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Active Pharmaceutical Ingredient Intermediate 
Manufacturer -

This uui.:u1m:111 lists observations made hy the F[)A representative(s) during the inspection of your facility, They are inspectional observation~. 
and do 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 o~jection or action with the FDA 
representative(s) during the inspection or submit this information to FDA at the address above. If you have any questions, plense contact 
FOA Ht the phone number and address above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSEI<VEU: 

ODSERVATION 1 

Out of Specification and Complaint Investigations for /\Pl Intermediate products are deficient. 

Specifically, investigation's initiated and performed by your Quality Unit in response to Out of 
Specification results, luborutory incidents, and market complaints related to testing of intl:rme<liates 
manufactured by your firm are not always scientifically sound or comprehensive with respect to root cause 
determination. For Example: 

A. OOS U09-001589 was initiated on 26-Sep-2021 to probe the failure of impurity in Related 
Substam.:c:s by HPT.C in Crnde) Stage Butch 12M Long term stability 
sample Intermediate for US market). Impurity (11SP: al RRT 

was found to be % against specification of not more than %. According to the 
investigi:ition, failure was attributed to the revision of specification with the inclusion of
impurity since the previous specification did not have any limits for Impurity. The 
investigation states that Batch record review and quality review of input material is not npplkflblc, 
since the product is failing in Related Substances by HPLC impurity) during stability 
study. The investigation states that no OOS results arc available for the past twelve months. I Iowever, 
review of stability data show that long term and accelerated stability results failed to meet the revised 
specification as detailed below: 

lnitial- %, tested on August 22, 2020 
I M 40°C/75%RH - %, tested on Oct 23, 2020 
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2 M 40°C/75%RH - %, tested on Nov 7, 2020 
3M 40°C/75%RH - %, tested on Dec 13, 2020 
3 M 25°C/60%RH - Not Detected, tested on Jan 5, 2021 
6 M 40°C/75%RH - % tested on 25 March 2021 
6 M 25°C/60%RH - % tested on 25 March 2021 
9 M 25°C/60%RH - %, tested on 14 June 2021 
12 M 25°C/60%RH - %, tested on 25 September, 202l(OOS Sample) 

Your Quality team stated that probable root cause for failure is due to use of re-processed input 
material and in (Crude) Stage Intermediate. However, it was noted 
that the conclusion is deficient as detailed in Observation 2. CAPA states that all batches were verified 
and found within specification however the statement is incorrect since 6 month, 9 month and 12 
month stability sample failed to meet the specification as detailed above. Preventive Action -states 
that SOP IQA040 will be revised to evaluate trend of existing stock and stability batches. The batch 
was reprocessed to Batch and shipped to the US Market. 

B. Market Complaint- MC-CAD-003882 (Batch ), MC-CAD-003883 (Batch
and MC-CAD-003884 (Batch was received on 13 January 2022, from APL, Unit-I for 
having higher levels of impurity at RRT- in Chromatographic purity by HPLC as 
detailed below: 

Batch No's 
Results 

Specification NMT % 

From review of OOS U09-001589 investigation, the complaint batches listed above utilized re-
processed input material in the manufacturing of (Crude) Stage
Intermediate. Return material was tested by the firm however no retains were evaluated on samples 
during OOS investigation as part of manufacturing investigation. As per market complaint 
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investigation root cause states that reprocessed input material may not impact the quality of the 
batch contradicting the suspected root cause in OOS U09-001589, instead states that manufacturing 
process might require maintenance of atmosphere or to avoid
However, review of stability data for process validation Batches and (as 
per report R-11 P-PV-C2l88232-01-00- dated March 15, 2021) does not support the root cause 
because batch failed to meet the specification for impurity and batch 

met the specification (NMT %) as detailed below in Observation 2. Both batches 
were not manufactured under 

Month/Stability Condition 
Initial Release % % 

1 M Accelerated % Not detected 
2 M Accelerated % Not detected 
3 M Accelerated % % 
3M Long Term % % 
6 M Accelerated % (OOS U09-001587) % 
6 M Long Term % (OOS U09-001588) % 
9 M Long Term 

Discontinued Stability 
% 

12 M Long Term % 

Approximately batches (Crude) Stage Intermediate batches were manufactured 
using reprocessed input material and shipped to Unit 1 for purification step of APL 

C. OOS-U09-001568 was initiated on 12 July 2021 to probe the failure oflndividual unknown impurity 
at RRT (Result= %, specification NMT %) in 
intermediate, Batch during determination of Chiral Chromatographic Purity. The firm 
re-injected the sample from the original vial and re-vialed sample. The results failed to meet the 
specification and confirmed the original failure % and %). The root cause for failure was 
attributed to glass ware contamination and the initial results were invalidated based on fresh sample 
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preparation in triplicate and the results were reported as not detected (ND). However, on review of 
analytical method validation report (ARD/4718/HPLC/VAL) it was observed that unknown peak at 
about RRT increased about % in about and failed to meet the solution stability 
acceptance criteria of% difference between the areas obtained at initial and different time interval 
should not be more than for related substances from spiked sample solution. The review of raw 
data and chromatographic data showed that from the time of sample preparation to injection for initial 
sample exceeded as detailed below. The new sample preparations were injected soon after 
preparation. 

Sample Time Sample weighed Time sample injected Time difference 
Initial About

Reanalysis new preparation 1 14:19 About
Reanalysis new preparation 2 14:50 About

Reanalysis new preparation 3 15:45 About

Also, the review of 6-month accelerated stability sample showed impurity about % at RRT 
thus giving no assurance if the root cause attributed is correct. 

D. OOS-U09-001697 was initiated on 13 September 2022 to probe the failure in any other Related 
Substances at RRT (Result= %, specification NMT %) in Base (US Market), 

Intermediate Datch in Dlock No laboratory error was identifit:J auJ was 
concluded as a confirmed OOS. The failure was attributed to shorter duration of
with (about for a batch in step of the batch record when compared to 
other neighboring batches (about On review of batch records for PY batches per PV report 
#PVR-R-11P-PV-C2187046-0l-0O, dated 22 January 2018 following were the time utilized for 
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