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THIS )OCUMENT LISTS OBSERVATIONS '·.4AOE BY Tf-'E FDA REPRESENTATIVE($) CURING THE :NSPECT10N OF YOUR FACiUTY. THEY ARE INSPECTiCNAL 
OBSER\/AT10NS: ANO DO '<OT REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE ,AN OBJECTION REGARDING AN 
OBSERVATION. OR HAVE IMPLEMENTED. OR PLAN TO IMPLEMENT CORRECTIVE ACTION lN RESPONSE TO AN OBSERVAT'ON. YOU MAY DISCUSS THE 
CBJECT<CN OR ACTION N ITH THE FDA REPRESENTATiVEfSl DLRING T"IE INSPECTION CR SUBMIT THIS INFORMATION TO FDA Ar THE ADDRESS Aeove. IF 
YOU HAVE ANY QUESTIONS. PLEASE CONTACT FDA AT THE o>HONE NUMBER AND ADDRESS ABOVE 

CURING AN !NSPECTION CF YOUR FlRM !I! ;WE) OBSERVED· 

OBSERV...\ TlON I 

A. Your Qualny Unit failed to ensure that all production and laboratory contrvl operations follow the cGMP 
requirements. Your Quality Unit has not pcrfom1cJ tht:: m.:cessary assessments/reviews to ensure that the 
objectionable practices obsen«:cl do not ncgativdy affccl tht:: quality attributes of your sterile <1nd non-sterile drug 
products. \.loreover. many of the object1onnblc conditions noted below suggest that personnel may not ha' e the 
necessary skill sets trn ini11g, experience ancL or scientific know ledge with respect to sterile; non-stetile 
manufacruring processes and related systems in order to adequately assess the CG MPs. for example, 

• All the complaints received since 20 I 7 tO present for stctilc and non-sterile drug products have been classified as 
"minor·'; 
• No CAP As have implemented to decrease re-occunence of complaints related ro coring/fragmentation defocrs 
b d . . I t~bH4l !blT4J . I o serve rn vw s o 1 mg vta ; 

• All the QC Laboratory (Chemical Miao) fncidcnts (Un-planned dc,iations) initiated since 2018 to present have 
been classified as --minor'": 
·There is a practice o[ invaliJatt:: failing or OOS n::sulrs withciut scientific justification; 
•The implemented procedure for in-pro-:ess sampling i:;; not based on statistic:al rationale; 
•There is .no assurance that yolll· proce:<s simulation studie::; (media fills)/smoke studies are represeutath·e of the 
conditions observed an(l or that might occur during routine a.septic filling operations of" ial.s. 

B. No CAPA has been identifiect im lemented for the repetitive complaints received due to coring/fragmentation 
(b)(4) . • -

defects obse1ved in vials of<bH
4
l ig/v1al. 

YNtr firm has fai lc:d to thoroughly evaluate in combination with th lbH
4
> "topper supplier the multiple 

complaints recciv~d (a_£proximately ( 11) c<1nfirmed complaints) toe · ectively prevent coring and fragmentation 
defects in vials o~(bJ ~J ~rng product. Up to date. there is no documented evidence or 
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Pulep{llly .. ladcherl:1. Tdang<ina. SflQJO l. India Sterile.'\ion-Sterile Drug Product MJ1111facturer 

empirical data ( c. g. penetrability and fragmentation testing) that c~miirm::; !lrn t your current container closure 
$Vstem is suitabk for usinv with ~bl<4l use to ll>mJ 

(b)(4) 

r(bJ14J·---------""·ll4I 
C. Your firm failed to conduct a thoroughly trend ana lysis for lols o mg/via! 
manufactured at Shilpa sit0. 

Specifically, your Quallty Control Cnit has bt::en releasing lots that sh~>wed as:;ay results nt the lower or higher side 
of tlw specification during Ln-proccss and rdease testing. This discrepancy establishes that tile current 
manufoclurinu orocess is m)t :;uffi~ientlv robust and reproducible to produce Qrcdictcd results. The release 

. fi . ~t. , Cbll4> <bll4> . I - . I :! ' . rCbn41 d . b lk . spec1 icat:l.m 1) mg·v1a tmis Kt proCluct ts: an tor u ·solution 
. M~ -
IS 

~~r(zxmnple, the rdeascd~gM; lishec~ product d~J;ilJr FY.::O 18 and FY2019: . (bl \4) 

• mg/ vial: Batch #i Exp. Date: Apnl 2020, Assay result %. The lot 
was released to USA marke.t 

6)14) (b)l4) , . . f(b)l4) 
• ngrvml; Batch 
was released to USA market 
;<bJ<4J (b)(4J mg.1,fal: Batch ; <bJ<4J I.>. The lot 
was release<! to USA maHet _____ .. 
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lot wa.u.elca.sed..tQ..U~tarket. . . .--..... 
(6)14) (b)(4) (b)(4 ) 

• mg/vial, B<Ltch'"' Exp. Date: March 2020. Assay result lbll
4
> %. The lot 

was released to USA markt't. -----

'.'lone of th~se rdercnce<l lots \Wrc.: inclucied into your st;1bility program to ensure that will et1htivdy ddiver the 
drug product until expiry. 

OBSERVAT[ON ~ 

Your firm foikd to thoroughly investigate any u11cxplained discrepancy or failure of a batch or any of irs 
compom:nts to uu:ct any of its specifications, whether or not tl!e batch has olready been distributed. 

A. The list ofobservations noted below document that your Quality Unit has not perfmme<l a tborough systematic 
assessment and/or implemented the nt:c~ssary interim controls to ensure the consumer comp taint::; related ro 
defocts such as: presence of pa1ticles in vials, appearance 1)t-l6>1

4
> lrug product, closure integrity and low 

fill. do not negatively affect rhe sterile injedable products .:mTcntly eing manufactured and distributed by your 
firm. 

I. Your Quality Unit failed to conduct a thorough assessment and establish ad..:quate corrective and reventive 
• (' A p \ . . I I:! h . d t' I . I d lbH4> actions ( .-. ..... ) rn a ttme y manner to a< l ress t e systcmat1.: tren o comp amts re ate to 

(b)(4) (b)(4) , . 1 
mg·v1a . 1------

For example. from the period between l8 Sep 20 l 7 to 10 fon.2020, vour firm received approx.imarely, 12 
I . 1· . I . . :! t' ) t' i · (bH4> l · ~bH4> comp arnts regarc mg parttcu ates {1.e. cormg t c cct otm< 1n

1 
ots Le. 

(b)l4 ) 

'drng product. For all the ease::>, your Quality ·nit 

sto er of the vials crot ru tured due tO the u:>e of a 

Y('lll" Quality Unit concluded the repotted defect was not detected in the control samples and that the penetrabilitv 
l fr · · · . rf' ' I '(bTt4> I d l i . fl t' • 11n< agmentation m-comrng testing pe ormea to t ii;: stoppers 1owe resu ts as expectcc . 1en: ore, no 
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CAP As \v~re impkmemcd. However, as part of the complaint investigations, the control sampks have never been 
(bJ<4l >veu though y9ur fim1 acknowledges th lbff

4 technique most commonly used by 
the intended healthc:1re providers h; thru (bH

4
> Moreover the roduct in orrnation leaikt does nu! spccifv the 

(b)(4) f(bJl4 ) . , 
.at shoLLld be used to either alert the healthcare 

,..p_t-·o-v-it-k-,1--s-o_.f not using th bll4> 

l. Consumer Complaint fnvestigntion MC-lNJ-CM023-19-018 -was iuiriated on 02 October 2019 10/!bH
4

l 

Injcction i:: lg1~:lmL~ L,ot[(l>H4l Expiration Dare 1.:U~020 . The c1.1mplainant :-;tated that '"Attc,_rn_p_t_rn_g_to ... 
rcmove[(l>H4

> Jrorna <bH4l f l<l resulted in the entire<bH4l bnclosurecomi:no free of the 
glass ottion of the via L This happened to t\vo vials in this loC. The control samples of Lotsj(bJ<

41 
} nd Lot 

(bJ<
4
l were physically eva.luated fonimi!ar seal ckfect and reported that the seali.ng quality of the\ iab wa_, 

ound satis foe torv, However, during the bat..: h sea Ii ng ac ti\. ity of drug product lbJ <
4
l njecti o nI~l_;mg/ffi)nL ~:l 

mgimL); Lo bll
4 it was,obsened that filled and full stoppered viafa were not :>ealcd properly in ~.:aling 

machine Et ui ment ID SMLJ~4~ ). Un}Hmed deviation UP-PDl-19-00 l was initiated and reported that 
(b)(4) i(l)Jl4J lb)(4) , , 

were not roperly and the "as nusahgned. Your 
QualiiYO ntt cone udec,...,...1-a.,..t ""·t!'l ere might be the probabil.ity that ew v1als w1th loose sealing might lrnvi: missed out 
during- visual inspection." Therefore, the observed discrt::pancy might he an isolated case. However. it was uoted 
the dosure inte!rritv of the control sample vials \Vere n<)t ~uhlected to seal ti!!l1tness test and non-desrructiYe leak 

~ , '(b)(4J,.._.,,. I y 

test No addi tional actions \Vere taken against Lot 

Similar events vvere reported in the follov\ ing complaints investigations: 

3. Consumer Cornplai.i1t investigation 1\TC-!NJ-CMO 17- 19-002 •vas initiated on 30 Januaiy 20 l 9 {ot:<b><
4
> 

<b><4> (bJ<
4
l mgi\. ial: Lo lbil4l Expiration Date 0412020. Th.: complainnnt stated that'"] - a-ve_,,2-•""i_a ,_s ... of 

bJ<4l One vial was hazy, anc t 1.: other vial has particle floating in it". The vial thar showed the particies 
was analyzed by LC-MS/MS at the R&D laboratory, which reported the mass spectra ofthc'bJ<4J 
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(bH4
> ·ial showsE <4> impurii) !bH4

> No 

other sub::>rnnce was iJenrified in the snmpk. fn addition. rhe hazy via l complaint sample v..as sub3~cted to Light 
fransmission Testing .. fo r infom1atio11 oniy"'. The Otlt-of-spccifo.::ation (00S) resul t observed was (bH4

> 10. The 
·fi · 1· · · ~N 1 ··r-1 "1LT) <b1141 

· N ict· · I t · • · 1• • 1 · · d spect 1canon 1m1t is t ot ~ess rnn I,.., .vo. l o ac 1ttona c Km1cav m1croL110 ogy test mg were carne -out 
to thil.; complaint sample even though a definitive roor cause vvas not identified. Instead you attributed the 
appearance failure to .. external factors used for '(bH

4
> practkes fo ik)wcd, and handli ng procedures of the 

vials may influence.'leads to the ~light haziness'' with no supporting evidence. 

REPEAT OBSERVATION 

B. Your i.n1:estigations ·into tmexpecled t)Uh)f-spcct!ications results (OOS) arc found inadequ<tre. Specifically, 
you invalidate foiling or OOS resLtlt$ without scientific justifir.:ation. Your current practice is to always perfomi a 
re-:·rnmpl ing and procet:d \v ith a re testing of the product. based on the retest pa:>sing results and hypothecica I 
analysi$ (i.e. experiments of malpractice sample preparation to identify whid1 results correspond to OOS and 
conclude a root cau1ieJ, invalidate the unfavorable results and rdease the batches or repo1t meeting stability 
interval. Moreover, there are instances in that you fa iled to implement corrective and preventive actions (C APA.) 
for avo iding re-occurrence. 

For example. 

I. Out-of-Specification (OOS) fnvesti~ation Report SJ OOS, 18/038 was initiated on 18 May 20 l 8 fo1~bH4> 
(bH4> (bH4> ng:/vial. Comn;iercial Batches~bH4> ·:xp. Date: April ~020; due to .. p_a_r-ti-c-u""Ja_t_e_ ' 
ma c:r 0 . results obtained for<bH4

> Jatches. ~ased Pn the pre!umnarv uwestigation, (i.c:. check list form# 

QAD;GEK022:FO 1-0-0 1w obvious error ~vas found. A total ofr><4; 

0 
l oncurrently batches '(1>><4> :>amples 

per batch) were analyzed, in which the lastlbll4> atches obtamec iO'S resulb. No root cause was K entified 
during the inwstigation . Your QC laboratory re-oarnpkd and re-teskd thc~bH4> ___ 1 ti!ing batches intt>ll4> total 
oflbll4> 1sampk-s per batch) obtaining passing or favora ble resu lts. Althougfi"YOl'1 finn had no c:vidence lo 
suppi)n a'"b'cfini tivc root cause. OOS report r; SJ:OOSr 18/038 concluded the initial OOS result was due to analvsfs 
time gap o((b><4

> enveen the sample prep<:1rations of the first <bH4
> batches and the last'b><

4
> -~batcl;cs. 

No CAPA was implemented. 

S r:-
~c 

REVERS!'; 
OF T."'!JS 

PAGE 

FORM FDA 483 (9/08) PREVIOUS EDITION OBSOLETE 

: W PLOYEE(S) NAME l\ND TITLE (Pr:n/ or TypP,) 

JOSEE . .\!EI.EN DEZ. !};VESTfG.\ TOR 
MfG l 'EL-\ VL-\Rfl\ff.:L, CllEMISf 

INSPECTIONAL OBSERVATIONS 

I DATE ISSUED 
I 

02 25:2020 

Page5of25 



DEPARTMENT OF HEALTH AND HUMAN SERVICES Use 'his ~heck be• :o :ienerate 
FOOD .\ND DRUG .\OMINISTRA T!ON •he 'eqo..1red ~3 statement o~ P<lge 

1 ~or medical 1evice Jbsarvations. 
DISTRICT OF"ICE AOCRESS ~NO :O>iQNE NL'.16E?. 

12~.20 Padd,1wn. Dme. Room :?.03.! 
R11d\ill.:. \ID 2os5-: 

I ndu,rry lnfonnarn•n. \I \\\1. ti.la.gm· vc. mciustry 
NAME AND TITLE OF NDJl/IDUAL TO W!-'OM REPORT IS ISSUED 

TO: Dr. Joyanr KJrajgi. Chier' Operating Otfo:er 
FIRl·;I \JAME 

FEI \JLi;iBER 

300<)ll76-DO 

STREET A.CDRESS 

Sbtlpa \lcdi.;,1rc L united S-20 To S-1(). Phm1ri. Fonnuf,11iun Sc/, r -;iic. (jn:en lndu:-trial P::t 
CITY STATE ANO ZIP CODE TYPE OF :STABUSHMENT NSPECTED 

Polcpallj. Jadcheri:J. T dangana. 50<)~0 l. India Stc:ri!e. 'Jon-Sterilo:: Drug Product \.l.inufacturer 

2. Out-ol'..S t:cification ( OOS) (nvestigntion report SJ OOS l 8,C)J3 was initiated on 30 April 20 l 8 for lb><
4
> 

(bH4> <b><4> · J (' · I B I '<blT4> D 'I l ~ )~) d OOS. --.,.. -1"""· --; g .., ta : ommc:n:ia ate l :.< xp. ate: tv arc 1 ..:< ..:\ : ue ro in assay testmg or 
(b)(4) ·o ution and sus .::nsion ~ampks."""'Tl"(if em c, the OOS results obscn, .::<l for solution and 

'(bJ<4> . I 'f'l . t- . 1 · . " I I . . i!l>H4> B d :;usp<::ns1on ru\: especrn.t: y. 1e spcc1 1carton mut:; 1or )~)I l tesung 1:; ase 
ou the preliminary mvcst1gat1011 ( 1.t:. check list, fonn # Q, \D·GEN/022. FO 1-04 l no ob\ ious error v.ras found and 
re-injection. re-filling nnd re-dilution con.firmed the initial OOS results. Your QC h1borato1y re-sampled and re­
tested both batcl1es tn t1iplicate obrnir1ing passing results. The OOS Report SJ. OOS, l 8, 033 concluded the initi::il 
OOS results \~ere clue to anal:st's error l i.e. sample preparation: improper samplci'(6H4> r sample 
spillage) even rhough there is no scientific <:":vidence or empirical data to support a di::finitive ,root cause. Similar 
inadet uatc investigation \Vas al:;o obsen-ed in ill\. estigatiou OOS Report SJ OOS, 19 l-45 for(bJ <4> 

(bll4> (b)(~l l!! Yial: Commercial Batch 1t lbH4l Exp. Date: October 202 l: clue to OO_r_e-st_i,.t""t_n_a_s_sa_y_ .. 
~><4> I . . lbJ<4J - I d t' . I . . esttng Oil fO Uf!OO lt.e. 'o . ' 0 /- .'-\_ was imp emente OT e1t lcl' tnVeStlg<itlOllS. 

3. Out-of--S eciticaril)n ( OOS) [nvestigation Reporr SJ OOS l 91095 \vas initiated on 0-1 Aug 20 I 9 fL'.ti<bH
4
> 

(bJ<4> (bll4>h1g.\ial; Commercial Batch (bJ<4> Exp. Dat~: Julv 2021 due to OOS result ~H4> '""o_}..,..i1-1-as_s_a_y_ 
te:;ting for in process bulk sample (after compounding and before (bH4> .J· l he specification lin11t:; 1s H4> 'o 
(bll4> 'o. Based on the preliminary investigation, (i.e. check list, torm # Q. \D 'GEN 022 FO l -0.+) no obvious error 
was found. R..:-injcction and re-tilling ofthe,sam le confirmed the origillal OOS results. Your QC laboratory re-
sampled and re-tested rhe referenced batch in<b><4> )btnining passing results at the upper side of the 

-f-- · (' ~(b><4> ' - ·1 · · ·10<)S I"' 11·· I - . . spec1 11;at1ons i.e. o , sum ar to uutta · resu l. 1,0 a< t it1ona testm« was earned-
. (b) (4) . . t6Jl4) b (4) 

out. Your Quri 11 ty mt refoased Batc1i JFi" or lurthcr process mg to Batches 
Although your tirm had no sc ienti fk e\ idence to support a ddinitive root cause. uhs Repor . OO'S'.'T9"D'"'),,..,_ _ _, 
concluded the imtia! OOS assay result 1.vere due to an error in [he standard preparntion. No C'APA \Vas 
implemented. 

-t Out-of-Specification (00S) rnn:stigation Report SJ OOS l 9 l2 l \.\.as initiat<::d on 16 Oct 20 l 9 fo Kt>H
4

> 
(b)(4) (6f(4) . . . f(bf(4) . . 

g, vial: Commercial Batch!_ Exp. Date: Se tember 202 l; due to OOS 111 assay testing 
To"f<b><4> olution or'<bH4> r<>· Th<:": specil1cat10n 1mits istb><4> Based on the preliminary 
investigation. (i.e .. check lis(Torn1 t!. Q.\D GEN 022 FO l-0-1) no obvious error was found. Re-injection. re-filling 
and re-dilution confinned the initial OOS r.e'ult---Yllur.Q~ ory re-sampled and re-te:>ted the batch in 
<bH4l~· _ . I . <bH4> . '(bll4> . I . l lbJ<4J f l '(bl <4> rn mmg pa~srng resu ts ( 1.e av era gm m \.\. lJC 1 ) · t 1e 

=='----===~ 
E11.IP/5YEE(S)SIGNATURE EMPLOYEEiS) NAME .o.ND TITLE (Pri1>t or Typ. ~J lATE ISSUED 

Ret~~sE T ['.!If / , / JOSEE. MELE\DEZ. !\ \iESTIG \TOR 
ot:tks / /4f :-..r1GtlEL-\NL..\fUl\EZ. ('l(E,\.ltSf 02.252020 
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DEPARTMENT OF HEAL TH AND HUMAN SERVICES 
f'OOD -'IND ORUG AOMIN!STRA"iON 

Use this sheck bo:< to genera;e C 
.he requ1r-.,o -lil:l ; taierner.t m ::>age 
1 ior medi<:al Jevice 0bse1'.l<ll1ons. 

DISTRICT OFFICE ADDRESS AND PHONE NL;i\,;6ER 

l 2-1~0 Parl,.!awn. Drive. Room 2032 
Roi.:k\'ille. \ID :!l/1'57 

lndu;;try lnformutinn: 1v"'''· t<b.¥0' oc•inciu'h) 
NAlvlE ~.NO TITLE OF lt-IOIVIDUAL ro '11/i-brv; REPORT !S 'SSUED 

TO: Dr. Jay:int Karajgi, ChiefOpernting Officer 

F~RM NAME 

Shiipa Medicare Limited 
CITY, STATE AND Z!P CODE 

Polep:il!y. hdd1erl.1. T..:langan:i. 50900 i . India 

:JATE(S) OF 1NSPECTICN 

; m. • >- 'O 1
'· '.+-')"'' 1 'J·?r;· 

I FE~ N~~l~~~ - -· - -

i 
: 3009x70.+:;o 

STREET .'\OGRESS 

S-20 To S-26. P!wnn. Fonnuh11ion Sez. Tstic. Gre~n ln.duslriai Pi! 

TYPE OF ESTABUSHMENT INSPECTED 

Sterile: i'von-Ste1ile Drug Produd i\:l,mufacturer 

t]) showed a result at tfo.: lower side l)f the ~pecification and simibr to the initial OOS r0sult. No condusl,·e root 
cause was identified. Your Quality Unit rekased the Bar.::h <

6
><

4
> based solely on the rationale that rhe 

average assay re testing result, th.1,a,ie_i;agc ophe dissolution and the coment uniformity for £3atch'bH4J <1re 
similar to the results obtained for< H 

1 
_ JBatc. ~bH4l ffowever, ti1e Investigation Report SJ;<) :1'Wl2T'tnty 

considered the averaged rc~;u!ts and did not include an assessment of the i.nd.i.vidual results. For ~xample, Batch 
!bH4J . , CU ~bH4J :V{n.. ' "· tl>f<4J . ' .· ·\X· o·" tbH4J----.. ll'-' & tl>H4J : '·I' vl. dB· t I !bH4J f· l.t:. o , l.l" <:.-.:.. o ,vl,,--' , ISS. _'v ,~ o" h .. -.. <lll a Cl LC. 

:!bH4l ,o MIN &~~.}o YIA.X, Diss_!bll4> i10 MIN & !bH4J o !vL\..X). Although you firm had no scientific 
c:vi · erJCC to su~rt a ddinill ve root 1.:ause, OOS Report S.fiOOSi 19 12 l concluded the initia I OOS result for 
Batch (bH4l as due to sample preparation t i.e. stock solution). N11 C.-\PA was implcmentd. 

5. Out-of-S__Qecification (OOS) fnvestigation Repon SJ OOS1I.9:022 \HIS initiated on 13 Mar 2019 for stability 
l t.tbH4l · l lbH4jn1 ') - >(."60° RH ' 'I th B l tt>ll41 d ()()S l ' I . s111np e o >c.41 su es g, ,;.) .! "J , .J Lv' on , ate ~1e to , resu t ooserve( in 

Re.lated Substa.nce ot :iJ for unknown impurity. The specificatil'n limit is T'-.i(v111bH4l .;» Based on the 
preliminary invc~tigation. (i.e. check list. form# QADIGEN.022!FO 1-04) no obviow; enor was found. Re­
it'Jection and re-filling confirmed the initial OOS result. No obviou:-> enor was found during Pha..:;i::: l & ff 
investigations. Manufacturing investi ation was also conduded and reported no di:lcn::pam:ies during the 
manufacturing process of Lo-!bll4l Your QC laborato1y n::-sampkd and re-tested the referenced batch in 

(bH4l obtaining favorable results. Your ()C laboratory C1)ucluded the presence of the OOS unknown impurity 
was · ut: analytical error (might be :issociated with conrarnination). However, a ddinilive root cause behind this 
c1mtarninarion was not i<lentifit:d. N(1 CAPA \.vas i.mpkmented. 

6. Out of SJJcci1kation ( OOS) investigation Report SJ OOSil 9 '076 was inttiat.;:d on 26 Jun 2019 for finished 
µroduct (b)( > -[fabkt. ~bH4l lg Bat..::h tbH4>----,r:xp Date: F~bruary 202 l; due ro OOS o{<bH4l % in 
lbH4J f'Y 111"~speciticat1on limit is N;ITT"E:.._ j o. Based on the preliminary investigation, 1.e. check 
~:rr:-rnrm ~ADiGE\i/022.'FU 1-04) no obvious error was found. Rc-mjectfr,n and rt:- filling: confirmed the initial 
OOS result. Both n:sulrs showed OOS abouttbH4l /o. No obviuus t:rror was found during Phase I & II 
investigations. Manufacturing investigation was also conducted and reported that no discrepancies were identified 
du.ring the manufacturing process for Batch # '(6>14l Your QC laboratory re-sampled and re-tested the batch 
in~>14J:;;gbrnining favorable result~s. Although your QC laboratory had no scientific ~vidence the batch was 
re easec. S Report SJ:OOS/ 19,076. concluded as the most probable root cau:;e mcons1::;tency of the HPLC 
column. However. all the system sui.tabiliry parameters were within validated method acceptance criterion. In 

SEE 
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FOOD ~ND DRUG .\Ot.,llNISTRAT!ON he •eQo..treo ;33 statement'" oase 
I ror 11ed1ca1 :fev1c9 obser1at1cns. 

::'ATE1S) JF INSPEC ON 

I ()~ l ~-:!Os..:!~-.:!:' :2{}~1) 

"El NU~lBER 

\IAivtE AND tmE bF INOIVIOiJAL ro 'NHOM ;<EPORT iS ISSIJED 

TO: Dr. JJyont KGrajg1. Chiet"Op.:rating Offic.:r 

>=JR MN M 1 E 
~~~~~~~~~~~-

STREET ADDRESS 

Shilpa \kdicar.: Lnnaed 5-20 To S-26. Phann. fonnul~1t1on S.:.t. r-;1ic. Grc.:n lnd11~tri,1! P;.1 

CITY ST ATE ANO :'.JP :::ocE TYPE OF ES7A8LiSHMEN> NSPECTED 

Pokpnlly. Jadcheda. Telangana. 50<>_>0 I. Ind in Stc:rile.·t\on-Steriie Drug Product \1.mufocturer 

aJdition, th~ instrument malfunction error \\HS ruled out during Phase-Ib investigaci~>n. Moreov~r. thi:: re-injecci0n 
of same vial anJ the n.:.-filling of diluted sample injected of Batd;(b)(

4
J ming Phase [ investigation showed 

same initial OOS results; therefore, not supporting ratiomtle. 

tb)(4) (b) &16)(4! 
Similar event \vas also observed in SJ100S· l 9 035 fo r stabilitv sample~ (4J 1g 

'(b)(4) ' - - --------.----mg. Hatches: Ace 40"C. 7)0 'o Rll. I Month. Exp ate: October _>li..! 

7 Unpl:umed deviation re ort also known as Laboratorv lncid.:-nt UP- CD-18-037 ii.as initiated on l9 Oct 2018 
. ~00 -~ for raw nwtenal atches iuc to anal) st used a GC 

mstnuncnt Perkin E mer with fk<ldspace sampler instCal ol i g1 ent wtt ieat space sampkr. The original result:> 
obtained were within specifications. Ho1~cver. they wen: im,alidated and repeated because the ana lyrical test 
procedure QCD. R.\-ISTP l 00000 l 4rn_J·equires the use or .-\gi lent in:>tn.1me11t. No scientific justification was 
identified to invalidate the original results . .:;iuce 110 changes to the sampk preparations. ~ystcm suitability. and or 
signific:rnt parameters were made. 

REPEAT OBSERVATION 

C. The control procedu.res SOP QAD GEN 022-05 entitled .. Handling of Out of Specification Results" Rev. 05 
and SOP·QAD· GE0i 086-0 I entitled .. Rep011ing, lm·estigation and Disposition of Unplanned Deviation:; in Ample 
Logic Software'' Rev. 0 I do not require the analyst's participation as part of the OOS investigation rep()lts :rnd:'or 
as part of the Incident lm·estigation reports (i.e. known as unplanned deviations). Your current practice is to 
generate a check li:H (i.e. fonn # QAD {} ED .. 022/ FO 1-0.+) during Phase I investigatic)n. However, there is no 
documeuted l!vidence that the analyst that observed the initial OOS resu!t(s) participates dunng the Phclse I 
investigation. 

OBSERV.\ TlON 3 

There are no'" ritten proce<lmes for prodm:tion and process controls designed to assure that the drug products haYe 
the identity, strength. quality. cind purity they purport or are represented to pos:>ess. 

S 'fi II n 1· L' . d f, 1· ·1 . l .f<bll4> pect 1ca y. your ....,ua tty •rut apprO\,e or t 1stn 1ul1on ots ot . . tbJ<4J , I . l nj<;!Ct1on ng Vta \\ tt lOUt 
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the required <lil:J ; ta ternent ?r'> page 
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i ~4.'.0 Part-.!awn, l)ril·c. R 11l!m 2032 
Rock.., i il<!. \ID.:!0~57 

lmll"try lnformuti1"1: "ww. f<b.gt'V oc indush-:-· 
'\!AME 'IND ·f rf LE OF 'NC1VlDUAL ' 0 ;NHOM REPORT '$ 'SSUED 

TO: Dr. Jayant KJrnjgi. Chiei Op~mling Officer 

02. I ~-20 & 2 l-25-2020 

I "E• NLMBE?< 

3009>Pti-+30 

---------
i=IRMNAME . STqEET .\CDRESS 

S-20 To S-26. Pbarn1. Fonm1ktt ion Sez. r-;iic. (~ireen lnd u~tna i P:i 
CITY STATE AND ZIP CODE -;" tPE OF ESTABLISH~.IENT'NSPECTED 

Poll:!p31ly. Jadcherl:.i. Tdangana. S<NJO i. India Steriie. i\lon-Stei1ie Drug Product \fonufocturer 

comptt•ting i-he validation proce::;s <rnd characterizing the critical in-process controb. 

f(bJ(4 ) ' . tb)(4) . . 1 l l . - . . lb)(4) 
l1J<:!Ctl011 r1g: via rC Case!rcgu atory SpCClfa:anon range IS 

Out-of-Specification Report SJ!OQS; l&/O 12 \Vas initiat.::d on 16 Febrnaiy 20 l 8 fortt>H4J 
. . I l [' i . I 16/(4) E . . D 0 l '' )"l(} s "'"[~" ~(CbH4l mg: \ ' 1ell; st va tt at1011 _.o r ,xpmltlon ate · _( _ . . ~ an~ 

OOS rt:slllt:> in assa · resting bv [-IPLC~amule..Jl1e ... s_a~nple::> (bf<'IJ 
(b)(4) - • (b)(4) .. ,.....,.....,.,.-.,.,,(b)(4) . 

and sampks ·howed resulfa of [ \our QC 
'"l'""a"'"b-o-r:--1t-o-ty_ p_e-r""fo_n_1_k __ ,,.,.1"""re-irtje.:tions of Sampl~1 (bJ<4J nd reanalysis 0TtT1e same sampk in 
(bJ<4J All the results obtained confirmed the i.nitial OS results. Manufacturing investigation was also carried 
out, no discrepancies ~vere observed. Your QC laboratory conclL1ded the OOS results mnd valid. Based on the 
e1.-aluatinn of the OOS results, it was prop.osed «> <evise the recess validation p r~tocd iSMLJdPV~"" l44-00) 

d . d l . . . J i!l>T(4) l f I t . d . lbH4l 11 lbT(4) ~ 1· to 1scar' t 1e 1111tta , o samp1e so ut1on urmg j is we as .::,ore samp mu: 
for analysis. lbH

4
l ·njcction lbl1

4
l ng/vial; v;!idation Lo ,(bJ<

4
l was released for · is tribution. -

In addition, 

In addit ion, 

SEE 
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PAGE 

FORM FDA 483 {9108) PREVIOUS EDITION OBSOLETE 
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DEPARTMENT OF HEAL TH AND HUMAN SERVICES Use this ;hecK bo'< to gei-,erate 

"'000 AND DRUG ACMI NfS rRA rON the recuired ·~83 statement c:)f'l oaga 
1 for medical device Jbserotatiors. 

DISTRICT OFFICE ADDRESS ·\ND DHONE NLMBER 

l2.f~O ParkJ<l\vn~ Dr,\-.!, Ro,Jffl 2032 
Rockville. vlD .20857 

lndusn·: lnfonnati0n: www.toa.?:m' . ,1c ·u1du,t1~,i 
NAME ">NO i!Ti.E OF iNO!ViDLlAL TO 'f>f.,CM !'<EPORT iS ISSUED 

TO: Dr. Ja;~m K.irajgi. C'hidOp.:rating Offic<:r 

FIR!v1 NAi\!E 

Shilpa Medicare L11nited 

CiTY STATE AND ZiP CODE 

JATE!S) :JF INSPECTION 

I 02' U-~O & 2.+-25 :!02tl 

h:Si .. Nt3~1·95~~·- ·-···-·· -····-···· -·-·-··- ... .. -····~-·-·--···-·-··-··- ·-· -· 

S"REET t,ODRESS 

S-20 To S-:::11. Phann. formulation Scz. l'.;;i ic. Gn::<!ll lndi:~trial 1';1 

I TYPE Of ::STABLlSHMENi INSPECTED 

Polcp:i I Iv. Jadchcr!a. f elangana. 509 JO l. f nd ia Sterile" Non-Steri !..: Drug Projuct vi Jnufocturer 
. '(b){4 ) • . t b)(4) 

Oul'·of-Specification R.cQort SJ, OOSI 18i02~ w<is initiateJ on 26 Ylar.::~12p lli.fr.lrl n1ect1011 __ ;mg; 
vial: 5thifjali .. dation Lo lb><4> :xpiration Dare 02i2020. Sampl~i:: b 

141 
btaincd ;li10'()S 

result of ><
4

> lo in assay testing by HPLC. YoLtr QC !a~orator · 'e1io11fiCci remJcct10ns o · t 1e original sample 
solution and reanalysis \>, ith fr.:::sh sampk preparations i1}bl ~> The results obtained contirmed the initial 
OOS t\:sults. ~lanufocnu·ing investigation was also came out no discrepancies were observed. Your QC 
laboratorv concluded the OOS re:;ults stand valid. No definite root cau:;e was identified. Ba.s.-:J on the evaluation 
of the oc)s results. the followinc1 Ct\PAs were Jro (ised: tb><4> 

(b)(4) 

(b)(4 ) 

OBSERVATION 4 

Laboratory contw ls do not include the establishment of scientifically sound and appropriate test procedures 
designed to assure that drug products conform tu appropriate standards of identity, stTength. qw1lity and purity. 
Specitlcaliy. your Quality Control Unit (QCUJ failed to establish scientificall sound and apprq61r~~te analytkal 

:l I . d h . I . I ff>ll4> l . . ~ >< J . l test roceni.re:; c estgnc to assure t at representative samp e via s o, l 111Jecuon I ug/vta 
!bTl4l d t-1 1· I . 1 . ! f' - . 1· .b )!'O u.ct) 1 lmg process are ta.<:en tor ana.iysts au< con onn to e~ectecl l ua Jtv attn ures. 
""'y--5--·1·· 1 l 1 . 1 i . l I ·' '' 1· J. · .- "b><4> : · 1rbl14>l · · l) l our 1rm va 1u<1tel ana yt1ca rocec urc entlt cc "ns::;ay va mat1on 1or n1ection \I '11!!/V ta . iv 

HPLC", RepoLt S.J.'A.VIY.~b><4> 'FP!J\Sf026R·RO; effective on 25 Feb 20 , or t 1e (.::termination of1;~1;>~ 
content in!b><4> 1tjectionr;:iJn2:1vial dru2 product. Per test }Jro~edure )CD, FPSTP/2000\ , '°t~ 

lbH4
> T\)ec ton !bH4> mg 1v1a , rhe assay s:ilution lbH4

> 
(b)(4) 

(b)(4 ) 

'Finished Products'' Rev 06 
f(b){4 ) 

na!Slor l 1e assay te:;tm2: o · thc<bH4> 

which'lbH4
> fth..: fillin; proces1'»141 

SEE 
REVERSE 
OFTH/$ 

PAGE 

FORM FDA 483 (9108) FREVIOUSEOITIOMOBSOLETE 

~onethdcss. your turn on y uscsf>><4> (mg product 
o l-u .. tt-o-n.- 1 .. G ... w..:vcr, there is no documented evidence to show at 
~~~~~-

the vials analyzed. 
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FOOD 'IND ')RUG .\DMINJSTRA T'CN tie 'equ1red 183 ~ta cement m ;iage 
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i'IRl·I NAME 

Shilpu vle<lic~m: Lim1c.::~! 

CITY SHTE ANO ZlP CODE 

Polep;ill~. Jadd1erla. T elangorm. 500.~0 I. India 

' (b)(4) 
rht: assav h2r tbs, 

(b)(4) 

STREET A.DORESS 

DATE.Si '.)F NSPECT'ON 

L 02 13-20 & 2~-25 2020 

FE 'llLMBER 

S-20 To S-.::o. Pharm. Fonnub11on SeL. T..;iic, Green lndustn;il P:i 

TY<'E OF :3T ~BUSHMENT !NSPECTED 

Sterile '1011-Ste1ile Drug Product \(Jnufacturer 
. . lb)(4)---, .• {b)(4)~-------~ 

... ~n req111res q nl ~ 

fhere is no doctm1ented C\ idcnce to sbow at 
l . l 1-· h fill" (bl<4l l . l l I Tl 1 ·d · 1 t.. I . [ w m; l sta"e 01 t c i mg process t 1e v ta::; ana yzet. 1e vu i ateu l'Utc l size o 

(bl<4l njcction :<t>H4
> 11g:vial .is between (bl<4l ·ials. 

Thi:> practice a so impacts the analytical kst.ing of the f<_,llowing US intended approved and marketed products: 
'(l>Tl4l I . . USP lbJl . l • n1ect10n . 141\zc' vrn 
(bJ<4J <bl (bl 14> . . ~bJ<4J . I 

• (4) mg llJCCtlOll, 1g1via 

• H4
> lnjection1bH4>mg,vial (Shi lpa) 

• bJ<4l ;njection CSP.CbH4> ng "ial 

In addition. this pradice also impacts the annlyticnl testing of the follo·wing fikd drug product intended for L'S.\ 
market: 

r n 4>j (b) (4) 
njection USPLFg vial 

--~~~~-- --~~~--

OBSERVATION 5 

Procedures designed to prevent nlicrobiological contamination of drng products purporting to be steri le are not 
established or follov>ed. 

There is no assurance that vour process simulation ~tudks ( meu1a fi tis) performed in th<:.)H~ ) f rhe Producriou 
Department tnjedahlerlbn4

> filling Linc':~:1m: representative of the conditk)ns <)bserved an or that might oc<.:ur 
dunng routine aseptic tiTimg operations<~\. ial:;. 

For example. the metlia fill batch records for rlbH
4

> filling Lind:~: Lorrlbn4> apprm ed on 17 Sep 10 19 does 
not desctibc: in detail 110\v the non-routine intel\.ention .. Repairs by rnarntauung personnel" was perforrneJ by 
engineering: personnel durinu rocess simulation. This intervention \.\.US carried-ou~r(bll4> imes during the 

~cl. fill , L 'lbH4> N' . 'fi . I 'd d . 'fv --,. . I . me ta 1 process ot ot , o sc1ent1 tc rat1ona e was prmn e to JUStt tie ll'equency oft HS non-

routine intervention. Lu eac lo t le: 111stano.:es, the in ten ention was done by[11»<4rbcrson. l lowever, the media 

fill BMR does not include a description about the activities that were simul.heu.----1 
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DEPARTMENT OF HEAL TH ANO HUMAN SERVICES 
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use tn1> ;~eek !JO( :o ~enerate L 
•he •equired 483 .;1a1emen1 ~n 02ge 
I "or medical device Joservaucns. 

'.:liS-RICT OFFICE llODRESS ".NO "'-<ONE NUMBER DATE~S) ')F INSPECT ON 

12-120 Par\J,l\~n. Drhc. Room 20~2 
Roch ilk \ID 2cl857 

lndu,lry ln f1>nn:.stic>11: "1~w.iJa.gov:oc·industr~ 
NAME AND TlilE OF ,):J()1vli5LiArfOWRoivfREPORT •S ISSUE') 

TO: Or. Jayanl K:1rajg1. Chi<::fOp.:rating Officer 
FIRM 'llAME --------STREi:T ..>DDRESS 

•Et \!UMBER 

Shilpa \kdicar.: Lnnitcd S-20 J'o S-~o. Ph<mn. fonnuJ,11ion ScL. r.;1ic. Green lndt"trial Pa 

CITY ST.>.TEAND!lPCOOE TYPEOFESTABL:SHMENT NSPECTEO 

Polepall~. ladcherla. r~langana, 50CJ30 l. India S1erik \ion Sterile Drug Pro<luc1 \lanufocturer 

0 7 0 F b "'0"0 [ . d h . 1-11· ·~<4> · · '<b><4> · l L-j(bll4> n _ 1 e '- _ . w1tnesse r e asepT 1 ing proccs:> 01 llJCCllon 11!! via: .otl 
This product ""as filled in the (b)(

4
l 1g;IC4

> inc~ Awun<l ><4> I obsc.:rv..::d t\>O (2) opaators (i.e. 
f: . d ~ . ~'1 l -:r ~(b)(4l <l . . . . manu actunn!! operator an en!!meer1 wor mg s1mu tanc.:ous v 1n tn area oinu a non-routmc mtcrventton 

(i.e. rt:J110\al ~f:slopperingr(bll-4> . This int;.;rvcntion is not include<l int 1e ists of the 1;utinemon-routiue 
im.:rventions allowed forl:J:ine ::: . The same intervention was also pcrfonncd aroundtb><

4
> lbut in 

tlu.:se two(:-!) instances three (3) opcrators wen~ working simLilt11ncousty in the Lin~: (bH
4
> reet. Pe,,1,.· ._·o ... L .. H-.- __ _ 

\ . 1· l . D l\[ J . . . . . . :I ·t- d . 1 ........,,-;B'IR '(6>14> ' a 1c ~tio~><4ffuty . anager. t 1'.s non-rot.1t111e 1t1tervcnt1on 1s,.1t ~~lt! ie ~n tllecomrnerc!a L 1 i v o 
ln.J ect1011 ngivrnl as '"Repat.rs by maintamrng per:sonnd . thus. this 111c1dent confmns tlrnt th""e"'re'""t""s""n,...o=-----
assurance that equipment adjustments.mechanical intervcntions (i.e. non-routine: interventions) tlwt l)ccur ,iurirw 

. l t-11· . . . I . I d l . I d' t-11 1· t, lbll4> lbl<4l · tbJ Tl: commercLa 1 1ng acttvtties arc: accurate y sunu :itc l unng t 1e m.e ta t stm 1..::s o t me ~4 us 
is 0\r idcnced on the current practico:: of repol'ting in the commercial BMRs all the intene;:nr1ons re ated to 
mechanical i11tenentions as ·'Repairs by maintaining per">onnd". In additiot1. the duration at which this 
intervention is simulated during the process simulation act1\·iues are not accurately established. 

REPE,\T OBSERVATION 

OBSERVATION 6 

Drug prndud ~amples are uor representative of the entire batch and properly identified 

A. Your control procedure SOP'QAD1GEN·OJ l-06 entitled" Sampling of in-process and finished products"; 
effective date 26 Oct 2018. used for samp ling ><4> rnd seakd vials is inadequate in that does t1l>t adopt 
statistical pr<,cedun:::s for sampling sterile lini:;hed drug products. For exampk. the procedure SOP QAD-
GEN'OJ 1-06 <lo.es not require the sampling of v ials bet\veen'<~ <4ldhar correspond to .. tb_><_41 

____ ...,..__,, __ f 
the batch tu ensure that representative sam ks for the entire ate are colliected. Your cu!1'ent practice is to 
always colkct samples froru the smne ll>TC-4> 1vithout ;.;onsidering the bakh size. 

B. YoLu· Qualit) Unit failed to accurately collect the proper amount ot(b><4> and sealeJ vials for chemical 
analyses (e.g. assay. CV and Dissolution. among other~). The control procedure SOP Qr\D GEN 031-06 entitled 
"Sampling or In-procc:ss anJ Fini:;hed Products": Re'" 06 and the Quality forms QAD,GEN U3 I FO-i-OJ an<l 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Use tho> ~neck :Jo( :o geneme 

JIS~ICT ;)FFICE ADDRESS J,ND P'"'ONE 'IUMBER 

12-120 Park l,1"11. Dn1 e. R<'<.lm 20~2 
R,l.;k\ illc. \ID 20,'\5~ 

1 nJustc)' In fonnutinn. "ww. t(la.gov:m:c indu~try 

FOOD .\ND DRUG .\DMINISTRA T'ON 

NA~AE .>,MO Ti-LE OF MDIVIOt;AL re WHOM REPORT !S 'SSIJEO 

TO: Dr. Ja;-unr K.irajgi. ChicfOper:tting Offo.:..:r 
FIRM "INJE s,.qEET ADDRESS 

the 'eqwe-J l<l'l sta:emeni m oaqe 
1 ror medical device 'csc~1at1ons. 

J>'TEiSJ OF INSPECT' ON 

FE' NL~IBER 

Shilp<I MeJi<.:;1re I .1111ited S-20 fo S-2o. Phann. fonnu l,u ivn 5c1.. T ~1ic, Green Industrial P::i 
-

CIT'( ST ATE AND ZIP CODE TYPE Of: i:ST -'BUSHMEN 1 INSPECTED 

Polcpall). J.idcherla. T dangana. 50930 l. fmfo Sc.:1ii.:. \on-Sterile Drug Prndu1:t \l-tnut:le:turer 

FO l-0 I; Re". OJ an<l 01. instruct I.he QA persom1d on how to collect the samples and the required amount for each 
finished drug prodttd fin.nili~ Howewr th.:;; ·control procedures. fo1ms does not consider Lhe~bH4>~f 

· t.~ · l(bH41 l I !rCbl <4> I t· I 1 · I . ~CbH4> ,£Ontcnt uru ormnvl anc t 1c .lo t 1e t 1sso utwn testmg 
CbH

4
> 1 appllcable. Your currcnc practi .'.!pre mote the continuous re-sampling when <J'S, 0 T 

results i'> observed andior any other type o f inv~stigation if required. 

Example of discrepancy is il lustrated in the mble below: 

Product 

(6)(4) 

i • Current Qunntity 

I
I \' ials for sent to 

Laborator} for 
I Rele,lse 

. , Quantity of I 
Q . f \ . I Stabilit\ ; uantit) o · 1a s S 1 •. 1 1 

Re<1uircct . >tmp cs ~111 s !! 

mis.sin~ per , 
inrerval__J 

*Addition of the CU and Dissolution samples missing. **Addition of CU missing. 
***Not considering the re-test samples. 
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DEPARTMENT OF HEALTH ANO HUMAN SERVICES 
FOOD 4ND DRUG ADMINIST=V\~!ON 

Use •his :'1ea bo~ ·o ~enerate L 
he requir~d ld l >1atemen1 in nage 
1 for -red1cal aevice JOSC!r1ations. 

QI STRICT OF<'lCE ADDRESS ·\ND ::>YCNE 'It; ,,IBEP. DA TE S) OF NSPECT'ON 

I ~.+20 P'1r1.J,\\~n. IJm~. R~">m ~1)3~ 
Rock\ illc:. \.ID 20,5~ 

02 I ~-20 & 24-25 2020 

FE! lllLt.IBE'l 

lndu:<try !11t'nnnatin11. '"'\ \\·.t~la .gO\ •K indthtl) 
°'1AME .>.Nb r!TLE OF NDMOUAL TO NhOM REPORT tS ISSUflC 

TO: Dr. Jayant Kar.~gi. Chief Operaring Otlker 
i'lRlo.1NAME ------ STREET AODRtSS 

Shilpa 'vlc:tli<.:arc: Limited S-20 To S-.fo. Ph.mn. formul.uivn Sc:z. T .;iic. Green lndu~l1~a! P:i 
CITY STATE AND ZIP CODE 

Polcpall: . .ladcherla. T <.'langana. 51)tJy0 I. India 

rfPE OF ::s-ABUSHMENT l~iSPECTED 

Sr.:rik.1\.011-Sterilc: Drug Pmduct \.Lmuf;u.:tu.rer 

N,>te: The minimum amuunis does not consider th~ extra vials required for re-ks ting. if required 

Th· · l r 1 · I · bir · 1 d · tbH41 ts mal ..:quate samp mg proct"ss a so impacts tic ..:ntm:: 5ta ity program. me u mg __________ _ 
For example, if n:-test :imL or addi tionaf<bJ <4> of dissolution t~tin" ar~qu i ·ed. new samples must be pull out 
from the stability chambers. Therefore. me re-rest and lhe~bJ<4J f Jissolurion testing'" ill not be 
pan or the sam<:! original stability samples interval. 

REPEAT OBSERVATION 

OBSERV.\fl.ON 7 

:\septic pwcessing area;; are deficicnl regarding the system for monito1ing environmental Clmditions. 

I.. The fillin,~n;eal i ng machinerCbH
4
J JSML/bH

4
J 082) is used lo aseptically fill liquids and ~bJ<4l- 'tetik 

dru vials. The Qualification R<;;port PQRjCb>14 i f064-05 RO 1 entitled .. Routint:: Qualification R~(bJ<4'J 
(bll4> approved on 26 October 2019 cond4clecUbc.lillio.!!.JWiLi..e(JJ.i g machine~bJ<4l ~L. 
(bH4

> Ul3ll"'compT1es with respect to the observed .~fVP coun CbH
41 

mentioned'IiitliCP'rotocol 
PQ (bH

4
l · 64-05. Per this __protocol. a !Otal oflbH

4
> an~ 1stn uted throughout the tllling and 

sealinQ'u,(4
) SMU fH4

l ps~ ). HO\vever. there is no scientific JUStification to demonsu·ate that the sdectcd 
d. .b~ . , 1· I . tt>H41 d . ti. l I d 1 . . l 1stn ut1011 ot samp mg ocat1on~ ro uces mea11111g L rcsu tan represents tic cnt1ca 
zones. In addition. there is llt) dQcLtmented evidence in the promcot report that describes how the critical operations 
(e.g. operator's inrcrventions, set-up activities and exposition time of optn vials) \Vere evalua k:d to consider the 
current locations as sampling criti.:al lm:ations. 

A The routine continuous NVPC monitoring perfonns durin!! aseptic filling process is carried out in tt>ll
4

J 

l . . I fill. l 1· "bJ<41 . t-11· · ~ · · tt>H4J ocation::> ot t 1e t mg anc sea 111 1.e. 1 mg station, sroppenng station, 
(bll4> oa mg and unloading conveyor). Nevertheless, no nsk assessment was 
conducte(l"lor eva uating, se ecttng the existing installed online NVPC locations. Moreover, there i.s no control 
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DEPARTMENT OF HEALTH ANO HUMAN SERVICES Use •i11s ;nec11 Jox •o ;;e•1erate r--
;:ooo AND DRUG ADMIMIS'TRA TlCN '.he requir~<! 483 stateme~I ?n paqe 

1 °'Of 11edi::al device ·)bSetvatiors. 
:.'llSTRICT CFFICE ADDRESS 'IND PHCNE 'i\..M6ER 

! 2..J.20 Par\lawn, ()ri1..:, Rv\Jm 2032 
Rodvilk. i\.lD 21):))-:' 

lndu,try informJtion: \1''-~" .!\ht.gov 01;.indtbh')' 

-\iA'iiiE.ANDTltl.-~-OF-~TIJTVl6UAi:'f6-NR01V1 ~EPORT iS iSSlED 

TO: Dr. Jaymu K.1rajgi. Chief Operating Officer 

Sililpa \.let!icdre Limited 
CITY, ST P..TE AND ZIP CODE 

Polcpal!: . .ladcherla, J'elM1gnna, :)!)930 ! , f11di;1 

.=Ei NUlV!BER 

STREET .>.DDRESS 

! S-20 To S-26, f'hani1. Fonnul&ion Scz. T~iic, Green Industrial Pa 
! 

I TYPE OF ESTA8USHMEN1' iNSPECTED 

Sterilei \.on-Ste1i le Drug Prndud \.l.muf,cturer 

uirements to be considered (e.g. cntical operatin11s, distam:e. 
locations, This failure also impads the filling line 

(- ·r-i . N'"P(' 1· . . . G d \ '<b><4> - I lbH4> S t' l . r1ere ts no , v lm me m~mltonng m Jra ..: ; m t 1e . ornc o · t 1e 
. . . hi . ' . ~><4> I ,. t~ 11 l ,. ~tir<4>---i,d . tnterv..::ntton:; carr · out mt s an:a are; acuustmcnt ot sea llll! ·emova Ot a en seas irom L___J' · iustmc.nt 

tl>ll4) d . 1 ' • • - l . o n rcpatrs oy mamtauu11g personue _among otl1ers. 

2. There is no assur:mce that your dvnamic ai r flow pattern studies (sm1)ke studies) perforn1ed inside the lbH
4
> 

lb)(4) r(bll4) ~)(4) (b)(4) · · · · .,__"'I'"!__. 
SM.LJ 082 nd SMLJ 049 are representative of tht: cond1tJons observed aud:or that m1g 

occur during routine aseptic filling operations ot vials. 

Specifi1,;ally, your air f1ow panern studies conducted during filling equipment assembly and process for SML1' 
(bH4>\..>82 '<6f<4>~nd SMUlbH4> {)49tbH4>l : Protocols P!MJS;J2J-l and PrMIS:'272-0l; approved on 20 September 
20 l 8, nnctC!Oc'Li'mented in the DVD tit!e<l 1·Ai.r Flow Visualizati1)1l through Smoke Study in Dynamic Conditions 

A.rea", utilized to ensure unidirectional airflow during manufacture of asept!caH: filled drug prnducts (Liquids and 
(bH4> are inadequat.:-. 

' ' . ' ~b)(4) ' '(b)l4) !!'6)(4) (b)(4) 
1 our smoke studies do uot demonstrnk how the all' flo~v pattern {Jt the trea of the ancr 
fi!l inll: lines is affected by the followimccorrective inte~n:ti@s· re:o .. a_irS,hmainta.inintul.ru.onn~b<bH4> 

(b)(4) 

(b)(4) 

FORM FDA 483 (9/08) PREVIOUS EDITION OBSOLETE 

·tow pattern of fht)<bH4> land (bH4><bH4> 
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DEPARTMENT OF HEAL TH AND HUMAN SERVICES use this c:1ec~ ooK to generate 0 
FOOD ~ND DRUG ADMINISTRA TiON the 'equ1red +83 statement on oage 

1 'or medical device obsdfvauons. 

CISTRICT CF;:ICE .\DD RESS 'IND PYCNE NLMBE'l i)A TEI S) OF NSPECTION 

!2-120 Parkl.l\'11. Drhl!. Room 2ll.'2 
Rochi!k. \ID 20S57 

02 ( l-20 & 2-l-25 2020 

lndu~try [nfor111ati1m. W\~W t<la.go1 .\ 1c, indu,11')' 
NAME AND Tfi'LE OF INDIVIDUAL TO V'iH61'iREPORT IS ISSUED 

TO: Or. Jayanl KJrajg1. Chio::fOpemtmg Offko::r 
;:IRM\JAME 

FEI NUl,lBER 

STREET .>.DDRESS 

Shilpa :'vledicare L1011t.:d 

CITY STATEANDZIPCOOE 

S-20 To S-2o. Phann. Fonnulatiun Se.t. f -;tic, Gret:n Industrial Pa 
TYPE OF ESTABLiSHMEN~INSPECTEO 

Polcpally .. ladcherla. Telangana. 509}01, India Sterile ~on-Sterik Drng Product \.l,mufacturer 

~r !l~:~~ -,-3 .. J op1.:r:1tors are-d~~~:-;nt.;:rwntio~;~--:~~~ltam:ousl~ i~-d1~li>)(4)--~1rca . On 20 Feb 2020. [witnessed th<;) 
filling process oflll}l

4
> 1ijectio~g. vial: Lot!b>14> in(bH4

> filling line. I observed at least tlmc:e 
. " I .., . . l- l 1 (bH4> -11 · 1 · 11 l . . tum~s _am :>operators c omg mtcncnt:ons simu taneous yon t 1 1 mg me. O\vever. t 1csc mtcrvent1ons 

have never been ~imulatecl'evaluated in your dynamic air flow partcm studies. 

OBSERV,\TIO~ 8 

~b)(4) 
Ani...., :idd Alert Report was not submitted within three working days of rcc..:ipt of infonnation concerning 
signittc1mt chemical, physical. or other change or dctcrior:ition in a distributed drug product. 

Your Qi1ality unic faikd to submit Field t\lert Reporcs (FARsl \\ itb.in rt:quired tune frame. Specifically. from che 
period b<?t\vc .. -n 18 Sep 20 l 7 to 05 Dec 2018. ·our firm received approximately, eighc (8) complaints reporting 

. I . . d r. ) . . I f !{ljH41 I . . d d "·- Q 1 · U . l . - I pamcu ates ( 1.e. conng eiect tn vt:i so nJectton rug pro ucr. 1 our ua lly 1,11t c ass1hcc 
the.se complaints a:; ··minor". further evaluation:> of the returned com lainL sarn Jk:s identified the b)(

4
J =::r 

,of the vials got ruptured due to the use of a tbH4
> that is fodbH4

> __J 
!bH4l he drug product from the \·ial. L one ie ess. your evalua110ns did not mcltme a verific .. 'a-t-io_n_o_,..f -th_e_ 
<b><4> I · · l l d tl . l . b h I . UJecrwn contro samp e<> un er 1e same puncturing tee m1que, use t e comp a1 nants. 
vloreover, your firm has failed to thoroughly evaluate in combination with the(bH4

l stopper supp lkr the multiple 
complaints received to effectively prevent coring and fragmenrarion defoccs in vial.s oftbH

4
l ~nject10n 

drug product. 

OBSERVATlON 9 

Testing and release of diug products for distribution do not mclude appropriate laboratory determination of 

satisfactory conformance to the final specification prior to release. 

Specifically. your Quality Assmance and'or Quality Control department failed to ensure that the analytkal testing 

\\ hich involves chromatographic data (i.e. HPLC. GC, IC and others) for the raw materials, in-process testing, 
fini'lhed product and stability studies meet the proper accw<1cy and reliability. This it> evidenced in the following: 
1. The reproducibiliry tests {i.e. relative standard de-., iation percent. RSD %), as part of the system suitability and1 
or specifications is not always established and!or properly executed to c::nsurc the instmment perfon11ance 
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DEPARTMENT OF HEAL TH AND HUMAN SERVICES Use tnis che<:K oo~ to gener;l!e 

DIS-R!CT OFFICE ADDRESS .\NO PHONE NuMBER 

12-'20 P:ir1,l.mn. IJme. Room 2032 
Ro..:b ifk. \ID 2U'\57 

lndu~try lnfornwuon; \\ 1>.\\ fda.go\ ·oc..111dusrry 

FOOD ANO DRUG . .\OMINISTRA T!ON 

NAii-iE .~ND T'TLE OF 'MOl'<IOUAL-1'6-NH.Oi\i-~EPORT .S ISSUED-··--·--·- .... -

TO: Dr .. lay:mt K.1rajg1. Chi.:t"Operatmg Ot1ker 
----------------~ FIRM NAME STREE'" .\OORESS 

the ·equu!'JO 183 statemert or oage 
1 fc< medtcal device ·Jbser1at1ons. 

DATE1Sl OF NSPECTiCN 

02 11- 20 & 2-!-25 21)20 

f'E \ILlMBER 

c 

Shilpa \.kdican: I united 
CITY STATE O.NO Zl~P~C~OD~E~----

S-20 fo S-26. Ph,mn. Fonmilauon Sc:z, f~i1c. Green lndu~triai PJ 
TYOE OF ESTABL!SHMENT INSPECTED 

PolcpaJly. fotkherla. felangana . .309.101. lntlia Stcri le. "-on-S[ctile Drug Produ..:t Manufa..:turer 

throughout a chnnnatographk nm. 'fuwi pnr.:J1t.,D.r.ac;J:i.cejsJ.Q..cakul.<:Lt.<.: % RS!l.jndi.l:.iduaJl~c,,.1.cJutaQ.s.fa4 
bracket against the system suitabilityr 
However, <ll)C:S not calculate rh..: o,,, R'sD for tEe entire run as parr or the Sysh::m :m1tab1!tty. llus pracllCC ts 
allowed under procedure SOP QCD GEN 02-1-17 entitled ··Chromdeon Chromatogrnphic Data Station·· Rev l 7. 

2. The control proccdurc SOP'QC'D1GE:N 0.2-1-17 entitled "Chromdeon Chromatographic Data Station" Re\. l 7; 
Scct10n 5.13 allows to use different processing methods (i.e. integration parameter:>) <luring the evaluation of <t 

sequence chromatographic d<tta run. For example. the blanks and ::iampk:s in1ect1ons arc being lbH4
> Lndcr 

lbH4
> kthQd ti~: the wstem suitabilirv stm1<lMd injections (i.e. resolution so utinns) are bcmg<bH4

> 
(b)(4) :ct>>~ - . . . . (b) (4) . lbfc4) 

unde\ I ethod ~<4> nd d1c control standard m1ect1on::i ( t.e. stand<m are l:>emg 
uuder'u"~' Method;::: fhi,, ract1ce conforms the chromatographic run nnd the end batch'"r-e"""st""1 "'"ts-a- r"'"e-
pc:rformed \v1th ><

4
> r more(bll4> methods (as needed). \Vhich that makes the manipulation ofdata ancLor 

results feasible. Exan1ples of this inadequate ractice were found in the analvtical batch records for '(bH
4

> 
lb)(4f . . '(b)\.4) . lb)(4) . - . lb)(4) lb)(4) 

nJecnon ng.\. rn I. Batch# Exp. Date: December 2021 aml to1 
l1tjecti0t~.'vm ). Batch .t1<b><

4
> :xp. Date: January 202 l. fn addition, the procedure SOP.QCD. 

GEN.'02.:1-17 instructs rhc analysts ro perform manual integrations under supervision along with QA authorization 
in those cases in \.vhich the peak ,:;) in th1.: chromatogram couldn't be intc:grnted using the automatic integration 
parameter:; or singl} bH4l 

3. Your QC labornto1y failed ro foll<)W the control procedure SOP·QCD;GEN i0.2-t-17 entitled ··Chromdc:on 
Chromatographic Data Station"; Rev l 7 in that, it specifies that if the system is interrupted for any reason and 
aft'ccts the <lctcctor not being .. ON". it is necessary to pcrfo1111 a new system suitnbility as per standard procedure. 
For exampk. l'n lanned De\ iat1on # UP-QCD- 18-033 t Laborato ' Incident) open on 24 Aug 20 l 8 reported that 
in-process"bH4l njec tion forlbH4l ng "ial, Batch r(bn4

> Exp. Date: 07 20~0; assay cluomatogram 
sequence IP-1800 l 13_AB_OOI being run in HPLC Systt:m (Equipment lD;:; Si'v!LJ . QCD.062). was interrupted 

dudng 'ample inj,ctio n #Jll (i.e. Blank, ti"" of interrupt ion appro<. 4' l 9 '4 5 ~·~ a ffc-<ting the last "' ' P" 
l:P-QCD-18-033, the sequence \."as interrupted due tq'!6H

4
> Your QC unit contmucd 

with the chromatographic run exp1..·cting UPS battery oack-up to rnkITtre'Ct tmU::tte povver generator. 
However, the UPS bart1.:rv failed and the HPLC wstem (Equiemc:nt fD tf SMLJ /QCD1062) was shutdown. The 
sequence run '"as re-in.iti;lized after a delay of approximately<bH4l Only re-injections of Sample t'~~ Blank) 
and Sample tt~:: Standard) were performed. The sequence chromatographic run was reprocessed as normal {as if 

SEE 
REVERSE 
Oi'THIS 
PAGE 

FORM FDA 483 (9/08) PREVlOUSEDITIONOBSOLETE 

EMPLOYEE(Sl NAME AND TITLE (Pr1111 Of rype) 

JOSEE. \lELE\iDEZ, l'-iVI::S TIGA TOR 
\'llGL.'EL \ \.f;\R TI:-< EL. Cl IE vllST · 
INVESTIGATOR 

INSPECTIONALOBSERVATIONS 

DATE ISSUED 

o~ 2s. ~o.:w 

Page t7of25 



DEPARTMENT OF HEAL TH AND HUMAN SERVICES Use this cneck 00( :o genar~re 

FOOD ANO DRUG ".DMINISTRA T!ON :he rscu1red 4il.3 ;m1ern~nt )r oage 
1 :or 'Tled1cal dewce obser1dt.:ons. 
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lndll~try lnfon11.it1n11: \I\\\'. t~la.gov·1lc. indu,h·~ 
'!AME AND "'t'~i: jF INDJVIOUAL ro WHOM "EPORT IS SSUED 

TO: !Jr Jayanl K,1r;1jgi. ( 'h1efOper,1tmg Otfo:.:r 

i'lRMNA1\iE 

DATEl,S OF INSPECTION 

FEl'IJLMBER 

.:;oo9~7o-l.10 

ST~EET ~DRESS 

Shilpa ,vleJi.:are Lumted S-20 To S-2n. Phann. Ft>nnukition Se/, Tsiic. Green lndu.,tiiai Pl 

CITY ST >.TE AND ZIP CODE TYPE OF ESTABLiSHMEN- NSPEC~Eo 

_P~~i:i'!~~~(:cherb. Tei<ingana. 50<l30 l . fnd i:t . __ --· ··- . I Sterile:Non:~~~-le_ D_1~ug Produd l\fanufacturer 

no int.:~m1ption was mad<::) . . Ho'hevcr. your QC unit foikd ll> perfonu a new syst~m suitability. re-inj•xting th(; 
affect..:d standard bracket, induding th..: sampk aff'l.:dcd by the power intem.1ption. 

OBSERVATION 10 

Control procedures ar..: not established 'v\. hich monitor the output and validate th0 performance \lf those 
manufacturing processus that may be responsible for causing variability in thu chara(;tcristics of in-process 
mar..:riat and the Jrug product. 

The control pro(;edurc SOP POI. Gl::N 083-06. entitled. "Pwcec..lurc for Preparation of Visual Inspcction Standard 
Rejection Kit and Visual Inspector QualificaritHl .. , effrcme dak 2 l September 20 l"S, ~vas found inadequate. The 
personnel pcrfi)l'ming the final\· isual inspection of finished sterile injectable\ ials t1

< > roduct) are not 
challenged on the idcntifi~a~QJJ ... and .. de..tec.tioo of intrin~[c.'extrinsic particles that po~nually could be found as part 
f·1 t-11· <><> . l) I :11· · I . 1· . o t le 1 mg process ( c.cr pm1tc es . n dl l ll1on, t 11;) \.1sw1 mspcctors are not mun' o 

'd . ~ d . . <bH4> . I c. l . l ~b><4>--, 1 b . 1 d d<b><4> 1 ent11y · dects m via s sucn as. crac \.S v1n prouuct etween via an stopper an 
appearance. 

OBSER\'A TION l l 

Laborat0ry records dt) J1L)t indude complete records of the pe1iodic calibration of laboratory instn11nents. 
Specifically, your QC laboratory foiled to quali t):'calibrate the laborawry analytical instruments to ensure that they 
are suirnble for intended use. for C'<ample. 

I. The Operation Qualification (OQ) of the Perkin Elmer Ff-IR Spectra-Two Spectrophotometer lD # SMLJ 
QCD,078 used for the identification tests ( lD) of the d111~ substances and the finisheJ products. is perfonned 
c\eryfb><

4
> py QC poersonnel. This OQ acti\i~y failed to include the LR-UATR(i.e. IR assembly unit 

intendea fo r rounne analysis). ln additi\lll, there is no Pc:1formance Qunlification (i.e. system suitability) required 
before use of the LR and! )f lfk..LlAJ:R.!P_ei1sure_i.ustrument performance. Furthermore. the laborato1y does not 
have available a certifie (b)(

4
) filter reference standard. required for the OQ and PQ of the !R-

UA.TR. Exampk of th.is e 1cte11cy was o serve m the re>k>\ of the OQ for Perkin Elmer FT-IR Spectra-Two 
Spectrophotometer ID= SNILJ QCD1078, dated 30 Jan .2020. Exampk of instrument use and lack of a PQ is 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Use 'i11scheck ~0( :o generals C 
FOOD ANO DRUG AOMINISTRA T'ON tt>e ·eouired ·1133 ;tatemeni :n 9a9e 

1 lcr medical devrce vbs,;r1u~ons. 

01s~RICT OFFICE ADDRESS >.NO PHONE '!UMBER DA rt:1$'1 OF INSPECTION 

12-120 Parkl:mn. Drn .:. Rl'OITI 20''2 
Rod\ilk. \ID 211'\"57 

O::! I ~-20 & 2-1-25 2020 

l11d1"rry lnformc1tiPn. 11 w1~ .Ii.la.go\ <lC. indu<11·~ 
NAME ANO n~LE OF INDIVIDUAL TO WHOM REPORT 15 ISSUED 

TO: Dr. JayJnt f<.ar.:lJgi. ChiefOpl!rating Otlk.:r 

~IRMNAME 

~EINl.iMBER 

31l091l7ti-t>o 

STqEET .\ODRESS 

Shilpa \kdic.m: I 1m1kd S<~O To S-26. Ph.1r111. fonnulation °)eL. r~iic. Green lndu:;trial P1 
CITY ST.~TE AND ZIP CODE TYPE OF ESTABLISHMENT INSPECTED 

Po!cpally . .ladd1crla. T dangana. 509}0 I. India St..:tile \ion-Ste1iie Drug Prc.id1u.:t \ [..111ufo1:turer 
... (b)(4 ) 

cviJenced in the rd cased of the AP !bH
4

> Batch# i.e. release date: IS Nov 20 l 9) tested 
under rhe IR. In addition, to th~ instnimcnt og ook #. R-QCD·GEN ·007 fO l 20-058, wlud1 is evitk:nccd its used 
for \.arious materials and products testing. The: procedure# SOP ()CD10PC 033-0.+. entirlc<l .. Operation. Cleaning 
and Calibration of FT-lR Spcctrophotomck:r": Rev O.+. does not inc lude and, or require the 0() for the use or th..: 
IR-L'AfR and or PQ before use. 

2. The OQ of the Perk.in Elmer UV VIS Spectrophotometer Lambda 35 ro # SMUQCD/059, used for lD and 
g_uantification testing (e.g. <1ssay and dissolution) of drug substauces and finished products, is performed !l>H4

> 

(bH
4
> This OQ acfo·ity fa1kd to include a Linearity test and acerone stray light (i.e. required by USP) tests to 

ensure the instrument perfonnance. Jn addilit>n. the control procedure SOP QCD,OPC 036-06 emitle<l ··Operation. 
Cleaning and Calibration of UV-Visihlc Spectrophotometer": Rev. 6. does not require subjected 
testing. Example of this deficiency \.\as obsc:rved in tht: reviev .. · of tht: OQ of the Perkin Elmer UV VIS 
Spectrophotomet.er Lambda 35 ID# SMLJ QCD1059 dated on 11 Feb 2020. Exam le of instniment used is 
evidenced in the reb1;-;ed of the finished products 'lb><

4
> njectionh:J111z, Bat-:h f.. 

(bH4
> i.e. release date: 19 Jul 20 l 9) and'<b><

4
> f rvial), Batch ""' H4

> . i.e. 
r.:: eased c ak: 26 Mar 2019). In addition, to rhe instnuncnl logbook# R-QCD. GEef007 rO I 120-059. which 
eYidence its used for various m::iteriab and prciducts resting. 

• [(65'(4) • 
3. The Gas Chromatography { GC J OQ performed tailed to induck all ne;.;essary te~ts to ensure the 
instrument perfonnance in a consistent maun<..:r. lxampk of c iscrepanc)' is e> idenced in the OQ of the Agilent 
Gas Chromatography ID# S:VlLJ QC'D' l 75, dated on 22 Aug 2019. where a repr()(fucibi! iry, linearity and carry 
over tc:st:s of the liquid sample were performed to rhe back injector, but not to the front i1tjet:tor. The linearity test 
was included for the TCD det...:ctor (i.e. back) and not tht: FlD detector (i.e. front), and noise and drift tests \vere 
not perfomicd for both dckcwrs. In addition, no quali ficalion was performed for the head.space oven. The 
proc..:dure SOP QCD.OPC 100-0.?. entiLled ·'Operation. Ckaning and Calibration of Agiknt Gas Chromatograph 
"" ith Chromdcon S()lh\are"'; Rev 02. docs n.it re4uirc the noi:se and drift test for the GC detectors, and headsoace 
oven qualification. Furthcnnore, the internal specificatil)OS for the reproducibili ty test (i.e.% RSD NMT lbH

4
> ·o) 

and the retention time {i.e. ~'NIT '(l)H4l ~) does not represent the historic:al perfom1ance of the GC. Example of 
instrument used is evidenced in the released APIFH4

> 1Batd1 #~b><4i- (i.e. released date: 18 Nov 
2019). ln addition. to the instrument logbook# R-QCD·GEN 007 Fohms, wtllch evidern::e its used for 
1.arious materia ls and products testing. 
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DEPARTMENT OF HEAL TH ANO HUMAN SERVICES Use tt'1s ~necK box :o ge1'e .. ~1e 
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TO: Dr. .lay<t11l K.1r'.l1gi. ChiefOperatmg Otlkc:r 

FE! NUMBER 

I J1109~..,6-t3o 

>IR~i 'IJMdE --------S~T-R-EET_.\_D-OR_E_S_S ___________ _ 

L..J 

CITY. ST.l,TE AND ~IP :;ooe 
S-20 1 t) S-21). Ph,11-m. Fom1ulari,)n '>e1. r-;iic. Gre.:n !ndu-;rrial PJ 

TYPE OF EST ABL!Sl-!MENT :NSPECTEO 

Polep:illy . .ladch<!rl:l. T.:langana . .so<no1. lnJia St.:rilt!, \Jon-Ste1iit: Drug Pwdud \bnl!factu1w 

4. The OQ pt::r fonned for the dissolution bath Electrolab Dissolution Test~r with ElectroLab Syringe Pump 
Sampk C'olki.:tor lD H S:'v!LJ.'QCD,J55, dated on 7 Nov 2019; an<l quaJificd undi.:r proct:<lurc SOP QCD' 
OPC 089-05 enritle<l "Operation. Ck:aning <lnd Calibrarion ofE!ectroLab Dissolution Tester with Auto Sampler"; 
Re\ 05. disclosed th.:: following dis..:repanci.::s: 

a. The shafts (i.e. for apparntus I and 2), vessels and b<11:1kers unique numbers are not included in the dis:,olution 
mechanical calibration (MC) repo1t to ensure the position in \vhich they \\ere evaluated and fo r future positioning 
duri.ng routine testing. In addition. the dissolution baskets arc 111.)t idcnti fied with a unique number. Therefore, 
there i~ no nssmnnce. which baskets were evaluated during qualification and to which of the dissolution baths it 
bdongs. The ideutiticati\)ll and the fixed positioning is not required by coutrol procedure SOP QCD·OPC 089-05. 
In :idditiou. il was obsened that the shatt paddle lD i± EIS405-7 (In-house ID# 355-7) is broken. The p<1ddle 
blade is displaced and can be rcmoved. The instmment was placed out-of-service after this issue \\as brought to 
QC laboratory manager attention. 

b. The vessels/slmfts centering li.e. eccentricity test) te!>t is inadequate in that no numerical value or measurement 
determination at top bortom of the \.essel as required b1 USP<7 I I> and/or A rSM (E2503-7) standards. 

c. The qualification of che dissolution -;ampler unit flectrolab Syringe Pump Modd: ESC- l 2DX attached ro the 
dissolution bath failed to include a\ olume Linearity and C<myover testing to en:>ure that each tubing lines and 
s1ringes arc clean after each run. This is not requirt:d by the procedure SOP QCD'OPC089-05. 

Similar ddicicncies were also observed for the OQ of the dissolution bath So tax CP7 Smatt Dissolution Tester ( i. 
e. USP Tvpe IV) with Auto-Sampler ID# S~ILJ .QCD'2.iLd;JJ:i~1i· on 7 .Tau 2020 Example of 1.·nstrument u.sed is 

• (b)(4) "b)(4) ~b)(4) 
e\'idenced in tht: reb1:-1cd of the finished product!. Injecticm mg vial. Batch t.T'"' li.e. 
release date: 14 FEB 2020). In addition. tothe instrument logbook'* R-QCD GEN 007:F0 1 20~~ 
evidenced its used in \·arious batches t) ~)(4) ~)roduct testing. 

d. There is no documentation about the ce1tified devices (i.e. wobble dial gauges, thermometer, tachometer. 
timers. protractor. etc.) use<l during the OQ (i.e mechanical cal ibration aJt<.i1or the Performance Verification fes t 
(PVT)) of the dissolution bath reported under the form QCD,GEN:0071F 10-00. 
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t.se 'his cnecK b<lx :o generate L 
M rgq1,;1red IB ! >tateMent '.lrt cage 
1 "'or "nedtcal devtce ooser1aticos. 

;tSTRICT OFF>CE ADDRESS A.NO PH01'E \Jt,,,,16ER CATErS)OF NSPECTCN 

f 2-CO Par\lm\n. Dri1e. Rootn 20 ~2 
R,ick>tllc:. \JD 20s5~ 

1)2 J 1-20 & 2-1-2:' 20~0 

lndu~try li1fonnat1r>n. \l\1\1.!Ja.go1•<)C 11Hilhh'} 
'iAi\iEo;rn:l'rffCE OF INDIVIDW1~CT<Yw'MoM REPORT s" s'sCE'b 

TO: Dr. J,1yant Kar:1jgi. Chief Operating Officer 
i=RMNAME STREET 'IDDRESS 

FEI Nl.JMBE"t 

.HJ09~71J.+30 

Shilpa vledican:· I imtted S-20 ro S-1o. Ph.mn. Fonnuf,1tion S.:z. T .;iic. Gret:n lnt!u~lrial Pa 
CITY STATE .\NO 2JP co--c'~e----------------_-(_P_E_,.0-F...,-ES,...._-A-BL-.S-H-.,,,-,E-N_T_IN-:-SP--e--c--r--eo-------------1 

Pnl~pully. ladd1erb. T clangana. 50<>.~0 i. India ~ti::rik \ion Sterile Drug Prnduct \bnufacturi::r 

e. The OQ for all tht: dissolution baths dues nut include a\ ibraliou test. This is not required by tht! procedure 
SOP. QCD OPC;089-05. 

I l. . . h . I i . I . ( . tb><4> • l I Sel or llll>tUConng l c cntu.:a l 1sso Utltin param..:tcr 1.c. in t'ac 1 vessc 
,md the at l an: not qua icd for the i.nt..:11Jcd'bH

4
> rmgec.1 being used. f'his is not r.::quircd by the 

procedure SOP QC01 OPC089-05 . 

. 1., '1bH4J}lnl 1. . . tbH4J g. ne tv test 11111t ( 1. e. is inadequah.: and docs not comply with the rcquircmcnt.s of USP<7 l l > 
and1 or ATSM ( E2503-7 J standards. 

h Tl d. l . . 1 tbH4> t' I . f' d . d <l . ie · 1sp ay lime ( 1.e. examp e: o t 1c c.::rt1 1..: timer 1s not o..:umcntc to compare 
and e\a[uace \~ith the di::;solution ·5·u-1"'c ...... u-1"'"t1""'m_e_r-. -----

OBSERVATION 12 

Records of the calibration checks and inspection:; of automatic. m.::chanical or dcctronic equipmt:nt, includmg 
computers or rel~ned systems an~ not maintained. 

_-\. There is a failure to establish adequate controls over QC Laboratory computerized sy$t.::m. 

Spcciti..:ally, Your firm failed to qualify ( i.i::. IQ, OQ and PQ) the networked systems and databases used for all the 
analytical testing (i.e. ELPLC. GC and re. among others), which involves all type of chromatographic data such as 
ra\\ materials. in-process testing. finished produ..::t aud stability :>tudies. Jn addition. all the electronic 
chromatographic data handling and storage is in the MS SQL Server 2008 tt>l1

4
l system. However, there i~ r10 a 

formal me..::hani:->111 that requires periodic monitNing of server and network. 

B. The IT unit fai kd to design, approve wiring/netv,:ork diagrams (i.e. from server room, hubs. etc.) and to identify 
all hubs, interfaces, probes, computers and analytical equipment connected to the net\vork system. In ndd ition. the 
IT unit foiled to establish control procedures for the periodical monitoring of the system and conduct risk 
as:;essment to preYent in.formation loss events. 
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12.420 ParkLl\\ n. Dri\c::. R,10m 20'\2 
Ro..:kvilk. \ID 2th5~ 

I 11du,try lnfonnuunn: 1~ \HI.. t(l,1.go1 oc tndthf r:r 

tl.! 1 ~-.!\) &.1..J-1;; 2020 

FEI 'ILi.ABER 

NA~.IE >,ND TITLE OF INDIVIOUA[TO'«NHOM REPORT IS SSUED 

TO: Dr. Jayant K:ir:1jg1. Chief Operating Otfo:er 
~IRl\l'IAMt: 

Shilpa vh:di<:.1r~ L i111111:d 

CITY S1ATE '*ID ;:1p CODE 

Polepalty. Jadcherl:i. T dang:ma. 50030 I. Ind ta 

OBSERVATION LJ 

STREET .mDRESS 

S-20 fo S-1!'1. Phann. F<'nnul,ttivn S-:1. T .;iic. Gre.:n lndu~ma! P 1 

1 TYPE OF EST -"BllSl-'fvlENT INSPECTED 

Stc::rife.1'.,,11-Stt:rii<:: Drug Prndu.:t lvbnufal:turer 

The rt:serve sample of active ingredi~nt do..:s 1101 consist or al h:ast twii:e the quantity nccessary for all tests 
required to detennin..: whether the acli' c ingredient meets its established spccifications. 

I. Your qu:1lny unit [ailc:d to accurately i.:ollecr the proper am0unt ofreiaincd sample~. The control procedure 
SOPiQCD1GE~10l 9-05 entitl~ "'NJan1~r1emc:nt ofReserv~SawnJ~-4-, does not consider the secon\~1- a'!e 

. · 1· . . (bJ<4J I d l ~bJ<4J 1· l 1 · l . . (. v 
o.tc.QJ.1t~' uru ·orm1.ty(1.c. ·nmpes)an t1c1 )·ti1ct1ssout1onkstmg 1.C. (4J 

(bJ<41 I . , Li bl ·amp cs). 1 t app •ca e. ____ _. 

Exampk of discrepancy is illustrated m the table below: 

Minimum Quantity of 
Current Quantity Vials Rcquired~J\4J Product 

\'iaJs Retained • 
.---~~~~~~~~~~~---~~~~~~~~~ ..... ~~~-te~) --~~__, 

(6)(4) 
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DEPARTMENT OF HEAL TH AND HUMAN SERVICES LJse tb1s cneck oo.< to qener,;te L 
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? for meo1cal .Jev1ce ?b$a1·valiors. 
J!SIRIC-OFCICE ~OORESS .\i'•D P"lQNE NLMBEP OATE1S\ 'JF NSPECT!ON 

12-120 Parkl,1'\IL l)n,e. R1,om 20~2 
Rochtile. \ID 201'57 

02 U-20 & 2-1-2.:' 21120 

lndL;:\Cfy !11formcit1<m: 11·>\W.fda.gm rn;:indu,try 
\JAME ,1NC rrrLE OF INDIVIDUAL T:j WHOM 'lEPORT IS ISS'LEO 

TO: Or. Ja}ant Karnjg1. Chief Operating Ot'tker 
FIRMNA~.!E 

3009~7'1-l-30 

STREET .\DDRESS 

Sbiipa "vfedi<.:are l i1111led 5-20 To S-.!n. Ph,wrn. Fonnulation Scz. r ~lie. Green lntlusrnal PJ 
~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~-! 

Cl-Y ST AT: AND : IP CODE li'PE OF ES"' ASL.SHMENT NSPEC,-ED 

Polep::il!y. JadcherlJ. T el,mg<ina. 50\J)O l India St~rik. Non Sterile Drug Piwlncl \lanufactur~r 

* AdditiL)ll of th~ CU and Di:;so lution samples missing. **Addition of CU mis.:;ing. 

2. Your Quality Ulllt foik<l to ern;ure that all finished produ..:t with a unique.: barch number have an ac.kquate 
amount of retain sampk:.. Tlle c0rurol pro...:edurc SOP CD· GEN 019-05 entitled ··::VIanal!cmcnt ol"Resene 
S I ,. R 0 - . '. . S . - I - ~ tt>l14> am es cv. ). 11101..:atc m ectrons ). ).J 

(5)14) 

(b)(4) 

(bH4> ffoweva. th~bH4> patch, not necessanly packed concomitant Iv. ihc<bH4> patch consists 0T,;nlv(b><4> 
(bH4> I J b I f' [' . lbl14>----i.1 ll . v , . . I tbH4l ott ct 1<lt may not c cnoug 1 or per onmngL.,._,& testmg. 10ur current pracnce is to use t 1e 
batch for compliant stability m ... cstigatious related tu thel <

4
r""1atchcs. The follM .. ing examples, ... ere ubscn·ed: 

Balch ..J(bH4> 1 
1<i>H4l 

Batel~ 
• (bl \4) 

Batch #. (bH4> 

Bat...: h iJ bH4> 
(b)(4) 

OBSERVATION l...f 

An appropriatdy identified resen.e sample that is representative of each lot or batch of drng product shall be 
retained and stored unJa conditions consi:>tt.:nt with prodw:t labeling. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Use ·n1s -'1eck oox ·c ]enerate 
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::;•STRICT CFFICE AJORESS \NO PHONE \IUMSEF! 
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I TYDE OF ESTABLiShMENT INSPEC~Eo 

Ste1ik,'\on-Sre1ile Drug Produd \l:.inufacturer 

Tl . i I 1 CbH4> l I ) f' d . . t i . '<b><
4
> I. 1..: ret:11n.:c samp es (at ~ast Jatc 1es wer-e oun m many instances p accc 111 a ags. ----Hl)Wever, this additional protccting components added to the product and or container does not represent the 

uno:::xpos.:d products anJ containers in rhe marl---:t and or obtained by consumers. This pr3d1co0 was incom.1stcnt to 
produds or containers and is not required and, or indicated in linrn;' procedLlrc SOP:QCDiG£N,O 19-06 entitled 
··tv'fanagcmcnt of Reserve Samples", Re". 06. Your curn:nt practice of p lacing an e'l:tra protection to your prod uct 
component will cklay any detcriur:nion if any :ind\\ ill not be cktccr..:d during ll>H4J ·isunl 1n:;pection. Exampks 
of this discrepam;ies wen; obsened for the follO\>v ing products: 

lb)(4) 

(b)(4) 

(b)(4) 

fablets USP, lbll
4
> ng Batches ;1. lbH

4
> 

~~~~~~~~~~~~~~~~~~~~~~~~ ..... 
. 
• (b)(4 ) 

. \UJ\ J 

• U}\4} 

2. Your ()ualiry unit failed to pre• ent potential cross·Cl)Utaminatwn and to ensure the quality attributes of your 
retained sample:> (i.e. tablets and capsules finished drug pr()ducb) The control procedure SOP QCD Gc\l ·o l 9-05 
entitled "t'vlanagemcnt <..'f Reserve Samples". Rev. 05. does not oddress o r define the retricv:tl process and rhe 
handling or the retained sample:;. As pa11 of the complaint·stabilit} investigations. the retained samples are 
transferred to the OC Laboratory for removing Lile required number of tahks capsule:.; for analysis. Howe,·er, this 
action i::. performed in an open stage area and not in a <lisp1m::.ing room or designated an:a to avoid the prouuct 
being O\ erexposed and contaminated. 

OBSERVA flON 15 

Resen.e samples are not always lrnnclled approptiately and or provide assurance that proper mmual visual 
inspection is perfonned. 
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?ATE:S\OF NSPECT'ON 

1)2 i .~-20 & 2-1-2:' 2020 

0 £1 NUMBER 

I 3UO'lX71>-l '\O 
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rv0 e OF !:STABLISl-<MENT INSPECTED 

Stt:ri I<'·\; on-Sten Ii! Drug Product \I.mu t:1ctmer 

ere 1s n0 assurance t at represc;;ntat1\c samp c;;s o ots ot rug prouucts arc ornug y cv.ammc at rh . h l ~{(bl14> l .lb)(4) J th w . d 

l<:asfn4
> Jor c,·iden..:e ofdcteri~iration. Speci 1..:al y. there t::> no clocumt:nted C\ idencc that demonstrates in 

detail the: number()!-' snmple containcr>1bottks that were selc..:ted to be vi:rnally inspected for physi..:al attributes of 
the finished products, comp0ncnts (e.g. pa..:bg..: integrity, labd dct..::riora tion. drug prodw.:t appt:ar:incc and lot 
number expiration among others. !n addition, the control procedure SOP QCD GEN 019-05 entitled 
··\,[anagement of Resen e Samph:s" Rev 05 does not provide instrucdons or steps on how to conduce this visual 
examination. 
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