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This document lists observations made by the FDA representative(s) during the inspection of your 
facility. They are inspectional observations, and do not represent a final Agency dete1mination regarding 
your compliance. If you have an objection regarding an observation, or have implemented, or plan to 
implement, con ective action in response to an observation, you may discuss the objection or action with 
the FDA representative(s) during the inspection or submit this info1mation 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 WE OBSERVED: 

OBSERVATION 1 

Your fnm's cleaning processes for non-dedicated equipment have not been adequately established and 
validated. 

Specifically, 

You manufactureI (b)l1 for the US market in our ~ iJCl 

Sterile Plant in not dedicated manufacturing equipment includin~ but not limited to; r (b><4 's # 
- (bT(4ll80~ (bT(4ll80? 2J {6,(l (ID# (b)(4ll801), I (b ~· (ID# (b)\,4)1803), (b)1,4 

(YCID's # (b)(4jl 8O1 , I f( 
4l l 8021 1 (b)(4 

} ID# (b)(4)1801). You vali.clatea tlie 
4cleaning procedure as per your cleaning validation repo1i, Document Number CVR: (tif( j/0003, 

Effective date 12/7/2017. Your cleaning validation did not establish the clean hold time (CHT) and 
sterile hold time (SHT) such that there is no assurance that your manufacturing equipment are free 
of/meet the specifications for microbiological and endotoxin levels at the time of manufacturing. 

(bTC, ID # (b114lThe WCl stage of the manufacturing process involves l (b>14 
} operation inki 

1801. Review ofyour manufacturing records confnm ed that after sterilization \•H..1you held your 
I (bT(4 for1 (bTc4 before sta1iing the! (bT'i operation (Table 1). 
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..9hfo.J_Eoujnment.Jrnld 6me_for 

4You do not have data to assure the sterility ofl Cb>< )1 80l prior to strui of the 
manufacturing operation. Between 2021 and 202\_you manufactured and shi·r ped at leas ~ batches of 

(b} (4~ . (bY{4API, _________________,I totaling _____ to the US mru·ket. I 

OBSERVATION 2 

You have not established the written procedure to ensure that your process can perfo1m effectively and 
reproducibly to manufacture an inte1mediate or API meeting its predete1mined specifications and quality 
attributes. 

Specifically, 

A. You have attempted to concunently validate the manufacturing of j CbTC1 
4(bH"j as per your Repo1i No. CPV~ (bH ~/001 Effective date 6/28/2019. You _ 

(b)(4) hi 1·d . b h . (b)<4lj t ·ee process va 1 ahon ate es m ·1 

I ach batch 
(b)(4) . (b)(4 . (b)(4) ......... --

was loaded eauallv across 1!11 the( (m.__ ___ m each l You sampled the 
material for! (b)~al~s1s"'[for in process control) as descn 6ed m your procedure, In-

4process Sampling from! (b) ~ SOP No. PRD.14.06.08 Version No. 008 Effective date 
• 1 fi r:T(4J 1 I •CbT(4J I d6 1/2024_. The sample matena s ·om eacp were co lected 1 

Cb)<, sample for the I CbTC 
4l Tuel (bh..1data represents average across ----
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(b)l4l and does not provide the uniformity of the (bTC4l across all the -------
B. You have _attempted to concunently validate the manufacturing of 

(bH4 as per your Report NE.CP (bTCl 0001 Effe_c_tl.-v-e-date 7/28/2021. Tlie 
(b)(4) f f h . d. \UJ ('I~ • • d . (bT(4)

o one o t e mterme iate >-==,_-=-...I 1s cane out m 
ID# (bT<41701 (bY{41andr (b <4 704 (b)(4) Your batch records did n ..o_t .,..h-av- e--,-in""'£.-o-1m- at""".i-on .... 
as to liow mucli matenal was \oaded in eac11 (bH4 

~ Your Production Mana er S) stated that the 
(b114l "L._J . (b)(4

are loaded equally as per your procedure, Operat10n of________ SOP No. 
PRD.00.01.08 Version 007 Effective date 9/1/2023. 

Acco!·ding to your respective batch records, you used ~ samples for the analysis of (bY{-4 
1(b)C4l as per your sampling procedure, In Process Samp mg Procedure SOP No. PRD.00.01 .11 

..,V__e_rs.,.io....n No. 00§ ,Effective date 10/7/2024. The! (bT(4 data represents average across 
the sampled (b)C4l and does not provide the unifo1mity of tlie (bTCl across all the 

(bT(4l 

OBSERVATION 3 

Appropriate qualification ofcritical equipment and ancillaiy systems are not completed according to 
established specifications. 

Specifically, 

(bH4 • (bH4 ,i--(bH4~1n ID's R. 
(bH<l)-::Th::-----,.----,1"'"'·fi,__,_,.....- f h (b)(4) . hi d hi i1 <"ff~i e operation qua 1 1cahon o t ese 1s ac eve t . ·oug~L...J 

(bH4l-s..,..tu_d.,_...1-es--as documented in Repo1i No. (b)l4l Effective 
""'d-at_e_9..,/2_5___/ ... 2024. The (bT is can-ied out according to the Procedure for (bH 
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Distribution Study in (bTC4lSOP No. PRD.14.01 .43 Version No. 002 Effective date 
47/1/2024. The proce ure suggested that the •ff was canied 

0. ut without!'.(tiH1and ther (b)(4)data lo er sensors were directl fixed/ laced on 
the=::] oftlie_,___,,,, (bH4l You liave used these (bTCl in 
the manufacturin of (bH4 that is used in the manufacturing 
of (bH4 for the US market. 

l .d h £ • f~ (bT(l • (b)l4l ID #B. ou attemQteY d to~va 1 ate t e manu actunng o --.-..- m a 
(bY{-4 303. ~ the batch at (b)l4l is one O t e cn hcae ~!~Ce, p..ai- ·a_m_e_t-e1-·s-.""'Tlie initial 

operation qualification of the (bH4lis missing the data for (tif~ from the conesponding OQ 
Repo1i No. OCPL/PRD/ROQ (b)(j 303/ROO Effective dated 2/6/2003. On 8/1712022, you 
replaced thC Tc4)303 with (bH4V ! 6 as evidenced by closure of the respectiye change control, 
CCIF No. 067-22P. This new (bH

4
Lis equipped wit~ ---- (b) You did not 

qualify (bTC4l716 for the cn4l as evident in tiie conespondmg operation qualification 
Re 01iNo. OORi (bH4 716/0001 Effective date 7/5/2022. You routinel manufacture 

~(brc4 h . d . h £ . f WClt at 1s use m t e manu acturmg o 
(bH4lfor tlie US mai·ket. ---------------

C. You manufacture...__,.-------,--..,,. (bH4 in (b)l4l ID# (bTC4l 
1801. The manufacturing process consists of (bH4 the batch at (bH Your Senior 
Manager Quality Assurance (b)l stated that the film did not have initial qualification repo1i and 
shai·ed the Requalification Repo1i No. RQRi (bH4 1801/0001 Effective date 1/18/2022. As 

.fi d h (bT,~ b . h - (bT(~ . (bT(4l .hper t e repo1i , you ven 1e t e y operatmg t e ___...J m seymgs · ~, 
(b)l4l This verification was done without any loadmg and duration of each ttil 

""is_n_o_t""'kn:-o_w_n __ --=-y=-o...u also did not verify the (bTC4l with any calibrated equipment. Your Deputy 
~1' {6}(~ • • i-- 00141 iff4 ' Mana~~
431
____.1 (SP) stated that he visually venfied/counted the ___ of the.___.... 

SEE 
REVERSE OF 
THIS PAGE 

EMPLOYEE/SJ SJGNA TURE EMPtOYEE/S) NAME AND TITLE (Prinlor Type} 

. . Digita lly signed by 
RaJIV R. Rajiv R. Srivastava -S 

Raj iv R Srivastava, csoSrivastava -5 Date: 2025.02.18 
16:22:19 +05'30' 

DATE ISSUED 

02/18/2025 

FORM FDA 483 (09/08) PREVIOUS EDmON OBSOLEJE INSPECTIONAL OBSERVATIONS PAGE4OF8PAGES 



DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS AND PHONE NUMBER 

12 420 Parkl awn Drive , Room 20 3 2 
Rockvi l l e, MD 2 0857 
ORAPHARMinterna t i ona l 483responses@fda . hhs . gov 

OATE(S) OF INS P ECTION 

02/ 10/2025- 02/1 8/2025 
FEINUMBER 

3003747558 
NAME ANO Tln E OF INDIVIDUAL TO WHOM REPORT lSSUEO 

A. Chandrasekar, Vice President- Operations 
FIRM NAME 

Orchid Pharma Limited 

STREET ADDRESS 

Plot Nos. 121-128, 128A-133, 138-151, 159-164, 
SIDCO Industiial Estate 

CITY. STATE. ZIP CODE. COUNTRY 

Alathur, Chengalpattu District - 603110, Tamil Nadu, 

INDIA 

TYPE ESTABLISHMEITT INS PECTED 

API Ma nuf acturer 

D. You manufacture_____-,-_,__ (b)l4l in (bY{-4JID # (bY{-4 1803. The 
manufacturing process consists o (b><4 1ffie bate __________.............._,............... (b)l4l of 
manufacturing. The initial Operation Qualification Repo1t No. OCPL/XPRD/XO~ (bH4l 
1803/R00 Effective date 3/3/2003 did not include qualification for the~ (b <4l Later you 
requalified the equipment as documented in Requalification Repo1t No~ (bTC4l 
1803/0001 Effective da!e 4/22/2021. As er the reQ01t you verified the ..,....___~ by 
operating the (b)C4l at (bf<l This verification was one without 

4any loading and duration of each (bH is not known. You also did not verify the (b)l4l with 
any calibrated equipment. Your Deputy Manager (bY{-4 (SP) stated that he visuaily 

(tir(4 
verified/counted the 

OBSERVATION 4 

You failed to test samples of each component for confo1mity with all appropriate written specifications 
for purity, sti-ength, and quality. You also failed to establish the reliability of component supplier 
analysis on which you rely in lieu of ce1tain tests through appropriate validation of the supplier 's test 
result at appropriate intervals. 

Specifically, 

A. You use (bTC4l _USP in the manufacturing of (b)l4l 
(bTCl t\PI for the US market. The specification for endotoxin in the comin raw material is 

NMTg iJ EU/mg, that is higher than the release specification for (b) API, 
4NMT (bH ~U/mg. In addition, you do not test this raw material for bioburden prior to release for 

manu actunng. 

(bY{4B. You use (bTCl in the manufacturin of 
(b)l4l APit or tlie US market. You do not test ,,_,___ -.----,.----,-... 

bioburden. You decided to remove the testing requirement for endotoxin from the specification 
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in 2014 based on the trend data from approved suppliers. However, you addedE_1 
: new 

4manufacturer/suppliers and continue to accept and release I (bff ~ wit out testing for 
endotoxin and bioburden for the manufacturing of l CbTC4 
l (bT(4 APL 

(b)l4l • h £ • 1{ CbTC4lC. You use l m t e manu acturmg o 
4

CbH API for the US market. You do not test this raw matenalt or I 
endotoxin and bioburden. You decided to remove the testing requirement for endotoxin from the 
specification in 2014 based on the trend data from the approved suppliers. Your procedure for 
Skip/Reduced Testing for Raw Materials SOP No. QAD.O9.78 Version No. 003 Effective date 
1/1/2023 does not have provision for periodic reverification/rece1tification of the raw materials 
specifications. 

OBSERVATION 5 

Cleaning procedures do not contain sufficient details to enable operators to clean each type of equipment 
in a reproducible and effective manner. 

Specifically, 

You do not have cleaning procedures for your manufacturing equipment. You use product specific 
batch records for equipment cleaning. These batch records include all the major manufacturing 
equipment and a sUilllllaiy of the unit operations for cleaning. The summa1y lacks details to enable 
operators render an effective and reproducible cleaning. E.g. 

Cb)l4l • 1 . 1A. You manufactureI Cb)l4 API for the US market in I ·i m mu tip e non-
dedicated e~uipment. Cleaning of SQme of the eguipment is sUilllllarized in Batch Record for 
Cleaning of CbH 

4jat l CbH4 Effective date 7/25/2023. The batch record 
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does not include all the steps needed to clean the,,____ (b)l4l (ID# (b1141 1801), e.g. the cleaning 
batch record is missing procedm~e/instrnction to d1sassemole, reassem6le, and list of all the 
different parts of the ( (bJ , that needs cleaning. 

(tir(4 . 

B. You manufactme _-,---,,-----,,-.,..,--=--,--=----=--,.--=,_.... m 
The equipment cleaning is summarized in Batch Record for Cleaning of 
(b)14 Effective date 8/7/2020. S. No. 9 includes a series of o erations that...1-·e_a______... 

**". There are no pictures for individual pa1ts and no detail 
instruction to complete the operations. 

C. On 2/10/2025 _the Equipment Logbookl (bT'i l03/2025 for l (b1141ID # (bTCl 2118 suggested 
that the (b)i 41was rendered clean on 211i72o25 after manuf'actunng of (b)Cl Batch No. 

(b)(4 T- d. £ (tir(4~ Th • 1 • • • d • B han .lllte1me iate or L..l.: e eqm~ment c eanmg 1s summanze m ate 
'=R'""e-c-01-·d,,..£"'"0-r"""c=1....eaning ofEguipment Afte1 wj 1nr ·- <6>14j Effective date 1/27/2022. The 
cleaning verification for (b>< 

4 2118 is confnmea whe~ le product residues and 
exti-aneous materials are found on the equi}ment surface. However, when a (b)l4l cloth 
was rnbbed against the inner surface of the (bTC4l the po1tion of the (bJC4lclotli tliat touched 
the ~1tmned black. Yow- Manage ~ for -___,_ stated that due to the _ _ ~~ .,...... aYJirface 

4(b)l 4l the operator did not see the black materials on the inner smface of the •ff----
OBSERVATION 6 

Appropriate conti·ols are not exercised over computer or related system to assme that the changes in the 
master production or conti-ol records or other records are instituted only by authorized persons. 

Specifically 
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1• f 1 b • h 1 CbH4 H h • 1 d fCbH4!As per your 1st o a orato1y ~ mpment, you ave at eas p meters t at mc u e~ _J 
cm in your QC laborato1y; ID, (b)(, I ooserved that the CU1Tent1 (b (, 
calibration data was stored in the equipment memo1y, but no testing/measured data was present 
in the pH meter memo1y. Your QC Manager (BR) stated that the equipment was not designed to 
store the electronic data and hence the data could not be backed up on the server. 

As per the equipment manual, the pH meter could store at least 10,000 unique measured values. 
Your analyst prints the result and attaches to the Analytical Work Sheet and enters the equipment 
use logbook with the batch number of the tested materials and date/time without a need for a 
second person verification of the data. The test result print out does not include identity of the 
analyst and the materials tested. The operating procedure, SOP No. QCD.02.116 Version No. 
004 Effective date 6/1/2024 does not have provision for saving the electronic data. You use the 
pH meter in the QC lab to routinely test and release the raw materials, and API for US market. 

OBSERVATION 7 

The responsibilities and procedure applicable to the quality control unit are not in writing and/or fully 
followed. 

Specifically, your procedure for Training and Development SOP No. HRD.01.01 Version No. 015 
Effective date 11/20/2023 has a provision for periodic CGMP training a \ (b 

111 However, review of 
4your training records confum ed that there were ~t least (b1141associates (out of total CbH employees) 

whose GMP training was past due forj Cb>< 
4j 
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