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Dear Dr. Babu:

The United States Food and Drug Administration (FDA) inspected your drug manufacturing facility, Hikal Limited, FEI
3003560263, at 72 - 82 / A Kiadb Industrial Area, Jigani, Karnataka, 560105, India, from February 3 to February 7, 2025.

This warning letter summarizes significant deviations from Current Good Manufacturing Practice (CGMP) for active
pharmaceutical ingredients (APIs).

Because your methods, facilities, or controls for manufacturing, processing, packing, or holding do not conform to CGMP,
your APIs are adulterated within the meaning of section 501(a)(2)(B) of the Federal Food, Drug, and Cosmetic Act (FD&C
Act), 21 U.S.C. 351(a)(2)(B).

We reviewed your March 3, 2025 response to our Form FDA 483 in detail and acknowledge receipt of your subsequent

correspondence.

During our inspection, our investigator observed specific deviations including, but not limited to, the following.
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1. Failure of your quality unit to ensure that quality-related complaints are investigated and resolved.
Inadequate root cause determination

Your firm failed to adequately determine the root cause of approximately 22 complaints since 2020 related to metal
contamination in your APls. For example, your investigation into a complaint of black particles in (b)(4) API identified this
was the first lot manufactured after a facility modification. You stated some particles may have not been removed
completely during equipment cleaning but concluded “no exact root cause identified.” You also stated the particles were
metallic in nature and were beyond the detection limit of your metal detector used to remove metallic particles in your API.
However, our inspection determined you did not have a “(b)(4)” to adequately qualify your metal detector’s performance
for (b)(4) particles, even though most of your manufacturing equipment is composed of (b)(4).

We also note your investigation determined the contamination to be technically unavoidable particles. You referenced an
industry standard on technically unavoidable particles in excipients as applicable. According to this guideline, technically
unavoidable particles are inherent to the product and are not foreign contamination introduced by incomplete cleaning. Not
only is this standard not applicable to your active ingredient manufacturing process, it also specifies that appropriate
evaluation of materials of construction and particle mitigation strategies are required. Based on your investigation
indicating a cleaning deficiency as a likely root cause, you do not have evidence to support that the metallic particles
present are inherent to the manufacturing process. Your firm remains responsible for establishing and following adequate
cleaning procedures.

In your response, you state you have now obtained a “(b)(4)” and determined the metal detector is working satisfactorily.
You then concluded there is “no impact on the performance of the metal detector.”

Your response is inadequate. The current performance of the metal detector does not provide adequate assurance that
previous API lots met established safety and quality standards. Also, your conclusion that your metal detector works
adequately stands in contrast to customer complaints indicating contamination with metallic particles. Additionally, your
investigation fails to adequately assess whether your manufacturing equipment’s design and materials are suitable for API
production without introducing contamination risks. Furthermore, you lack an adequate evaluation of your cleaning
procedures and in-process controls to prevent the presence of metal particles in your API.

Ineffective corrective actions and preventive actions (CAPAs)

Your firm failed to implement effective CAPAs after receiving numerous complaints of foreign material contamination of
your APIs. For example, a customer reported foreign material contamination involving eight lots of (b)(4) API. Your
investigation found CAPAs were implemented for similar complaints prior to the manufacture of the complaint lots.
However, our inspection found approximately 28 additional complaints reporting foreign material contamination after you
completed your investigation.

Inadequate investigations can result in unidentified root causes, ineffective CAPAs, and recurring problems that
compromise your ability to manufacture safe and effective APIs.

We also note that during our review we found the risk assessment included in your complaint investigation is not
scientifically sound, as you ranked this (b)(4) APl complaint as an unlikely failure with the lowest probability of occurrence
despite repeated similar complaints.

In your response, you state you hired a third-party consultant to evaluate contamination, investigations, risk assessments,
and CAPAs related to foreign material contamination.

Your response is inadequate. You do not provide sufficient evidence of a comprehensive evaluation of potential

contamination sources and process controls.
In response to this letter, provide:

» An action plan and timelines for conducting full evaluation of retain samples for particulate contamination to
determine the quality of all lots of drug product distributed to the United States that are within retest dating as of the
date of this letter.



» A summary of all results obtained from evaluating retain samples from each batch. If such testing reveals
substandard quality drug products, take rapid corrective actions, such as notifying customers and product recalls.

» A comprehensive, independent assessment of your overall system for investigating deviations, discrepancies,
complaints, out-of-specification (OOS) results, and failures. Provide a detailed action plan to remediate this system.
Your action plan should include, but not be limited to, significant improvements in investigation competencies, scope
determination, root cause evaluation, CAPA effectiveness, quality assurance unit oversight, and written procedures.
Address how your firm will ensure all phases of investigations are appropriately conducted.

» An evaluation of the suitability of equipment including, but not limited to, metal detectors, for intended use, ensuring
quality of input materials, determining the capability and reliability of each manufacturing process step and its
controls, and vigilant ongoing monitoring of process performance and product quality.

+ Aremediation plan that details your impact assessment of previously distributed lots for foreign contamination when
your equipment was not properly calibrated.

» Adetailed assessment of your methodology for categorizing complaints into low, medium, and high-risk categories
that accounts for complaint frequency and provides clear escalation triggers for repeated complaints of the same
nature. Summarize how your revised risk categorization system will prevent and respond to foreign material
contamination complaints. Provide your timeline for implementing the revised risk categorization system, including
appropriate training.

» A comprehensive review and reclassification, if necessary, of all contamination-related complaints related to APIs
within expiry using your revised methodology. Identify any additional corrective actions that should be implemented
based on any revised risk categorization.

2. Failure to have a system for evaluating suppliers of critical materials.

Your firm's supplier qualification procedure stated corrective action is required when a supplier's rejection rate exceeds (b)
(4)% during incoming inspection. However, it did not incorporate mechanisms for re-evaluation of an approved supplier
when quality deficiencies or complaints are detected after initial qualification.

This deficiency in your supplier qualification procedure allowed you to continue using materials from qualified suppliers
after you determined their materials were found defective. For example, your firm received repeated customer complaints
about particles in your APIs that you concluded most likely originated from your supplier of (b)(4) drums and lids. Despite
notifying the supplier of these quality issues and continuing to receive customer complaints, your firm failed to implement
timely corrective actions, such as qualifying alternate suppliers, enhancing supplier oversight, or discontinuing use of
defective materials from this supplier.

An adequate supplier qualification program includes ongoing monitoring of supplier performance beyond incoming
inspection and prompt implementation of corrective actions when quality issues are identified at any point in the
manufacturing process.

In your response, you provide an updated supplier qualification procedure that accounts for quality issues identified during
manufacturing and customer complaint investigations. You also state you have suspended the use of your drum supplier,
and you are qualifying additional suppliers.

Your response is inadequate. You do not provide quality data for the new supplier, which you state was providing (b)(4)%
of your drums prior to the inspection. Furthermore, you lack a comprehensive root cause analysis of your supplier
qualification system’s failure to identify and respond to ongoing quality issues.

In response to this letter, provide:

» A comprehensive, independent assessment of your overall system for investigating deviations, discrepancies,
complaints, OOS results, and failures. Provide a detailed action plan to remediate this system. Your action plan
should include, but not be limited to, significant improvements in investigation competencies, scope determination,
root cause evaluation, CAPA effectiveness, quality unit oversight, and written procedures. Address how your firm will
ensure all phases of investigations are appropriately conducted.



» An independent, comprehensive review of your material system to determine whether all suppliers of components,
containers, and closures, are appropriately qualified; materials are of consistently acceptable quality; and
appropriate expiration or retest dates are assigned. Based on this systemic review, provide a summary of a systemic
CAPA that remediates your supplier qualification program and prevents use of unsuitable components, containers,
and closures.

» A summary of quality metrics of your new supplier of (b)(4) drums and lids including, but not limited to, incoming
inspection data for (b)(4) drums and lids, with acceptance/rejection rates, defect types, complaint frequencies, and
trending analysis in the previous three years.

Additional API CGMP Guidance

FDA considers the expectations outlined in ICH Q7 when determining whether APIs are manufactured in conformance with
CGMP. See FDA's guidance document Q7 Good Manufacturing Practice Guidance for Active Pharmaceutical Ingredients
for guidance regarding CGMP for the manufacture of API at https://www.fda.gov/media/71518/download.

CGMP Consultant Recommended

Based upon the nature of the deviations we identified at your firm, you should engage a consultant qualified to evaluate
your operations to assist your firm in meeting CGMP requirements.

Your use of a consultant does not relieve your firm’s obligation to comply with CGMP. Your firm’s executive management
remains responsible for resolving all deficiencies and systemic flaws to ensure ongoing CGMP compliance.

Conclusion

The deviations cited in this letter are not intended to be an all-inclusive list of deviations that exist at your facility. You are
responsible for investigating and determining the causes of any deviations and for preventing their recurrence or the
occurrence of other deviations.

If you are considering an action that is likely to lead to a disruption in the supply of drugs produced at your facility, FDA
requests that you contact CDER'’s Drug Shortages Staff immediately, at drugshortages@fda.hhs.gov, so that FDA can
work with you on the most effective way to bring your operations into compliance with the law. Contacting the Drug
Shortages Staff also allows you to meet any obligations you may have to report discontinuances or interruptions in your
drug manufacture under 21 U.S.C. 356C(b). This also allows FDA to consider, as soon as possible, what actions, if any,
may be needed to avoid shortages and protect the health of patients who depend on your products.

Correct any deviations promptly. FDA may withhold approval of new applications or supplements listing your firm as a drug
manufacturer until any deviations are completely addressed and we confirm your compliance with CGMP. We may re-
inspect to verify that you have completed corrective actions to any deviations.

Failure to address any deviations may also result in the FDA refusing admission of articles manufactured at Hikal Limited,
Jigani, into the United States under section 801(a)(3) of the FD&C Act, 21 U.S.C. 381(a)(3). Articles under this authority
that appear to be adulterated may be detained or refused admission, in that the methods and controls used in their
manufacture do not appear to conform to CGMP within the meaning of section 501(a)(2)(B) of the FD&C Act, 21 U.S.C.
351(a)(2)(B).

This letter notifies you of our findings and provides you an opportunity to address the above deficiencies. After you receive
this letter, respond to this office in writing within 15 working days?. Specify what you have done to address any deviations
and to prevent their recurrence. In response to this letter, you may provide additional information for our consideration as
we continue to assess your activities and practices. If you cannot complete corrective actions within 15 working days, state
your reasons for delay and your schedule for completion.

Send your electronic reply to CDER-OC-OMQ-Communications@fda.hhs.gov. Identify your response with FEI
3003560263 and ATTN: Matthew Jensen.



Sincerely,
IS/

Francis Godwin

Director

Office of Manufacturing Quality

Office of Compliance

Center for Drug Evaluation and Research

1 Under program enhancements for the Generic Drug User Fee Amendments (GDUFA) reauthorization for fiscal years
(FYs) 2023-2027, also known as the GDUFA Ill Commitment Letter, your facility may be eligible for a Post-Warning Letter
Meeting to obtain preliminary feedback from FDA on the adequacy and completeness of your corrective action plans.
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