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Phase |l study of trastuzumab in combination

with S-1 plus cisplatin in HER2-positive

gastric cancer (HERBIS-1) «kurokawa, Y, et al., Br. J. Cancer, 110,1163-1168, 2014
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Effects of an Oral Elemental Nutritional Supplement
on Post-gastrectomy Body Weight Loss in Gastric Cancer
Patients: A Randomized Controlled Clinical Trial

Imamura et al., Ann. Surg. Oncol., 2016, 2928-2935.
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Daily repetitive transcranial magnetic stimulation of primary motor cortex for
neuropathic pain: A randomized, multicenter, double-blind, crossover,

sham-controlled trial

Hosomi et al.,Journal of Stroke and Cerebrovascular Diseases., 2016, 1655-1664.
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Phase Il study of trastuzumab in combination with S-1 plus cisplatin in HER2-positive gastric
cancer (HERBIS-1)

The required sample size was estimated based on a threshold RR of 35% and an expected RR of 50%,
80% power, and an alpha value of 0.1 (one-sided) using the binomial test. Given 2% of ineligible

patients, the target sample size was determined to be at least 50 patients.
(Kurokawa et al., British Journal of Cancer, 110, 1163-68, 2014)
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PRED.

Statistical Tools

A SWOG

https://stattools.crab.org/

# Design Q Analysis
One Arm Binomial Frequency Table
One Arm Normal Binomial Confidence Interval
One Arm Survival all Probabilities
Two Stage Binomia L
Two Arm Binomial Normal
Two Arm Normal Poisson
Two Arm Survival Chi-Square
Binomial Interaction Probability of Observing a Rare Event
Survival Interaction / Other Tools
Binomial Noninferiority Prognostic Mixture
Survival Noninferiority
Expected Events (1 Arm)
Expected Events (2 Arm)
Continuous Marker Prognostic Power

87— Mi\ER

—&EEER (One Arm Binomial)

— &1 (One Arm Normal)

— 4 7Z85 (One Arm Survival)

— 2851 > (BEER DM, Two Stage)

P—A?ﬁﬁ (/.\\1’F%1bttf_§5§)

—&HEER (Two Arm Binomial)
— &1 (Two Arm Normal)
— 4 705 (Two Arm Survival)

ZDDER

—BLERICXTI D3R EA (Binomial Interaction)
— 4 FIEICXT9 23X BAERA (Survival Interaction)
— B8R TDIELEL (Binomial Noninferiority)

— S FIFRITTOIELSER (Survival Noninferiority)
—HATFBET_ %Y (Expected Event (1Arm) / (2Arm)
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The Chinese University of Hong Kong

Phase II Clinical Trial https://www2.ccrb.cuhk.edu.hk/stat/

Introduction: The main goal of Phase IT clinical trials is to identify the therapeutic efficacy of new treatments. They are usually single-arm studies, but may take the form of multiple-arm trials. Multiple-arm trials can be randomized or non-randomized with

or without control arms.

Phase II clinical trials are generally single-arm studies aimed at estimating the activity of a new treatment. These “pilot” studies are commonly applied to anticancer drugs to assess the therapeutic efficacy and toxicity of new treatment regimens.
Phase II trials decide whether the new treatment is promising and warrants further investigation in a large-scale randomized Phase IIT clinical trial based on an observed response rate that appears to be an improvement over the standard treatment
or other experimental treatments. Because the sample size is small (generally less than 50 patients), Phase II clinical trials are only able to detect a large treatment improvement, e.g. greater than 10%. To detect a small difference in treatment, e.g.
less than 5%, one would require a much larger sample size, which is not possible in Phase II studies due to the limited number of subjects eligible for the study and the large number of treatments awaiting study. Phase II studies are prominent in
cancer therapeutics because new treatments frequently arise from combinations of existing therapies or by varying dose or radiation schedules.

There are three main objectives in treating patients i Phase II clinical trials. The primary objective is to test whether the therapeutic intervention benefits the patient. The second objective is to screen the experimental treatment for the response
activity 1n a given type of cancer. The final objective 1s to extend our knowledge of the toxicology and pharmacology of the treatment.

declared promising. Also, if a treatment is sufficiently shown not to have a desirable effect, then patient accrual 1s terminated and this treatment is declared not promising.

This program helps users to determine sample sizes or decision rules for a Phase II clinical trial so that the sample size needed for a standard Phase II clinical trial can be reduced.

If vou don’t know which program to use, please feel free to check : User guidance, definition and terminology

Means

Confidence Intervals Others

Proportions Survival Analysis Phase II Clinical Trials |_

Phase II Clinical Trials

1. Fleming's Phase II Procedure

2. Bayesian Phase IT Design

3. Simon’s Randomized Phase IT Design

Further Information:

Difference between Fleming’s procedure and Bayesian design of Phase IT clinical trials

This section describes both the hypotheses and design for Fleming’s and the Bayesian approach to single-arm Phase II clinical trials. Both designs are used for Phase II clinical trials with binary outcomes and continuous monitoring. The fundamental difference

between the two designs 1s the frequentist basis for Fleming’s procedure only depends on the observed results whereas the Bayesian approach uses prior information. The testing procedure for Fleming’s procedure is based on the normal approximation to the

binomial distribution of the observed number of treatment responses. The resulting decision boundaries, r, and a,, are solved analytically. The Bayesian design incorporates prior information about the treatment being investigated with the observed results to

yield revised beliefs about the treatment. The testing procedure is based on the posterior probability of the experimental treatment given the observed data. The posterior probability is a conditional probability computed from a beta distribution which results in

the upper and lower decision boundaries, U, and L, which are evaluated using numerical integration, namely “Simpson’s Composite Algorithm”. Another difference between the two designs is that Fleming’s procedure has only two outcomes at the final

recruitment stage, reject or accept Hy, whereas the Bayesian design traditionally allows for an inconclusive trial at the final stage.

O
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