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

A) Our review ofparenteral diug product batch records since 2021 found that manual visual inspection 
data for finished parenteral di11g products appeared to be routinely manipulated by your manual 
visual inspectors to stay just below the established rej ect particle liinits set for General parenteral for 
one or more paiiicle defect categories (black paiiicle, white particle, fiber, glass) . Our review found 
a pattern of two practices, which your fom confomed through employee interviews: 

1. A pattern of visual inspection records being altered to change the repo1ied counts from values that 
exceed the individual paiiicle liinits (black paii icle, white paiiicle, fibers, glass) by instead 
repo1i ing these as other categories or removing reported counts from values that exceed limits 
without accounting for the removed value. This would mean there would be no required 
investigation and the inspectors would not be required to fully reinspect the batch. For Example: 

4 4
fbl < ) IInjection USP ~~ mg/ml~~ , Batch No.~b) < ) I(US) . On the visual 
inspection records for three inspectors the originally recorded value was crossed out (handwritten 
slash mark) and the number of rejects was moved to a different catego1y. 
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% 

Limit Yes 

A similar pattern, where reject counts originally exceeding a limit were later altered in one or 
more of the categories for %white particles, %black pa1iicles, %fiber, %seal, %glass, %total non­
paii iculate matter rejection, %total paiiiculate matter rejection, and %total rejection, were 
observed in the following batches: 

J b) <4) Injection ~ mg/~ ml, Batch No .lb)<4) (US) 
~<bl <4) Injection ,t mg/~ ml, Batch No . (b)<4) (US) 
~<b) <4) Injection t mg;t ml, Batch No . (b)<4) (US) 
_(b) <4) Injection tmg)<._ ml, Batch No . (b)<4) (US) 
J b) <4) Injection :t mg{ ml, Batch No . (b)<4) (US) 
_(b)(4) Injection ~ m~ tml, BatchNo. <b)(4) Europe) 
~<b) <4) Injection USP ~~ mg/ml, Batch No. (b) <4) (US) 
_(b) (4) Injection USP :C~l mg/mlJ Batch No. (b) <4l__ (US) 
J b) <4) Injection ~ mcg/ml, ~ atch No . (bll4l~ 

4-_<b_)<_l___ Injection USPlmg/ml, Batch No~ (US) 
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J6>l 4l fuj ection USP ~6>l 4l mcgt'ml, Batch No. (bl (.J) (US) 
Jb) <4) m fuj ection Batcli No. (b) <4) LJ Domesticy 
-_<b_J<_ 4l____ fujection, ~ ml, BatchNo.(b) <4) (Domestic and ROW) 

2. Visual inspection records showed a pattern where visual inspection records for multiple operators 
were identical. Your fum interviewed your personnel, who explained cany ing out this practice to 
make it appear that there were no operator perfo1mance issues (for example, one operator not 
detecting any rejects), by getting together and dividing up what to record on the record, resulting 

4in eve1yone repo1ting the same thing. For Example, for dmg product (b) < ) Solution 
4fujection l~) mg/ml-I~ , Batch No. tb) < ) (Europe), nine different manual visual inspectors 

form J Nferent set of trays inspected had the below identical numbers for all listed categories: 

o. of units 

ariation 

I/loose '(b) <4) 

ent 

SEE REVERSE 
OF THIS PAGE 

EMPLOYEE(S) SIGNATURE 

Rit a K Kabaso, I nvest igat or 
Just in A Boyd, I nvest igat or JustrlA Bo')'CI '".,. 2000358686 

Arsen Karapet yan, I nvest igat or - Dedicat ed '''""" 05-12-2023 X 09 1220 = 
Drug Cadre 

DATE ISSUED 

5/1 2/2023 

FORM FDA ~83 (09/08) PAGE 3 of29 PAGESPREVIOUS EDmON OBSOLEJE INSPECTIONAL OBSERVATIONS 



~ ·

DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS ANO PHONE NUMBER OATE(S) OF INSPECTION 

1 2 420 Parklawn Drive, Room 2032 5/1 /2023 - 5/1 2/2023* 
Rockville, MD 20857 FEJNUMBER 

30031 57498 

NAME AND TITLE OF INOMOUAL TO WHOM REPORT ISSUED 

Kirti Maheshwari, Chief Operating Officer 
F IRM NAME 

I ntas Pharmaceuticals Limited 
CITY. STATE. Z IP CODE. COUNTRY 

Ahmedabad, Gujarat, 38221 0 India 

STREET ADDRESS 

458 Plots 457, Sarkhej - Bavla Highway 
TYPE ESTABLISHMENT INSPECTED 

Drug Manufact urer 

~ otal Rejection ~1 
o. Good Units l~b)l I(4) 

Similar practices for additional batches we reviewed, where identical results were observed in 
the records of multiple operators are listed below: 

Jb) (4) 

~(b) (4) 

~(b) (4) 

4Injection t mg{ ml, Batch No.th 
>< > (US) 

Injection t mg)t ml, Batch No. (b)<4> (US) 
Injection '<m~< ml Batch No. (b)<4> 9rurope) 

(b) (4)- Solution Inject~on ,~} 7 ~ g/ml ~- , Batch No. fi) 4) ·- (US) 
J UJ l4J Solution Injection ,!~! Jmg!ml !.~! , Batch No. (b)<4 

> (US) 
(b) (4) 4- Solution h!iection ~umg/ml<~~ ~) latch No. (bl<> (Europe) 

~(b) (4) 4lnjectionf! m~! nil, Batch ~o. lb) 1 ) (US) 
~(b) (4) Injection (b) mg)(b) ml Batch No (b) <4> (US)

I A.) (4) ' a • t(b) (4) Injection1~mc&fml, Batch No. (b) <4 
> ~ )-

(b) (4) Injection USP~~ mg/ml, Batch No.fbl<4> ,., (US)-, 

This repeated pattern of altering and/or manipulating visual inspection records was obse1ved since at 
least 2021 with multiple visual inspectors and supe1visors involved. The quality unit used these deficient 
records to release batches of diug products to the US market. 

During the cunent inspection, your fom initiated Deviation No. MA/DF/2023/0208, dated May 4, 2023, 
which reads in paii: "Visual inspection reports have alteration ofdata for the categ01y ofdefects 
reported on visual inspection". Reasons for this practice identified in your repo1i include: "correction in 
quantities to keep the category wise rejections within limits to avoid deviation and investigation". The 
deviation also identified "Visual inspection reports having number ofgood and reject units which are 
identicalfor two or more inspectors". Reasons for the discrepancy read in pa1i: "to show uniform 
performance andproductivity among the inspectors". 
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B) Cun ent process controls established to ensure that tablet compression is in a state of control are 
inadequate. For example, 

tb) (4) for tablet rejection is set by the operator at the beginning of a 
campaign. A justifi-c-at.,..io_n_w- as- no_t_p_rovided demonstrating that setting.fbl <4) in this manner will 

4produce tablets of intended quality.I~~ % and~~% low and high b) < ) .---- were observed; 
however, a justification was not provided for the limit selected. fu addition, production personnel 
have authorized access to change parameters when manufacturing of a batch is ongoing. The 
changes are within parameters but are not documented in the electronic Batch Manufacturing Record 
(BMR) as required. Changes on the Programmable Logical Controller (PLC) are captured on the 
"Change Repo1t" which is not attached to the BMR or reviewed by Quality. fu addition, in-process 
checks are not always documented when changes are made to ensure that the change did not impact 
the quality of the tablets being produced. For example, 

1. __.._-.,, _ Table g{~l mg was 
4initiated April 13 <4l . At (b) <) for RHS/S2 changed 

mm to~~~ mm an m-process samp e to ana 
as collected but not tested lmtil (b)<4) . A reason was not documented 

a ·essm testing of tablets in a timely manner. Betwee ---~-qo tb)l 
l6Jl 4l for LHS/Sl and RHS/S2 was being chan 6J <4) 

However, the changes are not documented in the BMR , ,.., 
l , the documentedlb) <4) in the BMR isl ) is 
identi 1ed as a critical process parameter however there is no ocumente Justification 
for the change. Atlbll4) when the as changed back to< , an in-process 
sample for b)l 4l s collected atlbll4) ocumented 
justification was not provided for th ges and why an m-process sample 
was taken after the was retm . 
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2. A lbll4) -batch cam aign ~(b) (.J~ I) was initiated for 
(b) <4) ~ tab on 1b) <4) . (b) <4) challenge was conducted on the 
1<~) batch b) <4) which was mitiated on Apn l 28, 2023, at1<b) <4)7 using a ~~~% 
~-~jection limit. At tui \4)7 , the rejection limit was changed by the operator from ~~% 
toJ~ %. The BMR d_~ not contain a contemporaneous justification for the change. 
A itionally, at (b) (.J) RHS sample was tested per the frequency, however no LHS 
was tested. At~bi \<+J (next in-process sample), LHS and RHS samples were 
obtained. 

OBSERVATION 2 
There is a failure to thoroughly review any unexplained discrepancy whether or not the batch has been 
aheady distributed. 

A)Investigations conducted when rejects from visual inspection exceeded total reject limits did not 
characterize the pru.iicles in rejected vials. They were closed with no root cause and implemented 
no preventive actions: 

I.Deviation MA/DF/2023/0013 -~b)l4) I Injection lot~b)l4) j (US Market, Expiration 
11/24) due to exceeding the total reject limit of~~ % with a result of~~~ %, exceeding the 
individual limit for black paiiicles of~~ % with a result of~! %, and exceeding the 
individual limit for white paiiicles with a result of~~ %. The paiiicles from rejected vials 
were not isolated and identified. The investigation was closed without identifying a root 
cause for the black or white paiiicles. 

2.Deviation MA/DF/2023/0038 - fbl <4) I Injection lot fbl <4) I (US Mru.·ket, expiration 
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12/24) due to exceeding the total rejection limit of~! % with a result of~! % and 
exceeding the individual limit for black paiticles of~! % with a result of[~~ %. The black 
paiticles were not isolated and identified to allow for a thorough root cause analysis. The 
investigation was closed without identifying a root cause for the black paiticles. 

4 43.Deviation MA/DF/2022/0073 -~b) < > I lot (b) < _> _J (European 
Mai·ket) due to exceeding the limit for total paiticulate with a result of~~_j% compai·ed to a 
limit of~~! % and white paiticles with a value of~~~ % compared to a limit of~~! %. The 
product was filled on Linem in the General pai·enteral facility which is used for aseptic 
filling ofUS products. An R&D study confomed the white paiticles in reject vials were not 
product or process related, but did not chai·acterize their composition or identify potential 
sources. 

The batch was reinspected a second time and yielded no additional vials with white paiticles. 
A third 100% visual inspection identified 143 additional vials with white pa1ticles. The 
investigation did not thoroughly evaluate why these vials were not detected during the first 
two 100% visual inspection or the impact to other batches that had been inspected using the 
same visual inspectors. The R&D study did not identify these as paiticles that had 
precipitated from the product. 

4 44.Deviation MA/DF/2023/0019 - fb) < > Injection lot (b) < > (European Mai·ket) due to 
exceeding the total rejection limit of~~- % with a result o~~ %, exceeding the individual 
limits for white paiticle of~~ % limit with a result of~~ %, and exceeding the glass 
paiticle limit ofm % with a result of~~~ %. The product was filled on Line ~t> in the 
General parenteral facility, which is used for aseptic filling ofUS products. The investigation 
did not isolate or identify the white paiticles to allow for a thorough evaluation of the root 
cause. The filling record did not identify any glass breakage events. The investigation was 
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closed with no root cause identified for the white paiiicles or the glass paiiicles. 

5.Deviation MA/DF/2023/0030 - ~b) <4) Injection lotl(b) <4) ( (European Mai·ket) due to 
exceeding the total rejection limit of1~~ % with a result ofc~l %, exceeding the individual 
defect limit for white paiiicle of~~ %w ith a result of~~ % and exceeding the glass 
paiiicle limit of~~! % with a result of~~~ %. The product was filled on Linet in the 
General parenteral facility, which is used for aseptic filling ofUS products. The investigation 
did not isolate or identify the white paiiicles to allow for a thorough evaluation of the root 
cause. The filling record did not identify any glass breakage events. The investigation was 
closed with no root cause identified for the white paiiicles or the glass paiiicles. 

6.Deviation MA/DF/2023/0089 - ~b) <4) I Injection lot (b) <4) I (European Mai·ket) 
due to exceeding the,rejection limit for white pa1iicles of~~ % with a result of~! %. The 

4product is filled into ~6) < ) vials and the investigation identifies the opening of 
the inner pack for these vials as generating paiiicles. There was no chai·acterization of 
paiiicles in rejected vials or from the inner pack to confnm this root cause or preventive 
actions included in this investigation. This product is also manufactured for the US market 
using these vials. 

B)Trending of the visual inspection reject rates is conducted1(b) <4) I, including calculation 
of Cpk and Ppk values. These values were below~~! for all trending in 2021 and 2022 for liquid 
vials tbll4) -7 and General) and ~6Jl 4) (General), demonstrating the process was 
not capable. No action has been taken to investigate the sources of the batch to batch variation in 
reject rates. Additionally, the limits for individual defect categories are evaluated during this 
trending, but have not been adjusted to reflect the historical data . 

C)Non-viable paiiicle count (NVPC) excursions in the Grade A filling ai·eas are not thoroughly 
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investigated to identify root causes or assess the impact on the product and components present 
4at the time ofexcursions, including open vials or fb) < > l, and sterile stoppers. The filling 

machine will automatically stop if the limits are not met fod b) <4> -, , but there 
is no procedure to remove any open containers present at the time of the machine stoppage due 
to the excursion. Examples included: 

4 4I .During the aseptic filling of(b) < > I fujection batch1(b) < > I (US Market, expiration 
,2/26), the limit ofNMT fb) <~ µm paiiicles/cubic foot was exceeded at the NVPC probe 
(b) <4) during filling activities on1(b) <4) 

1- Additional excursions of the NMT~b) (4) l~Lm paiiicles/cubic foot limit were 
4observed during the aseptic filling of this batch at the fb) < ) Iprobe, the probe at 

the ~b)l4) I, and the probe at the1<b) <4> 1-

4 42.During the aseptic filling of(b) < > Ifujection batchl(b) < > I (US Market, expiration 
2/25)_, the limit ofNMT fbl <~ µm paiiicles/cubic foot was exceeded at the NVPC probe 
lb) <4> during filling activities onl(b) <4> J 

I 
IAdditional 

excursions of the NMT[b) <4) l~Lm_J)a1iicles/cubic foot limit were observed during the 
aseptic filling of this batch at the ~b)(4

) Iprobe, the probe at the ~b)(4
) I, 

and the probe at the ~b)l4) 1-

fujection batch ~b)l4) I (US Market, 
expiration 6/25), the limit ofNMTl(b) <4) 

3.During the aseptic filling offbl <4> 

µm paiiicles/cubic foot was exceeded at the 
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NVPC probe (b) <4> 35 times while filling was occmTing on July 26, 
2022. ------------

D)There have been no effective measures taken to investigate sources and reduce the occurrence of 
spore forming organisms in the aseptic processing areas. For example, there have been 786 
identifications ofspore fo1ming organisms in the General Parenteral Facility and 342 
identifications ofspore fo1ming organisms in the l6>l4> Parenteral manufacturing from 
Januaiy 2020 to April 2023. 

E)fuvestigation MA/DF/2022/0080 into (b) <4> ____,._____mg 
tablets batch (b) <4> did not evaluate t e actual parameters set by the product10n operator 
duringJb) <4> fu additi?n, adequacy of the established sampling process was not evaluated. 
lb)<4> for Lotf during{b)<4> was~~) %w/w, specification:<~> %w/w to 
~~! %w/w. The operator failed to identify that a deviatio~)had occmTed and roce}~ed with 
(b)<4> . The batch was released based on (b) {.J) meeting in-process 
speci 1cabon and the final batch meeting specificat10n. Additional Lott samples were sent for 
testing; however, the investigation fails to address sample size selection or result variation 
between the initial ce1iificate of analysis and the additional samples. The release CoA is dated 
October 6, 2022, with (b)<4> Jre~uld~~ ppm. The additional test of Lot~b was 

4approved October 19, 2022, with (b) < > result of(b)l4) ppm (specification NMT (b)<4>ppm). 

F)fuvesti ation MA/DF/2021/0086 for rou_gli surfaces being observed while tb)<4> lot~15 of _ 
lb)<4> ..---..-•.---mg tablets batch (b) <4> failed to include an evaluation of the (b)<

4> , 
4(b)< > and time set by the operator. Gradual increase or decrease of these parameters are left 

,to the operator 's discretion. fu-process samples Q~ tablets) collected to evaluate unifo1mity of 
(b)<4> on the tablets have no scientific basis. It is unknown when the batch samples began 
trending out of specification for roughness as the operators document "ok" for physical 
appeai·ance. The investigation was not extended to Lot~ which was manufactured before Lott . 
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Per Quality, Lot1ti was released for distribution on October 30, 2021, based on the lot meeting in-
process and finished product specifications. Lot1~ was released for distribution to the US Market 
without assessing dissolution and impact of inhomogeneous~~ on efficacy and quality of the 
batch. This batch was not charged on stability. 

Visual inspection of the tablets was conducted using equipment S-1246. 7,967 tablets were 
rejected from Lot~. According to production, only the major defect catego1y is captured in the 
batch record. The number of tablets with rough surfaces from the reject tablets is unknown. 

G)Approximately 206lbll4) Jcomplaints recorded between Janua1y 2020 to May 1st, 2023, 
due to "odor" or "smell" are not fully evaluated to detennine the root cause. In July 2020, R&D 
conducted a literature review and determined that odor in the finished is due to ~b) <4)7 being 
present in the Active Phaimaceutical Ingredients (API). A scientific justification was not . 
provided for failure to evaluate the API being used in the process for concentration of~b) <4)7 . 
In December 2022, another literature review was conducted which dete1mine that the odor smell 
is due to ~bll4~ in the API and~bll4) j degradation in the finished product. 
To date, the API used to manufacture the finished product has not been evaluated for~6ll 4)7 
concentration nor the finished product analyzed forfbl <4)7 _ 
In~b) (.Jfl , the preapproval supplement subinitted to the Agency for the API process change 
was approved. Presently, the old and new product codes en4l =1 and~b) <4l I) of 
the API ai·e used to manufacture product. A statistical analysis has not between conducted to 
evaluate variation between the old and new API process. 

H)US Mai·ket Complaint MA/MC/2022/0541 for batch fbl <4l I ofl(b) <4) )Cream USP1~% 
repo1ted the cream was "liquified". During the complaint investigation, retain samples were not 
tested for viscosity. 
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DWhen endotoxin tests are invalidated due to suitability failure, a note is written on the record and 
tests are repeated, without documenting a Laborato1y Incident according to the MA/GQC/00073 
"Handling of Laborato1y Incidents" to allow for tracking, trending, or investigation of a root 

cause. 

OBSERVATION 3 
Your fnm 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. 

A) Process validation studies executed to assure intended di11g quality is achieved are 
inappropriately designed and executed. For example, 

1. All1!~~ process validation fodb) <4) _f)1!mg 
qtb) (4) ) fail to 

contain scientific justifications for the establishment of: (b) <4) ,~~fo1mitv sample size and 
frequency, %RSD established for inter batch variability~and< ll4) Iand f6ll4) 

1fbl <4) -1and increase or decrease offb) <4)1 for the b) <4) I is left to 
the discretion of the operator. For example, 

~ atch(b) <4) !Batch (b) <4)I
'(b)l4) I }6ll4) 7 b)l4) (6)14) '(b) (4) ~ b)(.J) I
(b) (4) UJ\'+ } 

Quality has not evaluated the inconsistent parameters used against the results obtained. In 
addition, the sampling size fod b) < 

4)7 tablets used is not statistically sound. Fmi he1more, 
variation between batches has not been evaluated. No documented evidence was provided to 
assure unifo1mity of the l(b) <4) Itablet~i .Investigations MA/DF /2022/0080 
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and MA/DF/2021/0086 have been initiated to address (b) <4> afte1J b>l4>------ -------and rough tablets being observed. 

2. (b)(4) Tablets USP1<~> mg process validation (PVR-GS-2391-01 
approved Fe maiy 7, 2020) fails to esta~i1sh statistically sound sampling plans (~6)l ~ 
uniformity, content unifonnity, dissolution etc.), %RSD for inter batch results_, minimum and 
maximum batch size for compression (b) (4) , and inconsistent (b)(4) and (b) (4) which 
is detennined b the production operator. For example, compression 1s perfo1med on a~l 

4

fb) < > percent of the commercial batch size was used to 
4compress tab ets at minill¼um ~b) < > pand maximum ~b>l4> ) l6>l 4> . There is no evidence 

demonstrating that use of~~! % (b) < > is representative of the commercial batch size. For both 
minimum and maximumtb) (4) in-process sample was collected and analyzed after 

4machine. (b) < > 

4>machine setup. Tablet weight, thickness, hardness, and content unifo1mity ((b) < 7 
sample) was not evaluated throughout the minimum and maximum batch nm. The 
established parameters for commercial batch size is (b) (4) to (b) (4) . No justification was 
provided to demonstrate that manufacturing of tablets using the minimum and maximum 

4tb) < > will produce dmg products with the intended identity, strength, quality, and purity. fu 
addition, there is no statistical evaluation measuring repeatability and reproducibility 

4

between batch-to-batch variation. 

3. Process validation studies have not included establishment of criteria to evaluate intra-batch or 
inter-batch variability. For example: 

a) lb) (4) Ointment~~l %~~~ g: 

The content of_-__,,.__,..... impurities (limit ofNMT ~~l %) showed inter-batch variability 
with higher va ues or ate > with a range of thei es from~l %-
lb) % compai·ed to tb) % % for batch and1 % for batch 
(4) ' .(4) 
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tb) (4) 

The content of all ~ther total impurities (limit of NMT ~ l %) showed intra-batch 
variability in batch (b)<4) with thel:~ sample below the detection limit and the 
finished product sample at ~~! %. There was inter-batch variability as the highest total 
impurity level for batch tb)(4) was (b) % and for batch lb)(4) was l(b) %. 

:cA> ---- · tC4l 

limit NMT~~ %) varied from ~ l % on the finished product sample 
to [(b) % for the tb) sample of batch (b) (4) 

----- k4> · .C4l -----· 

Variation in viscosity was not considered. Only lb)<4) samples were tested for----viscosity. 

b) tb)(4) Ointment~~l %~~~ g: 

4The tb)< ) (limit ~ T ~~!~ showed intra-batch variability with the sample from 
batch (b) (4) having a (6Jl 4) at the l(b) of filling ofl(b) % while the l(b)· IA\ ___ ~A\ > · ~~) 

sample was 1(b) % Batch lb) <4) had a (b) <4) at the r(b) of filling off( ' %'"-, · ----...,,..- · m l4l ,4while the (b)< ) sample was~~! % . There was no evaluation ofwhy the initial samples 
appeared to have a higher (b) <4)------
Variation in viscosity was not considered. Only lb)<4) samples were tested for----viscosity. 

B) Qualification of the visual inspection process has not utilized challenge defect vials with known 
paiiicle sizes representative of the typical defect types observed during visual inspection (black 
paiiicle, white paiiicle, fiber, and glass paiiicle) to determine the threshold that the process can 
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detect. 

1. Defects kits used during qualification of the~6>l4)7 automated visual inspection equipment 
used rejected vials taken from previous batches, without knowing the size of the pru.iicles. 
This equipment has been used to visually inspect~b) <4) 1ml and ~bll4) -7ml 
batches for the US market. 

2. Defect kits used during qualification of the manual visual inspectors includes vials containing 
pru.iicles ofunknown sizes and a standru.·d containing a fbl (.J) l~Lm pru.iicle 
that is not representative of the types ofdefects typically detected during visual inspection. 

Additionally, reference defect librru.·ies have not been established. 

C) Annual Product Quality Reviews lack statistical evaluation to identify outliers and trends that 
will recognize and investigate variability in the process. For example: 

1. In the ~bll4l I Injection Annual Product Quality Review there was no fmi her 
investigation into why three batches had higher Impurity ~b levels, one batch apperu.·ed to be 
an outlier for filling time, and there appeared to be shift in the~b>l4l I testing results. 

2. The ~bll4l ICream Annual Product Quality Review recognized variability in the 
viscosity data, but did not thoroughly evaluate the causes for the variability. 

OBSERVATION 4 
Procedures designed to prevent microbiological contamination of diu g products pmpo1iing to be sterile 
did not include adequate validation of the aseptic and sterilization process. 
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4A) tb) < ) - .-----. ----,.; 1s used to suppo1t (b) (.J) 
liiiished 11&,product. The adequacy o sterilization for areas that could be considered worst case 
locations for (b) <4) OP-018 and OP-125 is unknown. For example, 

1. t6Jl4l OP-018 e <"l---i Sterilization) located on parenteral line-tl is equiQ ed with 
a 1~ mm (b) <4) transfer po1t. Tu~ (b)14l transfers open/empty vials from the tbll4) to the 
mobile filling (b)(4) . Perfo1mance qualification executed using PQR-OP-018-12/06 fails to 
ensure adequate sten lization of the tb)<4) . Chemical indicator and biological indicators were 

4 4not .placed at the I~~ of the (b)<) transfer po1t for (b) <) based on equipment 
design. 

2. lb) <4) OP-125 is equipped with a ~~~ mm lb) <4) transfer po1t lb)<4) . The po1t is 
4used to transfer components to the filling lb) <4) . During iu) (.J) sterilization, the tb)<~ po1t is 

4opened for I6Jl4) . fbl <)\ qualification conducted on November 2, 2022, fails to 
address adequate sterilization at the.Jl of the po1t. Based on the equipment design, them of 

4the (b) <~ po1t was not assessed as one of the worst-case locations. Additional_!y, on May 9, 
2023, an overlap/folding of the tb)<4) was observed near the area where the lb)<4) attaches 
to the lbll4) . The I6Jl4) has been in this condition since November 7, 2020. tbll4) 

4qualificat10n conducted November 25, 2022, failed to address adequate tb) < ) sterilization of 
the overlap/fold. 

B) There is no assurance that your process simulation studies (media fills) perfo1m ed in your 
4tb) < ) Block and General Parenteral Block are representative of the cmTent commercial 

manufacturing operations. The validation plans for your media fill studies do not appear to 
adequately inco1porate the nature and frequency of interventions inco1porating worst-case 
activities and conditions with respect to operator interventions, such as stait and stop time of 
interventions perfo1m ed and the total time for interventions perfo1med during media fill and 
commercial batches. Additionally, per SOP No. MA/GQA/00061 -5, titled "Aseptic Process 
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Simulation (Media Fill)", effective date 03/27/2026 describes qualification activities for 
operators to include "at least any ~l of the critical interventions where there is high risk of 
contamination due to the activity perfo1med", however, your media fills study reports do not 
document/verify the perfo1m ance of the corrective and non-con ective (routine) interventions 
canied out by each operator. 

C) There is no evaluation of the air flow patterns in the fb) (.J) __J LAF where tb)(4) of~!~ 
L I are unloaded from the Mobile LAF into a Grade B area before transfer into the 
filling RABS on Line .~l in the General Parenteral facility. The mobile LAF has not been 
evaluated under dynamic conditions during the smoke studies. 

OBSERVATION 5 
Aseptic processing areas are deficient regarding the system for cleaning and disinfecting the room and 
equipment to produce aseptic conditions. 

4>1.A (b) < 7 machine is used to apply the sporicidal disinfectant in the Grade B areas of the aseptic 
filling rooms. The process was qualified in a non-representative room in the microbiology 
laborato1y and not in the aseptic filling rooms where it is used. The study could not evaluate if 
the air flow, equipment, or room design allow for the sporicidal to effectively cover all surfaces 
using th~b)l4) l 

2.Blue wipes used for cleaning and disinfection of surfaces in the aseptic areas were observed to 
have loose fibers and fraying threads. 

OBSERVATION 6 
Aseptic processing areas are deficient regarding the system for monitoring environmental conditions. 

The~b)(4) IRABS on General Parenteral aseptic filling Line~~~ is where the sterile stopper bowl and 

SEE REVERSE 
OF THIS PAGE 

EMPLOYEE(S) SIGNATURE 

Rita K Kabaso, Investigato r 
Justin A Boyd , Investigato r JustrlABo')'CI ".,. 2000358686 

Arsen Karapetyan, Investigato r - Dedicated '''""" 05-12-2023X 09 1220 = 
Drug Cadre 

DATE ISSU ED 

5/1 2/2023 

FORM FDA ~83 (09/08) PAGE 17 of29 PAGESPREVIOUS EDmON OBSOLEJE INSPECTIONAL OBSERVATIONS 



DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS ANO PHONE NUMBER OATE(S) OF INSPECTION 

1 2 420 Parklawn Drive, Room 20 3 2 5 / 1 /202 3- 5 / 1 2/2023* 
FEJNUMBERRockville, MD 20857 
3003157498 

NAME AND TITLE OF INOM OUAL TO WHOM REPORT ISSUED 

Kirti Maheshwari, Chief Operating Officer 
FIRM NAME 

Intas Pharmaceuticals Limited 
CITY. STATE. ZIP CODE. COUNTRY 

Ahmedabad, Gujarat, 38221 0 India 

STREET ADDRESS 

458 Plots 457, Sarkhej - Bavla Highway 
TYPE ESTABLISHMENT INSPECTED 

Drug Manufacturer 

exposed sterile stoppers are located throughout aseptic filling. There is a lack ofscientific rationale for 
only collecting~~! non-viable pa1t icle count in thistRABSfb) <4>7 during aseptic filling operations. 

OBSERVATION 7 
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. 

GMP related computerized systems and equipment have not been validated/qualified to demonstrate the 
suitability of computer hardware and software to perfo1m assigned tasks. For Example: 

A) The fnm has initiated an assessment to evaluate data integrity controls for your manufacturing 
equipment in fb> <4>1 and general parenteral blocks per Protocol No. ISP/2022/0190, titled 
"Protocol for Review and Impact Assessment of Quality System", dated 12/29/2022, where 
deficiencies regarding individual access controls and privileges, restrictions for changing clocks, 
saving electronic data, and audit trails have been identified. However, the quality unit has not 
implemented interim controls as a result of this assessment. For example: 

1. Your fnm operates ~bll4)7 po1table non-viable paiticle monitoring equipment used to perfo1m 
and generate test data for non-viable paiticle (NVP) count used in environmental 
monitoring/cleanroom qualification activities in class B, class C, and class D areas in suppo1t of 
,~eneral and ~b) <4> parenteral manufacturing operations. During our review ofyour {b) {.J) 

4f >< > Iequipment and softwai·e, it was observed that the fnm was 
not aware of the equipment data storage capability and consequently does not review or backup 
the electronic data generated and stored on the equipment, only using printer printouts as primaiy 
data. Per your fnm's management, the data capability storage for this equipment is up to 1000 
tests, after which the data is ove1w ritten with the most recent data . After our identification of 
this discrepancy during the inspection, your fnm initiated a deviation investigation . Your 
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preliminaiy review of this data during the inspection resulted in instances where some electronic 
data from the equipment does not appear to have been attached to data packages where testing 
was perfo1med. 

2. Your fnm operates~bll4) leak test equipment used to peifo1m container closure integrity 
testing for products manufactured in your general and~bn4i-7 parenteral manufacturing 

4facilities. During our review of your fbl < ) Iequipment and software, it was observed 
that the fnm was not aware of the eqmpment data storage capability and consequently does not 
review or backup the electronic data generated and stored on the equipment, only using printer 
printouts as prima1y data . Per your fnm's management, the data capability storage for this 
equipment is only one test, after which the data is ove1w ritten with the most recent data. 

3. Your fnm operates fbl <4) I filter integrity test equipment in support of general and bll4 l 
parenteral manufacturing operations. During our review of the fbl <4) 

equipment and softwai·e, it was observed that the fnm was not awai·e of the equipment data 
storage capability and consequently does not review or backup the electronic data generated and 
stored on the equipment, only using printer printouts as primaiy data. Per your fnm's 
management, the data capability storage for this equipment is up to 200 tests, after which the 
data is ove1w ritten with the most recent data. 

4. Your fnm operate{bll4) I integrity test equipment in suppo1i of general and 
lb) prr7 pai·enteral manufacturing operations. During review of the equipment and Linux 
so~ it was observed that the fnm does not review the electronic data generated and stored 
on the equipment, only using the printer printouts as primaiy data. 

B) The fnm has initiated an assessment to evaluate data integrity controls for your laborato1y 

SEE REVERSE 
OF THIS PAGE 

EMPLOYEE(S) SIGNATURE 

Rit a K Kabaso, I nvest igat or 
Just in A Boyd, I nvest igat or JustrlABo')'CI ".,. 2000358686 

Arsen Karapet yan, I nvest igat or - Dedicat ed '''""" 05-12-2023X 09 1220 = 
Drug Cadre 

DATE ISSU ED 

5/1 2/2023 

FORM FDA ~83 (09/08) PAGE 19 of29 PAGESPREVIOUS EDmON OBSOLEJE INSPECTIONAL OBSERVATIONS 



DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS ANO PHONE NUMBER OATE(S) OF INSPECTION 

1 2 420 Parklawn Drive, Room 2032 5/1/2023- 5/12/2023* 
Rockville, MD 20857 FEJNUMBER 

3003157498 

NAME AND TITLE OF INOMOUAL TO WHOM REPORT ISSUED 

Kirti Maheshwari, Chief Operating Office r 
F IRM NAME 

I ntas Pharmaceuticals Limited 
CITY. STATE. Z IP CODE. COUNTRY 

Ahmedabad, Gujarat, 38221 0 I ndia 

STREET ADDRESS 

458 Plot s 457 , Sarkhej - Bavla Highway 
TYPE ESTABLISHMENT INSPECTED 

Dr ug Manufact u rer 

equipment, however the quality unit has not implemented interim controls as a result of this 
assessment. The titrator instmments are standalone systems used for ~b) <4) I 
and assay testing. The instmments have the ability to electronically store results data, but this 
function was not utilized until just recently during the inspection. fustead, the process relied on the 
paper printouts without having any second check that can ensure all print outs are maintained and 
repo1ied. 

OBSERVATION 8 
Routine checking of automatic, mechanical and electronic equipment is not perfo1m ed according to a 
written program designed to assure proper perfo1mance. 

A) Periodic perfo1mance qualification is not adequately perfo1med to ensure thai~l of the! ~~ 
automated visual inspection machines are perfo1ming as intended. Per MA/G AT00016- , 
perfo1mance verification is conducted "as expected under simulated real-world conditions". 
However, evaluation of the qualification documents revealed that periodic verification is 
conducted using operation qualification parameters, which include evaluating the physical 
condition of the machine, operational ranges, and safety features of the equipment. A logical 
explanation was not provided demonstrating that the cunent periodic perfo1mance process is 
suitable. During initial perfo1mance qualification, a defect kit was generated however, 
qualification conducted was inadequate. For example, 

1. ~b) <~ S-1248 qualification repo1i (PQR-GS-1248-01) approved on May 26, 2016, failed 
to include assessment ofrot surface, color, and shape variation. Specifically, for the 
round1(b) <4) I tablets, mdefect tablets were created and challenged on the 
equipment. A justification is not provided for the quantity selection for each defect or 
detailed instiuftions on how the defect kit will be generated. After challenge of the }~i 
defect tablets, (bll4) tablets were mn on the equipment: for mnt, 165 tablets were 
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rejected andlbll4) were passed as good tablets. The good tablets were not inspected to 
ensure that efects were adequately removed. The equipment was not challenged for 
printed tablets. The equipment is used to visually inspect printed tablet. Periodic 
qualification which consists of checking the equipment and safety features was conducted 
on June 3, 2022, under protocol EPQR-GS-1248-02/01. A logical explanation was not 
provided demonstrating how the cunent process simulates actual manufacturing 
conditions where tablets are inspected by the equipment and released for distribution. 

Perfo1mance qualification for the following visual inspection machines were qualified as 
the example given above: fbl <4) I 

I 
I 

2. Specifically, fbl <4)7 S-1246, perfo1mance verification repo1i PQR-GS-1246-02 was 
approved on December 6, 2022. The qualification conducted is inadequate as the quantity 
sample size for each defect is not selected based on historical trend data. Printing defect 
was not paii of the evaluation. Additionally, evaluation of thickness and shape vai·iation 
is inadequate. Fmihe1more, the inspected tablets which were considered free of defects 
were not physically inspected to ensure defected tablets are removed. 

Prior to commercial batch visual inspection, the visual inspection machine is challenged with~~~ 
defect tablets. However, this evaluation fails to include defects containing rough surfaces, color, 
or shape variation. Additionally, production operators confomed that only the majority defect 
rejection catego1y is documented in the batch record . Examples of complaint investigation 
documented regarding foreign tablets include MA/MC/2019/0458, MA/MC/2021/0221, and 
MA/MC/2023/0036. 

B) hlstallation, operation and perfo1mance qualification is not conducted afted 6ll4)7 tablet testers 
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are moved around inl(b) (4) JDo,sa~e_).. . After initial qualification, the location of the testers 
not fixed and can move around the ~b) 4) _J rooms. When the equipment is moved, 
installation, operation and perfo1mance qualification is not conducted. Calibration verification is 
perfo1m ed on the equipment. A scientific justification illustrating that calibration conducted is 
equivalent to perfo1mance qualification and that the equipment will function as intended was not 
provided. On April 20, 2023,{b){.J) tablet tester S-1202 was moved from general compression 
IPQC area to ~6J <4) j area. Calibration was perfo1med on the equipment on April 20, 
2023 at 3:24PM. At 3:33PM the equipment was used to test (bl (4) _j batch (bl:ro 
,(Domestic Marke!).. Samples taken for in-process tests failedfbl (4) Ispecifications: 1~! to 
(b) (4) results: fbl (4) 1- Deviation investigation MA/DF/202;,vo178 (interim was 
initiated for the contmuous out of specification. Per the investigation 'fbl (4) Ishall be 
released after satisfacto1y finished product result." 

C) Your fnm operatesfbl (4) Ipo1iable non-viable paiiicle monitoring equipment used to perfo1m 
and generate test data for non-viable pa1iicle (NVP) count used in environmental 
monitoring/cleanroom qualification activities in class B, class C, and 9,lass D ai·eas, fbl (4)7 leak 
test equipment used to perfo1m container closure integrity testing and{bl (4) Ifilter integrity 
test equipment in suppo1i ofgeneral andfbl <4~ parenteral manufactunng operations. The 
qualification of these equipment have not been adequately perfo1med, with at least one 
equipment in usage since the year 2011 . As a result, the Quality Unit has not demonstrated the 
suitability of the equipment to perfo1m assigned tasks and has not reviewed the elecb'onic data 
since the implementation of these equipment. 

OBSERVATION 9 
The responsibilities and procedures applicable to the quality control unit are not fully followed. 

Your Quality Unit has not been effective in cany ing-out its duties of ensuring that diu g products are 
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manufactured in accordance with cmTent good manufacturing practices (cGMP) to ensure safety, 
efficacy, purity, and overall quality of diug products manufactured at your fnm. This is demonstrated 
by observed deficiencies in your Quality Unit responsibilities related to controls on review of production 
data, conducting investigations and assessments, and conducting activities per written procedures. The 
inspectional observations listed on this fo1m document that your fnm have not perfo1med the adequate 
assessments/reviews to ensure the quality of di11g products manufactured and tested at your fnm. For 
Example, but not limited to: 

Superviso1y oversight over quality/production unit operations and laborato1y electronic system and data 
is deficient. For example, 

A)During the inspection, we observed multiple incident repo1is where HPLC and GC testing 
operations were intenupted during testing. At times, due to these inte1n1ptions and the 
investigation process, fresh sample preparations were prepared for testing, in which at least one 
incident fresh preparations were prepared for related substance testing even though the initial 
standard and sample solutions were within expiiy time, without adequate justification. Your 
fnm perfo1med an assessment of chromatography system intenuptions during the cmTent 
inspection, Repo1i No. ASR-LCE-01-23-01, titled "Repo1i for the Retrospective Assessment and 
Investigation of Laborato1y Incidents due to Communication EITors", dated May, 9, 2023, 
however this assessment does not consider laborato1y incidents in categories such as "data 
processing eITor", "hardware eITor", "power failure", and "software malfunctioning", for which 
your fnm has initiated approximately 200 such laborato1y incidents for the since Januaiy 2022. 
As a result, your fnm has not demonstrated understanding of the different types of 
communication eITors and cii·cumstances which may lead to inte1n1ptions. 

B)The Quality Unit lacks adequate control over the issuance of worksheets and logbooks in suppoli 
of manufacturing operations which are pmpo1ied to be controlled by your quality unit under SOP 
No. MA/GQA/00047-5, titled "Issuance and Reconciliation Procedure for Log book, Register, 
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Worksheet and Loose fo1m", effective date 03/29/2023. For example, during the inspection, we 
observed that visual inspection fo1ms for vial and ~~ products are issued to your general 
parenteral production without adequate QA control, in that production personnel are responsible 
for storge, issuance, and reconciliation of these fo1ms. 

C)Your fnm maintains and utilizes Chromeleon Enterprise 7.2 SR5, a networked chromatography 
data software system, which is used to perfo1m HPLC and GC testing for raw material, in­
process, and non-sterile and sterile finished dmg product testing. Your cmTent data is organized 
under a "FP" folder for finished product, with each sample set followed by the next sequentially, 
making data review inefficient during the inspection. There is no consideration for adequate data 
review procedures, which include an adequate organization of test data with respect to different 
products or different types of tests. This practice is a gap in your Data Integrity Program. 

D)There 1s no adequate data integrity program m place to include a statistically sound 
comprehensive review of all electronic data by the Quality Assurance Unit for standalone and 
network systems, to ensure completeness, consistency, and accuracy of all chromatographic and 
non-chromatographic electronic data generated by the Quality Control Laborato1y . Specifically, 
per your fnm's procedure, only QC unit personnel perfo1m review of electronic data, after which 
the Quality Unit completed a hardcopy checklist confnming QC review. No electronic data is 
reviewed by the Quality Assurance unit, whether batch to batch, or an established time frame. 

E):qit ><4> I Dosa~ < {b) <4> I testers are used to analyze in-process tablet samples for 
f )<

4> I of compressed tablets. Between April 1 to 10, 2023J bll4>7 
system contained the following instances that were not reviewed by quality to ensure that data 
generated and repo1ied is accurate: Balance time out eITor, 201 times; and Magazine not in inner 
position eITor 28 times. 
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F)In-process batch results captured in the lbll4l system for an entire batch are not reviewed by 
quality. This data captures the number of in-process tests staiied for the entire batch. 
Specificallyr. on Janua1y 11, 20!:11-following measurement were initiated for (b)<4) 
~~! mg batch fbl <4) I:at1(b)<4) LHS analysis was staiied (measurement not tmished , 
another LHS sample was staiied at lo)<4 l (measurement not finished), and at fbl<4) RHS 
measurement was staiied (measurement not finished). Measurements for LHS and RHS were 
captured at~b)<4r7 .In-process quality assurance and production personnel failed to provide a 
reason or explanation why the equipment failed to complete a measurement. 

When a specific in-process timepoint analysis is completed, a repo1i is generated, and the results 
are manually entered in the electronic Batch Manufacturing Record. The pdf of the in-process 
results generated is attached to the BMR, however the pdf is not reviewed by the reviewer. 

OBSERVATION 10 
Equipment and utensils ai·e not maintained at appropriate intervals to prevent containination that would 
alter the safety, identity, strength, quality or purity of the diug product. 

A)The (b) <4) Jassociated with (b) (.J) Line l:~were not sealed to the wall on May 1, 
2023. Air coufcl be felt moving from t e Grade A side o the wall, where ~6ll4) Ivials 
are loaded, to the Grade D technical area along the sides of the1<bll4l 1-

B)The fbl<
4
l J for fillinr (General Facility) had a Inissin~ ~arjt andLf]~~ 

incompletely mstalled gaskets in the 6l <4) zone, which ai·e intended to seal the b) 4) zone 
from the Grade C room. 

C)There was a gap in the cover intended to protect the vials from the Grade C environment after vial 
washing, before entering the ~6ll4) 1-
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OBSERVATION 11 
Equipment used in the manufacture, processing, packing or holding of drng products is not of 
appropriate design to facilitate operations for its intended use. 

The aseptic filling rooms Lines fbl <4) I in the1<bH4l Iparenteral facility are not designed to 
permit viewing of all aseptic operations via windows or alternatives, such as cameras. For example, 

4~b) <) I loading cannot be appropriately viewed for any of these lines. 

OBSERVATION 12 
The procedures for the annual quality standards record evaluation are deficient in that they do not 
address a review of a representative number ofapproved and rejected batches. 

The cunent process metric used to annually evaluate product quality consistency is inadequate. Annual 
product reviews are conducted using procedure MA/GOA/00015 which fails to address inter and intra 
batch variation. Section 7.7 indicates that a statistical evaluation (95% confidence interval) is evaluated 
for ~}~~ batches manufactured within the APQR review year. Quality affiimed that ifless than ~~ 
batches are manufactured consecutively for multiple years a statistical evaluation will not be conducted. 
Specifically, for solid dosages, a statistical evaluation is conducted for fbl <4) Iassay, and finished 
product weight and assay. Quality failed to provide a scientific justification why other parameters such 
are impurities are not evaluated. In addition, there is lack ofknowledge regarding application of 
confidence interval to the analytical data during evaluation. For example: 

~b) <4) 1mg 2022 review year,~) ba,tches were manufactured. Confidence Interval (CI) was 
applied by comparing the mean average of the I~! batches and whether the mean average is above 95%. 
A CI fo1mula was not applied to the results to dete1mine variability. Similar examples were noted with 
Annual product quality reviews for: l(b) <4) 1mg, review year Oct 2021 to Nov 2022 
(MA/PQR/ 2022/1160); and1Cbl <4l I Tablets usr m mg, review year Oct 2021 to Sep, 
2022 (MA/PQR/ 2022/1051). 
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OBSERVATION 13 
Procedures designed to prevent objectionable microorganisms in diug products not required to be sterile 
are not. 

There is no routine identification of the microorganisms recovered from the purified water system to 
understand the microbial flora. Identification to a genus and species level occmTed l6>l4) during 2022 
and has not occuned in 2023. 

There is no finiher investigation when Gram negative organisms that could produce biofilms were 
identified in the purified water systems, including: Burkholderia kururiensis, Ralstonia pickettii, 
Acinetobacter baumannii, and Sphingomonas paucimobilis. After initial identification, these organisms 
are considered n01m al microbial flora of the water systems and if similar colony morphology is 
observed again, there is no identification perfo1med. Purified water is used in cleaning of equipment 
used in areas that manufacture non-sterile finished diugs, includingl(b) <4)7 preparations. 

OBSERVATION 14 
Procedures for the cleaning and maintenance ofequipment are deficient regarding the removal or 
obliteration of the previous batch identification. 

On May 1, 2023, during the inspectional walkthrough of General lb) (4) IDosaget, a non-dedicated 
fbl <4!] container (ID: 803) used to store raw material was observed to contain whitish residue. Per the 
displayed status label, the container was cleaned on May 1, 2023, prior to the inspectional walkthrough 
with a clean hold time of ~bll4) j. The label shows that the equipment was verifie1 clean by the 
production supervisor on May 1, 2023. Per production, raw materials are placed in a lbll4l bag and then 
placed in the fbl <4)7 container wliich is then transfened to the manufacturing area. Traceability of 
potential products stored in the (b) <4) is unknown as a usage log is not kept. An assessment has not been 
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conducted evaluating the efficiency of cleaning and possible cross-contamination of raw materials . 

OBSERVATION 15 
Laborato1y records do not include complete data derived from all tests, examinations and assay 
necessa1y to assure compliance with established specifications and standards. 

Environmental monitoring samples were not counted accurately. On May 1, 2023, our review of plates 
4from (b)<> QC microbiology laborato1y that had been counted by your analyst found the repo1ied 

result to be less than the number of colonies on the plate. This was an interim reading. For example: 

4 4 4A) Point (b) <> , Aseptic area (b)<> -4, settle plate in the Grade C area of~b) <> 
4 4manufacturing Line~~, associated with aseptically filled batch (b)<> of (b) <> Injection 

on April 27, 2023. The repo1ied result was "Nil", but the plate was observed to have 2 CFU, 
which the analyst had marked with a marker upon reading. 

B) Point1<:> Right Hand personnel monitoring sample from Grade C area of lb)<4> 
4manu¥i cturing Line~~, associated with aseptically filled batch lbll4) of(b) <) Injection 

on April 27, 2023. The repo1ied result was I CFU, but the plate was observed to have 2 CFU. 

C) Point1<:> Chest, personnel monitoring sample from Grade C area of lb) <4> parenteral 
4 15H4manu¥i cturing LineJ~, associated with aseptically filled batchl(b) <) of < ) Injection 

on April 27, 2023. The repo1ied result was 3 CFU, but the plate was observed to have 6 CFU. 

D) Point1<:) Elbow, personnel monitoring sample from Grade C area of lb) <4> parenteral 
4manu¥i cturing LineJi, associated with aseptically filled batch (b) <) of \UJ 4) Injection 

on April 27, 2023. The repo1ied result was 2 CFU, but the plate was observed to have 4 CFU. 

SEE REVERSE 
OF THIS PAGE 

EMPLOYEE(S) SIGNATURE 

Rit a K Kabaso, I nvest igat or 
Just in A Boyd, I nvest igat or JustrlABo')'CI ".,. 2000358686 

Arsen Karapet yan, I nvest igat or - Dedicat ed '''""" 05-12-2023X 09 1220 = 
Drug Cadre 

DATE ISSUED 

5/1 2/2023 

FORM FDA ~83 (09/08) PAGE 28 of29 PAGESPREVIOUS EDmON OBSOLEJE INSPECTIONAL OBSERVATIONS 



DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS ANO PHONE NUMBER 

1 2 420 Parklawn Drive, Room 2032 
Rockville, MD 20857 

NAME AND TITLE OF INOMOUAL TO WHOM REPORT ISSUED 

Kirti Maheshwari, Chief Operating Officer 
FIRM NAME 

I ntas Pharmaceuticals Limited 
CITY. STATE. ZIP CODE. COUNTRY 

Ahmedabad, Gujarat, 38221 0 India 

OATE(S) OF INSPECTION 

5/1 /2023 - 5/1 2/2023* 
FEJNUMBER 

30031 57498 

STREET ADDRESS 

458 Plots 457, Sarkhej - Bavla Highway 
TYPE ESTABLISHMENT INSPECTED 

Drug Manufact urer 

manufacturing Line:~, associated with aseptically filled batch fbll4) j of(b) (4) Injection 
on April 27, 2023. The repo1ied result was 3 CFU, but the plate was observed to have 6 CFU. 

F) Point1Cb) Chest, personnel monitoring sample from Grade C area of(b) <4) parenteral 
manut~cturing Line~i, associated with aseptically filled batcb(b) <4) offbl <4r7 Injection 
on April 27, 2023. The repo1ied result was 6 CFU, but the plate was observed to have 8 CFU. 

OBSERVATION 16 
The accuracy, sensitivity, specificity and reproducibility of test methods have not been established and 
documented. 

Your fnm has not perfo1med analytical method validation of inhouse test methods and verification of 
compendia! test methods for the approved and pending dn~ applications. The number of raw materials 
!?ending for validation and verification is approximately~~ materials, for approximately tbll4) 

4(I~! approved, ~~ pending). The analytical test methods mclude but are not limited to1(b) < ) 1 
by GC, Related substance by GC, Assay by GC, Assay by HPLC, and Related Substance by HPLC. 

*DATES OF INSPECTION 
5/0l/2023(Mon), 5/02/2023(Tue), 5/03/2023(Wed), 5/04/2023(Thu), 5/05/2023(Fri), 5/08/2023(Mon), 
5/09/2023(Tue), 5/10/2023(Wed), 5/1 l/2023(Thu), 5/12/2023(Fri) 

RhKKabaso 
~or• ted Drug Cadre~ere;2001767329 -·~ X Date Signed: 05-12-2023 09:13:03 X ~Si~'Ts~1~f52 

EMPLOYEE(S) SIGNATURE 

SEE REVERSE Rita K Kabaso, I nvestigat or 
OF THIS PAGE Justin A Boyd, I nvestigat or 

Arsen Karapetyan, I nvestigat or - Dedicated 
Drug Cadre 

DATE ISSUED 

5/1 2/2023 
JustrlABo')'CI 

.,. 2000358686 

X ~""' os-12-2023 0912 ="' 
PAGE 29 of29 PAGESFORM FDA ~83 (09/08) PREVIOUS EDmON OBSOLEJE INSPECTIONAL OBSERVATIONS 


	Structure Bookmarks
	DEPARTMENT OF HEALTH AND HUMAN SERVICES FOOD AND DRUG ADMINISTRATION 
	DEPARTMENT OF HEALTH AND HUMAN SERVICES FOOD AND DRUG ADMINISTRATION 
	DEPARTMENT OF HEALTH AND HUMAN SERVICES FOOD AND DRUG ADMINISTRATION 

	DISTRICT ADDRESS ANO PHONE NUMBER 12420 Parklawn Drive, Room 2032 Rockville, MD 20857 
	DISTRICT ADDRESS ANO PHONE NUMBER 12420 Parklawn Drive, Room 2032 Rockville, MD 20857 
	OATE(S) OF INSPECTION 5/1/2023-5/12/2023* 

	FEJNUMBER 3003157498 
	FEJNUMBER 3003157498 

	NAME AND TITLE OF INOMOUALTO WHOM REPORT ISSUED Kirt i Maheshwari, Chief Operat ing Officer 
	NAME AND TITLE OF INOMOUALTO WHOM REPORT ISSUED Kirt i Maheshwari, Chief Operat ing Officer 

	FIRM NAME I nt as Pharmaceut icals Limit ed 
	FIRM NAME I nt as Pharmaceut icals Limit ed 
	STREETADDRESS 458 Plot s 457, Sarkhej -Bavla Highway 

	CITY. STATE. ZIP CODE. COUNTRY Ahmedabad, Gujarat , 382210 India 
	CITY. STATE. ZIP CODE. COUNTRY Ahmedabad, Gujarat , 382210 India 
	TYPE ESTABLISHMENT INSPECTED Drug Manufact urer 

	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.If
	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.If

	DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: OBSERVATION 1 Batch production and control records do not include complete info1mation relating to the production and control of each batch. A) Our review ofparenteral diug product batch records since 2021 found that manual visual inspection data for finished parenteral di11g products appeared to be routinely manipulated by your manual visual inspectors to stay just below the established reject particle liinits set for General parenteral for one or more paiiicl
	DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: OBSERVATION 1 Batch production and control records do not include complete info1mation relating to the production and control of each batch. A) Our review ofparenteral diug product batch records since 2021 found that manual visual inspection data for finished parenteral di11g products appeared to be routinely manipulated by your manual visual inspectors to stay just below the established reject particle liinits set for General parenteral for one or more paiiicl

	SEE REVERSE OF THIS PAGE 
	SEE REVERSE OF THIS PAGE 
	EMPLOYEE(S) SIGNATURE Rit a K Kabaso , I nvest igat o r Just in A Boyd, I nvest igat o r JustrlABo')'CI ".,. 2000358686 Arsen Karap e t yan, I nvest igat o r -Dedicat ed '''""" os-1:,.2023X 09 1220 = Drug Cadre 
	DATE ISSUED 5/12/2023 

	FORM FDA ~83 (09/08) PAGE I of29 PAGESPREVIOUS EDmON OBSOLEJE INSPECTIONAL OBSERVATIONS 
	FORM FDA ~83 (09/08) PAGE I of29 PAGESPREVIOUS EDmON OBSOLEJE INSPECTIONAL OBSERVATIONS 

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

	DISTRICT ADDRESS ANO PHONE NUMBER 12420 Parklawn Drive, Room 2032 Rockville, MD 20857 
	DISTRICT ADDRESS ANO PHONE NUMBER 12420 Parklawn Drive, Room 2032 Rockville, MD 20857 
	OATE(S)OF INSPECTION 5/1/2023-5/12/2023* 

	FEJNUMBER 3003157498 
	FEJNUMBER 3003157498 

	NAME AND TITLE OF INOMOUAL TO WHOM REPORT ISSUED Kirti Maheshwari, Chief Operating Officer 
	NAME AND TITLE OF INOMOUAL TO WHOM REPORT ISSUED Kirti Maheshwari, Chief Operating Officer 

	FIRM NAME I ntas Pharmaceuticals Limited 
	FIRM NAME I ntas Pharmaceuticals Limited 
	STREETADDRESS 458 Plots 457, Sarkhej -Bavla Highway 

	CITY. STATE. ZIP CODE. COUNTRY Ahmedabad, Gujarat, 382210 India 
	CITY. STATE. ZIP CODE. COUNTRY Ahmedabad, Gujarat, 382210 India 
	TYPE ESTABLISHMENT INSPECTED Drug Manufact urer 

	% Limit Yes A similar pattern, where reject counts originally exceeding a limit were later altered in one or more of the categories for %white particles, %black pa1iicles, %fiber, %seal, %glass, %total non­paii iculate matter rejection, %total paiiiculate matter rejection, and %total rejection, were observed in the following batches: Jb) <4) Injection ~mg/~ ml, Batch No.lb)<4) (US) ~<bl <4) Injection ,tmg/~ ml, Batch No.(b)<4) (US) ~<b) <4) Injection tmg;tml, Batch No.(b)<4) (US) _(b) <4) Injection tmg)<._ 
	% Limit Yes A similar pattern, where reject counts originally exceeding a limit were later altered in one or more of the categories for %white particles, %black pa1iicles, %fiber, %seal, %glass, %total non­paii iculate matter rejection, %total paiiiculate matter rejection, and %total rejection, were observed in the following batches: Jb) <4) Injection ~mg/~ ml, Batch No.lb)<4) (US) ~<bl <4) Injection ,tmg/~ ml, Batch No.(b)<4) (US) ~<b) <4) Injection tmg;tml, Batch No.(b)<4) (US) _(b) <4) Injection tmg)<._ 

	SEE REVERSE OF THIS PAGE 
	SEE REVERSE OF THIS PAGE 
	EMPLOYEE(S) SIGNATURE Rita K Kabaso, I nvestigat or Justin A Boyd, I nvestigat or JustrlABo')'CI ".,. 2000358686 Arsen Karapetyan, I nvestigat or -Dedicated '''""" 05-12-2023X 09 1220 = Drug Cadre 
	DATE ISSUED 5/12/2023 

	FORM FDA ~83 (09/08) PAGE2of29 PAGESPREVIOUSEDmONOBSOLEJE INSPECTIONAL OBSERVATIONS 
	FORM FDA ~83 (09/08) PAGE2of29 PAGESPREVIOUSEDmONOBSOLEJE INSPECTIONAL OBSERVATIONS 

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

	DISTRICT ADDRESS ANO PHONE NUMBER 12420 Parklawn Drive, Room 2032 Rockville, MD 20857 
	DISTRICT ADDRESS ANO PHONE NUMBER 12420 Parklawn Drive, Room 2032 Rockville, MD 20857 
	OATE(S) OF INSPECTION 5/1/2023-5/12/2023* 

	FEJNUMBER 3003157498 
	FEJNUMBER 3003157498 

	NAME AND TITLE OF INOMOUAL TO WHOM REPORT ISSUED Kirt i Maheshwari, Chief Operat ing Officer 
	NAME AND TITLE OF INOMOUAL TO WHOM REPORT ISSUED Kirt i Maheshwari, Chief Operat ing Officer 

	FIRM NAME I nt as Pharmaceut icals Limit ed 
	FIRM NAME I nt as Pharmaceut icals Limit ed 
	STREETADDRESS 458 Plot s 457, Sarkhej -Bavla Highway 

	CITY. STATE. ZIP CODE. COUNTRY Ahmedabad, Gujarat , 382210 India 
	CITY. STATE. ZIP CODE. COUNTRY Ahmedabad, Gujarat , 382210 India 
	TYPE ESTABLISHMENT INSPECTED Drug Manufact urer 

	J6>l 4l fuj ection USP~6>l 4l mcgt'ml, Batch No. (bl (.J) (US) Jb) <4) m fuj ection Batcli No. (b) <4) LJ Domesticy -_<b_J<_ 4l____ fujection, ~ ml, BatchNo.(b) <4) (Domestic and ROW) 2. Visual inspection records showed a pattern where visual inspection records for multiple operators were identical. Your fum interviewed your personnel, who explained cany ing out this practice to make it appear that there were no operator perfo1mance issues (for example, one operator not detecting any rejects), by getting to
	J6>l 4l fuj ection USP~6>l 4l mcgt'ml, Batch No. (bl (.J) (US) Jb) <4) m fuj ection Batcli No. (b) <4) LJ Domesticy -_<b_J<_ 4l____ fujection, ~ ml, BatchNo.(b) <4) (Domestic and ROW) 2. Visual inspection records showed a pattern where visual inspection records for multiple operators were identical. Your fum interviewed your personnel, who explained cany ing out this practice to make it appear that there were no operator perfo1mance issues (for example, one operator not detecting any rejects), by getting to

	SEE REVERSE OF THIS PAGE 
	SEE REVERSE OF THIS PAGE 
	EMPLOYEE(S) SIGNATURE Rit a K Kabaso, I nvest igat or Just in A Boyd, I nvest igat or JustrlA Bo')'CI '".,. 2000358686 Arsen Karapet yan, I nvest igat or -Dedicat ed '''""" 05-12-2023 X 09 1220 = Drug Cadre 
	DATE ISSUED 5/1 2/2023 

	FORM FDA ~83 (09/08) PAGE 3 of29 PAGESPREVIOUS EDmON OBSOLEJE INSPECTIONAL OBSERVATIONS 
	FORM FDA ~83 (09/08) PAGE 3 of29 PAGESPREVIOUS EDmON OBSOLEJE INSPECTIONAL OBSERVATIONS 


	DEPARTMENT OF HEALTH AND HUMAN SERVICES 
	DEPARTMENT OF HEALTH AND HUMAN SERVICES 
	DEPARTMENT OF HEALTH AND HUMAN SERVICES 

	FOOD AND DRUG ADMINISTRATION 
	FOOD AND DRUG ADMINISTRATION 

	DISTRICT ADDRESS ANO PHONE NUMBER 
	DISTRICT ADDRESS ANO PHONE NUMBER 
	OATE(S) OF INSPECTION 

	1 2420 
	1 2420 
	Parklawn Drive, 
	Room 
	2032 
	5/1 /2023-5/1 2/2023* 

	Rockville, 
	Rockville, 
	MD 
	20857 
	FEJNUMBER 3003157498 


	FIRM NAME 
	I ntas Pharmaceuticals Limited 
	CITY. STATE. ZIP CODE. COUNTRY 
	Ahmedabad, Gujarat, 382210 India 
	STREET ADDRESS 
	458 Plots 457, Sarkhej -Bavla Highway 
	TYPE ESTABLISHMENT INSPECTED 
	Drug Manufact urer 
	~ otal Rejection ~1 
	o. Good Units l~b)l 
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	(4) 
	Similar practices for additional batches we reviewed, where identical results were observed in the records ofmultiple operators are listed below: 
	Jb) (4) ~(b) (4) ~(b) (4) 
	4
	Injection tmg{ ml, Batch No.t>< > (US) Injection t mg)t ml, Batch No.(b)<> (US) Injection '<m~< ml Batch No.(b)<> 9rurope) 
	h 
	4
	4

	(b) (4)
	-Solution Inject~on ,~} 7 ~ g/ml ~-, Batch No. fi) ) ·-(US) 
	4

	J UJ l4J 
	Solution Injection,!~! Jmg!ml!.~! , Batch No.(b)<> 
	Solution Injection,!~! Jmg!ml!.~! , Batch No.(b)<> 
	4 

	(US) 

	(b) (4) 
	4
	-
	Solution h!iection ~umg/ml<~~ ~) latch No. (bl<> 
	Solution h!iection ~umg/ml<~~ ~) latch No. (bl<> 
	(Europe) 

	~(b) (4) 
	~(b) (4) 
	4
	lnjectionf! m~! nil, Batch ~o. lb) 1) (US) 

	~(b) (4) 
	~(b) (4) 
	Injection (b) mg)(b) ml Batch No (b) <> (US)
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	I A.) (4) ' a • t
	(b) (4) 
	Injection1~mc&fml, Batch No. (b) <> ~)
	4 

	-
	(b) (4) 
	Injection USP~~ mg/ml, Batch No.fbl<> ,., (US)
	4

	-, 
	This repeated pattern ofaltering and/or manipulating visual inspection records was obse1ved since at least 2021 with multiple visual inspectors and supe1visors involved. The quality unit used these deficient records to release batches ofdiug products to the US market. 
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	2. A lbll) -batch cam aign ~(b) (.J~ I) was initiated for 
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	(b) <) ~ tab on b) <) . (b) <) challenge was conducted on the 1<~) batch b) <) which was mitiated on Apnl 28, 2023, at1<b) <)7 using a ~~~% ~-~jection limit. Attui \)7 ,the rejection limit was changed by the operator from ~~% toJ~ %. The BMR d_~ not contain a contemporaneous justification for the change. 
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	A itionally, at (b) (.J) RHS sample was tested per the frequency, however no LHS \<+J (next in-process sample), LHS and RHS samples were obtained. 
	was tested. At~bi 
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	There is a failure to thoroughly review any unexplained discrepancy whether or not the batch has been aheady distributed. 
	A)Investigations conducted when rejects from visual inspection exceeded total reject limits did not characterize the pru.iicles in rejected vials. They were closed with no root cause and implemented no preventive actions: 
	I.Deviation MA/DF/2023/0013 -~b)l) IInjection lot~b)l) j (US Market, Expiration 11/24) due to exceeding the total reject limit of~~ % with a result of~~~ %, exceeding the individual limit for black paiiicles of~~ % with a result of~! %, and exceeding the individual limit for white paiiicles with a result of~~ %. The paiiicles from rejected vials were not isolated and identified. The investigation was closed without identifying a root cause for the black or white paiiicles. 
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	4
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	investigated to identify root causes or assess the impact on the product and components present 4
	at the time ofexcursions, including open vials orfb) <> l, and sterile stoppers. The filling machine will automatically stop if the limits are not met fod b) <> -,, but there is no procedure to remove any open containers present at the time ofthe machine stoppage due to the excursion. Examples included: 
	4

	44
	I .During the aseptic filling of(b) <> Ifujection batch1(b) <> I(US Market, expiration ,2/26), the limit ofNMT fb) <~ µm paiiicles/cubic foot was eeeded at the NVPC probe (b) <) during filling activities on1(b) <) 
	xc
	4
	4

	1-Additional excursions ofthe NMT~b)() were 4
	4
	l~Lm paiiicles/cubic foot limit 

	served during the aseptic filling ofthis batch at the fb) < ) Iprobe, the probe at the~b)l) I, and the probe at the1<b) <> 1
	ob
	4
	4
	-

	44
	2.During the aseptic filling of(b) <> Ifujection batchl(b) <> I(US Market, expiration 2/25)_, the limit ofNMT fbl <~ µm paiiicles/cubic foot was eeeded at the NVPC probe lb) <> during filling activities onl(b) <> J 
	xc
	4
	4

	I 
	onal Nb) <) lduring the aseptic filling ofthis batch at the~b)() Iprobe, the probe at the~b)() I, and the probe at the~b)l) 1
	IAdditi
	excursions ofthe 
	MT[
	4
	l~Lm_J)a1iicles/cubic foot
	imit were observed
	4
	4
	4
	-

	fujection batch ~b)l) I(US Market, expiration 6/25), the limit ofNMTl(b) <) 
	fujection batch ~b)l) I(US Market, expiration 6/25), the limit ofNMTl(b) <) 
	4
	4

	3.During the aseptic filling offbl <> 
	4

	µm paiiicles/cubic foot was exceeded at the 
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	NVPC probe (b) <4> 35 times while filling was occmTing on July 26, 2022. -----------D)There have been no effective measures taken to investigate sources and reduce the occurrence of spore forming organisms in the aseptic processing areas. For example, there have been 786 identifications ofspore fo1ming organisms in the General Parenteral Facility and 342 identifications ofspore fo1ming organisms in thel6>l4> Parenteral manufacturing from Januaiy 2020 to April 2023. E)fuvestigation MA/DF/2022/0080 into (b) <
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	Per Quality, Lot1ti was released for distribution on October 30, 2021, based on the lot meeting in-process and finished product specifications. Lot1~ was released for distribution to the US Market without assessing dissolution and impact of inhomogeneous~~ on efficacy and quality of the batch. This batch was not charged on stability. 
	Visual inspection of the tablets was conducted using equipment S-1246. 7,967 tablets were rejected from Lot~. According to production, only the major defect catego1y is captured in the batch record. The number of tablets with rough surfaces from the reject tablets is unknown. 
	G)Approximately 206lbll) Jcomplaints recorded between Janua1y 2020 to May 1st, 2023, due to "odor" or "smell" are not fully evaluated to detennine the root cause. In July 2020, R&D conducted a literature review and determined that odor in the finished is due to~b) <)7 being present in the Active Phaimaceutical Ingredients (API). A scientific justification was not . provided for failure to evaluate the API being used in the process for concentration of~b) <)7 . In December 2022, another literature review was
	4
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	4
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	In~b) (.Jfl , the preapproval supplement subinitted to the Agency for the API process change was approved. Presently, the old and new product codes enl =1 and~b) <l I) of the API ai·e used to manufacture product. A statistical analysis has not between conducted to evaluate variation between the old and new API process. 
	4
	4

	H)US Mai·ket Complaint MA/MC/2022/0541 for batchfbl <l Iofl(b) <) )Cream USP1~% repo1ted the cream was "liquified". During the complaint investigation, retain samples were not tested for viscosity. 
	4
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	DWhen endotoxin tests are invalidated due to suitability failure, a note is written on the record and tests are repeated, without documenting a Laborato1y Incident according to the MA/GQC/00073 "Handling ofLaborato1y Incidents" to allow for tracking, trending, or investigation ofa root 
	cause. 

	OBSERVATION 3 
	OBSERVATION 3 
	Your fnm 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. 
	A) Process validation studies executed to assure intended di11g quality is achieved are inappropriately designed and executed. For example, 
	1. All1!~~ process validation fodb) <) _f)1!mg qtb) () ) fail to contain scientific justifications for the establishment of: (b) <) ,~~fo1mitv sample size and frequency, %RSD established for inter batch variability~and< ll) Iandf6ll) 
	4
	4
	4
	4
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	1
	fbl <) -1and increase or decrease offb) <)1 for the b) <) Iis left to the discretion ofthe operator. For example, ~ atch(b) <) !Batch (b) <)
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	4
	4
	4

	I
	'(b)l4) I }6ll4) 7 b)l4) (6)14) '(b) (4) ~ b)(.J) 
	I

	(b) (4) UJ\'+ } 
	Quality has not evaluated the inconsistent parameters used against the results obtained. In addition, the sampling size fod b) < )7 tablets used is not statistically sound. Fmihe1more, variation between batches has not been evaluated. No documented evidence was provided to assure unifo1mity ofthe l(b) <) Itablet~i .Investigations MA/DF /2022/0080 
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	and MA/DF/2021/0086 have been initiated to address (b) <4> afte1Jb>l4>-----------and rough tablets being observed. 2. (b)(4) Tablets USP1<~> mg process validation (PVR-GS-2391-01 approved Fe maiy 7, 2020) fails to esta~i1sh statistically sound sampling plans (~6)l ~ uniformity, content unifonnity, dissolution etc.), %RSD for inter batch results_, minimum and maximum batch size for compression (b) (4) , and inconsistent (b)(4) and (b) (4) which is detennined b the production operator. For example, compressio
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	tb) (4) The content of all ~ther total impurities (limit of NMT~l %) showed intra-batch variability in batch (b)<4) with thel:~ sample below the detection limit and the finished product sample at ~~! %. There was inter-batch variability as the highest total impurity level for batchtb)(4) was (b) % and for batchlb)(4) wasl(b) %. :cA> ---· tC4l limit NMT~~ %) varied from ~l % on the finished product sample to[(b) % for thetb) sample of batch (b) (4) ----k4> · .C4l -----· Variation in viscosity was not conside
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	detect. 
	1. 
	1. 
	1. 
	Defects kits used during qualification ofthe~>l)7 automated visual inspection equipment used rejected vials taken from previous batches, without knowing the size ofthe pru.iicles. This equipment has been used to visually inspect~b) <) 1ml and~bll) -7ml batches for the US market. 
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	2. 
	2. 
	Defect kits used during qualification of the manual visual inspectors includes vials containing pru.iicles ofunknown sizes and a standru.·d containing afbl (.J) l~Lmpru.iicle that is not representative ofthe types ofdefects typically detected during visual inspection. 


	Additionally, reference defect librru.·ies have not been established. 
	C) Annual Product Quality Reviews lack statistical evaluation to identify outliers and trends that will recognize and investigate variability in the process. For example: 
	1. 
	1. 
	1. 
	In the ~blll IInjection Annual Product Quality Review there was no fmiher investnto why three batches had higher Impurity ~b levels, one batch apperu.·ed to be an outlier for filling time, and there appeared to be shift in the~b>ll Itesting results. 
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	igation i
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	2. 
	2. 
	The~blll ICream Annual Product Quality Review recognized variability in the but did not thoroughly evaluate the causes for the variability. 
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	data,




	OBSERVATION 4 
	OBSERVATION 4 
	Procedures designed to prevent microbiological contamination ofdiug products pmpo1iing to be sterile did not include adequate validation ofthe aseptic and sterilization process. 
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	4A) tb) <) -.---. ---,.; 1s used to suppo1t (b) (.J) liiiished 11&,product. The adequacy o sterilization for areas that could be considered worst case locations for (b) <4) OP-018 and OP-125 is unknown. For example, 1. t6Jl4l OP-018 e <"l---i Sterilization) located on parenteral line-tl is equiQ ed with a 1~ mm (b) <4) transfer po1t. Tu~ (b)14l transfers open/empty vials from the tbll4) to the mobile filling (b)(4) . Perfo1mance qualification executed using PQR-OP-018-12/06 fails to ensure adequate sten liz
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	Simulation (Media Fill)", effective date 03/27/2026 describes qualification activities for operators to include "at least any ~l of the critical interventions where there is high risk of contamination due to the activity perfo1med", however, your media fills study reports do not document/verify the perfo1m ance of the corrective and non-con ective (routine) interventions canied out by each operator. C) There is no evaluation of the air flow patterns in the fb) (.J) __J LAF where tb)(4) of~!~ L I are unloade
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	exposed sterile stoppers are located throughout aseptic filling. There is a lack ofscientific rationale for only collecting~~! non-viable pa1ticle count in thistRABSfb) <>7 during aseptic filling operations. 
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	OBSERVATION 7 
	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. 
	GMP related computerized systems and equipment have not been validated/qualified to demonstrate the suitability ofcomputer hardware and software to perfo1m assigned tasks. For Example: 
	A) The fnm has initiated an assessment to evaluate data integrity controls for your manufacturing equipment infb> <>1 and general parenteral blocks per Protocol No. ISP/2022/0190, titled "Protocol for Review and Impact Assessment ofQuality System", dated 12/29/2022, where deficiencies regarding individual access controls and privileges, restrictions for changing clocks, saving electronic data, and audit trails have been identified. However, the quality unit has not 
	4

	implemented interim controls as a result ofthis assessment. For example: 
	1. Your fnm operates ~bll)7 po1table non-viable paiticle monitoring equipment used to perfo1m and generate test data for non-viable paiticle (NVP) count used in environmental monitoring/cleanroom qualification activities in class B, class C, and class D areas in suppo1t of ,~eneral and ~b) <> parenteral manufacturing operations. During our review ofyour{b) {.J) 
	4
	4

	4
	f >< > Iequipment and softwai·e, it was observed that the fnm was not aware ofthe equipment data storage capability and consequently does not review or backup the electronic data generated and stored on the equipment, only using printer printouts as primaiy data. Per your fnm's management, the data capability storage for this equipment is up to 1000 tests, after which the data is ove1written with the most recent data. After our identification of this discrepancy during the inspection, your fnm initiated a d
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	preliminaiy review of this data during the inspection resulted in instances where some electronic data from the equipment does not appear to have been attached to data packages where testing was perfo1med. 2. Your fnm operates~bll4) leak test equipment used to peifo1m container closure integrity testing for products manufactured in your general and~bn4i-7 parenteral manufacturing 4facilities. During our review of yourfbl <) Iequipment and software, it was observed that the fnm was not aware of the eqmpment 
	preliminaiy review of this data during the inspection resulted in instances where some electronic data from the equipment does not appear to have been attached to data packages where testing was perfo1med. 2. Your fnm operates~bll4) leak test equipment used to peifo1m container closure integrity testing for products manufactured in your general and~bn4i-7 parenteral manufacturing 4facilities. During our review of yourfbl <) Iequipment and software, it was observed that the fnm was not aware of the eqmpment 
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	equipment, however the quality unit has not implemented interim controls as a result ofthis assessment. The titrator instmments are standalone systems used for~b) <) and assay testing. The instmments have the ability to electronically store results data, but this function was not utilized until just recently during the inspection. fustead, the process relied on the paper printouts without having any second check that can ensure all print outs are maintained and repo1ied. 
	4
	I 


	OBSERVATION 8 
	OBSERVATION 8 
	Routine checking of automatic, mechanical and electronic equipment is not perfo1med according to a written program designed to assure proper perfo1mance. 
	A) Periodic perfo1mance qualification is not adequately perfo1med to ensure thai~l of the!~~ automated visual inspection machines are perfo1ming as intended. Per MA/G AT00016-, perfo1mance verification is conducted "as expected under simulated real-world conditions". 
	However, evaluation ofthe qualification documents revealed that periodic verification is conducted using operation qualification parameters, which include evaluating the physical condition ofthe machine, operational ranges, and safety features ofthe equipment. A logical explanation was not provided demonstrating that the cunent periodic perfo1mance process is suitable. During initial perfo1mance qualification, a defect kit was generated however, qualification conducted was inadequate. For example, 
	1. ~b) <~ S-1248 qualification repo1i (PQR-GS-1248-01) approved on May 26, 2016, failed to include assessment ofrotsurface, color, and shape variation. Specifically, for the round1(b) <) Itablets, mdefect tablets were created and challenged on the equipment. A justification is not provided for the quantity selection for each defect or detailed instiuftions on how the defect kit will be generated. After challenge ofthe }~i defect tablets, (bll) tablets were mn on the equipment: for mnt, 165 tablets were 
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	rejected andlbll) were passed as good tablets. The good tablets were not inspected to ensure that efects were adequately removed. The equipment was not challenged for printed tablets. The equipment is used to visually inspect printed tablet. Periodic qualification which consists ofchecking the equipment and safety features was conducted on June 3, 2022, under protocol EPQR-GS-1248-02/01. A logical explanation was not provided demonstrating how the cunent process simulates actual manufacturing conditions whe
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	Perfo1mance qualification for the following visual inspection machines were qualified as 
	the example given above: fbl <4) 
	the example given above: fbl <4) 
	the example given above: fbl <4) 
	TD
	Figure
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	TR
	I 

	TR
	I 


	2. Specifically, fbl <)7 S-1246, perfo1mance verification repo1i PQR-GS-1246-02 was approved on December 6, 2022. The qualification conducted is inadequate as the quantity sample size for each defect is not selected based on historical trend data. Printing defect was not paii ofthe evaluation. Additionally, evaluation ofthickness and shape vai·iation is inadequate. Fmihe1more, the inspected tablets which were considered free ofdefects were not physically inspected to ensure defected tablets are removed. 
	4

	Prior to commercial batch visual inspection, the visual inspection machine is challenged with~~~ defect tablets. However, this evaluation fails to include defects containing rough surfaces, color, or shape variation. Additionally, production operators confomed that only the majority defect rejection catego1y is documented in the batch record. Examples ofcomplaint investigation documented regarding foreign tablets include MA/MC/2019/0458, MA/MC/2021/0221, and MA/MC/2023/0036. 
	B) hlstallation, operation and perfo1mance qualification is not conducted afted 6ll)7 tablet testers 
	4
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	are moved around inl(b) () JDo,sa~e_)... After initial qualification, the location of the testers 
	4

	not fixed and can move around the ~b) ) _J rooms. When the equipment is moved, installation, operation and perfo1mance qualification is not conducted. Calibration verification is 
	4

	perfo1med on the equipment. A scientific justification illustrating that calibration conducted is equivalent to perfo1mance qualification and that the equipment will function as intended was not 
	provided. On April 20, 2023,{b){.J) tablet tester S-1202 was moved from general compression 
	IPQC area to~6J <) j area. Calibration was perfo1med on the equipment on April 20, 
	4

	2023 at 3:24PM. At 3:33PM the equipment was used to test (bl () _j batch (bl:ro 
	4

	,(Domestic Marke!).. Samples taken for in-process tests failedfbl () Ispecifications: 1~! to 
	4

	(b) () results: fbl () 1-Deviation investigation MA/DF/202;,vo178 (interim was initiated for the contmuous out ofspecification. Per the investigation 'fbl() Ishall be released after satisfacto1y finished product result." 
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	C) Your fnm operatesfbl() Ipo1iable non-viable paiiicle monitoring equipment used to perfo1m and generate test data for non-viable pa1iicle (NVP) count used in environmental monitoring/cleanroom qualification activities in class B, class C, and 9,lass D ai·eas, fbl()7 leak test equipment used to perfo1m container closure integrity testing and{bl() Ifilter integrity test equipment in suppo1i ofgeneral andfbl <~ parenteral manufactunng operations. The qualification of these equipment have not been adequately 
	4
	4
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	OBSERVATION 9 
	OBSERVATION 9 
	The responsibilities and procedures applicable to the quality control unit are not fully followed. Your Quality Unit has not been effective in cany ing-out its duties of ensuring that diu g products are 
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	manufactured in accordance with cmTent good manufacturing practices (cGMP) to ensure safety, efficacy, purity, and overall quality of diug products manufactured at your fnm. This is demonstrated by observed deficiencies in your Quality Unit responsibilities related to controls on review of production data, conducting investigations and assessments, and conducting activities per written procedures. The inspectional observations listed on this fo1m document that your fnm have not perfo1med the adequate assess
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	Worksheet and Loose fo1m", effective date 03/29/2023. For example, during the inspection, we observed that visual inspection fo1ms for vial and ~~ products are issued to your general parenteral production without adequate QA control, in that production personnel are responsible for storge, issuance, and reconciliation of these fo1ms. C)Your fnm maintains and utilizes Chromeleon Enterprise 7.2 SR5, a networked chromatography data software system, which is used to perfo1m HPLC and GC testing for raw material,
	Worksheet and Loose fo1m", effective date 03/29/2023. For example, during the inspection, we observed that visual inspection fo1ms for vial and ~~ products are issued to your general parenteral production without adequate QA control, in that production personnel are responsible for storge, issuance, and reconciliation of these fo1ms. C)Your fnm maintains and utilizes Chromeleon Enterprise 7.2 SR5, a networked chromatography data software system, which is used to perfo1m HPLC and GC testing for raw material,
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	F)In-process batch results captured in thelblll system for an entire batch are not reviewed by quality. This data captures the number of in-process tests staiied for the entire batch. Specificallyr. on Janua1y 11, 20!:11-following measurement were initiated for (b)<) ~~! mg batch fbl <) I:at1(b)<) LHS analysis was staiied (measurement not tmished , another LHS sample was staiied atlo)<l (measurement not finished), and atfbl<) RHS measurement was staiied (measurement not finished). Measurements for LHS and R
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	When a specific in-process timepoint analysis is completed, a repo1i is generated, and the results are manually entered in the electronic Batch Manufacturing Record. The pdf of the in-process results generated is attached to the BMR, however the pdf is not reviewed by the reviewer. 


	OBSERVATION 10 
	OBSERVATION 10 
	Equipment and utensils ai·e not maintained at appropriate intervals to prevent containination that would alter the safety, identity, strength, quality or purity of the diug product. 
	A)The (b) <) Jassociated with (b) (.J) Line l:~were not sealed to the wall on May 1, 2023. Air coufcl be felt moving from t e Grade A side o the wall, where ~6ll) Ivials are loaded, to the Grade D technical area along the sides of the1<blll 1
	4
	4
	4
	-

	B)The fbl<l J for fillinr (General Facility) had a Inissin~ ~arjt and
	4

	Lf]~~ 
	Lf]~~ 
	incompletely mstalled gaskets in the l <) zone, which ai·e intended to seal the b) ) zone from the Grade C room. 
	6
	4
	4

	C)There was a gap in the cover intended to protect the vials from the Grade C environment after vial washing, before entering the ~6ll) 1
	4
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	OBSERVATION 11 
	OBSERVATION 11 
	Equipment used in the manufacture, processing, packing or holding of drng products is not of 
	appropriate design to facilitate operations for its intended use. 
	The aseptic filling rooms Lines fbl <) Iin the1<bHl Iparenteral facility are not designed to 
	4
	4

	permit viewing ofall aseptic operations via windows or alternatives, such as cameras. For example, 4
	~b) <) Iloading cannot be appropriately viewed for any ofthese lines. 

	OBSERVATION 12 
	OBSERVATION 12 
	The procedures for the annual quality standards record evaluation are deficient in that they do not 
	address a review ofa representative number ofapproved and rejected batches. 
	The cunent process metric used to annually evaluate product quality consistency is inadequate. Annual product reviews are conducted using procedure MA/GOA/00015 which fails to address inter and intra batch variation. Section 7.7 indicates that a statistical evaluation (95% confidence interval) is evaluated for ~}~~ batches manufactured within the APQR review year. Quality affiimed that ifless than ~~ batches are manufactured consecutively for multiple years a statistical evaluation will not be conducted. Sp
	4

	~b) <) 1mg 2022 review year,~) ba,tches were manufactured. Confidence Interval (CI) was applied by comparing the mean average of the I~!batches and whether the mean average is above 95%. 
	4

	A CI fo1mula was not applied to the results to dete1mine variability. Similar examples were noted with Annual product quality reviews for: l(b) <) 1mg, review year Oct 2021 to Nov 2022 
	4

	(MA/PQR/ 2022/1160); and1Cbl <l ITablets usrm mg, review year Oct 2021 to Sep, 
	4

	2022 (MA/PQR/ 2022/1051). 
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	OBSERVATION 13 
	OBSERVATION 13 
	Procedures designed to prevent objectionable microorganisms in diug products not required to be sterile are not. 
	There is no routine identification of the microorganisms recovered from the purified water system to understand the microbial flora. Identification to a genus and species level occmTed l6>l) during 2022 and has not occuned in 2023. 
	4

	There is no finiher investigation when Gram negative organisms that could produce biofilms were identified in the purified water systems, including: Burkholderia kururiensis, Ralstonia pickettii, Acinetobacter baumannii, and Sphingomonas paucimobilis. After initial identification, these organisms are considered n01mal microbial flora of the water systems and if similar colony morphology is observed again, there is no identification perfo1med. Purified water is used in cleaning of equipment used in areas tha
	4


	OBSERVATION 14 
	OBSERVATION 14 
	Procedures for the cleaning and maintenance ofequipment are deficient regarding the removal or 
	obliteration of the previous batch identification. 
	On May 1, 2023, during the inspectional walkthrough of General lb) () IDosaget, a non-dedicated fbl <!] container (ID: 803) used to store raw material was observed to contain whitish residue. Per the displayed status label, the container was cleaned on May 1, 2023, prior to the inspectional walkthrough with a clean hold time of ~bll) j. The label shows that the equipment was verifie1 clean by the production supervisor on May 1, 2023. Per production, raw materials are placed in a lblll bag and then placed in
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