
DEPARTMENT OF HEALTH AND HUMAN SERVICES 

FOOD AND DRUG ADMINISTRATION 

DISTRICT OFFICE ADDRESS ANO PHONE NUMBER 

12420 ParkJawn Drive, Room 2032 
Rockville, MD 20857 

Industry lnfonnation: www.fdagov/oc/induslry 
NAME AND TITLE OF INDIVIDUAL TO \/\/HOM REPORT IS ISSUED 

TO: Vijayasarathi Ramaswami, Head - Global Quality 
FIRM NAME 

Cipla Ltmited 
CITY, STATE AND ZIP CODE 

Raigad, Maharashtra, 410220, India 

DATE($} OF INSPECTION 

3/28/2024 - 4/4/2024 

FEI NUMBER 

3002806710 

STREET ADDRESS 

Patalganga Industriai Area, Plot No A-2, A-33, A-37i2/2, A-42 
TYPE OF ESTABLISHMENT INSPECTED 

Human and animal API and human drug product manufacturer 

THIS DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATIVE($) DURING THE INSPECTION OF YOUR FACILITY. THEY ARE INSPECTIONAL 
OBSERVATIONS; ANO 00 NOT REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN 
OBSERVATION, OR HAVE IMPLEMENTED, OR PLAN TO IMPLEMENT CORRECTIVE ACTION IN RESPONSE TO AN OBSERVATION. YOU MAY DISCUSS THE 
OBJECTION OR ACTION WITH THE FDA REPRESENTATIVE($} DURING THE INSPECTION OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE. IF 
YOU HAVE ANY QUESTIONS, PLEASE CONTACT FDA AT THE PHONE NUMBER AND ADDRESS ABOVE. 

DURING AN INSPECTION OF YOUR FIRM (1) (WE} OBSERVED: 

OBSERVATION 1 

Failure to clean and maintain equipment and utensils to prevent contamination or carry-over ofa material that 
would alter the quality of the API beyond the official or other established specifications. 

Specifically, 

Your firm does not properly clean and maintai (bTC}405 which is utilized in the manufacture of 
I \DJ\•f USP active pharmaceutical ingredient intended for the US market as noted below: 

• On 4/2/2024, we inspec.tedl \D}\l 405 in roomL (l,1-r41(lSO-8). ~ opening thef Ri we noted 
what appeared to be two flying insects in the I (b)-r1bowl oft~ (b)(41hear the I (b)c, 

~O..n 4/3/2024. we inspected thel (bTC4duct of (bTC~405. Thel (l,JC4Jcir11ct l'Rito the 
(1,)14} • (1,)(4) ,. I 

1_____.......,durmg API manufacture. The duct is located outs ide of building 'u""1and exposed to 
external c~nditions. Upon inspection of the duct, multiple areas of ex:.temal da~(dents) were observed and a 
large gap m the duct seal was noted approximately 4 feet from thef ---,--- OOT~valve). We 
were able to insert a folded 8 x 11 inch piece of paper into the duct seaJ gap and confirmed that the duct seal was 
non-integral and breached. Your firm was unaware of the breach, the cause, and the duration for which the breach 
has been present. 
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Additionally, what appeared to be whitEl_ (b)(paulking was noted to have been applied around the aff~cted duct 
joint in an attempt to seal around the duct gaskel. Your fi rm has no documentation as to when the tb)<\aulking 

as a~lied to thei tbT<4tiuct or the reason(s) why (since 2023). The last preventative maintenance ofthe wc•I 05 
~duct was conducted on 2/2 l/2024 when your firm documented that the gasket/seals were inspect . 

~----' 
Additionally, your firm Lacks evidence that one of the engineering technicians who performed the preventative 
maintenance was trained on the associated procedure. Since 2/21/2024, your firm has manufactured ~ ots of 

tbT!4lJSP APJ intended for use in the manufacture ofdrug products for the US market. r-----~--J 

• On 4/3/2024, we inspected the interior of the !ti>1' -405 (b>1' duct directly adjacent to th 
(li)14Jvalve. We noted various debris in the duct to include what appeared to fragments of duct sealant _.......,•----(caulking) material and unknown residue. 

OBSERVATION 2 

Equipment and utensils are not cleaned and maintained at appropriate intervals to prevent contamination that 
would a lte r the safety, identity, strength, quality or pur ity of the drug product. 

Specifica lly, 

,---(b-Jl"_,~anufacturing area which is utilized in the manufacture of US drug products 
to includ (bH4Jtablets USP. The folJowing deficiencies were noted: 

------..J 

• On 3/28/202~ we n; ecumknown (b>--00 csidue on th (bl(4lshaft and (bJ olt ofthe 
\D} (4J (b)14] - . .._,...., 

[[he was 111 the process of being cleaned of the previous batch 
tablets, Jot (bm>The (li>141material is white in color. 
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• On 4/1 /2024, we noted an unknown____ ~ _.spot on th______ oo~~lo t and -~-.,.. 
bearing housjn_g and unknown white residue on the shaft bolt of the ,-i-..,.... (I,> ssembly. The shaft 
bolt of the 00-<•

1assembly is exposed to the drug product d1scnarge tTo\Vpatb durin (1,)1"4> 

operation. The above equipment was documented as being in clean status. 

B. SOP MT-308 -~Operation and Cleani~g o (l,)l<1;c1ea~er, Duct_Clea~ing_ ~ and Pipe Inspe~tion 
(l,ff4JSystem" 1s inadequate because 1t Jae s a mechanism to tngger an mvest1gat1on m the case ofa failed 

•-c-le_a_n..,....in-g. MT-308 states in section 2.5.4 that after review of the (l,)l ofa cleaned duct, ifany residue is 
observed, the cleaning procedure should be repeated until results are satisfactory. On 04/01/2024, we observed on I 
the lori "Details ofNumbering and q~anliness Verification o r"buct After Cleaning by Using 

l1' System or After Dismantline' ;;soor in -=-~,.,..,,, ~Manufactudng Area that oi;iJ.Dll6/2023, 
powder was observed in iH ucts'.2 ~ (6)(

4
,05 and 23015 ~>o of (l,ff4J:cool (l,)\l500) after 

cleaning and 1)1' inspection. The ducts were recleaned and found satisfactory with no investigation as to why 
cleaning had initial y been insufficient. (l,>1<1J 500 is used in the production ofdrug products for the US market such 

00-(
41tablets USP. 

OBSERVATION 3 

Failure to adequately investigate out-of-specification results 

Specifically, 

Since Ma 2020, rour firm has documented 8 OOS investigations related to particle size distribution (PSD) for the 
<tim>USP t· h • • · 

• ac 1ve p annaceut1cal mgred,ent (API) manufactured at Unit- ( o include 
O<?S-10 °=202±,Q2B} 3. OOS-1030-2024-00013 remains open as of the current inspection for~~:~:;;::~{1111 
USP lot-:-_____.and root cause(s) of the PSD 00S results remain to be determined. As of 4/3/2024 your 
firm has failed to holistically ~valuate the (l,TI USP API manufacturing process and PSD OOS results 
~o en~ure all factors that contnbute t (l,)("IDSP particle size variation and ;,c41 re 
identified and remediated. 
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OBSERVATION 4 

Equipment qualification procedures are not foilowed 

Specifically, 

OATE{S} OF INSPECTION 

3/28/2024 - 4/4/2024 

FEI NUMBER 

3002806710 

STREET ADDRESS 

Patalganga Industrial Area, Plot No A-2, A-33, A-37/2/2, A-42 

TYPE OF ESTABLISHMENT INSPECTED 

Human and animal APl and human drug product manufacturer 

(6rC4> 

Your firm did not follow procedure 103i5-=-°.J).Q.42 - Qualification ofEquipmentr-for;...t.;...e l!:::::===-=~~ h__ 4 

Your firm acquired and began using th,;,: tliR4m2023 forJ <6>c pSP:-a-c-:-t1.-v_e___. 
4 

pharmaceuticai ingredient manufacture to helpl Cb>< 1duringL Cb><4)pperations to aadress particle 
size OOS events. Per procedure 1035-G-0042, your firm is to pertorm a risk assessment for new equipment to 
identify equipment criticality and guide qualifkation activities. As of4/3/2024, your firm has not conducted a risk 

assessment nor quaiification activities for th Cb)l, 

OBSERVATION 5 

Failure to ensur~ all production deviations are reported and evaluated, and that critical deviations are investigated 

and the conclusions are recorded. 

Specifically, 

Your firm does not evaluate atypical events durino-1 {liJT~act· oh • • l .• •The ~ r API . b . , 1: ive armaceut1ca mgredient oacking. 
Cb>< ts to e packed mto, .___,<:..:..:...:.:..::.::; (6><<1 

. 4 per proce me IiOD-39 - Packing with special_orotection.l CbH4 
ofthe fimshed API and QC samolirnz of the batch Cb><;q ~-=""--,•,-;::;:;::-h':~r:::7:-:-::::-::-::-::-:--.-~~--=-1 
,i2!:__,~·\\ch there were more thanl Cb1<4l h . events). Your tum has documented API batches 

CbT<-l.iAPI lot'r--____ CbH events t ::our firm cannot account for. For example,! (6,j___J 

ave events occurritH! I (b)(4l 
(b)(4,i j 
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OBSERVATION 6 

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

Specifically, 

The procedures 1035-G-0 196 "Categorization and Handling ofAla_rm ,, n£LM.I29I "O eration of 
S stem" are not adequately followed in case an alarm occurs for high O,T('Jval ue m tne {I,)( 

o,n4'-rbis o,rr"'is used for cleaning drug product manu"-:£~ac_t_u-:ri_n_g_e_q_u~ip_m_e_n_t_a_n-.-as- a componentor 
various rug product formulations for the US market, including lifti ablets USP. 

1035-G-0196 ·'Categorization and Hand ling ofAlarms" defines a critical alarm as an alarm that may have a direct 
impact OUJ2,roduct quality. Annexure to MT291 (MT29 l/A5 "List ofAlarms, Possible Causes, and Rectification")001
cJassifieS' s a noncritical alarm. 

Annexure MT29 I/A5 states on p. 9 that ifan alarm sounds for the system stopping due to very high tllRjn the 

o,rootbe recti fication steps are to inform all user departments, acknowledge the alarm, check and ,.e_n_s_u-re~ fu_n_c__t~io_n__in_g_ o"""f ...th o,rr-0 eter, and check th (li)OO'in the ijf-O It says ifthe oo-r ofthe 
1 (liTT4J, h lD}l4J- hi b ----~(b)1l ....,.._ -~"'"!"'-~~--- 41(1,)1-tJ 
______...,. m t e 1s g , a ample should be sent to QC or checking of d1e 

On 3/ 16/2024 at 16:50 there was an audiovisual alann for oo-ooexceeding the limit (value· o,n-0. specNMT 00-r-0 oo-c41 · 
in the'.'"-_,- ,""'!""'-_ ___, ystem. While the alann was acknowledoed an-d,-th~ e._sy_s_t....,em 

automatically began dumping O,)(.f)that exceeds <') pecifications, you did not provide evidence that a lli>T.f) 

sam pie wassent to QC for verification of the "'' ~•Jue as required for rccti fication in A nnexure MT29 I/ A5. 
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