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This document lists observations made by the FDA representative(s) during the inspection ofyour facility. They are inspectional 
observations, and do not represent a final Agency detennination regarding your compliance. Ifyou have an objection regarding an 
obse.rvation, 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(s) during the inspection or submjt thls information to FDA at the address above. Ifyou have any 
questions, please contact FDA at the phone number and addr~s above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

OBSERVATION 1 

Analytical methods were not validated or verified under the actual conditions of use. These methods are used for 
testing offinal Active Phannaceutical Ingredients (API) before releasing the APis for the manufacturing ofdrug 
products. 

Specifically, 

A. The following test methods, including in-house and compendia! test methods, were not validated or verified 
appropriately for the commercial APis. These AP Is have active US Drug Master Files (DMF) and batches 
were distributed to customers and are currently in the market. 

API I USDMF# Test Description Specification # 
[b)(4) 

Snecific Ontical Rotation S-08-ADG-0 1/08 
Identification by IR SP-CTO06-003570 

Identification bv IR SP-CTO06-002687 
Soecific Optical Rotation SP-CTO06-003013 
Soecific Ootical Rotation SP-CTO06-002538 
Snecific Ootical Rotation at ~Il e SP-CTO06-002617 
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16lT4l 16) (ilJ 
Identification by IR S-08-IG/06 

Identification By Mass Soectrometrv 
Identification by IR SP-CTO06-002685 
Soecific Optical Rotation 
Water Content by KF SP-CTO06-002756 

Identification bv IR 
Water Content by KF SP-CTO06-003026 

Identification by IR SP-CTO06-003561 

Identification bv IR SP-CTO06-002658 
Identification by IR SP-CTO06-002663 
XRD 
Identification test for 

(b) (ii) I SP-CTO06-002807 

II Identification by IR SP-CTO06-002676 
Identification by IR 
Id 'fj , l{b)l4) J SP-CTO06-003929enh 1cation by 
Id 'fi . b (b)(4) J SP-CTO06-002968enti 1cation y 

Id .ti • b r ·bH">entl 1cat1on ,v J SP-CTO06-003459 
Water Content by KF 
Identification by IR SP-CTO06-002588 
Water Content bv KF 
Identification bv lR 
Water Content bv KF SP-CTO06-002677 
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li)(if1 4Optical Rotationfbl <> lby 
Polarimeter 
XRD SP-CTO06-002894 
Water Content bv Coulometer SP-CTO06-004059 
Identification bv IR SP-CTO06-003243 
Identification bv IR SP-CTO06-003495 
Soecific Ootical ~otation 

'fi • :fi i(bj(4) jIdenti cation or 
SP-CTO06-003679 
SP-CTO06-002622 

You received a customer complaint # 200428799 for the API fl
4
> ( 6JlifJ , which 

identified that the API you supplied (Batch# E_>141 
_ __.) showed OOS for Water Content test, with a 

result oqlbll
4}o against specification limit NMT (bl % which had been released with non-validated test 

method. 

B. The analytical method used to quantitate residual f!ifJ in lbH
4 
> API was not adequately 

validated prior to the release ofAPI batches. From 2020 to 2023, an unknown peak characterized as 
bl <~J was identified during the GC residual solvent analysis release testing in a12,oroximately tbJ 

~ (b)(4) . . (b)(if)
batches o.L APL Once the characterization of the unknown peak as was 
completed, an internal control limit of not more than .{ ppm was determined and established for this 
impurity. Of the lb' batches of)'(llH

4 
> manufactured ai:mroximately t!> batches were released and 

4shipped, including batches tbll4 
> and f< > which were intended for use in US marketed 

products, based on results obtained for the lbll~> content following a GC developed method. 
However, analytical method validation was not performed for this GC method. Subsequentlv__.~an,.._.i"'on_ _ ___

41 
chromatography method was developed and validated on O1May2022 for quantitation ofi.__ _______{(lln_ 
However, the ~) batches shipped were not retested using this validated procedure to ensure the 
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content was within the internal specification, including batches ..~b_H_ 
4 
____..and 

{bf(4) l6)T4) 
Furthennore, batches _____and r were released on 26Jun2021; however, 
communication about the detection of..f _H_

4
>_______and the subsequent control limit was not 

communicated to the customer until November 2022. 

OBSERVATION 2 

There is a failure to ensure that manufacturing processes are maintained in a validated state. 

Specifically, 

From May 2022 to January 2024, 17 out-of-specification results have been obtained for ;t6ll
4> ,A.PI from in-

process checks or during final release testing due to elevated levels of {b)l4 not meeting the pre-defined 
specification limit. These investigations Jed to the reprocessing ofall 17 batches of tbff

4> including 
approximately batches intended for use in US marketed products. Various root causes have been hypothesized 
and addressed through corrective actions, including but not limited to, correction of the ~n 

41 ~ 
- additional controls of humidity during the stages of~~~~~and controlling the length oftime in which the 
material can be held before further processing during various stages. 

9f 
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l) Incident 200429644 was initiated on 20Apr2024 due to an out of specification result obtained for <:> 
f ltilf4> ( 'fi • h (bl<•> ) d • • 1· f B ho ppm spect 1catton not more t an ppm unng m-process samp mg o ate 

e' 141 
. The root cause of the investigation was identified as smaller API particles being generated 

4during the {l>H > phase of the manufacturing process. 

2) Out-of-specification 3100262 12 was initiated on 09Apr2024 due to an out-of-specification result obtained 
c (ti)(,I) f (ti)(4) ( 'fi . b (bl(4> ) d • I • f 8 h1or o ppm spect 1cat1on not more t an ppm urmg re ease testmg o ate 

4 
>)< > The root cause was detennined to be improper sampling during in-process sampling a11d 

testing since there is a chance ofnon-matcrial uniformity by inadequate mixing prior to sampling. 

Although corrective actions have been identified and have been or are being implemented into the (li)l' APJ 
Master Batch Record, there has been no holistic review or assessment performed to ensure that the process is 
under adequate control and the process has been maintained in a validated state. In addition, the recent 

4investigations conducted indicate a lack ofyrocess controls during (bJ r > ___operations as well as potential 
• f h • Id • !bl<"> •hnon- omogene1ty o t e matena unng operations. 

OBSERVATION 3 

There is a failure to thoroughly review any unexplained discrepancy and the failure ofa batch or any ofits 
components to meet any ofits specifications whether or not the batch has been already distributed. 

Specifically, 

A. The attributed root causes for the Out ofSpecification (OOS) investigations are not adequately supported with 
scientific evidence. For example, 
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2) 
• 1 f 4

l) ~R,.~# 310024J,_56 -An investitf,ffton wasjnitiated on iPJ~, 2023, when an annual st~\>ilitv bat~h of 
_____(Batch# _____ (DMF# __.,, gave an OOS result for ~ m 

Related Substances by HPLC (Metbod-1) at 12M Jon~ term stability conditions (25±2 , o ). The 
result was (b)(

41,Vo against a specification ofNMT ,{1)><
4

'.,1/o. The investigation concluded that sample pouch 
might have exp<2sure to liJ?ht/air during sampling of individual stability interval station and resulting in 
increase ofthe (ljn"' However, this root cause was not adequately justified with scientific evidence. 

API (batch# (bl f
4 
> gave (bl f4J content by 

H >1,, (S ·5 • 1· • ~1141 A 'b d A. b bbl •potent,ometry a resu t o ,,o pee, cation 1m1t: ____,. ttn ute root cause: ir u es m 
the dispensing tube. However, this root cause was not adequately justified with scientific evidence. 

141 
3) OOS# 310023657 /3 ~,OJ 2365]L3 l 0023685/310023686/31002.U,.04/310021705 - (bl PI. six 

(I>) (4) (bl[4) (bH.t) (Ii) [4T (b)l41' (b)(4) J
batehes ( ____ .--- _____ . 

• d al I b • ' • {l)H4> ( f {l)ll4l tbH4> • ifi • 1· •res1 u so vents y UC m content range o ~ ppm to \b~m a amst spec canon 1m1t
4 141ofNMT tbH > ppm). Attributed root cause: cleaning ofsampling area with However, this root 

cause was not adequately justified with scientific evidence. 

41 4 4
4) OOS# 3 I 0026212, >< API (batch# ltiH > ~::-:"""'A:.l...l:~ esidual solvents by GC (111

H > ppm 
against a specification limit ofNMT lbH

4
l ppm). Attribute root cause: in-process sampling may be an 

issue. However, this root cause was not adequately justified with scientific evidence. 

B. Investigations do not always implement adequate corrective and preventive actions to address the identified 
root causes and prevent recurrence. For example, 

1) During the GC residual solvents release testin_gyerformed for <1>H
4 
> API from Janu~ 2020 to June 

2023, an unknown peak identified as {l))(lll was observed in approximately~ batches. The 
batches were subjequenJ invest~ed,, and the root cause of the unknown peak was attributed to the key 

• · l ll>H4> (bl 141 • k • l • • h • Th •startlng matena , as ___-----:,ts a e raw matena m its synt es1s. e corrective 
action identified for controlling the presence of lbH

4
l in the final API was to maintain a 
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higher volume of retained 'ltiJ (ii during the 
1141 

1 peration as the impurity(llyan b% during 
the manufactw-ing process. The corrective action to maintain the volume between 4 to 4 as 
implemented in June 2020, however, this volume value was changed back to the original control in 
October 2020. Since October 2020, 60 instances of the unknown peak present were obtained with the 
same root cause, however no additional corrective actions were implemented to adequately control the 
manufacturing process as identified originally in June 2020 until September 2023. 

2) Incident 200414087 was initiated on 22Apr2023 due to residu~I f1141 
(bJ ___,,,.solvent content in 

(bl (4J result exceeding the cleaning specification of not more than 4 ppm d~t}?fi--GJeaoino :validation 
of (bH

4
> The root cause ofthe investieati_on was contamination in the _____...,ontainer 

used for (bl < 
4 
> insing which t

6
ll

4 
> is also used . . It ~s__coqcluded that no impact to any 

other batches, and corrective actions, including incorporating 1<bH
4
> J cleaning procedures between 

solvent changes, were identified. Additionallv. Incident,.20.0426113 was initiated on 23Jan2024 with a 
similar root cause for inadequate cleaning of H

4
> Jcontainers and similar corrective actions 

identified. However, there was no assessment erformed ofother cleaning records where there is lack of 
instruction in cleaning and use of the _ _____ containers nor were preventive actions identified to 
correct any other cleaning records. 

OBSERVATION 4 

There is a failure to ensure that materials are not released before the satisfactory completion ofevaluation by the 
quality unit. 

Specifically, 

Batches o lbff
4
J API intended for use in US marketed products were released by the quality unit 

without complet ion ofall applicable release tests prior to distribution. bl1
4
l API is tested following 

specifications SP-CTO06-0028 l 5 and csli O12/04 and requires additional testing for particle size distribution. 

EMP!.OYEE(S) NAME ANO TfrLE (Print or Typ•J DATE ISSUED 

06/ 07 /2024 
Joseph A. Piechocki , Inves tigatorSEE 

REVERSE OF 
THIS PAGE Tamil Arasu, Investigator 

FORM FDA 483 (09/08) Ptumom; ED!TlO)I 06SOlETE INSPECTlONAL OBSERVATIONS PAGE 7OF 8PAGES 



DEJ'ARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG AOMINJSTRATION 

OlSTR...., , -...un.ESSNCO PHONE HU~R DATelSJOf INSPECTION 

124 20 Parkl awn Drive , Room 2032 
Rockville , MD 20857 
ORAPHARMi nt e r nationalresponses@fda . hhs .gov 
NAME ANO TIT\.E OF lfOVICI.W. TO WHOM REPORT ISSUS> 

05/30/2024 - 06/07/2024 
FEI NUr.eER 

3002949085 

Sunde rganesh Sankaran , Site Head 
FIRMIIIAM~ 5TREET ADORE65 

Dr. Reddy ' s Laboratories Limited CTO - APIIC I ndus tr i al Es t a t e 
Unit VI 
QTY, ~ IAlt, ZIP CODE. ~on TYPE ESTABWHo!ENT INSPECTED 

Pydibhimavaram (Vi llage) , API Manufact urer 
Ranast ha lam Ma ndal , Srikakulam 
District , Andhra Pr adesh, 532409 
Indi a 

Change controls CC1000087928 and CC1000098929 were initiated on 14Jul2022 for batch l(bll
41 

-and on 
1141 1 403Dec2022 for batches i lb J ltif<' J f>11

" I (bl<' ltill > , and 

(l>l~l --i respectively, to release the batches without completion of the particle size distribution testing, as 
required per the specification. The Certificates ofAnalysis were issued with a note indicating that particle size 
testing was not performed with reference to the respective change controls. Change controls CC l 000087928 and 
CC l 000098929 were closed and approved by the quality unit on 19Jul2022 and 28Dec2022, respectively. 

*DA TES OF INSPECTION 
05/30/2024(Thu), 05/31/2024(Fri), 06/03/2024(Mon), 06/04/2024(Tue), 06/05/2024(Wed), 06/06/2024(Thu), 
06/07/2024 (Fri) 
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