letter
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October 15, 2014

Mr. Sanjay Sinhal

Managing Director

Sharp Global Limited

Sharp House, Plot No. 9, 1% Floor, Part 1, Sagar Centre
Gujranwala Town, New Delhi, 110009

India
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Public Health Service
Food and Drug Administration
Silver Spring, MD 20993

1. Audit date: March
WL: 320-45.01 6, 7, and 10, 2014
2. Plant: Sharp Global
Limited
3. active
pharmaceutical
ingredients (APIs).



Findings (1)

Failure to prevent una

provide adequate controls to prevent omission of data
m Not have proper controls in place to prevent manipulation of your
laboratory’s electronic raw data. Specifically, your NuCon 5700 gas
chromatographs (GCs) did not have access controls that would prevent
the deletion or altering of raw data files. In addition, the GC software
lacked active audit trail functions to record any changes to the data,
including the previous entries, who made the changes, and when the
changes were made.
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m Specifically, electronic raw data files, supporting your GC testing for
release (assay) were deleted.
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Findings(2)

m the revisions made to SOP'No. SGL-| 2ction 2.3), ¢

of Records,” : no evidence demonstrating that aIMors have
been trained on the revised procedure.
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a logbook used to track crude (raw material). In"addition, you used correction
fluid on a recurring basis to make co