
DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS ANO PHONE NUMBER OATE(S) OF INSPECTION 

12420 Parklawn Drive, Room 2032 8/16/2022- 8/26/2022* 
FEJNUMBERRockville, MD 20857 
3004081307 

NAME AND TITLE OF INOMOUAL TO WHOM REPORT ISSUED 

Pankaj Vijay Shit ole, Senior Direct or Sit e 
FIRM NAME 

Cipla Limit ed 

CITY. STATE. ZIP CODE. COUNTRY 

Verna, Salcette, Goa, 403722 India 

Head 
STREET ADDRESS 

L139 t o L146, S - 103 t o S - 105 , S - 107 t o s -
112 , L147 t o L- 1 47/1/2/3 , L- 1 47/A, L- 138 , 
L- 1 50, S - 116 , Verna Indust rial Area 
TYPE ESTABUSI-NENT INSPECTED 

Drug Manufacturer 

This document lists observations made by the FDA representative(s) during the inspection ofyour facility. They are inspectional 
observations, and do not represent a final Agency detemiination regarding your 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) 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 
Aseptic processing areas are deficient regarding the system for monitoring environmental conditions. 

-H•l 

1. The environmental monitoring of the aseptic filling areas in does not ensure Inicrobial 
containinants in critical areas will be recognized and investiga ed for sterile r•) p roducts 
distributed to the US market. 

From August 2018-Januaiy 2019 there were !ti><•) aseptically filled sterile r•) lbatches 
rejected due to environmental monitorin_g excursions from the filling f' (A) 'of the,.,.., 

(D)(A) C 
ase__ntic filling machines . Lines I ai·e used for manufacturing 

(DH• ) T . r {A) . )(•) 
,.,.. , Susoension or the US market and wa~ used for manufa~tunng I . .(D)(') ~ 
( !solution for the US market. The followmg batches were reJected dunng this 
time period: 

(li){A)7 
• Batch r •) Ir· 11 filling machine, 

~ -~(A) >)(• ) 

'(A) CFU/swab recovered from filling! Ion August 3, 2018. 

1 
I '(D>• Batch r•) J(li1" p olution, r•17 filling machine, ·,, CFU/swab 

recovered from fil r (A) :)(•)I mber 23, 2018. 
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'(li)(•J )(' ) '(li)(•J 

• Batch~--:-----,,...._--.-,.---. Susesnsion (US Market), ___filling machine, 
'(li>!lJ CFUi~lwab recovered from filling [H'> •H•i HA> CFU/swab recovered from filling 

)(A) '(Ii) • _ )(A) >)(A) 

and •> CFU/swab recovered from hllmg on November 1, 2018. 

'(li)(•J·----•J!l) □--• Batch olution, filling machine, CFU/swab 
--~..)(A) )(A) 

from filling on December 2, 2018. ----..a 
H•J,____..·.T(•J 

Batch Suspension, n•> filling machine, (DH• CFU/swab • 
recove 1Iling u•> and ID><•> CFU/swab recovered from the filling zone surface ___.. 
on December 3, 2018. 

!ti><•>·-----<•r11J---------. (liJ!lJ
Batch uspension (US Market), filling machine,• 

!ti><•>cFU/swa.-1-·e-c-o...v-------.!ID><•> n•> on December 4, 20""1-8-. --

Batch ·w> T<•> Suspension (US Market),t •> _filling machine,• !"f<'JJ . j(A) (A) ':---:---•

L......CFU/swab recovered from filhng ...__ __,__on December 4, 2018 . 

-H•J '!iH•J (DJ!ll

• Batch ___.... l p uspension (US Market), ___filling machine, 
01 1>'(li)!lJl C~U/swab recovered from fil mg H•> " i:l CFU/swab recovered from filling 
"1!bl<•> <•> andeJCFU/swab from filling on December 6, 2018. 

Bate (li>!li H•i·---------Suspension (US Market), !bl<•> filling machine,• 
' •••~, - ~)(• ) •f<A) '(Ii) ----- (D)(A) D)(A) 

,=: CFU/swab recovered from filling and 1•> CFU/swab on filling._____....on 
December 6, 2018. 

'!iH•J '!iH•>
• Batch Suspension (US Market), filling machine,----------------

SEE REVERSE 
OF THIS PAGE 
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"'H'JCcFU/swab recovered from filling ;re•) __Jon December 8, 2018. 

1 rf(•J, ~)(A) • Bate h t " 1r") Solution, filling machine, CFU/swab 
D){A) l."J I b :fr Iii){') (A) r {A)recovered from h I! CFU swa ·om i n 

December 8, 2018. 

,-JI')
• Batch r •> Sus . ension ~ S Market)J H'>l filling machine, 

(b)(• ) r <•>1 . •H•J7 '(bJ;CFUfswab recovered from fillmg [ and •> CFU/swab recovered from filling 
t •> ><•>l on Janua1y 2, 2019. 

The investigations identified the likely root cause to be sampling enors in each instance, but 
rejected the batch out of caution. No actions were taken to fmther investigate this trend or 
implement con ective and preventive actions related to repeated sampling en ors. 

fu Janua1y 2019 charge corrol 1003-D-19-00006 was opened and proposed eliminating 
monitoring of the fill H•> and other Grade A surfaces. The change control did not discuss 
historical data that demonstrated numerous out of liinit results for these points resulting in the 
rejection of batches. 

Since the change control approvaLon Janua1y 14, 2019, all surface monitoring of the Grade A 
filling "'1{') ~and filling zone for[ > has been discontinued. There is no data to demonstrate 
whether there were continued surface excursions in the Grade A surfaces that could have 
impacted the S market batches manufactured from Januaiy 2020-July 2022. CJu 

.)(A) 

For monitoring of the fillr {A) lwas discontinued. Monitoring for the Grade A fill ione_ 
)(• ) ~{A) OO{') 

and fill was continued, but only on aj 1basis and not associated with each of the 
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US market batches manufactured from Janua1y 2020-Ju!Y 2022. Additionally, the limits were 
assigned the Grade C limits of (llH•> CFU for an alert ¥Id lti><•> CFU for action,r ather than the Grade 

. . f !!!l CFU Th. . . . h [ 0 £ [-H•> A 1llllits o <t.J . 1s 1s mcons1stent wit .--.---.----... ~r 
Suspension, which identifies the limit for surfaces m Grade A areas 1s , CFU. Smface sampling 
in the filling zone has recovered microbial growth within the Grade A area that was not fmther 
investigated because it was below the Grade C limits. For example: 

(Drt•l 

• ~l CFU was recovered from a fillin le of 
' 

on Febrnaiy 11, 2022, after the 
• '(Ii){'}

manufacturmg of batch Suspension released to the 
. . !IIH•> 

US market ( expiration 

'.(li){'f •

• CFUs were recovered from a fillm zone sample off (') on Febrnaiy 26, 2020, after 
• '(Ii){'} H•> • 1 dthe manufacturmg of batch Of Suspension re ease to 

the US market ( expired w 

'(liH•> - -.---- ltiH•> 
For ____....Grade A monitoring of the filling H• and filling zone were discontinued. 
mon g of the filling r <•> was continued, but assigned the Grade C limits. Surface 
monitoring recovered growtli from a sample at this location was below the Grade C limits, so not 
investigated: 

(ll)<•> • ltiH•> !IIH•> 
• CFU was recovered from a fillmg le of on June 28 2021 after the 

• '(Ii){'} )I') 

manufacturmg of batch of for'(liH•> _____________________. 

2. Sampling locations for non-viable paiticle counts and viable monitorin filling rooms 
have not established any sampling points within the 

1
" 

1 
machines to ensure they 
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maintain a Grade C environment smTOlmdin_g__the filling zone durin_g_routine ooerations. Som.e_
'(b)(A) 

I
operations in the Grade C areas include! 
~~ 

o the filh 
. 
ng zone. 

Failure to have data to suppo1t air classification of areas smTounding aseptic filling operations is 
a repeat observation from the August 2019 FDA 483. 

3. Sampling plans do not describe specific locations for collecting surface samples to ensure 
reproducible results and that the highest risk locations are sampled. 

OBSERVATION 2 
Procedures designed to prevent microbiological contamination of diu g products pmpo1ting to be sterile 
did not include adequate validation of the aseptic process. 

1. Smoke studies to evaluate airflow have not been perfo1med for filling line r~ !that 
are used in the aseptic filling o1 H'> ] s uspension. 

2. Repo1t VR/C-13 concluded smoke studies conducted in the suspension manufacturing area for 
1 

filling line r•7 were acceptable. The repo1t did not identify and fmther evaluate the following 
areas: 

• ltiH•J 
a. Areas that appeared to show turbulence m the I !where the t'1 

is ke t during aseptic connections! irectional 
!tiH•J (b)(A) 

re For example,[ 

1 

b. Areas that appeared to show r" lthe weighing balance. For example, 
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!bH•> 

I I 
fuadequate smoke studies of aseptic areas IS a repeat observation from the Febrnaiy 2020 Warning 
Letter. 

OBSERVATION 3 
Aseptic processing areas ai·e deficient regarding the system for cleaning and disinfecting the to produce 
aseptic conditions. 

r(•) 
rH•i 

!of 1. During cleaning of the !filling machine August 18, 2022, after batch rH•, 
lfor [ I-, I 

a. The operator was observed to place his hand on the filling assembly and an inner surface of 
ther •, )nside of the Grade A filling zone. Additionally, the operator was observed 
to r s that had already been wiped within the Grade A ai·eas. The operator did 
not wipe any of these areas before finishing the cleaning of this area. There is no additional 
cleaning prior to filling of the next batch. 

b. The operator did not wipe all reachable areas outside of the 
r'"} 

n•J 
IFor example, the 

linside of the machine. 

2. J?urin_g_cleanin_g_of the -I ,filling machine on August 18, 2022, after batch r Iof 
L_ Suspension, the operator did not wipe all surfaces including nor n H•> 1 ·surfaces o the of the machme. The operator leaned over 
areas that had already been wiped without returning to wipe those areas. 
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(Ii}{'} 

3. Cleaning procedure CT-413 "Cleaning of I I lacks detail of the 
sequence of cleaning activities, does not provide instrnction on cleaning complex utility 
connections, ancl does not identify those areas that the operator is peimitted to omit wiping and 

1 
instead rely on r"I 
fusufficient details in cleaning procedures for the aseptic areas is a repeat observation from the 
August 2019 FDA 483. 

rH•> with the scheduled disinfectant is intended to disinfect places the operators cannot 
. ne r •> !process has not been qualified to show it is effective or establish parameters 

for its use. 

4. 

Failure to qualify a r<•> Iprocess for disinfection of aseptic manufacturing areas is a repeat 
observation from the 2019 FDA 483. 

OBSERVATION 4 
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. 

ltiH•> 
1. The Human Machine futerface (HMI) for the I Ifilling machines use a shared 

password, do not have audit trails, and do not allow for the printing or transfer of electronic data. 
Controls have not been established to ensure there are no changes to parameters in the approved 
recipe. Critical machine parameters established during qualification are not otheiw ise 
documented in the batch records or checked during production. . r~r examole durimc 
investigation OOS-1003-2022-00022 for deliverable volume variations in 
Suspension batch r •> Ithe machine parameters that could impact fill volume could not be 
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evaluated. 

2. Electronic laborato1y notebooks are used to document analysis m the chemistry and 
microbiology laboratories. Analysts can make changes to data enti·ies without triggering an event 
in the audit ti·ail until they manually click the save button. For example, routine review and 
approval of QC data by a second person would not be able to determine if the data was original 
or had been changed prior to the analyst manually saving the entries. 

OBSERVATION 5 
The responsibilities and procedures applicable to the quality conti·ol unit are not in writing and fully 
followed. 

1. Procedures for reviewing electi·onic data and audit trails for production equipment (1035-G-
0213) and in the QC laborato1y (1035-L-0058) are general to apply to software used for different 
equipment. They do not identify and describe the items specific to the software to ensure the 
reviewer will effectively recognize and evaluate the relevant entries in the electronic data and 
audit ti·ail. For example: 

a. The reviewer of the audit log for the en Vigil non-viable paii icle count softwai·e uses a 
general procedure and was unable to explain what different enti·ies in the audit ti·ail meant 
and their impact including: "flow eITor", "process autolog paimas te1minated", "bad 
response", or "no response". Additionally, the approved list of users did not match the 
enabled user list in the softwai·e. 

b. The reviewer for the Lab Solutions UV softwai·e explained that although not described in 
the procedures, he reviews eITors, wainings, or abno1mal audit ti·ail enti·ies. However, the 
was unable to explain which errors, wainings, or audit ti·ail enti·ies would be relevant 
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a r •J2. Procedure 1035-L-0064 "Good Chromatographic Practices" reqmres Ireview of 
chromatography data by the software functional head. The reviewer only do he number 
of sequences chosen for review and does not specify which sequences were reviewed. The 
procedure gives no guidance as to how many sequences to review or from what analysis type 
(finished product, stability, raw material, validation, etc.). For example: 

a. During review for unrepo1ied data/manipulation/data integrity in August-October of 2021 
there were 9 sequences chosen to review, November 2021-Januaiy 2022 there were 12 
sequences chosen for review, and Febrnaiy-April of 2022 there were 15 sequences 
chosen for review. 

b. During review of appropriate integration in August-October of 2021 there were 20 
sequences chosen to review, November 2021-Januaiy 2022 there were 11 sequences 
chosen for review, and Febrna1y -April of 2022 there were 10 sequences chosen for 
review. 

OBSERVATION 6 
Procedures for the cleaning and maintenance of equipment ai·e deficient regarding maintenance and 
cleaning schedules, including, where appropriate, sanitizing schedules. 

-)(') 

SOP MT-e554. "Hold Time for Clean and Uµclean Area and Equipments" version section r"~ and 
!tiH•J r H•J _J: . (IIJl'l . . --H•J i.;.._:define for cleamng oi),> processmg eqmpment such a~){') 

(11)(' 
1 ~ !batches and for processing equipment such as j I1· · ~ H•~ es. However, your cleaning va 

your 2022 schedule for unitsf <'> tlo not show that any of the cleaning validation studies 
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lbH•> 
executed for products support the established[ IThe following is a non-exhaustive list 
of examples: 

!tiH•> (II){') !tiH•J 
• Schedule for the year 2022 ofi ocated in manufacturin~ I 

shows that the initial cleaning ase proctuct based on solubility, potency was 
(I>)(•) 

conducted on three batches. During routine manufacturing 
' 

consecutive batches are 
manufactured. 

I"><•> ~ r<•,• Schedule for the year 2022 o~ located in manufacturing I 
shows that initial cleaning va idat10n was completed for the second worst case product after a 
single batch, three different times, in 2019, 2020, and 2021. During routine manufacturing"'

1 

consecutive batches are manufactured. 

r•,-----,_,• Schedule for the year 2022 of rH•> Ilocated in manufacturing phows that 
initial cleaning validation for w sed on solubility was executed using one 
batch in 2018, subsequent verification studies were also completed using one batch. During 

(li)(•l 

routine manufacturing 
' 

:::onsecutive batches are manufactured. 

*DATES OF INSPECTION 
8/16/2022(Tue ), 8/ l 7 /2022(W ed), 8/18/2022(Thu), 8/19/2022(Fri), 8/22/2022(Mon), 8/23/2022(Tue ), 
8/24/2022(Wed), 8/25/2022(Thu), 8/26/2022(Fri) 

EMPLOYEE(S) SIGNATURE 

SEE REVERSE Justin A Boyd, I nvestigat or 
OF THIS PAGE Teresa I Navas, I nvestigat or - Dedicated 

Drug Cadre 
Jonah S Ufferfilge, I nvestigat or 

DATE ISSUED 

8/26/2022 
_._AOO)'I 

s~sfea~~X 12023 

PAGE 10 ofll PAGESFORM FDA ~83 (09/08) PREVIOUS EDmON OBSOLEJE INSPECTIONAL OBSERVATIONS 



DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

D ISTRICT ADDRESS ANO PHONE NUMBER 

1 2420 Parklawn Drive, Room 2032 
Rockville, MD 20857 

OATE(S) OF INSPECTION 

8/1 6/2022- 8/26/2022* 
FEJNUMBER 

3004081307 

NAME AND TITLE OF INOMOUAL TO WHOM REPORT ISSUED 

Pankaj Vijay Shit ole, Senior Direct or Site Head 
F IRM NAME 

Cipla Limited 

STREET ADDRESS 

L1 39 t o L1 46, S - 1 03 t o S - 1 05, S - 1 07 t o S -
112, L1 47 t o L- 1 47 / 1 /2/3, L- 1 47 /A, L- 1 38, 
L- 1 50, S - 116, Verna I ndustrial Area 

C ITY. STATE. Z IP CODE. COUNTRY 

Verna, Salcette, Goa, 403722 I ndia 
TYPE ESTABUSI-NENT INSPECTED 

Drug Manufacturer 

Jonah S Ufferiige~=Jonah Uffetfi!ge ~X Date s;gned:08-26-2022 12:03:46 

SEE REVERSE 
OF THIS PAGE 

EMPLOYEE($) SIGNATURE 

Justin A Boyd, I nvestigat or 
Teresa I Navas, I nvestigat or - Dedicated 
Drug Cadre 
Jonah S Ufferfilge, I nvestigat or 

DATE ISSUED 

8/26/2022 

FORM FDA ~83 (09/08) PAGE 11 ofll PAGES PREVIOUS EDmON OBSOLEJE INSPECTIONAL OBSERVATIONS 




