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Statistical analysis
The trial was designed to have 80% power to detect a
5-month difference in median overall survival (15 months
in the chemoradiotherapy group and 10 months in the
radiotherapy alone group) via a log-rank test with
one-sided alpha of 0-05.7"" A sample size of 200 patients
was planned by the Schoenfeld and Richter method,"”
with 1.5 vears of follow-up after 4 years of patient accrual.

Atagi et al. (2012) Lancet Oncology 13(7018/A9/80
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Articles I

Thoracic radiotherapy with or without daily low-dose
carboplatin in elderly patients with non-small-cell lung
cancer: a randomised, controlled, phase 3 trial by the Japan
Clinical Oncology Group (JCOGO0301)

1ob

wyuki Yermamota, Yuichire Ohe, Toshiyuki Sowa, Satoshi ishikura,
h ncer Study Group

Shlnj Atagi, Masaaki Kawahara, Akira Yokeyema, Hiroak
Tara Shibata, Haruhiko Fukwda, Nagahiro Saijo, Te

mota,

mure, on behalf of the japan Clinical Oncalogy Group Lung Ca
Summary

Background It is unknown whether combined chemoradiotherapy improves overall survival in elderly patients with
locally advanced non-small-cell lung cancer (NSCLC). The aim of this study was to assess whether radiotherapy plus
carboplatin results in longer survival than radiotherapy alone in elderly patients with NSCLC.

Methods This was a randomised, controlled, phase 3 trial by the Japan Clinical Oncology Group (JCOG0301). Patients
older than 70 years with unresectable stage 111 NSCLC were randomly assigned to chemoradiotherapy (60 Gy plus
concurrent low-dose carboplatin [30 mg/m? per day, 5 days a week for 20 days]) or radiotherapy alone, using a
minimisation method with biased-coin assignment balancing on Eastern Cooperative Oncology Group (ECOG)
pcrfulmanu: status (0 ws 1 us 2), stage ([IIA vs IIIB), and institution. The primary endpoint was overall survival, which
was analysed for the eligible populatien and stratified by ECOG performance status, stage, and institution. The trial
was stopped early as a result of the second planned interim analysis. This study is registered with UMIN Clinical
Trials Registry, number CO00000060, and ClinicalTrials.gov, number NCT00132665.

Findings 200 patients were enrolled from Sept 1, 2003 1o May 27, 2010: 100 in the chemoradiotherapy group and 100 in
the radiotherapy group. The second planned interim analysis was done 10 months after completion of patient accrual,
At this time, median follow-up for censored cases was 19-4 months (IQR 10-3-33-5). In accordance with the
prespecified stopping rule, the JCOG data and safety monitoring committes recommended early publication of this
trial because the difference in overall survival favoured the chemoradiotherapy group. Median overall survival for the
mnd 16-9 months
| p value=0-0179).
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JCOGO505
VIR AR EEorB R F=3HE Paclitaxel Plus Carboplatin Versus Paclitaxel Plus Cisplatin

in Metastatic or Recurrent Cervical Cancer: The Open-Label
Randomized Phase ITI Trial JCOG0505

Ryo Kitagawa, Noriyuki Katsiwmata, Taro Shibata, Toshtharu Kamura, Takahire Kasamatsn, Toru Nakanishi,
Sadako Nishinra, Kimio Ushijima, Masashi Takanae, Tayemi Satoh, and Hireyeki Yoshikawa

See accompanying article doi: 10.12000C0.2014.57.7122
~ ! 1-
/9‘ EIJ 4\ Ry Kitagea, NTT Madical Camtar
= s T Shibes, A B S TR A C T

Purpose
In matastatic or recurrent cervical cancer, cisplatinbased chemotherapy is standard. The

JCOGOE05 randemized phase Il trial evaluated the clinical benefits of carboplatin-based regimen.

Patients and Methods
Eligible patients had metastatic or recurrent cervical cancer and had = one platinum-containing

treatment and no prior taxane. Patients were randomly assigned either 1o conventional paclitaxel

N N -'_ . i :I plus cisplatin (TP, paclitaxel 135 mao/m? over 24 hours on day 1 and cisplatin 50 mg/m? on day 2,
(TP) (TC) ,.5,_,_1 é,'a ,,,,,' oor " rapeatad every 3 waeaks) or paclitaxel plus carboplatin (TC; paclitaxel 178 mgfm® over 3 hours and

sl Hroyuki Yoskikawa, University of carboplatin area under curve 5 ma/mbimin on day 1, repeated every 3 weeks), Primary end point
Tsukuinn, Ibaraki, Japan was overall survival (O8). Planned sample size was 250 patients to confirm the noninferiority of TC
TR = RN AN =_x Q Pubilshad onlira ahaad of pindt at versus TP with the threshold hazard ratio {HR) of 1.29,
S (GRERIATR)
o 2::‘:" # faaid Camencaton Batween Februany 2006 and Movember 2008, 253 patients were enrolled. The HR of 0 was 0.984 i80%

Cl, 0.79 1o 1.25; noninferiority P = 032 by stratified Cox regression). Median OS was 18.3 months with TP
writon mru:-—n-.u .—..I-:n. ...u..\L.. Clinical versus 17.5 months with TC. Among patients who had not received prior cisplating OS5 was shorter with TC
Dy G s Gyl {13.0 v 23.2 months; HR, 1.571; 95% CI, 1.06 to 2.32). One treatment-related death occurred with TC.

Conoer Study Group invastigalons,

Bremertion ~f narkeentalization nanncde wee sianfieanths leaae vtk T (B 007

Statistical Design and Analysis st o et i
Initially, with an accrual time of 2.5 years and minimum follow-up __

period of 1 vear, the required number of OS events was 209 and the planned e i

sample size was 250 according to the Schoenfeld and Richter method'” to o e

1 analog than cisplatin for cervi-

confirm the noninferiority of TC compared with TP, witha one:sided qlevel 5 e
than L:'iSPl.'I.[in.”‘J The cn|1s§.b1"|1::—

of 0,05 and power of at least 70%, with noninferiority margin of 1.29, corre- o ' nw i i
- ] stration aver 3 hours, and car-

no hydration. In the first multi-

sponding to 2 months in OS, assuming a median OS in the TP group of 9 =

months based on outcome in the GOG 169 trial (SCC only). TR g

@ F015 by Amarnicen Sogety of Clinical Oncology 1
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The randomized clinical trial {RCT) is the gold standard for definitive evaluation of new therapies
RCTs designed to show that the therapeutic efficacy of a new therapy is not unacceptably inferior
to that of standard therapy are called noninfenority trials. Traditionally, noninferiority trials have
required very large sample sizes, Sometimes, & new treatment regimen with & favorable toxicity
andfor tolerability profile is also expected to have some modest improvement in efficacy. In such

specizlized settings we describe a hybrid trial-design appreach that requires a drarmnatically smaller

02007 11 6711

sample size than that of a standard noninfericrity design. This
inc

srporate a formal test of s

Oneol 25:5018-5023. @ 2007 by Am

The majority of randomized clinical trials (RCTs)
are superiority trials, designed to show that one
treatment arm (experimental arm) is superior to
another (standard arm) with respect to some ¢lini
cally relevant outcome, The ohjectives of these trials
are often contrasted with noninferiority wials de
signed to show that a new treatment arm is nonin-
ferior to the standard therapy with respect to some
clinical outcome. The latter approach may be justi-
fied by a favorable toxicity profile, convenience, or
the cost associated with the new regimen relative to
the standard arm.

The goal of RCTs is to provide definitive eval-
uation of new regimens, When the new regimen is
incremental in nature (eg, addition of a new drug to
the standard backbone), a superiority trial is appro-
priate. A definitive evaluation must provide suffi-
ciently convincing evidence to distinguish hetween
the conclusion that the new regimen is superior o
the standard versus the conclusion that new regimen
does not provide clinically meaningful benefit,
When the new regimen was developed to provide a
better safety or tolerability profile while preserving
mast of the efficacy of the standard regimen (eg. by
reducing a dose of a toxic component), a noninferi
ority trial is appropriate. A definitive evaluation
must be able to provide compelling evidence to dis
tinguish between the conclusion that the new regi-
men preserves the benefit of the standard regimen
{nominfertority) versus the conclusion that the new
regimen does not preserve a clinically important
fraction of the standard arm benefit (eg, the dose-

1 Society of Clinical On

hybrid design can naturally

uperiority as well as noninferiority.

Hogy

reduced regimen produces only one half of the com-
plete remissions induced by the full-dose regimen ).
Whether the trial is a superiority trial or a non
iority trial, the sample size needed to provide
sufficiently compelling evidence to address its goal is
determined mainly by the distance (on the treat-
ment effect scale) between the negative and the pos
itive conclusions (this difference is called the target

infe

treatment effect). In noninferiority trials, the target
treatment effect generally is smaller than in superi-
ority trials. Thus, larger sample sizes generally are
required to achieve the nevessary level of evidence,
The increase in sample size can be quite dramatic.
This often makes noninferiority designs infeasible

because of the inability to complete the study in a
reasonable time frame.

Sometimes the traditional classification of trials
as either superiority trials or noninferiority trials is
inadequate, and the; htype
of trial present, This occurs in the special case when a
new treatment regimen with a favorable toxicity
andfor tolerability profile is also expected to have
some modest improvement in efficacy. For exam-

resome features of e

ple, lenalidomide, an immunomodulatory analog of

thalidomide, is believed to have a more potent anti-
miyeloma effect than thalidomide, with lower sys
temic toxicity, We argue that in this case the design
should take into consideration the expected mar
ginal benefit of the new regimen; this leads to a

hybrid design with a dramatically smaller sample
size than the standard noninferiority design. Similar
(|t.\]“||\ have been mentioned in the statistical liter-
ature® and implemented in two recent studies.™
Furthermaore, we argue that a definitive evaluation
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