IEEEREER (CH T D EBIEAR{CLEBSE 1 #HEER
DFYHA2(CDULT

I B
LIS T ERIAS: BRI 2> 5 —
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S3RLDRIC : BARRKHERD I T —X

Phase I/l

Phase |
BERkItE kst

BEANMASMTD)INHHNSB

Single-arm phase |l Randomized phase Il
Historical Control & MDEEER BEDER B )7 — LADLEER
JELERR DEERS TiaEsR)
BB (effect size) MDD Selection biasZ PRI+ UTE

B & TRBEERN DN

D(NB)

Phase llI
SHEBBE S DL

SELE(CH T DB - TEMMREECED

Seamless
phase I/l




IR EBIEACLEEES IHERERD MR ED ?

B 77— L\ 5tBR (Historical control & DELEX) DR TR

B D TFENEDBE(CE, EEBBEN Cytotoxic drug COFERTH D EEI(Z,
HER2, EGFRVGFREFD T T 7w hDIBERMNAVEE, MREBEMNERD
OJEEEN D D (BREBEDER (CERENBIEND).

B EXNUADIILOS bO—)LOEREE (CEERT, 2ot o EEs il
DEEBENEH, ZHEBBELUNOERNSENDI OGNS B.

B ZEZBEXNJAILOY bO—ILMFEURWVLWEAERER T TIIFEL
TRWNGE) CIFE 7 — ASEROGTEDEE#H THDBHIZ (L, FARDEEK
F—AZFRBUIEHE(1C(E, iR CTEMYT D &= (C(IhmE/\
ATV RZHED>TULED).

B C<(C, REFHABI0S)DIZEI(ICIEZDOMEMIEIEEZE TH D, Fie, P
B TOWRTHDIESD, (5 DENAKEEFEIMEVEIEEEN S S.

RIS IR T XM I S 2 & C, LELRBIIAR TS D olaEH
D, RIFEILEHHEHERC DHERAGEDM) L (CE;NDINE ULIRU(EE
IFEEHER (FZE L LVDTEIBENWDDTIEFH R). =5, IRFRERFD
RR(CEDRINDEEEMENHD.



H 77 — LEEIHEERER (C 399 S HEH

Phase III Phase II

(Total=43) (Total=49 [RPII = 2])
Zia(2005)(Z 1814k DrEKER T A = E ’iﬂcﬁ s <(§51j§
U, €DRHTEA—LSAST iy  (16%)
[B—EH (T3 U TP ERh Rl TR EE 5 (12%)
= A5 ER (T H Tt 7 (16%)
,3—1"'7-:43“i(‘"%ﬁ(‘"r;a bt:ﬂﬁ’& TR Positive 12 (28%)
1IoZ. Negative 31 (72%)

AEFIER  F9[SD] 363 [209] 52 [31.9]

, . Fi[H 154 - 1,155 12 - 137

Zia et al.: Journal of Clinical Oncology, 28, 6982-6990, 2005. RR g'Zif:j[SD] 34.2 [19.7] 43.2 [19.8]

Fi[H 10.8 - 85.7 16.0 - 87.0

EHRDT (C @ (FRRFERZ R I )W EF U TL\D(35/43:1HER).
LEERT, RROOARMRISEBTWLDZ EADOND.
EART A NSOV FERD (T ERIR)EE)
BREMRTII TR o, BT —DRTEDRIE)
ShfesRL A (CHE D EBRETEIDEST, T 0O M JVAEICE T D8N (His/
(EFHBDZE) DA 0—77 v THIMEDE S

II205, PIHERERTI(L, PIERER(IC

177 X)

=52, DFENENTEREIRDIZIRTE, HER2, EGFR, VGFREB T 7w R TOIBIRMNHE(CIRD
TWBEDD, ENSHHistorical Control TIFEBNTH ST, ERELTHOT—FZHNDC
ENNSBDHREBERDIEL)).



BAERELEBEEMERERDER NS E O HMTF(CiR D Teathi

PRI (T 9 B 1st-lineyaiE & L T Dgemcitabine (GEMZEX MU LI bO—)LE
UTESBIMEERBR(CH LT, WK DDLU A (THT Bpositive study DN ERES =L/,
FTDI=E, gemcitabineZXT8E & U =SB IABER BRIV EFE /= (Green et al., 2012Y).,

vs. GEM+Ceuximab (Philip et al., 20102) vs. GEM+Bevacizumab (Kindler et al., 20109)
Xiong et al.(2004) T, 41f5IDEGFR(+)D Kindler et al.(2005) T, 52f5IDVEGR(+)DRE
FEEE (X LT, GEM+CetuximabZ = JREBBAICX LT, GEM+Bevacizumab’z s
MUz, TR, PREFHAR(MST) Uz, €DFER, HREFAE(MST)(E
(X710 BTHD . 887N HTHOIT.

HR (GEM/GEM+a)=1.33 (OS) HR (GEM/GEM+a)=1.38 (OS)
GEM alone (MST=6M),GEM+Cetuximab (MST=8M) GEM alone (MST=6M),GEML+Bevacizumab (MST=8.8M)
Xiong et al.: Journal of Clinical Oncology, 22, 2610-2616, 2004. Kindler et al.: Journal of Clinical Oncology, 24, 8033-8040, 2005.

vs. GEM+Oxaliplatin (Louvet et al., 2005%)

Louvet et al.(2002) Tl&, 62BIMDIEITIRIE
FBE(CWUT, GEM+OxaliplatinZz 3t L
2. TOfER, HREFRARI(MST)(E

92HHTHDOI.
873 H @ﬂiﬁiﬁ 1: Green et al.: Clinical Trials in Oncology (3™ Edition), CRC Press, 2012.
2: Philip et al.: Journal of Clinical Oncology, 28, 3605-3610, 2010.
— V) — (1)
GEM alone = 30%, GEMOX = 50% 3: Kindler et al.: Journal of Clinical Oncology, 28, 3617-3622, 2010.

. 4: Louvet et al.: Journal of Clinical Oncology, 3509-3516, 2005.
Louvet et al.: Journal of Clinical Oncology, 22, 1512-1518, 2002.




BAERELEBEEMERERDER NS E O HMTF(CiR D Teathi

PRI (T 9 B 1st-lineyaiE & L T Dgemcitabine (GEMZEX MU LI bO—)LE
UTZSBIHEERBR(CHULNT, WKDHIDL A (3T Bpositive studyDMERES AL/,
FTDI=E, gemcitabineZXT8E & U =SB IABER BRIV EFE /= (Green et al., 2012Y).,

vs. GEM+Cextuximab (Philip et al., 20102)

100

Overall Survival By
Treatment Arm (%)
5 8 8

N
o
L

No. of No.of Median

Patients Events (months)
— Gemcitabine 371 355 5.9
--- Gemcitabine and cetuximab 372 355 6.3

p =0.23 (one-sided)

GEM (N=371)
GEM+Cextuximab(N=372)

12 24 36 48

Time After Registration (months)

vs. GEM+Oxaliplatin (Louvet et al., 2005%)

1.0

0.9

0.8+
< 0.74
0.6
0.5
0.4
0.3
0.2
0.1

)

Survival (9

—— Gem: median 7.1 months
—— Gemox: median 9.0 months

p = 0.13 (two-sided)

GEM (N=156)
GEM+Oxaliplatin (N=157)

0

T T T T 1

T
26 52 78 104 130 156
Weeks

vs. GEM+Bevacizumab (Kindler et al., 2010%)

1.0
= Bevacizumab
= Placebo
= 0.8
= Gemcitabine: median 5.8 month
B g GEM+Bevacizumab: median 5.9 month
‘©
= A p = 0.95 (two-sided)
g o
@ GEM (N=300)
S 02 GEM+Bevacizumab(N=302)
S
0 10 20 30 40 50

Time Since Random Assignment (months)

WITNDERERENRT T T RXIT 1 &lF
5RO, 9N s, BE)7— AER
TOERZH - CEIBRERZTET D
CElCHITBEICTHEENEU .

1: Green et al.: Clinical Trials in Oncology (3™ Edition), CRC Press, 2012.
2: Philip et al.: Journal of Clinical Oncology, 28, 3605-3610, 2010.

3: Kindler et al.: Journal of Clinical Oncology, 28, 3617-3622, 2010.

4: Louvet et al.: Journal of Clinical Oncology, 3509-3516, 2005.




1 4E5BR (CH LN T PositivelR EZ(C

PositiveZh 58| I #HEHBR (CHE LN TITHO NS SB111B R T DISEETEHERY

Crowley and Hotering (2012)(&, ZRIFHERER(CHVWNTEMRINDEEL A DIINT,
B(CBW THDIERZEZERIEDRT, BEREDIEZEHIUICEENST, Zliél(i
ﬁx)J_CTdL\ﬁET)%BayeSODEfE_CﬁL/_Cb\é

e BELSASHECE | BELSACHEICE
=B }.LA\ \ 5 hF» ___E' “ . »
SELEDBIta | R LS S| ST BHEEN 0% T | ST SHEN20%T
EE2TEMDIBEAB g;(l’_‘B; HBDERELEEET | HBBIERELEEET
. DIBIER DR
0.05, 0.10 90% 33% 18%
0.10, 0.10 90% 50% 31%
0.10, 0.20 80% 53% 33%
0.20, 0.20 80% 69% 50%

L, BELZAHE THDEREERE fé@*ﬁ_;ﬂﬁﬁf)b“lo%‘czbéc‘:ﬂima“é
c‘:%f BEKAa=0.05, 1R 111-p=0.90DE & CitbgZ XML CH, AKFIBERRE
B 7 — In(Active)IRDIC [BRITIRVL] EERB(ERIINE f?%ﬁ(g@%ﬂéﬁfhij)
HEXR(I33%EHD.

(B3 CTHhD] EOHIMZEINERMEREZEZX D E, WLWNMTEIMEGRERN S 5E1IHHEK
ERICBITURRBICBYEZ RI CENHM UV ERBCENTES.

1 : Crowley, J. and Hotering, A. (eds.): Handbook of Statistics in Clinical Oncology (3™ Edition), CRC Press, 2012.



A R(CLEBEEBER (C X9 S HEH

BRI (C 3T U CgemcitabineZ 1@ K DEBHR(C U U C—EM _ EOMFPEE = RE/FR
DEVDHAEZBEE DgemcitabineI 575 E LB U ferandomized phase I trialh'ép
D. o 2 2BHHOETOHIE LD EEVWDSDIRVRIEICEEN ST, osidBERE
Z 6D Cp=0.013) REABIAEDIEFDONRIFCH O z. UM U CHOERRABESREZEICD
LTIE, ZDEDIOHFILL_EDphase Il tria CRIRMNEE SN TULB.

X2(E D randomized phase ITD [BEZE] (FHTICIRSIRVNER, 2011).

CcOEHE(CBVTHtH =N /= \IER{LEEBEE 148 508R (Tempero et al., 2003)
Tempero et al. :Journal of Clinical Oncology, 3402-3408, 2003.

1.0~

GEM (standard arm) Ez _\ Fixed Dose Rale
(2,200mg/m2% 309 HMF T ER 2 op | 11 N=43
IRPIS) RN
\ 3 g5 \-1 logrank test
LI NE3L 1K Toa NN o p=0.013
8 1 andarc
oy i ° 03+ [/ —
E:|S:$E$90)ﬁnn GEM (FDR arm) o 0.0% lL|L\/I|/ _ N 49
(Ovs. 1vs. 2) 5 S : -
HEED (1,500mg/m Z10mg/m?2/min 01- e
jj;ﬁ%) 0.0 :»-‘t%|]—f‘|ﬂrH---|-‘-

0 6 12 18 24 30 36
Survival Time in Months

E J1=1=U, Poplin et al. (2009)Cld, negative study/=D7z. }




Poplin et al. (2009)[CBIFDRIT 1T H AL > LiER

sz DB HE
PS(Ovs. 1 vs. 2)
il

Overall Survival (probability)
o
(e)]

GEM (standard arm) (N=275)
(2,200mg/m27Z2 309> MMT TR S)

GEM FDR (FDR arm) (N=277)

. D ——
(1,500mg/m2%Z 10mg/m?2/min %5
Treatment Total Dead Alive Median
— GEM 275 260 15 4.9
GEM FDR 277 263 14 6.2

= GEM + Oxaliplatin 272 261 11 5.7

GEM FDR vs. GEM@DHR= 0.83 [0.69-1.00], p=0.04
GEMOX vs. GEMODHR=0.88 [0.73-1.05], p=0.22

i

9 12 15 18 21 24 27 30 33 36
Time (months)

MSTICE UL T33%DENESNSD
LDICHE. o TT— (@A) ZE
K Ts5%E I BzDIC, 1S
1= D2 5%(ZELER) TR B (IR
J11-B(E80%).

e D

BE/K#a=0.02512D T,
B CIERL. 22U,

2arm COERIZ D fle &
B125(E, GEM vs. GEM
FDRD positive studyfZ= D 1=
MBIV, LIRS
T, IFo><HTICR
SIRVDITTIRIRUNY]

€ 4




|{EALLERSEIBRRDT Y 1 >
Mandrekar and Sargent(2010)0(, HAESICLLESEIAERERDY AT ELT, UT =R

~LUTLD.

Wi fTIELEBE L <) X > (Parallel Noncomparative Regimens)

S5 >4 IEEIRFTH 1 >/ (Randomized Selection Designs)

SO LMMERDI Y ——=>2)5H A >, (Randomized screening Designs)
Green et al. (2002) Cl&, LEFTHA>(CIMXT

S34 AMERIETH A > (Randomized discontinuation design)

(CDWTCEEIEALLEEEEIMERERD/\U T -2 3> EUTIIRATLD

1) Mandrekar, S.J. and Sargent, D.J. : Journal of Thoracic Oncology, 5(7), 932-934.



Wi4TIELEEEL = X >/ (Parallel Noncomparative Regimens)

EELEB(ETE A0

]

~

J

A L o
;
§ effect size T E © E B ERIBE T — LADZTNTN
v __j_, |5 8|15 s ——__ CHLT, EXRUAIL - O K
s| 'S ES ES . . . | O-lentBRBRHTZIFYA
al 5 & 3 E 3 E >
S B S: X © X © '
1 t EZ RNUBILOS FO—)LEDH
7 — I\ & [BIFR(EEHBFLEER) D F 14

B EHOTEREBEL A H S A IMETDBEET, TORNRA MNIWT D, (1) #
ERENEIR/I\A 7R, IBREESED1 I\ R(ICKDHEEZHBRUED X CEMET

=3.
B GHERSRY — ABDLLEETERVNE UEREL TESEER CUDRSIEW).

B —T, BHROHEAEL A NHD, TNENCH U TOERERZERYT D
HI A - ZEMDBERMNMBEIIZE(DOXD, HEERERORIERE L U C)EMI
D Z E(FRIEENH LI,



WfTIELE BT 1 > : Efl
HEITB WA ST BS51+CPT-11 vs. S1+paclitaxel DIRVEA{LLLESS 1#HEHER(0GSG0402)

Study design
A L .
Arm.A (N=51) o 0% ~
S1+CPT-11 S 20% . %
2 30% -1 ——| & |-—1 £ -
o 'S 5! O ©
e E= 8: + =
) += +
Arm.B (N=51) g 18 3! A o
S1+paclitaxel (-
BEEROIRTE (CH UV Ta=0.05(two sided), 1-
B=0.8 TR D KD (CEXTE(n=50)

Response RS
rate (%)
CR PR SD PD NE (95%CI)

33.3%
(20.8-47.9)

LA (\IHDEEL A EEANUAIL]
RN > FO—J)LD3oxzBRIC_EESEMNDTZ.

1) Sugimoto, N. et al.: Anticancer Research, 34, 851-858, 2014.



5249 MEFFLEBL S A > (C K BAEHIEEETDY A MEFRMT

EZ NUBILOS bO—)LEDBEBERNERDZE (effect size) DN T N TORERBE TEHE UL
ZARY A X(E(—D DB TDEARY A X)x RERAEREEDE) Th 3.

) H7—AHRBRTDTY A >/(RR : One arm binomial, Survival : One arm
surviva)[CEDWTETEL, sER ﬁﬁ—Aﬁitb\wAbtm(iJ:m

swocRD T IHA b

RS Power rot Wi oo ] |
I cotsarsnong RRIT Eat Log
k IFAN BE FOTAIT
ERAB SWOGQ i == =
7\ e roncn R RL<TOTTT] o » D EE [ BE | L [rosragEmusLy] 8 |l Studies that are analyzed by log-rank tests
i AR g e, pai om0 Nogme s | 222 || ouew
b RAHUT
Wihat do you want to know? J
B3 52
ROl MESnE. EEENENSOH > TG
Design
nesis
requency Sta
) #h BDHEOHROBOY TN XD E
One Am Sunvival Binomil Confidence Interval _
e — EotSorRoroorthos B |y
s — 2BDHEEOHR(IEFE)DIzODY > TV X0 E
e Am Horml - o | R 4 | Calculale ‘
1 ERER BicE EDOT L TNGAIDEHE
One Arm Hon-Parametric Survival Mormal 2B TEEDOREDHDY > T A XDHE power ‘ my ‘ E ‘
BDTFEEDILED DD DE
m
Tuo Stage Sinomz| DTEDHE S DIt T X0 E =
Tuwo Arm B Poisson AEOB3EOTIEDLROEODY S T ADHE
OB BOTIEDLE OO E
Tuo Am Sus Chi-Square L=z
DR D BB TS ADEHE
Two Am Hormal BOETFEBOLBOTOORENDHE
BB ORB D DEDOS > TS ADEHE
inomisl Interaction
nnnnnnnnnnnn pE=
(1] AE: RAv o F—0)i—Fa > 2.2-3¢ Mon Jun 20 09:48:36 2016
uuuuuuuuuuuuuu ity
PS ver Copyto Log Exit
Execied Deths
Loggin

http://www.jichi.ac.jp/saitama-
https://stattools.crab.org/ sct/SaitamaHP:files/statmed.htmi

http://biostat.mc.vanderbilt.edu/
wiki/Main/PowerSampleSize




S5 >4 LMMEEIRFT Y 1 > (Randomized Selection Designs)

s

B OB EL A > DR H
5, EXMNUDIILO> <O-IL
L DL @ U it & 78 DE

S5 MEFELEBL S A >

~N

- is

~N

S5 >4 LMMEEIRT Y A > (Simon et al., 1985)

BERORERABEL A DHhhS, IROEIC
DD EDZ " pick —the-winner1EIRICKD T
RIET D.

Simon et al.: Cancer Treatment Report, 69, 1375-1381, 1985.)

_____ 5> MEIBIRST YA > TlE, SB1ED

BERo, SE2AEDBERPHN SAEFIEE IRTE
IDDTIFRL,
- R/VERNE 1R

NVAN] JC
ERaEZiRg.
\ J
A
oAl
c
S0
o =
2oVl g ol
Q ) +< 4—’E 4+
Q oC et
N o c c ('Um C
< U O N @ U <
e 7 E € Ec| |F € ¢
0 £ S| B E = =
5 o (g e g ©
= - = (=

- REAEBEL A EDRDE 1 D

- RRBEBEL A OEIRESRK : p

- SBRIBTEL A DIEEY : K
(CEDWTERS A IANRESTINDS.

S MEBERT YA > E(F, KUEDBREL S A R/NEHRERMIMIFLL
LIRERTH D, REBEL A (IDD LRENIRNDDIEMETDESE, TDHR
EiaEL > X /%EE‘C@% EBIRT DERZPTRILT DEAT A X EUTHRES

nsd.



5249 MEEIRTY A1 > DR

IEIRIEZRP=90% D & = DREHIEN(Simon et al., 1985)

RR E2ERR 1833272 D DOAEHIZI(K(FEFER)
(REESY) | (D=15%) K=2 K=3 K=4
10% 25% 21 31 37
20% 35% 29 44 52
30% 45% 35 52 62
40% 55% 37 55 67
50% 65% 36 54 65
60% 75% 32 49 59
70% 85% 26 39 47
80% 95% 16 24 29

S MEBEBRTY A>T, REREEL A OEZMENMLTE, 185720
DIEFIEIARE < (BN URWENAHGRERDIZ S (C(E, ZERLEEFABNBEIRTIZSD,
A& (CAEFIEOMENN T D).

SERAE ) — LD S ENAEHER (CEDRNEHE—DEDHRDBEL A > (C
EERTHERBIICENTULD)ZIRIRT D EVWDSEKRTIE, S MEBRBIRTY 1>
(FELTLD.



S EFHRIDN TP DO MO ADBZEDS 25 AMEERTH 1>
Liu et al.(1993)(&, S>> IMEEIRTY A > ZEFFEIT —F (CHERU TULS.

Liu et al.: Biometrics, 49, 391-398, 1993.
LEHI\Y — REFTILTE X3 (aBEDETIEaERERT /IS A—F (IK-1{8)
HFRAEIN R EPoorTBEL DA ZNR—-XASA > EUTERD.

' Treatment arm 1 Treatment arm 2 Treatment arm 3 Treatmentarm 4

- NRN=RSA> e e 3 eHE B

v .

HR, | HR, | HR, |

REGEL A>T
D)\ — RIE&FETE

Bz LD

-

HEFRBEIN T MO LADBEDS A MEEIRTY A > &, K2EDBEL A
THD)\TU— REEHR=1.0 (,=1), RREBEL A > D)\ — RLE(or logrankiRTEEDAE) HY

HR(ex: HR=1.3) CHDEIRFEIT D ESE, TOREBEBL A ZPOWER THERE THD
CIBIRT B EZRIME T DIEATAXE U TEHEESIND.



FRUESFUADSXUIEBESDRRL S X > D& IRHER

= =1L —=3>[013%3,000[c]
2 FUA1 : RR=5%(REL AN, ERR=20%, HEERTOE 15% (0%)

E®DORR 5%/20% 10%/25% 15%/30% 20%/35% 30%/45%
K=2 0.91 0.96 0.95 0.94 0.91
K=3 0.89 0.95 0.92 0.90 0.87
K=4 0.90 0.92 0.90 0.88 0.84
SFUA2 : RR=10%(REL A LS), mRERR=30%, ERERTDZE @ 15% (-5%)
EOMRR 5%/20% 10%/25% 15%/30% 20%/35% 30%/45%
K=2 0.71 0.86 0.90 0.89 0.88
K=3 0.69 0.85 0.87 0.83 0.82
K=4 0.71 0.85 0.85 0.80 0.80
SFHUALUTE, RELSAS EZDOMDBUVIEICI5%DRRIG D CEZEBELTT A UIEBET, EBROHERICHUNTI5%D
ENRHLNIEZE.

UL, BRLZAS EZDOMDBUWNEIC20%DRRINGD D CEXEEBTELTT A UIEEET, EBROHAER(CHUNTL5%D
EhRHENEES.

B EFESNERELS A EZFOMDL A TORRODEXRBDFER UHES R

VMSEICIE, BB EBBEL A ZBINT XN LRI S.
m RO/ f?b/%/%ﬁﬁﬁ'%ﬁﬁz(i HORRDS0%MS5IRL IRBFERELL R

DIEMICHD.

Crowley, J. and Hotering, A. (eds.): Handbook of Statistics in Clinical Oncology (3" Edition), CRC Press, 2012.



5245 MEERTY A > TDOR=

S MEBEIRTH A>T, EDBBELZAHHENTLBAMNEL S BRI
SENTLVRLY.

L AKTFHA2TE, [HBIEBELIFECEBNTED, RROVMELDEIS%ERT
DEEIC, FHBRTINDHERTEROGEVIRRZRY | TEZRIELTULD.

LTz > T, SAHMBERTT A2 TIE, BUFERIESHURL.

B ENOEEAEL AL EERT S,
S35 IMEBIRTH A > TlE, BERARL A I ERTHBIESICHL
THE, FREETEBACEREURLRICEDWVWT—DOZIERURITNIERSIR0N.

B EDBRBEEEBENEZEEEVDRIMESTE—DOZEEIRLTUES.

EDBEBEL A EEBENROEDZRBIIRS TEAREBL A Z—DRE
LIRTNUEIR B IRV DDEICH T DRI ZE U TWLBDITTIEIRLY)., DED, &
DEEBEL A BIETIRVEWVDIEIRRR(S /R0,

HaTFHEHEIE, FBBEL > XA > TDRR(or survival|DRIETENE L 95%C.1ICKDED
([CIxBh, EDBRZEDOT, LEMRBICHULT S UDHRL.

S MEERT T A2 (F, ROER(BIZ (LR NARERER) (CHWNWT, RESNTZHE
LiaBEL DA ZIREE I DEBITIRVR DIEAH 9 /XE T/ )\ (Green et al., 2012)



S5 MEEIRT YA > : Bl (RROIZA)

ERIBTERBED A CH T B 1st line& U T Dcapesitabine & 2FEFADirinotecant S5 (CBIT B
S >4 LMELLBEE 118 5KER

Arm. A (N=38) AEFRERTIE, WLWINHDBERL = A H 15%LA_EDRRD
EMEIZEEIC, 0%DERER THEAERL A%

B _
Sl BIRT B LS [CHRELTNS.

weekly IRI

s HTIE, ”no formal statistical comparisons” & St&k =
TEHED, BRBIDLEBE (ex: FisherDIEFERTE)(FITHT, TN

Arm.B (N=37)

capesitabine + TNODEHHRICHUT, Clopper-PearsonDIETER{SFAX
3-weekly IRI ZiTE I B EDHDistatistical Analysislc e ETNTLNS.

1.0 1

FZZhEERR

Arm. A @ 18% [95% C.I. 8-34%)]
Arm. B @ 35% [95% C.I. 20-53%)]

Arm. BDIFSHEZH

o
=]
1

o
=]
1

o
»

Median survival time
Arm. A : 17.4M [12.6-23.0]
Arm. B : 24.7M [16.3-26.4]

Proportion surviving

o
(M)

weekly
=== 3-weekly

ArmBDEFSHERE, £FPHEtCELNT ) e

o
(=]

ENNS, CAPHRUHAEEEICBNT, RIDES |
L2 A > (F3-weeklyDIEFSHRVUME LAV &m0 E g :

Borner, M.M. et al.: Annals of Oncology,16, 282-288, 2005.



249 MEBEIRTY A > : Bl (SurvivalDIHER)

=B DD WIT SFFREETIE/NAREDABE(CHN T BD1stline&E ULTD
Pemetrexed vs. Sequential Pemetrexed+GemcitabineBEED S >4 LALLLERES 1#H 5 BR

Arm. P (N=44)
Pemetrexed

Arm. PG (N=43)
Sequential Pemetrexed +
Gemcitabine

Arm P"CDMST = 3.3M (95%Cl: 2.0 — 4.4)
ARM PG CAMST = 3.3M (95%Cl: 1.7-4.1)

AREER T, BEBRAFHARI(PFS)(CHWT, I\ T —
REEDY0.82(PFSHYERUArM / PESHYEEULArM) &1 D &
=, 80%DMHEXRTPFSHEREWVAMZIEIRT DK (CEH
ESNTULB.

PFSHMERUWVVArM TODRETEMST : 9M

PFSHMELVArM CODRETEMST : 5M

EES5DAMDMSTTHDIMIBTREETNIRLNEBRET
=374

mEDEWNIRBHSNEBD O (FRXICHWNWTSE,
O9 3 > VREFOLERIZITHNTLRW).

BIRTH A>T, BEEZILER T BKSAR
STFEENRL, [EDOLDIRRAICIRD E
positive’lRMM | ZIRTET D ENTEIRV\ (7
(CXDTCEBREZEL CLBD, HKETH

SEBRREDRECTHD).
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Simon’s Randomized Phase 11 Design

Data Input: (Help) (Example)

Input Results
P | ‘ ‘ CalcA ‘
> | | [oacn] = | |
k[ J[ver] e [ |

Cale A: To calculate “n” until the Prob is at least 0.9
Cale B: To calculate “Prob™ with your input “n’

*Since the calculation takes some times, if the Web Browser shows the pop-up window to ask you to stop the
script, please click "No" until the results have shown.

Note:
‘Variables Descriptions
P Lowest response rate among all tr
‘ D H Difference in response rate between the best treatment and
the other tr
[ k |[ Number of treatment arms |
n Number of patients in each treatment arm
Prob Probability of correctly selecting the best treatment

Help Aids Top

Application: In phase II clinical trial, randomized design is proposed to establish the sample size for the study
to obtain the treatment with greatest response rate for further / phase III study.

https://www2.ccrb.cuhk.edu.hk/stat/
phase2/Randomized.htm

FEXE O 0—)V)LEEERRBREE HP

Simon, et al. (1985) @ randomized phase II selection design [C333H T NH 1 X385t

B

Simon, et al. (1985) 0 randomized phase II selection design (S T34 TV X3351%175 Web 77UTT. JavaScript THERG
TVET,

COFHF1UE. 208 EOFBAEOELIEIE D30T U T, BIERAERT Y THBhERA. [RVBEIELCGERIZRE R

2 FO-LLETH . R ERERTING TREBVD TE—BOBROEELHELEEA.

MEET—ODBFEIRT 372 THh3 . BRSFESCSTORIEIRINAHERG /B0 ([0hET, LT, E450seT

TENGBEEITLEIE—BEDBBOEERESR TSHEINEL 100% (CRDET,

HERDE(C Phase III 'T“Eﬁﬁ EHLIES, selection design ZAVTEESEEARO— L TRELCHEEITOT. 208

DSBRUGRRERTRIBCLEEE ARV TLLES. 3. BROBRELURSIEED P E2FRIILE. EZLLTORTERELTWERELT

&, fEpanIal- Migmﬁbsﬂiu\m\tb&ﬁ

Liu et al. (1999) (4 selection design @ false positive rates [COVWTHRRLTLVET,
FIZ L. BOMN 2 DDIESTEH. EOEWHEANBU ThHois LTE. BHRIC 10% ENASVERIEIRESNESHER 20% ~ 40% LS
HSMBCRAZEARENTUVES (Fo TS IO ETS R, SVRIEEEE 10% ~ 60%. SAOHRE 15%. ELCBRTZEER
90% ELTHS TS ERETELLIES),
COFHOERCEES B ET. Za
ZFLLEEbNET,

o [ENREEEIC. SEUVBEORTELEVENEEDRIAMEZIEELET. 0.0 ~ LODEZEELTFAL.

+ [EROEME L. BAFNZEDEENSEAOHEEAEELET. 2NREHEEEAOEEEZ0MN 1 2 tEBIEETEER

Aus

77V

Tl -3zt RRICEsNsREE N oREORE R b0 e L T

AR tEns
OB (>2) s

I8}

BINTSEEE 0.2
EAOBRHE 0.1

ELGEIRT 58 0.8
=

http://nshi.jp/contents/js/selection/

HEIL, RDINY T —=clinfunDIEHDEEE pselectZZz LD C & TrEIRMESR
NETETED IS, ENZICHINUIESERETN TES.



Screened selection design(Yap, Pettitt and Billingham, 2013)

Simon et al.(1985)MD S >4 IMEBIRT Y1 > T3, EEESECH LT, BYHEENS
MNEWVWDBIRIISENTULVRWGETRDEBIREDLLE).

Simon et al.(1985)MD S > IMEBIRTH 1> T, EDBEL A BEERVNEWND
EZINI VAR

SimonM2EEMETH 1 > (87— 1) %ZEH . e
WCHEADEBELSA>EEZ MU | LMok booL

L3> bO—-IVZtEBd 5. > DI EEIRT B.
INTEMMHEN R BEDOL AN
ICAVANS Y HMEDL ZA> D B> I2%E
HBENCOIEHE
Selection strategy
BERARL SN | | SELSASOaH | | Simonetal (1985)0F
SR & 2 ETHZLHMT | | LI¥IZTIL>
PRNCHIETS 3 &FAVTHRIRS 3.

REGIER (S, (2EEPET T A1 > TOREFIE) xBFAD L D2 3 > H A Z DIEFIERDWNT NHE L
(FDZERT B.

Yap, C., Pettitt, A. and Billingham, L.: BMC Medical Research Methodology, 13:87, 2013.



Screened selection designdEE 4

BFEITIERRRE (CXY D71 CF METiRERE (CAPOX+IRETRREEE) L MfiR{LF R

(CAPOX)ICMT D5 >4 LMELEESE 1B i BR

FRIMMIEE : REFRITTEEZRIEK @ pCR

BE(ICH U TSimonD2EEBETY 1 > Z&iEH

CAPOX+Rad®¥ : Capecitabine+Oxaliplatin+Radiation

SimonD2ESPETH 1 >
EMEpCR=10%, BA4FpCR=25%, 0=0.05, 3=0.10
REBIZES : 49 (per arm)

CAPOXE¥ : Capecitabine+Oxaliplatin 24450 C HRfEARAfT
> BN T OBEC (SRR
3'/'\‘_C ﬁ?f] 'I‘ib“z__\ﬂ N ~ \
RS IIBE HEDL SR > D ﬁf_ﬁ@;;%i/b‘ﬁ
BHEORBE =oemE
BLINABL DA > WL S X > DHH Simon et al. (1985)(D 2
HRVE ST S BTH3EHIT Lo23>554>
3 ZRWTEIRT .

A DEREL A DR [CK S /RERNR
UCHEL A ZEIRT B.

SAEBGNERDE @ 15%, HIRFEX @ 90%

HENIRWEE(L, MMDER(feasibility, toxicity)ZEE

Fernandez-Martos, C. et al.: Journal of Clinical Oncology, 28, 859-865, 2010.



e

Arm A:
Post-
operative Arm B:
Adjuvant Induction
CT CT
(n =52) (n = 56)
End Point No. % No. % P*
pCR 7 13 8 14 .94
95% Cl, % 5.6 t0 25.8 6.4 t0 26.2
Downstaging 30 58 24 43 13
95% ClI, % 43.2t071.3 29.7 to 56.8
RO resection rates 45 87 48 86 40
TRGT
4: complete regression 7 15 8 15 .88
3: > 50% of tumor mass 22 48 20 37
2: = 25%-50% of tumor mass 11 24 13 24
1: < 25% of tumor mass 2 4 3 6
0: no regression 1 2 3 6
Not otherwise specified 3 7 7 13

WIS NDOEEERIMEPCR(10%)%T L TA?
O LSYAN AN

el

Arm.A(p=0.261(one sided)), Arm.B(p=0.193)

VAV

1.0
B‘ "l_...I —ArmA
= g II Arm B
o
S 0.8
o
L S
o
‘©  0.61
2
>
.
S
I 0.41
[«b]
@
—
H-
o 0.2
L
S
= Log-rank P =.368
(]
m T T T T T T 1
0 6 12 18 24 30 36 42
Time From Consent (months)
No. of patients at risk Censored
Arm A 52 46 28 20 9 1 0 45 (87%)
Arm B 56 54 37 26 9 2 1 43 (77%)



>3 b—>32IcKSFHIER
EX~UBIILO> bO—-)L =005 =1L —=32[E1£%10,000[E]
=10)Y =} B SSD Modified SSD SWE

(PA-PB) ArmA | ArmB | NOoArm | ArmA | ArmB | NOArm | ArmA | Arm B | No Arm
(0.01,0.01) 0.025 | 0.025 | 0.950 | 0.025 | 0.025 | 0.950 | 0.500 | 0.500 | 0.000
(0.1,0.2) 0.455 | 0.454 | 0.091 | 0.311 | 0.311 | 0.378 | 0.500 | 0.500 | 0.000
(0.2,0.2) 0.500 | 0.498 | 0.002 | 0.320 | 0.320 | 0.360 | 0.500 | 0.500 | 0.000
(0.3,0.3) 0.500 | 0.500 | 0.000 | 0.334 | 0.335 | 0.331 | 0.500 | 0.500 | 0.000
(0.01,0.03) 0.023 | 0.167 | 0.810 | 0.021 | 0.164 | 0.815 | 0.315 | 0.685 | 0.000
(0.01,0.2) 0.002 | 0.950 | 0.048 | 0.001 | 0.947 | 0.052 | 0.003 | 0.997 | 0.000
(0.20,0.35) 0.100 | 0.900 | 0.000 | 0.042 | 0.805 | 0.153 | 0.099 | 0.901 | 0.000
(0.2,0.4) 0.047 | 0.953 | 0.000 | 0.017 | 0.897 | 0.086 | 0.046 | 0.954 | 0.000

2

* SSD : Screened selection design, SWD : SimondD = >4~ IMEEIRTH 1>
Modified SSDI&, Selection designDIRMNCEMEZEREL, BMEU LD TEADE

4 (RR or HR)ZR I ArmZIEIR I B HETHD.

SimonM2EEEST U 1 > ZREIFHMIEIICHIAT 2 & T, BIFEREEAF HDDWVIET)D
BHHL A DRI =2 JZITOEDATRRL A ZEIRTEDZEND

md.



SO MEROIVU—-Z_2D 7Y A > DHPDRIIC : ES

RE (C &K D EHih SAY A X THE B
HoDMIE UL [H, = 4] H,{DSIE LU [H, = 4]
Hy & 3] $E1EDIBEa w18
H,Z2&] (HZOVIE L LMD IC52HD) (HELWLWDTRE)
HZE & IE ULVl 1o 55 TEMIAER
H, 28] (HBVEE LULNDTEEEN) (HBELVDICEE)

B 2HEDBIH—EKERG (PR (CRDELDIC, FEXYA
AZHTET D (ALY (Lpositivel 2D (CAEES %38 U Tnegative & KT I
DoJeEZEE< I B).

m {REHERDER, SE1EDIBERD —EKEER T (oK) ThHD
D\ EDEER I D (A (EnegativeRD (CAKERIEER %18 [ Tpositive
EiGEm T T BT S —H VR DRV C & ZHEER T D).




> >9Aﬂ$7sa U —_— >0‘7‘"ﬂ'4’ >(1) (Randomized Screening Designs)

Study designD7=8 [CHELRIFER
Phase Il Experimental .
Treatment Arm m SEERNERMZE (Effect size) : HR
- FHIEDBIRIRDTEEART
a = 0.05 (two sided) B E1EDOER(BRE/KE] (e LT —)
1-B=0.800r0.90 > HpP—-LKREEE0.1), H

BLE, XELHE
Standard Arm u S ED@EER(BLTS —)
> BERYAL XTOHRETED

28, EE(ERUL.

4

Rubinstein et al.(2005)(&, BEK#EZSWOGHE 77— ik & FFRODKE B EKAE
15~20%(one sided), ¥&HI90%)ETFT B ET, BAYA X ZLEEN/NESL<< TS
CENTEDCEZEBRLUTCWD. Nz A MR- 0575142 &
LD,

Rubinstein, LV. et al: Journal of Clinical Oncology, 23, 7199-7206, 2005.



o LS —ZigNcE 3 EBEENEHD EDEEZIIETDIDH ?
Pl & [B) 7K #E HR=1.5MBE(COT S > IIRE CaHMii L

Total N

450

400 ~

350

30

2500

2000

1500+

o LS DEA N MY (total)

AO)——_207HA14>TlE, aI5—, pLS—
wEH7 - AR EEREEEINL, mEEHEE
0=0.10& UTEiZEI(C(32/3, a=0.20& UTEZE (T
FERXRBCHNR D ENTES.

|
|
|
|
8pIFZEE DRIl
|
|
|
|

1-B=0.80
1605IFZRE DHIR

100

10=0.20

004 0=0.05 o008 0=0.10 o012 0.16 0.20

Alpha *1 1 ICH-E9H 1 RS> TI%, EHMEEERDIZS(C(Ea=0.025(one
sided) CRIEI D ENEH N TULD.



SOALMERDIU—=2D0FH A : EH

SFREB% /B EORZERIA OS> 28K (Estrogen Receptor) BB EITELDA BE
([C339 BEntinostatiCc BT S BAERILLLBEE 1 HH5HER

BFHAEICHNT, BRERBETIANAERE (T B770
exemestance + IS —TCREE TDPFSOMSTIEI.7H B THDZ EHTRE

entinostat SNTULSB. COMFRTIE, 7OXSY—TPHEERE(CHITD
AR L DTS - AR EREF T E BeitinostatZi 59 5
CET, PFSH2.31 B(Prs=6n AU C E&HAFL TULY
2 (HR=0.62).

FEERTEDOEBET, OU 5> JHRTE (one sided 0=0.10),
HRIEITDEE, MEI1-pH0% ERDINEBA N MY
(F1126ll(total) T B.

BIAE, BErteDd+(Yes/No), gy
dgk, B, O=>7)

exemestance +
placebo

1.0 4 = Exemestane + entinostat: median, 4.28 months
. S PFSDF RIpfEN0.05572 > 72, ARFHAR
S ey, | CTlEas0100T, positive/dHERA"
SZ o6 =FHMNIE. ﬁ'fd\‘tﬂ’)é; eitinostati¥ 5
i (37025 —PIEREDHRE (L
28 " ICENEIFCTED.
aé’ 0.2 +
o : 1

0 éll- é ‘I|2 1|6 2|0 2|4 2I8

Time (months)
Yardley, D.. et al: Journal of Clinical Oncology, 31, 2128-2136, 2013.



FT(FEEDBEHDRESE

1.0 4 = Exemestane + entinostat: median, 4.28 months
E Exemestane + placebo: median, 2.27 months 1.0 1 = Exemestane + entinostat: median, 28.13 months
= 0.8 HR, 0.73; 95% CI, 0.60 to 1.07 Exemestane + placebo: median, 19.84 months
S 2-sided stratified log-rank P=.11
w E 1-sided stratified log-rank P=.055
S = 06 0.8
€8 ©
= Qo > —
2 2 04 =
8= - E 0.6
=3 i = Ll
3 0.2 N '
(=18 = O ||I
; ; . . : : : © O p4- MLl
0 4 8 12 16 20 24 28 L o 1
. > — 1
Time (months) o L,
. . 0.2 1 .
OSHERHEOI S > (VT - HR, 0.59; 95% Cl, 0.36 to 0.97
) 2-sided stratified log-rank P=.036
o | — ~ == p— N\
N2 TIWNAY TIVRFE)(CHBWNT : , . . | | |
p=0.036(two sided)f=D 1. 0 6 12 18 24 30 36 42

Time (months)

SRR (IBER VD TIIIRVD ?

AREHER (L, eitinostati¥ 5 (C K> TrONSY —EHERE(CH I BABKIEDF
5 - (KRN CTE DI EARET I DHERTH D, OoSIFEIRRFHIMIER (CBE/RLY. U
e o T, FBELIADICKDFENDRE(CDWVWTIE, SH1HRARTHEES
BAIMENRDD(ICIZL, OSHKRIBICHUD C EZRmET i, RPIERER%ZESE L
EM5THhD. ).



> /9Aﬂ$7sa —= /0‘5"'&‘( >(2) (Randomized Screening Designs)

Study design@D 7= 8 [CHE IR EER

Phase llI Experimental m SEERNEDZ (Effect size) : HR
Treatment Arm > HERBEERLTHDICTS

u SBIEDER A TEKE| (0TS —)

a = 0.05 (two sided) N
1-B=0.800r 0.90 > EELZL

" BB T S —)
> WA XTOHMETEBLD,

Sargent & Goldberg(2005)(&, BEDI I T M XL T, FIFERBDOMEE
ZEEIDCET, TOEEZHDICRKTEI D EICKD, MEHIEZLIRKTD
AEZEIRELTLS.

Sargent, D.J. & Goldberg, R.M. : Statist. Med. 20, 1051-1060, 2001



HEDTE
[NRDIRGE : ABF> BEH (ZEDERES(IBRIDMENIEX D)

0 Pg — d Pg + d
] > =N
Pg
dDEENZRH SNV | dL EOBZNEN RS SND
< >
B EBENEBNZIR B3

Pao =Prlp,—-d<p,<p,+d] R, =Pr[p,>p,+d]

HIERE + AR 1 1= pP,, + Py, 0<4<1
HTORBEFEI D

¥ IRMETE UIRVME S (pairwiseLEER)
EBEHEFsUEEET, AU LEOBEEMIBIRDEBR(CRDLDICHE

HEEHFE T BIES(FIREFIE)
BEZHELLEEET, HEU LOBEFEENTIBEIXD EARICIEADLDICHE

Sargent, D.J. & Goldberg, R.M. : Statist. Med. 20, 1051-1060, 2001



5 >4 LMERIEFT Y A > (Randomized Discontinuation Designs)

AILER A T5Y
SR T SD
ISt or
E=DHAR RAE O
SDE 4t
Off study

20, ERH (SR (SETI DERND BRI SNBSS, S>HF MEESNDEH
MI— (212D,

X TSR (or ZEEBREEECM U C, MEAEZERLUTED, [EHRQRFHMICRS
m\_J““'IEb\@Za

X SDLIMNDIERIZ BRIAF IR ITNUI R SIS, 2R E U TORERIEL, BEDR
%ﬁTU”I’/(LtL’/\_C&<Tdé__[“b’ﬁb\ai%(ﬁedllm & Simon, 2005).

Fredilin, B. and Simon, R.: Journal of Clinical Oncology, 5094-5095, 2005



S8 MERILSTY A2 : B
IS MID A BE (T BSorafenbBEEDT SERIMIRS >4 ML LR

Sorafenibi% 5
BBV 25% R

Sorafenib}¥ 5
Sorafenibi¥ 5 =
12weeks 75t
FEIS N 25%1B K

Off study

S MMEPIETH A>T, 2FIHhE5ENT=Sorafenibis 5 TDSDEEFIDEIS
ZETE URITNERSIRL. COEMTIHE, =1L —23 2 (PrSTIER < BEEIEN
K)ZEU T, EFEBIDI3%SDIEM(CIRDCEZST=ZaLl—>a>ICKDEtEL

TL\B.

ZUT, EHF12weekiBDSorafinibis58tE T SUMISEEOEIBEESFR%
90%,70% & UTZHE E T, Sorafinib(CXT I DiERIEZERZ 80% & 18D KD (CHAEAIERETZAT
IRole. TORER, mEHIEH6sH|, £ETRFIZIH 14451 18D Tz,



FHIDFER

1.00 4

125 _l‘, — ggal%rgl() (n =33 3)2)
o/ Ce! n=
100 1.3 S?,o,i Sé?nvghe o Censored
> 25% shrinkage 0.75
75 [ Median progression-free survival
o y f nd i t:
> o EMHSRIESI(65/20561) Placebo = 6 woeks

0.50 - Sorafenib = 24 weeks

Liki P =.0087
0.25 4

- .

Tumor Measurement (%
o

Proportion of Patients Progression Free

Change From Baseline in Bidimensional

7 | 0.00
T T T T T T
-84 0 100 200 300 400 500
e Patients (n = 193) 12-Week Days From Random Assignment
a =
Run-in Period "

Sorafenibi® 51859 B E T, Placeboll LE/RNTPFSHYVAIRE(CIHRTUE.

UL LIRS, PRIEFIGZWVNCEMNS, SHMMEPIETT A2 (CTIREN
DD ITEDOMNMIABAAINZ (X, Screening design CHRIBRDIERENES N, HhDKLDD
TRVVEBIZL TSRS a]gEIE D 12 (39)).



DFEAFR = Seamless I/IIFTH A > (O &EDDH)
c ATADITL A DAY -0 (BIRTEFIR) , A7 2 CTHEBEF DL
- StageAlCHUT, OSICDWTENRENHDIHZEI(ICE, RHIBERIFIE
Phase Il . . Phase Il
SNEREEL —)'( i
Q_ﬂ££¥z |

> 5 ]

oH F‘aﬁ AT

Stage A (Learning) Stage B (Confirming)




EB(ELEBEIHERERTODI > RIR1 > : 0Svs. PFS

Rubinstein et al.(2009)(&, EAEA{LLLESBIMEERERTIX, OSKDEPFSZET >
HEEZ L TULB.

B Time-to-progressionD(E D H'Time-to-deathd& D HIEWLNC EHS, BHACAFHARIZ
confirm C=B.

B 15t ine T, OSTIIRABEDHEZZ|TDICE, HeaBEDOFHMC/IRSR0\a]EE
'I‘ib\‘ai%(PFs‘C(i%@?’*ﬂ“(ifl‘fdm)

B RIS, PFSDIEFSH0SICK BARTHRIASE L, Z<DEMZNEET
YIRS L/?i’UaIL\.

—73C, PFSOZAEICIE, AN\ 7 ARER /ZH, RIERR), s/ 17X
(E@nﬂﬂﬂ(giiﬁ'éfﬁﬁﬂ’]/ 177 R), BEWBE/) AT RIEED)\ AT XTEET D
ENdd. &<I(C, i&ﬁﬂﬁ%@&jﬂ%&?ﬁhf@i BIFRATHSD.

PIl study EWVNDEFEZEZ ZNULPFSZEBIRT B EN—DTIEHBDEDD, RECIST
MFIHTE VKR TIEFIATER. £, FEAENADZSICIX, PFST
RLTHELINEEZSND.

Rubinstein L.V, et al. : Clinical Cancer Research, 15, 1883-1890, 2009.



BIMEHER(CH T D H7 — LR &2 7 — LRBRDEIR

+1RMEER  [EY)EERE | RR(CK BT |TATAEMYT | Combination @&t/ E_Z | Single Arm | Randomized OX>
EZWRET [BEMNEE |(ENEEE | therapymn\ds | kUL
=zh?  |$3h?  |h? prognostic | ? =" onz
(>100) heterogeneity EITBH?
— + + + + + + 4+ + — FBEAVUIL— MRESNZHER
+ — + — — + + + + BESRNFE LRV (EEEEE
HLEBIZ V) EEERE (CX 9 D H
B 5aERITr —>EUT 1 El
+ — — + + + + + SELENMFIE S D(BEBEMEN
i " FEERIZZ 1) 2nd line ) pE oD ERE (C
X1 9D R SaER
+ — — o= + + + + RECISTEHi A R Tdp D Hh Time-
+ to-Eventh¥FlI i =N 25 BR
+ + — + + + + +  |EBEBUIENA - KEEHD ADLstline
+ BEEUTOLEREMRICETD
+ + + + + + + + + + |ABRENERRE - RIEFHEF(C
KO TEAL T DIEREREIICHTD
+ + + + + — — + + 4+ |(BUREXRNUAILT—IHFE

U7 \ERBR

Gan, H.K., Grothey, A. and Pond, G.R. et al.: Journal of Clinical Oncology, 28, 2641-2647, 2010.& D —BB{E1E
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Taylor et al. (2006)V(ERCTICH VN TRIGEICIR DD
(FEREREF D/ A P XA THBDC E&IBBHHLU TS
(DFED, EENMNABIFB3EXNJ D)L bO—

NS BIHE ([C(FHBERERD(FE S HNZRMNELY).
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DEPIDFEBZATRNRET DIBS

HAERCLEBGRER
AR EELRVMES.

RERBEIRBICELUIZZETE
FCEHeAMNUBDIII> MO
BEFEULRWES

WHREBHZEULEES (D FIRNEE
TITON3YI Y )

P AUBIEERICXT 9 Bstrategy N RBCEIL U TWBRIRTE(CH T, BHEERER vs
HEEALLEEERER TR <, #HEHT URHDSEMBEFI CTES CENEETHD,
ENHEHGHERDE U WD S BEBCLEE B IMERER TEM T D UL\ DDIEERD.
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