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This document lists observations made by the FDA representative(s) dtu-ing the inspection ofyotu· facility. They are inspectional 
observations, and do not represent a final Agency determination regarding yotu· compliance. Ifyou have an objection regarding an 
observation, or have in1plemented, or plan to implement, corrective action in response to an observation, you may discuss the objection or 
action with the FDA representative{s) dtu-ing the inspection or submit this information to FDA at the adch·ess above. Ifyou have any 
questions, please contact FDA at the phone ntunber and address above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

PRODUCTION SYSTEM 

OBSERVATION 1 
There is a failure to thoroughly review any unexplained discrepancy and the failure ofa batch or any of 
its components to meet any of its specifications whether or not the batch has been afready distributed. 

On November 20> 2021, you conducted an aseptic process simulation in the filling Line L(Ii>!'> 
1 

(suspension line □ mL)) ; validation Batch No. t " I This media fill process was cm.Tied out 
following the requirements of validation protocol FNP/APVSM/01 entitled "Aseptic Process Validation 
Suspension Manufacturing"; approved on September 14, 2021. 

On the fourteenth (14th) day of incubation, you observed turbidity in rn•, »<•>---· - ~n.,,-----•• 
f l!b><•> -1 Th . . .d .fi d fi lil - d!bH•> 

o -----------~ e rmcroorgamsm 1 enti 1e ·om t cte wa 
stutzeri-Gram positive soil bacterium. The investi1ation DEV-1025-2021-00147 atti·ibutes the root 

1 
cause to a r" c---iin the r•> ,that may have OCCUlTed after r·, !inspection 
during handling or movement of the filled samples, storage, or visual inspection, prior to incubation. No 
unplanned event was reported in the line during the filling or inspection processes, and no evidence of 
mishandling of the t(') lwas documented in the batch manufacturing record or any other 
laborato1y f01m. 
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Tl'> 
According to the media fill acceptance criteria in validation protocol FN P/APVSM/01, 

!tiH•> ~ 
(II)(•) 

I Nonetheless, your Quality Unit approved the questionable media fill batch 
·- (DH•> C:
No. [ ;despite the fact that no definitive root cause was identified. Approximately, 

Ii><•> (Ii)r",J □commercial lots ofl Suspension mg<•> mL, were released from Line uring 

the period of Janua1y 2022 to December 2022. 

OBSERVATION 2 
Procedures designed to prevent microbiological contamination of mug products pmpo1ting to be sterile 
are not established, written and followed. 

Specifically, manufacturing process simulation procedures designed to prevent microbiological 
contamination for the mug products pmpo1t ing to be sterile are deficient to ensure sterile mugs 

'(Ii)(') 

manufactured ini ,ru·e safe and effective. For example: 

A. The fnm manufactures sterile solutions and suspensions for the US market inO filling linl by 
. '.!lill'l . . H•> 

usmgj 'machmes m The 
L.J'ai-eat><•> - i r:ts mamtamed as a GradeA area that is 

d . filr . . fh J H•> b {ll)(') Li )a Gra e C area . Durmg 1 mg operabon~l')some 001t 10n o t e a out mm ace_ 
exposed to the Grade C area when the I 
t •> I Since Januaiy 2021, during batch 
manufacturing there were 8 instances when power failure occmTed in the Grade C area that 
sunounds the Grade A area as follows: 
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Batch # Power Failure Product Date Market [LJ 
Line in Minutes 

'll'H•J 
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i£}iring power failure, ~he fill_ll}.a, machine stops however, the HVAC system in Grade Area 
keep 1Uillllllg as 1t I IHowever, HVAC system in 

Grade C area does not work during power failure. As per the fnm 's Aseptic Process Validation 
Protocols for Solutions and Suspension (# FN P/APV/01, Version: 27 and FNP/APVSM/01, 
Version: 10 respectively) a power failure is not considered an intervention and is not caITied out 
during aseptic process simulation (media fill) studies despite the fact that power failures during ll'H•l 
routine manufacturing require cleaning, which is considered the worst case intervention. The 
fnm does not have scientific data established through process simulation studies to fully 
understand the effect that power failures have on the manufactured batch. 

n•,1n ll'~lnL .I(Ii)(')B. During the ·i!Jl,aOufacturr g ofrH•) )(•) Is uspension g_r, , batch on 
9/27/2021 [ cleaning was perfo1med due to the fact
H•l (liH•> . (Ill<') Tot)(•) ~ - rf01m ed at failed due to cleaning cycle r·, r,as aborted at aboutr <'> 'due to rH•> fhe s1 e documented CJ (ll'H•l

01ming cleaning i.e., done l'l:!J I The site did not raise 
any deviation or investigate what caused th ll'H•> that resulted in failint<•> I 
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ltiH•>7 
C. During the manufacturing of sterile drng solutions and suspensions in I if there is a 

breakdown such as the '(Ii){'} lor there is a power failure in the Grade C 
area the fom perfo1m s ar•) ;c1eaning ( exclude~)(.pie cleaning of the rH•>1 ank) in the 
Grade A area . As of 1/1 e site considered Icleanin~ the worst case 
intervention that occurs ve1y rarely and it was perfo1medf •

1 

during me4i~ 
studies. In contrast, it was observed during the batch recor perfo1med (II){'} 

(liH•> cleaning about !ti)<•> times during the batch manufacturing since Januaiy 2021 as listed below : 

(lirl'> 

Product Name Batch No. Market Filling 
Line 

I 
Start 

No. 
(li)(A) 
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r"r7Since Janua1y 2021, the site shipped about batches of sterile mugs manufactured in to the 
(li)(A) 

US. Given the frequency that a cleaning is needed during routine batch manufacturing, the fnm 
failed to demonstrate that its decision to perf Olli a r •J Icleaning intervention rH•J 

(l>H•>7 during process simulation is representative ofn01m al operations. 

OBSERVATION 3 
Aseptic processing areas are deficient regarding the system for monitoring environmental conditions. 

-H•J A. The rt') I are located in the I(Grade A zone) of the filling line I~ The 
r)(•J 

(l>r(AJ 

Although the smoke studies do not evaluate/demonstrate the laminar flow from the area to prevent 
microbial contamination, your Repo1t SR/AFP1>H• pDC/01 entitled "Air flow Pattern of b ;Jin 
Static and Dynamic condition"; approved on October I 0, 2022, concluded smoke studies con ucte in 
the solution ma.1.1ufach1rinQ area__fo · fi llin_g_liner "> were acceptable. The repoit did not evaluate the 
air flow pattern that appeared to show turbulence and where the outer 

r)(•Jsurfaces of the isiiichrect contact with this Grade C Zone. 

B. The environmental monitoring of the aseptic filling areas inr •> Idid not ensure that microbial 
contaminants that could impact critical areas were identified and investigated for r "> 
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products distributed to the US market. 

!tiH•> 
.Jbe fiJlinq l ,_ines

1 

STREET AOORESS 

Plot No . 9 & 10, Pharma Zone Phase Ii, 
Section Iiii, I ndore Special Economic 
Zone 
TYPE ESTABLISHMENT INSPECTED 
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\are used for fillin(D~,susoension/liquid produ,~_ The_ 

(II){') 
Lare__lucated in a room that is classified___as r_ea * ithin the.I 

l.,lt'""I 

~NL ~N 

'used for Ill>H•> 

Ll hese activities are in an environment classified( sr <•> las well. The 
(ll)(A) 

the mu g product are located in the, of the filling lines that 
1s classified as ;ar 

Between Januaiy 6, 2020, and August(Dl0, 2022, your environmental monitoring program did not require 
collecting surface swab samples fromi ~ven though during filling_ the 
~ I 

(ll)(A) ){')I During this time, a total o commercial lots of m11g products 
(i.e., suspension/solutions) were manufactured/release/distributed in the USA mai·ket. 

OBSERVATION 4 
Appropriate controls ai·e 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, appropriate controls are not exercised over the computers and related systems used in the 

manufacturing of commercial mugs to assure original electronic data pertaining to critical process 
parameters and alaim s is backed up, archived, and retained. For example: 

A. During the inspection of Sterile Filling Line DC equipment ID: [:___J used to manufacture 
sterile mugs for the US mai·ket) on 2/6/2023, it was observed that the historical data peitaining to 

EMPLOYEE($) SIGNATURE DATE lSSUEO 

SEE REVERSE Saleem A Akhtar, Investigator 2/1 7/2023 
5aleernAAkrcarOF THIS PAGE Jose E Melendez, I nvestigator - Dedicated 

2001638440 ~ ·X ":r"' 02-,1-202, Drug Cadre 
1807 1 

FORM FDA 483 (09/08) PREVIOUS EDmON OBSOlEJE INSPECTIONAL OBSERVATIONS PAGE 8 of23 PAGES 



DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

D ISTRICT ADDRESS ANO PHONE NUMBER DATE(S) OF INSPECTION 

12420 Parklawn Drive, Room 2032 2/6/2023- 2/1 7/2023* 
Rockville, MD 20857 FEJ NUMBER 

3008581 988 

NAME ANO TmE OF INDIVIDUAL TO WHOM REPORT lSSUEO 

Mr . Ashish Zitshi, Vice President - Site Head 
F IRM NAME STREET AOORESS 

Cipla Limited Plot No . 9 & 10, Pharma Zone Phase Ii, 
Section Iiii, I ndore Special Economic 
Zone 

C ITY. STATE. Z IP CODE. COUNTRY 

Pithampur, District Dhar, Madhya 
Pradesh, 454775 India 

TYPE ESTABLISHMENT INSPECTED 

Sterile & Non- sterile Drug Manufacturer 

. . 1 h r~ 1cnbca process parameters sue as etc. 
and alaim s is not available for verification. It was observed the Human Machine Interface (HMI) 
connected to this machine ove1w rites the data and does not allow for printing or transfen ing of 
the existing data. The operators use a [ ) )to take ohoto_s o the ala1ms and these 

r)(•) c=alaim s are then included with the batch record. However, the on the 
la ·e....sub, ect to deletion. The Site Head stated all other sterile filling lines such as Liner •) 

!tiH•) I
lack these controls. Filling Lines( are cunently used to manufacture 

sterile mugs for the US mai·ket. 

lbH• 

B. Similarly, loos: L Jusedto manufacture 
){') 

non-sterile (D)(•) iquids & suspensions for the US & rest of the world mai·kets llil does not 
allow erinting and transfer of electi·onic data pertaining to critical process parameters 

1
rr<•)r•) ;etc. and alaim s. Manufacturing Head for H•) 

stated that the ala1ms pertaining to critical process pai·ameters disappear after being 
acknowledged by the operators and cannot be retrieved after about r•, I As per 
Manufacturing Head, the fom considers all alaim s as non-critical and that's why these alaims are 
not documented on the batch records and/or equipment use logbooks. 

r·) _J oof ') I is routinely used to manufacturer ·, 
Suspension, re•) mge..Jii( for the us mai·ket. It takes about '(liH•) Ito fill a batch of 

(DJ(•J - (DJ(AJ ~ !tiH•) 

____pus~ension (batch size: ___J on this[ ! Since Januaiy 2021, the site 
shipped about Cbatches of Suspension to the US. The ala1ms regarding critical r •J 

process parameters generated cturmg the manufacturing of these batches could not be verified. 
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The fnm's SOP (1035-B0035, Version: 2.0, Effective Date: 4/30/2021), "Retention and Destruction of 
, T(A) 

IElectl'omc Data" 
(Dr(•J 

I 

QUALITY SYSTEM 

OBSERVATION 5 
Procedmes describing the handling of written and oral complaints related to drng products are 
deficiently written or followed. 

Specifically, procedurb related to investigation of written and oral complaints 
~~ ~~ 

, cg are deficiently written or followed. For example: 
for r H•> 

!tiH•f"""i ll>H•1 
A. Since 2020 the site disti·ibuted batches o~ lin the US and 

the number ofpatient complaints received each year 1s as follows: 

Year No. of US batches No. of US Complaints Batch Size r~· 
distributed Received Units) 
(D)(A) (A) 

2020 324 

2021 1065 

2022 1619 

Total ~008 
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The breakdown of complaints specifically for [ lis as follow: 
!tiH•> 

Year 
2020 
2021 
2022 

In addition to 3006 complaints, as of 2/4/2023 the fnm received about 266 complaints in 2023 
that are under investigation. The site did not perfo1m any Health Hazzard Evaluation about these 
complaints to evaluate if any market action is wa1rnnted. 

In 01/2021, the fnm perfo1m ed a risk assessment for the complaints received in year 2020 as the 
!tiH•>

patients complained about many issues including but not limited to 
!tiH•> Iand stopped working, medication was not u•> 
r)(•) 

lis not working etc. On 1/18/2021, the site concluded that adequate measures are available 
and there is no risk to the product quality and patient safety. 

As per your Executive Summaiy ( effective date: 1/31/2023) of complaints fo1f <•> 

about 2653 (out of 3008 complaints) were related tor ·, land about 94 complaints wereIregardingj ~M Together, over 91% (2747/3008) of the complaints ai·e 
related to the perfo1mance of the product. Even with the increasing number of complaints 
received in subsequent yeai·s (2021 and 2022), the QA Site Head stated on 2/16/2023that the fnm 
has adequate controls in place, there is no risk to product quality & patient safety, and the fnm's 

EMPLOYEE($) SIGNATURE DATE lSSUEO 

Saleem A Akhtar, Investigator 2/1 7/2023SEE REVERSE 
5aleernAAkrcarJose E Melendez, I nvestigato r - DedicatedOF THIS PAGE 

2001638440 X ~":r"'·02-,1-202, Drug Cadre 1807 1 

PAGE 11 of23 PAGESFORM FDA 483 (09/08) PREVIOUS EDmON OBSOlEJE INSPECTIONAL OBSERVATIONS 



DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

D ISTRICT ADDRESS ANO PHONE NUMBER 

12420 Parklawn Drive, Room 2032 
Rockville, MD 20857 

DATE(S) OF INSPECTION 

2/6/2023- 2/1 7/2023* 
FEJ NUMBER 

3008581 988 

NAME ANO TmE OF INDIVIDUAL TO WHOM REPORT lSSUEO 

Mr . Ashish Zitshi, Vice President - Site Head 
F IRM NAME 

Cipla Limited 

STREET AOORESS 

Plot No . 9 & 10, Pharma Zone Phase Ii, 
Section Iiii, Indore Special Economic 
Zone 

C ITY. STATE. Z IP CODE. COUNTRY 

Pithampur, District Dhar, Madhya 
Pradesh, 454775 India 

TYPE ESTABLISHMENT INSPECTED 

Sterile & Non- sterile Drug Manufacturer 

risk assessment perfo1med on 1/2021 is still valid. The fnm's Quality Unit failed to implement 
effective con ective actions to reduce the number of complaints related to the perfo1mance of the 
product. 

!tiH•,---r1 

B. The fnm received Wi.? confinned complaints # COM-1035-2021-01785 (for batch ----~ 
manufacturin8iate: _____ expiration date: 9/30/2022) and COM-1035-2021-02088 (for 
batch !Dr<•> manufacturing date: L > expiration date: 9/30/2022) on 6/29/2021 and 
'7/30/2021 res ectivel . In both complaints the patients repo1ied that the medication was not 
){') 

'(li){')•---------i 

During the investigation of both complaints, the fnm confnmed that a 
~ l - ---.piece was dislodged somewhere within the "> and got 

)(A) (D)(A) g
-----------~----The vendor that supplies! to Cipla 

examined the impacted samples and confnm ed that the observed aiiicle re 01-t--7 ipla has !Drl'J 
been potentially generated by the damaged ....__,, The 

• H•J
vendor repo1ied mamtenance work was done on 
(li)(•J '(II)(') .---------- )(•)

batches ivendor lot # were manufactured. 
--- (li)(•J .-----. ) )(A)

vendor lot # ____ were use , atche~r
1 1Tl'> The vendor identi:fiecJ(D><•> [ (') pat " 

supplied almost same time) whe e maintenance work w----------{D>l'J 
1 1and/or '(li " during manufacturing. These potentially comproiniseq1>H• 

(D)(A) )(A)

vendor were used to manufacture about[_jatches of________" 
batches as below: 

SEE REVERSE 
OF THIS PAGE 

EMPLOYEE($) SIGNATURE 

Saleem A Akhtar, Investigator 
Jose E Melendez, Investigator - Dedicated 5aleernAAkrcar 

2001638440 ' Drug Cadre ~ -02· 17-2023 X 1807 1! 
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2/1 7/2023 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

D ISTRICT ADDRESS ANO PHONE NUMBER DATE(S) OF INSPECTION 

12420 Parklawn Drive, Room 2032 2/6/2023- 2/1 7/2023* 
Rockville, MD 20857 FEJ NUMBER 

3008581 988 

NAME ANO TmE OF INDIVIDUAL TO WHOM REPORT lSSUEO 

Mr . Ashish Zitshi, Vice President - Site Head 
F IRM NAME 

Cipla Limited 

C ITY. STATE. Z IP CODE. COUNTRY 

Pithampur, Distric t Dhar, Madhya 
Pradesh, 45 4775 I ndia 

STREET AOORESS 

Plot No . 9 & 10 , Pharma Zone Phase Ii, 
Section Iiii, I ndore Special Economic 
Zone 
TYPE ESTABLISHMENT INSPECTED 

Steri le & Non- s teri le Drug Manufacturer 

IVendor Batch r",no. for _ 
Batch ~ Manufacturing 

date* 
Expiry 
date* 

Shipping 
date* 

'(Ii){') 

EMPLOYEE($) SIGNATURE DATE lSSUEO 

SEE REVERSE Saleem A Akhtar, Investigator 2/1 7/2023 
5aleernAAkrcar 

2001638440 
OF THIS PAGE Jose E Melendez, I nvestigat or - Dedicated ~~02 · -17-2023 Drug Cadre 1807X 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

D ISTRICT ADDRESS ANO PHONE NUMBER DATE(S) OF INSPECTION 

12420 Parklawn Drive, Room 2032 2/6/2023- 2/1 7/2023* 
Rockville, MD 20857 FEJ NUMBER 

3008581 988 

NAME ANO TmE OF INDIVIDUAL TO WHOM REPORT lSSUEO 

Mr . Ashish Zitshi, Vice President - Site Head 
F IRM NAME STREET AOORESS 

Cipla Limited Plot No . 9 & 10, Pharma Zone Phase Ii, 
Section Iiii, I ndore Special Economic 
Zone 

C ITY. STATE. Z IP CODE. COUNTRY 

Pithampur, District Dhar, Madhya 
Pradesh, 454775 India 

H•l 

TYPE ESTABLISHMENT INSPECTED 

Sterile & Non- sterile Drug Manufacturer 

Review of comQlaint records indicated the customer reported similar complaints pe1taining to all 
~ ~ Iaforementioned batches comprising of For examole, about 14 similar 

tDH•> tDH•, I 
nature complaints were received for batch Imanufactured o 

C. The fnm's complaint SOP (# 1035-G-011, Version: 14), "Handling of Product Complaints" 
requires all complaints be investigated, reviewed, and closed in {11>{6, I In addition, 
the complaint SOP does not require any fo1mal request for extension and approval in case the 
complaint investigation is overdue. Some complaints pe1taining to {II)(') lwere kept open for 
extended period of time such as 314 day, 278 days, and 210 days without a written justification. 
It was observed that about 94 complaints pe1taining to the perfo1mance ofr •> jdiug 
were kept open for an extended period of time including but not limited to 314 days, 278 days, 
210 days. Examples of few complaints is as follows: 

Is. # !Complaint !Brief complaint summary !Days 

EMPLOYEE($) SIGNATURE DATE lSSUEO 

Saleem A Akhtar, Investigator 2/1 7/2023SEE REVERSE 
5aleernAAkrcarJose E Melendez, I nvestigato r - DedicatedOF THIS PAGE 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

D ISTRICT ADDRESS ANO PHONE NUMBER DATE(S) OF INSPECTION 

12420 Parklawn Drive, Room 2032 2/6/2023- 2/1 7/2023* 
FEJ NUMBERRockville, MD 20857 
3008581 988 

NAME ANO TmE OF INDIVIDUAL TO WHOM REPORT lSSUEO 

Mr. Ashish Zitshi, Vice President - Site Head 
F IRM NAME 

Cipla Limited 

CITY. STATE. Z IP CODE. COUNTRY 

Pithampur, Distric t Dhar, Madhya 
Pradesh, 45 4775 I ndia 

STREET AOORESS 

Plot No . 9 & 10, Pharma Zone Phase Ii, 
Section Iiii, I ndore Special Economic 
Zone 
TYPE ESTABLISHMENT INSPECTED 

Steri le & Non- s teri le Dr ug Manufacturer 

'(Ii)(') 

!Number 
1COM-1 035-

~ 021 -01785 
1COM-1 035-

~ 021 -02088 
1COM-1 035-

~ 022-01569 
1COM-1 035-

~ 021 -00177 
1COM-1 035-

~ 021 -00195 
1COM-1 035-

~ 021 -02380 
1COM-1 035-

~ 022-01674 
1COM-1 035-

~ 022-01187 
1COM-1 035-

~ 021 -01453 
1COM-1 035-

~ 021 -02693 

;coM-1035-

l>H•J 

:delayed 

i 14 

178 
110 

r89 

r83 

r83 

r83 

r70 

r55 

r54 
~49 

EMPLOYEE($) SIGNATURE DATE lSSUEO 

Saleem A Akhtar, Investigator 2/1 7/2023SEE REVERSE 
5aleernAAkrcarJose E Melendez, I nvestigat o r - DedicatedOF THIS PAGE 

2001638440 ~ ·X ":r"' 02-,1-202, Drug Cadre 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

D ISTRICT ADDRESS ANO PHONE NUMBER DATE(S) OF INSPECTION 

12420 Parklawn Drive, Room 2032 2/6/2023- 2/1 7/2023* 
Rockville, MD 20857 FEJ NUMBER 

3008581 988 

NAME ANO TmE OF INDIVIDUAL TO WHOM REPORT lSSUEO 

Mr. Ashish Zitshi, Vice President - Site Head 
F IRM NAME STREET AOORESS 

Cipla Limited Plot No . 9 & 10, Pharma Zone Phase Ii, 
Section Iiii, I ndore Special Economic 
Zone 

C ITY. STATE. Z IP CODE. COUNTRY TYPE ESTABLISHMENT INSPECTED 

Pithampur, Distric t Dhar, Madhya Steri le & Non- s teri le Dr ug Manufacturer 
Pradesh, 454775 I ndia 

HA} 
I 

lbH•> 
~022-02314 
'COM-1035-

~022-00869 
'cOM-1035-

~021-02056 
'COM-1035-

~021-01757 
'cOM-1035-

~022-00260 
'COM-1035-

~022-00272 
'cOM-1035-

~021-02998 
'COM-1035-

~021-00813 
'cOM-1035-

~022-02396 
'COM-1035-

~021-00735 
'cOM-1035-

~021-03710 

;c oM-1035-

I 
1[46 

1[39 

1[37 

1[31 

1[27 

1[25 

1[24 

1[21 

1[20 

1[18 

,U8 

EMPLOYEE($) SIGNATURE DATE lSSUEO 

Saleem A Akhtar, Investigator 2/1 7/2023SEE REVERSE 
5aleernAAkrcarJose E Melendez, I nvestigat o r - DedicatedOF THIS PAGE 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

D ISTRICT ADDRESS ANO PHONE NUMBER DATE(S) OF INSPECTION 

12420 Parklawn Drive, Room 2032 2/6/2023- 2/17/2023* 
Rockville, MD 2085 7 FEJ NUMBER 

3008581988 

NAME ANO TmE OF INDIVIDUAL TO WHOM REPORT lSSUEO 

Mr . Ashish Zitshi, Vice President - Site Head 
F IRM NAME STREET AOORESS 

Cipla Limited Plot No . 9 & 10, Pharma Zone Phase Ii, 
Section Iiii, I ndore Special Economic 
Zone 

CITY. STATE. Z IP CODE. COUNTRY TYPE ESTABLISHMENT INSPECTED 

Pithampur, Distric t Dhar, Madhya Steri le & Non- s teri le Drug Manufacturer 
Pradesh, 45 4775 I ndia 

n• I !tiH•J 

~ 021-00099 I 
1COM-1035-

~ 022-00417 
i1 15 

1COM-1035-

~022-02801 
i1 15 

1COM-1035-

~022-00531 
i1 14 

OBSERVATION 6 
Ant){A) Field Alert Repo1i was not submitted within(ll)<•, pf receipt of info1mation 
concerning a failure of one or more distributed batches ofa diug to meet the specifications established 
for it in the application. 

Specifically, your Quality Unit failed to subinit a Field Ale1i Repo1i (FAR) as required under SOP 
(1035-G-0014, Version: 7.0), "Field Ale1i Repo1i" for complaints received for j)(•J•• •• lComplaint reports COM-103 5-202 1-0 I 785; Lot r" Iand COM- 103 5-2021-
02088: Lotl received on 06/29/2021 and 07/30/2021, respectively, were related to "di11g product 

(DJ(AJ -H•J 

I During the investigation of both complaints, the fnm confnmed that a 
(D)(A) 

\i (D)(A) 'w f"H•Jpiece was [ ithin the
1~ cl .(ll)(A) J I ,defect was a so confirmed by your supplier of the 

(b)(A) I In May 2022, your Quality Unit closed the complaint investigations COM-I035-2021-01785 
COM-1035-2021-02088; and dispositioned both as "Confnm ed". You used these potentially defective 

EMPLOYEE($) SIGNATURE DATE lSSUEO 

SEE REVERSE Saleem A Akhtar, Investigator 2/17/2023 
OF THIS PAGE Jose E Melendez, I nvestigat or - Dedicated 5aleernAAkrcar~ · Dr ug Cadre 

2001638440 X ":r"' 02-,1-202, 
1807 1 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

D ISTRICT ADDRESS ANO PHONE NUMBER DATE(S) OF INSPECTION 

12420 Parklawn Drive, Room 2032 2/6/2023- 2/1 7/2023* 
Rockville, MD 20857 FEJ NUMBER 

3008581 988 

NAME ANO TmE OF INDIVIDUAL TO WHOM REPORT lSSUEO 

Mr . Ashish Zitshi, Vice President - Site Head 
F IRM NAME STREET AOORESS 

Cipla Limited Plot No . 9 & 10, Pharma Zone Phase Ii, 
Section Iiii, I ndore Special Economic 
Zone 

C ITY. STATE. Z IP CODE. COUNTRY TYPE ESTABLISHMENT INSPECTED 

Pithampur, District Dhar, Madhya Sterile & Non- sterile Drug Manufacturer 
Pradesh, 454775 India 

IDrl'r---}, [H'] (li)(A) 

o manufacture batches o~ :(about rn•, lunits) . 

The site Quality Head confirmed tl1e fmn received similar comolaints{°r an"" batches. For example.lbH•> !till'l 

about 14 similar nature complaints were received for batch [ manufactured on 
~ rFrom 2020 to 2022, your fom received approximately 3008 complaints fo 
(b){') l:I associated to the perfonnance of the mug product. 

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

Specifically, your Quality Unit failed to retain numerous original GMP records including records 
pertaining to .,,, f mJ,'" mL) '" ~ Ampoules, batch i Iand r 
r{') Spray, batch re•> IPackaging for these batches 
were ongomg m t "

1 
i·espectlvely at the start of the inspection on 2/6/2023. 

A. During inspectional walkthrough .of the facility premises at about 9:45 am on 2/6/2023, I 
(b)(• ) I rn•,,observed a tm ck (License plate: [ loaded with bags of scrap from The 

following documents were observ nspection of scrap bags loaded on this tluck as 
well as the bags stored at central scrapyard intended for shredding: 

a. Numerous tom pieces of printer weigh slips p~1tainin~ackaging of rH•>r<•1 1. lrH•> IDH•> 
1
Ampoules, batch (intended f01l, , arket). 

b. 
• 00<'>

Micro lab sample label [ lr(•)
!sample; originating from !dated: 2/5/2023) with 

EMPLOYEE($) SIGNATURE DATE lSSUEO 

SEE REVERSE Saleem A Akhtar, Investigator 2/1 7/2023 
OF THIS PAGE Jose E Melendez, I nvestigato r - Dedicated 5aleernAAkrcar~ · Drug Cadre 

2001638440X ":r"' 02-,1-202,
1807 1 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

D ISTRICT ADDRESS ANO PHONE NUMBER DATE(S) OF INSPECTION 

1 2 420 Parkl a wn Drive, Room 2032 2/6/2023- 2/1 7 /2023* 
Rockville, MD 2085 7 FEJ NUMBER 

3008581 988 

NAME ANO Tm E OF INDIVIDUAL TO WHOM REPORT lSSUEO 

Mr . Ashi sh Zitshi, Vi c e Pres iden t - Site Head 
F IRM NAME STREET AOORESS 

Ci pla Li mited Plot No . 9 & 1 0 , Pharma Zone Pha s e Ii, 
Se c tion Iiii, I ndo re Spe c ial Economi c 
Zone 

C ITY. STATE. Z IP CODE. COUNTRY 

Pitha mpur, Di s tric t Dhar, Madh ya 
Pradesh , 45 4775 I ndia 

QA wet signatures ~e1taining t(\tDrl'l 

TYPE ESTABLISHMENT IN SPECTED 

Steri l e & Non- s teri l e Dr ug Manufac t u rer 

rH• Ibatch[,., IThis batch is intended for ther •) )market. J!ti><•> 
C. An uncontrolle~ ge with handwritten notes specifically for Line and Line 

(pe1iaining to r <'> indicating specific time period as follow: 
~n•, 

d. 

e. 

• • • • '.(Ii)(') '(Ii)(') Tl')I 
Review of records mdicated the site packaged j Suspension mg 
mL batch #r(•J Iintended for the US mar ·'">l'l perator C perfo1med.-. . 1"H•17m-process checks for this batch a 

f. Many tom pieces of a printed sheet that appeared to have the nam es of various employees 
working in the manufacturing areas. 

The film's SOP (1035-G-004, Version: 10.0, Effective Date: 9/19/2022) for "Documentation 
Control" defines control document as, "a control document is a record having its 
identification number or footer number associated with the manufacturing, control, and 
distribution of product". This SOP requires that hard copy of documents/records to be 
retained for product expnyr •> I 

EMPLOYEE($) SIGNATURE DATE lSSUEO 

Saleem A Akhtar, Investigator 2/1 7/2023SEE REVERSE 
5aleernAAkrcarJose E Melendez, I nves tigato r - Dedic atedOF THIS PAGE 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS ANO PHONE NUMBER DATE(S) OF INSPECTION 

124 20 Parkl a wn Drive, Room 2032 2/6/2023- 2/17 /2023* 
Rockville, MD 2085 7 FEJ NUMBER 

30085 81988 

NAME ANO Tm E OF INDIVIDUAL TO WHOM REPORT lSSUEO 

Mr. Ashi sh Zitshi, Vi c e Pres iden t - Site Head 
FIRM NAME STREET AOORESS 

Ci pla Li mited Plot No . 9 & 10 , Pharma Zone Pha s e Ii, 
Se c tion Iiii, I n d o re Spe c ial Economi c 
Zone 

CITY. STATE. ZIP CODE. COUNTRY TYPE ESTABLISHMENT INSPECTED 

Pitha mpur, Di s tric t Dhar, Madh ya Steri l e & Non- s teri l e Dr ug Manufac t u rer 
Pradesh , 45 4 775 I ndia 

B. You failed to take markj1 action as per vour Product Recall Procedure(# 1035-G-0013 Version: 
10.0) againstr (') batches @f1 

" 
1 

r", (b)(•)

of !Suspension that failed to meet stability specificatI.9t!ls foe 
viscositY. towards the end of the shelf life. These batches were reoresentative for other ( 

r (•>batches I in the market. 
(li)(A) 

Your Site Head stated these batches were manufactured under I Ir (•> land were distributed in the Non US market. 

LABORATORY CONTROL SYSTEM 

OBSERVATION 8 
Laborato1y records do not include complete data derived from all tests, examinations and assay 
necessa1y to assure compliance with established specifications and standards. 

Specifically, determination of confonnance to written specifications of Total Aerobic Microbial Count 
. -r",Ill sed in the manufacturing of sterile and non-sterile 
dr 

~(') I C1 

[ are tested in the Micro Lab, Ias per test 
method (document # 1035-MM-005-INH, Version: 8.0, Effective Date: 10/7/2022)J "

1 

After incubation, the media plates are inspected for number of colony fonning units (CFUs), the f(., Iphotograph of the inspected media plates are taken using oftware) 

EMPLOYEE($) SIGNATURE DATE lSSUEO 

SEE REVERSE Saleem A Akhtar, Investigator 2/17/2023 
OF THIS PAGE Jose E Melendez, I nves tigato r - Dedic ated 5aleernAAkrcar~ · Dr ug Cadre 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

D ISTRICT ADDRESS ANO PHONE NUMBER 

12420 Parklawn Drive, Room 2032 
Rockville, MD 20857 

DATE(S) OF INSPECTION 

2/6/2023- 2/1 7/2023* 
FEJ NUMBER 

3008581 988 

NAME ANO TmE OF INDIVIDUAL TO WHOM REPORT lSSUEO 

Mr . Ashish Zitshi, Vice President - Site Head 
F IRM NAME 

Cipla Limited 

STREET AOORESS 

Plot No . 9 & 10, Pharma Zone Phase Ii, 
Section Iiii, I ndore Special Economic 
Zone 

C ITY. STATE. Z IP CODE. COUNTRY 

Pithampur, District Dhar, Madhya 
Pradesh, 454775 India 

TYPE ESTABLISHMENT INSPECTED 

Sterile & Non- sterile Drug Manufacturer 

-H•l 

or ~and then transfen ed on the documentation server. _Analysis results pertaining 
[II)(•) 1 

tq nalysis are documented in LIMS and analysis fo1{''" ~s 
documented on paper worksheets. 

'.(i)(A) • (li)(A) 

On 2/6/2022 morning, the micro lab inspected amples/media plates[ Jfor growth 
and reported zero CFUs on all these samples. The following significant deficiencies were observed for 
this analysis: 

r ~A. For ,samples, the results were not entered contemporaneously in LIMS for plate after 
reading it. The analyst read all (Ii)(• ) samples under the colony counter (that includes verification of 
sample ID, sample location, date of analysis, and reading the media plate for growth), wrote the 
number of colonies observed on each plate, made an entiy on equipment use logbook indicating 

1 1
staii timef' '"1 end timer•) and then entered results for allf' '" _samples in LIMS. 

The film's SOP (# 1035-L-0083), "Microbiological Best Laborato1y Practices) requires that the 
QA reviewer shall verify microbial count on all the plates / test results against repo1ied results. 
However, there is no evidence that the QA reviewer verified microbial count on all the plates. 
The only evidence of a QA review for the rep01i ed results against the actual test results was 

!Drl'J 

available in LIMS. LIMS date/time stamps indicated the review of all samples was completed 
in abou{jeconds as follows: 

Sr. Sample ID Observed count Result entered in Reviewed in LIMS 
No. CFUpermL) LIMS at (HH:MM:SS) ~t (HH:MM:SS) 

SEE REVERSE 
OF THIS PAGE 

EMPLOYEE($) SIGNATURE 

Saleem A Akhtar, Investigator 
Jose E Melendez, I nvestigato r - Dedicated 5aleernAAkrcar 

2001638440 
Drug Cadre X ~ ·":r"' 02-,1-202, 

1807 1 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

D ISTRICT ADDRESS ANO PHONE NUMBER DATE(S) OF INSPECTION 

1 2420 Parklawn Drive, Room 2032 2/6/2023- 2/1 7/2023* 
Rockville, MD 20857 FEJ NUMBER 

3008581 988 

NAME ANO TmE OF INDIVIDUAL TO WHOM REPORT lSSUEO 

Mr . Ashish Zitshi, Vice President - Site Head 
F IRM NAME STREET AOORESS 

Cipla Limited Plot No . 9 & 1 0, Pharma Zone Phase Ii, 
Section Iiii, Indore Special Economic 
Zone 

C ITY. STATE. Z IP CODE. COUNTRY 

Pithampur, District Dhar, Madhya 
Pradesh, 454775 India 

(II){') 

TYPE ESTABLISHMENT INSPECTED 

Sterile & Non- sterile Drug Manufacturer 

B. The film's SOP (# UQCP 094, Effective Date: 8/8/2022) requires images/photographs of the 
°i¼edia Q_lates be taken after reading the platest j/he . bv 11s irgr •l . lsoftware or by a 
[ , ~ he Micro Lab manager stated software sometimes does not read 
the media pl: arcode. Under these circumstances, the lab uses a[><'

1 

Jo capture the 
image of the plate. The photographs taken usmg a rn•> !are manually uploaded on a 

EMPLOYEE($) SIGNATURE DATE lSSUEO 

Saleem A Akhtar, Investigator 2/1 7/2023SEE REVERSE 
5aleernAAkrcarJose E Melendez, Investigator - DedicatedOF THIS PAGE 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

D ISTRICT ADDRESS ANO PHONE NUMBER DATE(S) OF INSPECTION 

1 2 420 Parkl a wn Drive, Room 2032 2/6/2023- 2/1 7 /2023* 
Rockville, MD 2085 7 FEJ NUMBER 

3008581988 

NAME ANO Tm E OF INDIVIDUAL TO WHOM REPORT lSSUEO 

Mr. Ashi sh Zitshi, Vi c e Pres iden t - Site Head 
F IRM NAME STREET AOORESS 

Ci pla Li mited Plot No . 9 & 1 0 , Pharma Zone Pha s e Ii, 
Se c tion Iiii, I ndo re Spe c ial Economi c 
Zone 

C ITY. STATE. Z IP CODE. COUNTRY 

Pitha mpur, Di s tric t Dhar, Madh ya 
Pradesh , 45 4775 I ndia 

TYPE ESTABLISHMENT IN SPECTED 

Steri l e & Non- s teri l e Dr ug Manufac t u rer 

computer 's hard drive. Significant deficiencies observed with the USe Of a rH'> 

include: 

a. The photographs taken byr •r7 can be deleted any time. 

b. The photographs uploaded on the computer hard drive can be deleted any time. 

C. The electronic records showing time and date the photograph was taken can be changed 
on therH•J I 

The Inicro b hla as .been usmg a r•, Ito capture images of the media plates smce 
6/26/2021. 

*DATES OF INSPECTION 
2/06/2023(Mon), 2/07/2023(Tue), 2/08/2023(Wed), 2/09/2023(Thu), 2/10/2023(Fri), 2/13/2023(Mon), 
2/14/2023(Tue), 2/15/2023(Wed), 2/16/2023(Thu), 2/17/2023(Fri) 

EMPLOYEE($) SIGNATURE DATE lSSUEO 

Saleem A Akhtar, Investigator 2/1 7/2023SEE REVERSE 
5aleernAAkrcarJose E Melendez, I nves tigato r - Dedic atedOF THIS PAGE 
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	This document lists observations made by the FDA representative(s) dtu-ing the inspection ofyotu· facility. They are inspectional observations, and do not represent a final Agency determination regarding yotu· compliance. Ifyou have an objection regarding an observation, or have in1plemented, or plan to implement, corrective action in response to an observation, you may discuss the objection or action with the FDA representative{s) dtu-ing the inspection or submit this information to FDA at the adch·ess abo
	DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 
	DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 
	PRODUCTION SYSTEM 
	OBSERVATION 1 
	There is a failure to thoroughly review any unexplained discrepancy and the failure ofa batch or any of its components to meet any ofits specifications whether or not the batch has been afready distributed. 
	On November 20> 2021, you conducted an aseptic process simulation in the filling Line L
	(Ii>!'> 
	1 
	(suspension line □ mL)) ; validation Batch No. t " I This media fill process was cm.Tied out following the requirements ofvalidation protocol FNP/APVSM/01 entitled "Aseptic Process Validation Suspension Manufacturing"; approved on September 14, 2021. 
	On the fourteenth (14th) day ofincubation, you observed turbidity in rn•, »<•>---· -~n.,,-----•• !b><•> -1 Th . . .d .fi d fi lil -d!bH•> 
	f 
	l

	o -----------~ e rmcroorgamsm 1 enti 1e ·om t cte wa stutzeri-Gram positive soil bacterium. The investiation DEV-1025-2021-00147 atti·ibutes the root 
	1

	1 
	cause to a r"c---iin the r•> ,that may have OCCUlTed after r·, !inspection during handling or movement of the filled samples, storage, or visual inspection, prior to incubation. No unplanned event was reported in the line during the filling or inspection processes, and no evidence of mishandling of the t(') lwas documented in the batch manufacturing record or any other 
	laborato1y f01m. 
	laborato1y f01m. 
	laborato1y f01m. 
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	Tl'> 
	According to the media fill accepprotocol FN P/APVSM/01, 
	tance criteria in validation 

	!tiH•> 
	~ 
	(II)(•) 
	(II)(•) 
	N
	I 
	onetheless, your Quality Unit approved the questionable media fill batch 


	·-(DH•> 
	·-(DH•> 
	C:
	C:

	No. [ ;despite the fact that no definitive root cause was identified. Approximately, (Ii)
	Ii><•> 

	□
	r",J 

	commercial lots ofl Suspension mg<•> mL, were released from Line uring the period ofJanua1y 2022 to December 2022. 
	OBSERVATION 2 
	Procedures designed to prevent microbiological contamination ofmug products pmpo1ting to be sterile are not established, written and followed. 
	Specifically, manufacturing process simulation procedures designed to prevent microbiological contamination for the mug products pmpo1ting to be sterile are deficient to ensure sterile mugs 
	'(Ii)(') 
	manufactured ini ,ru·e safe and effective. For example: 
	A. The fnm manufactures sterile solutions and suspensions for the US market inO filling linl by 
	. '.!lill'l . . H•> 
	usmgj 'machmes m The 
	L.J'ai-eat><•> -i r:
	ts mamtamed as a GradeA area that is 
	d filr . . fhJH•> b {ll)(') Li )
	. 

	a Gra e C a1 operabon~l')some 001t10n o t e a out mm ace_ expt •> y ng atch manufacturing there were 8 instances when power failure occmTed in the Grade C area that sunounds the Grade A area as follows: 
	rea. Durmg 
	mg
	osed to the Grade C area when the I 
	I Since
	Jan
	uai
	202
	1, duri
	b
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	i£}iring power failure, ~he fill_ll}.a, machine stops however, the HVAC system in Grade Area 
	keep 1Uillllllg as 1t I IHowever, HVAC system in Grade C area does not work durinm 's Aseptic Process Validation Protocols for Solutions and Suspension (# FN P/APV/01, Version: 27 and FNP/APVSM/01, Version: 10 respectively) a power failure is not considered an intervention and is not caITied out during aseptic process simulation (media fill) studies despite the fact that power failures during 
	ng power failure. As per the f

	ll'H•l 
	routine manufacturing require cleaning, which is considered the worst case intervention. The fnm does not have scientific data established through process simulation studies to fully understand the effect that power failures have on the manufactured batch. 


	n•,1n ll'~lnL .I
	n•,1n ll'~lnL .I
	(Ii)(')
	B. During the ·i!Jl,aOufacturr g ofrH•) )(•) Isuspension g_r, , batch on 9/27/2021 [ cleaning was perfo1med due to the fact
	H•l (liH•> . (Ill<') 
	Tot)(•) 

	~ -rf01m ed at failed due to cleaning cycle r,as aborted at aboutr <'> 'due to rH•> fhe s1 e documented 
	r·, 

	(ll'H•l
	CJ 

	01ming cleaning i.e., done l'l:!J I The site did not raise any deviation or investigate what caused th ll'H•> 
	that resulted in failint<•> 
	I 
	EMPLOYEE($) SIGNATURE 
	DATE lSSUEO 
	Saleem A Akhtar, Investigator 
	2/1 7/2023
	SEE REVERSE 
	5aleernAAkrcar
	Jose E Melendez, Investigator -Dedicated
	OF THIS PAGE 
	2001638440 
	~·
	X ":r"' -,1-202, 
	02

	Drug Cadre 
	1807 1 
	PAGE 4 of23 PAGES
	FORM FDA 483 (09/08) PREVIOUS EDmON OBSOlEJE INSPECTIONAL OBSERVATIONS 
	DEPARTMENT OF HEALTH AND HUMAN SERVICES FOOD AND DRUG ADMINISTRATION 
	DISTRICT ADDRESS ANO PHONE NUMBER 
	DATE(S) OF INSPECTION 
	12420 Parkl a wn Drive, Room 2032 
	2/6/2023-2/17/2023* 
	FEJ NUMBER
	Rockville, MD 20857 
	3008581 988 
	NAME ANO Tm E OF INDIVIDUAL TO WHOM REPORT lSSUEO 
	NAME ANO Tm E OF INDIVIDUAL TO WHOM REPORT lSSUEO 
	NAME ANO Tm E OF INDIVIDUAL TO WHOM REPORT lSSUEO 

	Mr . Ashi sh Zitshi, Vi c e Pres ident 
	Mr . Ashi sh Zitshi, Vi c e Pres ident 
	-
	Site Head 

	FIRM NAME 
	FIRM NAME 
	STREET AOORESS 

	Ci pla Li mited 
	Ci pla Li mited 
	Plot No . 9 & 10, Pharma Zone 
	Pha s e Ii, 

	TR
	Se c tion Iiii, I ndo re Spe c ial 
	Economi c 

	TR
	Zone 


	CITY. STATE. ZIP CODE. COUNTRY 
	Pithampur, Di strict Dhar, Madh ya Pradesh, 454775 India 
	TYPE ESTABLISHMENT INSPECTED 
	Steril e & Non-sterile Dr ug Manufact urer 
	ltiH•>7 
	C. During the manufacturing of sterile drng solutions and suspensions in I if there is a '(Ii){'} lor there is a power failure in the Grade C area the fom perfo1ms ar•) ;c1eaning ( exclude~)(.pie cleaning of the rH•>1 ank) in the Grade A area. As of 1/1 e site considered Icleanin~ the worst case during me4i~ (II){'} 
	breakdown such as the 
	intervention that occurs ve1y rarely and it was perfo1medf •
	1 
	studies. In contrast, it was observed during the batch recor perfo1med

	(liH•> cleaning about !ti)<•> times during the batch manufacturing since Januaiy 2021 as listed below: 
	(lirl'> 
	(lirl'> 
	Product Name 
	Product Name 
	Batch No. 

	Market 
	Filling Line 
	I 
	Start No. 
	(li)(A) 
	Figure
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	r"r7
	Since Janua1y 2021, the site shipped about batches of sterile mugs manufactured in to the 
	(li)(A) 
	US. Given the frequency that a cleaning is needed during routine batch manufacturing, the fnm failed to demonstrate that its decision to perf Olli a r •J Icleaning intervention rH•J 
	(l>H•>7 during process simulation is representative ofn01mal operations. 
	OBSERVATION 3 
	Aseptic processing areas are deficient regarding the system for monitoring environmental conditions. 
	-H•J 
	A. (Grade A zone) of the filling line Ir)(•J 
	The rt') 
	Iare located in the 
	I
	~ 
	The 

	(l>r(AJ 
	Although the smoke studies do not evaluate/demonstrate the laminar flow from the area to prevent microbial contamination, your Repo1t SR/AFP1>H• pDC/01 entitled "Air flow Pattern of b 
	;Jin Static and Dynamic condition"; approved on October I 0, 2022, concluded smoke studies con ucte in the solution ma.1.1ufach1rinQ area__fo · fillin_g_liner "> were acceptable. The repoit did not evaluate the air flow pattern that appeared to show turbulence and where the outer 
	r)(•J
	surfaces of the isiiichith this Grade C Zone. 
	rect contact w

	B. The environmental monitoring of the aseptic filling areas inr •> Idid not ensure that microbial contaminants that could impact critical areas were identified and investigated for r "> 
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	products distributed to the US market. !tiH•> 
	be fiJlinq l,_ines
	.J
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	\are used for fillin(D~,susoension/liquid produ,~_ The_ 
	(II){') 
	(II){') 
	(II){') 
	Lare__lucated in a room 
	that is classified___as 
	r_ea 
	* ithin the.I 

	l.,lt'""I ~NL 
	l.,lt'""I ~NL 
	~N 'used for Ill>H•> 
	Ll hese activities are in an environment classified( sr <•> las well. The (ll)(A) the mu g product are located in the, of the filling lines that 


	1s classified as ;ar 
	Between Januaiy 6, 2020, and August(Dl0, 2022, your environmental monitoring program did not require collecting surface swab samples fromi ~ven though during filling_ the 
	~ I 
	(ll)(A) 
	(ll)(A) 
	){')
	During this time, a total o commercial lots of m11g products anufactured/release/distributed in the USA mai·ket. 
	I
	(i.e
	., suspension/solutions) were m

	OBSERVATION 4 
	Appropriate controls ai·e 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, appropriate controls are not exercised over the computers and related systems used in the manufacturing of commercial mugs to assure original electronic data pertaining to critical process parameters and alaim s is backed up, archived, and retained. For example: 
	A. During the inspection of Sterile Filling Line DC equipment ID: [:___J used to manufacture sterile mugs for the US mai·ket) on 2/6/2023, it was observed that the historical data peitaining to 
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	.. 1 h r~ 1
	cnbca process parameters sue as etc. and alaims is not available for verification. It was observed the Human Machine Interface (HMI) connected to this machine ove1writes the data and does not allow for printing or transfening of the existing data. The operators use a[ ) )to take ohoto_s o the ala1ms and these 
	r)(•) c=
	alaim s are then included with the batch record. However, the on the 
	la ·e....sub, ect to deletion. The Site Head stated all other sterile filling lines such as Liner •) 
	!tiH•) 
	I
	lack these controls. Filling Lines( are cunently used to manufacsterile mugs for the US mai·ket. 
	ture 

	lbH• 
	B. Similarly, loos: Jusedto manufacture 
	L 

	){') 
	non-sterile (D)(•) US & rest of td mai·kets llil does not allow erinting pertaining to critical process parameters rr<•)
	iquids & suspensions for the 
	he worl
	and transfer of electi·onic data 
	1

	r•) 
	;etc. and alaim s. Manufacturing Head for 
	H•) 
	stated that the ala1ms pertaining to critical process pai·ameters disappear er backnowledged by the operators and cannot be retrieved after about r•, As per Manufacturing Head, the fom considers all alaims as non-critical and that's why laims are not documented on the batch records and/or equipment use logbooks. 
	aft
	eing 
	I 
	these a

	_J oof ') Iis routinely used to manufacturer ·, Suspension, re•) mge..Jii( for the us mai·ket. It takes about '(liH•) Ito fill a batch of 
	r·) 

	(DJ(•J -(DJ(AJ ~ !tiH•) 
	____pus~ension (batch size: ___J on this[ ! Since Januaiy 2021, the site shipped about Cbatches of Suspension to the US. The ala1ms regarding critical 
	r •J 
	process parameters generated cturmg the manufacturing of these batches could not be verified. 
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	The breakdown of complaints specifically for lis as follow: 
	[ 

	!tiH•> 
	Year 2020 2021 2022 
	In addition to 3006 complaints, as of 2/4/2023 the fnm received about 266 complaints in 2023 that are under investigation. The site did not perfo1m any Health Hazzard Evaluation about these complaints to evaluate if any market action is wa1rnnted. 
	In 01/2021, the fnm perfo1med a risk assessment for the complaints received in year 2020 as the 
	!tiH•>
	patients complained about many issues including but not limited to 
	!tiH•> 
	Iand stopped working, medication was not u•> 
	r)(•) 
	litc. On 1/18/2021, the site concluded that adequate meaand there is no risk to the product quality and patient safety. 
	s not working e
	sures are available 

	As per your Executive Summaiy ( effective date: 1/31/2023) of complaints fo1f <•> about 2653 (out of 3008 complaints) were related tor ·, land about 94 c
	omplaints were

	I
	regardingj Together, over 91% (2747/3008) of the complaints ai·e related to the perfo1mance of the product. Even with the increasing number of complaints received in subsequent yeai·s (2021 and 2022), the QA Site Head stated on 2/16/2023that the fnm has adequate controls in place, there is no risk to product quality & patient safety, and the fnm's 
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