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This document lists observations made by the FDA representative(s) during the inspection of your
facility, They are inspectional ohservations. and de not represent a Tinal Agency determination regarding
your complince, | you have an objection reparding an observation, or huve implemented. or plan 1o
implement, corrective sction in response Lo an observation, you may discuss the objection or action with
the FDA represeatativels) during the inspection or submit this information to FDA at the address above.
If vou have any questions, please comtact FDA at the phone number and address above.

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED:

DRUG PRODUCT OBSERVATION

DESERVATION 1

There is a Tablurg to thoroughly review any unexplained disérepancy and the falure of a bateh or any of
its companents 1o meet any ol its specilications whether or pot the batch has been already distnbuted,

Specificaliy,

a On 1182022, vouor nvestigation Mameeer reviewed OOSC2 IMDPIPDPOO2 that was initinted

toy prohe an (OIS reault fur o VifY it fistaminy ssay test o
SUESPETISION B3} mg G b The DOS was

ed for two sample locations ncluding: ' s) { Specification

ﬂ Bl Atbough. Phase and Phase 1 investigation did not reveal any assignable root
cituse, vou proposed dilution ermor (oot mising the stock solution with the diluent) as the probable
root cause, Throwgh the hvpothesis study, you also proved the dilution error as the root cause for the
lower assay ond retested the new sample and based on the passing resulis you invalidated the mitial
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(Specificatio
respective investigation report t.H}S.L--Il. MDY IPDF'.*II(H_ In Phase | investigation vou noted the
test failing for svstem sultability and through hypothesis test. vou concleded instrument malfunction

wis Lhe rool cause for the recorded OOS results. You retested the sumple wd invalidated the initial
OOS resulis.

The Head of Process Development aod General Manager of Quality ststed that the batch was part of
monoring study_ and the batch dispositeon will be based on overall outcome of the study. However,
under the porminl clreumstanees, the bateh would have been released based on the invalidsted OOS

results,
b O 62022, vour Inyestization Mangg wed QOS/C20MDPFFDMOT
10 probe an OOS resull for assay tost ﬁl;ﬁ apsule LISP e Baich No,

OIS wis reported on the higher side and recorded BS-u (Specification
Althowegh, Phase | investigatson did not reveal any assignable root cause. vou prﬂ[&‘m‘d t.legmda!n it
of stundard a5 probable root cause tor lower area pesponse (of the standard peak ) thst in tum csused

higher assay result. You then retested the sample and based on the passing resalts invalidated the
mitial (OX results.

——

Mens was no justification as to wlw the standard degraded only in the standard of the initial test and

not in the next standard pre that was used in the hypothesis and in the retest of the sample,
[he implicated Batch No.

wis used o mamifactur AP USP (-
LIS Bately Mo Manyfaciured dote 5/62020, Expiry date . You shipped
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OBSERVATION2

Appropriate controls are not exercised over computer or related systems to assure that changes in master
production and control records or pther records are instinmed only by authorized personnel,

Specinlly. H

ao A review ol the Sequence Audit trail data for Chromleon, revealed several examples where vour
analyst deleted samples and/or blanks from the sequence lists, Your procedure
SOP_MDP_QC_ 013133 {5.0) Assigning User/System Policies and Management of Electronic Data
in Chromeleon Network (Effective date 13 September 2022) has no provision of any kind of
“Dlelete” operation fom the Amalyst. Some of the Sequence list with deleted sample and /or blanks
imgluded buit not Bmited (o: suspension Assay 110320 |-294, and

Susp Assay 310320 1-242. Many of your test methods do ot contain sequende List,

including buit tot fmited 1o: ISP 1ol Specification No. FPF 1027R (04)
Effective date 8272022, und LIS TIg | Specification No. FPF 122R (18)
Effective date 1004/2022

b, On 117142022, during walkthrough of vou
w commuan password being used Tor 18
stated that the pussword is shared amongst the operators. This oes nol store mshiifactimng
daia. This D (38} is used for the manufactunng of SUSPENSInN.
Some of the batches that shipped to the US market and are implicated with OGOS results for
uniformuty sssuy. incloding but aot limited 1o OOSC20MDPFPDP01 3 and
DOSACZOMDPSSDP 004,

viduals were observed using
8. Your preduction manager

nanufacturing cquipment in th

¢ Your General Mansger of Quality provided a list of
-m:mui‘nclun' ng equipment. 33 are on SCADA (2| CFR Pan 1]
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commpliance). with the remaining manulacturing equipment that do not have dats storage capability,
The data that is Ln:atcd while product s manufactured on the equipment (that are not on SCADA)
ut be recovered. Some of thess ciulmeL include but pot limited 1o

ll.- ling Machine (1D #
12}, wind

OBSERVATION 3

W ritten procedures tre niot established for evaluations conducted at least annually to review records
associmted with o representative number of batches, whether approved or rejected

Specifically,

4~.l’.1w.nl nml- u‘.ll for

Your Annual Product Quality Review tor
Febrsary 2021 to January 2022 does nol include tehes that were manulaciured m vear 2021
inctuding: ‘o General Manager of
Cruality stated that these batohes were pant of vahidation batehes and were rejected in 2022, You also da

not Feview miformity data as part of the APQR. Your procedure SOP_MUM_COQA_D1O879%4.0)
Annual Product Quality Reveew of Drug Product (Fflective date 3/51/2022) ts deficient such that it does
oot have provision Tor the reyeew ulﬂmifwrmil_\ data

OBSERVATION 4

Al records of production. comrol. distribution. components, and labelling assovisted with a batch of
drug products were nol maintained at least one (1) year affer the expiration date

Speuifically.

On 11714/2022 duning walkthrough of your trash collection aren, we ohserved 68 bags full of shredded
documents. The Procedure and Coatrol on Shredding of Documents. docoment number SOP MDP QA
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034114, duted 17 Sep 2021, establishes the process that is used to control the shredding of documents.
The standard procedune is applicable, for exiwmple, for the following (Note: this is not intended 1o be an
all-inclusive list). e denft documents regarding specification/general test procedures. batch
manulacturing records (BMR), proposals for change controls & supporting data, APQR meant for
review purposes, Drall investigation report of QOS, OOT, Market complaints, deviations, incidents etc..
document copy as Change Control, Deviation, Temporary Change Control. Complaint, CAPA used for
reference 10 puditors'visitors as well as drafi trend analysis reponts of 008, OOT, Complaint, deviation,
Enviranmental mﬂn'iluring.-LlR. Change coptrol ete.  [he above exsmples are placed inside
“Drop Boxes™. There are 30 Drop Boxes in Unitggand 15 Drop Boxes in Unitggll As wn example,
regarding draft documents related 10 murketed complaints, the Senior Executive-Quality Assurance and
the Deputy General Manager-Quality Assurance confirmed that diadt documents are used o prepare
related marketed complaint reports. The drafl documents | records are discurded and shredded. And the
current loghooks thar sre used 1o document the specific documents that wre shredded do not adeguamely
describe or provide a detailed deseription of the GMFP decuments/records that are shredded.

On 112172022, your Validation Manager from Quality Assurance shared an example of dmft document
that was placed in the Drop Box 18an 1111272022, According to the Validation Manager, the document
placed in the Drop Box 18 was a drafl version of Performance Qualification Protocol of Checkweigher
Due 1o Change i Pack Type nihul.-Suspcnsiun_uc ument
No. MDP I &PQPCKW-07224004 Effective dute 111172022, Similarly, vour Prodection Manager
shared two documents (Hhist were placed in Drop Box 09) including: Line Clearing Record of
Muanufacturing Arca Anncx MP QA (40308 (3.0) Batch No nd Batelh
Production Regord Review Chechlist Anpnex MDP_ QA 024647 for apsule USPDim g
Baiwch No, Your Production Manager stated that these docuoments were empty however the
respective drop box loghook could not verily elther way.

OBSERVATION S

Equipment used in the manufacture. processing, packing, or holding of a drug product lnck approprinie
desipn 1o facilitate operations for its intended use and for its cleaning and maintenance

3 TS T BT T T e T 7113 17T T
G Clegtaly wipnsd big 4.4l oy
HBﬁVH_ Mgy B Seridatmen -5 sadie 8 o — V1223202
B . _ € Dl X07.11.23 JAV Srivastava,
:EE - Srivastava -5 (77 ST
ma P‘GE Thopase J. Ariata, Nationml EW“It
e -
q"
s ik WA e e s Y PNSPECTION AL ORSEEY ATIOSS FAEE VW (A PAEEN
S




Exam Capy

DEPARTMENT G 100 ALTH AN IIUMAN SERV IS
FOKN AN B AL ADMERNINTRATIOS

TR IR R G W = AT e

12450 Parklawn Urive. Roe y v b A Yiddd=11llc X idNdd

Bocokvilles, MD ZDRS7 g o

CRAPHAMMInt mrnatisnalii drespanansdiaa ., iha. aov J 3002807511

Mr. Eajdsnars B, Chunodks:, Fredldent Maputécturlayg Speratiidans
Ty KL

Luipin Lirnited Unit | Unt 1. 165202 New ingduatnal Area fuo. 2

£ = S0 TV ¥ Ity

Mandideep Madhya Pradesn inda-452028 Enetfmaceutical Manufsctures

Specifically,

The Good Engincering Proctices training module number MD2<TMENG2F LINDO 100, dated
2R072021, is provided 1o all pertinent personnel thut include the engineenng depanment. The training
includes for example. “Good engmecring practices are 1o ensure that the development and/or
manufacturing effort consistently generates defiverables that support the requirements for qualification
or validation.”  The engineering drawimgs and specifications “define the level of accuraey required for
engineering draw ings. specifications...” and “define which document will be maintained as "as built’
records, how they will be maintained as accurate and checked on completion of the work.™ There are
several concerns with regards to the Current engingeting practices ¢.g .

4 There an:-:nii\ idual HVAC Units that ar used o provide HEPA filtered high quaity air for the
Formulation Manufacturing operations Ii_cA—ihrm]. The Senior Manager

of Engineering conlirmed thar there are no As Binlt dingramsideaw ings for 1hs.:.H'\-’;\(' units,

b. There are no AW diagrams/drawings for llu.‘_n_\ stem that s wsed for the

manulitcture of forms,

LL

There is an lsometric diagram (drawing number [00208002-02) dated 0905714 regarding the
—Jis.lrihmism loop, The Deputy General Manager of Quulity Assurance explained than
the personnel who prepured, checked, and approved the 2014 Isometric dingram no longer work st
the company and confirmed that the engineering diagram has not been reviewed by the current QA
departiment.

d. There 15 no Isometnge dinvoram for hat 15 wsed for lhe- The
i wsed o prow ide o the ¢lean the mtenor of the empty bottles for the
formis,

e. The Senior Manager of Engineering confirmed that there is no document or standird operating
procedure that defines or establishes pood engimeenng practices.
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OBSERVATION 6

Routine calibeation of auoematic and mechanical equipment is not performed according w a writien
program design 10 assure proper pesfomunce,

Specifically.

The Metal Detection 2022 requalification protocol & report. document number

MDP6ROCEM-
0222018 eguipment tsg number CFM-02 & MET-04, includes o challenge wit

hllenge EHESIIN («pprovimately [Blfllnm dismeter). The
Assupinee contivmed tun the requalifieation does not include »
5 inside the

m closed

Deputy Cieneral Mangger of Qualil
metal detection challenae with th
capsules (e.g., 2 sjaciiup.-mh: 5
Joined fength),

i andd for a size Blapsule it |

OBSERVATIONT

The responsibilities and procedures applicable to the quality contral unit are not in writing and fully
il v,

Specifically.

a.  The Preparation. approval, issue and control of Dvawing/Layvout. document number SOP MDP QA
00492, duted 15 Jul 2020, defines & establishes the standard procedures regarding the engineering
diagrums/drawings. Section 5.1 5.8 page 5, contains langusge with respect 10 the Quality Assurance
person who approves the engineering drawing layout. However, s confirmed by the Senior
Executive Quality Assurance, the standand procedure 15 silent with respect to the content of the
review and approval process,
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b, The Handling of Deviations, document number SOP MUM CQA 006948, dated 07 Jan 2021,

established the process of handling of deviations in GMP operations. In section 3.41 10, the
standurd procedure deseribies “Deviation trends shall be prepared und evaluated by QA
u-ilhiu#flhc 1d 1o determine if there are any trends developing which could be
indicative.” Howeter, the standand procedure is silent with respect to the content of the trend

evaluation procvess, A trend of the deviations is performed: however. the Executive Quality
Assurance could not deseribe or explain the content of the trend evaluation that is performed,

OBSERVATION &

environment. During the IEPA filter integrity tests, there is 0 measurement taken 1o determine
the particle levels within the Grade D areas under at-rest (static) conditions. However, there is no
periodic particle measurements thken prior 1o, during or subseguent the manu (acturing operations wnd as
such there is no data 1o verify that the munufacturing areas are Grade D for the remaining
manufacturing

The -n:lmag: fnrﬁwmlacwcd within Grade D (150 8) manufacturing arcas /

: RSERVATION
OBSERVATION®

Investigations are insdequate 1o determine the moot cause for the fallure of a batch of intermediae or API
o meet specifications whether or not the baich has been already distributed,

Specifically.
O 1172172022, vour lnvestigation Manager reviewed OOS/C200MDPFPDS/007 that was initi 0
probe OOS result that was reported in reluted substances test by HPLU during anulysis of
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USP Batch No. [ERGIIIIE <h that the observed result of any single unknown impurity was.'h
against the specification limit NM1 -'i. (Finished Product Release Specification No, FPB 145-19,
Effective date 10/6: 20200, The Phase | investigation did net revesl any assignable root cause. Later you
tested the Mobile Phase 8 and found that the pH of mobile phase was-ngninsl the specilication of
FPH 14519, Effective date 10/6/2020). You then hypothesized the higher pH [l s
as The probable sot cause and then retested the sample and based on the passing results. yoo
invalidoted the imitial OO resulis.

Beview of the preparation record for Mohile F’hai:.mnﬁrmed that the Maobils I‘haﬁf;-
(20 DA PTFP/E09) wis prepared at pH It 15 not elear ai what time point the pH of the Mobile
Fhuse.:hm'lgcd from pH o pHl e.g.. during the initial analvsis or afier the analysis. You did
ot conduct the investigation of your manufacturing process to tat Jesst) verify the eritical process
parameters. Review of your Maser Batch Record u_ ISP suppested that the MBR did not
Bave provisions 1o continuously monitor eritical process pamameters (including but not limited to
emperatures) [n most cuses erperature dsti is recorded Tor the duration of the critical process
steps. The nhove m'lplruud ISP Batch No. s used in the manufacturmg of

AP LI Manufactured date 4/132021,
sapseiles) to the US customers o

Expiry dote

OBSERVATION 10

Critical process paranteters dentified in the manufacture of APIS and APl intermediates sre not
appropristely (contimuousiy ) moniored

Specitically.
The equipment used in the manutacturing of your APls and APl imtermeduites s manually monitored

for temperaune during the particular stages of manufacturing by having the prodection eperator read
the temperature on DT (digital temperature mdicator) display and record in the batch record. Your
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MBRs (including but not limited 10) f ISP (Doc. No. 20000001078/32).
|—.15'P (Doc. No. 20000001495/30). and USE (Doc. No. 20000001614/28) have

PIOVESEONS 1o processing time and atis of temperature for the

record the start and en
durntion of the <ing operations. Similardy. you record emperature in the batch
records for the stages, These indings in the MBRs were verified through the review of

executed bateh manulactunng records (BMRs) including bist sot limited 1w rude Inteomediate,
Muaterial € Vil latenal Code
Baich No. mermediate, Material Code Batch No.
You do not have any alarm system 1o monitor the temperature probes which would idennfy if
any lemperature excursions ocowred in critical manufacturing steps.

Your investigations 1w find the rool cause into the manufactuting process 1o address any deviations, 008
results, and OOT are madequate .o yvou ksck monuloctenng dota that are related o critical process
pararmeters (CPP)

OBSERVATION 11
Compater system do not have sufficien! controls 1o prevent unauthorized secess or changes to data
Specially.

& During review of the Sequence Audit tratl data for Chromleon. | noted several examples where your
analyst defeted samples and’or blanks from the sequence lists. Your procedure
SOP_MDP_QC (13135 (5.0) Assigning User/System Policies and Management of Electronic Data
m Chromeleon Network (Effiective doate 13 September 2022) hias no provision of any kind of
“Delete”™ pperation from the Analvst Some of the Seguence list with deleted sample and /or blanks
included but not limited to; 3103201377 R R < idus!
Content 191220 1244 Manv of vour test methods do pot contain sequence list. including but not
[immried to: ISP Specification No. FPB 339(12 Effective date %1 12021, and
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BRI 'S¢ Specification No. FPB 101R (14) Effective date 7772021

b, Your General Manager of Quality provided a list o anufacturing cquipment m the Pl
manufactiirmg balding. The st documents oul of anufactunng equipment. £ were on SCADA
(21 CFR Part || compliance), but the rest of the manufacturing equipment did not have dita storage
capahiline. The data that is ereated while product is manufactured on the equipment (that are not on
SCADA) sre non stored and /or cannot be recovered, None of the wite on SCADA and
lluﬂ: 15 no i.ll:il.:t slurn;,e uipuh:hl\ ;md hence no capability to continuously menitor the cntieal
ing building vou manufacture APIs for the

Yourr Greneral Mannger of Quality provided 2 lis ur!n;muf:wmriug equipment in lhu-\PI
manuficturing bullding. The Hst documents BEBinsnufpcturing equipment. |8 were on SCADA (2]
CFR Pan |1 compliance), with the eemaining manufaciunng equipment did not have dsta storage
capability. The data thar s crested while product 1s manufactured on the equipment (that are not on
SCADA) are not stored and /or cannot be recovered. In AP manufacturing bullding vou
manulacture APLs for the 1S market including: ISP and LISP.

OBSERVATION 12

On 13/1 12021, a marketed complamt 1o “Blsck Particle foand in APl powder during sampling™ wies

received from o customer regarding 'SP batch numbser- CAPA

numher CAP-M \—H!IJI 220002, dated 14 Mar 2022 was initisted, which resulied with the mstallation of
Room 98 The orfgtnal equipment manufacsrer (OEM) of the
lter states ~This % w certily that the filters supplicd by us gluge with our
15 meelimg the followmg specifications ™ that includes an efficiencs of gl down toggmicron
d thay the filter will “ehoked”™ between mm witer column (we). However. :
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a. The Operation, Cleaning ﬂ['-ud Handling of Material Collected frvm_

document number SOP MOP MAM 019216, dated 06 Oct 2022, estublishes to “check the
differential pressure across the ilter (1 shoubd less than imwe)” and “[f the
differenual pressure across the filter s i-'uund‘Hnmsw then rectify 1t before use”™. The
stndand procedure’s mmwe i inconsistent with the OFEM s specification of between
mwic. { MNote: the ganges on the e defined as a “Critical Process
Cnmtral Instrument.”™)

b, The Batch Production Records (BPR) do not provide instructions to trm o thc_vtinr
tor, or during. the ieess, There i no record 1o document the actunl Huf water column

tnid o assure that the Giter does nol “choked™ when the water columin réaches tm

¢, The Comective Action and Preventive Action (CAPA). documient nuinber SOP MUM CQA 016074,
dated 31 Mur 2021, establishes the following t.e. "Target date of closure shall be displayved by-
default considering _‘mm the date of inttation, However. target closure date can be
modified (Less / more) from defaolt date with appropriate justification in specific cases based on risk
assessmient of the isste and ©or activity planmer.” Regarding the 1371121 marketed complaim the
CAPA remains open ie,, W date that is 12 months.

d. Mindful of the concerns noted in the shove ohservations there ts no dats @© document that the CAPA
is effective with respeot 1o controlling the mgress of particles and to prevent the recurrence of the
particles that are noted in the AP murketed complamt

OBSERVATION 13

APl Process
naterial uniformly
FOX. 1 each
mid)x

The validation bateh production records ¢ dated 030720, for the
Performunce Qualification (FPUY tastruet for the provess 1o “Load the
it the_uiih the help of clean -)I' EPProN. S e capacity.
F- T he General Minager of APl Manufactuning conlinted that the
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mm ()] dises not provide any_form of » mensurable valoe (e, kg) and there is no record 1o document
the volume or guantity of the Tateridl that 18 in the mdividual urng thc-nmcm.

OBSERVATION 14

The Good Engmecring Practices traming module number MD2-TM-ENG2-F UN-GO1-00, dated
2872021, s provided 1o all pervinent personnel thit include the engineering department. The triining
ineludes for example. "Good engineering practices are 1o ensure that the development and/or
manufacturing effont consistently generates deliveeables that support the requirements for qualification
or validation.” The engineering drawings and specifications “define the kevel of accuracy required lor
engineering drawings, specifications. .. and “define which document will be maintained as “as built”
records, how they will be maintained as accurate and checked on completion of the work.™ Thete are
several concemns with regards to the current engineering practices ¢.g.,

@ There .‘m:.iudhi-d HVAC Unis that are used 1o provide HEPA flered high qualiny air for the
Girade D (ISO K) -&P'Thn;mu [acturing areas. The Semor Executive of Enginecring
confirmed thul there are no updated As Built engineering disgrums drawings for llw.l-l‘v’ AC units.

hy. e are natmerots pipes foe the various manulacturing utilities and piping connections for the

nd vessels that are used for the manufacture of the APL  The Manager Engincering

confirmed there no sometric disgrams for the numerous pipes that provide the varjous utilities and

connections to the AP nd vessels used in the manufacturing processes.

c. The Manager of Engineering confirmed that theee is no document or standard operating procedure
that delings or establishes good enginecring practices,

OBSERVTAION 15

The Preparstion. approval, isswe aod control of Drawing/Layout, document number SOP MDP QA
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00492, datedd 15 Jul 2020, defines & establishes the standard procedures regarding the engineering
dingrams/drawings. Section 3.1.5.8 page 5, contains language with respect o the Quality Assurance
person who approves the engineering drawing/layout. However, as confirmed by the Senior Executive
Quatlity Assurance. the standard procedure 15 silent with respect to the content of the review and
approval provess

OBSERVTAION 16

PIare manufactured within Grade D (ISO 8) manufacturing areas [ environment.
During the HEPA filer integrity tests, there s a measurement tahen to determine the particle
kevels within the Grade DY arcas under at-rest (static) conditions. However, there ts no perodic particle
measurements tken prior to. during or subsequent the manufacturing opemations and as such there is no

data to verify that the manutacturing areas are Grade D for the remaining anufpcturing
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