202358260 #METEIEMIERART A—T2/\OX

FRRTA R DEHEIE T — 3BT D75 RRBR

mH xZ —ARBHER D

_\\

FADEP (I E M ETF (biostatistics) TY , ZLOMARFEMNHYETH., LT T, BRERARDEFHE EETICEET 6T —<%
LNOBITLET

EREBREORDE., BRERINARED

A, EAEEROHEZBNELT, BRIRDEREZEZIRAS-ODFFI—I— BHEDRENBRAIZIT
HNATNETH, ZRRMIZE., BAREEAASDOE-HTEORN. RRMERAEZAEITILELHYET .
CORDFHEDHELEZ. ZEREISHICE-TEFLELTHY . BHREZT S THEL DD BULEER
2L TRBEIREZFTMITIDENHASACLETT  LLEDT—TICEEL T, ZLOHRZEITOTLET [1],

Bayesian model:

First stage | Second stage
(interim analysis) | (final analysis) = = =
. _ . Priors for four subregionsin (6., 6_)
Marker-positive Marker-negative 1
(M%) subgroup (M™) subgroup | I A
Cross the superiority : _____________________________ | I — _e_' __________________
boundary at the Cross the futility 1
significance level o,  boundary, | . R1 RO
Z®O< 6,90>c : |
________ I T
B — Close the trial || . Effective only in {1y
Casel ! Yes | Yes | Bl  Assert TE for M* | : ]
patients i M+ subgroup patients . Prospect for
: e Assert TE overall : Oc : > null effeC‘tS in
i ! ! Continue the trial | Test TE in M~ patients . : O | .
el eS| No | > ith M- patients ':_' Significant at &r,? { Belief for ! | 0+ any patients
Assert TE for M* i !
I Oc
|
| Yes | Assert TE for M* R3
. | patients
— 0 No T I ves B Continue the trial I Test TE in M* patients 11:2 | Tl'3
: : | | with M* patients Significant at a,™? c . I
. | _ Effective only in .
i | No asser tion ! ShOUld be
! No
. | M- subgroup
i | close to zero
| | +
i . . | Test TE_ using all patient Y Oﬁgsgf;;llipf:triel:ts
8 i Continue the trial I |data (using an overall test
CaselV 1 N No | with both M* and —L—»{or multiple tests) to spend
y M~ patients | the remainingatpha | \ ™—/06 750o—™{ EFET ST C oS TT oS mS o B [
““““““ | Significant? ob|  Noassertion Non- mformatwe (or flat) prior |
| . . s .
distribution within eachregion  6,:: Minimum effect size of
© 2017 American Association for Cancer Researc h - - -
Statistios In GOR AAGR clinical importance

1. BENR PRI —D—ZAWNRIENEREABRO T 1Y, EFZEEY I IL—TTHAUR2]. BlET—h—DFHlgE

ERAXRIZEE L=

2. {RERISIE - W I BOET

ﬁ_IEE/]n_t%ﬁd)Tﬂ_’f/ (EE%%)

1] 22 B8 1 OD S 161+ S HE

BEERARODEE -REBEERALO—RELT. AEMIRICEALTRIET REMFEARADT—IZBEATEIEL,
A, BLT—42ZAVWTEBLERBREZRAET HEADHYET . BERARDOBET—2Z ALV TREREBEEZTS
GEICIE., REEEICHE THRABEBENERT SIS LEHYFET (BREREACHEEBRIBRLGENDERE),
(RERIEIE. FTEIEEZREMLI-R D (CNOTEREMIT) BARIROHFERAEICOVTHRZTOTNET . COHR
(XA FEARNEA THLHRIRBIHER (selective inference) EBLBERLET
E - 'l"_' —— Randomized
| — — Non-randomized
o _ .! |
o | :
' - X2 B £ FORIREE L HEHE EE) IS L CGRIRSE
S HZEEBALTITOES . METEMNBRBEEICEENSINED
2, ! | CTREERTEER (MEEl) (L100L738 (Ri#R) o CNITHL T, 0-10
= _ ! ! Rz EHNICERY SO ERERZEALEZEATITLEEZS
=2 : | ZB, IZEY . BENRDEE/NATADIKRE. $hEDN
! | E. oI ER#EELRLCLEICE DV THEKTES[3],
S - : :
| |
, |
, |
S ——a | — —
< | | | | |
4 -2 0 2 4
51 FATHR : A

1 Rz R ERE ORGSR © 734 v &7 — X, 5hEAEY~E. 2022; 43: 97-1109.
2. Matsui S, Crowley J. Biomarker-stratified phase 111 clinical trials: enhancement with a subgroup-focused sequential design. Clinical Cancer Research 2018; 24: 994-1001.
3. Toyoizumi K, Matsui S. Bias correction based on weighted likelihood for conditional estimation of subgroup effects in randomized clinical trials. Stat Med 2022; 41: 5276-5289.

A HERRREAEA 5k - AT AWNPRE

tol IR

PR The Institute of Statistical Mathematics




	臨床研究の計画とデータ解析の方法論研究

