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DR DICIEB.

a,=a/3
HopotArm.1 = Arm.3 Hos:Arm.2 = Arm.3
a,=a/3 05;=0/3

Bonfferonil&ICKDZELLED T v TJIE, FscDERD

Step.1 BERFNEHSNELRICT LT, EBENDDEHBTENTES.

D AERIRER 2Tt AR < (2021.12.1)



Holm}&
ATV I IR TIZELREITON,

REREICERARBVSIRERERIIFTE LS

CCTClE, MEDIFEIREOTTHHINDIZH,
Step.1 - . i C
2

p, LLESEODERKER, a3EBB.

Yes — HE§/J\0)D1E(pmm) ta_ﬂ%’&tlﬁi‘?%
(CTTIE, HyDp No
BORNET D) D <a/37?
| FRTHET EDBOE=
Step.2 . > ISV EHh HosDpIE(ps) &
P2 3 aELhET B
(STl Heop No
1@73\@’]\&:@—5) pmin < 0/2 ’? p3 <q ’)
Hos HO\l,O??j"E’:%:‘ T CDLEEN :L(né:"'ozz)\\E
> C B E=F =Vt [ = CFIRT
3
ICHR< P ABREREAER & (IR < (2021.12.1)




=51 [CH DIEBRISRERRBVIREGRDITFE T DIHE DD ABRKIIERT T ~IC DN T

ERARNEZE ICIEFRERDFEIT IZEL® oIl (ROBRUIRTIERIAS)
K%_%EQEE"E(EMEEENEQ Maurer et al. Biometrie in der Chemisch-Pharmazeutischen Industrie, 1995; 6:3-18.
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Fallbac k)ﬁ Maurer et al. Biometrie in der Chemisch-Pharmazeutischen Industrie, 1995; 6:3-18.

WK, DIBKARZSTB L CL\D, CDOiREETIE, Primary endpointiCPFS, Key secondary endpointlZOS,
ORRZSTEI L TL\D. FE, OSDIEDNORRINDEEBEBR L CNNDETD. CCTlE, FIELT, SHE&(Ca/3%
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Step.1 HEE K

Primary Ho . PFSODLLER IR TE]
1 BRKE

Hu IERE HaAER
Step.2 iy SHL

Key _ .
secondary(1) SOCIDA I aX1/3 [GRSeElLdEN aX2/3 aX1/3 _l
Hor HooDt HoyMDAE Hyy Heo D

Step.3 sETHz mcend BRTAEL
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‘ ORIGINAL ARTICLE

ot ) TIVR AT « THIEICXT T Bsacituzumab

Sacitu_zumab Govitecan in Metastatic govitecanBADERRHRFE/F AL LLE S 1E56R
Triple-Negative Breast Cancer

Bardia et al. NEJM, 2021, 384:1529-1541.

Flow of Patients

Screening Sacituzmab govitecani&S5#F

Enrolled 267 pts (ITT. 235)
730pts [ 529 pts

Phiscian's Choice®¥

(eribulin, vinorelbine, capecitabine, or gemcitabine)

ST BERT

FUEEIL Y X > $1(2-3/>3) 262 pts (ITT: 233)
oigg (ALK/RRIN)
ixEnis (DB H(B/H)
Outcome
Primary endpoint : fE18E 4 FHAR, Key Secondary endpoints : £4FHR

Secondary endponts : XS, ZEWMEX COHEEE, Z=RHEE, LM%
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Family.1 — PFSICBELC, HR=0.667(Active MST=4.5, Control MST=3.0), &=
(0=0.05) IK#£0=0.05(2-sided), 1&HI1-B=0.95EBE UIZIRSIC, MKERFBD

IBRNEBICKT U TII5BPDANY FDINBICTZRD (FESTREL © 488
Bl SHBMERFBEEICXT U T15%DF v v T& DT D).

==z
=

OSICBILC, HR=0.70(Active MST=14.3, Control MST=10.0), =
IK¥E0=0.05(2-sided), #&EHHN1-=0.89.5E8F LICIHBEIC, NExFE

Family.2
(0=0.05) DIEVEE 31 LT 330BIDA R ~HINEC 155, OSSO,
' = e I M330 I NERRE(DTE L B ) [CHE LIE A TR N D,

- Median W _*z Median

W/ . No.of No. of O Il

PFS (BX#nrf8iR<) No.of No.ofProgression OS (Agrfsf5<) s Boors oy
mo (95% Cl)

mo (95% Cl)
Sacituzumab Govitecan 235 166 5.6 (43—63) Sacituzumab Govitecan 235 155 12.1 (107—140)
Chemotherapy 233 185 6.7 (5.8-7.7)

Chemotherapy 733 150 1.7 (1.5-2.6)

= 100- Hazard ratio for disease progression 100, Hazard ratio for death, 0.48
s or death, 0.41 (95% Cl, 0.32-0.52) (95% Cl, 0.38-0.59)
T s0- P<0.001 < 804 P<0.001
2 ) . (=] = ) .
s Sacituzumab govitecan /0N g Sacituzumab govitecan
E 60+ —— Chemotherapy ; 60 —— Chemotherapy
T 404 = 404
.0 ©
a o
b >
o 204 204
o o
e
o
T T 1

No. at Risk
Sacituzumab govitecan
Chemotherapy
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[EEFIETIE, FamilyD —DDIREGRDH THERSNTLVE, —FI TROKDBZRREEZALSND.

UK, XTERBE(CEH)ICXT U CRUERBRABF(ABH) R R UTHEREBEI(AgEH) DFE T D. AR COE 25
I58(d, CEfvs.ABf, CEfvs. A OSTH, Key secondary endpoint’D'A, vs. AgDOSTHDET

D.

Family.1 _ C ClZ, Bonferroniii C:788
FWER {a=aqa, +a, (e.9.a=0.025)

Hoi:CEB¥ vs. A BFDLEER | Hyp:CEF vs. AgBFDLEE

BEKEa, SRk,
(e.g. a; =0.020) (e.g. a, = 0.005)
Pi1 P2

CDXRDIC, FamilyNTIE, (AN D)ZELL
WXL, INTORERZDZBITERL
HZEIC, BEFIRCERKRICROFamiylCizd
e, BIET - RF—-EVTEND.
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4 =T CERERU EEeT)

p, < a; DH
g4 Ho DHERED D EHEHRT)

p, < a, DH
et H o, DHERED D EIERT)

Family.2

N Hos: CBE A B¥ vs. ALBFDLLE

p, <o, & Pa< BRIK%Eq,
(e.g. a; =a=0.025)
P3

I ps < 03

psgas‘ ‘

o Hil BB
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Encorafenib Plus Cetuximab as a New Standard BRAF VE0OEZEAXBREICXI T D

ORIGINAL ARTICLE

of Care for Previously Treated BRAF V600E- Encorafenib. Bnimetinib. Cetuximab

p Mutant Metastatic Colorectal Cancer: Updated .
Survival Results and Subgroup Analyses from the DHFFREREICEE T DERREBEFE AL

Encorafenib, Binimetinib, and Cetuxima
in BRAF V600E—Mutated Colorectal Cancer

BEACON Study EEEEI1ME51ER (BEACON study)
Kopetz et al. NEJM, 2019; 381:1632-1643. Tabernero et al. JCO, 2021; 39(4):273-285.
Flow of Patients Triplet Arm (Encorafenib+Cetximab+binimetinib)
Screening 224 pts
1677 pts Doublet Arm (Encorafenib+Cetximab)

220 pts

202 centers across
25 countries

ENTRERF :
Performance Status (0/1) Control Arm ((FOLFIRI or IRI) +Cetximab)

IrinotecanMfEARE (Yes/No) 221 pts
Cetuximab®MD#IEY (US/Euro)

Outcome
Primary endpoint : 4 FHA (Triplet vs. Control), ORR(Triplet vs. Control)[#&(ZE £800]

Key Secondary endpoints : 4 FEAfE (Doublet vs. Control)
Secondary endpoints : ORR, PFS, TTR(Time to response), DOR(Duration of Response), PK, QOLMZEfHH
HENE
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Family. 1
- - COESIC, —HORERRI SN EBSICZNEEDE
Primary endpoints s e sz i< cnB B EE albackBiTEL) S,
— Design TIXORRAO'EE2K¥a=0.0050
S e SETHRTHOLEER3.

—

_ not Significant OS

ORR [Triplet=30%, Control=10%] o = 0.020 [Triplet vs Control]

BRIK¥0=0.005, & H1-B=88% C110%!,BF '

18412 0 1108 E D E REF R TPRIBRYT ]
4

Family. 2 w=l S
: : = At t
Key secon d ary en d point Triplet®DIEF 57", Doubletk D EOSHIERT D

CEZRTELUTULDIZ D (Triplet MST=7.5M,
Doublet MST=7.1M), Doublet vs. ControlHD'5

Doub I ] _| BTHNnIE, Triplet vs. Control 6ER THD.

HR =0.70 [Doublet MST=7.1M, Control MST=5.0M -

e ; - NN B8R, LEOBRFEICHUNT, Triplet+Control®
Q= B=

BER7K¥0=0.025, IRHD1-B=90% T3381 N 4R FME268IC R B, HR=0.67. BN

¥#a=0.025TORBAIL, #90%ICED.

PO ANY FRZEFHREAANICND Y I BIEHIC,21560/8F £ 38
ELTLS.

Note : CC COBERKEaIHAI(1-sided) THD.
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Fam”yl Primary endeintS Median Overall Survival
o mo (95% Cl)
Triplet Doublet 0.9 Triplet 9.0 (8.0-11.4)
Regimen Regimen Control 3 gj :0"”‘: ok 3'4::'8_6'6)
N dzard ratio ror deatn,
(N=111) (N=113) (N=107) 5 o5l 0,52 (95% Cl, 0.39-0.70)
S o5 P<0.001
1] e Triplet vs. Controll
£ 034 rpet riplet vs. Control(C
CR,PR (%) 29 (26 23 (20 22 g0 \

( ) ( ) ( ) gi_ Control EE)(/\—C:EE;UED o/
95%Cls 18-35 13-29 <1-7 0 &HB5NIZ (Family.2
i [0 <00 T LT TR R s S

0.005 K&/ T, a=0.025 (1-side)(DE & TOSZ i ;"r?’;ljt““s" vos 186 141 103 60 37 24 14 6 4 2 < 6)'
Control 221 158 102 60 34 18 15 7 4 2 1 0
o U RSP RUE S UL | /=/1'5> T, Triplet, Doublet&HIC, ControllC
_ osd Median Overall Survival . _ _
£ o mo (95% Cl) LENT, OS, ORREEICEBHMNIRIITE/C.
@ 061 Doublet 8.4 (7.5-11.0)
2 057 Control 5.4 (4.8-6.6)
2 Hazard ratio for death, \
E g;— Doublet aogg (rgaStoié)ltoe:lSt_o79) 7;:369 Kﬂﬂ%ilg quEﬁﬁtF*ﬁH%/n\TE BlED\DIb\&)bnrr&b
] ontro P<0.001
01 e ZDRR THBIBRONEIMTRREINTIND. RRTKE
0 2 4 6 8 10 12 14 16 18 20 22 Doublet vs. Control|C
Months PBONTEGEENER (£, SUng’OUpﬁfF*ﬁé_:Z&)—CJCOT RSN TLD.

No. at Risk
Doublet 220 184 133 87 57 33 21 12 8 3 1 0 &)bhf:. .

| 221 1 102 4 1 1 7 4 2 1
Control 58 102 60 34 18 15 0 £<(2021.12.1)
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B 8T — F—E VTN TIE, FamilyRDINTDIFEIRGREIT N TCEAULCHESDH, RORT W TICTHET
DCENTER., CNICXH LT, Co-primary endpointsDUVNFNHOEBIZEIEXRDRT v TICFH1T T DIBEEET
B, COLORBEICANSNDON, MHIERET—~F—EVTETHD.

Dmitrienko et al. (2013)[d, REIFIRAETZXTRE UIZ TS AXIRGMERZHIC LT, MRS — ~F—EV D%
Z5788 LT,

Family.1 . Co-primary endpoints Family.2 . Co-primary endpoints
HO]_’ Hozb\Tniﬁ%g

Ho | ATHIRZEASIRN > 2B O o = 0025

(e.g. a; = 0.025) Hos HOZL\THQE%‘

Hy, © 28BEBETER o;=a, =0.025/2

(e.g. a, = 0.025)

‘

Hoy, HoW \FNEERTREL) - &7
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JAMA Oncology | Original Investigation 35’]‘%3]]]@%%':%3%1‘&58‘7?& L/—CO)

Durvalumab With or Without Tremelimumab vs Standard Chemotherapy pyruvalumab + Tremelimumab4tf,

in First-line Treatment of Metastatic Non-Small Cell Lung Cancer SN
3t SO [ HE)
The MYSTIC Phase 3 Randomized Clinical Trial DuruvarumabE5), RFSRIXT SERAEMR

Naiyer et al. JAMA Oncol., 2020; 6(5):661-674.  {F#1LBINABERNER (MYSTIC trial)

Flow of Patients Duruvalumab + Tremelimumab (DT BEE
Enrolled 1118 pts 374 (ITT:330) pts

1891 pts Duruvalumab (D)& &%
202 centers across 372 (ITT:337) pts

25 countries

ST RERF 8 Y WA *]
PD-L1 TC (Z25%/< 25%) *’“ﬁ’c‘% (CT)
B KR RUIERE L RD) 372 (ITT.348) pts

*1 1 IS5 FF&E|+adDDoublet chemotherapy

Outcome

Primary endpoint : PD-L1 TC=25%%EB CADOS (DT vs. CT, D vs. CT), PFS(DT vs. CT)

Secondary endpoints : PFS, OS(PD-L1 TC=25%, PD-L1 TC=21%, ITT)IC&UYC, Primary endpointIMAh
DT vs. CTRKUD vs. CTCOORR, BEMIIEIE, BBMY, Tk
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Primary endpoints

Hy, - DT vs. CT (PFS) Hy, - D vs. CT (OS)
PD-L1 TC Z25% PD-L1 TC 225%

Hos : DT vs. CT (OS)
PD-L1 TC =25%

HR = 0.59 (1yr. survival: DT=34.1, CT=13.0%) HR = 0.62 (18M survival: D=53.2, CT=36.0%)
power = 88% (-1 N ~EIE72%) power = 90% (1 N ~EIG70%)
231 events 225 events

HR = 0.62 (18M survival: D=53.2, CT=36.0%)
power = 86% (-1 N/ ~ZIE70%)
225 events

B H, [CRITDNEAEFIEL : 231 X 1/0.72 = 320/
B Hy, HoslCHRITDMBERIL © 225 X 1/0.70 = 3204

BFTEZNIZL, 160X3 = 48014 (160pts/arm)

48071 (160pts/arm)(d, DX TEPD-LLTCZ25%DIERI THD. ZDICE, BESNDITHEMIC SHD
PD-L1 TC225%=RBiEEDUNENHD. 70 ~I—)UARICIFBEASCSNTULVZUDY, 1092{51(364pts/arm)di
£, FEEMEICET DEFB UL TCL\D GRERBIAIE, event driven T:EDH SN D).
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Primary endpoints

Ho, + DT vs. CT (PFS) Ho, : D vs. CT (OS)

Hos : DT vs. CT (OS)
PD-L1 TC =25% PD-L1 TC =25%

PD-L1 TC =25%

HR = 0.59 (1yr. survival: DT=34.1, CT=13.0%) HR = 0.62 (18M survival: D=53.2, CT=36.0%)
power = 88% (-1 N2/ ~EIE72%) power = 90% (-1 N>/ ~EIE70%)
231 events 225 events

HR = 0.62 (18M survival: D=53.2, CT=36.0%)
power = 86% (-1 N ~EIE70%)
225 events

Secondary i
endpoints \ 4

Significant Significant

Hy, : D vs. CT (PFS)
PD-L1 TC =225%

Hos : DT vs. CT (OS)

PD-L1TC =1%

Significant | 9=0-008 * Hy,: significant, Hos: Not significant — a = 0.030
\ 4 * Hyy: not significant, Hys: significant — a = 0.015
* Hy,: significant, Hos: significant — a = 0.030+0.015 = 0.045
Hos - DT vs. CT (PFS) —
PD-L1 TC =>1% Significant
a=0.005 '

Significant

Hy, : DT vs. CT (OS)
ITT

ITT HOSODEEZKE
N ABRRIIER Z /A7 < (2021.12.1)

Hog : DT vs. CT (PFS)




Progression-free survival, %

1004

80+

60+

40-

20+

Hy, : DT vs. CT (PFS)
PD-L1 TC =225%

HR, 1.05(99.5% Cl, 0.72-1.53){ P=

71

a=0.005

Durvalumab + tremelimumab

1
I
Chemotherapy :
0 T T T i T T
0 3 6 9 12 15 18
Time since randomization, mo
|

Not significant

Ho, : Dvs. CT (PFS)

PD-L1.TC =25%

21

$5/3, 9 /N TDPrimary endpointD'met LISH o /2. ZDI2sD, PD-L1 TCOZDEDEHERIS,

Overall survival, %

=1 I H DIEBRRERRONRGRDTFE I DIHBS DD AERKRER T 1 VICDINT
N8 FIRUEZERKS)

Hos : DT vs. CT (OS)
PD-L1 TC 225%

Hy, : D vs. CT (OS)
PD-L1 TC =225%

100+ 100
HR, 0.76 (37.54% Cl, 0.56-1.02){ P= .04 HR, 0.85 (98.77% Cl, 0.61-1.17);[P=.20
80+ 80
o=0.030 | a=0.015
60 2 601
404 I Durvalimah § 404 Durvalumab + tremelimumab
| S |
204 | 20 i
: Chemotherapy | Chemotherapy
0 T T T T T T T E T T T T 1 O T T T T T T T : T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39

Time since randomization, mo Time since randomization, mo

Not significant Not significant

\ 4

Hos : DT vs,CT (OS)

PD-L1LTC =1%

X CIIERS

NTCTWZEWNESBEREUT, HOeH). B8, MERPODELRFEZES(TMB ;. Tumor Mutational Burden)|C &

DY TTIV—=TBEROIZNT, TMBZ20mut/MbD T T T )L—TICHINT, BEBREENROSNIECEZB/NT
2.

N ABRRIIER Z /A7 < (2021.12.1)



[BERESDFamilyN TIZELREZTORE

FIFED, RUNTRAEETRE UL TS MXIREABROBZBRTT D, MHET — -V TETIE,
FamilylZBonferroniZ2 MZBELLETITL), ZDHBRICH U CFamily2[CEIRDERKEADRI > TCLVE., CDE
=, BZE, Family2ZHoImEATRBEITDICENTED.

Bonferroni type procedure Holm type procedure

Family.1 . Co-primary endpoints Family.2 . key secondary endpoints

Ho]_, Hozb\Tniﬁ%g
Ho | ATIHR ARG AN o201 [N | | : =0iSE=(CASED >/ B
(e.g. a; = 0.025)

HOl, Hozb‘?h@ﬁ% HO4D‘§%: (x3 +d4 H0373‘§%=: G3 +q4

Ho, : 288 EBETER o;=a, =0.025/2

(e.g. a, = 0.025)

‘

Hoy, HoW \FNEERTREL) - &7

D AERIRNER 2l A7 < (2021.12.1)
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JAMA | Original Investigation

Selumetinib Plus Docetaxel Compared With Docetaxel Alone KRASEIGFRERZH I TR iiaibECx

and Progression-Free Survival in Patients With KRAS-Mutant g &Selumetinib+Docetaxel{#fBE % vs Decetaxel

Advanced Non-Small Cell Lung Cancer . 22 ++ =45 -
The SELECT-1 Randomized Clinical Trial AR EOERAERER{CLREIREER

Janne et al. JAMA, 2017; 317(18):1844-1853. (SELECT-1 study)

Flow of Patients

Screening ol Selumetinib + Decetaxel&#
3323 pts rrotie 510 pts 254 pts
202 centers across 866 pts 1:1 Decetaxel 83 JhE%

25 countries £ RRT 256 pts
Performance Status (0/1)
AR (RELREIERYE LK)

Outcome
Primary endpoint : EE&E 4 1FHARS, Key Secondary endpoints : £4£FERE, =WNES

Secondary endponts : ZXJHEE, EIEEEHEERNDIR, T4, BB

NABRRELERZ 4 EZ < (2021.12.1)



[EELREISDFamilyN TZE LR ZTT o IZ5ERH!
CDEETIX, aBFIAA(alpha-exhaustive recycling strategy, Burman et al., 2009)E WD FEEFRIAB L TUL\B.
CCTClE, SFamilylCRUNT, BINHToNICazBRA(recycle) I DT, TDRODBZZBEINDUNTULND.

m— 4PFS(«_F£L/'C HR=0.58, 75 7K a=0.025(1-sided), 1%+ 7 1-

(a=0.025) B=0.90&E % E UIZIRSIC, 3256101 N RHIKEICISB.
Family.1 (a=0.023) B DBonfleroniNIBSCIE, w=12E530, TV RRA Y RS
BE, PAEINDEENRICEDNNTCEMMIITIDIHEEIWDS
w=4/5 w=1/5 SEOITHNIZL, FWERNDaURICHIZENDENDEZT). CNZ&

SH{IEBonfferoniFIBELN D,

O
(@=0.020)

OSICBE LT, HR=0.72, BRK¥a=0.020(1-sided), & H1-

Family.2 (a=0.025) B=0.80 327 UICIZSIC, 325BID1 N RDINE(CTRD.

Significant Slgnlflcant ORR(;%@%E@JD KHEL_D(/\_C— SAP‘:EB%E L/(ZK_:L”JM%_C(JQ)
Recycle
CNIZ, Family.2[CHNT, OSHEFSNIZHZEICIE, ORRDELM
ORR DS CaZBMAL, ORROFASNEBSICE, OSOIHEICaZERA
(a=0.025) (a=0.025) gdicYH, —IAHhEERETHNIL, #BBEE, 0=0.025TED—FIH D
TEDCLICFS LTS,

Family.3 (a=0.025)
Note : CCT@E%ﬁﬂo—ﬁalgﬁﬁlawl'&ded)?&j5. D\/Uﬁﬁﬁgﬂ%ﬁ@%ﬂ@g<(202112l)




[EEEBEDFamilyN TSR LB & 1T > ICaRH!

1.04
PFS
(a=0.025)

HR, 0.93 (95% €1, 0.77-1.12); =44 | 4um B BBIK¥E0.05DEETEEER UL
T
e ‘ Selumetinib + docetaxel fﬁ,"ﬁ'ﬁd)os, ORRO)@@‘;@%IET%&L\

""""""""" Median Survival Time (MST) |
* Selumetinib + DTX = 3.9M

» DTX alone= 2.8M IRIZOS, ORRICHB VN TERIKHE0.05(D
. Phcchoﬂlocohxcl ECTE”—'\ED D‘b\&)bnr_ é: L/T:E
07 a6 s o uT PR BB DPIIDSecondary endpoint@ 5Tt

Time From Randomization, mo

No. at risk é: @*%@ﬁg%R.

Selumetinib + docetaxel 254 164 109 48 27 15 13 4 2 1 1 1 1 1
Placebo + docetaxel 256 154 97 50 28 13 10 10 &6 4 4 3 2 1

ORR

0.8+

0.4+

0.2

Probability of Progression-Free Survival

1.0
OS  HR, 1.05(95%Cl, 0.85-1.30); P=.64

0.8+

9
Median Survival Time (MST) CR | PR[ ORR OR [95%Cls]

e Selumetinib + DTX = 8.7M
e DTX alone=7.9M

0.6+

Selumetinib + DTX 2 |49 [ 20.1% (1.61[1.00, 2.62]

DTX alone 0 | 35 13.7%

0.4+

Placebo + docetaxel

Probability of Overall Survival

p-value = 0.05

0.2+

PFSHER TRV \IFR TR E U ClENegative studylC/id. Ef2, S
0 346 8 10 12 14 16 18 20 22 24 2 28 30 % —yi e L CDOS, ORRC\:E‘;E,H\—CrlJD\ J=. DiscussionTCld,
| Time From Randomization, mo EGFRO)'Ij’j&zrj( D& L/t(l\éb\, T |\/-R/r > '\‘Ciﬂgé
N(s)éfutg:lt(inib+docetaxel 254 219 185 141 110 89 73 51 34 21 13 9 6 5 1 0 Discussion/d58 ER N\ K DICEINOND (7(%7;:@‘3:, %5/1/(‘.’.?1j—q’ >/
Placebo + docetaxel 256 227 182 141 111 83 64 47 39 26 20 12 7 6 2 0O g_n‘g’ N study—CE ~w 7‘)? —FILICEHEBREND CC‘:D\E).




=51 [C H DIEBOVRER RBVIREZDMFE I DIHEDDARKER T U+ ~ICDINT

SNEMESELBOIEODHFE : 521N« PTO—-F )11 (FOBRE 1T EERAS)

Bretz et al (2009)I3, T —brF—EVTET STV ADIVICKRITTEELUT, IJS5T714HIL s PTO—FZRZELCTC
3.

BonferroniFIB
a/4 a/4 a/4 a/4 O FRERRERT(/ — REWEND).

J—RD>20aAld, SRERFICERSNEEEK
T D(BSEHDACEDESICEIRD).

BonferroniF|Eld, ZNZNDIRERHEERIICERDIRDICY, TNEND /) — RICEHATERIKEIDEIRS
NBDEHIESTHLCINIZLAMANTEREL(e.g: TNENOBERIKEDEH=1/8, 1/8, 1/2, 1/4|2T D)).

[EEEFIR

a 0 0 0
@ 1 @ 1 @ 1 @ BRI DHNEICY =T Y ZANEFET DIESICI,
REITEL, ZDDZICEHELIRD.

[ERBEFIETE, HuoBHEL, BRTHNIL, HpllHBTdD, COEE, BRKEZBNAIDINT, EH
F1THD. ME, B

NABRRELERZ 4 EZ < (2021.12.1)



%= (512 H BB ER RIS OEED DIBS DD AR T 1 VICDNT
HolmZF I8 B GRS TIERAS)

1
a/2 A2 OMETE, —BOREREAENSNNECOES, pBEINS
@ ERS), €5 HORERFOERK S, BRI IR
DEEREACIIZ BT ENTES, TIN5, WHEDENICES.

WHET — ~F—EVTE

Family.1 : Co-primary endpoints
a/2 a/2

Bonferroni type procedure

Holm type procedure

Family.2 . key secondary endpoints

NABRRELERZ 4 EZ < (2021.12.1)



ROV OZELBEHEASHEIEHSR

~3008

~5318

‘ ORIGINAL ARTICLE

Atezolizumab and Nab-Paclitaxel

in Advanced Triple-Negative Breast Cancer
Schmid et al. NEJM, 2018; 379:2108-2121.

@ OSEPFSOZNZNODIRGRICXT LT, BRKEWZ0.01E
0.04ICD 17 D (B MY EBonferroni)

@ PFSMFHT : a=0.01
« ITTERIEPD-LIOB T D)L —TDZNZNIC,

a=0.0052 D731 & (Bonferroni).

@ Hyy HppMWITNHOEBRRIZSICIE, BEREFIBOEET,
RORT v ICRKBDND, COEE, BEDa=0.0060D55,
0.001%Hy; , Ho TRV, 0.004Z0SOSHTEIC! )T )L
g B.

@ Hys, HuWWIFNHOBRRIZSICIE, ZDBERIKE0.001
ZOSOEHHIC Y1 D)L 2.

® DFED, OSOUmIMICHIFTBald, 0.04~0.05F THEH%=
.

N AERIREIER Z /A2 < (2021.12.1)



=1 I H DIEBRRERRONRGRDTFE I DIHBS DD AERKRER T 1 VICDINT

'J}— |\:F E 7#"; "—-Ebﬂtﬁmj% TNEEE FIRUBILZIERKF)
’ ;

100~ , . . 100~ Stratified hazard ratio for progression or death,
i Stratified hazard ratio for progression or death, i o
£ ol 0.80 (95% Cl, 0.69-0.92) 2 0.62 (95% Cl, 0.49-0.78)
5 70 P-0.0025] - 5 70- P<0.001
1) B R " " 8b N S
S 401 £ 401 _ _
% 30- Atezolizamab- nab-paclitare g 304 Atezolizumab+nab-paclitaxel
a 204 o 204
104 Placebo+nab-paclitaxel Placebo+nab-paclitaxel
0 | | | I I I I I | I 1 I I | I | I I I I
0 3 6 9 12 15 18 21 24 27 = o 3 6 9 12 15 18 21 24 27 30 33
\ Months OSG)EIP{@“" Months -
0.004+0.004=0.008
AR R GOV
Hos (ORR, ITT, 0=0.001) Hos (ORR, PD-L1+, a=0.001)
M Atezolizumab + nabPTXZ% : ORR = 56.0% [51.3%, 60.6%)] M Atezolizumab + nabPTX2¥ : ORR =58.9% [51.5%, 66.1%]
M Placebo + nabPTX£% : ORR = 45.9% [41.2%, 50.6%] M Placebo + nabPTXZ% : ORR = 42.6% [35.4%, 50.1%]
B OR : 1.52[1.16, 1.97] p=0.002 B OR : 1.52[1.16, 1.97] p=0.002
%/l_;\7j<$0 OOl@EC—C%IU\ - EM_I\ZKEO 001®:6t-t§/u\
OSOFHBND' T 1D S—
p-value = 0.

VAN

OSMEIZ, 0.04+0.008 = 0.048 17O,

N AERIREIER Z /A2 < (2021.12.1)



Ij‘._ I.\ ;F — E\J 7#,“; ': ﬁbt"fﬁﬁ@'% =5l l:%%B%E997&ﬁ%)ﬁEB@M&%ﬁb“@ﬁ@éi%é@p?ﬁ%@?;ﬁ@%%ﬂ?jg;éﬂjjzg
. ,

100- . .
90— Stratified hazard ratio for death, 0.84 (95% Cl, 0.69-1.02) 122* Stratified hazard ratio for death, 0.62 (95% Cl, 0.45—-0.86)
2 P=0.08 4] n
g 807 £ 30-
E=] -
& 709 & 704 Atezolizumab +nab-paclitaxel
% 604 Atezolizumab+nab-paclitaxel % 60+
% S0 e e e e Ny R e e e gn Lo R L EE L P P e ELT LT
£ 404 £ 40+
g 304 S 304 _
5 . 7] Placebo+nab-paclitaxel
a 204 Placebo+nab-paclitaxel o 204
104 104
0 T T T T T T T T T T T T 0 ’ ! ! ! ! ! ! ! ! ! ! !
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Months
\ Months Yy, \ Yy,

HpslCHWT, T —FTF—EVTERT L TNDDT,
PIEAECEHINTLVEL), 72120, HRDISWIEREXE
DLOZEKIZNTULVRUDT, BRIKE=0.05DEET
BECHOEEBMIND(BDIETESS).

plElF0.08/12 072, BRIK%Ea=0.048ThHD_END,
OSICDU\TIZ, Positive TIZZNH o7z, BEBEURERS
DT, CCCH—FrF—EVITFIEIZIRTTD.

e T —hrF—EVDICEUTEREIRIT DE, PESIEITTEERI, PD-L1+ERIE EIZPositive ThHhD.
e —F3C, ORRBIKXVOSIIPositive THDCEN & | TEIRH o2,

« 212U, ORR, OSEBICHBEEIKEw=0.05CHNIEIBERECHOIE(CNEITEPRD
SecondaryDsHii CHNIL, [HEREEE TSN 2IZMENED o2 FBED 2PV R).

D AERIRNER 2l A7 < (2021.12.1)



\ —- %= (512 H BB ER RIS OEED DIBS DD AR T 1 VICDNT
RHOIC )l (FORR ST R A

El

N SO, EBERERAKREIRGICNTIDIECLT, T—F—EYTEERBT UL,

BT —bF—EVTEDNRHICANSNDXRDICE>EERICIE, 2017FICKEFDAD/NT v D3
XY+ 352Dk [Draft Guidance for Multiple Endpoints in Clinical Trials] D72/ C, FWERMEID

RNCDWTRFIZBE UTOBEB AN RSN,

W ERODBRARENER ClE, E2FHMIBEEDHFWERZFIEITNIERDN >IZDICXT LT, E2HHIBEE+
sl RBEHBIBEDOHIEICEZ DY D UL,

B SOET UCERATEFERCLEESBNEERERDIB ED, ARFETO 551 ThHD, BHHNICT —
~F—EVDEZIRD AN TN,

B —73C, @w®XCIE, BIXPICT—FF—EVTDFIBICDOLNTEEH INDCEIBERLS, AT
B VD2 < HisupplementarylZseE SN T B.

B E=5(C, AXDEZTHIFERELGUERDOT, NHDHMDICLKL)Y (BEIREGETIE, BRIKENMEEDK D
TERDBENDHD) . pBEN0.055kKT CEnot significant EEHN TN BDBENH DD, T, &
B CRVNDNCDONTIE, T—hrF—EVITFIBRZIRNSENENTELIZRD. SODRABH, #HX
BIRO—BCRDCEEH=RLET.

NABRRELERZ 4 EZ < (2021.12.1)



Thank you for your kind attention

shimokaw@wakayama-med.ac.jp
020
toshibow2000@gmail.com




INA AR —N—&EHSHER
CCTTIR, 7= FF—EYIFIEOEM(FWEREEEKECRBICTRENSEHRTRE L) LERBTH 1 Ve L
T, NAAV—N—EESHET T VICDNTRHT 3.

Design.1 Design.2
Enrichment Design Subgroup Specific with recycling design

Assess

M-
Biomaker !

Not significant

Off study

Enrollment and
randomization

Active

Active Control

Significant
a =0.025 (1-sided)

Sig: M+(Dd+Positive
Not sig: 9 /NXTCNagative

a =0.125
1

A
BRCHNIZL
RILEE Doz
BRA
a=0.025 «-~ TS 0=0.0125
Sig: 9 /X CPositive Sig: M-Dd+Positive
Not sig: M+(Dd+Positive Not sig: 9 /N CNegative

£  Polley et al. JCO Precision Oncology, 2019; DOI:10.1200/P0.18.00416

Subset
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Design.3 Design.4
Sequential Subgroup Specific Design Biomarker-Positive and Overall Design
M-

M+ Assess M-
Biomaker

_Q_
o el v oo

Not significant

Enrollmgnt {:md
randomization
Enrollment _and
randomization

Not significant

—

Significant

. : a =0.125
I N TNegative
a =0.025 a =0.0125
Sig: g/\"CPositive Sig: 9/\XTCPositive Sig: I/NTCPositive
Not sig: M+(Dd+Positive Not sig: M+(Dd*Positive Not sig: /N TNegative

£  Polley et al. JCO Precision Oncology, 2019; DOI:10.1200/P0.18.00416
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Design.5 Design.6
Marker Sequential Test (MaST) Design Fall-back Design

ASSess
Biomaker Significant

l Active Control

ASsess M-

Not S|gn|f|cant Biomaker
M+

Not significant

Enrollment and
randomization

Significant

a =0.005
Subset 5 ” a =0.005
|\/|_ Vel Sig: M+Dd+Positive
a =0.025 a =0.020 Not sig: 9 /N TNegative
Sig: 9/\XCPositive Sig: I/NTCPositive
Not sig: M+(Dd*+Positive Not sig: 9 /X TNegative

£  Polley et al. JCO Precision Oncology, 2019; DOI:10.1200/P0.18.00416
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Design.l: Enrichment Design
Screening M-

‘ ORIGINAL ARTICLE BRAF V60E
N=2107

Improved Survival with Vemurafenib
in Melanoma with BRAF V600E Mutation

Chapman et al. NEJM, 2011, 364:2507-2516.

BRAF V600E BEEZHE J DI R ERBIERBICXTT
2 Vemurafenib(BRAF - —ZAER)DE/E AL LLER Vemurafenib il Dacarbazine

FNITEEER N=337 N=338

Primary endpoints
ZEFRAR(0OS, BREIK®E0=0.045), HEIEBLEFEAE(PFS, B=K%¥a0=0.005)

Sample size calculation
T4 FEAE : HR=0.65, RHN1-B=80% — 196BIMD 1 XY FHWSE — 680(I(10%DNEEHI Z2Z D)
HISEAFHARE | HR=0.55, &RHD1-p=90% — 187HIDA N DR

Result

OS HR=0.37 [0.26, 0.55] (p<0.001'%), PFS HR=0.26 [0.20, 0.33] (p<0.0011)7:D T, BRAF V60E positive
EBICXT T DOS, PFSICXT S ©VemurafenibDBRIMHESE TE/Z(*1 © Stratified log-rank test).
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Design.3: Sequential Subgroup Specific Design
WT

Randomized, Phase III Trial of Panitumumab With

Infusional Fluorouracil, Leucovorin, and Oxaliplatin
(FOLFOX4) Versus FOLFOX4 Alone As First-Line
Treatment in Patients With Previously Untreated Metastatic |
Colorectal Cancer: The PRIME Study _ _
Panitumumab FOLFOX4 Panitumumab FOLFOX4

+FOLFOX4

Doullard et al. JCO, 2010; 28:4697-4705. +FOLFOX4
N=221 N=219

ST RS M A PSS - X1 I BPanitumumab+FOLFOX4 vs FOLFOX4 NS M
DEEBICLLERENERER

Primary endpoints
7y EIU\HE?_HEFEﬁ(PFS E/u\ZKEG 0. 005)

Sample size calculation

WT : HR=0.714, #&HH1-B=90%
— 380D RN FDIKE (Total : 11501) a =0.050

MT : ERIERETR L Sig: I XTPositive
Result Not sig: M+(MDd+Positive

WT OS HR=0.80 [0.66, 0.97] (p<0.02'%), PFS MT=1.29 [1.04, 1.62] (p<0.02)72(DT, KRAS WT/MTIZH)
T, BEREDONOORA—/N\—=UR(OSICDNWTERRIZNTHELIFBERER L)(*1 © Stratified log-rank test),

Not significant

a =0.050 l

9 /NXCNegative

Significant
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