
DEPART~lf. 'T OF HEALTH A~D IILMA"\ SERVICES 
l'OOD AI\I) l)J{UG Al>\MNIS1 RATJON 

Table I 

DISIIIICT ADOfleSS A>IO PHON~ NUIIBEP 

12420 Parklawn. Room 2032 
Rockville, MD 20857 
CD ER-OC-0MQ-1nternational483Response@fda.hhs.gov 

OATE(S) OF INSPECTION 

11 / 10-21 /2025* 
FCI NUM8EII 

3004819820 

NAME ANO TITLE OF INOlvtDU.A4 ro WHOM REPORT ISSIJU) 

Dr. Ranjana Pathak, President, Chief Quality Officer - CQA 
FIIW IIW~E 

Lupin Limited 
ST'IW '-OORESS 

15-B, Phase IA, Verna Industrial Area, 
CllY STATE ZJP 000E COtJNTRY 

Verna. Salcette, Goa - 403 722, India 

TYPE FSTABLIS~MENT INSPECTED 

Drug Product Manufacturer 

Thh Jocwncnl Ii.I> ob~.:n at ions made b} lh.: FDA representative(~) during the inspection oi")our facility. The) are inspectional 
observations. and do not reprc~cnt a final /\gency determination regarding your compliance. If you ha,e an objection regarding an 
obi,cnation. or haw implemented. or plan to implement, com:cthc action in re~ponsc to an obscn,ation, you may discuss the ohjcclion or 
action with the FD/\ r.:pn::sentative(~) during the inspection or submit this information to FD/\ at the address above. If you have any 
qu.:stions, p!casc coutact FD/\ at the phone number and address abo,c. 

DURING AN INSPECTION OF YOUR FIRM, WE OBSERVED: 

OBSERVATION 1 
l'he responsibilities and procedures appl icable to the quality control unit are not fully followed. 

Specifically, your quality unit did not take appropriate marke action for b:4 tcl1P<: nf..th ..J J~..rrvg product thatJailed 
to meet the regulatory Acceptable Intake (A I) limit for Impurities H4) 

For example: -------~-----
-------~----~(b)(4) 

ommercial batches o Capsules USP 
P,)(4) ng, (b)(4) (b)(4) " (b)(4l ""'r, (b>(4 _;1g (bH4l ta1 led" to meet the Al limit of11 •1 

l\TMl (b)(4) nl}J11 for(b)(4) mpurity when analyzed as a part o (bH4>___ isk assessment 

Age of sample 
Date ofTestin11 rl11r:ino t ..._.,,.,.Strength 

11/21 /2 025Tan11l Arasu , I nves tigatcrSEE 
Pr ati~ S . Upadhya y , I nves-_gac~rREVERSE OF 

THIS PAGE 

l"\Sl'EC-I 10"\AL OI.ISERV,\ n oM, rAGE I OF IS r.lGES 

SC /t.N CO,-Y 



OEP/\RT.\-IENT or IIEALTII AND Ht:MAN SERVICF',.S 
FOOi> A'D DRUG AOMNISTRA1 ION 

CISTRICTACORESSAAO PHONE NU!ABER 

12420 Parklawn, Room 2032 
Rockville. MD 2085 7 
CDER-OC-OMQ-Internationa1483Responsc@fda.hhs.gov 

OATE(S) ~ INSPECTIO,. 

I l/10-21 /2025* 
FEI NUl.16ER 

3004819820 

NAME ANO l ffLE OF lNOIVIOUAL TO IJIMOM AEPOHT ISSUED 

Dr. Ranjana Pathak, President. Chief Quality Officer - CQA 
FIRM NMIE 

Lupin Limited 
STREET ADORES$ 

15-8 , Phase IA, Verna Industrial Area, 
CITY SiATf ltPCOOE COUNTRY 

Verna, Salcettc. Goa - 403 722, India 

TYPE ESl.tJI.JSrMo"ENT lNSPECT~O 

Drug Product Manufacturer 
------~---'-1 

l'\Pt•f'i$l l 
1

lnyour subsequent evaluation ofadd iti~o_a ICbl C4l mru. batcheS,(b)(4) J,atches fai l~ 
meet the Al limit of NMif(b)(4l ppm for (b)(4) ~impuritywhen analyzed in (b)(4) I 
Details are as follows: -----

Table 2 
1J 

pm) Strength Batch No. Mfg. Date 

(b)(4) 

Expi ry Date 
Oate of 
Testi ng 

Age of sample R It ,. . esu 
durmP- te~tmg (N\IIT 

(b)(4) '--"- (b)(4) p 

SEE TamLl Arasu , nvestigdCO~ l 1/21/202~ I 
REVERSE OF Pratik S . Upad..yay , Investigator 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTMTION 

OIST'IICT ADDRESS ANO PHONE NUMBER 

12420 Parklawn, Room 2032 

Rockville, MD 20857 

CDER-OC-OMQ-lnternational483Response@fda.hhs.gov 

OATE(S) OF INSPEC TION 

JJ/10-21 /2025* 
r:e, NUM8ER 

3004819820 

NAME ANO rme OF INDIVIDUAL TO 'M<OM REPOR T ISSUED 

Dr. Ranjana Pathak, President. Chief Qual ity Otlicer - CQA 
c-1RM NAME 

Lupin Limited 
STREETAOORESS 

15-B, Phase IA. Verna Industrial Area, 
crrv, $TAf f , ZIP cooe:.COUNT~Y 

Verna, Salcette, Goa - 403 722, India 

!YPE ESTABLISHMENT INSPECTEO 

Drug Product Manufacturer 

S r. 
No. Strength Batch No. Mfg. Date Expiry Date Date of 

Testing 

Age of sample ! R It 

__...______...____-.<n4> 
d - ~ CSUS urm testing (NMT 

4 
ppm) 

(b)(4) (b)() ..__ _ 

Further evaluati,)n of additio1rn1....,,., •comme.rc.ial hatdfs revealed~)(4) lbatches failed to meet the Al 
limit oi NMT (b)(4) ppm forio,H4) limpurity when analyzed during CbH4> 

etaib arc as fn ilm-,s:,._______________ -----------.i 
(b)(4) 

3 
i I I ·-~-- _ .._:[a_b_l_e ------~-A-ge___of_s_a_m___p-le~!.-----bJ 
I Sr. i S Batch I ~·rt· Date of d ResuJ.t.trengtI1 N I>' g. 0 nte Expiry Date T . 111orut.Jf\St11.z N'Ml' No. I o. . estmg ,. L ( 1 :(b)(4) ________._____....,(b)(4) ,.)(4) 1 

I. 

SEE ~amil Arasu , Inve!:it::..gato:r: I TA __['1.. .12:12025 
REVERSE OF Pratik S . Upadbyey, Investiqatc:::- I "I I· 

1 
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0EPARTMF:NT OF II EALTII A.'10 JI UMAN SERVICES 
FOOD AND DRUG ADMfNISTRATION 

DISTRICT ADDRESS AND PHONE NUMBER 

12420 Parklawn, Room 2032 
Rockville, MD 20857 
CDER-0C-0MQ-lnternational483Response@fda.hhs.gov 

OATE(S) OF INSPECTION 

11 /10-21/2025* 
FEIMJM8ER 

3004819820 

NAl,IE AND TITI.E Of INDIVIDUAi. TO V\1-tOM REPORT ISSUED 

Dr. Ranjana Pathak, President, Chief Quality Officer - CQA 
FIRr.tNAME 

Lupin Limited 
STREET ADDRESS 

15-8, Phase JA, Verna Industrial Area, 
CITY. STATf", ZIP CODE, COUNTRY 

Verna, Salcette, Goa - 403 722, India 

TYPE ESTABLISHM.Er-(l INSPEC".'-EO 

Drug Product Manufacturer 

Sr. 
No. 

Strength 
Batch 
No. 

Mfg. Date 

(b)(~) 

Expiry Date 
Date of 
Testing 

Age of sample Resulti 
d.udn.J! testinJJ 

1. (NM'T(b)(4) pm)
)(4) L--.l..---!===:__-...1.,1 

The following was observed relating tO(b)(4) esting failures: 

A. Your firm continued to manufacture and release batches into the US market even if over(bH4fo of your 
batches fai led to meet AI limit ofNMT(bH4> ppm (refer to Table 3). There were no investigations conducted 
for the(bH4>~atches (refer to Tables 1 to 3 that failed to meet the Al limit of NM~ ppm for""(b),..,.C4"")----4

(b)(4)_ -.-_content in (bH > Capsules USP. This is in deviation ofyour 
tollow111g procedures: 

SOP_ MUM_CQA_007356. Titled: ··Handling of Investigation'', VP.rsion: 10.0, Effective date: 15-Apr-
2025, 
SOP_MUM_CQA_033778. Titled: "Assessment for presence of )(4) Impurities in Drug 
Products", Version: 4.0, Effective date: I0-Mar-2025, and 
SOP_MUM_CQA_008 I93. Titled: "Responsibi li ties ofQual ity Unit''. Version: 2.0, Effective date: 0 1-
Jul-2025. 

B. There was no justification provided for not testing (b)(4) batches of (b)(4) 
)(4) ~ apsules USP which are within the J2!:2dud shelf life in the- ....L~rs,,_m_a_r.-ke_t_an-,d,...m- a-ny-,of the 
batches has a potential to fail for (b)C4> ~ bontent based on the above trend offailio.g__results. 

your finn suspended manufacturing and distribution of(b)(4) 
Cansu les USP (b)(4) due to continued risk associa'rea w1fn t ,e onnahon ot. ><4> 

Otl'(b)(4) 

(bH4> 
288-25-00foiiiio analyzed 

n your rodrt. Further, your Q.uality Unit initiated a deviation investigation DEV-GQ.. 
><4> batches of whic9 atches failed to meet the AI limit ofNMTP,H4) fPrn 

for~ (4) _____ j5etails are as follows: 

1 ASEE Tamil Arasu , investigator 11/21/2825 

REVERSE OF Pracik S . Upadhyay, I nvestigator 
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DEPARTMENT OF l-lEALTII AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS ANO PHONE NUMBER DATE{SJ Of INSPEC TION 

12420 Parklawn, Room 2032 l 1/ 10-21/2025* 
Rockville, MD 20857 FEINUMBER 

3004819820CDER-OC-OMQ-1 nternationa1483Response@fda. hhs.gov 
NAMEANO TITLE Of INOMDUAL. TO \NHOM REPORT ISSUEO 

Dr. Ranjana Pathak, President, Chief Quality Officer - CQA 
FIRM NAME STREET ADDRESS 

Lupin Limited 15-8 , Phase IA, Verna Industrial Area, 
(:ITY. STATE ZIP COOc. COUNTRY TYPE ESTABllSHMeNT INSPECTE!> 

Verna, Salcette, Goa - 403 722, India Drug Product Manufacturer 

Table 4 

l Sr. I j FG Batch I Manufacturing 
J 

Expiry I Dat~ of j Age of sample Results 
No. 

Strength 
nitte 011tP T11~ t1nn 

during testing (NMT~~ No. Cb)C4) 

SEE Tami l Aras u , Inves tigator lA 11/21/2025 
REVERSE OF Pra ti k S . ll padhyay , Investiga t or 

~THIS PAGE 
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DEPARTMF.NT Of' IIEALTII ANO II UMAN SERVICES 
FOOD AND DRUG ADMll'-ISTRATION 

DISTRICT ADORES$ AID PHO~E NU.,BER OATE1 SJ Of INSPECTIO~ 

12420 Parklawn, Room 2032 l 1/10-21 /2025* 
Rockville, MD 20857 FEJ NUMBER 

CDER-OC-0MQ-lnternationa1483 Response@fda.hh s.gov 
3004819820 

_,EANO mLEOf IID,1/!0UAL TO'M10•• IIEl'ORT ssueo 

Dr. Ranjana Pathak, President, Chief Quality Officer - CQA 
FIP\tNAME STREET AOORESS 

Lupin Limited 15-B, Phase IA. Verna Industrial Area, 
CI TY STATE. Zl?COOE COUNTRY lVPE ESTA8LIS..,.MfNT lhSPECTEO 

Verna, Salcette, Goa - 403 722, India Drug Product Manufacturer 

Sr. IFC Batch Manufacturing I Expiry 0 
~ 
JJ ge of sample I Results 

Strength ate o . . 
NM1CbH4>No. n atl' n,.,,. T,-d;nn during testmg -o. ) 4) 

SEE Tamil Arasu , Investigator 1A 11/2 1/2025 
REVERSE OF Pratik S . Upc1dhyay, Investiga tor 

~THIS PAGE 
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DEPARTM F: NT OF HEALTII AND HUMAN SERVICES 
FOOU AND DRUG ADM INISTR,>.TION 

OfSTRICT AOORESS AHO PI-IONE NUMBER OATE{SJ OF INSPoCTI ON 

12420 Parklawn, Room 2032 11/10-21 /2025* 
Rockville, MD 20857 FEI NUMBER 

CDER-OC-OMQ-1nternational483 Response@fda.hhs.gov 3004819820 
NAMEANO TITLE OF INOIVIOUAL TO 'M-tOM REPORT 1ssueo 

Dr. Ranjana Pathak, President, Chief Quality Officer - CQA 
FIRM NAME STREET ADDRESS 

Lupin Limited 15-8, Phase IA, Verna Industrial Area, 
CITY , STATE, ZIP CODE.COUNTRY TYPE ESTABLISHMENT INSPECTED 

Verna. Salcette, Goa - 403 722, lndia Drug Product Manufacturer 

Sr. l l FG Batch _t Manufacturing I Expir,' I!?~~-~ of l Age of sample Res~lt:;-i 
~ o 

Strength 
N'o o~t:" "'~--- during testinf!' <NMT <bH4)

(b)(4) 

C. There~ s__n.o iusti:fication o.rov~9f#-for u<si ~ Jjmir of ll~ o •'.'.>rn_.uth i.l.<>l ~ ) (4) 

1!1d1cated you to use 
regulatory AJi1mit ofr:ll'vfT1 H4> NMTM <4> ppm). 

D. There wrSJ10....Heaitb_J;Jazard1 ssessment (HHA[ 12_erformed to evaluate the risk due to oul of acceptance 
I• • ti • • C6H4> C I USP1m11 or (b)(4) mpunty 111 your , apsu es . 
This was in deviation of your procedure SOiCM1JM_DERM_006469, Titled : "Preparation of Health 
Hazard Assessment Reports", Effective date: I0-Nov-2023, sections 4.1 which requires assessment of the 

SEE 'i'amil Arasu , Inves LigaLor T A 11/21/2025 
REVERSE OF Pratik s . Upadhyay, Inves ciga tar 
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_ _

DEPARTMENT OF II F.ALTII AND HUMAN SERVICES 
FOOD J\NI> l>RL'G AOMINISTKA!'ION 

O,ST~ICT AOORESS MO Pt<ONE NUl,IIIER 

12420 Parklawn, Room 2032 
Rockv ille, MD 20857 

C DER-OC-0MQ-l nlcrnationa l483 Responsc@fda.hhs.gov 

DAT~S) Of' l>ISl'ECTIO"I 

I J/10-21 /2025* 
FEJ NUMBER 

3004819820 

hM.IE AAO Till£ o< ,N!)l\/'!)llAc TO 'o';,,Q'A RU'ORT <SSVEO 

Dr. Ranjana Pathak, President. ChiefQuality Officer •· CQA 
FIRM NAM E 

Lupin Limited 
s~EET =ess 

15-8 , Phase IA, Verna Jndustrial Area. 
CITY STATE. ZIP =ooe COUNTRY 

Verna, Salcette, Goa - 403 722, India 

TYPE ESTAB!.1$1<..EJ<T INSPECTED 

Drug Product Manu facturer 

likelihood ofoccurrence of the hazard and section 5.2 relating to initiating HHA when the OOS results and 
impurities are detected. 

Based on the above observed i ues. on 14-Nov-2025 your firm provided HJ IA repo~t dated 14-Nov-2025 
indicatin° ' (b)(4} impurity is muta ,enic:. Considerin~he m11ta~mic.pote11tial o~ 

(b)(4) impurity and longer term use of.___~~------- (b (4) Capsules USP. a 
risk ofcurcinogenicity cannot be ruled out. " 

OBSERVATIO~ 2 
rhc c1ccural·~. :.ensitivi!). specificity and reproducibility oftest methods have not been cstabli5hed and documented. 

Specifically. 

Your finn's anal~sis or(b)(4} mpurities in the san1e batch at various time poin1s yielded ir.consistent test 
re~ults. While these results were repo11.ed as within specification limits. the sign, !icant variability lacks sci,mti fic 
justification and raise:, concerns about analytical method reliabi lity and product quality control for these impurilles. 
You hiv~ nul invcsritiated why these impurity iests gave varying but inconsistent result!. at various time points. You 
ha\ f! acce~;tcd :hese result~ for reoortine_oumQ.se,;, wjt.bouuis:}(~n_vestigations includin~ to evaluate why validated 
analy1 i~al tc:.t methoJs for lmpuritie )(4) do 11ot give consistent test 
results and/or what are the acmr aus1 ng sucll vanab1li'ty.""" 

Ycur LC-M. /MS analytical test methods were validaied with an acceptance criterion o f lbH4) 1(9 RSD precision (pe~k 
area of impurity) at Limit of Quanlitation (LOQ) and reporting %RSD values ofP,><4> Jo during validation. 
1lowever. it was observed that sample test results of a single batch were reported with variations up to (b)(4} (o (or 

(b)(4> o ld) at different time points. These results were not in :my consistent manner and tt-ius tack confidence. Your 
lirm wac; unable to explain and justify the origin of high level of variation fo r 4 impurities for the same hatch 
and ~etv,een batches for selected products. Also. you have not identified whether this is caused by materials, 
manufacturing rrocess. storage conditions, environmental f<1e,ors and/or test method precision. This raises concerns 
about the accuracy of these reported (b)(4} impurity test result~. and the precision and robustness or the 
mtthod used and your l:lbility to control tne'l(b)(4} mpuriucs on these drug product in a sci~ntifically acceptable 
manner. Ex.ampies include. but are not limited to the fo llo\\-tng: 

1 
SEE Tam. ~ Arasu, lr.vestig t1LO.c . I A 111,'2~ 

1 

, 

~ -~-E·:__: _: E_O_F_· --P-r a_c_i_k_S_._U_p_a_d-:i_y_a_y_,_ ._I 1_,\_"' ,_,; _" °' L:"__es_u_ ~ - --__l_~'-m- '_JI 
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DEPARTMENT OF II EALTII AND HUMAN SERVICES 
FOOO AND DRUG ADMINISTRATION 

DfSTRICT AOOI\ESS ANO PliONE NUMBfR 

12420 Parklawn, Room 2032 

Rockville, MD 20857 

CDER-OC-OMQ-1nternational483Response@fda.hhs.gov 

OATE(S) OF INSPECTION 

1l/ I 0-2 l/2025* 
FEI NUMBER 

3004819820 

NAMEANO TITLE OF INDIVIDUAL TO IJl.tiOM REPORT ISSUED 

Dr. Ranjana Pathak, President, Chief Quality Officer - CQA 
FIRM NAME 

Lupin Limited 
STREET ADDRESS 

15-B, Phase IA. Verna Industrial Area, 
CITY, STATE ZIP CODE. COUNT~Y 

Verna, Salcette, Goa - 403 722, India 

TYP E ESTABUSttMENT IN SPECTE.D 

Drug Product Manufacturer 

A. ,CbH4) Capsules USP - You have repo11ed (b)(4) """"~---,---...--,....impurity 
result of(b)(4) ___p'pm for batch# Cb)C4> ,I,en tested at (b)(4) ifferent time points m additi~ 
to values ranging in-between at other time points. This variation in impunty levels ofapproximately(b)(4) o 

between ~ results of the same batch could not be adeguately explained and was not investi0 ated. 
However, your validated analytical method CbH4> _ J 134/00) for the (b)(4) 
impurity test for this product has an LOQ o'c4> ppm \r ha ~recision at LOQ ofCbH4> /loRSD. You have 
also reported impurity level variations of approximately CbH4> ( o between batches manufactured using the 
same process. No justifying explanations were provided torthe large variation in results leading to lack of 
confidence in the reported results and suitability of your testing method. 

B. H4) Capsules USP - You have r~orted lhH4\ ImpurityQor same batch 
(Batch# (b)(4) was reported as (b)(4) (ppm at different time points which is 
approxin\ atelyCb><.4> old~ ) relative amerence. S'imi!artv;-re\ative difference of impurity results among_ 
different batches was approximately(!>)-'4) oldbIBJo) 'tl:.ith actual values ofl~-~--ppm (LOQ) )(4) 
~ O\vcver, the analytical method has been validated(b)(4) MVS-R23-056 (0 l )] with an LOQ o ~ 
ppm with a precision at LOQ oti'(b)(4fo RSD. No investigations were carried cut and no justifications were 
proviaed for the high variation. 

4 
C. ----·-_ CbH> Capsules USP - The results reported for W4> 
~ 1mpunt vaned between 6atcf1et to the extent o(CbH4>fo ld6H4> fo) with actuf values_ra.u1, 111g 
from CbH4> , ~ rn, while the analytical method was validated (b)(4),...............,~--.-, .. 5-
26/M~R7086fw1th an COQ of(b)(4) pm with a precision at LOQ of~)(4) % RSD. Same batch vanatrons al 
different time points for this pro uct are not available as data is not available. No investigations ~ere carried 
out and no justifications were provided for the high variation. 

D. (b)(4) ablets USP - The results repof\-e_d f r ~i,rnE1tit_v_vacied 
be~ e,rn batches to the extent of approximately~ l2.l_d with actual values ranging from (b)(4) 
~ pm, while the ~nalr ical method \Vas vali~ 2-MYR-23-052) with an LOQ o'"c4>_p......p1_n_w-.,,tti 
a precision at LOQ o ,(b)(4)Yo RSD. No investigations were carried out, and no justifications were provided 
for the high variation. 

IA 11/ 2 1/2'.)2 5 

l
SEE Tami l ,rasu, l nves ciqacor ga t o , I 
REVERSE OF 

Pr. tik S . Upadhya y, 1"vesti=~ - \)- - ----~-_JTHIS PAGE 
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DF:PARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADM IN IST RATION 

OISf R!CTADDRESS ANO PHON ENUMBER DATE(SI OF INSPECTI0t-1 

12420 Parklawn, Room 2032 11/ l 0-21/2025* 
Rockville, MD 20857 FEI NUMBER 

3004819820 
CDER-0C-0MQ-International483Response@fda.hhs.gov 
NAME ANO TITLE Of! INCIV10UAL TO VIA-fOM REPORTtSSUEO 

Dr. Ranjana Pathak, President, Chief Quality Officer - CQA 
FIRM NAME STREET AOORESS 

Lupin Limited 15-8, Phase IA, Verna Industrial Area, 
CITY. STATE i1P CODE. COUNTRY TYPE; ESTA8l.lSHMENT INSPECTED 

Verna, Salcette, Goa - 403 722, India Drug Product Manufacturer 

OBSERVATION 3 
Equipment and utensils are not cleaned and maintained at appropriate intervals to prevent contamination that would 
alter the safety, identity, strength, quality or purity of the drug product. 

' 
Specifically, 

Your firm ;as..df!)l.iated_from...eo,1.iomenLcle::i~)ilJf ,wlidatioll.J)roi::.ed,,r..e..to .P__n_<:1,cfr validated/lrocedure is established 
in reducin......_ lmpuritieS@i4l :on direct and 
indirect product contact surfaces of shared (non-dedicated) equipment to predetermined Acceptable lntake (Al) 
limits. For example, 

A. According to your procedures SOP_MUM_CQA_0l 1679. Titled: "Cleaning Validation for Drug Products", 
Version: 5.0, Effective 1aLe.;..25..:Sen~025, Section 5.3.1.3. 7 "The worst-caseb)(4> I.hall be selected for cleaning 
va/idulion in resped lO[(b)(4) ..,_..Jmpurilie!>, including~)(4) by r:onsidering risk focl.L> ..r*** '' 1':'u.-th,-, b:~ 

procedure has detailed series oi1actors to be evaluated in&uc:! ing ACO calculation fo~(bH4> 

impurities in subsequent sections of tl1e_m.oce.dureJ:low.fil'~r, your firm has deviated from tli1 s proceaure by not 
performing cleaning validation forP,H4) 'mpurities. 

On 17-Nov-2025. your QA . .Mm:l.90"-' fo,· Validation 'lb)<
6J"'}tated the reasoning for not conducting cleaning validation 

for(b)(4) ) mpurities(b)(4) :Jwas due to recently including these requirements in their revised procedure 
(SOP_MUM_CQA _0I 1679j"wifh ers1on 5.0, dated 25-Sep-2025. According to him, these requirements were 
ne~eJ: oar.LnLtbj procedure in their previous version (4.0). However, we found similar set of requirements relating 
to H4> impurities were part of the previous version (4.0) of this procedure which had effective date 14-
Nov-2024. Therefore, your firm has de.Y iate..d.-from the procedure for over a year by not validating equipment 
cleaning procedure for detection of(b)(4) Jmpurities on product contact surfaces ofnon-dedicated equipment. 

B. On 17-Nov-2025, your QA Manj!er for Validation 'lbriave{H 6> tated that in the absence of establishing cleaning 
validation forb 00 t mo.nc.itje ""'•' \hey 1ave conducted risk assessment to evaluate the potential 
risk of can-yoveroTI(b)(4) mpurities across all commercial products. The evaluation of Risk 
Assessment Number: QRM/25/L00&/P/056/00, Approval date: 07-Nov-2025 revealed the following: 

SEE Tamil Arasu , Investigator \A 11 /21/2025 
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1. In your justification for risk analysis rating, you have mentioned that "Cleaning validation strategy with respect 
to~4> ___Jmpurity is specified in SOP No.: SOP_MUM_CQA_0I 1679 titled "Cleaning validation for drug 
pruducis". As per SOP _1\lfUM ..£QA OJ 1679, detailed procedure is in place for establishing worst case b> >

4 
for cleaning validation w.r.t. ~<4 impurities and establishment of MACO. Hence, detectability o_~risk is 
rated c.1LJ..b,p ·ed on the available controls". However, there is no cleaning method validation perfonned for worst 
case(b)(4) .r.t.@@ ·mpurities and no MACO is established for,(bH4> jmpurities. 

2. ln your justification for risk analysis rating, you have mentioned that "Based vn the nal.Jd!:.LJ,J the prodw.:ts and 
regulatory requirements, products are tested for (b)C4> impurities, including (b)(4) prior to relew,e. 
Therefore, none ofthe products would be released with (b)C4> levels exceeding the acceptable intake limits ... 
However, as of I 8-Nov-20~5~ 0.1.tr_firm_Jias distribute a out Cb> 4> atches of ll>IBl-,....,..,--,------,--,---,.-:-1 

b)(4),____ 'ca~sules USP(b)(4) to the US market of which (b) (4) batches have fai led to meet the A I 
Iim it of NMT (b)(4) ppm for (b)(4) mpurity. 

OBSERVATION 4 
There is a failure to thoruughly review any unexplained discrepancy and the fa ilure of a batch or any of its 
components to meet any of its specifications whether or not the batch has been already distributed. 

Specifically, 

A. O?i/Recall : The out-of-specification (OOS) investigation for Cb><4> ____..,...,...._jTablets USP 
~ g that exhibited failing dissolution results was inade1uate, as iITa,led to extend into manufacturing 
operations to identify_t e root cause. Specifically. batch !!>H4l 7 was incorporated into repackaged 
product batch (b)(4) by your contract parmer. During stabi lity e.stirnr. thil repackaged batch 
demonstrated 00S dissolution results at the initial time point (T=0) Of\(bH4) Subsequently, your 
repackagjng_partner who distributed the product in the L;nited States, initiated a voluntary recall (Recall 
Number: (b)(4) _____pespite the recall action, no Field Alert Report (FAR) was submitted to the FDA 
as requiredand no manufacturing investigation was conducted to find the root cause. Your quality assurance 
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REVERSE OF Pratik S. Upadhyay, I nvestigator 
THIS PAGE 

~0KM fDA J83 (0911)8) l't{h\lllJU\ ~01 nvN OUS-OLETE IIIISPECTION,\L OBSERVATIO:'IIS PAO\: 11 Oflf 
PAGliS 

SCANCOl'V 



DEPARTMENT OF IIEAl,TII AND HUMAN SERVICES 
FOOD ANL> l>RUG ADMINISTRATION 

DISTRICT ADDRESS ANO PHONE NUMBER DATE(S) OF INSPECTION 

12420 Parklawn, Room 2032 11 / l 0-2112025* 
FEINUMBERRockville, MD 20857 
3004819820 

CDER-OC-OMQ-1nternational483Response@ fda.hhs.gov 
NAME ANO TITtE OF INOfVlOUAL TO \>".tHOM REPORT ISSUED 

Dr. Ranjana Pathak, President, Chief Quality Officer - CQA 
FIRM NAME 

Lupin Limited 
CITY. STATE, ZIP COOE. COUNTRY 

Verna, Salcette, Goa - 403 722, lndia 

STREET ADDRESS 

15-8, Phase IA, Verna Industrial Area, 
TYPE ESTABLISHMENT INSPECTED 

Drug Product Manufacturer 

technical agreement with your repackaging partner is inadequate in establishing the requirement for the 
repackager to inform the manufacturer when there is a product quality impacting event like OOS. 

B. Field Alert 6><4> he active pharmaceutical ingredient (API) supplier reported out-of-
specification (OOS) stabili9:sults at the'(b><4> ;time point for an API batch used in the manufacture 
o~H4> _ ablets USP. rfi,s compromised API batch was incorporated into(bH4>finished 
pro uct6atches that were distributed in the US market. Although your finn became aware of the API 
stability failure in b)(4) 'no immediate follow-up actions were implemented to verify that the 
affected finished productbatches remained stable throughout their labeled shelf life. Corrective measures 
were not initiated until ~><4> Ybatch expiry), representing a bl m ~elay in addressing potential 
product quality concerns. Ada1t1011a11y, your firm failed to conduct full testing of this API batch prior to its 
use in finished product manufacturing, instead relying on a reduced testing protocol that did not detect the 
stabi Iity issues. This reduced testing approach contributed to the incorporation of potentially compromised 
AP! into multiple commercial batches. 

C. The drug product b)(4) ablets at various strengths gave multiple OOS and OOT results since 
2023 during finis~ product release and stability testing. However, attributed root causes were not 
adequately supported and/or impact assessment were inadequate. Examples include but are not limited to 
the following: 

- OOS-GO-278-23-00 I 6:(b)(4) ab lets, (b)(4} ng, batch number b> ;when tested at 9M 
LT stability resulted in OOS for unspecitiehegradation products. Result observed: ~><4> Yo 
(Specification: NMli(b (4> lo). The OOS result was invalidated attributing the root cause to an instrument 
error which was most pro ably due to particulate matter contamination in HPLC column or check valve 
or tubings or oartial blockage of DIV cartridge at detector. However, other~ batches b>c4> 
~)(4) !tested in the same sequence gave passing results. 

- OOS-G0-278-24-0029:6)(4) ablets.~><4>f.g, batch number (b)(4) :when tested at;;;-
LT stability (at expiry) resulted in OOS for unspec1t1ed degradation products. Result observed:~ 
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(Specification: NMT~)C§)j1c>). The result was invalidated attributing the root cause to a laboratory error 
caused by the use of a contaminated stopper in a volumetric flask used for sample preparation. 

OOS-G0-278-24-0032:~><4> b.atches._w.hen_testerl_for.. 
stabilities at various time ooiDJsJ 

CbH4> C .l . ~ l~1(~~ed m. 
oos7'oL uosoecified degradation product. Result observe1 

iQ>H4> j'o. respectively (Specification: NMT ~H4>fa). 1mt1arresutts were mvalioateclaffnbutmg 
the root cause to a probable laboratory error, caused by the use b><4> !of specific bottles of a 
particular lot. However, same lot of theb<4> )1as been used to get passing results on multiple 
batches prior to and after th is event. 

Though your firm has discontinued this product there are approximatelyp,H4>Jatches ofthis product in the US market. 

OBSERVATION 5 
Laboratory controls do not include the establishment of scientifically sound and appropriate test procedures 
designed 10 assure that drug products conform to appropriate standards of identity. strength, quality and purity. 

Speci fica!ly , 

Analytical test procedures for swab sample analyses are not reliable to determine the level of actiw and degradant 
residual materials on the product contact areas of manufacturing equipment. For example, 

There is no evaluation of .,H4> ~wab_sti_ck" nerionne<lJ o delt>J.;i,ninc tl 1e impact of extre1;1e conditions~ 
,.,_., ____.,., 1 ~·~:.ab stick that could potentially 

cause generation ot large number of'ui-ik nown peal<s'."x' our tirm analyzed ~H4> .:=}wab stick as blank during each 
swab analyses and labeled unknown peaks as "blank peak'' without determ 111mg the unpact of unknown peaks which 
were coeluting at ab0ut the same retention time as to that of active and degradant peaks to ensure reliability on swab 
sample test results. Due to coelution of unknown peaks With active peak, your firm has never found any failirig 
swab analyses test result since July 2022. 

SEE '.'."amil Arasu , Investigator I \A 1 11/21;20'5 I 
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On I 8-Nov-2025. the overlay chromatograms of standard solution and "blank with (b)(4) swabJ olution 
showed (b)(4) ~eak was coeluting with a CbH4> unknown/blank peak at retention ttme of(b)(4) 
This unknown/blank peak was absent in blank (di luen(J ana standard solutions chromatography, but it was present 
in "blank with(bJC4> _,wab" and swab sample solution injections. Per your test_procedure GA_MCAP 006311, 
Effective date: I -Aug-2023. retention time for (b)( ,____ is about (bJC4) (Acceptance limit: (bJC4) ·o (bH4) 

(b)(,.....___ 

Further. your deviation investigation: DEV-GO-278-25-0098, product: (b)(4> Caps•Jles :::lng. date 
initiated: 19-Jun-2025 for the issue of ··out of acceptance limit for retention time of(bH4> peak in 
standard solution chromatography" is deficient. There is no evaluation of peak interference aue to coefution of 

(b)(4) eak and unknown peaks due lo .. blank with(b)(4) wab" solution is per formed. Your Quality 
Unit identified q1ese concerns in December 2024 and initiated evaluation of cleaning sample!> test procedure for 

(b)(4) 'products through non-routine protocol number NRP/25/25-00 on 05-Feb-2025. On 20-Nov-2025, 
.1h firm provided interim report dated 19-Nov-2025 (prepared during the inspection based on findings) indicating 
(b)(4) ut of ,(b)(4\products wt:ri.: evaluated and intcrfi.:rence for co-eluting peak against the main analyte peak wa.~ 
identified for(b)(4) products as follows: 

(1,)(4)'~---------------

Your R&D Unit developed new analytical test methods for the abov ><4> products to ensure no peak 
interference between s"ab and main analyte peak, but these test methods arc not va 1da1ed. Since initially knowing 
this issue in December 2024, your firm has continued manufacturing these products using non-dedicated 
manufacturing equipmem irrespective of the ris~ associated with detection of analyte (APT) and degradant peaks 
using your current tes1 procedures for cleaning sample. Moreover, the verification of cleaning method for peak 

SEE Tamil Arasu , . nves~ i gato~ TA 
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interference is not yet completed for the ~><4> µsdrug products that potentially has similar concerns relating to 
the peak interference with main analyte JThak. 

OBSERVATION 6 
Procedures describing the handling of written and oral complaints related to drug products are deficiently written 
or followed. 

Specifically, 

Your Quality Unit failed to thoroughly investigate adverse drug events (A DE) and market complaints relating to 
Lack of Effect (LOE). organoleptic defects and medical inquiry related to formulation. For example, 

A. On 12-Nov-2025, we observed for majority of your product quality complaints for the period of O1-Jan-2022 to 
12-Nov-2025 the batch number remained unknown. For example. 

Table 5 
Nature of defect No. of No. of complaints No. of complaints without 

complaints without bah·h batch numbers 
reported numbers (%) 

IOrganoleptic defect (Odor 61 48 78 .7 
, raste) 

I Product Response 
I(ADE I LOE / Batch 

300 243 81.0 

Qua lity) 

Query related to 33 29 87.9 
fom1Ulation 

(b)(4) I 16 9 56.3 

Your Quality Unit failed to identify trend ofmajority of com plaints being reported without the batch numbers which 
is crucial in investigating the root cause(s) and taking appropriate corrective actions and preventative actions. In the 
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absence of batch number, your Complaint Investigation team simply closed investigations by rewriting the similar 
detai Is in each of your complaint investigations of the same defect. The rewriting of similar detai Is did not lead to 
the meaningful investigation to determine the root cause while complaints were repeatedly reported for the similar 
defects. 

8. Your ADE investigations relating to Lack of Effect (LOE) are deficient. For example, 

1. Complaint Number: DPC-GO-288-24-0252, Product: ~)(4) 'Capsules (b)(4) 1g. date received: 20-Sep-
2024, Batch Number:J~)(4) _!Classification: Adverse event and COE, Complaint sample received: Yes, 
Complaint sample receive a a e: 22'-Oct-2024, Photograph received: No. 

Your complaint investigation is misleading since there was no complaint sample received at the site. Per your 
investigation. complaint sample was received at the phannacy. However, your site did not attempt to collect 
complaint sample from the pharmacy. Further, your finn did not attempt to investigate the reported Qroduct auality 
issue through te<;ting ofcontrol sample to determine product efficacy for the reported batch number~><4> I 
2. Cornpldint Numher: DPC-GO-288-22-0050, Product: Cb)(4) !Tablets USP Cb><~L,mg, Batch 
Number: Unknown, Classification: Adverse event and LOE, Complaint sample received: No, )>Jiotograph of 
complaint sample received : Yes. 

Your Quality Unit received a picture from complainant showing your product inside pharmacy bottle from the top 
view. However, the side view of the picture from different angles which would have shown product details was not 
requested by your firm. Your firm made no attempt in collecting more pictures, physical sample, and batch details 
which could have helped in determining the root cause and taking appropriate corrective actions and preventative 
actions. 

3. Complaint Number: DPC-GO-288-23-0026---..£,todr t:I 
~ ng, Batch Number: ~)(4)Classmcatton: Adver
received: No, Photograph of complaint sample received: Yes. 

(b) (4) 

se event and-LOE, Complaint sample 
ablets USP 
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Your firm did not attempt to investigate the reported product quality issue through testing of control sample to 
determine product efficacy for the reported batch number.ru,4> ,6-dditionally, your Quality Unit 
received a picture from complainant that showed your product inside pharmacy bottle from the top view. However, 
the side view of the picture from different angles which would have shown product details was not requested by 
your firm. Your firm made no attempt in collecting more pictures, and physical sample which could have helped in 
determining the root cause and taking appropriate corrective actions and preventative actions based on scientific 
justification. 

4. Complaint Number: DPC-GO-288-23-0026, Producr:I (bH~> ablets USP 
l~ mg, Batch Number: Unknown, Classification: Ad.._v_e_rs_e_ e-ve_n_t--an_d_ L_O_E_, _C_o_n-,p-1-a-in_t_s_a_m_p_l_e__,received: No, 

Photograph of complaint sample received: Yes. 

Your Quality Unit received a picture from complainant showing your product inside pharmacy bottle from the top 
view angle. However, the side view of the picture from different angles which would have shown product details 
was not requested by your firm. Your firm made no attempt in collecting more pictures, physical sample, and batch 
details which could have helped in determining the root cause and taking appropriate corrective actions and 
preventative actions ba~.ed on scientific justification. 

OBSERVATION 7 
The responsibilities and procedures applicable to the quality control unit are not fully followed. 

Specifically, 

We observed the presence of logbooks titled 'Miscellaneous Samples Jnward Register' in the QC laboratory and 
have listed numerous test samples as received with reference to 'Non-routine Protocols'. These non-routine protocols 
are not fou nd within your Quality Management System. There is no written procedure that describes what is Non­
routine Protocol and what is Miscellaneous sample. These logbooks with commercial product batch numbers have 
multiple entries that do not have information on what type of tests were performed, purpose of these tests and where 
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those tests were carried out. However, most of the samples refer to ' For Information' under Remarks column. 
Qual ity unit has not reconciled all the received and tested samples with corresponding test results and reports. 

*DATES OF INSPECTION 
l 1/ I0/2025(Mon), I l/ 11 /2025(Tue), I 1/ 12/2025(Wed), 11 / 13/2025(Thu), l l/14/2025(Fri), 
I J/ I 7/2025(Mon), I I /I 8/2025(Tue), I I/I 9/2025(Wed), I I /20/2025(Thu), l I /2 I /2025(Fri) 
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The observations of objectionable conditions and practices listed on the front of this form I 
are reported: 
1 Pursuant to Section 704(b) of !he Federal Food, Drug and Cosmetic Act, or 
2. To assist firms inspected in complying with the Acts and regulations enforced by the 

Food and Drug Administration. _____________] 

Section 704(b) of the Federal Food, Drug, and Cosmetic Act (21 USC 374(b)) provides: ~ 
"Upon completion of any such inspection of a factory. warehouse. consulting 

laboratO!y, or other establishment. and prior to leaving the p;emises, the offic:er or 
employee making the inspection shall give to the owner, operator, or agent in charge a i

I report in writing setting forth any conditions or practices observed by him which, in his j 
I judgment, indicate that any food, drug, device, or cosmetic in such establishment (1)
I consists in •.vhole or in part of any fiithy, putrid, or decomposed substance, or (2) has been IIprepared. packed, or held under 1nsanitar1 conditions whereby 1t may have become I 
·Lcontaminated with filth, or whereby it may have been rendered injurious to health. A copy I 
9!.~.'?..~. report shc:ill be sent prorr.pt.ly to the Sec,etary" _____ :__ - ----------- -·-··- - -
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