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This docu.m<:nt lists Qbservations made by the FDA representative(s) dur.;ing the inspection ofy9lir facility. 
They are inspectional .observations, and do not represent a final Agency determinat{on .rega,rdiJJg your 
co111pliahce. If you .have ~n objection regal-dirig ai1 observation~ or have implemented; or plan to 
implement,. corre.ctive action in response to ari. observati!>n, you.may discuss the objection or action with 
'the FDA reptesentative(s) during the. inspection or submit this ·infomiation tc FDA at.the address above. 
,Ifyou have i,my questions, please contact FDA at the phone number and address above• 

.Dl.JRiNG AN INSPECTION OF YOUR FIRM: WE OB~ER.VED: 

OBSERVATJQN ~ 

hrvestigatioQs at'e inadequate to d.eten:nine the toot cause for the failure ofa patch ofintennediate or API 
to meet specifications whether or not the batch has been already distributed. · 

00S results 

A. 01i l l/16/2022, the lab recorded OOS resillt RTM/00S/A/021/2020 fo ~ 6} .:1- USP 
API for assay test by BPLCm~thod. The OOS resuhwas reported for two batches ol,ltof the. three 
batches analt ed rfue ~~~equence list, including: Batch No. (l:)) (4) . (assay;{t>). ~~' Batch 
No. (b (4) (assay~ ), and Batch No,:(6) (4) Vo) against the Srf.ec1ficatton 

rb) <4 %.:. (bl <4>1 o. In the. Phase I investigation it was detert11ined that air bubbl~.s iil the D ~(4r } as 
the roQt e.ause. This root cause was proved thi'ough hypothesis test thatused only one otfuefairi1ig 
batches, Batch No.(6) (4) Then both the OOS batches were r.etested. and based on the 
passing assay data, invalidated the initial 00S.tesults. The.root cause is'notfullysupported by the 
~ othesis iestsuch ~at t}:ie hypothesis test did not_h~cJu!=J,e,._bQtl1 the fajling batches. In a.dditio_n., the 
I~~) (4) . graph 1s flat, arid the %RSD for the m1t1al(b) <4Y.and for th(~)_(4) 1tandard 1s 
~b) <4¾that does not support the r◊ot cause. 

The thjrd-patty quality system audit consultant flagged this OOS result investigation (Escalation . 

0,fPLOYO;fSJNAM(;Nit) mu (f"mlOI.T~pe.) 

Ra:fiv R ·stivas'\,a:;,a, lri.ves·tig.ito%' 06/13/2023 

SEE 
REVERSE OF 
THIS PAGE 

Wen~heng zhan9, Inve:.l:J;gator 
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161). Th~ firm su.bmitte<l the remediajipn plan.but does not h~ve feedback from the quality 
c~asultant ·to verif;y whether otnot the.remediation.was.adequate. n.-...-.'"7<'----. · 

B. On 11/27/2019,·the iab r cordcdOOS r.esult RTM!OOS/Nl44/2019 for{t5 PI for 
solubili ·. test in (b) ( 4) 1-e 00S result was reporteci for two· batches: Batch No'.~. 
(b) ) __ mi'~Phase I inv.estigatfon-did not reveal any ass'ignabl'e·root cau~t 
and the study pre>ceeded to:Phas~·II iny,est:igation. The report :;t?,1ted that no •ass:ignablc ·cause was 
identified in Phase JI.manufacturing investigation, but no infonnf1.tion is available in the . 
investigation report The investigation contiriueci to Phase II laboratory investigatio,i and detennined 
lower t.emperature.of.(6} lJJ } C). as the root cause for hazy .solution and 
undissolved particles settled on the bottom of the- test tube.. New samples, were prepared and retested, 
and based on the passing 'r'esultS; fovali'date.d the initial OOS results, · 

T S-~Y?t.cause is not:SUl?,PO_rte!f~J t~c ~yp~th,esi~ test. The'sol"..ent. is, stored ~t:room.tempe~ture,or 
a C and the l.aboratoiy1s·mamtamed at·NMT111 <• _The·ti11rd-p11-rty quahty systeJ1} audit 
ffagged this OOS result investigation.(Esca,a~ion l9l). The. firm submitted the remediation pl;m .but 
docs not have .feedback from the quality consuli:~nt:'to verffy whether nr not tl1e rerriediation ,vas 
·a~equate, '• . . . . •' . . . . . 

Deviation 

C. On June 5, .2021, your fir.m:recprded.a Deviatfon.# 20,40:1.6 for ·damaoe(6) (4) .. achine 
1vf.<t>H4~ 1A4uringthe{ 4)~(b) (4) .J BatchNo.(6)14) IYoui~plicateda 

{15 ( 4 oltjo damagin.e~ (b ) (4 X'rfic investigation found tha( the bolt was di$loqged from the· 
b 4) V~b) <4}lOA. The investigation confirm¢d that a nut was missing, a.nd i~ wa.s. 
assumed. tbat the. nut. was drained out w.it~ watedlLiring partial cleaning of the 6) (4) he 
iiwcstig~'titm·does~ot~1clude riicturc of the(6 ) . . o verify-all the parts iriYolved in 
<\SSemblmgjpe (b ) (4 J and.to venfy that all the parts were accounted. 

SEE 
REVERSE OF 
THIS PAGE 

l:MPLOVEE{$1fUON/11\JR:JJ. '1'TyM) 

R,ajiv R' Srill'ast•aya , ·Investig~tor· D6/13/2023AA--· 
,,-!'A A' 

V" . .c, Wcniheng Zban1i~ lnv8s~igator 
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.Dr.Arun Chandra Knn:µakar, Vice President Operati9n-APJ and Slte Head 

ipca L.aboratoriesLtd. P.O.N0, 33 Village Sejavata 
'.C1l.Y.Sjl\J'l!:ZlrC9l)!l,COUNT1<Y 

Ratlam, 457 .002 Madhya Pradesh, !ndi.a API Manufacturef 

D. On FebnJatY 20, 2Q20, your firm recorded a Deviation # 15851:3 for dam¥,1eU>) (4) 
MachfrieL<bIBl o½J!uring the 6 4 o~ ) (4) ,,---..... PlB~tch NoJ(b) (4) .-o-_u_ __, 
implicated a b) ~ crewfor_damagfog th~(b) (4 ~e i~vestigatlcrt found amissingscrew from the 
SOP display board ne.ar th~(b) (4 _i,<b><4p 6~ 11 was ass~wed l\lat.t~e injssing.screw of the

4display hoard fell inside th~ (4 n atedal during unlbading from ~ ) ( · ><] 06. No photograph 
was includ~d ofthp SOP display _board and the surroun~ngs .to assess the. likely hood of falling the 
screw in the[(b) (4~ aterials dudng unloading process. 

.Market complaint 

E. On April 6, 2023. your fim1recorded a Mark:fComplaint # 27-5769 for foreign substance 
includiri metal .like. •article.s &,Jila1rr1etic_narti:s in ~Plpowerinsidet,he in~er~ag o~ . . 
l:> ~ atch NoJ1b (4) non-USA market). Your mvesllgation d'td not fine\ 
ariy assignabte:root cause: You used(b) (4) machines (IDs #XVL~ l andXVJJ(b)<

4 

02) with. (6) (4) lo prevent the extraneousmatter and magnetic partides in 
theAPI. However,_vou·havenotqualifiedthe 6) (4) __._ .... Youal~o·do not 
challense t he, ~ )_(1-) peforc~duringi and after the b 4) perations. There. havEl Qeen 
multiple market complaints for metal contaminations in yoitt A:Pls, including but not limited to; 
H/M/001/2021 fot (b) (-4) ~PI Batch No (l:5) (4) no~US inarket~·• and LB4/M/OOS/2021 
for 6 ~1 IAPI Batch No l:5 4 . ou have b 4 nd th~,(b) (4) 
on at east,b <

4p.fi~ t(b) (4»xe not. quallfi~d. 

F: 0~ ja.nuary.27,,2021, your firm recorded a market co~laintA2/M/002/2021 for foreign particle 
w1.th m.e1alhc appearance forK~>:(4)]APIBatch No.!EU1) Inon-US market). The 
investigation did not confinn th~ nature of~e black pii:rticle whether it was metal or nan.:metal. 
Tfl,e iriVestigation stated "**Ma.chine is not -contributing factor for foreign particles**)'. The 
iID'cstiiration is deficient such that it is not inclusive of all the manufacturing equipment including 
b 4 JD# pr o2(6) (4 OlJQu have rec?rdeci ad~viati?.n ~152_06 f?r black 
partii; e m (b) (4) . ~1.BatchNoJ(6) (~) . d tourmvesttgat1on 1mpl1cated 
damaged(b) (4) fil the b 4 I D) (4 )02, 

OJ.TE.ISSl.EJ)WPLOYEE(SJNAUEMD rm.a (PMl.ot•1:YP-').
l!MPLC>Yl:lc(S~:J"3~ 

Raji v ll Srivas.ta11a, l \'lvest:igacor. 06 / 1 3/20.23 
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Not more than~b) <4fo 0 

Total Impurities Notm.orethi,m1t>H.JJ% 0 

Subsequent lab te:n,ing confiimed the original 00S results. During manufacwring investigatir:m no 
ass1gna!,le root caµs~ was identified. However, the i:nahufacturfng investigation concluded that the 
failing batches m:ight have had a highf(I::>) (4) at cau~ed the increased va.lue ofthe impurities. To 
mitigate this risk (to }()wer the (5) (,4) ~'change iii washing quantity .ofwater was proposed from 

SEE 
REVERSE OF 
THI$ PAGE 

Sal eem A, Akhtar, I nve&cig.atoi: 

Dt: Arun Chandra Karmakar, VicePresidentOpcratio.il-APl,andSite Head 
Sl11fl»Al)l)R£SS 

P.O; No.33 Village.$~javata.Jpca Laboratories Ltd. 
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AP! ManufacturerRatlam, 457 002 Madhya Pradesh, India 

OBSERVATION.Z 

The Quality Unit failed. to take adequate actions againstthe failii1~ APl batches being sold in the dom·estic 
at1d ii:ternaHonal market. 

Srecific~ily, 

The Quality Unit failed to take adeqti3;te actions including product recall against balches of 5) (4) 
API that failed to meet impurity specifications d.urh1g stability testing. 

The QC Lab it1itiated outof s ecification (Obs investigatjon # RTWOOS/S/023/2022 on 10/7/2022 
when two batch~ #(6) (4) .____. of(D) (4) APiJalled to me~t impurity 
specifications for b 4 . ~ __jrnpurity, any unspec~fi~d irnpurif)'., and total impurities. 
Both batches, stored, 'l.lnder ong-term cortd1tion of25 °C, 60% RR, yielded followmg results whe.n tested 
for 24,-month siabHiW i11.terv.a}. 

INSPEcr~ONAL OBSERVATIONS 
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Dr..Aruri Chandra Kannakai, Vice President Operatiori~API and Site 'ijead 
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Ratlam, 457 002 Madhya Pradesh; India APJ Manufactuter 

4[<b> <]Litei: to b) <) it~rs via CAPA 258992 (?pen date:~12/7/2022; dose date: 3/16/2023. Both;impacted 
batches (manutacturmg Dat~: 05/2020. ~11'.Pll:Y D~t~Jb) (4)]w~re.consumed.for the domesttc m~rket. 

Fqr the impactect (b} {4} atches, the Qi.Jalit)' tJnit.fajled t~ ~~-hec~ssaxy actions such considering·a 
inarker action, notification to :the.regulatoty authoricy; i.w.d notification 1?·its cu.stf[1:1ers, As per APQR for 
(6) (4) !review cycle: .04/2020 to 03/2021), the.fiiin manufactured' ab

1
ouf~b~ atches (batch size1Ml 4 

1E!j"ofi(b ~ .. (4) ·.iP.l for ~~~esti~:and intemationa! rn.ar~e~s. Qu~ 9f_Cb) <5narketed bi,tches the firri1 
tested tetams samples for ontyu dd1tionill batches durmg this mvestigat10n. 

OBSERVATION 3 

The reworked API is not subjected to appropifate evaluation, testing, stabilitytesting if warranted, and 
documentati9n to. sbow.thaftlle rewo,rked product is·of equiv~l~n.t quality.to tli~t produced by the 
original process 

Specifically; 

You dicl.not fotlow pr:ocedure; .SO.P No. CSOP/2Ql8/19,0/R03 Reprocessing and Rework in API and 
Intennediate (Effective dat¢ lll5/,202.1) .~uch thatyoureleased multiple~worke(i J\Pls batches. withput 
satisfa.ctofy-evaluation ofdam inc.luding 6 month of$tabiJity data. The batches ofreworked APls that 

fg. Date April 2022, Expiry<late l{b} {4} 

were released wit11out stability studies foc{upe~ Qut are not limited to: (l:>) (~) ;A.PlBatch 
Ji9j(D) (4) J:1fg; date December 2021, RetesLdate(b) (4 ~1Batch No, 
(t5)(4) Mf~.dateApril2Q22,RetestdateJb} (4) naJ(h) (4) -,-.---,-•.--.fl.I 
Batch No.!(b) (4) You did,not placethe 
aforementioned APl b~tches on the stability. .. 

SEE 
REV.ERSE OF 
TH.IS PAGE 

EWPWY&( 

Raj,1JI ~ srivasta;ra, .:rnvestigato.c• 06/13/2023 

Saleem A. Akhta·c, I nvestigator. 
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Ra:tlam, 457. 002 Madhya Pradesh, India •AP.! Ma.m1fa~turer 

OB.S~RVATION4 

You fail to e$taplish optirrial processing.condition thatensures corisistency in criti~J qu~lity attributes of 
the. AJ>Is . . 

.S~cifically, 

Theva1idationbatch_o~oductioriteco1'd BatchNoJ l5) (-4) dated 5/16/2018, fort e(b) (4 /b)1ri (4) pro- es-'l~cess.."ee.tfo.rm.ance Oualificatio.riJeF__O)jnstruct for the(b) ( 4)'""" c- s as 

b 4 ' TI1er~ )s 110 instruction as to ho\V much matenal should be loaded m b) (4) nd 
how much and how-to b 4) __., On 6/S/2923, during walkth: ) of 
yqur mantifacturin~ building (b) 4 I s~you were 

1 b) 4 (J>.ure) (b) (,4) atch 
No.(b) (4L_jn~6) -4L1!.5 #XXJ(b)(4~01.Isawthematena w~s(t5) (4) Jll1dthere 
v.vcr~ (b) (4 ),a:s big as ~ melies. On._61 12/20231' your General Manager ofP.roduction (AJ) confirmed. 
that t e manufacturing process ot(b) (4) (Pu.re) (b) (4) -~lAPlwas validated in 2018and this 
w~st he only validation study, fo~(b) (4) A'EI_lr. the yeai to2tin~lifm~, you'bave rec,orde.d atleast 
tnirt:een (13) OOS results fol\,(~)_(1 ) fpecification NMTE:}). 

OBSERVATION 5 . 

Your firm failed to oversee ~nd control over the manufacture of drugs to ensure·quaHty, including 
managing the dsk ofand establishing the safety of materials used in the nianufac'ttirfog ofqrlig$. . For 
exam,ple: . 

A. Your fmn uses 15) (4) ,as the raw m.aterial to magtifacture(b) (4) 
fl6fl41the critical startir!-iatet'ialf~r the drug subs~ance o( b) (4) USP 
~our fir.m te.s1ed b) <4}n the~ atches of startmg mater1al (b) ( 4) Jffiiit were used ~o 

OATElSSUEq 

~a jiv R Srivast~Ya, rn~estigator ,0.6/13/202 3 

$EE 
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D~. Arun Chandra Karmakar, Vice President Operation-APhriil Site Head 

Ipca Laboratories.Ltd. P:0.. No. 33 Village Sejavata 
OlY,ST'-Th 1,IPOOIII,. CO\llllllY" 

Ratlam, 457 002 Madhya Prade.5h, India APl Manutilct1,1rer 

manuf~ct re.the tir(it)batgh~s of drug subst1mc: (b) (4 )for the u. s; market .irt 20~0~ltt0J1K;Rr~
6
)T

4
~ 

4batches of 1:5) (4 the~ ~tresµlts for i(6l !' 1>fthe.bl!tches wer~ in the range of~ tofb) < >to 
(Referto the table below). · . . .• ·· 

However, your fain did not conduct the properF T;contami"nation ~esting in the drug substance of 
. (6) (~ nd was ncit awar7 oftbe pot~nti~l hazards ifthis testing was n?t done. Yo~~) Ur distributed 

ll41batches o (o) (4 f~f theU. S. market in 2020. In additioh1 the retest date ofal[.Jatches of 

(b) (4Jwm be in b) <4!~~ ofthe cempletion Of this inspection! your firm 11as'Jmt initiatechny pl;m 

for risk Jlssessment o nHCQS. 

# (6)(4) 
(Drug 
Substance) . 
Batch#. 

Ret¢st : .(Starting . (FDA 

Date IV!ateriall Guidance 

!:~c;;----'-~-~-e....:.i!(br(4~ 

OA'IE tssum~QYf£($) ~Ci:'l\f'.JRE ·. 

06/13/2023~ 
SEE. 

J.l+f) Saleem ~- Akhtar, Inv.est:igato:rREVERSE OF 
THIS PAGE 

l'Olt.\l FlM ~!3 (01/M) 1REV10\J3t:.emCNoa~ INSf..ECTJO.NA:L OBSERVATlONS l'Mi£7Pf.UrPAGES 

https://JIEAL'.fH


DEPARTMENT O~ W:A.L1U ;\NOlfUJ\,IA!IJ S.ER:VICES 
FOOD /\ND OKIJG ADMINIS1M1101'i 

.06/05/2023.~06/13i202112420 Par-klawn Drive, Room 2032 

3002807297Rockville; MD 20857 
ov 

Dr. Arun Chamlra. Kal'mllkar, Vice Prcsidcntbpetatfon-APiand Site Head 

!pea i:.a~oratories Ltd. 
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APl Manufacturer 

B.. Your firm's Sta~dard Op~rating Procedure forCoinplete Cleanihg ofEquipmcht Used for 
Processing ofActive·Phamiaceuticallngredjeots a 6 4) (SOP Number.: P/2108/2008, 
Revision Number: OS, Effective Date: Aptil S, 2023 i and SOP Nu:mber: GMP/RTMiP/2108/2008, 
IssueNmnber: 02, Revis~on·Number: 10, Effective Pate: March'31 ; 2020). requires a complete 
cleanin ofvarious equipment used to manufacture the drug subs.tance ot:(6} (4}
(b) ( 4) lJSP during the production campaign. This SOP defines tha:t the ~. ~e~u...,.e.,..nc,,,_y;-.,. ,,...o..,.co'""n~ uc-.--,,1.a 
complete cleanii1g ofthe equipment train shaJI be b 4 hich 
com.~s earlier. · 

You:rfinn1s carryover.study did. not provide scientific justification that yoµr coinmetci~l 
manufacturin J:)tocess ctoes not carry .ove 6 _4 ·om the critical starting material, 
(6) (~) r----,-______,to the.final drug substance or(6) (4) J SP · 
b 4 sthe raw ma~ed.al used to manufacmr.e the starting mate.rial, (b) ( 4 JAs such, your 

firm is equipment cleaning.frequency may cause a risk oijbl < 
4h oss cootaminatioiI between drug 

.. OAr e ISSUE!)fil.lPL0VE£(S) tJIJ,£ AllO7"l.E t~a T~) 

QS/13/20 2;3 

SEE .s/1:.AREVE.RSEOF 
THIS PAGE 
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substance batches du:rin~ the production campaign. 

013SERVATION 6 

Your·finn faHed to ensure thal alLspecification·s andiestprocedures are sci~ntifically sound and 
appropriate.to ensure tl)at younaw materia:ls and API conform to _established sti,mc\ards of .quality. For 
example: 

.A. Your ti.nn co~dutted two .canyover studies . to. justify your. c.omm~rcial manufact:urin · . recess docs 
not tq~ over(b) (4) __fi;WP-,the critical !>tarting matcria D (b:iJ) ( )
b 4) totne<bH4j{rug.substanoe of(b (4) D SP 4 s the raw 
materia u.sed to.trn:mufactur.e the staiting materia\,(b) ( 4 

a) Yo~rfi~'s(l5_) 41 4 tµdy ~ ~po:t<R~P_?i:tR(6)l~~Number~S,YNIC?Rl~0\Bt0~q)was . 
designed to spike Cb> < >lt' 1ts spec.1ficat1on hrmt ofi r6mtore stajtint material 6 4y-brug 
su. tan~e 6) { 4) ~~ p_roduced.arlab scale (around ( ) (4 using16J <4 .5piked start.ing mate~ia.l, 
an 4O>H4'1,,as· teste m the drug su'Qstance at,1d fou_nd :(lot detect¢d: . 

~-1.owever:_your firm'sco_mni.ercial batch sizeofdnr1rsubstmce f6TT4 iii ~round~fj) (4 ~cb 
1s a12 rox1matel (I>) ( ines larger than.the lab scale:(around(b) (4 as designed m the b) \'+J 

<4(I> fody. Your firm did not provide any scienti:fi<, justification to prove t~a:f the batch siie of 
·your lab scale and commercial scale are c.omprlfaple. 

b) Yo!Jrfom's Cat;.CLO-ver_Study_of ) (4)___ ____________. 
lmpµrify ip (b) ( 4) by"GC (ProtoGol Number: AMVP/API/MUM/2016/014; 

E 1'Ml'<.OY6e('iJ~ Allc 'ITT'Llt(A-i,t.,T,M 

Raj iv II S.d.vas·t.va , Xi>'118stigato; 06/13/2023 
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. [6f1B..enortNumb.er: AMVR/API/,M.UM/2()16/014) was designed to. test ·n the drug substance. 
b 4 . romf6J <4} omm~rcial hatches and foun~ not d~t.e.c.ted.. 

w~ver. youdirm did not test :iJ <<l\ th~ startingmaterial {15) (4) used to manufacture the 
3ommereial batches. Your firm did .not. provide arty scientific justification to prove tfiafthe 
~evel in the starti:tg material do.es not impact its.car,ryover to the drug substance 5 4 

B. Y~>Ur finn's Specification and Analytical Pr~cedi,ires for(D) (~) ~ Specification 
Number~ TS/RMS/IHYO 16, Version 3.0, Effective Date: May 28', 202. ; and Sped£ic;ati9n Number: 
TS/BPC/RMS/JHYO16 Version 2.0 Effective Date: Feb 03, 2018) uses GC method to detectthe. 
Related Substance~ of(l5) (4) and quantitiit~ T.otal lmpurities (o/o) of 
(o) (4) ·s 'the critical starting material u~ed to manufacture the dmg substance of 
(b) (4) USP. 

(a) Instead ofan independent assay testj,'.our firm deducts Total Impurities(%) {rom }00 (%) to 
calcu1a,te Purity (%)(i.e. Assay) o ~b 4 · · · · 

Your firm did not,provide any .scientific justification or- <londuct any sound study to prove that 
deducting Totalimpµrities (% from 100 (%) to c~foulafoPurity (%) of(5) (4)s equivalentto 
the independ~nt assay test of D 

(b) h1s(ead ofsix standard inje.ction~ perf◊m1ed in your method validation, your firm executes three 
standard injections in the test method for the system suitabilitytest. ;y ou.r firm had been. using 
thismeth.od totest(b) (4) ·n1(o) (4)1 ii1ceFeb2018.(l>TT4Jisthetawmatetfal used 
to rt1a:nufacture the ·starting material, b 4 

SEE 
REVERSE OF 
THIS PAGE 
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AP-1 Manofacturer 

Withoutd~monstrating t he systerb suitability, the sample analysis for the n;lated s~bstances test 
o (~)app~~ tQ be inadequate. 

OB$ER:VTAION 7 

Laboratory tests conduct~ to detennine conformance to specification. for each batch ofintermediate and 
API.~e deficient. 

.Specifically, laboratory tests conducted to detetmin~ multiple batche.s cif 4) PI 
to the wriue.n speci(icatiqns ai~ deficj~nt. Deficiencies wore observed in the· processing methods and 
inte iori of peaks ..durirt analysis of impuri~ies and· resid.ual solvents in various batches of 
(b 4} ....,__~_,,--,-1 SJ?. The QC Lab u~ed different processing methods with inconsistent peak 
'integration parameters to mtegrate peah ofthe standards, and different lots of the prodl.lct·in the same. 
. HPLC/GC ri.irf. For example: 

A. Ori."5/7/2020. the QC Lab tesfed tw.o batches·(#(t> 4 . qf 
(t>) (4) ' or Impurity Profile. The lab used three different roce~sing methods 
(method'ID: 4159, 4206~ anc:i 4239) to integrat~ the peaks ofsla11datds, Lot 6) (4) and Lot 
(b) (4) ~~pectivel_y. Peak integration 'parameters u.s~d for ~.vs t>atch (b 4 -l!S per 
processing meth99 ID: 4206) are as below~ 

Set minimum Area 

Sale~ l\. i\khtar•, . Inves.tigatoz 

wen:heng: ahan.g, l nvest:iga'tor 
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Set minimum. Area lb)(4l(b) (4) 
(b) (4:f'orcepeak 

Force peak 

Allow negative peaks 

Foi'ce peak 

·(6) (Lt)Set minimu111.heigh1 . 

Under these integration paramet~rs ..¥1V impurity·p~ak/s with peak.area ofiess than(t>) ~ lll not be 
integrated t~at elui~ beforeK~f (1 ) !Sirniladi '--anv uriknown impurity peak/s with peak height 
ofless• thanJb) (4 J,v.ill not be integrated after b) (4) ~nd will not be a.ccounted. for towiirds 
the maximui;p. unknown imp~fy ~pccificatioh.s. The peak height. for .the Ia.,rgestJm4;v,rn im~urity 
(6 4 •andlargestlll)l.qiown 1mpu11ty ( 6 4 . was observed to be(6)12i)'and~b) ( 7espect1vely. 
The sample run time for the Impurities analysis is (b) (4) 

, T ISSUED/iAl?J.PYEEfSJ NAl,I . 

Eaj:l.v R Si:i.vci::;tavil, .Irives:tig~toi: 06/13/2023 
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(b) {4). et minhnuni Area 

•;;et minimum Area 

•setminirnum Area 

Set minimum Area 

Set minimum Area 

~et minimum Area 

Set minimum Area 

Set minimum .A.re;i. 

f orce Peak 

Set rqininiu~nA rea 

Set.minimum.Area 

Set minimum Area 

Set minimum.Area 

Set minimum Area. 

Set minimu.m Area 

f(ltmr.-i!SS 

P.O.No. 33 Village Sejavata 
TYPGEST~$1M;f.tff JNSl'DClliD 

API Manuf~turcr-

(b) (4: 

;1(6) ('4)f-

Under these processing parameters, any' potential mlkt1mvn peak/s with peak area set less than a 
specifi~ ~ah1e f~Ktoecific timef rame will pot be integrated. The sa.mple rim time for the Impurities 
analysis 1s about (b) ( 4) 

0 /\TE.ISSVf:0 11E,wo mu fPY<>tor·r,,,.J·EMP/:0.>EE(SJS(GNATLJP,f. 
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11
The firm $hippedF "~atches (manufactured in 2020i and expiring ~ (b) (4Jo { 6) (21,)
for the us market. 

OB.SERVTA.ION 8 

The Qua:Jity Unit failed to ensure ali di;wiation~ .are reported on theb::\tch certification certified by the 
third-party cohstiltants. 

Specifically~ 

The firm' s Qualit:v Unit failed to ensure that all deviations,._generated during martufa,ctudng ofthe shipped 
batches Qj D 4 .USP and 6) _________,USP were reported by the 
certify_i~p, organiza£(io:bn)~ (e.~)tbe. f.b..itd.:o.artY. cp.nsultants. Durino the Covid-19 pande~ic, the finn shipped 

1ab.ouOatches qf~ 4 JJSP and,(D) (4) p SPforth~ US marl<:Elt 
after third party «ertifications (as .p.~r Protocol B~C/Ipca/BC~API-00) agi:linst each batch. 

The third'-pari.y- consultants fail~d to docl.lll1ent significant mcidents such as deviations observed duiirig 
m:anufactllring ofthat I)artlcular batch pn the batch. certificate. For txample: 

A. Four US batches (#(6) (~) . . J>.(6) (2J)
manufacttJred by the mn .m t147'l021J (expiry: 037'.lO:ZS) talled to meet tne>y1e .ct-=s,::-p-=-e.c'""1d-1c,,..,a""1""'o=n -=a~. 

manufacturing stage as below: · 

16280~(b) (4) l6318l 

{PMIOl l}'/»}1'AIPl.0YEE{S)SIG//A1VM; 

Raj-iv R Sr·,iv4stav:~, Inve:it;gafor 06/13/2023 

.SEE 
Saleem A. Akht.¢, rnvestlgator.REVERSE OF 

THIS PAGE. 
~len:ih~il.g Zl).a,;1g, Investigator 

. ~1001 tOO'lON o.esoi..sru. lNSPECTJONAL.OBSERVATIONS 

https://ORAPHARMlntematfonal483.te


DEPART~~~!~t}l~JA:s~~~0isERVICES 
. l)A'l'll'{$j <'9 IHSPE.crtp~Dl$TIUCT11.t>PlW!iSA.'O J'lto!ruNIJ~JSlt. 

12420 .Patklawn Drive; Room 2032 f-'.,~6/05/2023-06/13/2023. 
.ff!I N1Jl4Ui:J<Rockville, MD 20857 3002807297

ORAPHARMiiltemational483remnnseslalfda.hhs.>!ov 
II=,IN)Ti~01:fj/(j}VJD'JAL TO. W1£<MR6'>1,f !:5rul!tl 

Dr, Arun Chimd~a Karmakar, Vice President Operation-AP! and Site Head 
Si'QFXrAf)attSS.n~.MNAM!i 

P·.O. No. 33 VillageSejaVata:!pea Laboratories Ltd. 
ll'l'2ESTAUU~a...,., r11<Sft!CTW CITY.Sf~'It.l:IP.CQOC.COVNTi(y 

A?l ManufacturerRatlam, 457 002 ~~dhyaPradesh, India 

[~~? (4) 1:::: I
I 

A third-party consulting company certified each of these batches and failed to document on the 
certifkation that the batch did not m~t the yield. speC.ifi,catfon .a.t the~ ge. 

Additionally; the firm co.nduct~d a,n umb~ella investigation covering all four deviations (162805; 
163181, 163186, and 163460):for yield failures.It was discovered d1.1ringtbe ivspection,this umbrella 
investigation v..as not initiated and maintained in th.e firm's Quality Manageirtent System such as 
TrackWise which is used for this purpose. 

B. Durin& the rel~ase te~ting ori(6} (~} . . at~b~t5) (1Wor tesidµal $.olve.nt ~ilalysis by 
GC,.an extraneous/unknown .peak was observed at RT oijb) (4)Th1s peak was observed 1n all three 
samples i.~., main. sample, se~ A, and set D of this bate~. Tho firm initi~ted deviation ii 163503 to 
investigate the. extraneous peak The third-party consultants did .not docllment this. deviation on the 

~batch certificate. This ex:tran~ous pea.1< was not ~bserved during analytical method validation or 
bf(4) r.or residual solv~nts analys~s. 

c; During the release testing of~O~ ~} ~~tch~4) ~ or residua] solvent 
analysis by GC, an extraneou.~u own peak was observed at RRT o b) (4~Tips pe.ak was observed 
in two 9f the. three, sa1nples ie.• main sample arid set B, (not observed in.Set-A) ofthis batch. The 
firm-initiated deviation # i62473 to investigate the ~xtraneous peak. During the dev iatiqn 
investigatio11, the.lab attributed this peak,as offb) (4) :that came frorrdaboratory environment The. 
third~party consulting company did not docu.ment Devfatiori 162473 on the batch certificate. This 
extraneous peak was not observed during analytical. method vali4ation 0.f[(D) (4) ] 

OCb) (4) for residual solvents analysis. · 

°"'-lt:TSSUl;l,.J.l;MPLOYb"'E(S) S~I./.A.~ E.NPLOYfl.:(S) i/A,11~,..,.,n. im,1oi1n») 

Rajiv R S.rivastava, ·tnv.e.5,tigat·or 06/13/2023
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