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Warning letter # 320-23-20

B ZFR Intas Pharmaceuticals Limited

FEI 3004011473

& HER November 22 to December 02, 2022
&7 A 2023.08.01

XHESEPHIN 7 ICREE IR /OISE R - TR -

x  WEREETIRNELNS  RTHIECEUENEKRITERS2 21 CFR Part 11, FDA
Data Integrity and Compliance With Drug CGMP Questions and Answers Guidance for
Industry -+ 2018 £ -

#1. Your firm’s quality control unit failed to exercise its responsibility to ensure
drug products manufactured are in compliance with CGMP, and meet established
specifications for identity, strength, quality, and purity (21 CFR 211.22).

#. BATINREZEHEIZIIREBITHIAZ - LBREFHNAMTTS CGMP - HAFFSHEMN
5 S - REMAERE (21 CFR211.22) -

You failed to ensure reliability of data relating to the quality of medicines produced at your
facility. Our inspection revealed serious deviations, including but not limited to, inadequate

oversight of original CGMP documents, deficient controls over computerized systems,
insufficient laboratory investigations, and aborted chromatographic sequences.

WARBEMRIRSPIEFNA MBI ERRNEIERNTIEY - RIWKREBEAIN T ENRE - B1FF
BARTXIRIE CGMP X HMBEE AR - WitENERENIEFIAR - KREFEAZU
R i B -

Senior facility managers failed to exercise their authority and responsibility to ensure
reliable data, leading to severe data integrity deficiencies in your production and
laboratory departments. These findings also indicate that your quality assurance function

is not exercising its responsibilities, including but not limited to, oversight and control over
the adequacy and reliability of CGMP data used throughout your operation.

SRT] RERETEENDMTERBERIENEE - SREFNSREE 1FE™EN
HHRTEMRE - XERKIARE - CHRERIEREST PREBTHIRT - R EART
BEMZERZENMNZESEPEAR CGMP IR DM Mol s -

IR EMRNEEEEARSRES IRAEBTIRE - SB S BIRETEMRK -
MEWFERNSHPHEIERE - BIETEMEE S EINRAEI S ETSE 8B FAREE
BFICRNH  EEEMRENEWTSIERRRENICRT BELI SRR - SEBEE
fEex ~ Wbk - HKREZERTA -
HRTEMNESENBRINE S EmMIFE L NN BEREPIEER fEWHNREXER
18 - HIRSTEEAEMNNIKERESENT IR ERRFRIE - FEEWM LB MRIIAREN
RIZSK -~ ZIRELE SOP RLMEIE - WA RFRVRESBARIR - BB IS SE K
FrEvPRE XL -
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A. You failed to assure integrity of analytical testing data. Some examples include:

IEARBEMRIRDITNNH BRI T E M - I
1. Our investigators observed plastic bags filled with torn and discarded original CGMP
documents in your quality control (QC) scrap area under a stairwell, in your general
parenteral scrap room, and on a truck outside your facility. Among these CGMP
documents were engineering checklists associated with the Environmental Monitoring
System (EMS), torn Karl Fischer (KF) analytical test reports, auto titration curves, and
analytical balance weight slips for finished drug products.

1. BINWEBEAGNES - £0REEZES (QC) ERXEEE - FHRFERZEDK
[TO9MRZE £ BRERPER 7SR MEFRRIE CGMP X4 - XL CGMP X H4E11E
S5HERNAS (EMS ) HRMNIENESRR « HiiElR/RENR (KF ) 2 NIiKiRSE - B
R E AR DT R EMREFTENZR -

SRR R ER B ZIRTE GMP PBERZEKIATT - AINBEBER T - KZHIC
EREBRRFEAVR—F - MBABKTWNITRE 5 F (EEBEKNEFARTH
BR) - MTBHESSMNICTE - BN BZTAENEEXIPER MoRN#iTe
P~ NERMEERAIRER - MAZNIOHFITHESERESR -

2. An analyst destroyed CGMP records by pouring acetic acid in a trash bin containing
analytical balance slips for testing the standardization of (b)(4). A QC employee stated
he observed the same analyst destroy KF titration curves and balance printouts. The
employee reported the incident to QC laboratory management on November 22, 2022.

An investigation into the destruction of the torn CGMP documents and the impact to
your drug product quality was not initiated until November 28, 2022.

2. —uUn ASFEREAAZKBRET (b)@)rERN DT R FFTEIRABRES - NiMER
7 CGMP g% - —% QC RILFHRR - MRBIE—Unr ARKRE 7 F/REBMNEE ML
MAFATENR LR - AT T 2022 F 11 5 22 HE@ QC EhE=ERERS 7 X—F
- 5% 2022 £ 11 B 28 HA A 981AE CGMP XA B HER M EXN A mRENFND -

3. An analyst weighed out the same samples of amitriptyline hydrochloride tablets USP
100 mg batches multiple times for (b)(4) by (b)(4) test. The analyst stated to our
investigator that he did not report all the test results, further stating that in some
instances balance printouts were discarded in the trash. In addition, the time stamp on
each of the analytical balance and (b)(4) printouts did not match your Laboratory
Information Management System (LIMS) records.

3N ARLZRIREMERERREFRE M/ USP 100 mg #t R+ - #H1T (b)(4)R (b)(4)
Wi, - D ARRBANWBERTRR - MWRBREFABEMNAER - FH—DIELERLE
Bt - RETEmEEREEFEARFED - IL5 - BP0 RFM(b)(4)FTENMEmE £
HNBEESEHNEIHNEEEEERS (LIMS ) ISR AL -
EENNERFBEHSHRERZEATUERNERIE - A TERE MEE - #EARIESR
KEHER ZAIREINEROITA - XE21EKR GMP [RIUAT - XAEF SOP RITTH - B
ARRERE YRTIWIRE - BRBSHEEMARIITH - XRAEXPNKRED - [
RKOTHNELZENEE  EBATMASHRTHMNANEZHEREFE -
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BRIKZHEWHSKNEEZZREETEFZ5 - AIILIMS - ELN % - BFZEEEN
T REZGHOERE - EFASHEFFESATNRERRKFES - FREEKFRA
EZSHAGNERZAIFTHERN  EERELINA—BWIAR -

B. Your department failed to exercise appropriate controls over computerized systems.
For example:

B. BRI JARBEX I EAE R AT E S MR - B0 -

1. Your electronic batch records allowed changes to be made to manual entries prior to
saving. Our inspector observed a production employee manually alter the reported time
that an operation was performed. QA did not review audit trails as part of their batch
record review to identify discrepancies and compare the reported date and time against
that which was originally logged.

1. BB FHICRATERF ZAIN FHRARITEN - RIMNNERNEE—BEF

RTFHEU T PITRIENIRSEITE - QARBEMICRFEPHFEF IR - LURAIZE

SR IREHBAMNE SR VICRAREIEITIER -

RGN HAENPRIZES] - DIBSLEARZE AN AERVE SR MER - X 2 AFEREEE - B8

MENBREURSE - BEF - ANIRTSEIREGERFEAR - UMAEAENE

- IRTREFSHAEER -

FIHEIREB FICRNAME D - TIEREFHICRARALZB BN LIFIGRIE T
BIRIINITH - QA NHEFZICRIMERITHZ -

RTNREBHERNEARRNZRTSN Part 11 (IBRNE °

2. Analysts manually reprocessed chromatograms by adding integration events that
were not approved by QC management. In addition, you lacked appropriate procedures
describing when the analyst can manually input integration events, how these events
should be used, or how they should be reviewed.

2. R ARBIARNAKRE QC EEEMENRDSUHRFHEMVIESER - U5 -
RZ @A DT ARDR A UFHMARDSHE  MAE AR J”:%ﬁ@!m?tlﬂﬁﬁ%t—
SHNEIER

FIRD AN LRAREEL - BFHIRORERN =S SOP MEBERRRY - 815
MEHE - URFHROTRICTE - BENFHNSREBEEERGSE, FHRDREER
FIASTARBEAET BERTT - ANAEDTARBITRE - FHRD RN HERE -
EERIR D SHBIIT NN IZIHITRIE - #AER B -

FHRNBEEMUTER FILIEEBIE
1. B EBESEMA ;
2. BAZEEL
3. BTN BIPHIRHIE ;
4. BRAMERY - B TSHERENRESHEESMELRBHIBES
5 g - Bl - BERIRE - 71l - “EHEESHENND AL -

%
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1. FoRRDABEBI RV IEER  BMNEER - XBESSEEE[FSEK ;

2. E—RGQKWRIFIAIRER/X R M - HFmSEUAERRE - EAHTFHRY ;

3. FIRNERRE - FTEIEMNIR D ENENF IR0 BNEM T FoiRoMeEER2E -
822 QC ATAEZ ;

4. BhR D ENEA SRR ES - FTEINBE IR 2 BENEMF IR0 BIE RN 2 B4R
EFREFARLR - BRIFHIRDOBBERM TRNRIBICREUHETEZ -

FHiRPH—LAE ]S % PDA TR80 Data Integrity Management System for

Pharmaceutical Laboratories °

3. Destroyed KF raw data paper printouts associated with drug products were
discovered by our inspection team in a trash bag. The KF instrument used for water
content testing and assay testing is capable of storing electronic data; however, this
capacity was not utilized, and you did not save this data electronically.

3. tHEM KF [RBURRFT ENME R BT E/ NBIENIR R P RN SZ5mAERIFT N4
- AT KZEMAMEINIHAR/REB NN ZREBFIEEFEIE,BZE - IEINEEREE

R - FEGRMBFHNVRFLEEE -

RIE 211.180(c)WEK - FIBICRKEERIH - BREKXK BRI ENRGWICRIINETE
KHBEERFHAN AL ENHTEZNSE -

RIEPE GMP E—BE/NTREKN IR OIGEERAEFNOT iR & BTEIRICSE - BiE
MMLES - FIREREEFEmER - HSHICRRENER - BIFANIZTHUR
AMEE -

PE GMP R ENERARSE T/ \RERN TBFEIEMARIT X BRI NFERE
7 NEBAXAIREAE B FEIEATHIREZURBITEINRATHE - BERR
GMP R AR UM fp &R A RO - PRI ERB FEIEESENENSRIRERA
MY - ANRTLUTENERM AN B FEIERTER - 20FERMFE -

4. Your 2018 Process Equipment Assessment Report identified numerous gaps and
deficiencies for electronic manufacturing equipment needing upgrades in access
controls, audit trails, saving electronic data and preventing clock alterations. You had
not documented closures of these corrective action and preventive action (CAPA)

measures to support data integrity in your computerized systems. Your QA department
had not performed a similar assessment in your QC laboratories.

4. 1589 2018 FLZRBWERSEL FBFHIEIREENOES] - FIHIRE © (REFEF
SRR LAYt B BB EARRIRZZEAALE - FORBICFKX LM IR RS
f&lt ( CAPA) faliRIRA - LISZH BN ERAPRBIETEM - GrY QA Bl DRA
EEH QC SR ZE AT KBRS -
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FHARENEENGILYEABRSINEFE I RIATER X MEERED - KIW
ZIESVEAFAN 25 CAPA AR REX - B WAL e b E XU B0 S5 R K il E AR B RO T R AF RY
AT U XIANE R R AT L SRR -
MR ZEA A Y PURIEARRR WS RE D ERIAT - WBEEBENT LR
R R ERERIRE ( BEIEF ) - S XER TN EREIRIATIER - REUHE
RIFOEIBFET -

C. You failed to have adequate oversight of laboratory investigations and to implement a

systemic CAPA to address the high number of aborted chromatographic sequences. For

example:

C.IARENIHRZEFEHTAINERE - TREESLIMAR S CAPA KR XS HHTAIEIE

31 - fian :
1. You invalidated multiple out-of-specification (OOS) results for (b)(4) USP without
adequate scientific justification. You then prepared new samples and reported passing
results. You concluded the OOS results may be due to (b)(4) contamination during
initial sample preparation. However, the laboratory investigation, which was approved
by QA, did not discuss why other samples in the same analysis of lots, from the same
material, prepared by the same analyst, under the same test conditions, were not
affected by such contamination.

1. BERAZRDRFRENE L ME (b)(4) USP HIZ P AEHE (00S) ERIM - A
fa - BER FERARS Y BEER - BRELEIE - 00S ERIAEZAH T Ha1F
BIIRPHY (b)(4)5FIEAAY - 24T - H QA AR ZIRERAINIEATAB—217

AREMHEBENRA R G MHEHOERRR PR BB EMRNEMF mARXTTRNE
Mg -
2. You aborted hundreds of chromatographic sequences in your QC laboratories

between January 2020 to November 2022. Each of the incidents were investigated by
the quality control laboratory; however, you lacked adequate trending and CAPA

systems to evaluate and identify recurring issues that should be targeted for laboratory

improvements.

2. %4 2020 F£ 1 BHZE 2022 F 11 AHEE QC sEREPIE rHE I RIERS - REE
IS ZEXWFESGEIHRT VEEBR - BIRZEBEH D CAPA Z LK IT(EA]

IRABIN X SEH 2 A Y S & HINRYIT) L -

REBEREZRIBITH - RE - TE - 00S  CAPAEHHZ B HINKIZ L RENE

i AIE#I8 00S ERLMNABFTTHRIIEE - HEF R MRARRESSRERER -

BREEFEASEERNWEBEERRA - AN 00S RAZHVAE T AGFII - BIFR
= - BN EBEERNRESEBAEERZRT RENEFHTIRBEE - AL
HRFEAGRERNRAZEDBCESSRERNIME - LB RTTEAMEENRA -
FRIFBFRDERIEASHMNREXNZSEN - AIIEERNRGE - HEER -3
RITR AR RSN RO
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In response to this letter, provide:
EOEXIEN - 1FEM !
PUFHIRN AR L 7 IFE R E LB EMEK - XS/ LE FDA A ESEHIXAE -

e A comprehensive assessment and remediation plan to ensure your QA department
is given the authority and resources to effectively function. The assessment should
also include, but not be limited to:

EEATEAART R - DHBRER QA Bl BRE ARG ERNAMZEIR - THEE

N B {EABRT :
¢+ A determination of whether procedures used by your firm are robust and
appropriate.

RERASERANEFEERENES

+  Provisions for QA oversight throughout your operations to evaluate adherence
to appropriate practices.

EEZNCETBEPHRITRERIERENNE - LTSN ESEERNETER

+ A complete and final review of each batch and its related information before
the QA disposition decision.

EML QAREREZA - NEBMFmAEBARERATEENELFSE -
+  Oversight and approval of investigations and discharging of all other QA duties
to ensure identity, strength, quality, and purity of all products.

REMEEREABTHBEEMRERILIRE - DIBRAEF SR E - )
% RENMAE -

¢+ Also describe how top management supports quality assurance and reliable
operations, including but not limited to timely provision of resources to
proactively address emerging manufacturing/quality issues and to assure a
continuing state of control.

ZhiEsEBENUXFRERILEMAUSETE - BREART REHRSE
J?LXEEEJJ%%?%ﬁfxﬁﬁiﬁlﬁglﬂrﬂﬁﬁﬁ1$% FRUFEFIIRA -

e A retrospective, independent review of all invalidated OOS (including in-process
and release/stability testing) results for U.S. products irrespective of whether the
batch was ultimately distributed in the United States for the last three years from
the initial date of inspection and a report summarizing the findings of the analysis,
including the following for each OOS:

XEEFmRFTE L O0S ( BRI B P MMITARE N ) LRETT AR
UHFE  TIEZHREERELEFINEZHENTE=FNEEZEDHE - DAL

ENMERORS - SEFEED 00S WLINRE !

+ Determine whether the scientific justification and evidence relating to the
invalidated OOS result conclusively or inconclusively demonstrates causative
laboratory error.

HWESTMH 00S EARMERIVAFIEBEMIEES & &L AHEE IR 7 I3
HIXHR=HER -
¢+ For investigations that conclusively establish laboratory root cause, provide

rationale and ensure that all other laboratory methods vulnerable to the same
or similar root cause are identified for remediation.

NTERLWELRERARANFEE - BRAEETRRAEMBEMSZAE
B2} SRR IR AR NG RYSE R ZE T3 AU T H R -
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+  For all OOS results found by the retrospective review to have an inconclusive
or no root cause identified in the laboratory, include a thorough review of
production (e.g., batch manufacturing records, adequacy of the manufacturing
steps, suitability of equipment/facilities, variability of raw materials, process
capability, deviation history, complaint history, batch failure history). Provide a
summary of potential manufacturing root causes for each investigation, and
any manufacturing operation improvements.

WFEptEERINWABESRNEFSARERERERN O00S 4R - 611
WEFHNZEEE (HN - AREZICE - FHIETERNEI M - REZHHH
ERYE BEMBNTZEY . TZEN  REAE - RIFAE - #REFER
) BREBIVASHBEGISRANRRENFEE - DUREEIHIESRIELOR -
A comprehensive, independent assessment and CAPA plan for computer system
security and integrity. Include a report that identifies design and control

vulnerabilities, and appropriate remediations for each of your laboratory and
manufacturing computer systems. This should include but not be limited to:

HY U BENAALEMATEENEE  JRIZAINASH CAPA 1+ - B —HHR
& ATRARHAEGRE - LUK N E KR ZMEIE BN R A0E S
el - XN EEEBEART :
UNZERBZFREEFRNRTUENCRANEEREK - dIZZRTZE0
Z .

¢+ Alist of all hardware that includes all equipment, both standalone and network,
in your laboratory and manufacturing.

PREREHRSIER - BREKXNENEFFNAERE - SEEFARANMESRR -
RIFEERIPEMRE GMP RTUHEIUERAZGMRAER - BWNHZITE
AmEFRETETBRTIANMBATEIERAER - ASAMEFR
EIEERRIINGE - BRNIKITER - EXERT 21CFR 211.68 EKILE
SN BEMBETRAE - RESZX -

+ Identification of vulnerabilities in hardware and software, encompassing both
networked and non-networked systems (e.g., PLC).

IRABEFIR G P RYTRE - EEREXRIFISEERIN 2247 ( AIg0 PLC ) -
R ERFERNIRAI Z /DN EIFEERAMESI S E - AN RIZIT - S iHERINEE
HMEBESS -

+ Alist of all software configurations (both equipment software and LIMS) and
versions, details of all user privileges, and oversight responsibilities for your
computerized systems. Regarding user privileges, specify user roles and
associated user privileges (including the specific permissions allowed for
anyone who has administrative rights) for all staff who have access to the
laboratory and manufacturing computer systems, and their organizational
affiliation and title. Also describe how you will ensure staff are not given
administrative rights, or other permissions that compromise data retention or
reliability.

FIBRMHECE (IREFBWHEF LIMS ) MRARIFIZER - FRERAFARAFAER
UK ENERFNRERE - RTHPNR - FHRBAMRAEENIHORRE

MESEHENRFRTHRAFBEMRENASNR ( BE2IFEFEEN

A
=
=
==}

=
i
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PREVEGARBENR ) REARRERZMLA - AEBWAERFAITHEAR
[ R TETFERN R E M M HERE = ol SeERINIR -
PRAERHEE (REWHEF LIMS ) MARARRISIRESEGRHITIRP IS
SNERABREH - NEFEBLITIRIBERN 1D BIHET -
BTRGOAPNRADEFTESFMARIIE - BFFHS - KU - BRfu - NRE
Bl - BFHE  BUHEEE - 2ABERLUREN - HRsHSEESSR
IR - B FIFANEHRAR - RBERSXEFENNHFICRERNWAR -

¢+ System security provisions, including but not limited to whether unique
usernames/passwords are always used, and their confidentiality safeguarded.

ZOZENE  BREARTEERZLERAE—NHFR/ZER - UARFE
MEM -
R =5 e A RKFEAMZER - DIBRETEASHELARBRIER T BT -

¢+  Detailed procedures for robust use and review of audit trail data, and current
status of audit trail implementation for each of your systems.

oS EANEEFIRREENFARER - UREB D RFNE T IRRSEMA=
AR

FIHEIRNEZERESMHERCR—ENEZUREREZ (A0S
MEENE -~ FmisTRINBEMRRBIZSHOLE - oI REAFINER
REMPTHORRRENSHIHERNEZIAR ) -

RBBIENEITERN SHEREEEN INARHITEZSH A -

+ Interim control measures and procedural changes for the control, review, and
full retention of laboratory data.
7 - FEMTEREIRN=HEN IR ESERNEZEFTE -

¢+ In addition to interim data retention measures, also provide more
comprehensive and sustainable CAPA for retention of all CGMP data. This
includes provisions that address not only the need to retain batch-related data
for appropriate periods, but also the long-term retention of all source data from
development studies that support design, qualification, validation, and
application.

BR 7 MBS IR R EE GRS - R IR E 2 B ol 454LR0 CAPA RIRE B CGMP
e - XERAORERMRBREIBERESIIRNETKR - MEDS K KH
REBREIFRI - WA - WIEANHROF X AR A REERNE

+ Technological improvements to increase the integration of data generated

through electronic systems from standalone equipment (e.g., balances, pH
meters, water content testing) into the LIMS network.

FARH - DIEBENETEFASNBIIIRE (AW KRFE ~pH it ~ KZEN
) ERNEIES LIMS WERER -

¢+ A detailed summary of your procedural updates and associated training,
including but not limited to system security control to prevent unauthorized

access, and ensure appropriate user role assignments, secondary review of
all analyses, and other system controls.

BREFEEMMEREINFMARE  SREARTAAZEZES - DIHLEREE
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WHIEE - FRERESINHEFPEEDE - WBEAIMHN _REELREMZAS
2 -

+  Your remediated program for ensuring strict ongoing control over electronic
and paper-based data to ensure that all additions, deletions, or modifications

of information in your records are authorized, and all data is retained. Provide
your full CAPA plan and any improvements made to date.

AR X - BT HRRX B FMAR IR ™ s aiEs] - DUsRT ISR
SRFAAENRMN - MERSVIEERFRZN - FREMMBLEIE - BHTEN
CAPA T+ XILUK 325 9 LE PR AR FE{aT B0 -

+  Provisions for oversight from QA managers, executives, and internal auditors
with appropriate IT expertise (e.g., understanding of infrastructure,
configuration, network requirements, strict segregation of administrative
rights).

HEAEES IT TWHIR (fM - FREMZERY - & - WEEXK - =8dn
EENR ) B QA KR - SEMATFIHMATHRERNNE -
XE R BN ERFAEFZNARRLE TEE—E IT TWHNIRHEK -

#3. Your firm failed to establish and follow required laboratory control mechanisms
(21 CFR 211.160(a)).

#3. BATIKRAERUMEBEBEAHRAVEIR=ZHINHE (21 CFR211.160 (a) ) -

Your firm failed to have appropriate procedures for the integration of chromatographic
peaks and for the review of chromatographic data.
BRATREHEEINBIEERS M ENIEFERER -

Our inspection team identified examples of your analysts entering manual integration
events that yielded passing results without adequate procedural controls or justification.

BN NBEAEE 7 BRI ARBAFHIRDSHENRA - XESHEZEEINER
EHIEERNE R P A T EENER -

In addition, your chromatographic data integration procedure is inadequate because it
does not identify when it is appropriate for an analyst to input manual integration events.
Your procedure lacked a requirement for supervisory approval and other controls such as

data review and justification to consistently document when and why an analyst manually
performs integration events.

LESh - M BIEHERDEREABN - AABLERES T ARCUNESWAFHRNS

% - MPOERGRZ X R EHUENEMIZE ( NEEEFEMER ) 2K - DU—ButicR o4

INFMITRD SHENNEMERR -

XRREEXN FNIR DR - NFHIRDHREI TSI L3 -

In response to this letter, provide:

EOEXIEN - 1FEM

e A comprehensive independent assessment of your laboratory practices,

procedures, methods, equipment, documentation, and analyst competencies.
Include an assessment of all test methods and procedures used by your firm to
ensure they have appropriate instructions, method suitability criteria, and have
been appropriately validated to determine whether they are fit for purpose. Based

on this review, provide a detailed plan to remediate and evaluate the effectiveness
of your laboratory system.
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YWRHSENZESLE ~ 2/ ~ 7304 © 1RE - XENAOMEDHITEZENRIINE - &
BXRATMERNAAANN T AZMERNIE D - DHARENMNEBEIMNREA - A5
ERAME  FRNEINRIEPMRECIIZEEEESEN - RIELLFE - BH1FH
BT KSR AN A SEH0 2= R B U -
e A comprehensive review and remediation plan for your out-of-specification (OOS)

result investigation systems. The corrective action and preventive action (CAPA)
should include, but not be limited to, addressing the following:

HXWAGHE (00S) BFRFBLRFNZTEFEMAROTX] - HIEFHEHEA BB
(CAPA ) NEFER{EARTERL MO :
+  Quality unit oversight of laboratory investigations
RE NI EFENRE
+ Identification of adverse laboratory control trends
IRAIKIE AR IZESESH
+ Resolution of causes of laboratory variation
RARALRNZHIRETFNIRA

+ Initiation of thorough investigations of potential manufacturing causes
whenever a laboratory cause cannot be conclusively identified

L ERALREXIRNERRAN - BN BENEFRRFTIERE

+ Adequate scoping of each investigation and its CAPA
WEIEERE CAPAHITADRE

+ Revised OOS investigation procedures with these and other remediations
B1] 7 OOS H&ERER - BEXLEME i fiE it

Bt

FDA 2\77£9 Form 483 FIZZ 15 FHIb)(4) R ICHIE 52 RE W I E 1E/FR AR - Bl ~aa A
2 (b)(6) BHICHIEE D ER I NAERIEEHIRY - BIEZHIFGS - X TEm R TS
Freedom of Information Act (FOIA) Exemptions (5 U.S.C 552(b)) B8 - (b)(4)  (b)(6) & 2%

EFHAICHE - (5 U.S.C 552(b)(4) trade secrets and commercial or financial information
obtained from a person and privileged or confidential )

FDA 89— T\W B4 7

(https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfmaude/search.cfm ) :

Certain types of report information are protected from public disclosure under the

Freedom of Information Act (FOIA). If a report contains trade secret or confidential
business information, that text is replaced by "(b)(4)". If a report contains personnel or
medical files information, that text is replaced by "(b)(6)". The designations "(b)(4)" and
“(b)(6)" refer to the exemptions in the FOIA. For example, "(b)(4)" may be found in place of
the product's composition and "(b)(6)" may be found in place of a patient's age.
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1.

10.

11.

RTAFIER A BTN NFREZZIFR T 831 PD-1/PD-L1 LA B B #4524
FENFEARESEN (KRR )) BB
https://www.cde.org.cn/main/news/viewlnfoCommon/0f423a42723daeda19101716b62f
3a96

EXRARBAFPLRTAHS (2 BERFORAYVESHFHAAESEN) WES

(2023 FEHE 455 )

https://www.cde.org.cn/main/news/viewlnfoCommon/dbbae8ab77cdbb633acb50dfb5a9
ccd9
Warning Letter 320-23-20 Intas Pharmaceuticals Limited

https://www.fda.gov/inspections-compliance-enforcement-and-criminal-
investigations/warning-letters/intas-pharmaceuticals-limited-652067-07282023

RTxRM (EARIEARMZFEIIERES] (117 )) BB

http://www.cmba.org.cn/admin/index.php?m=content&c=index&a=show&catid=116&id=
5756

RTERARBAEPLERHN DA BREEREA

https://www.cde.org.cn/main/news/viewlnfoCommon/3db932bae7ec69be77a02966dbc
0e944

KT AFIEK (MLER REMSENERRIESEN (1ERKEIR ) HRIMBAESR
E=WMENEEES
https://www.cde.org.cn/main/news/viewlnfoCommon/49a3bf9fc55d42a81acc2942c53f0
cle

FOIA
https://www.law.cornell.edu/uscode/text/5/552

EXRAGBESES AHIEK (AmMFRGiE tmeisEirEH TERER (1117 ) (BT
wIEkEWRE ) B0
https://www.nmpa.gov.cn/xxgk/zhqyj/zhqyjyp/20230825104212129.html
EXahBSasAHIEK (MKXERBIRAAMEIENE (BIUTERIEKEDNR ) B
w

https://www.nmpa.gov.cn/xxgk/zhayj/zhqyjyp/20230825163707117.html
EXARBGEE AR (EXRAEBFHBINCKIEBFEMNF ML MmN ERE
F (IEkEWRE ) B
https://www.nmpa.gov.cn/xxgk/zhayj/zhqyjyp/20230825171109164.html
ERXRALRBRTER (QI2AREmBAPEERENEANLEEZE) Hirs A B m T
ARMBSESENNAS (2023 £ 108 5 )
https://www.nmpa.gov.cn/xxgk/qgta/qtggtq/20230825171502197.html
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https://www.cde.org.cn/main/news/viewInfoCommon/0f423a42723daeda19101716b62f3a96
https://www.cde.org.cn/main/news/viewInfoCommon/0f423a42723daeda19101716b62f3a96
https://www.cde.org.cn/main/news/viewInfoCommon/dbbae8ab77cdbb633acb50dfb5a9ccd9
https://www.cde.org.cn/main/news/viewInfoCommon/dbbae8ab77cdbb633acb50dfb5a9ccd9
https://www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/warning-letters/intas-pharmaceuticals-limited-652067-07282023
https://www.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/warning-letters/intas-pharmaceuticals-limited-652067-07282023
http://www.cmba.org.cn/admin/index.php?m=content&c=index&a=show&catid=116&id=5756
http://www.cmba.org.cn/admin/index.php?m=content&c=index&a=show&catid=116&id=5756
https://www.cde.org.cn/main/news/viewInfoCommon/3db932bae7ec69be77a02966dbc0e944
https://www.cde.org.cn/main/news/viewInfoCommon/3db932bae7ec69be77a02966dbc0e944
https://www.cde.org.cn/main/news/viewInfoCommon/49a3bf9fc55d42a81acc2942c53f0c1e
https://www.cde.org.cn/main/news/viewInfoCommon/49a3bf9fc55d42a81acc2942c53f0c1e
https://www.law.cornell.edu/uscode/text/5/552
https://www.nmpa.gov.cn/xxgk/zhqyj/zhqyjyp/20230825104212129.html
https://www.nmpa.gov.cn/xxgk/zhqyj/zhqyjyp/20230825163707117.html
https://www.nmpa.gov.cn/xxgk/zhqyj/zhqyjyp/20230825171109164.html
https://www.nmpa.gov.cn/xxgk/ggtg/qtggtg/20230825171502197.html
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12. RTBRAFIEK (IaRA B EDFH RAFZTEMAERARIESREN) M1 (2L
BEHAFTERRTAIESEN) BB
https://www.cde.org.cn/main/news/viewlnfoCommon/4df52a11c448aef5294d18f53c53d
068

13. DRAFT WORKING DOCUMENT FOR COMMENTS, WHO good practices for
pharmaceutical quality control laboratories
https://cdn.who.int/media/docs/default-source/medicines/norms-and-standards/current-

projects/qas21.882 who-good-practices-for-pharmaceutical-quality-control-
laboratories.pdf?sfvrsn=a277b05c 1
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https://www.cde.org.cn/main/news/viewInfoCommon/4df52a11c448aef5294d18f53c53d068
https://www.cde.org.cn/main/news/viewInfoCommon/4df52a11c448aef5294d18f53c53d068
https://cdn.who.int/media/docs/default-source/medicines/norms-and-standards/current-projects/qas21.882_who-good-practices-for-pharmaceutical-quality-control-laboratories.pdf?sfvrsn=a277b05c_1
https://cdn.who.int/media/docs/default-source/medicines/norms-and-standards/current-projects/qas21.882_who-good-practices-for-pharmaceutical-quality-control-laboratories.pdf?sfvrsn=a277b05c_1
https://cdn.who.int/media/docs/default-source/medicines/norms-and-standards/current-projects/qas21.882_who-good-practices-for-pharmaceutical-quality-control-laboratories.pdf?sfvrsn=a277b05c_1



