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During our review of this supplemental NDA, we found higher clinical success proportions in India and
lower proportions of subjects with at least one treatment-emergent adverse event than in the USA. This
led to a possible concern regarding the study conduct at sites in India. The following three tables are the

summaries from the primary statistical review dated 11/21/16.

Sponsor-Defined Clinical Outcome at TOC by Geographic Region (ITT Population)

India USA
DAP SOcC DAP SOC
N=81 N=41 N=176 N=91
n (%) n (%) n (%) n (%)
Clinical Success 81 (100) 39 (95.1) 146 (83.0) 75 (82.4)
Clinical Failure 0 0 3(L.7) 1(1.1)
Unable to Evaluate 0 2(4.9 27 (15.3) 15 (15.6)

Summary of Subjects with at least One Treatment-Emergent Adverse Event (Safety Population)

India USA
DAP SOC DAP SOC
Age Group 1 6.3% (2/32) 12.5% (2/16) 60.0% (24/40) 54.5% (12/22)
Age Group 2 6.1% (3/49) 8.0% (2/25) 58.3% (14/24) 38.5% (5/13)
Age Group 3 - - 50.6% (41/81) 38.1% (16/42)
Age Group 4 - - 46.7% (14/30) 73.3% (11/15)
All 6.2% (5/81) 9.8% (4/41) 53.1% (93/175) 47.8% (44/92)

Summary of Sponsor-Defined Clinical Success (ITT Population) and Subjects with at least One
Treatment-Emergent Adverse Event (Safety Population) by India Study Site

Efficacy Safety

n/N(%) n/N (%)
Site DAP SOC DAP SOC
200 48/48 (100) 26/26 (100) 4/48 (8.3) 0/26 (0)
201 2/2 (100) 0/1 0/2 1/1 (100)
202 2/2 (100) 5/6 (83.3) 1/2 (50) 3/6 (50)
203 25/25 (100) 8/8 (100) 0/25 0/8
204 2/2 (100) - 0/2 -
205 1/1 (100) - 0/1 -
207 1/1 (100) - 0/1 -

The two largest study sites in India contained the majority of the data from India; however, the
pattern of very high efficacy and very low rates of adverse events are seen in the remaining small
sites as well. Due to our concerns for these differences between the two countries, we requested
the sponsor provide additional information, including any findings from site monitoring that
could possibly help explain these differences.

The sponsor provided a response on 11/29/16 (SDN 691) that contained additional analysis
results for baseline characteristics, efficacy, and safety by country and age group. However, the
sponsor did not provide any information on site monitoring. There were no convincing
explanations for these differences. Given the possible concerns regarding the conduct in the
Indian sites and the lack any information of site monitoring, the FDA conducted an inspection at
the two largest sites in India and two sites in the USA. This led to a 3-month extension.
Conclusions from the FDA’s inspection were that the data from all four sites were reliable.
Therefore, the review team considered the inclusion of the Indian site acceptable. The
conclusions and recommendations from the statistical review dated 11/21/16 remain.
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