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Background

Celltrion INC (applicant) is seeking approval of Lamivudine (3TC)/Tenofovir Disoproxil
Fumarate (TDF) 300 mg/300 mg FDC tablets based on the results of trial CT-G02 1.2, a
single dose relative bioavailability trial conducted under fasting conditions and CT-G02
1.1, a single dose relative bioavailability trial conducted under fed conditions. The
clinical pharmacology review of both relative bioavailability trials was checked into
DARRTS on 09/13/2018.

The applicant did not provide adequate storage stability data to cover the entire duration
of sample storage. For both trials, 44 days of storage stability data at ~-70 °C was
provided whereas the samples were stored for 134 days (for samples collected in trial CT-
GO02 1.2) and for 129 days (for samples collected in trial CT-G02 1.1). The Office of
Clinical Pharmacology (OCP) reviewed the information provided in the NDA and
concluded that the information supports the approval of the application pending
acceptability of the additional storage stability data. The applicant was requested (on
09/14/2018) to provide additional storage stability data to cover the entire duration of
sample storage.

This addendum includes an assessment of the additional stability data provided by the
applicant on 09/17/2018.
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Additional Sample Storage Stability Data (EDR Link)

Quality control samples at high and low concentrations of tenofovir and lamivudine were
prepared on 29 September 2017 and stored frozen at ~ -70°C in human KoEDTA plasma
in polypropylene tubes until used. On 07 March 2018, the samples were thawed in a
water bath at 22°C and assayed with a set of freshly prepared calibration standards and
quality control samples.

The table below compares the concentrations of tenofovir and lamivudine in the stored
samples with the freshly prepared QC samples at two different concentrations.

Table 1: Comparison of the tenofovir and lamivudine in the stored samples with the
freshly prepared QC samples at two different concentrations

Tenofovir Lamivudine
Replicates High Concentration Low Concentration | High Concentration Low Concentration
(450 ng/ml) (14.0 ng/ml) (3750 ng/ml) (117.0 ng/ml)
1 458 142 3669 1175
2 467 144 3905 1204
3 454 14.5 3644 121.9
4 470 14.8 3632 1200
5 456 15.5 3742 1221
6 471 13.8 3836 122.1
Mean 463 14.5 3738 120.8
% CV 1.6 4.0 30 1.5
% Bias 29 36 -0.3 32
N ] 6 6 8

Source: Method Validation Report-Addendum 1, Page 18
Conclusion

The applicant has demonstrated adequate long-term storage stability of tenofovir and
lamivudine at ~-70°C in human Ko;EDTA plasma for 159 days. The information provided
by the applicant addresses the clinical pharmacology comment regarding lack of long
term sample storage stability data in the original review and there are no remaining
clinical pharmacology issues that would preclude approval of the application.
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