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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 determination regarding your compliance. Ifyou have an objection regarding an 
observation, or have in1plemented, or plan to implement, con-ective action in response to an observation, you may discuss the objection or 
action with the FDA representative(s) during the inspection or submit this information 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 
Procedures designed to prevent microbiological contamination of diug products purpo1iing to be sterile 
did not include adequate validation of the aseptic and sterilization process. 

Specifically, 

A. Your fnm' s qualification ofairflow in critical areas is insufficient to evaluate unidirectional 
airflow, contamination risk, and aseptic processing line suitability due to the smoke studies being 
perfo1med using a1 (bH

4 
> IThis smoke is not neutrally buoyant, potentially masking the 

tiue airflow pattern and making it difficult to identify issues like recirculating air or dead spots. 

Additionally, the following discrepancies were noted: 
1. Turbulence ~ (6)(4) 1 4

(Pushing of- (6H ] stoppers)• 
Addition of (bH4 

> Stoppers) • 
Addition of (bH4 

> Stoppers) • 
(Removal of fallen (bH4 

> from ti·ack)• 
(Removal of fallen vials) • 
Removal of Fallen vials) • 

~ achine setup) • 
.(Removal of fallen vials) • ------
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(Removal of unstoppered vials from track during'l6H4>] 1oading) • 
4(Removal of filled vial from track duringCbH>J loading) • 

(b)(4) ({emoval of fallen vials during 'lb)<4> loading) • (b)(4) 4(Adjustment of <bX >• ------
2. Not all activities are re resented during the smoke studies: 

a. The equipment Cb)<4> was removed prior to execution of the smoke studies 
. . . . £ d lb)(4) Th. (6)(4)' • 1 ,-1 (b,C4Y7 hdemonstratmg setup actlv1t~e§ per 01m e on 1s 1s ocateu.___J_ t e 

filling line. Removal of thil H4> results in the setup of fifling equipment smoke 
studies not being re5 sentative of routine production. The removal of the 

. CbH4> . . d . . d 1eqmpment 1s not ment10ne . m associate protoco or repo1i. 
b. The smoke studies videos for CbH4 

> do not include the 
11 1dissemination of the sterile equipment 'u " bags to their use locations and 

the placement of forceps and scissors throughout the CbH4> 
c. Not all environmental monitoring activities are demonstrated. The following 

locations were not executed during the smoke studies: 

(b,C4) 

• Microbial monitorin~ y settle plate: CbH4> 

ocatlons 
• Microbial monitorin b air sam 

locations) -------------
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• 

• 

• 

(b)(4) 
locations) (b) (4)Transfer ofempty Cb><4> from fillin \•Jw station (bH4> to• 

from filling station <:;> location) 
Removal of (6)(4) vials and transfer of'{bH.il> to loading/unloading • 
tbH.il) ----. (6)(.il) 

location) --------------
(b,C.il) 

• Microbial monitorin 

ocations) 
• Microbial monitorin~y air samplin&,;CbH4> 

locations) 
• Removal of Cb><4> non-viable aiiicle counter isokinetic probes caps near (b,C.il)

filling station, -----------------------
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(b)(4) 

locations) 

d. Fallen vial interventions are grouped together by common intervention names 
although they are performed in different locations. The following are fallen vial 
interventions which were not perfo1med during the smoke studies: 

Removal of fa llen empty vials at r-----Cb>C4> with the help of • 
. (b)(4)7 (6)(4) ,---,.- . --, (b) (4) 

forceps usmg~,,,...--~"=' from the __~,.,.. ofthe_..,....~~---
• Removal of fallen filled vials from fillin track - by lfilling_~r tion 

Cb><4> usin[ C6><4>7 from Cb><4> of Cb><4> 
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3. The amount ofsmoke is not adequate to evaluate activities in the following videos: 
• (b)(4) Addition of (6H4> Stoppers) 

4• :(Removal of fallen <> from track) 
(b) (4) ----, 

• (vial withdrawn) 
\b)\4) 

(Removal of fallen vials) • 
(Removal of Fallen vials) • 
Machine setup) • ------

4. The nozzles on the wand used to distribute smoke in the following smoke studies were 
observed pointing downwards. This is significant as by pointing the nozzles downwards, 
it is unclear whether the air flow pattern observed is due to the flow of the air in the area 
being evaluated or due to the velocity of the smoke leaving the wand.

4• (b)< > (Sample taken from (bH4> bottle) 

• "'-;::::::==(bn> Microbiological monitorin~ ~ Settle plate (Vial filling line 4 4
loading and unloading (b ( & Vial sealing machine (b)(4) ----

(b)(4) 
icrobiological monitoring by Air sampling (Vial filling line • 4(b>...<>___.... loading and unloading (bH47 & Vial sealing machine 

(b)(4) 
(b,<4) (6)(4)

Unloading• (b)(4) 
Pushin & Pulling of(bH4>• (b)(4 tor (b,<4)conveyor with (b)(4) 1 

l'D, hin f • 1 (b)(4)~ tlS O VIa ading-unloading conveyor • (6)(4) 

5. The angle of the following video recordings does not include the full range of air flow: 
for example__, from thl><4> of the (b)<4 

> to the (b)<4> 
4• (bH > (Addition of (bH4> Stoppers) 
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(b) (4) 

tvial withdrawn) non-routine • (b)(4) (b,C4)
(Sample taken from l Ibottle)• 

4>B. y our fnm' s written procedure for r (b)( 7 requalification does not include sufficient detail for 
consistent replication of worst-case challenge conditions during requalification, and the 
challenge testing practice fails to simulate actual use conditions. 

1. Your fnm's perfo1mance qualification protocol (Doc# SMLJ/QAD/SOP-GEN/F0I-01) 
lacks specific biological indicato~·I). placement criteria. The protocol states only that 

4 4Bls should be placed "inside Cb)C > bag containing 'l'bH > tube" without specifying the 
4•exact worst-case ocabon £or (b)( ) 1c· h • • ·d h1.e. t e geomeb1c center ms1 et e tub )1 e . 

2. Your fnm lacks written procedures for BI placement in challenging configurations. 
4 4Operators place Bls inside Cb>< > tubes by[ CbH > I 

4r CbH > but this practice is not documented. 
Add• • 11 Cb><4> J. d Cb><4> • d • •1t10na y, mtro uces entiy pomts not present urmg routme 
sterilization, invalidating the challenge test and failing to demonsti·ate sterilization 
efficacy under actual use conditions. 

3. Your fnm's load pattern documentation lacks adequate detail for a1ticle orientation. For 
4example the "Filling;cfd <bX >- Load (Maximum Load)" document (Doc# 

4CPS(6~ 025) shows (b)( ) scissors inr(6)(~ pouches but does not s~ 
4whether scissors should be loaded open or closed, which affects I Cb> c> Iand 

sterilization efficacy. 

4C. The aseptic process simulation procedure states qualified personnel "shall perform I Cb> C> 

intervention during media fill". The Entiy and Exit Procedures for Vial Filling Areas procedures 
states, "Only authorized personnel (Trained, qualified and certified) are allowed to enter the 
Vial filling area. However, it is to ensure that personnel should participate in next routine media 
fill". There is no defmition of activities to be perfo1med by the operator to be trained, qualified 
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fu total Employeef(b)C6> paiiicipated in~; batches for l~~ different roducts(bH4> 

prior to paiiicipating in a media fill. ------
4 

r-<1>_x-_>__ used during the manufacture of 
fu' ection, do not ensure their adequate 

of (b)(4) on Line (bH4> 
(b)(4) 

(b)(4) 

was not included as an acce tance criterion, and the delay in all '"H~, 
(b)(4 was not assessed to ensure that this ..d-._o_e_s_n_o_t__,h_a_v_e_a__ 

..n_e_g-at.,...,1v- e-..-rm_ p_a-ct.,..o- n~ the ,u,w and processes (incl~din~ e (b)<4 
> times) 

4 4for diug products. (bH > is considered critical for the (bJTJ used in the manufacture 
(b)(4) m· . 

of_____..... Ject1on. 
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4
E. Sterilization for the Cb>< > for ..._-=----, used in 

4the manufacture of (b)( ) fujection \ U/W mg/vial, approved 29 Oct. 2025 for r /1,'t/ and 28 
41Sep. 2024 for r!bx failed to demonstrate the that biological indicator (B]/ chemical indicator 

4(CD placements represent the most challenging conditions for (b)< >"'-7 
1. No risk assessment could be provided to show the cmTent BITCI Iocatiotis used during 

4 4 
Cb>< > decontamination of the Cb>< > are worst case. 

4 4decontamination cycle for lbR l vial Cb>< > 

b. We obse1ved equipment parts touchin such as the hoses and 
4 

(bR > bags. We also obse1ved the-..---- sensor which later would be 
4 4assembled on the Cb>< > tank, sitting on bottom surface of Cb>< > 

assurance that these contacted surfaces would have successfol 

F. Media fills are not representative of routine production. As inte1ventions are grouped together 
under a general description, the actual location where the inte1vention takes place is unknown. 
For example: 

4• For lbl( l the 'Removal of fallen filled vials from fillin track' could be perfo1med using 
4 4 

(bJ< > from the (bJT J __"'__of the (b)(4 or ' Removal of fallen vials 
• '.(6)(4) I d' Id b C d b h • h '.(6)(,ij I d' durmgj oa m cou e er101me y t e stat10n, t e oa mg 

4 4
Cb>< > or by the Cb>< > station). 

4• For 10 x , the 'Removal of fallen filled vials from filling track' could be located by the 
4 4 4filling station (using Cb)< > from the Cb>< > ofthe Cb)< > or 

SEE 
REVERSE OF 
THIS PAGE 

EMPLOYEE(S) S/GNATURE 

JOSEPH A. PIECHOCKI Digitally signed byJOSEPHA. 
PIECHOCKJ JR -S

JR-5 Date: 2025.11.21 07:.2&13 -OS'OO' 

Digitally signed by SANDAA A. 
SANDRA A. BOYD-S BOYD-S 

Date: 2025.11.21 07:07:05 --05'00' 

EMPLOYEE(SJ NAMEAND TITLE (Print or Type) 

Joseph A. Piechocki, I nvesti gat or 
Sandra A. Boyd, I nvestigat or 
Youkeun Kim, Investigator 

DATE ISSUED 

11/21/2025 

FORM FDA 483 (09/08) PREVIOUS EDmON OBSOLEJE INSPECTIONAL OBSERVATIONS PAGE80F24PAGES 



DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS AND PHONE NUMBER 

12 420 Parklawn Drive, Room 2032 
Rockville, MD 20857 
CDER- 0C- 0MQ- Inter national483Response@fda .hhs .gov 

OATE(S) OF INSPECTION 

11/10/2025- 11/21/2025* 
FEINUMBER 

3009876430 
NAME ANO TlnEOF INDIVIDUAL TO WHOM REPORT lSSUEO 

Sunil s . Karpe, Site Head 
FIRM NAM E STREET ADDRESS 

Shilpa Medicare Limited Plot No . S- 20 to S- 26 , Pharmaceutical 
Formulation SEZ, TSIIC, Green I ndustrial 
Par k 

CITY. STATE. ZIP CODE. COUNTRY 

Polepally, Jadcher la, Telangana, 509301 , 
India 

TYPE ESTABLISHMENT INSPECTED 

Drug Pr oduct Manufacturer 

(6)(il)
the stoppering station. ' Removal o(fallen empty vials at ith the help of 

(b)(4)• r (b)(4)7 of the r(b,Cilflfo1~ceps ' can be perfo1med usmg from the ~ r (b)(4)·7 

OBSERVATION 2 
Procedmes designed to prevent microbiological contamination of diu g products pmpo1iing to be sterile 
are not established and fo llowed. 

Specifically, 

'(6r(4)• 1 • • fi ·1 di • 1 d' l ((b,Cil)A. Th e v1sua mspect1on program or sten e 11gs, mc u mg I Injection mg/vial, 
is deficient. For example: 

1. The visual inspection kits and procedme used to qualify visual inspectors of sterile di11g 
products, includin&.,_ <6><<1> IInjectio~C6H4> mg/vial, do not adequately qualify visual 
inspectors to detect defects: 

a. There is no justification for the selected defects that are placed within the visual 
inspection kits (including the selection and number of paiiicle and fiber materi~1s

4within the kits) and the exclusion ofsome defects from all kits (including1 Cb>< ~ 
~ (bHil~ d DI fi h (6) ~ (bHill~ • 1k' hi h • • f he ects or t ei4> via 1t, w c 1s representative o t e 

Cb><4> Injection Cb><4> mg/vial di11g product). 

b. The number con esponding to the vial used for identifying good and defective vials is 
on the top of the vial with UV active ink. However, the number of each vial was 
easily identifiable under regular light, including for the:~ mL( CbHil> I vial 

4
d '(b)( 'mLr (b)(ill'7 • 1ki • h. h • 1 • • b han via ts wit m t e v1sua mspect1on oot s. 
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4 c. The selected defects within the kits are not randomized, as all <6>< > kits have the 
4

C • hin h (6)( ) b d • 1 f h ki In dd' • 1 tt>H4> 'fi de1ects wit t e .....___ num ere via so t e t. a 1bon, at east spec1 1c 
defects (including glass pa1t icle, metal paiticle, plastic pa1ticle, black paiticle) ai·e in 
the same order for at leas 'lb)<4 

> defect kits. Fmthe1more, vials that were identified as 
4good vials within the (bH4>mL <6>< > vial kit had cap defects which according to 

yom personnel would have been rejected in a n01mal visual inspection. 

d. The qualification of the visual inspectors does not require the visual inspector to 
document the defect identified dming the qualification process. Instead, the qualifier 
will document on a checklist if the vial identified was a false positive, bue positive, 
false negative, or bue negative. 

(6)(4)
2. The process for examining_-=----- dmg products for visible paiticles 

does not ensme that visible aiticle defects are d~tected. Dming the (bH4 
> 

inspection of <6><4> mg/mL (bH4 
> Injection Batch 

on 17Nov2025t we ] AP and YK) observed (and 1 visual inspector subsequently confnmed) 
that one of the (b)<4 

> vials had an appai·ent white fiber, however both visual inspectors 
perfo1ming the inspection pre_yiously identified this vial as not havin~ paiticles or fibers. 
In addition, on 18Nov202\ _(bH4 

> additional samples were pulled for (bH4 
> and we 

(JAP and YK) observed (and 2 visual inspectors subsequently confnmed) that two of the 
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additiona1e n"'7vials had an apparent white fiber, however the visual inspectors previously 
identified these vials as not having any paiiicles or fibers. 

3. The following additional deficiencies were identified with the I 00% visual inspection 
process: 

a. The libraiy of defects or procedure does not include or describe all potential 
C H"> '7 defects, including 'lli><4> product between vial and stopper, does not 

.b h '(b)<4> f h Cb><"> m· . ch d ddescn et e proper appeai·ance o t e ~ect1on ug pro uct, an 
does not provide instmctions for verifying the Cb><4> within the vials by 
compai·ing the product t6H.il> within the vial to the reference as observed during the 
inspection. 

b. To date, paiiicle, fiber, or foreign matter defects identified during visual inspection 
that are always categorized as major defects have not been chai·acterized or identified 
as extrinsic and intrinsic. 

(6)(.il)
C. During the I C6> <">1 ch11g products for visible paiiicles ( j the t6><"> 

location for each vial selected is not documented. fu addition, during the visual 
inspection on l 7Nov2025 the visual inspector did not inspect the1 CbH4> I 
tubes used during the'"'r~-=-=-i-CbH4) !however the visual inspector documented that 
this was perfo1m ed. 

d. Light intensi!}' of the visual inspection booths is dete1mined ~><4> I
[ However, 
during the inspection, we (JAP and YK) observed light intensities throughout the 
marked visual inspection areas that did not meet the light intensity acceptance 
criterion per procedure. Furthe1m ore, visual inspectors were observed perfo1ming 
visual inspection activities in the areas where light intensities were observed outside 

SEE 
REVERSE OF 
THIS PAGE 

EMPLOYEE(S) S/GNATURE 

Oigiblly signed by JOSEPH A.JOSEPH A. 
PIECHOCKI JR-S 

PIECHOCKI JR -S Date: 2025.11.21 07:31:28-05'00' 

SANDRA A. BOYD - OigitallysignedbySANDAAA. 
BOYO·S s Date: 202S.11.21 07:09:07 -0S'00' 

YOU KEUN KIM -S ::•!;i,~,"=,~,:'·' 

EMPLOYEE(SJ NAMEAND TITLE (Print or Type) 

Joseph A. Piechocki, I nvesti gat or 
Sandra A. Boyd, I nvestigat or 
Youkeun Kim, Investigator 

DATE ISSUED 

11/21/2025 

FORM FDA ~83 (09/08) PREVIOUS EDmON OBSOLEJE INSPECTIONAL OBSERVATIONS PAGE 11 OF24 
PAGES 



DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS AND PHONE NUMBER 

12420 Parklawn Dr i ve, Room 2032 
Rockvil l e, MD 20857 
CDER- 0C- 0MQ- International483Response@fda . hhs . gov 

OATE(S) OF INSPECTION 

11/10/2025- 11/21/2025* 
FEI NUMBER 

3009876430 

NAME ANO TlnEOF INDIVIDUAL TO WHOM REPORT lSSUEO 

Suni l S . Karpe , Site Head 
FIRM NAME STREET ADDRESS 

Shilpa Medicare Limited Plot No . S- 20 to S- 26, Pharmaceut ical 
Formulation SEZ, TSIIC, Green I ndust rial 
Park 

CITY. STATE. ZIP CODE. COUNTRY 

Pol epally, Jadcherla , Telangana, 509301, 
Indi a 

TYPE ESTABLISHMENT INSPECTED 

Drug Product Manufact urer 

the limit. In addition, a1 (6H4>1 eye break is taken1 (6H4> where the visual 
inspection booth lights are turned off. The light intensities of the booths are not 
reverified once the break is completed and prior to resuming visual inspection 
activities. 

B. Fallen vial interventions are grouped together by common interventions names although they are 
perfo1med in different locations making it difficult to get meaningful information out of the 
tracking of interventions. Additionally, interventions which occur during commercial 
manufacturing are not tracked or trended per container size. Instead, interventions for all vial 
• '.l6> mL CbH4> mL) d h 1 • • h • .th. 'fi sizes <4> to are groupe toget er resu tmg m c anges occmTmg w1 m a spec1 1c 

container size not being detected. 

OBSERVATION 3 
Aseptic processing areas are deficient regarding the system for cleaning and disinfecting the equipment 
to produce aseptic conditions. 
Specifically, 

I CbH.il> I used in the manufacture of j CbH.il> JInjection, 'lb)<"> mg/vial,._is not 
4composed of smooth and cleanable surfaces. During review of the inside of the clean I CbH >7 the 

following was observed: 

CbH",-, • tb)<"ldi • hI gh h • 'd f h i Cb)<">---, £ 1 f h dA. ..----,--I contams ·ams t ·ou out t e ms1 e o t e_1 __I or remova o t e spraye 
CbH4> water used during cleaning. The inside of these di·ains are never cleaned or monitored for 
microbial growth. 

B. The manufacturer of the (6H~ is1 (6H~ while manufacture of the filling machine is 
i Cb><4 T • h CbH4> h' 1k l'k • 1 d • 'd h r Cb><4>---, Th' I o mtegrate t e mac mes, a cau - 1 e maten a was use ms1 et e ___I 1s 
materiafis not easily cleanable and appears to be flaking. 
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4
C. A mst-like substance by the,._____,,Cb>< > and on forceps, chipping __paint, hard to clean 

4 4 4 
Cb>< > chipping/flaking of Cb>< > spots on the Cb>< > stickers, residue, 

4 
Cb>< > caulking, and blue/black electrical tape was observed inside ,u,...., . 

4D. A fiber was observed hanging from frame in fb>< >J as well as chipped paint, 
dings/dents in the for stopperin and difficult to clean 

4idue was also obse""1_v_e--.d.-o-n--.th.-e-, Cb><4> near the Cb>< > 

(bf(4) 

(b) (4) 4
F. on appeared to be missing Cb> C> parts in the area where .------------ --.--..-

stoppers transfer to stopper bowl.---
4 4G. The __Cb>_c_>..,..... by the Cb>< > is positioned such that the (6)(4) is extended over 

4 4the stopper bowl upon Cb>< > of Cb>< > This was obse1ved during the addition of 
Cb><4> stoppers. ---- -------

4H. The NVP probes used inside the Cb>< > are not sanitized after removing the 
Cb><4> • 11 1 d. • • f hcovers afte ___ potentia y ea mg to recontammat10n o t e area. 

4I. During the obse1v ation ofcleaning activities perfo1med on lbR > on 14Nov2025, the following 
was noted: 

1. Production SuJ:>e1visor documented "com lies" for the dismantling of the stopper bowl, 
4 

Cb>< > bowl, (b)(4) on the pre cleaning check list. This was noted 
at 11 :38 am. At the time ofhis signature, the e~1ipment was still assembled inside the 

4 4 
Cb>< and would not be removed until after <b>< > The actual time the equipment 
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was dismantled was not documented. Additionally, the times and ersonnel involved in 
the breakdown and the personnel involved in cleaning ofthe--~(6'H4> was 
not documented. 

42. After spraying the inside ofthe_ ,__with lbR > the operators wi 
equipment with a diy lint free cloth. While watching the diying of (b)(4)
observed the operator obtaining a stool so he could lean inside the 
the back wall. -----

4J. There are no SQray guns, used in the spraying of bX > during cleaning, located on of 
the (bH4 

> making it difficult to clean all equipment surfaces. ----

4K. During the walk-through inspection of lbR > on 10 Nov. 2025, the spray gun hoses, used to clean 
the (b)(4 

> were observed to be discolored. Management could not provide any documentation 
4for when the last time the hoses were changed. The tt>X > cleaning procedure states, "Spray gun, 

spray gun tube found damaged/leakage, color change, same shall be rep laced with new on.e ". 
4This procedure is not being followed. While watching cleaning of tt>X > on 14 Nov. 20205, lbH4 

> 

of the hoses leaked, one due to cracking in several places due to brittleness. 

L. Missing screws on the SOP states to remove the screws to 
4clean (bH> the (bH4> Not all the screw are replaced. ----

OBSERVATION 4 
The separate or defined areas and control systems necessru.y to prevent contamination or mix-ups are 
deficient. 

Specifically, 
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A. Non-viable pa1i icle (NVP) monitoring counter locations, liinits, and excursion handling are not 
scientifically justified. For example, 

41. The location ofNVP counters within Line :t6>< > are not placed in locations where routine 
activities are occmTing (e.g. in the stopper addition and in-process CbH4 

Cb><4> ) h 1 d • h • 1areas nor are t ere counters p ace m areas w ere paii1c es were enerated 
4""'d,..m""'·i-n-g""'th'-e- study and no existing probe is present in the ai·ea ( e.g. under the <6>< > 

4 4area at <6>< > location:~ in <6>< > 

3. There is no impact assessment conducted nor ai·e alaims always assessed when the 
specification liinit for Class 100 areas is exceeded at any time during production. Ale1i and 
action alaims are established within the Grade A (Class 100) ai·eas at >~~ and >m counts, 
respectivel ) fo;Cb)<4 

> µm paiiicles/ft3 . The specification limit for Class 100 ai·eas is not more 
4than CbH4> ~Lm paiiicles/ft3 . However, during the manufacturing of CbH> fujection 

4 4 4 
tt>H > mg/vial Batch <6>< > three '(b>< >µm pa1iicles/ft3 excursiC>_ns occmTed wjthin the 

(b)(4~ , , (b)(4) (b)(4) 
--,-.--T.n~ area where paii1cle counts were obtamed at ______and ____ µm 
paiiicles/ft . Empty vials were present during these excursions, but no impact assessment 
was initiated nor any con ective actions documented. 

4 4B. Non-viable pa1i icle counter (NVPC) tube lengths in your <6>< > exceed tt>H > 
4meter without evaluation ofpa1iicle loss. During the IQ/OQs, onlythe ength of the <6>< > 

tubing, and not the height of the probe was considered in dete1mining whether the distance from 
4the isokinetic probe met the NMT '(b1<> m requirement. When recalculated, all distances between 
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the isokinetic probes to the NVPC box exceeded the NMT'.l6H4) m requirement. When 
recaJculated: 

(b,<4) 

C. Your fnm 's Line( Cb><4> _j (Equipment # SMLJ(6><41>7 051) has1 Cb><4>7 
gasket where po1iion of the gasket was modified with sealant andr<6H4> tape. However, your 
fnm could not provide a document to demonstrate what risk assessment was perfo1med before 
the modification, and what appropriate qualification was done to ensure that the modification 
will not affect the quality or sterility of the dmg production procedure. In addition, your fnm 
could not provide documentation to show what kind of sealant was used[ CbH4) I to 
the Line I CbH4> I 

OBSERVATION 5 
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 ah-eady distributed. 

Specifically, 

4 4A. r urin~ the manufacture of (b) <> ~iection (b) <4> mg/vial Batch l (b)( >--i_ 12 low~~ 
(bH4> 1 ·d ·fi d • hin h (b)(4> 1 d. g1 1 d. To •a aims were 1 enb 1e wit t e oa m un oa mg conveyor. e impact 

assessment fo1m completed for these excursions stated no impact on product quality as these ~1 
1 CbH4>7 alaims observed for fraction of seconds, all other parameters were within limit, and the 
process repo1i was reviewed and fmmd satisfacto1y. The impact assessment is deficient since at 
least 5 alaims were observed for over one minute (including an alaim up to 26 minutey i~ and 

• £ h h 1 (b,<41?. • :~ <Cb)<4> • hin h (b <4•>7 Inthere is no assessment or ow t e ow may impact t e wit t e 
addition, root causes includingI Cb)l~, variation and CbH4> I fluctuations 
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were documented. However, all potential root causes were not evaluated for each time 
excursion, as an assessment was only documented for 6 of the 12 alaims. 

4• h fiill ' fr--(b1<> 1n· • '(b)<4> / • 1 B h 39 • bl B. Dunng t e mg o ~ >--..-____,...-..... Ject10n mg via ate ---~ non-via e 
paiiicle excursions ovel(4~ ocabons (i11cluding at least 11 which ai·e over the Class 100

4specification limit of not more than (bH > µm pa1iicles/ft3) were obse1ved, which required an
4impact assessment to be initiated. The root causes identified for the alaims included (b>< > 

movement within the (bH4 
> fluctuations of sti·ay light, and electronic noise due to turbulence 

4in (b)< > during filling and sealing. However, the root causes are not scientifically justified as 
historical data reviewed did not show this level of alaims, including during identified 
inte1ventions or sealing activities. The impact assessment stated that there w~s no im

4vials resent were in sto ered condition. However areas such as the (bH > ai·e open 
~l ~ 

F1uihe1more, the assessment was not cond11cted for the \UJ\""' which 
conti-ibuted to 14 of the 39 ala1ms. ------------

C. SML?-OOS-24-005 was initiated on 0. 7May2024 due to an out ofs ecification dur=8-:the 
Related Substance by HPLC testing for the impurity (b><4> inL (b><4>:=J 
i ><4j1n· • r<41 / . 1 B h t6J<4 

> Th • • • 1 d d h h lik 1Jecbon mg via ate ...-,-..----, . e mvesbgabon cone u e t at t e e y root 
cause was !'e ated to the two deviations up:(bn4 

> -24-009 and UF(bH4 
> -24-010) for less exposure

4 4 4
of (bH >___.. vials to the (bH > - ------- and an increase Cb>< > time

4during (b>< > step that occmTed during the manufacture of the batch. However, during additional 
samples were pulled as required by the deviations, which concluded this impurity was within the 
specification limit (stating there was no impact to product quality) and therefore does not suppo1i 
the identified root causes as related to the deviations. Although the batch was subsequently 
rejected, the root cause identified and subsequent coITective actions do not ensure that there is 
adequate control of this impurity fo1mation during the manufacturing process to prevent 
recmTence. 
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D. SJ/OOS/25/001 was initiated on 14May2025 due to an out ofspecification for the assay of the 
4Cb><4> for (bR > Tablets tb><4> mg & '.l6H4) mg Batch Cb><4> %, with 

....sp_e_ci•..,fication o'f'><4> % to Cb><4> %). The investigation concluded that the root cause was related 
. ,(b)(4) :, r(b)(4) . (bJ(4) (b)(4)

to collectmg \... sample of thp mstead of a __ sample 
Cb><4 The subsequent Cb><4 sampling produced a passin assa""y_- 1-·e_s_u.<t,....- .H.-o-w_e_v_e-r,- t'....-e-re... 

4 
was no assessment of the -------, for this batch as the Cb>< > sampling may be

4
concealing the ultimate root cause for the Cb>< > nor was there sufficient 
scientific to support that the results from the original sample were invalid. 

41E. During the observation ofcleaning activities perfo1med on f6 
X ] on 14 Nov. 2025, we observed

4
the Production Supervisor documenting "complies" for the dismantling of the stopper bowl, tb>< > 

1 '(b><4> h d (6)(4) h 1 • h k 1· h h h. • • h dbow , c ute an ---•~-:----- on t e pre c eanmg c ec 1st even t oug t 1s activity a 
not yet been perfo1med. Management confomed this equipment cannot be removed during the

4
pre cleaning check list as the equipment first needs to be cleaned Cb)< > to remove

4any b'aces of the Cb)< > dmg they previously filled. The practice of ocumenting the removal 
of this equipment during pre cleaning even though the equipment is not removed is standard 

4practice for the supervisors working on lbR > 

Although this data integrity discrepancy becam e known during this inspection, no investigation 
was initiated to dete1m ine the scope of this discrepancy or ifother documents are being falsified 
due to inaccurate fo1ms. 

(b)(4) 4
F. fu•ection '(b>< >m /vial batch record states 'CbH4> 

" . C angeover Operat10n and C eaning of(b,<4) 
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(bJ(4) I "". Scientific 
(b)(4)

data could not be provided for exceedingI I 
4 4

h•et er t IS CbH4> • • •IS mamtame d on tb)c > •IS unknown as the (b)c ~ b 1 • •ott e IS not momtore dWh h . 
4 4

tt>X > monitors the '""~' \lbottle but no action IS taken when the Cb><4 
> exceeds 'lb)< >-J For 

((b)(4) • • tl,)(4) lg/ . (b)(4) (b)(4) I
example, fuJect10n-1 m vial reached a of Nol
• 'fi • D • h 'i (b)(4) I / ,, D h l (b)(4) b 1 U}\'t/ (bl(4lJUStl Icabon or settmg t e a arm or t e ott e on at 

G. Deviations are not initiated for critical alaims, inteiventions exceeding media fill limits, leak 
4

testing for~ >< '7and NVP excm sions. fustead, impact assessments are perfoimed and filed with 
individual batches. These impact assessments are not tracked or ti·ended and do not include a 
thorough root cause evaluation or coITective actions. The following number of impact 
assessment foims were issued in 2024 and 2025: 

Form name Form # issued # issued 
number in 2024 in 2025 

Impact Assessment Sheet for Interventions exceeding Maximum M<4> SOP- 83 48 
Allowable Limit/Longest Duration Allowed/Maximum Persons GEN/089/F07 
Allowed to Perfo1m the Intervention 
Evaluation Repo1t ofNVPC Excursion M<4> SOP- 48 54 

OPC/025/F02 
Evaluation Repo1t ofNVPC Excursion CbH4> SOP- 146 145 

OPC/052/F02 
- (b) (4) 

Leak Test Failure Impact Assessment F01m M<4> SOP- 0 4 
GEN/079/F07 

Impact Assessment ofCritical Alanns CbH4>j sOP- 96 295 
GEN/08 l/F04 

Totals 519 691 
*The date of issuance could not be dete1mined for 49 impact assessment fo1ms and therefore were not included in 
the table above. 
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fu addition, impact assessment documents are issued manually (logbooks containing a specified 
number offo1ms) and electronically (individual fo1ms). Logbooks are issued with indexes to 
document where fo1ms are used and upon use, the individual fo1ms are removed from the log 
and filed with the co1Tesponding batch record. Since the last FDA inspection, 6 impact 
assessment logbooks were issued without an index resulting in not tracking the usage of208 
critical alaim fo1ms. 

OBSERVATION 6 
Equipment and utensils are not cleaned and maintained at appropriate intervals to prevent malfunctions 
and contamination that would alter the safety, identity, strength, quality or purity of the dmg product. 

Specifically, 

A. Equipment used in the manufacture of diug products ai·e not adequately maintained and cleaned. 
For example, dming the walkthrough of the facility on 10Nov2025, we (JAP, YK) observed the 
following: 

41. fuspection of Cb>< > SMLJ Cb><4 
> 120 equipment noted appai·ent <6><4 

> residue 
4 4

observed on the interior of the CbH> neai· the tt>>< > duct. Swab sampling of the tt>><:J 
4duct of CbH> ___ surface of the CbH4> bowl yielded results 

4for ____ .___.... ppm and r5x>7 ppm, respectively, which is outside the acceptance 
4criteria of not more than ' bX > ppm. This equipment was documented as clean following the 

4
validation Cb>< > cleaning cycle after processing for Cb><4> Capsule~~ mg Batch 

(bl(4) 

. d t6H4> .d2. fuspection of the SMLJ~<6H-O 1 14 eqmpment note an apQarent res1 ue 
4observed on the Cb><4 

> appai·ent Cb>< > remaining on the Cb><4> duct exterior, 
(b)(4) .-.- --.~----- (b (4)

and an ap arent leak from the rcluct. This equipment was documented as clean 
(b)1.4Tfollowing CbH4> Tablets~~ mg Batch -----
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43. CbH > Machine SMLJ CbH4> 003 in ___identified the 
4

attachment connecting the CbH > to the .._~______equipment with apparent 
4 

Cb>< > tape located within the product pathway. According to your production personnel, this 
4was added by the operations staff to improve the seal between the CbH > and the 

4
Cb>< > hm H h d 1 • d •attac ent. owever, t ere was no proce ura requirement nor ocumentabon 

4""p-ro-v""'i-d-ed to support the use of this material for the Cb>< > attachment. 

B. The cleaning program for the validation of equipment cleaning is deficient. For example: 

41. Rinse samples are collected from the 'l6H > rinse for analytical evaluation during cleaning 
validation. However, the total volume of the rinse where the sample is obtained is not 
documented to ensure the maximum allowable canyover is adequately calculated. 

2. The swab locations chosen for cleaning validation are not scientifically justified or 
4adequatel ssessed. For example, the swab locations for the Cb>< > 
4SMLJ Cb> <4> 120 on Line i~ did not consider locations such as the Cb> <> or

1 1
in its assessment nor are there studies perfo1med which suppo1i the selection of the difficult 
to clean areas. 

C. Magnehelic gauges for differential pressures within the Grade A manufacturing area are not 
4continuously monitored to ensure pro12er function. During the manufacture of CbX > 

4 4fujection 'CbH > mg/vial Batch CbH > I (JAP) observed at least~~ magnehelic gauges showing 
4differential pressures below the specified limits of CbH > Pa, including values reading~~ Pa. 

Differential pressures are not continuously monitored, as these pressures are only required to be 
4

monitored at the Cb>< > of the batch. These differential pressure readings were not 
identified by I?roduction personnel during the manufacturing, and the differential pressure values 

CbH4> I .
were recorde~ ----,-..-~ .----,-..,-..------ _____1after the magnehehc gauges 
were fixed, without documentmg the differential pressure reaomgs at the time of the incident. 
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OBSERVATION 7 
Laborato1y controls do not include the establishment of scientifically sound and appropriate 
specifications and test procedures designed to assure that components and diug products confo1m to 
appropriate standards of identity, strength, quality and purity. 

Specifically, 

A. Your fnm failed to provide complete method equivalency study comparing_your in-house 
4

analytical test method to the compendia! method for detecting r (b) ( ) I 
4 4 4(6 

r (bl( ) in )( ) l Your fnm only provided an interim repo1t ofl (b)( ) testmg lll 
4 4I CbX > I(Doc# SML71Cb>< '7AMV1REPORT/0017-00). The interim repo1t was generated 

by your contracting laborato1y who does product release test. The interim repo1t only documents 
failure to perfo1m the compendia! method; No comparative data or statistical analysis between 
your in-house method and the compendia! method was provided to demonstrate equivalency or 
non-inferiority. 

B. Your fnm's method equivalency repo1t failed to demonstrate statistical equivalency or non­
inferiority of your inhouse test method to the compendia! method. For exan.!~ 

4 41. fu Analytical Method Equivalency Repo1t of Assay Method for 1 <bl! > ITablet '(b)< > mg 
4by HPLC (Doc# AFD/MESCb>C4> /AS/004RCb1C> your fnm perfo1med assays using botnin 

house method and the compendia! method and calculated relative standard deviation (RSD) 
for each method's data . Your fum then inappropriately combined results from both methods 
to calculate an overall RSD value. Calculating RSD values is a measure of precision, not a 
statistical test for method comparison. Your fnm did not conduct any statistical testing to 
demonstrate that your in-house method perfo1ms equivalently to or better than the 
compendia! method. 

4
2. fu Anal)'!ical Method Equivalency Repo1t for Assay by HPLC test ofL CbH> _J 

41 Capsule t6> < mg and ~1 mg (Doc# SMLJ/QCD/REP-MIS/0012-00), your fnm perfo1med 
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assays using both in house method and the compendia! method and obtained assay results. 
But your fnm did not conduct any statistical testing to demonstrate that your in-house 
method perfo1ms equivalently to or better than the compendia! method. In addition, you used 
different testing parameter for compendia! method due to the equipment limitation without 
any scientific justifications to support the parameter adjustment. 

C. Your fnm's method validation transfer method failed to include scientific acceptance criteria . 
Your fnm perfr med analytical method transfer validation for Related Substance Method~~ of 

CbH.il> Injection tbH.il> m§(.vial by HPLC from Unit i'bH.iltto Unit tbH.il> (Doc#
4SMLJ7AMT Cb)<4> SML/Rt6 <> The acceptance criteria were states as"% impurity results 

obtained at receiving laborato1y should be comparable with the originating laborato1y result." 
There were no scientific, quantitative acceptance criteria to demonstrate that the receiving 
laborato1y can perfo1m the test method as same as originating laborato1y. 

D. T_!ie sample size ofm ml for Cb)<"> used during Inicrobial exainination of
4 1u""1Cb>< > is not appro riate to derive a statistically valid number ofcolonies. Review of the

4block Cb>< > Inicrobial results from[ CbH-O showed that out ofCb><4> 
samples taken during this time, t6H.il> % of the samples resulted in less than 'll>H"lCFUs (resulting in 

'(b) '(b) (.ii) (b) (.ii) (b)(4 . . . . 
<4> CFU ml). from block 1s used dunng cleamng and fo1mulat10n ofnon-
sterile Cb)<4> products. 

OBSERVATION 8 
The written stability program for diug products does not include reliable, meaningful, and specific test 
methods. 

Specifically, 
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A. Your fnm failed to include all relevant test results and data in the report. Your fnm 's Analytical 
Method Valici_ation Repo1i ofRelated Substance foc Hil) IInjection 'l'bHil) mg/vial (Doc# 
AFD/AMV1 (bH4=1FP/RS/098R'l6><4> includes forced degradation test. Your fnm perfo1med acid-
stress tests and obtained two results within the expected degradation level, yet only the data with 
the highest mass balance result was repo1ied on the repo1i without any justification. 

B. Your fnm failed to ensure that your contracting laborato1y, which is responsible for product 
release testing, maintained analytical methods in compliance with updated procedures and 
specifications. Your contracting laborato1y (Shilpa Medicare Limited Unit VII) revised their 
standarci_operating procedure for Analytical Method Validation/Verification (Doc# 

4
SML7t >< >·7 soP/0026-05) to include new specifications for forced degradation testing. 
However, neither your contracting laborato1y nor your fnm conducted retrospective reviews of 
existing analytical methods to ensure continued compliance with the updated specifications for 
following: 

Analytical Method Validation Repo1i ofRelated Substance for l (bH4> I Injection • 
i'bJTil> mg/vial (Doc# AFD/AMV1 (bH"'7FP/RS/098~(b,lil1 

4AnalyJical Method Validation Re[<01i ofRelated Substance for1 (b)<<1> !Tablets r!bX l• 
mg & t6><4> mg (Doc# AFD/ AMV (b)<4>7 FP/RS/099Rll>Hil 
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