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DEPARTMENT OF HEALTH AND HUMAJ"I SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS ANO PHONE NUMBER OATE(S) OF INSPECTION 

12420 Parkl awn Drive, Room 2032 03/21/2023- 03/29/2023 
FEI NUMBERRockvil l e, MD 20857 
3007549629ORAPHARMinternati ona l4 83responses@ f da . hhs.gov 

NAME AND T ITLE OF I NDIVIDUAL TO WHOM REPORT ISSUED 

Amit Sareen, Site Head and Sr. Vice President - Manufacturing 
FIRM NAME 

Lupin Limited 
CITY. STATE. ZIP COOE. COUNTRY 

Pithampur, Distt. Dhar- 454775, MP, India 

STREET ADDRESS 

Unit - 2, Plot No. M2 and M2A, SEZ, Phase II, Misc. Zone, Apparel Park, 
Dist. Dhar 
TYPE ESTABLISHMENT INSPECTED 

Drug Manufacturer 

This document lists obse1vations made by the FDA representative(s) during the inspection ofyour facility. 
They are inspectional obse1vations, and do not represent a final Agency determination regarding your 
compliance. If you have an objection regarding an obse1vation, or have implemented, or plan to 
implement, co1Tective action in response to an obse1vation, you may discuss the objection or action with 
the FDA representative(s) during the inspection or submit this infonnation to FDA at the address above. 
Ifyou have any questions, please contact FDA at the phone number and address above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

OBSERVATION 1 

Investigations of a failure of a batch or any of its components to meet any of its specifications did not 
extend to other diug products that may have been associated with the specific failure or discrepancy. 

Specifically, 

IJ>Qp 09.Ll.6/2021 during stability stu~i samole analysis ofr c•, !Solution IJ>H•> 1/o Batch 
[ (9-Month Lonij TennL ~ test result did not comply with specification limit. The'IJ> (4) •IJ>JC4) ll'JC•J '(ti)(4) 

obse1ved test result was i ij,
1 

bile the Limit was NMTLJlo OOS-IO-153-21-0027 was 
initiated on 09/16/2021. The [ inveCti~<t~olltion did not identify any eITors. Hence, the Out of 
Specification (OOS) result stood valid. The lmanufacturin12. investi12.ation concluded that surface 
imperfections/abe1Tation obse1ved on somt:t1 rof QC Batch<Dn•> have 
led to product loss under conditions of stability study at H•> onentation. Howev~ s Garch of 
r •> Junde1went a successful incoming material inspection when they were received at the warehouse 
and was released by your QA on 09/11/2020. No issues ofsurface imperfections/abe1Tation were repo1ted 
at that time. 

• (ti)(') 

Your furn perfo1med Impa~ti, Assessment and t~~•> sub1ect OOS Batch I IJ>H•> wa5i,.){,recallet 
IJ>>Q?-.CT Lrn2L2.104 1OD 812021). ~ ore batches ofj 1so1utionc:.Jlo 

were also recalled (RCL/IN the same batch . IJ>JC•> 
Jatch. The investigation fuither identified the defective rJC•>7 Batchr "

1 
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-ic•> 
was also used to manufacture (DJl•J 

~H•J 
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(D){4)){A) '

:Solution .% Batches i 

I The above batches were in 
the U.S. market and within expir¥i at the time of this OOS investigation. Your furn lacked ac,leq~ 
. .fi . :fi 11 . h bJUSh 1cabon or a owmg t e a ove )(") d(b)(")mpacte l[ b h , ate es ( f: dmanu acture . d :fi . f"H"lusmg e echve1 

batch) to remain in the U.S. market until expiration. 

OBSERVATION 2 (Repeat) 

There is a failure to thoroughly review any unexplained discrepancy and the failure of a batch or any of 
its components to meet any of its specifications whether or not the batch has been ah-eady distributed. 

Specifically, 

A. Your furn failed to document deviations/equipment failures occmTing during manufacturing and 
packaging in the batch record, initiate investigations, including risk assessments, and appropriate 
con-ective and preventive actions (CAPAs) into the breakdown of critical process equipment/critical 
breakdown notifications in the fH'> ·7 manufacturing area for 
several US marketed products in 

(D){4) 

-~)(' ) 

You recorded 1695 breakdown notifications from Januay 2019 to March 2023 for l 
lbH•> 1and 64 qreakdown notifications fo1f '' However, ou investigated 41 breakdown 

. - • D t') d b kd "fi • D (b)(() Inobhcabons 01 ,an 7 rea own nob 1caho11s or1 
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• • .~H•l
Total Breakdown Notification for 1695 
Total Notification Investh?ated 41 

)(A) 

% Investie:ated for 2.41% 

)(A) 

Total Breakdown Notification for 64 
(D)(A)

Total Breakdown Notification Investigated for 7 
(D)(A) 

% Investie:ated for 10.9% 

B. Deviation investigations are not thoroughly investigated by your fums and appropriate actions are not 
taken to prevent recmTence. For example, 

a) Deviation #DEV-1O-136-20-0062 revealed that a forei1m filled caosule was found bv vour 
~N ' ~N

inspector during the visual inspection ofl ,Capsules! Jlllg,
1Batch no. rH•i Jin InspectioJ H•> area on October 20, 2020. The investigation revealed the 

foreign empty capsule was ~upplied in your shiplllent by your vendor and is a different 
1

specification. You utilized thl," =1capsule Batch /H'> where the foreign cansulel was 
/'>H•l (0)(4J : r H•Jfound to encansulate other batches of Capsules mg

'(0)(4) 

Batch # that were released to the US market. However, you 
failed to tfle a helclaleit repo1t (FAR). 

!"H•> 
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b) Deviation #DEV-1O-136-22-0003: Ma,nufacturing data was not captured in the data acquisition 
~~ ~~ r~ 

software for_=--=-_,.,., 'i_. W3) during the manufacture ofL-----•.--~■ 
tablets ·eon"J mg Batcp # , , (US market). You lost manufacturing data for 10 minutes 
fH'> .-----which is a critical step according to your Manager of eoH"J Production and 
sta1eo there was no product impact. However, this is a recmTing deviation and you initiated an 
ineffective CAPA (CAP-1O-136-21-0022) for manufacturing data previously lost and where you 
proposed to capture data manually in the batch records. 

• (1>)(4) • • (l>)(•J

c) Deviation #DEV-IO-1 36-19-0034: Durm. g . actJ,v1tv of Lot· for 
'(I>}(') (l>)(A \li)(A) -----, )(A)

product of mg for Batch # 
(l>)(A) 

(I>)(•) t bl t (ti)lA) ' d (ti)(A) B t hN.----------- a e s mg an ________,mg a c o. 
production person noticed that r•i __....,. was not staiied at the time of[ <'> 

'.(1>)(4) 

in !ti)(• material. You attributed the root cause to human e1Tor where yo_u_s"'"ta...te-a ,------the operator might have missed to switch the "ON" power button althol\@...YOU stated in the 
investigation repo1i there was no identification available whether the )( > was on or off. 
However, you failed to inte1view the operator prior to reaching the root cause and the batch record 
does not delineate any instrnctions for the operator regarding tum on/off the switch. 

C. Your film failed to implement controls to supp01t the integrity of your data. You recorded 16 
breakdown notifications where manufacturing data was not captured in the data acquisition software 
for some manufacturing and packaging equipment during batch operations for the following US 
marketed products. However, you only investigate one out of n•> of the 
breakdown. In addition, you released all the batches. 

Notification Desc1iption product name Batch no. 
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fu addition, you recorded two repeated critical breakdown notifications (Notificartion 
(tif(4) (ti)(l ) II')I

where data was not captured and I ;were aborted. Notification 
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'(bH•l !"H• /tiH•l 
during the manufacturing of ____________ ablets USP.___ _, g Batch #i,,_____J 

for the US market. However, you failed to investigate the reason and take appropriate action to prevent 
recmTence for Notification ll>H•> 

D. Assigned root causes for laborato1y OOS result are not always scientifically justified. Specifically, 

a) OOS/C/ 19/IN2/SS/0l4 was initiated on 07/27/2019 (011-Jhe OOS result observed in dissolution test 
!bl C•l ,liH-, p>H•J 

analysis in product _ _,___.,___rab lets USP mg Batchf at 3 months (M) long 
H•l -:1, (bl l'>H4l ~ ' 

'1tenn (LT) stability study. An observed OOS result o:L__Jlo for Taolet at..-,..--___,.-time point 
did not pass the specification limit of No Less Than (NLT)L1°ofthe labelled amount ~s per USP 
requirement. One of your hypothesis studies demonstrated that wrong filter usage and without 
discarding aliquots would cause a similar OOS result. The investigation thus concluded the OOS 
result was attributed to laborato1y error (human e1rnr ). However, your investigation did not contain 
confmning info1mation because the conclusion of wron9ii1lte1~,used was not substantiated by the 

I 
analyst interview and the filters had been discarded. No L c manufacturing investigation was 
conducted. The observed OOS result was invalidated, re suits were within specification, and 
Batch (ti)c•i .-..---(Mfg. r l'> J remained in the U.S. market with an expiration date of 
01/31/2021. 

b) OOS/C/20/IN2/SS/004 was initiated on 04/30/2020 for the OOS result observed in the Related 
Substances test oln•i jrablets USP(l>H•r--\i!! Batch 11>H•i during stability study at 24 
M LJ An individual unspecified impurity res fL_J%was OOS for the specified limit of No 
More Than (NMT) t::=)io. The hypothesis study and investigation concluded the root cause for 
unknow impurity peak was due to contamination of sample solution with 11>H•> during 
sample preparation. However, the contamination was not admitted by the analyst. Fmther, the 
assigned root cause referenced an unrelated OOS investigation. where an experiment was(ti)~ . 
conducted by_____ ~-,--- -.--.,...---..---,.."---------. ___durmg 
sample J)reparat10n. No different prooable contammation sources were assessed. The root cause 

1that (l>H•> contamination attributed to the observed impurity in Batch · re•> was 
)(• ) 4) 

unsupported. No manufacturing investigation was conducted. The observed OOS result 
(1>)(4) (I>)(• ) 

was invalidated, esults were accepted, and Batch ____(Mfg. _____ remained in 
the U.S. market with an expiration date of 01/31/2021. 
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c) OOS/C/20_[1]~2LSS.L006/2\ :was ioitjated__or 06/28/2020 for the OOS result observed in the AssayL !till•! 11')(4} r c•> 
test of Capstiles USP mglj mg Batch Iduring 

Cb)(') 7 (b)(4J J)(')
stability study at 3M ~ Y test result of Lfo for content was OOS for the 
specified limit ofL __]lo of label claim. The re•> content result of D was 
within specification. Thehypothesis study and investigation concluded the root cause for the 
observed OOS result was due to improper shaking during sample solution preparation. However, 
the assigned root cause was unsuppo1ied because the analyst stated applicable STP was followed. 
Fmther, fuvestigation Study PR- OOS/C/20/IN2/SS/006/02 demonstrated the different 
combinations ofr c•> !did not produce passing results on the batch. Your fnm 
lacked scientific justification that improper shaking attributed to onlyr •> :gos result. The 
observed OOS result was invalidated, retest results were accepted, and Batch j H•> )(Mfg. 

r)(•) I remained in the U.S. market with an expiration date of 12/31/2021. 

OBSERVATION 3 (Repeat) 

Written records of investigation of a dtug complaint do not include the findings of the investigation and 
the follow-up. 

Specifically, your comolaint investigations are deficient. You have received several repeated market 
, J H•l tbH•> ·(bH•>Jn (li)l4) 

~-(.?mnlamt.., fo · Tab USP I g (US Market), Caosules I tbH•> JIab lets USPLJng, tbH•> g, H•> 
tbH•> m~ tbH•> . .Tablet USP, a and I .fablets for the marketed fimshed products m the U.S.A. fu all 

resulting investigations, you co ese complaints are unconfinned. However, our inspectional 
walkthroughs and some of the investigations revealed some of the foreign tablets are actually 
manufactured at your facility and are being filled into capsule products. However, you have not taken any 
effective measures to prevent recmTence. 

A. You received several complaints for foreign tablets/capsules including two complaints fol
1
' ' 

[b)l4) I , ,

I 1Capsules USP (Complamt #DPC-1O-134-21-0041 on July 19, 2021 and DPC-1O-
134-22-0069 on July 1, 2022) where the complainant reported that a foreign tablet with no marking 
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were found in a sealed bottle. You concluded in your investigations that they did not occur at your 
facility which were unconfinned. However, I observed you processed Deviation #DEV-IO-136-20-
0062 where a foreign filled caosule with different marking was found by your visual inspector during__,

'CtifC•I 'CtiH•> CtifC•l 
visual inspec~ion ofproduct j:apsules I mg, batch no. j 
in Inspection(b){•) area on October 20, 2020. ----

In addition, we observed during our inspectional walkthroughs that your packaging lines ai-e not 
equipped with a vision system for dete~ting fo1J gn capsules and tablets. We also observed collected 
in-process samples (tablets) from (b)( ) equipment (ID #TCM303) are returned to the 
equipment/batch during our inspectional walkthrough on March 21, 2023. 

B. You recorded at least 40 complaints for sho1t -count/underfilled and for different products from 2019 
to date. You have not taken any appropriate actions to prevent recmTence although you concluded they 
did not happen at your facility through deficient investigation. We observed durin~ our inspectional 
walkthroughs that that you only challenge your checkweighers at the r''' pf manufacturing 
and packaging operations. In addition, we observed that you recorded 18 notifications from the 
equipment breakdowns for checkweighers during operations where the checkweighers were not 
working or th~ H•> ;was not working (as repo1ted in Observation 2). 

OBSERVATION 4 (Repeat) 

Employees engaged in the manufacture, processing, packing and holding of a drng product lack the 
training required to perfo1m their assigned functions. 

You failed to monitor and ensure that personnel complete their assigned training by the due date. Training 
is assigned in SABA software ( which was validated in 2011) and you do not assign the due dates in SABA. 
For example, the following personnel were assigned training in SABA and they are cunently overdue. In 
addition, you failed to provide on-going CGMP training to contracted personnel at leas lbH•> -, 

'lbh•1 (b)(•) Ctill•l (ti)('I)-

• Employee ID #, I(Manager, - Overdue onl !For New Joinee in l___ 
1Production assigned on 09/28/2016 and not yet completed. -----
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TYPE ESTABLISHMENT INSPECTED 

Drug Manufacturer 

r(6r1 -r•JEmployee ID lnata Integrity 2020 training assigned May 08, 2019 and not yet• 
completed. 

OBSERVATION 5 

The responsibilities and procedures applicable to the quality control unit are not [in writing] [fully 
followed]. Specifically, 

A. You failed to adequately classify and assess Change control #CCP-MM-941-21-0003 initiated on 
Januaiy 14, 2023 for upgrading the Windows operating system from 2008 to 2016. You classified the 
change as "Minor" where revalidation is required and did not perfo1m an assessment of the change. 

B. You have not established auali1Y ai;rr.eements with the following suppliers;E IUSP 
(Excipient RM 1t1'1 

. jL .(Excipient, RM H•> ),ancrr •>, and1 
'(b)(4} I . tt;H•> II Exc1p1ent, RM _ : . 

Facilities & Equipment System 

OBSERVATION 6 

Equipment for adequate control over air pressure, humidity, temperature is not provided when appropriate 
for the manufacture, processing, packing or holding ofa diug product. Specifically, you failed to requalify 1
the HVAC systems (HEP A) forj>'' ~ uilding,&Jnit classifi~d as ISO Class) 8 per ISO standai·d utilized by (b)(•J (b)C4
your fum. You requalified the HVAC for Building( However, ISO 14644-2:2000 
(E) states they must be perfo1med at f1''1 

maxim time interval.1
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REVERSE OF 
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TYPE ESTABLISHMENT INSPECTED 

Drug Manufacturer 

In addition, your requalification documents for HVAC system and equipment with HEPA listed below 
failed to include the service provider/third party who performed the requalification including their reports 
although the documents were approved by your Quality Assurance. 

• Protocol #SP/3/044-08 (Re-qualification of HVAC of HVAC System and Equipment with HEPA 
filter) Study Protocol for Re-Qualification of HVAC System and Equipment with HEPA Filter 
07/13/2022 effective date. 

• Document #SR/3/044-02 (Requalification of HVAC System and Equipment with HEPA Filter, 
09/29/21 approval date). 

OBSERVATION 7 

Substances required for equipment operations such as lubricants and coolants come in contact with diu g 
product containers, closures, dmg product so as to alter the safety, identity, strength, quality, or purity of 
the dmg product beyond the official or other established requirements. Specifically, 

A. During our inspectional walkthrough of the packaging operations 9n March 2 1, 2023, we observed the 
fim1 utilizes Laminar Air Flow (ID #LAF-303) in Bulk Packing(!>)() which is classified as ISO Class-
8 during operation where the bottles are wi ..---- However, the fnm does not 
perform testing of the r•J bottles~)(•) perations. 

B. (l>;you ha.ve not established action limit, ll>~c!Jert limit. ~nd limit, for environmental monitoring (EM) of
7I ,which is being utilized inl ;:irea fort '' lbags that are filled with 

raw materials going to manufacturing In addition, we reviewed several sampling for 
(l>JC•, lI where you recorded the following EM testing results and you concluded that all com1ts1

mits: 

(l>H•J•-------------------------i 
• Jllile 29, 2020 sampling: Location! 

\l>)(A) 

r)(•) I The Limit fo1 H•J lstates "Informative". -------

EMPLOYEE(S} SIGNATURE EMPLOYEE(S) NAMEAND TITLE (Prim or Type) 

E •l L• I . E" I A L" 5 Dio1ta11Y sione<1 by EileenA.Uu·SSEE 1 een A. 1u, nvestigator I een . IU - oa1e:2oao3.29os,39,2s.os·JO' 

REVERSE OF 
. . y • D $ OlgitallysignedbyYvinsDEzan ·S THIS PAGE Yvins Dezan, Investigator Vin$ ezan - Oate. 20H032908:34:19.-05'30-

DATE ISSUED 

03/29/2023 

E 
FORM FDA ~83 (09/08) PREVIOUS BDffiON OBSOLEJE INSPECTIONAL OBSERVATIONS PAGEI0OF 13 
PAGES 



DEPARTMENT OF HEALTH AND HUMAJ"I SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS ANO PHONE NUMBER 

12420 Parkl awn Drive, Room 2032 
Rockville, MD 20857 
ORAPHARMinternati ona l4 83responses@ f da . hhs.gov 

OATE(S) OF INSPECTION 

03/21/2023- 03/29/2023 
FEINUMBER 

3007549629 
NAME AND T ITLE OF I NDIVIDUAL TO WHOM REPORT ISSUED 

Amit Sareen, Site Head and Sr. Vice President - Manufacturing 
FIRM NAME 

Lupin Limited 

STREET ADDRESS 

Unit - 2, Plot No. M2 and M2A, SEZ, Phase II, Misc. Zone, Apparel Park, 
Dist. Dhar 

CITY. STATE. ZIP COOE. COUNTRY 

Pithampur, Distt. Dhar- 454775, MP, India 

TYPE ESTABLISHMENT INSPECTED 

Drug Manufacturer 

Production System 

OBSERVATION 8 (Repeat) 

Appropriate controls are not exercised over computers or related systems to assure that changes in master 
production and control records or other records are instituted only by authorized personnel. 

Specifically, 

The Electronic Logbook (eLog) System Vl.0.0 is used for Instrument, Equipment, Area Operation and 
Cleaning usage log for Production, Warehouse, and Quality Control depaiiments of Lupin Limited. The 
eLog is not adequately controlled. 

A. Your firm cannot assure us that access to the eLog system is adequately controlled. According to 
Annex_MUM_ITP _004403 (page otH•> of SOP _MUM_ITP _004150 Rev. 4.0 (User Management 
for Elog System), the Service Vendor/Service.Engineer is assigned the same rights and privileges as 
the System Administrator at Lupin (Page (I>)() where under "Admin and Security", the system 
administrator and service provider/vendor is able to set security profile, register new role, Set Global 
Profile, Register New User, Activate New User Account, Set User Account Status, Register Standai·d 
Reason, tempora1y password reset, etc. 

B. In general, you do not document alaims in the batch records, review, investigate, assess, and trends 
ala1ms recorded in the data acquisition software during manufacturing and packagin.g_gperations at the 
facility. We observed on March 22, 2021, the HMI screens fo/n•> __}08) 

1
andrH•> f3 11) located in r" :(Room(I>){') a message displayed on the 
sere e occurred March 17, 2023. According to your production management, 
these alaims are not documented and reviewed by your fnm. In addition, alanns for vision systems in 
the packaging ai·eas ai·e not being recorded in the batch packaging record and investigate. 
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Laboratory Control System 

OBSERVATION 9 

Procedures designed to prevent microbiological contamination of dm g products purporting to be sterile 
are not established, written, or followed. Specifically, 

r c•J 1Your finn lacks sterility assurance for dmo products already distributed to the U.S. market. 
il'H'l 

Specifically, yom! ~onducted in the itiH•i !filling line 
°'Room tbH•i jis deficient in that tbH•i jbottle~ instead of'(6JC•i bottles are being usedr=jl>)(<I) nc,

for Specifically, ;:11.nLb ttl r •i 1. d ll>H•i ml b tt r •i ,an o es 
jl>){<I) 

)(41 o es 
"')(4) 

are being used to conduc operations. During these bottles are filled with growth media 
'l!>H•J 

then incubated for 14 days. However, these j ,bottles do not allow for fH41 
Nisualization of 

microbial growth that maybe present after incubation. Your furn lacks appropriately designed visual 
inspector qualification program that demonstrates visual inspectors can accurately identify different 
degree (including low level) ofmicrobial contamination in thestf c• ilJottles. This deficient practice 

1of using r" ~ les for l!>JC•J operation has been used since the commercial distribution of 
f)(') dmg product in 2012. 

OBSERVATION 10 

Laborato1y controls do not include the establishment ofscientifically sound and appropriate specifications, 
test procedures designed to assure that components, drug products confo1m to appropriate standards of 
identity, strength, quality and purity. Specifically, 
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Your failed to tes (liH•i ;received from your supplier according to CliH•> onograph as exemplified 
-------below. 

I Test Peifonned I!liH•> A.cceptance Cl'itel'ia I Lupin Acceptance Criteria 
-~)(•) 
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