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Table 3. Clinical Activity in Patients W ho Received the Concurrent Regimen.
mmune-
Stable Related Stable Objective- Aggregate =80% Tumor
Cohort Patients with Disease Disease Response Rate cllrlltal-Attl\l'lf)' Reduction
No. Dose a Response® Response for =24 Wk for =24 Wk (95% Cl)%: Rate (95% CI)§ at12 Wk
Immune-
Unconfirmed  Related
Complete  Partial Partialy Partial{
mg'kg no. % no. (%)
1 Nivolumab, 0.3; 14 1 2 0 2 2 0 21 (5-51) 50 (23-77) 4(29)
ipilimumab, 3
2 Nivolumab, 1; 17 3 6 0 0 0 2 53 (28-77) 65 (33-86) 7 (41)
ipilimumab, 3
T2 Wworaman, T S I g 7 I . T T (1668 7T A58 LR EE)]
ipilimumab, 1
3 Mivolumab, 3; 6 0 3 0 1 0 1 50 (12-88) 83 (36-100) 0
ipilimumab, 3
Al 52 5 16 2 4 4 3 40 (27-55) 65 (51-78) 16 (31)

* Data are for patients who had a response that could be evaluated, defined as patients who received at least one dose of study therapy, had measurable disease at baseline, and had one
of the following: at least one tumor evaluation during treatment, clinical progression of disease, or death before the first tumor evaluation during treatment.

1 Data include patients who had a reduction in the target tumor lesion in the presence of new lesions, which was consistent with an immune-related partial response or stable disease.!!

1 The objective-response rate was calculated as the number of patients with either a complete response ora partial response, divided by the number of patients with a respon se that
could be evaluated, times 100. Unconfirmed or immune-related responses were notincluded in this calalation. Confidence intervals [Cls) were estimated by the Clopper—Pearson
method.

§ The aggregate clinical-activity rate was calculated as the number of patients with a complete response, a partial response, an unconfirmed complete response, an unconfirmed partial
response, an immune-related partial response, stable disease for at least 24 weeks, or immune-related stable disease for at least 24 weeks, divided by the number of patients with a re-
sponsethat could be evaluated, times 100,

Y| Data include patients who had a partial response after one tumor assessment but did not have sufficient follow-up time for confirmation of the initial partial response.

| Two additional patients in cohort 2 had tumor reduction of 80% or moare at their first scheduled assessment, which was conducted after week 12.

Ref. Wolchok JD. Et.al. Nivolumab plus Ipilimumab in Advanced Melanoma. NEJ Med 2013, 369: 122-33
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— Potency Tests for Cellular and Gene Therapy Products (2011.01)
— Clinical Considerations for Therapeutic Cancer Vaccines(2011.10)

— Preclinical Assessment of Investigational Cellular and Gene Therapy
Products(DRFAT 2012.11)

— Considerations for the Design of Early-Phase Clinical Trials of Cellular and
Gene Therapy Products (DRAFT 2013.07)

— Clinical Considerations for Therapeutic Cancer Vaccines(draft)(2009.9)
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— GUIDELINE ON POTENCY TESTING OF CELL BASED IMMUNOTHERAPY MEDICINAL
PRODUCTS FOR THE TREATMENT OF CANCER (2007.10)
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“In general, time-to-event endpoints are measured from the time of
randomization. Due to delayed effect of the vaccine, the endpoint curves of
the trial results may show no effect for the initial portion of the study. If the
treatment is effective, separation of the curves may occur later in the study
after the vaccine effect has become established. This may violate the
proportional hazard assumptions necessary when applying Cox modeling and
may necessitate an increase in sample size to provide sufficient power to test a
statistical hypothesis.”

(FDA: Clinical Considerations for Therapeutic Cancer Vaccines(draft)(2009.9) kb))
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