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NEHEEESEE L I
(n=675) FHILIND D ED )
»  1,000mg/m?2 iv . 338 PD
E%I].? \_ (n 338)

Hhigi, ECOG PS. Ea#RRESTEE. LDH  331) v oAU BHEEL TRBRERZIA TSI/ R®
BRAF V6OOZERH T VRV TREINT-,
E2) CORE-BAEX. RFBIZBWTIEAZEINTULVAELY,
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TATOERZERZADREDHIC

M

..Rn:he OZa J-7

AHILIND > B (n=338)

RLAS7x=T & (n=337)

B4 181 (54%) 200 (59%)
FEwnH RE (FEFH) 52.5m% (17-867%) 56.0k% (21-86%%)
BB IKRE 5
IVE]:M1a 40 (12%) 34 (10%)
IVER:M1b 65 (19%) 62 (18%)
IVER:Mic 220 (65%) 221 (66%)
VIR A BEIICHA 13 (4%) 20 (6%)
fim Bl
RIEMLKRE 109 (32%) 104 (31%)
EMEFR 5 (1%) 1 (<1%)
RimEFE 3 (<1%) 1 (<1%)
fLEn R 78 (23%) 78 (23%)
ZD1th 143 (42%) 153 (45%)
ECOG PS
0 230 (68%) 229 (68%)
1 108 (32%) 108 (32%)
i ;&LDH
HEBERA 196 (58%) 195 (58%)
=1E 142 (42%) 142 (42%)

A EDFFET{H & ¥} . Chapman PB, et al. N Engl J Med 2011, 364: 2507-2516
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e = 4 7 HARS (E EAEATRSE) m
/ﬁ%% T 48 B& BR 54 E& (NO25026 [BRIM3] 5tER)

1.0

AR
— RLTTT=TEE(n=275) 104 (37.8%)

0.87 —— BHILINCUEE(n=274) 182 (66.4%)
HR 0.26 (95%CI 0.20-0.33)
1 0.6 p<<0.0001. JEfE Alllog—rankiRE
=)

....................................................................

4
F 04-
ﬁ

0.2

JROEER
AAIINOUBE 274 213 85 48 28 16 10 6 3 0 0 0 0
RLSTT=—J# 275 268 211 122 105 50 35 16 4 3 0 0 0

FAEH|FE .. RECIST ver. 1.1
AvkATH: 201086128308

AEDHFET(H & ¥} . Chapman PB, et al. N Engl J Med 2011, 364: 2507-2516 49
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£ FHAM (EE 2 HTEF) m
iEY) 5 I FREE BR 554 BR (NO25026 [BRIM3] 5 ER)

\ ‘ AR
—_— NLTTTZTEH(n=336) 43 (12.8%)

1.0 N oae
— ZAILINT U EE (n=336) 75 (22.3%)
HR 0.37(95%CI 0.26-0.55)
0.87 p<0.0001. JEEBlllog-—ranki& E
2 0.6-
o
ﬁ
F 04-
0.2
7751 923
0 T T T T T T T L T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12 (A)
‘ HAfH
YR BEH

—

@ﬁ)b/§°)>a¥ 336 283 192 137 98 64 39 20 9 0 0
RNLZ7T=J# 336 320 266 210 162 111 80 35 14 6 1 0 0

HybA47H:2010512H30H
AEDHFET(H & ¥} . Chapman PB, et al. N Engl J Med 2011, 364: 2507-2516 50
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CHUGAI

uv;m—:’
ARILINO B RLS7I=J# pfE
(n=220) (n=219) (Schouten X 2#&5E)
E3hHIER 12 106 <0.0001
Z=3N 3= (95% CI) 5.5%(2.8-9.3) 48.4%(41.6-55.2) '
CR 0 (0.0%) 2 (0.9%)
PR 12 (5.5%) 104 (47.5%)
SD 53 (24.1%) 81 (37.0%)
PD 103 (46.8%) 23 (10.5%)
R B R 1E NR 5494 8
(95% CI) (4.60-NR) (3.98-5.72)
NR: R EI =

1vbAT7H:2010612A 308

AEDHFET(H & ¥} . Chapman PB, et al. N Engl J Med 2011, 364: 2507-2516
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D R }gg: IVEA:M1c EE (%) 48.4
£2 CR(#1) 2
%:/ ol PR (1) 104
(%) o S ENETOMM | | .
~100 hR{ECH) '
® AAHILINCUE (n=158) SRR IREE S 5E
250 - ?Eﬁfcﬁﬂ =220
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M

(ochey D2 F—T
FRIVINO U NLFTI=T#
(n=282) (n=336)

%€ Grade
Grade SLLEDHEEZR

253 (89.7%)
86 (30.5%)

326 (97.0%)
168 (50.0%)

Grade ANDFEER 22 (7.8%) 13 (3.9%)
Grade SOEEEXR 6 (2.1%) 6 (1.8%)
EELEESER 45 (16.0%) 110 (32.7%)
BEhib[CE--HEER 12 (4.3%) 19 (5.7%)
KEE B ERICE--AEER 44 (15.6%) 129 (38.4%)
TRTOELT* 16 (5.5%)7 22 (6.5%)
SRBETUNZKBIET 1 (0.3%) T 4 (1.2%)

FILRSVIZHEHGEESER
R [& A il iR = 1 (0.4%) 62 (18.5%)
5 10 (3.5%) 202 (60.1%)
S HR 18 BUE 10 (3.5%) 124 (36.9%)
B B 9 (3.2%) 165 (49.1%)
R 108 (38.3%) 138 (41.1%)
iR EEERR 13 (4.6%) 59 (17.6%)
QTfEfRER 16 (5.7%) 28 (8.3%)

* IR EMND28B LU T FHILINDUEE (n=289) [ZH T A 4T
A EDFFET{H & ¥} . Chapman PB, et al. N Engl J Med 2011, 364: 2507-2516

b4 T H:2010612A 308
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M

..Rn:iw OZa J-7

BESR(EEEI10%LLLE)
iEY) 5 I FREE BR 554 BR (NO25026 [BRIM3] 5 ER)

FHhIVIND B (n=282) RLS7x=7 8 (n=336)
£ Grade Grade 3LL_E %€ Grade Grade 3L E

EEESAHLNF-RE 253 (89.7%) 86 (30.5%) 326 (97.0%) 168 (50.0%)
CN 115 (40.8%) 5 (1.8%) 101 (30.1%) 4 (1.2%)
BH 87 (30.9%) 5 (1.8%) 112 (33.3%) 6 (1.8%)
3R 9 (3.2%) 2 (0.7%) 165 (49.1%) 11 (3.3%)
5 3 (1.1%) — 121 (36.0%) 28 (8.3%)
B% B AE 6 (2.1%) - 117 (34.8%) 1 (0.3%)
T 34 (12.1%) 1 (0.4%) 84 (25.0%) 2 (0.6%)
Mg it 67 (23.8%) 3 (1.1%) 50 (14.9%) 4 (1.2%)
AR BB R IE 10 (3.5%) - 101 (30.1%) 9 (2.7%)
G1EPF 26 (9.2%) - 72 (21.4%) 2 (0.6%)
£ 65 (23.0%) - 32 (9.5%) —
FE 25 (8.9%) 2 (0.7%) 59 (17.6%) 2 (0.6%)
REE 4 (1.4%) — 74 (22.0%) 5 (1.5%)
BAURIR 20 (7.1%) - 53 (15.8%) —
‘A — — 67 (19.9%) 4 (1.2%)
RHEMFE 13 (4.6%) — 50 (14.9%) 1 (0.3%)
P9 % 9/ 17 (6.0%) 5 (1.8%) 45 (13.4%) 1 (0.3%)
R & FL.EEfE - — 62 (18.5%) 1 (0.3%)
R EEZ1% 3 (1.1%) — 54 (16.1%) —
KEEE 9 (3.2%) - 44 (13.1%) —
AR 4 (1.4%) - 39 (11.6%) -
AR5 4 (1.4%) - 38 (11.3%) -

R EARHaE 1 (0.4%) 1 (0.4%) 40 (11.9%) 38 (11.3%)
5F R BRR /D E 32 (11.3%) 24 (8.5%) 2 (0.6%) 1 (0.3%)

E %% [EMedDRA ver. 13.1

EJE E #|%E [ENCI-CTCAE ver. 40I2&5

HvbkA 7R :2010412830R

A EDRE LM E #) . Chapman PB, et al. N Engl J Med 2011, 364: 2507-2516 %4
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— BAINDVEIZTH LT, RBIBEFIXFET D) XX 74% AL .
PFSHEEICERLT-,
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- BRRIEL FDIVINDVEF (5.5%) [TEEARNTARLSTT T8 (484%) T
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LB T EE TS50 ECHRAEETH T

RS & 4. Chapman PB, et al. N Engl J Med 2011, 364: 2507-2516
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ERNZE I /I HEEREER (JO281785KER)

o HERT YA

BRAF V600ZERAEH T 2D ——
= SERBAT R :
SRR EM EAIESE (n=11 e
WAYRTEABHEREEEE (=11) | 27200
ATvT1 ATvS2
RN L1571 =7960mg/[E] RN L57x=7960mg/[E] o A 7 Rt £
BEEEOEs (R EEREOES REEMTAR:
(n=3) A (n=8) y AT 1+2MD 11451

[ HERLHUIIMEES ] ) AV A U BIREL L TR RS R RSN
ATYIVEF DR EEETEDR TL\3I/3 " BRAF V60OZEEBRH FvrE
AWTHREINT-.

® XTv71 (n=3)
- FEFFHIER IR EH
- BIREHEIE B  EEME/IR. Te. EYEE. AERE
® XTvJ2 (n=8)
- FEFBEEE : =3FE (IRC*HIE)
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PFS (IRC#|E).OS. &4 & *IRC: I RYEEES

FREIHEAN 50



ACCEL 15 by TREFEFBRELT
BEHR (27571, 2) >
:E / I *EEEEEJQE% (\J0281 78n_t5§) Cocte) D2 TV~
ATv71(n=3) ATFvFS (n=8)
B4 2 (66.7%) 1 (12.5%)
F i Hr B (EREH) 51.0% (38-687%) 4507% (23-625%)
BRERED n=2 n=7
Fiéa PR 97 £ I #A — 1 (14.3%)
IV £A 2 (100.0%) 6 (85.7%)
i REHLAR 1 (33.3%) 2 (25.0%)
EHEFR — 1 (12.5%)
KimEFH 1 (33.3%) 1 (12.5%)
fRER R — 1 (12.5%)
%@1’@ 1 (33.3%) 3 (37.5%)
ECOG PS 0 3 (100.0%) 6 (75.0%)
1 — 2 (25.0%)
Im;&LDH HEENRN 3 (100.0%) 5 (62.5%)
=1E — 3 (37.5%)
BIREREHY 3 (100.0%) 7 (87.5%)
FHILINO Y (BEIF- I REE) 3 (100.0%) 6 (75.0%)

HERE A
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TATOERZERZADREDHIC

EMNEDFRED (RTYT2) o

E|NEE [ /1 BEGPREIER (J0281785EX)
IRCHI5E
R T T R A5 1 841
=R TE 6451
CR 0451
ST S G o
NE 1451
RN HAM] hfiE* (H) [95% CI1* 59.0 [56.0-NR]
EXFETOHAM hQfE* (H) [95% CI] 29.0 [27.0-29.0]
PFS hR{E* (H) [95% CI]** NR [84.0-NR]
oS hR{E* (H) [95% CI1** NR [116.0-NR]
RECIST ver. 1.1 NR: R EZE
HvbhAo7H 2013588291 * Kaplan-Meieri%x CHETE %k Brookmeyer and Crowleyi% T95%ClZ & H

EKRETHEAH o
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REH(RTYT1,2) -

E|NEE I /O FEERREER (V02817854 8R)
RL57x=7 (n=11)

%€ Grade 11 (100%)

Grade 1D BAEZEER 11 (100%)

Grade 2B EER 7 (63.6%)

Grade SDBAEZEER 3 (27.3%)

Grade 4LL L DEEEZH -
EELGAEEER 1 (9.1%)
BEIEcE--AEEZ —
REF-IIAELERIZE-FEEXR 6 (54.5%)
TRTHIETH 1 (9.1%)

TR HEIT LN Z K BHIET —
RALAZ7I=ZTIZHBNLEEEER

IR & & gz —

RE 10 (90.9%)

S HR 18 BUE 3 (27.3%)

BH & 10 (90.9%)

) 6 (54.5%)

AFHseEfE = 5 (45.5%)

QTfEfRE R 3 (27.3%)

HybATH:20134F8A298 * HREEMNS28H LA
AR EImER 59
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AEER(F:

IRE10%LL L) (RTYT1., 2)
E|NZE /1 EERREER (JO281785 ER)

TATOERZERZADREDHIC

M

uv;m—:’
Grade 3 Grade 3
£ Grade BLE £ Grade b

BEEEZZIAHAONT-EE | 11 (100.0%) 3 (27.3%) K 3 (27.3%) —
B &R 10 (90.9%) — £ 7 FE 2% 3 (27.3%) —
AR 7 (63.6%) — yi:2b ST 3 (27.3%) —
EZEnd 7 (63.6%) — RERAE 3 (27.3%) —
Eid 2 5 (45.5%) — KREEE 3 (27.3%) —
BIREZIKERZ 5 (45.5%) 1 (9.1%) =i 2 (18.2%) —
BARIR 4 (36.4%) — B 2 (18.2%) —
RH 4 (36.4%) — LBt 2 (18.2%) —
AFIEE 3 (27.3%) 1(9.1%) FE-EEEFMNER . _

gy 2 (18.2%)
BE R 3 (27.3%) — AE (R
FARBENE RIS 3 (27.3%) - FIRA R 2 (182%) =
O e IR EE I 3 (27.3%) _ DERQTEER 2 (18.2%) —
%IBI 3 (273%) _ &E?LEEHE 2 (182%) -
Eﬁﬁﬁ 3 (27.3%) _ REMERE 2 (18.2%) -

& it 2 (18.2%) —
FE R4 IIMedDRA ver. 15.1, EfEE H|E [INCI-CTCAE ver. 40312k %,
HvbA 78201358 A29H ABETEHEE M 60
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ERRIZ.ANLTTT=T960mg/[B] 1H2ELERFAXREDEMNMNE
BLUTEEE®EETL -,

Z7_'J7°2(’Er*a('J‘éIRCEIﬂJEI’J:é%?)]ﬁ'laﬂliﬂﬁ']f%b) SEERBIZ
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