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Rockville, MD 20857

NDA 22-268 NDA APPROVAL

Novartis Pharmaceuticals Corporation
Attention: Susan Kummerer, M.S.

. Director, Drug Regulatory Affairs
One Health Plaza, Bldg. 405/4051
East Hanover, NJ 07936-1080

Dear Ms. Kummerer:

Please refer to your new drug application (NDA) dated June 27, 2008, received June 27, 2008,
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) for
Coartem (artemether 20 mg/lumefantrine 120 mg) Tablets.

We note that NDA 22-268 was submitted for the indication of treatment of malaria in patients of
5 kg bodyweight or above with acute, uncomplicated malaria due to Plasmodium falciparum or
mixed infections including P. falciparum. Please note, as was described to you by Ms. Diana
Wlllard, Chlef Project Management Staff, via telephone on April 7, 2009
- NDA 22-268 will be for b(4)
the mdlcatlon of the treatment of acute, uncomplicated malaria infections due to P. falciparum. '
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We acknowledge receipt of your submissions dated:

September 5, 2008 (2)  October 6, 2008 November 11, 2008 December 18, 2008 (3)
September 9, 2008 (2)  October 8, 2008 November 17, 2008 (2) December 22, 2008 (2)
September 10, 2008 October 13, 2008 November 21, 2008 (2) February 12, 2009
September 11, 2008 October 16, 2008 November 25, 2008 (3) February 13, 2009
September 12, 2008 October 28, 2008 December 1, 2008 February 19, 2009
September 15,2008 (2) October 30, 2008 (2)  December 4, 2008 March 6, 2009
September 16, 2008 (2) October 31, 2008 (2)  December 9, 2008 March 11, 2009

September 19, 2008 November 5, 2008 December 12, 2008 March 18, 2009
October 1, 2008 (3) November 6, 2008 (3) December 15, 2008 March 26, 2009

This new drug application provides for the use of Coartem (artemether/lumefantrine) Tablets for
the treatment of acute, uncomplicated malaria infections due to Plasmodium falciparum in
patients of 5 kg bodyweight and above.

We have completed our review of this application, as amended. It is approved, effective on the
date of this letter, for use as recommended in the enclosed agreed-upon labeling text.
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PIs, then this in vitro study will not be needed. Otherwise, refer to the guidance for
industry titled Drug Interaction Studies--Study Design, Data Analysis, and Implications
for Dosing and Labeling for details on the conduct of the in vitro study.

The timetable you submitted on March 26, 2009 states that you will conduct this
study according to the following timetable:

Final Protocol Submission: by June 2011
Study Start Date: by January 2012
Final Report Submission: by January 2013

Conduct an in vitro study to characterize the potential interaction between
artemether and lumefantrine, the components of Coartem Tablets, and non-
nucleoside reverse transcriptase inhibitors (NNRTIs).

If, upon review, it is determined that the clinical trial discussed in Item 13 below
adequately addresses the potential interaction between artemether and lumefantrine and
NNRTIs, then this in vitro study will not be needed. Otherwise, refer to the guidance for
industry titled Drug Interaction Studies--Study Design, Data Analysis, and Implications
for Dosing and Labeling for details on the conduct of the in vitro study.

The timetable you submitted on March 26, 2009 states that you will conduct this
study according to the following timetable:

Final Protocol Submission: by June 2011
Study Start Date: by January 2012
Final Report Submission: by January 2013

Finally, we have determined that only clinical trials (rather than an observational study) will be
sufficient to assess the signal of serious risk of auditory dysfunction or identify an unexpected
serious risk arising from treatment failure of Coartem Tablets due to altered metabolism by co-
administered drugs or drug-drug interactions.

Therefore, based on appropriate scientific data, FDA has determined that you are required,
pursuant to section 505(0)(3) of the FDCA, to conduct the following clinical trials:

10.

Complete the currently ongoing trial “An open label, single center study of the
effects of Coartem, Malarone and artesunate-mefloquine on auditory function
following the treatment of acute uncomplicated P. falciparum malaria in patients 12
years of age or older in Columbia.”

The timetable you submitted on March 26, 2009 states that you will conduct this trial
according to the following timetable:

Trial Start Date: ongoing
Final Report Submission: by March 2010
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Edward Cox
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