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1. Executive Summary

This Biologics License Application (BLA) seeks licensure of ADSTILADRIN for
the treatment of high-grade, Bacillus Calmette-Guérin (BCG) unresponsive non-
muscle invasive bladder cancer (NMIBC).

The original BLA, 125700/0, was submitted on September 3, 2019. | completed
the statistical review and submitted the signed memo on April 20, 2020 with the
conclusion that the statistical analysis results support the safety and
effectiveness of ADSTILADRIN in the proposed indication for this BLA. For
detailed statistical evaluation, please refer to the statistical memo.

Due to Chemistry, Manufacturing, and Controls issues, a Complete Response
letter was issued on April 24, 2020. The BLA was resubmitted on April 11, 2022,
and an incomplete response letter was issued on May 10, 2022. The applicant
resubmitted the second time on June 30, 2022. This addendum presents the re-
analysis results for the updated data of Study rAd-IFN-CS-003 submitted in
125700/0/54.

For the resubmission, the clinical team would like to exclude five (5) subjects
from the efficacy population for Study rAd-IFN-CS-003 due to the uncertainty of
their complete response (CR) status. | re-analyzed the data without the five
subjects and found that the results are consistent with those with the five
subjects. Overall, the statistical analysis results support the safety and
effectiveness of ADSTILADRIN in the proposed indication for this BLA.

2. Statistical Evaluation

The efficacy of ADSTILADRIN was evaluated in CS-003 (NCT02773849), an
open-label, multicenter, single-arm trial in 157 adults with BCG-unresponsive,
high risk, non-muscle invasive bladder cancer with carcinoma in stiu (CIS) with or
without papillary tumors following transurethral resection, of whom 103 were
considered evaluable for response. For the resubmission in 125700/0/54, the
clinical team reviewed the data from the 55 responders and feel that some
subjects should be excluded from the efficacy population as the definition of
complete response (CR) used by the applicant is not consistent with the
definition of CR in the 2018 FDA guidance-BCG-Unresponsive Non-muscle
Invasive Bladder Cancer: Developing Drugs and Biologics for Treatment. The
team also found that two subjects for whom the sponsor could not provide any
documentation regarding the cystoscopy method used at screening so they
cannot confirm that the same cystoscopy method was used at the time of CR.
Therefore, the clinical team recommends excluding the five subjects and re-
analyzing the data.

In the statistical memo of 125700/0, the primary efficacy endpoint, the CR rate,
was observed as 53.4% (55/103) with a 95% ClI (43.3%, 63.3%). After excluding
five subjects from the efficacy population, the CR rate was observed as 51.0%
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(50/98) with a 95% CI (40.7%, 61.3%). The null hypothesis of a true response
rate of less than 27% is rejected and the study met its pre-specified success
criterion. Among the 50 subjects who achieved CR, the median durability of CR
is 9.7 months (range:3, 52+), and 46% (23/50) had the CR duration = 12 months.

The 98 evaluable CIS study population characteristics were median age of 70
(range 44-89) with 32% >75 years of age; 88% male, 92% white. Tumor pattern
at study entry was CIS with T1 (5%), CIS with high-grade Ta (19%), and CIS
(76%). The median number of instillations of prior BCG was 12 (range 8 to 18).

3. CONCLUSION

With the updated datasets submitted in 125700/0/54, the CR rate was observed
as 51.0% (50/98) with a 95% CI (40.7%, 61.3%) and the median durability of CR
is 9.70 months (range:3, 52+). The pre-specified success criterion has been met.
The statistical analysis results provide evidence to support the safety and
effectiveness of ADSTILADRIN in the proposed indication for this BLA.
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