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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 detel'lllination 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) dm-ing the inspection or submit this infom1ation to FDA at the address above. Ifyou have any 
questions, please contact FDA at the phone ntunber and address above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

OBSERVATION 1 
Procedures designed to prevent microbiological contamination of mu g products pmpo1ting to be sterile 
are not established and followed. 

Examples ofpoor aseptic behavior and inadequate environmental monitoring are repeat observations 
from the December 2022 Warning Letter. 

(bf(41 (bf(4l rn· • b h1 I1. During set-up and aseptic filling ofl I ~ect1on ate 
(US market) on June 4, 2025, the followmg was o6served: 

a. Samples of open vials were periodically collected for filling volume checks by passing a Cb)l using 
the Grade B operator 's gloved hands, from outside the filling baITier under the filling baITier into Grade 
A. Th{ CbH"j is not disinfected prior to moving it into the filing baiTier. 

The CbTC, was us~d near theI CbH"j and open vials on the conveyor line. The operator holds the 
[:j with a1 CbT'1 glove above the level of open vials while collecting samples and then passes it back 
under the ba1T1er to perfo1m volume checks. This check is perfo1m ed at least! CbT'i 

Upon exit, the personnel that handle the CbTC41outside the baITier and pass it into the baITier without 
disinfection ai·e held to Grade B limits during personnel monitoring. 

b. During the aseptic connection between the sterilized product tank and the filling machine, the 
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operator reached their hand and foreaim over the o 

• hi • • (bTC4lb ·~ (b>1"j b h Gd h hDunng t s aseptic connection a1ne etween t e ra e A area w ere t e ase tic 
connection is made and the ad·acent Grade B area were left 

There was no personnel monitoring associated with this Grade A aseptic connection operation. The non-
viable pa1ticle count probe and settle plate for this area is located behind where the (b)14 operator 
stands during the aseptic connection because there is not adequate space to collect these samples near 
the aseptic connection. 

c. During set-up, the operator 's gloved hand was holding the sterilized stopper chute that contacts 
stoppers as they move from the stopper bowl to the (b)l4l The protective cover had ah-eady 
been removed. 

(bTCld. Durin addition of sto ers the loves were observed over the sterile stoppers and the sterile 
(b)14 

Airflow studies have not thorough y eva uated the 
_a_p_p-ro_p_1~1a_t_e_n-es_s_o_f~a- u~-~fl~o-w- to- th~e- e-xp- os_e_d~s- t_o_p_p-e1-·s- m,..· the (6)l4l 

e. The sterile product tank is ti·ansfen ed to the filling line using a ~LAF, but due to space 
limitations, the tank is removed in a Grade B ai·ea. The tank was not t . oroughly disinfected before 

4transfer into the Grade A area. The tank was placed on (bH that is also b'ansfened from the 
Grade B area to the Grade A area and was not thoroughly disinfected. The (b114 was not extended for 
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disinfection of all areas before transfer into the Grade A area. 

f. During installation of the CbTT4 the operator removed the protective covering of the 
CbTC4l (bH4 r (bT(4lclosest to them first. They then reached over the exposed with th j gloves to 

,__ _. . (bY{4 - -
remove the covenngs for the other ------
g. During set-up and environmental monitoring, personnel left ban ier to Grade A area 
unnecessarily while performing activities in other areas. 

h. During set-UR._ and fillin o erations~ operators were observeg. to allow their gowns to touch the Grade 
A side of a Cb> glove CbTT4 baITier (bJ and each other due to insufficient 
space in areas they needed to perfo1m activities. 

The Grade A side of the b CbTTj glove the operator contact~d was not disinfected. When baITier CbTCl are 
Cb)l4l Grade B, the a1ner is disinfected upon (bJ but not the CbTCl glove that has been ,___,,_.... 

exposed to Grade B. 

i. The amount of time between removal ofwraps on installed equipment to the start of filling, excluding 
breaks and environmental monitoring, was approximately 3 hours and 9 minutes. Durin revious 
batches this process for the s_?llle product was completed in 51 minutes for both batch CbTT4 on May 
16, 2025, and batch CbJ<4l on May 25, 2025. Personnel could not explain how the same process 
using slow and controlled movements on June 4, 2025, could have been completed in these shorter time 
periods during previous batches. 

(b11412. During aseptic filling of CbT<4llnjection batch on June 2, 2025, on the vial line of 
Bloc~ ----- ----

WCl CbTT-4~ CbTT4l h . 1 . . a. While changing ____. air sample using I glove ______. t e environmenta momtonng 
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employee used thC C6T1 glove directly above the sterile primaiy closure stopRers on the stopper track. 
While passing the completed plate out of the bani.er, the employee allowed th~I C6Tc1glove to directly 
contact and rest on the sterile stoppers that were in the track that would later be placed on to filled vials. 

b. An environmental monitoring operator crossed the filling line in the Grade A through the (b)l, 
conveyor and their (b)l4 contacted the Grade A side of the _ba1Tier1 (b>l4 ~Subseql!ently, a production 
operator crossed the Grade A space thro~ the samr-(b><4j conveyor. Thr-(b><4 were then1 (bT(4 and 
filling continued without disinfecting the, (b)l4 as reqmrea by SOP028207. Tlie (b114glove present in 
I (bTC1 the Grade B space is not required to be disinfected. 

The sequence of environmental monitoring was not designed to liinit crossinc l}!-1ugh the~ i)~ 
conveyor ai·ea . The environmental monitoring personnel moved through the (b)(4lconver or f lt a (bT(l 
to change environmental monitoring plates in the Grade A area before returning with the (b)l4 to the 
other side of the line, and then crossing again to change plates in the Grade B area. 

c. Environmental monitoring to change settle and1 (b>l
4j air plates staiiing at 15:56 on June 2, 2025, took 

42 minutes to complete. During previous batches this same process was completed in 15 minutes (batch 
(b)14i . (b)l4] 

I on May 27, 2025) and 17 mmutes (bate~ Ion May 25, 2025). Personnel could not 
explain how the same process using slow and controlled observed movements on June 2, 2025, could 
have been completed in these sho1ier time periods during previous batches. 

3. For aseptic ~owning of operators associated with (b)l1 Injection 
batch! (b) "jon June 4, 2025: 

a. The design of the aseptic gowning space requires the operators to reach over the crossover bench and 
around a cabinet door that opens towai·ds them to reach aseptic gowning material. This is done while 
wearing gaim ents from the Grade ct"(b

111This crossover bench is only sanitized I 111lb 

according to SOP02881 l "Gowning and Degowning Procedure". Operators were observed to place their 
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feet with the Grade C area coverings on this crossover bench before and during aseptic gowning. 
Subsequently, operators sat on the same bench after donning their sterile gown. 

b. While putting on the aseptic gown, an operator allowed the gown to touch the bag of the trash can. 
After the gown had been put on, the operator used their hand to push the packaging material in the 
overflowing trash can down, allowing the aim of the sterile gown to touch the disposed material and 
trash can. 

c. An operator was observed to touch the external surfaces of the aseptic gown with their aim while 
putting on the aseptic area gown. 

d. An environmental monitoring operator inside the filling line was observed with adhered material near 
the waist of their gown. Personnel from outside the filling area attempted to signal the operator to leave 
the ai·ea, but took no fuiiher actions when the person continued their activities without leaving to change 
their gown. 

4. During review of media fills recordings and smoke studies for the vial line in Block (m 

a. An operator reaches over sterile stoppers and the sto~~er track with the.__ CbTC4 glove during an 
intervention for elimination of a stopper jam in the r CbTC1 in media fil\ Cbn j on Febrnaiy 
9, 2025. The smoke studies similarly show the r u"~fglove readies over the st~ers and stopper track 

1during this intervention. The intervention procedure SOP028207 states th~ I glove should not reach 
over the sterile part during this intervention. 

b. An operator reached over tc stor pers and stopper track with the CbJl , glove and did not move 
4 4 41 h • f h (bH • 1 • 1 (tif( d • d" fi llI (br( ~ F b 91 1 h·s ow y w 1 e c angmg o t e au p ate usmg g ove urmg me ia 1 _____Ion e rnaiy , 

2025. 

SEE REVERSE 
OF THIS PAGE 

EMPLOYEE($) SIGNATURE 

Justi n A Boyd, I nves tigato r 
Prat ik S Upadh yay, Inves tigato r - Dedica t ed ..ld'!A ecr 

~ 2000358686ol!;..:;:.., ... ,,-2025Drug Cadre X 13:-U:Ji 

Lisa L Flore s , Offic e o f Globa l Pol i c y a nd 
Strateg y Employee 

DATE lSSUEO 

6/1 3/202 5 

FORM FDA 483 (09/08) PREVIOUS EDmON OBSOlEJE INSPECTIONAL OBSERVATIONS PAGE 5of19 PAGES 



1

DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS ANO PHONE NUMBER DATE(S) OF INSPECTION 

1 2420 Parklawn Drive, Room 2032 6/2/2025- 6/1 3/2025* 
FEJ NUMBERRockville, MD 20857 
3002809586 

NAME ANO TmE OF INDIVIDUAL TO WHOM REPORT lSSUEO 

Virang Shah, Vice President - Operations 
FIRM NAME 

Sun Pharmaceutical Industries Ltd. 
CITY. STATE. ZIP CODE. COUNTRY 

Halol, Gujarat, 389350 India 

STREET AOORESS 

Halol - Baroda Highway 
TYPE ESTABLISHMENT INSPECTED 

Drug Manufacturer 

(b)l,c. The operator reaches over open vials with the l C6Tc1 glove while removing fa llen vials at theI 
in the smoke studies. 

(bT(441 (bH45. During review ofmedia fill (bTC1 andl perfo1med on the vial line in Block 
several deficiencies in aseptic technique were identified: 

a. Operator reaching into the Grade A area and remove vials with gloved hands, not using forceps, and 
discarding vials in a waste bin in Grade B without sanitizing hands between zones. 

b. Operator in the aseptic processing area picked up and moved a step stool using gloved hands. The step 
stool's floor contact points were visibly exposed during this action. 

(br(4 r ,)14) lD)"'(1c. Operators failing to disinfectI ,1that have I into Grade B areas afterl 
interventions. 

d. A WCl typically stored in the Grade B area, was introduced into the Grade A environment and seen 
contacting the interior surface of theI (bH"j gloves without 
undergoing sanitization. 

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

Inadequate media fills is a repeat observation from the December 2022 Warning Letter. 

(br(4 4
1. Aseptic Process Simulation (media fill) I m (tif( } P 1 F•1• L. l (bH"'jarentera Area, 1 rf me 

(b><4l • • • ffil~ g/ml ,n4 1 • 1dforrnmL vial perfo1med for! ·i mJect10n C4 m , m via oes 
not accurately represent the actual manufacturing process. Deficiencies include but were not limited to: 
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Commercial Manufacturing Process 
In-process fill checks involve passing a 
I 111int<:> the Grade A area, lb 

• l7(b)(4holdmg th above the level of the 
open vials, then moving the CbTCl to a 
Grade B area of the room for volume 
verification. Ther:Tc4Jis not disinfected 
when it is passed from Grade B to 
Grade A. 
Aseptic Connection is done by Cb1l4l 

operators positioned on opposite sides 
of the foimulation tank. These 
operat?rs exchange forceps, used fOJ;~/." 
removmgthe 1 
1 
aseptic connection tuomg. ThIS trans er 
takes place across the top of the tank, 
directly above its lmcovered, open 
outlet. 
Stopper bag placement is perfoimed by •. 
Ej operato~<:> were observed 
touching tht Cb><4 

~ laminar airflow 
(LAF) llllit, (br(ll 

I \UJ\... gloves, 
and other operators' gowning. 
Nol CbT<1viable air monitoring was 
conducted within the Grade A area 
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!Aseptic Process Simulation 
During media fills the CbTC4 is kept 
!inside the bru.Tier and the vials are 
ifted and then placed back~on the 
ine by the operator. Th~ is 

1never removed from the line and 
~:ransfe1Ted to the Grade B ru.·ea 
K¥here the fill volume check is 
~omoleted. 
!Aseptic Connection was 
~onducted b~ Tc4loperator 
~liminating the forceps transfer 
~nd need to reach across the tank. 

Stopper bag placement done by~c4,-
'--(b)(41 operator. 

CbT<1 Viable Air Monitoring 
• • 1 d Cb>-c4~ • hinUevice is p ace on a wit 
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where the aseptic connection took ~he Grade A area where the 
place dmj ng manufactming of batch ~septic connection tQok place for J (b)(4~ Media Fill CbT'i . 

2. The qualification process for aseptic personnel does not specify required activities to be perfo1med 
dming a media fill to demonstrate competency. Multiple operators are responsible for setup activities 
dming media fills and routine production, but the specific activities perfo1med by each operator are not 
documented. As a result, an operator may be qualified to conduct the aseptic connection without ever 
having perfo1med this task during a media fill . 

3. During Block ~ vial line media fills: 

a. Media fill procedures do not ensure there are media filled vials present on the line during qualification 
of interventions that would not require the line to be cleared during commercial batches. 

b. There are breaks in which no production personnel are present and there are no media filled vials 
present on the line, but this is considered paii of the media fill filling duration. During routine 
commercial manufacturing, enough operators will remain in the room for continuous operations. 

4. Smoke studies of the aseptic connection and loading ofstooQer bags on the Block rCbH
4
ivial line only 

include one Qerson perfo1ming the activity. During (bff4 Injection 
batch! Cb>1

4kus mai·ket) on June 4, 2025, there were CbH 
m 

people perfo1ming these activities. 

OBSERVATION 3 
There is a failure to thoroughly review any unexplained discrepancy whether or not the batch has been 
ah eady distributed. 

1. Investigations of environmental and personnel monitoring excursions frequently fail to identify root 
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causes, thoroughly evaluate potential sources for the identified organisms including Gram negative, 
spore fonning and mold organisms, or implement effective co1Tective and preventive actions. For 
example: 

(lir(41 a. The vial line in Block ~and associated! CtiJT1have been used for aseptic filling of l 
Injection for the US market. Since Januru.y 2024 there have been 3 batch rejections related to 
environmental monitoring excursions, 30 instances of Grade A recoveries, 76 Grade B action level 
results, and 56 Grade B alert level results. 

b. The vial liI!_e in Block lbTC4lhas been used for aseptic filling ofl lbT<1 Injection 
and I lb)C,Injection for the US mru.·ket. Since Janua1y 2024 there have been 2 batch rejections 
related to environmental monitoring excursions, 19 instances of Grade A recoveries, 14 Grade B action 
level results, and 24 Grade B ale1i level results. 

• 11· (lir(
441· Bl ~ - d • d i (bT(4l d £ • fi 11 · fc. Th e via _me m oc C4 an associate ·1were use or aseptic 1 mg o

4 
I_ lb>1 Injection for the US market, until manufacturing stopped in this area in December of 2024. 
From Januru.y 2024-December 2024 there were 4 batch rejections related to environmental monitoring 
excursions, 23 instances of Grade A recoveries, 43 Grade B action level excursions, and 39 Grade B 
ale1i level results. 

d. The vial line~ wj in Block[;1 was used for aseptic filling ofL _ wj Injection for the US 
market, until manu actunng stoppea in this area in Febmru.y of 2025. From Janua1y 2024-Febmaiy 2025 
there was one batch rejection related to environmental monitoring excursions, 15 instances of Grade A 
recoveries, 37 Grade B action level excursions, and 34 Grade B ale1i level results. 

2. Media failure investigations from the Bloc c' vial line, where! lb)l1 Injection is aseptically 
filled for the US mru.·ket, were not thorough to 1aentify root causes suppo1ied by evidence and associated 
co1Tective and preventive actions. These included: 
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a. Media fill failure investigation 1499853 for batch CbH4 initiated June 7, 2023, identified 13 
failed vials identifying Pseudomonas stutzeri (2 vials), Bacillus cereus (1 vial), and species from 
Staphylococcus, Micrococcus, and/or Kocuria in the other contaminated units. The contaminated vials 

~ • CbTC4l (tif~ • (bH4 CbTC4l were spread across C4 different on ..._--,-_ __,,____and one vial from a on,
E] The investigation did not thoroughly evaluate these organisms and whether they cam ...e- fi"'"·-om- d"'"'i'""f£"""e-re_n_.t 
sources. 

One of the probable causes identified during the investigation was improper CbT<4l However, 
improperlyf (tifj vials are not detected or removed during routine batches and all of the 
contaminated vials were ultimately integral following stoppering at the end of th Cb>14 

simulation. 

The investigation describes simulation of Cb)l4l interventions during CbTCl loading to remove 
fallen vials that occuned when improperl (tif~ vials were present. However, the images in the 
investi ation and media fill video show the improperly Cb)l4l vials identified were not present 
in the Cb>14 loading area at the time of these intervent10ns. 

The (b~ from, Cb>14jwere filled on Cb)l-4 from CbTCl to Cb>14 at 
H4lThe contaminated vials were not reconcilable with the approximate time and the activity 

--~. d . h. 1 WCl . doccmnng unng t 1s near y ___ per10 . 

Review of selected po1iions of the media fill videos showed additional interventions that were not 
identified in the media fill investigations where intervention procedures were not followed. These 
included reaching the (tif~ glove over sterile stoppers and the stopper trad e/bowl during interventions 

• d h WCl • 1to remove stopper Jams an c ange ____. air p ate. 

b. Media fill failure investigation 1499853 for batc~----Cb-"Cl_, (13 contaminated vials) and 1545028 
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for batch! (bTC, (2 contaminated vials) both identified a possible root cause of abnonnal events 
during unloading of the I (b>14j that led to the contamination. 

(bTC,Vials are stoppered! 
I Ibefore capping. The contaminated vials were capped and were integral vials. 
The investigation did not evaluate whether the I CbTC4lwas appropriate to reject vials that were not 
properly stoppered before capping. 

Additionally, process validation ofl (b>14) Injection product did not include data to demonstrate 
the vials throughout the batch are stoppered and maintain a vacuum to prevent potential ingress of 
microorganisms, moisture, or oxygen between the I ·CbTC4lstoppering and capping. 

c. Media fill failure investigation 1498591 for batch! (bj identified gross contamination of the 
bulk product with Bacillus cereus on June 1, 2023. Tlie mvesbgation identified poor aseptic behavior 
associated with the aseptic connection as a probable root cause. The CAP A actions included 
implementation of sterile to sterile connections to reduce the risk from the manual aseptic connection on 
the vial line on Block ~ This preventive action was not extended to aseptic filling lines in other blocks 
to evaluate the use of sterile to sterile connections. 

3. Your Quality Unit did not investigate out of trend test results of an annual stability batch at long te1m 
stability condition and allowed failing batches of a diug product to remain in the US market. For 
example, 

a. According to section 5.3.2.2 ofyour Out of Trend (OOT) investigation procedure SOP027983, 
Version: 7.0, Effective date: 29-Apr-2024 "For each parameter to be monitoredfor OOTand at each of 
the applicable stability station, perform regression analysis using data of0, 3, 6, 9 month intervals and 
establish the trend using available statistical software. Start monitoring and reporting oftrends from 
12th month interval and then subsequently all stations need to be monitored''. However, we observed 

SEE REVERSE 
OF THIS PAGE 

EMPLOYEE($) SIGNATURE 

Justin A Boyd, Investigator 
Pratik S Upadhyay, Investigator - Dedicated 
Drug Cadre X 
Lisa L Flores, Office of Global Policy and 
Strategy Employee 

..ld'!Aecr 

2000358686 
~ : 06-13-2025 T13:-U 

DATE lSSUEO 

6/1 3/2025 

FORM FDA 483 (09/08) PREVIOUS EDmON OBSOlEJE INSPECTIONAL OBSERVATIONS PAGE 11 ofl9 PAGES 



DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS ANO PHONE NUMBER DATE(S) OF INSPECTION 

1 2420 Parklawn Drive, Room 2032 6/2/2025- 6/13/2025* 
FEJ NUMBERRockville, MD 20857 
3002809586 

NAME ANO Tm E OF INDIVIDUAL TO WHOM REPORT lSSUEO 

Virang Shah, Vice President - Operations 
FIRM NAME 

Sun Pharmaceutical Industries Ltd . 
CITY. STATE. ZIP CODE. COUNTRY 

Halol, Gujarat, 389350 India 

STREET AOORESS 

Halol - Baroda Highway 
TYPE ESTABLISHMENT INSPECTED 

Drug Manufacturer 

that your Quality Unit allowed annual stability batch of Cb>14j Tablet~ mg, batch 
number: r (b)1,4ho remain in distribution and available to the us customers when this batch 
continued to show increasing trend and potential for failure for the highest unknown impurity and total 
unknown impurities from the initial (0) to nine (9) month stability timepoint as follows: 

Test Specification Limit 
wong te1m stability time points 
months 1/Test Results 

0 3 6 9 

Related 
Highest Unknown 
mpurities: NMTf<"ff, % ~ % CbT, % -Cb1l4l% 

~ % 

Substances 
(By HPLC) 

Total Unknown 
mpurities: NMT 

-(b)(, % ~ % 
--U.T(4 % ~CbTC4l % ~ % 

Your Quality Unit perfo1med no OOT investigation to investigate the increasing trend of hi&h~st 
unknown im_2urity, and total unknown impurities until 9 month stability timepoint for j Cb)<, 
I Cb><41Tablet~ mg, batch number: I t"ff1 This batch failed to meet the specification 
limit for total unknown impurities at 18 month stability time point. Result: CbT, %, Specification: CbTj%. 
As aresult, your fnm initiated Out of S~ecification (OOS) investigation PR ID: 1465137 on, CbH j 
[ ~nj and closed the investigation on1 · t"ff1 (i.e. over 2 months) confnming the OOS test results as 
"Vahd". This further delayed in taking marlcet action and allowed your failing batch ofl CbTC4l 
I Cb>14l Tablets ~ mg, batch number: I t"ff1 to remain in the US market. Your fnm 
submitted recall notification for this batch to the FDA on! CbT'i when the batch was ah eady 
expired in the same month i.e. I Cb>14j 

Furthe1more, your fnm analyzed 22 month and 24 month stability time point samples which continued 
to show the increasing trend for total unknown impurities as follows: 
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wong te1m stability time points 
Test Specification Limit months 1/Test Results 

12 18 22* ~4 
Highest Unknown --U.T(4 % ~(bTC4l 

% [::j%mpurities: NMTrTc4j% ~ % 

Substances 
Related 

Total Unknown 
t:],n · 

% - (b114l%(bT, %(By HPLC) mpurities: NMT ~ % 
- (b1l,% 

(bT(4l •• h b h I CbT~ on stability with a delay of 2 months. *I ·1 station smce t e ate was 

b. Your Out ofTrend (OOT) investigation procedure SOP027983, Version: 7.0, Effective date: 29-Apr-
2__()24 is deficient as there is no criteria established for investigating impurities that are equal to or below 
Ej%. According to cl.our General Manager of QA, laborato1y investigation in the event of impurities 
equal to or belowrj% is left to the discretion of discussion between QA and QC whether to initiate or 
not to initiate investigation. We observed the following issues with these practices: 

i. There is no documented record of the discussions between QA and QC maintained indicating the 
rational for not initiating investigation in the event ofout of trend test results for total unknown 
impurities and individual known impurities. 

ii. There is no mention of discussions between QA and QC being the fo1m al means of decision making 
to initiate investigation in your Out of Trend (OOT) investigation procedure. 

OBSERVATION 4 
Equipment used in the manufacture, processing, packing or holding of diug products is not of 
appropriate design to facilitate operations for its intended use. 
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The May 2022 FDA 483 and December 2022 Warning Letter described multiple instances of metal 
~aiiiculate contamination in ,----Cb-i)l_ 

41 Injection batches due to damageC CbT'i and 
Cbn4 on the filling machine. Tlie n slc assessment of equipment suitability across all sterile rmes 

.,..id-=-e-n"""ti~fied similar equipment used in Block (tif~ however this equipment was not re laced. Subseguently, 
similar metal paiiiculate contamination instances have been identified in WCl 

Cbn4 ml manufactured on line ~ and attributed to filling machine damage: -------
1. Investigation PRI748467 Date: 05-MAR-2024) 

• 1 • • Cbn4 .d .fi d • b h ,ff4~1___ • d)Bl kac paii1cu ates contammg....,____ 1 enb 1e m ate ~ Jecte 
CbT(4Root cause: Improper dismantling of equipment parts before ___________.. 

CAPA: Revision of SOP and interim training (CAPA PR#l904692) 

2. Investigation PR1864871 Date: 29-JUL-2024) --. _ 
Black paiiiculates containing Cbn4 found in batch Cb)C4l (rejected) 

(b)(4
Root cause: Wavy sbucture on the surface of 
CAP A: Re lacement of all existing Cbn"] ana proauct contact paits and implement usage of a 

(bH4 CbT{4) -
_________. fo1___. storage/holding (CAPA PR#l 923446) 

3. Additional Finding During PR1864871 
Similar black pa1iiculates containing Cb)l4l identified in batch Cbn4 (rejected) during repeat ----visual inspections 

4. Investigation PR1915854 Date: 24-AUG-2024) 
Black paiiiculates containin Cb~ detected in bate~ CbT, (rejected) 
Root cause: Scratches on CbH4 and Cbn 

4j likely due to friction between Cbn] and~ 
CAP A: Discai·din~H(bY{4' CbH4 

_______________________ ana replacmg with 
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Throullhol!t this series of invest[]· ations, manufacturing and filling ofl. CbT(1 continued. Batches of 
I CbT'4} were filled on line ~ and released to the US market incluae out are not limited to: 

CbH4~ ere not implemented until September 2024, despite the 
same root cause attributed to I CbT<1 in Bloc~(liH"j in 2020. 

Name ofthe P1·oduct 

I 
Lot ISFG IQuantity lMfg.Date Exp.Date Countl'y IRelease .,lNo/Batch No Batch No date 

Replacement withl 

OBSERVATION 5 
Your fom failed to establish adequate written procedures for production and process controls designed to 
assure that the diug products have the identity, strength, purity, and quality that they are purported or 
represented to possess. 

1. Multiple black particles, difficult to see and appearing after a period of settling, resulted in the 
• • f £ I (b)(-0 In' • b h L (b)(-0re1ect1on o our ~ ~ect1on ate es ~I CbH4j The source oftliese paii1c es was dete1mined to 6e "'"filhng eqmpment. Tliefum fa1 ed to: 
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a. Change the visual inspection process to avoid "jerking" or shaking the inspection vial until after the 
vial has been checked for sedimentation of black paiticles. 

b. Update their visual insoection (VI) grocedme (SOP #030508, v 12.0, effective 15-May-2025) and 
challenge kit (Kit ID (b)l1 last updated 26-Feb-2025) to include these newly identified 
defects. 

c. Include instmctions in the cmTent VI procedme for detecting or classifying these small, difficult-to
see particles. 

d. Include samples representative of these newly identified defects in the challenge kit used for training 
and qualifying visual inspectors. 

e. Provide documented evidence of retraining or requalification ofvisual inspectors to detect this new 
defect type. 

2. The established allowable reject percentages for compression force used dming tablet manufacturing 
are not suppo1ted by the individual tablet weight data and do not consider other parameters, including 
hardness. This resulted in the approval ofwider ranges that could permit the acceptance of tablets that 
would othe1wise be rejected. For example: 

L (bT(4l ~ (b)14 • L (b)14~ a. For Img tablets, the weight control study used batch ,-.--1for 
calculatmg tnelower tolerance weig t ta6lets with a compression force of (b)1 

4 kN. Tli1s was used to 
calculate the low reject rate of not more tha1f JT

4
j%. The in-process data showed c~of c~ individual tablets 

4were below the weight minimum of (b)1 mg. Hardness data was not considered in the study, but ~of 
I] individual tablets were below the hai·dness minimum of (bTC4l kp. 
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BatchI (b)1-41 was used for the high tolerance weight tablets with a compression force of (b)1-4 kN to 
calculate a high reject rate of~c4~- The in-process data showed~ of ~ individual tablets exceeded the 

1• . £ bl .gh f (b)l4lupper llllit or ta et we1 t o ~ mg. 

b. Forl {"ff1mg tablets, the I CbT<, wei ht control study used batcq' W(ltor the lower 
tolerance weight limit with a compression force oe5kN on the I Cb)l, ~ tation Cb> This was 
used to calculate the lower r~ject ra!e liiajts in the batch record of not more than ~1%. The low tolerance 

th1 <in~rocess data for! Cb>14 ~had •H o~ j individual tablets below the minimum tablet weight of 
~ mg. Hardness data was not considered in the study, but showedrT<j ofrT<j individual tablets below 
the tolerance limit ofl (bT(i kp. The I (b)1,4j (Station(m had a compression force ofrT<j kN and 
similarly had individual out of limit tablets for weight and hardness. 

OBSERVATION 6 
Laborato1y controls do not include the establishment ofscientifically sound and appropriate test 
procedures designed to assure that diug products confo1m to appropriate standards of identity, strength, 
quality and purity. 

The procedure SOP028225 relating to the transfer of analytical test methods from your offsite facilities 
(Transfening Unit (TU)) to your Quality Control Laboratories at the site (Receiving Unit (RU)) are 
deficient. According to section 5.6.6.3 "Direct Transfer - Two-Way Approach" of SOP028225, Analyst 
from TU analyzed sample at RU laborato1y utilizing the same equipment, reagents, reference standards, 
and HPLC column that were later utilized by Analyst of your RU laborato1y. There is no variable 
involved in analysis conducted by both the Analysts to ensure transfer of method is accurate and 
reliable. Your transfer ofanalytical methods resembled like analyst qualification and retest analysis that 
n01mally involves the use ofsame sample, reagent, equipment, column, and reference standard. This 
was observed relating to the transfer of the following analytical test procedures: 

CbTC4l • • ~ · (b11. Product: I ·1 InJect1on.c4 mg/mL, c-0mL and ~ mL, Test: Related 
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Substances by HPLC. AMT Report No.: CAL/ AMTR/17 /002/00 

2. Product: l (bY{4jTabletsJ (b111 mg and (bY{4 mg, Test: Related! (b111Impurities by HPLC, 
Dissolution by HPLC, and Assay by HPLC. AMT Repo1i No.: AM18-09.20ffR/00 

3. Product: ( =::i Tablets~ mg, an~ mg, API: 1,.,....,..,,.,....,.,,,____Cb_r_< 
4j USP, Test: 

Residual Solvent Methodillby GC, AMT Repo1i No.: CAL/ AMTR7T7/0231/00 

4. Product: 1 (bY{ 
4j Tablets,1 CbT<,mg and (bY{4 mg, API: I CbT<1usP, Test: Assay by HPLC, Related 

Substances by HPLC, Residual Solvent by GC, AMT Repo1i No.: AM18-09.19ffR/00. 

OBSERVATION 7 
Equipment and utensils are not maintained at appropriate intervals to prevent malfunctions and 
contamination that would alter the safety, identity, strength, quality or purity of the dmg product. 

On 12-Jun-2025, we observedI CbT'i like liquid dripping from the cracks of the ceiling of your 2 to 
8°C1 <"ff1 stability chamber ID: QCC-587. The1 (bY{1 sealant that covered the cracks at the leaking 
areas appeared broken and missing sealant. We also observed potential growth of bacterial, fungal, and 
mold in dark black to brown to reddish and off-white color colonies. The liquid was dripping from the 
cracks through these colonies on the top of stability samples that were stored underneath on __the racks 
inside this stability chamber. This stability chamber is used for the storage of sterilJ Cb>< 

4j diug 
products for the US and other than the US markets. 

OBSERVATION 8 
Batch production and control records do not include complete info1mation relating to the production and 
control of each batch. 

The procedure for documenting visual inspection results during media fills is inadequate to ensure the 
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accuracy and integrity ofbatch records. 

During thereview ofmedia fill I (b)l1 eff. 17-Mar-2025 and subsequent interview, it was observed 
that the (bTC4l labels used to record initial visual inspection results were discarded after the results were 
transcribed into the batch record. The fnm 's Standard Operating Procedure for Visual Inspection of 
Media Fill Containers (SOP032025, v. 2.0, eff. 26-Feb-2024) does not require the retention of these WCl 

labels or provide an alternative method for verifying the accuracy of transcribed data . In addition, there 
is no documented second-person verification process to ensure the accurate transfer of inspection results 
from the (tif~ labels to the batch record. 

*DATES OF INSPECTION 
6/02/2025(Mon), 6/03/2025(Tue), 6/04/2025(Wed), 6/05/2025(Thu), 6/06/2025(Fri), 6/09/2025(Mon), 
6/10/2025(Tue ), 6/11/2025(Wed), 6/12/2025(Thu), 6/13/2025(Fri) 

.,..,,,_ 
011oeo;.~1=s:'°SUategyEmpl(l'fff ~.Y:'.'~ocated Drug Cad<e 
~sqiea:06-1~202S 13:-1.200 ~ned By: PRATIK S. UPADHYAY -S
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