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CQ8 : WRIBVIBRTEELBRAFZE RG4S D —RiaH I(FBRAF/MEKFREZE, H1PD-1 Hufxk, %Ly L IdHTPD-1
PA+TICTLA-AIR O WIN A gD 5B H ?
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[RC-5 #EBIER DRIB]

El=
1, ER

BATIRIRAVIBRTEE L BRAFEZ SR 0 —RiAFR & L THPD-14u4 + FICTLA-A A SR
INTLS, LAHLEAD, ZOIETYREL>TBRRARIIAAZ EERICTONIZERKD
HRTHD, MAEDEZLDYTLT—I FT—Z(RWD)PEBHRDOERLI D, REF v 7K
AV FEEEOMRICIIHIEE, ANBENH D EHNTRINTEY, TNEeXIFT HHERDOR
ENLOBRBZWVN.IS LERRICEWTIE, 6RO & 5 BEKORCTORER DA ICE DL 73
B, A EBURT V7 ORAVRATEEABRAFER BRI E 1T 2 REBDAFERICHEU D
DBEVAIREMED HD. LA > TRV TORRKTRROIET Y ALK LA, RT VT ICH
IR ERAT DL IIBRBETH .

2, TEF Y A

ARCQ ZRELT B TH A > DRCTIIELE L 5 A - 72 h', BRAF/MEKFAEEREE & HiPD-1 fiik+iT
CTLA-MLKEE % LB L 72K D RCTA2#R $ - 7=. DREAMseqTIF2FE0SICDWTZENZEN
51.5% (95%Cl 41.7-60.4) vs 71.8% (95%Cl 62.5-79.1, P=0.010) & %, SECOMBIT TI£34£0S
IZDWTZNZEN54% (95% Cl 41-67) vs 62% (95% Cl 48-76)THh Y, R LERATH >7=. T I
HIPD-1iFBE 2 AL - D ICKKDORCTHREEBMLT, 2 v b T— I X RBR%EIT- 1. ZOF5
2, BRAF/MEKRAEZE I T 50SO /Y — FHb (HR) 1&3iPD-1 Jf&+ICTLA-44IKEE T
0.73 (95% CI 0.42-1.26), #PD-1 #i{k& ©1.07 (95% Cl 0.54-2.11)TdH Y, PFSOHRIZHPD-1
AR +ICTLA-447L1A8£ T0.71 (95% Cl 0.43-1.17), $IPD-1 kB ©1.15 (95% Cl 0.64-2.07) T
» - 1= E=HRIZBRAF/MEKFREZEE, HiPD-1 ik +HICTLA-43TIAEE, HFPDLIFIAEEDIEIC,
65.4%, 53.6%, 44.9%. # v XLb1£0.47 (95% CI 0.22-1.02) £0.28 (95% Cl 0.08-0.92) TH - 7=.
—7, ACQARIMT 27-HICHATEZRT VP THHDORCTIXEFEE L AWL.Z Z T AMRIELR
RWD2iRZERWT Ry b7 =0 X RBF%E1T > 7=, £ TEMFKIZBRAF/MEKEE S, #PD-1
PUE+HIRCTLA-44L{REE, IPD1IABEDIBEIC, 69.1%, 27.8%, 32.7%. # v XLtt1£0.17 (95% CI
0.08-0.38) £0.35 (95% Cl 0.22-0.58) T, BRK L Lk L TREF = v 7 KA~ MEEEOHREA
KELLDHERTH 7. TN INFTET OV THORRINTEZ K DBREKHAECRWD
LB 20, RT7PTICBT2REFcy /R4 FAEEROHEICEBLTUL, BREKOT—
2 OFEEMATE S N7z, Z LTBRAF/MEKFEEERE 133 2 OSOHRIZHPD-1 Hifk+it
CTLA-4470&8£ 0.67 (95%Cl 0.28-2.47), #iPD-1 #i{&% 0.98 (95%Cl 0.39-2.46) T V), Bk
TEREINT/ & 5 LHPD-1 LA+ ACTLA-ARGFE OB IR S 7w h - 72, Grade 3U LD
BEERKERIIIPDLAEE, BRAF/MEKFAEEE, HiPD-1 MA+RCTLA-4EE DJEIC,
FRAK T23.1%, 58.4%, 60.9%, 7 ¥ 7 TI£21.9%, 34.7%, 15% TH - 7=.

R b &quality of lifelc D WTIE, BBATICERTE 2mXAEL - 72,

3, WmEEDNT VR

BTV TOT—RIZOWTIE, 3DDBEICOVWTHEDELAERTH-HDTHRIET VX

PNEFLEWEHB L. BICOVTIERKLET V7 HRRT, Grade U ELDBEEREER
|3FIPD-1 MAE T DO2EEL Y HEWNMERIEH > 724, ThICH KENREEERIEEND
ZEEMKLT, RIRTELZDITZ0IFHL L EHRTL /.

4, B, R OMER, &2

Ao DHBTEENMRL WE WS BEAH > 7. BKDORCT T/RE N /-BRAF/MEKFEE R & &
BFry IRA Y PHEROMROUEEHREROES L EDPHORI)ZHmMLE LT, 80
FERP R WRIRETR EAIR 3 B THNIEBRAF/MEKIAE R IR I’ FEEF THs AIRET
ZRAICHBVTRVEDHMZRGETI2HBICERETF v VR4 Y FEHERA BT L W15,
—BAISREL TV A RBARANICMHINT S22 L L Lz B ICHREAECEMER 7R 7 7 4
N, BEOEZPHEEREZNMKLTELEY, BATAZLHNEETHIELRHTIIL L
L.

5, BRNHR
RT7VTICE T2 EANMRERTT 270 ORI EN > 7.

6, R DRE

[BR7 I T7ICH VL TIIRAYIBRTRE W BRAFE R BRI 0 —Ja%k & LT, BRAF/MEKBEES,
HPD-1 ik, 2Ly L IZHIPD-1 A +HACTLA- 4R E % R E ITIRET 5 |
BIRDERT YT DODRWDDATIEZ D3DDBEICEL A DI BREIETFVRICITAYBEL
EHIMT L7z, LA LITPD-1 Hifk s & UHIPD-1 HFfk+ICTLA-MREDMBICOWT, K E R T
CTTIEBELALEN GEEEY) FHd LB LML Z I TSRIOAA FS4 T
IEHPD-1HUA+ICTLA- MR A B KR T 2RRDO HA F 74 > & OB % EB 04 W EHE
TRTICEEDBHEE LT

7, 5BOME

W7V TICEBITBRCT, TR THNISHRANORCTHIBETHS. S HISHDNN( AT —h—
RERMRHNED L, NEPHREL COFEEEZTR L BRI OBRERI AL BINE LA
N,




[RC-6 —fgmiFy~Y—]

BKDHA K54 > TlE, iRBTIBRTEER BRAFZE Z3 145 D — KB X PD-1H{A+HTCTLA-
MUR(ZRILY 7 +4 Y L 7HABER PR EBCHEREIN TV S, LA L, BCROBRKREER
T—REETITOT—REZTNTNTET LTHET S L, BT Y7 TIRPD-1ik+it
CTLA-M7tK, & % W & IPD-1KR(ZRL < 7 HRAWLIERATZ R Y X< THA) OHEH
Bk & ) HEWVERAEREINS. Z LT, BRAF/MEKBBER(X 75 727 + b 5XF=7
BRWLIETYaAZ 727+ XF=7), APD-14uE+HICTLA-440K, $1PD-1 Hiif&d 3 oD
BEE LB LIS, BRKO L S IC 1 DOBRENMMBICH LTBUTHD L ERT T —XIIED
N 27 ZZ T, 3DDBEBEIEIVITNHITO ZehBCEBINZBEETH Y, .iPD-1 3t
F+IMCTLA-MREDNRABET D HDTIFAWI L #FHR LT, BIRTII3DDBEICESL %
DRV E L. EROBEAIREICIE, HEAECRIEROBEBENSE L 11 5. if_ xﬂ%
FHRIBH R THEELHPLLRNAE AR 42 DO HBRAF/MEKEE SR T, EMEXRIZLEBEAEWLAD, %51
B9 5 D HHPD-1 Hifk 4 L LIZHIPD-1 HLE+HIRCTLA-MiATH B Z L 2B £ Hiﬁi@é’fé
NREWGECEBWERAH 2554 ERB L THEELHRIDELRIGEIEBRAF/MEKIEEZE, %
REIZE CHROEEDH B5E ICIETPD-1 HtiE A U L IZHPD-15tA+ 3t CTLA-44L A A E L T
WBAIBEME L REINT WS 7280, BREOB THRICELE > TAHZRETZZEAEETH

Z




[RC-7 EtD7 L —L7—7% (Clinical recommendation: Individual perspective) ]

B

CQ 8 RIATIRRT B4 BRAFE R [SIEH O —JaE I BRAF/MEKBEEZE, H1PD-1 Hifk, 70U L IZHIPD-1 S+ HICTLA-45TR D Ly

E35il HRBYVIBRTEE L BRAFZERGHEE X 7/ —<

A —XAEL L COHPD-1 HifkAa L LISHPD-1 HA+ACTLA-4HER

teEAt R —RiBE L L THBRAF/MEKBREEE

FERTIMAL S4AFHHE BERETFHE FUXK, BEER

vy TFavT R, FElEEbH AV, EREHI ORI L 72, & KICRT VT

B individual perspective

R AHFIZH T B2BRAFEEBME X T/ —< DIREYIFRTEESI T Id, BRAF/MEKBREZE, HiPD-14ut4A5H % L $H1PD-141

FZstE R AL

Bl

£ E COMERELSEED ?

H JH—FIETFV R BMHER

O - BRAF/MEKBREZEIZXS 9 2 H1PD-1 Hifs+HiCTLA-447 [[BA TIERGVIMRTREABRAFE R G IR 0 —aE & L
FROLEFHME, SEEREFHRA THPD-1HUE + FICTLA- AR A R I T3, L

e Bk DRCT(Atkins 2022) LBEAD, ZOIETFYREL>-BRRRIIAAZE

2 FH7F:BRAF/MEKBEEZLITE T51.5% [I5REFEX |[HFICITHN-BROHARTH 5, RENDE < DRWDPE
B (95%Cl) , 41.7-60.4] vs HiPD-1 Hith+3CTLA-4T |RARDERA S, BEF = v 7 RA >~ FEEEOHERIC

o RS TRETT71.8% [95%Cl, 62.5-79.1]( P=0.010) EHEE, NEELH B ZEATREINTEY, ThEX

BZ6H<, Lz

O

Bz, @Fn

(YW

TEEE

O

DH DR

ERK DRCT(Ascierto 2024)

3 F477:BRAF/MEKBEEE 178 T54% [95% Cl, 41-
67], ¥PD-1 &+ CTLA-AHIESEITEE T62% [95%
Cl, 48-76] BTV
7 DRWD(Namiikawa 2022) =R
FETyFIELERICE Y TR@BITL LT,
BRAF/MEKFEZE S vs $1PD-1 #i{A+HCTLA-44LiK

(n=24)D &4 EFHEDOHR [95%CI]1(%1.03 [0.34-3.14),
s E A EHR OHRIE 1.78 [0.82-3.88]

- BRAF/MEKFAE (X392 HPD-1 HifF+HICTLA-441
K& 5 W IZTPD-1tA O LS4 TFHAM, FIRELTHA,
=3HE(93CHR) 4
KDORCTOHARRMT  (Atkins 2022, Ascierto 2024,
Wolchok 2021, Robert 2015, Long 2017, Dummer 2022,
Ascierto 2016)
2EFHAR:BRAF/MEKREEE I T 2/ H— FLb

(HR) [95%CI] %, #iPD-1 #ifA+3iCTLA-4H1{EHR
0.73 [0.42-1.26], #1PD-1 #i{&KHR 1.07 [0.54-2.11]
AT A FHAM:BRAF/MEKREEZE I 4 5 HR

[95%Cl] 1, #TPD-1 #if&+HICTLA-444AHR 0.71
[0.43-1.17], #iPD-1 #i{AHR 1.15 [0.64-2.07]

& REEBRAF/MEKEEE, $1PD-1 #{A+#1CTLA-4
ik, MPDIIEDIEIC, 65.4%, 53.6%, 44.9%. # v
ZLk1£0.47 [0.22-1.02] £ 0.08 [0.08-0.92].

B7 Y 7RWDOH AN (Namikawa 2023, Kim 2022)
24 77:BRAF/MEKFEZEZ vs $1PD-1 #iiA+HICTLA-447
ADHR 0.67 [95%Cl 0.28-2.47], BRAF/MEKBEZEZ & #i1
PD-1 #1fAIZHR 0.98 [95%Cl 0.39-2.46] )|
* : BRAF/MEKFEEE, #1PD-1 HtiA+HiCTLA-AHlAE,
RPDIMADIEIC, 69.1%, 27.8%, 32.7%. F v Xtbl
0.17 [0.08-0.38] £ 0.35 [0.22-0.58]

BI2BROBEHIOOERDBZVL.25 LARRIcEW
T, FERD & 5 BERKDRCTOIER DA ICED W HEE
M, XA ETCERT V7 ORAEVIRTEELBRAFE R GIE
BlICE T 2 REOARBEIRICET DA AR WATEEEL S 5.
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T, BT PTICH T B AR T 52 LIMERTIETH
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- BRAF/MEKBREEIZx$3 2 PD-1 FiK+IICTLA-437
ROSEFIME, EEBAFIR

ERKDRCT (Atkins 2022)

2 FHETF:BRAF/MEKBEE E 178 T51.5% [95%EFEX
R (95%Cl) , 41.7-60.4] vs #TPD-1 HiA+HCTLA-437
L 1TEETT1.8% [95%Cl, 62.5-79.1]( P=0.010)

Bk DRCT(Ascierto 2024)

3 F477:BRAF/MEKBEE E 178 T54% [95% Cl, 41-

671, HLPD-1 JiR+HICTLA-AARSITEET62% [95%
Cl, 48-76] E9
7 DRWD(Namiikawa 2022) HaR

FET Yy FIELERICE Y TR@ITE LT,

BRAF/MEKPBEZE S vs $1PD-1 Hi{A+HICTLA-4H{E
(n=24)0 &4 FHRDOHR [95%CI](£1.03 [0.34-3.14),

mEE A FHARIOHRIZ 1.78 [0.82-3.88]

- BRAF/MEKFEE SR 2349 B HIPD-1 itk +HCTLA-44

K& B W IZIPD-1IA DS ETFHARM, FIEELTHM,

FNE(93THR) L&/ S
DRCTOHAEREN  (Atkins 2022, Ascierto 2024,

Wolchok 2021, Robert 2015, Long 2017, Dummer 2022,
Ascierto 2016)
24 FHIR:BRAF/MEKIEEEICxdd 5/ Y — Nt

(HR) [95%CI] 1%, #1PD-1 #ifA+3iCTLA-43L{AHR
0.73 [0.42-1.26], #1PD-1 HifAHR 1.07 [0.54-2.11]
IR E A FHAM:BRAF/MEKREEZE IC3$F 5 HR

[95%CI] (¥, #1PD-1 $if&+#CTLA-4HTAHR 0.71
[0.43-1.17], #iPD-1 #{&HR 1.15 [0.64-2.07]
= REE:BRAF/MEKFEEE, $1PD-1 HifA+H1CTLA-4
PR, IPDIHURDIEIC, 65.4%, 53.6%, 44.9%. % v
Zt130.47 [0.22-1.02] £ 0.08 [0.08-0.92].
H7 Y 7RWDOFHEARRN (Namikawa 2023, Kim 2022)
24 7F:BRAF/MEKPEZEER vs $i1PD-1 HiiA+31CTLA-441
ADHR 0.67 [95%CI 0.28-2.47], BRAF/MEKBEZEE & i1
PD-1 #i{&IxHR 0.98 [95%Cl 0.39-2.46] EE
: BRAF/MEKFEEE, #PD-1 JuiA+iCTLA-4HLE,
PD1ftEDIEIC, 69.1%, 27.8%, 32.7%. # v XLtid

BRAF/MEKBEE %2 & HiPD-1 #ii&+HCTLA-44TiAEE %
BB L 7-RCTIE, BRKD2IOATH o 7. 28 & b,
BRAF/MEKBEE 8 & L& L T, #1PD-1 #if&+HICTLA-
MFEOLEFHR, EEELFHRIERINDER
H—E L 7= (Atkins 2022, Ascierto 2024). #iPD-1#71k8E
HEEDBIOIITo1BKRCTD R v b7 — 7 X Zf##T
THZD 2B OVWTIZRAKRDMER A H > 7-.—FH TH
PD-1iLABE D2 EFHAM, ISR AEFHAM IBRAF/MEK
FEERLRRBETH > 7-. TMRIIMbD2BEL LKL T,
BRAF/MEKFAEEE#NMBN T W . —ATERT VT D
RWD<TI4, £7 #PD-1 HA+IRCTLA-4AEEE S L O
PD-13tBE D & A D3R, FrICEMFD, Bk e B L
ThESWMEAEDR LN ZhUE, BRD T — X ICIEERE
YA H B ATREME % T & & X 7-. Z L TBRAF/MEK[EE
Rt HIPD-1 HiiR+HICTLA-MLIKEE, 5 & UHIPD-1#E
BB L -AFPRWDGHX A 1 BEEL . I DDA
BEOR T, 2EFHH, SEELEFHROES ZRIIER
IEFEELED - 7. R Y EHEIZHIPD-1 A+t
CTLA-4H153E S & UHIPD-1LABE D3R A BERKRCT D
Ty b7 = ARBNT—RELY HALMNIE, ST
(BRAF/MEKPBE 8%, HiPD-1 HiiA+HCTLA-4HLAEE 3T
PD-13TABEDIEIC, FRK65.4% vs 53.6% vs 44.9%, BT
2769.1% vs 27.8% vs 32.7%). L EL Y, BT Y 7RWD
TIEHPD-1 FLA+HTCTLA-44tk L $IPD-1 FLADZHEA
BEW7=812, BEKICE T 2HPD-1 A+ICTLA-4 KD
BRUMARON AL L ZMEAHLD - 7. FFEEMENH DX
KRCTE, BEMESVWHIBABNATRYRIZE0E
7Y TRWD, ZNENDF Y b7 —0 X ZBTTREN
TMRICHE—BUINRONS /-0, TFITFL LT

EAE3 EE LLAVLWHR FHi

NBEEELLAVHRIBEDEEDD DH ?

e

JY—FIET VR
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- BEER (O

ERK D RCT D& R HT (Atkins 2022, Ascierto 2024,
Wolchok 2021, Robert 2015, Long 2017, Dummer 2022,
Ascierto 2016)

Grade 3 EDEFEERFEEZK: PD1IHIE, BRAF/MEK
FREE, HPD-1 ik +FiCTLA-AHIEDIEIZ23.1%,
58.4%, 60.9% (U X % }£3.45 [0.35-34.06] £ 0.27 [0.00-
211.53]) w7V
7 DRWD (Namikawa 2023) TliGrade 3L EDHESE
KEER(IIIPDILE, BRAF/MEKEEE, $1PD-1 #inik
+3TCTLA-A3L A D)EIC21.9%, 34.7%, 75%

FRKRCTD X X f#Hi TliGrade /A0 HEEERDIEE
BRAF/MEKFEZE %8 & LLE: L THPD-1 #uix+3iCTLA-4
MAFEETHLREETH > 7. PD-1 MFE ClIFI2E &

Y HEWMERD D - 7.8 7 P TRWD T HHIPD-1HikEE
DGrade 3/ADBEEROBEEIIFKEFERET, bo &
HIEA o 2. BKICLEERY % &, BRAF/MEKFEE S D48
EZPES T, PD-1E+ACTLA-MREE Tl P e
SO TH 1=, 2EOERIERKTH-7-. LHrL, It
PD-1 #LiA+HICTLA-A5TKEEH % L EHTPD-1 HiiEEE T
&, JE5xZHIEL THRRT RPN AR EEEEFESE
RO DEREMEDLIRL T, P& LT
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- BRAF/MEKFEEZE (849 2 H1PD-1 HLis+H1CTLA-44
roeEFHAR, SEREFHRA
ERK DRCT (Atkins 2022)

2 F477:BRAF/MEKFRE #5178 T51.5% [95%fEHX
R (95%Cl) , 41.7-60.4] vs #iPD-1 $i{A+3H1CTLA-4$1
K178 TT1.8% [95%Cl, 62.5-79.1]( P=0.010)

ERHK DRCT(Ascierto 2024)

3 F4T7:BRAF/MEKBEE E 178 T54% [95% Cl, 41-
671, #PD-1 Hik+HCTLA-AHLiRSEITEET62% [95%
Cl, 48-76] w7V
7 ODRWD(Namiikawa 2022) HaR
FEIyFIEERICL DY TRERE LT,
BRAF/MEKFEZEZE vs $1PD-1 #i{&+HCTLA-44{K

(n=24)D 24 FHAMDOHR [95%CI]1£1.03 [0.34-3.14),
IR E A FHIR OHRI 1.78 [0.82-3.88]

- BRAF/MEKFEEZIZ33 3 2 1PD-1 HiiA+HCTLA-441
BH 5 WVIZMPD-1EOSEFHM, FSEEBETFHM,
Z3HE(93CHR) BRK
DRCTOF AN (Atkins 2022, Ascierto 2024,
Wolchok 2021, Robert 2015, Long 2017, Dummer 2022,
Ascierto 2016)

24 FHIM:BRAF/MEKIEEEICxdd 5/ Y — Nt

(HR) [95%CI] 1%, #1PD-1 #ufA+3CTLA-43L{FHR
0.73 [0.42-1.26], #1PD-1 HifAHR 1.07 [0.54-2.11]
IR E A FHAM:BRAF/MEKRBEEZE IC3$F 5 HR

[95%CI] (&, #1PD-1 $if&+#tCTLA-45TAHR 0.71
[0.43-1.17], #PD-1 #{&HR 1.15 [0.64-2.07]

&= REEBRAF/MEKFEEE, $1PD-1 Hif&+H1CTLA-4
Pk, MIPDIHURDIEIC, 65.4%, 53.6%, 44.9%. # v

Zt130.47 [0.22-1.02] £ 0.08 [0.08-0.92].

27 Y 7RWDOH AN (Namikawa 2023, Kim 2022)

24 7F:BRAF/MEKPEZEER vs $i,PD-1 HiiA+#1CTLA-441
ADHR 0.67 [95%CI 0.28-2.47], BRAF/MEKBEZEE & i1
PD-1 #i{&I2HR 0.98 [95%CI 0.39-2.46] =3
X : BRAF/MEKBREZ, #PD-1 HLiA+HiCTLA-4HLLE,
MPDIEDIEIC, 69.1%, 27.8%, 32.7%. # v XLbid
0.17[0.08-0.381+0.35 [0.22-0,581

ERK D22 DRCTTIE, BRAF/MEKFEEEREE & bR L T,
#LPD-1 HiE+ICTLA-MRFE O 24 7 1M, |EELE
FHEAIERICEREIN. LA LET 7 TIERKE L
8 L THIPD-1 Hiik+HICTLA-44tk 5 B LN EHIPD- 14k
DNROKEINLBERANREINTE Y, RKOT—%
ICIHEEERORBL H B EEZDND. ERICET ST
DRWD QAR TIEHIPD-1 Fiiks+HCTLA-44tikdH 2
WIZHIPD-1H DR DA E S IEFCKRCT &L W HIEL,
BRAF/MEKBEE (T 2BAMIEREI N AL 572 L
MLRWDTH B8, ZNICOVWTH ARSI TRYZRIA
=W F-E7YTRWDOHBTE IE—BUHNR LN
BlE&Y, FEEEOH ZEKRCTENA TR Y R EFE
—BHOHLEBRWDEFIA L2720, k0T ET Y
ZlE55E L7
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I UH—FITET VR BINME L
O - BRAF/MEKREEZEIC X T 2 HIPD-1 FUA+HICTLA-A4 | KFDERORCTERT P 7 ODRWDLIFHICE LT H,

EELTHEREEILESD
EHY

EELTHEEEE/IZESD
EOHEENDH Y

EELTHEREEIEESD
T3z o<HmL

BEELTHEEEE/IZESD
kL

ROSEFHME, EEBAFIR

B D RCT (Atkins 2022)

2 FAETF:BRAF/MEKBEEE 178 ©51.5% [95%EFEX
R (95%Cl) , 41.7-60.4] vs HTPD-1 HiiA+HCTLA-437
RHITEETT1.8% [95%Cl, 62.5-79.1]( P=0.010)
FRK DRCT(Ascierto 2024)

3 F477:BRAF/MEKBEE E 178 T54% [95% Cl, 41-

671, LPD-1 JiR+HICTLA-A3ARSITEET62% [95%
Cl, 48-76] EY
7 DRWD(Namiikawa 2022) HaR

FETyFIELERICE Y TRITE LT,

BRAF/MEKPBEZES vs $1PD-1 Hi{A+HICTLA-4H1{E
(n=24)0 £47FHRDOHR [95%CI](£1.03 [0.34-3.14),

T A FHARIOHRIZ 1.78 [0.82-3.88]

- BRAF/MEKFEE SR (2339 B HIPD-1 itk +HCTLA-44

K& 5 W IZIPD-1IA DS ETFHARM, FIEELTHM,

e ESCh ) [F9&/S
DRCTOHAEREN  (Atkins 2022, Ascierto 2024,

Wolchok 2021, Robert 2015, Long 2017, Dummer 2022,
Ascierto 2016)
24 FHIR:BRAF/MEKIEEEICxdd 5/ 8 — Nt

(HR) [95%CI] 1%, #1PD-1 #uiA+3iCTLA-43L{AHR
0.73 [0.42-1.26], #1PD-1 ¥ifAHR 1.07 [0.54-2.11]
IR E A FHAM:BRAF/MEKBEEZE IC3$F 5HR

[95%CI] (¥, #1PD-1 #if&+#CTLA-4HTAHR 0.71
[0.43-1.17], #PD-1 #{&HR 1.15 [0.64-2.07]
= REEBRAF/MEKFEEE, $1PD-1 Hif&+H1CTLA-4
PR, FIPDIHURDIEIC, 65.4%, 53.6%, 44.9%. # v
Zt130.47 [0.22-1.02] £ 0.08 [0.08-0.92].
H7 Y 7RWDOFHE AN (Namikawa 2023, Kim 2022)
24 7F:BRAF/MEKPEZEER vs Hi1PD-1 HifA+#1CTLA-441
ADHR 0.67 [95%CI 0.28-2.47], BRAF/MEKBEZEE & i1
PD-1 #i{&I12HR 0.98 [95%Cl 0.39-2.46] =3
X : BRAF/MEKBEEE, #PD-1 HLiA+HiCTLA-4HLLE,
MPDIEDIEIC, 69.1%, 27.8%, 32.7%. # v XLbid
0.17 [0.08-0.381£0.35 [0.22-0.58]

KCQDEERT Y MO LTHZLEFHM, ERELET
M, ESNEPEEFMEE L INTWEIEREZBERD
L, INLDT I MHLEERT S LICEL T, BEE,
BETERNMEODELLAIREIFEVWEER S,

HAE MEDNFT R BE LWL

PDRELZELLKAEVHRONT Y RENAAD L IBBIBE T 50 7

HHR JH—FIETVZ BINEE LR
O - BRAF/MEKREEZ (T X $ 5 HIPD-1 Hik+HCTLA-44T |2 & L LR & LT, BRRD2DDRCT T, BRAF/MEK
HOLEFHR, REEEFHM PHESERE & LB L T, $IPD-1 AA+CTLA-A R AE D2
. BRAK DRCT (Atkins 2022) SFHMH, MEBREFRRIERICERS N, LAL
HEMEAMEN TV S s A = = Ny L "
2 F417:BRAF/MEKBREZELITE T51.5% [95%fEHRK |72 7RWD TIFERK & t#r L THIPD-1 Hifh+i
B (95%Cl) , 41.7-60.4] vs #iPD-1 Hith+ACTLA-441 |CTLA-43tk7% L L IZHPD-1 kD & 5 B RA NS
£JeiTEETT71.8% [95%Cl, 62.5-79.1]1( P=0.010) BIZEMRISOVTIHBUKRCTE KB L THRAKRE
®) BRKDRCT(Ascierto 2024) <H->TW e THIFECRT — R ICIFFFERMEA S 5 ATHE

EBELEZ 5 <ENRTL
%

3 F47F:BRAF/MEKRRE E 178 ©54% [95% Cl, 41-

671, LPD-1 JiR+HICTLA-A3ARSITEET62% [95%
Cl, 48-76] -
7 DRWD(Namiikawa 2022) HaR

Fr<y FIHEERICL Y T@ITE LT,

YERBTEEEXT-. BZOLKENDIEELTCETYT
DRWD DA AT TIEBRAF/MEKFEE SR & bk L 7=
$LPD-1 Hi&+ICTLA-AHTIREE 4 U L IZ3TPD- 1 A8 0
BAMITREIN AL >72. LM LRWDTH B7-H/N1 7
ZYRIBEV, —HT, 3DDBEICMES Grade3/4DH
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BRAF/MEKBEEZE vs #iiPD-1 #ii&x+3TCTLA-41E

(n=24)D 24 FHAMDOHR [95%CI]1£1.03 [0.34-3.14),
A FHIE OHRIE 1.78 [0.82-3.88]

- BRAF/MEKFEEZIC 339 2 1PD-1 Hiik+HCTLA-441
BH 5V IZMPD- A0 SEFHM, SEEETFHM,
Z3HEE(93CHR) BRK
DRCTOHAEREM  (Atkins 2022, Ascierto 2024,
Wolchok 2021, Robert 2015, Long 2017, Dummer 2022,
Ascierto 2016)

24 FHIR:BRAF/MEKIEEEICxdd 5/ Y — Nt

(HR) [95%CI] I&, #TPD-1 Hif&+3CTLA-44T{FHR
0.73 [0.42-1.26], #1PD-1 HifAHR 1.07 [0.54-2.11]
A T HAR:BRAF/MEKFEEZICx$ 9" B2 HR

[95%CI] (¥, #1PD-1 #ifk+#tCTLA-4HTAHR 0.71
[0.43-1.17], $tPD-1 #i{&HR 1.15 [0.64-2.07]

& REEBRAF/MEKFEEE, $1PD-1 Hif&+H1CTLA-4
Uik, IPDIFLRDIEIC, 65.4%, 53.6%, 44.9%. % v
ZL130.47 [0.22-1.02] £ 0.08 [0.08-0.92].

BH7 Y 7RWDOH SN (Namikawa 2023, Kim 2022)
24 7F:BRAF/MEKPEZEER vs $i,PD-1 Hiik+#1CTLA-441
EDHR 0.67 [95%CI 0.28-2.47], BRAF/MEKFAZEZ & #1
PD-1 #i{&I2HR 0.98 [95%Cl 0.39-2.46] =3
% : BRAF/MEKBREE, #PD-1 HLiA+HiCTLA-4HLLE,
MPDIEDIEIC, 69.1%, 27.8%, 32.7%. # v XLtid
0.17 [0.08-0.38] &£ 0.35 [0.22-0.58] - BE
=R (92Hh) BRK
DRCT D&M (Atkins 2022, Ascierto 2024, Wolchok
2021, Robert 2015, Long 2017, Dummer 2022, Ascierto
2016) Grade 3 E
DHEEERFEER: IPD1HE, BRAF/MEKIEEE, 1T
PD-1 #ufA+HiCTLA-44A D IEIZ23.1%, 58.4%, 60.9%

(Y X ££3.45 [0.35-34.06] &£ 0.27 [0.00-211.53])

7 Y T7RWDOFHAEEM (Namikawa 2023, Kim
2022)Grade 3 L O BESERIEEXOFEEMENT: H1PD1
ik, BRAF/MEKBEEE, #1PD-1 FLiA+HCTLA- 45T iR D
E(221.9%, 34.7%,75%.

EZROBEEIIKRCT T —2 HE 7Y 7RWDH Rk T
H->7-. W7 Y TRWDTIFERKRCT & b L T,
BRAF/MEKRAZEE TP K, HPD-1 Hiik+HCTLA-4
RETPPEWMERIEH 7. WET L, BT7PT7ICE
AN ANEEBERBONREOELIZBESHhTHL, EER
BEZEROBEIMPD-1MAEEFI CEWMERLH 21 D
@, BRAF/MEKFEEZ & #1PD-1 Hi{iFE+iCTLA-44Tik T
A% D 5 PHPD-1 U+ IRCTLA-MAE CEBALICE
WMBRAINH 570 UELY, NATRYRT EFE—BlE%E
BEZ,NAERBOWTNEXZTFTI2RENE, b d
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O HZEEDEM
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O hEEDHSD
O K&EBED
OI-FI-¥1
® HHdHn
BEH0. AR ZoOBRBEIEZELSFEBRREFICL > THEEBLON?
I JH—FITEFV R EBNHNER
O - BRAF/MEKREEEIZX T 2 H1PD-1 FLA+HICTLA-4L [SE D& T, WRENADHET, & T RED/NNT >
EOLLEFHRE, SEEEEHM ZIZDOWTELEDIIBTET Y XA WEHBT L. L
W RRK DRCT (Atkins 2022) 2 &£ |# L BRAF/MEKFEZ 2, $PD-1 HiiA+HFICTLA-AHUE, 1
4 77:BRAF/MEKBAEERE1TEF ©51.5% [95%EHXE  |PD-1 HFLEIFBROBK LR 7T WThiCEWTH, 1)
(95%Cl) , 41.7-60.4] vs HTPD-1 FLiE+ICTLA-AFUE  [BRTBEX T/ — < DigE L L THEEINTWS. L7z >
SE1TBETT1.8% [95%Cl, 62.5-79.1]( P=0.010) T, WINh%ERT B E%2#ELOD, ZOP B
O Rk DRCT (Ascierto 2024) 3 |IEfIZEDIF2 2 & IFRIRTIFEL WL, EWHIRENFYE
4 77:BRAF/MEKPEEZ L /TR T54% [95% Cl, 41-67] [ZZTW3.
BXH whz . IPD-1 A+ CTLA-A k% 7B ©62% [95% Cl,
48-76] - W0
RWD(Namiikawa 2022) EeERFE
@) vy FESERERICL B Y TRIFE LT, BRAF/MEKFE
=8 vs HiPD-1 HA+HCTLA-AHR (n=24)D £47F
BZHC, 0 HARIDHR [95%CI]141.03 [0.34-3.14) St E A 7 HAR
HRIZ 1.78 [0.82-3.88]
BRAF/MEKBAZE 2339 2 HiPD-1 Hifk+HCTLA-44i1E
5 WIIIMPD- 1A A FHM, MIEELTHMN, &
O ShER (93 k) FRAK D
RCTo#&RHT  (Atkins 2022, Ascierto 2024, Wolchok
EY 2021, Robert 2015, Long 2017, Dummer 2022, Ascierto
2016) e
:BRAF/MEKFEZEE (I 2/ P — KL (HR)
[95%CI] |%, #TPD-1 #L{E+HCTLA-441{RHR 0.73
[0.42-1.26], #PD-1 #ifkHR 1.07 [0.54-2.11] {E#E
4 FHAM:BRAF/MEKBEEER IS BHR [95%CI] I,
#IPD-1 Hifk+HICTLA-4HitAHR 0.71 [0.43-1.17], #T
PD-1 #iAHR 1.15 [0.64-2.07] RREEW
K:BRAF/MEKFEZEZE, $1PD-1 #iii&+HiCTLA-4HIE, T
O PDI#UADIEIC, 65.4%, 53.6%, 44.9%. # v Xtbld
0.47 [0.22-1.02] £0.08 [0.08-0.92].
TETE 87 Y TRWDO AR (Namikawa 2023, Kim 2022)
24 77:BRAF/MEKFBZEEE vs $1PD-1 ¥{k+HCTLA-44%
ADHR 0.67 [95%Cl 0.28-2.47], BRAF/MEKPEESE: & #1
9] PD-1 $iAIZHR 0.98 [95%Cl 0.39-2.46] =%
X : BRAF/MEKFEEE, #PD-1 JuiA+ICTLA-AHLIR,
S SE HPDLHADIEIC, 69.1%, 27.8%, 32.7%. #* v Xttld

0.17 [0.08-0.38] £0.35 [0.22-0.58]
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- BRAF/MEKFEE 2349 2 H1PD-1 itk +HCTLA-44
ROSEFIME, EEBAEFIM
ERKDRCT (Atkins 2022)

2 FAETFBRAF/MEKBEEE 178 T51.5% [95%EFEX
R (95%Cl) , 41.7-60.4] vs #TPD-1 HiiA+HCTLA-437
L 1TEETT1.8% [95%Cl, 62.5-79.1]( P=0.010)

FRK DRCT(Ascierto 2024)

3 F477:BRAF/MEKBEE E 178 T54% [95% Cl, 41-
671, HiPD-1 HfA+CTLA-AHARSITEET62% [95%
Cl, 48-76] By
7 ODRWD(Namiikawa 2022) HaR
FERYyFIELERICE Y TR@ITE LT,
BRAF/MEKPBEZE S vs $1PD-1 Hi{A+HICTLA-AH{E

(n=24)0 £47FHRDOHR [95%CI](£1.03 [0.34-3.14),
mEE A FHARIOHRIZ 1.78 [0.82-3.88]

- BRAF/MEKFEE SR (2339 B HIPD-1 itk +HCTLA-44
K& 5 W IZIPD-1IA DS ETFHARM, FIEELTHM,
ESESCRE) &S
DRCTOHAEREM  (Atkins 2022, Ascierto 2024,
Wolchok 2021, Robert 2015, Long 2017, Dummer 2022,
Ascierto 2016)

24 FHIR:BRAF/MEKIBEERICH T 52/ ¥ — FLt

(HR) [95%Cl] I, #iPD-1 $if+HiCTLA-44fAHR
0.73 [0.42-1.26], #TPD-1 HifkHR 1.07 [0.54-2.11]
IR E A FHAR:BRAF/MEKFEEE 12343 5 HR

[95%CI] (¥, #1PD-1 #if&+#iCTLA-4HTAHR 0.71
[0.43-1.17], #1PD-1 #ifAHR 1.15 [0.64-2.07]

R REMFEBRAF/MEKEEE, #1PD-1 #iiA+#1CTLA-4
Hifk, HFPDIFADIEIZ, 65.4%, 53.6%, 44.9%. # v
R E120.47 [0.22-1.02] &£0.08 [0.08-0.92].

H7 Y 7RWDDOFHE AN (Namikawa 2023, Kim 2022)
24 77:BRAF/MEKPEZEE vs H1PD-1 #ifk+HCTLA-43T
ADHR 0.67 [95%Cl 0.28-2.47], BRAF/MEKBEEZ & i
PD-1 #1412 HR 0.98 [95%Cl 0.39-2.46] =3
R : BRAF/MEKFAEE, #IPD-1 Hfk+HCTLA-44LE,
HPD1HEDIEIC, 69.1%, 27.8%, 32.7%. #+ v XLbid
0.17 [0.08-0.38] £ 0.35 [0.22-0.58]
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BT Y T7ICBVTIEIRBYIRTEE 4 BRAFE EG MG O — R AE & L T, BRAF/MEKREZ, H1PD-1 HufF, AL L IEHPD-1 Huik+Ht
CTLA-MntrzRAIREICIRET .

EH

BRKDRCT T, MES N/ ERDZT YU M HLICOWT, HiPD-1 Hik+HtCTLA-445A D BRAF/MEKRREZ IS 9 2 BAIMEATRE N
7=. HIPD-1 HURIC D W TIEBRAF/MEKFREZ IS 9 2B A IZRE NG D - 7-. BT P 7RWDTIE, HiPD-1 HLiA+HCTLA-A5R S &
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ALIZOVWTDOBSG I REN G -7 BEEABT T b HLICDWTIE, BRKRCTTIEBRAF/MEKBEEZE & #1PD-1 Hifx+HiCTLA-441
D RF THPD-1 LA L LLEAME <, R7 ¥ 7RWD TIZPD-1 Hifs+HCTLA-4fitk ' & b = <, 2 LW TBRAF/MEKBEE S, HiPD-1 #1
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BRAF/MEKFEZEZ, $1PD-1 HiA+HiCTLA-4HUE, FIPD-1 AD WITN L RPICH LW TIIEERETHD. AHA K54 280 %FNn
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BOZYM%ET 5.

MR L DELER

BT7YTICBVTH, RCQERIT 27O DRCTHBETH S. & 0ITHEFNDORCTHLETH 3.

H{# : Schiinemann H, Brozek J, Guyatt G, Oxman A, editors. GRADE handbook for grading quality of evidence and strength of recommendations. Updated October 2013. The GRADE
Working Group, 2013. Available from guidelinedevelopment.org/handbook. & Y ¥R
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(B-CHECK-RWD study). Cancer Med 202312(17):17967-17980.
Outcome of combination therapy using BRAF and MEK inhibitors among
[ Asian patients with advanced melanoma: An analysis of 112 cases. Eur J
Cancer2021145210-220

38167503 Sequential immunotherapy and targeted therapy for metastatic BRAF V600

37479483 mutated melanoma: 4-year survival and biomarkers evaluation from the phas:
i1 SECOMBIT trial. Nat Commun202415(1)146.

31562797 IMPemBra: a phase 2 study comparing pembrolizumab with

31166680 intermittent/short-term dual MAPK pathway inhibition plus pembrolizumab
in patients with melanoma. harboring the BRAFV600 mutation. J Immunother

28729151

Cancer 2023:11(7).

34210681 Five-Year Survival with Combined Nivolumab and Ipilimumab in Advanced
Melanoma. N Engl ) Med 2019;381(16):1535-1546.

Five-Year Outcomes with Dabrafenib plus Trametinib in Metastatic
33735811 Melanoma. N Engl ) Med 2019;381(7):626-636.

32534242 Standard-dose pembrolizumab in combination with reduced-dose ipilimumab
for patients with advanced melanoma (KEYNOTE-029): an open-label, phase|
1b trial. Lancet Oncol 2017;18(9):1202-1210.

30798169 Plus Ipilimumab in Advanced
27787543 Melanoma: KEYNOTE-029 Cohort 1C, a Phase 2 Randomized Study of Two
33087090 Dosing Schedules.

(Outcome of melanoma patients with elevated LDH treated with first-line
targeted therapy or PD-1-based immune checkpoint inhibition. Eur J Cancer

32812243 2021:148:61-75.
[Open-label, phase Ila study of dabrafenib plus trametinib in East Asian

30447539 patients with advanced BRAF V600-mutant cutaneous melanoma. Eur J
29399853 Cancer 202:135:31-38.
28283736
Network meta-analysis of therapies for previously untreated advanced BRAF-|
37350027 mutated melanoma. Cancer Treat Rev 2019;74:43-48.
36890675 Systemic Therapy for Previously Untreated Advanced BRAF-Mutated
Melanoma: A Systematic Review and Network Meta-Analysis of Randomized
Clinical Trials. JAMA Oncol 2017;3(3):366-373.
30799646 The association between immune-related adverse events and survival
37017027 outcomes in Asian patients with advanced melanoma receiving anti-PD-1
31876308 antibodies. BMC Cancer 2020;20(1):1018.
34115870

Final analysis of a phase Il study of nivolumab in combination with fpilimumat
for unresectable chemotherapy-naive advanced melanoma. J Dermatol
30009647 2020:47(11):1257-1266,

26332527 Efficacy and safety of nivolumab in combination with ipilimumab in Japanese
patients with advanced melanoma: An open-label, single-arm, multicentre
phase I study. Eur J Cancer 2018;105:114-126

Phase 1/2 study assessing the safety and efficacy of dabrafenib and
trametinib combination therapy in Japanese patients with BRAF V600
mutation-positive advanced cutaneous melanoma. J Dermatol
2018:45(4):397-407.

Phase 1b study of pembrolizumab (MK-3475; anti-PD-1 monoclonal antibody)
in Japanese patients with advanced melanoma (KEYNOTE-041). Cancer
Chemother Pharmacol 2017;79(4):651-660.

Postmarketing surveillance of nivolumab plus ipilimumab combination
therapy in Japanese patients with unresectable malignant melanoma. J
Dermatol202350(9)1108-1120

Final analysis of a post-marketing surveillance study of dabrafenib and
trametinib combination therapy in Japanese patients with unresectable
malignant melanoma with BRAF V600 mutation. J Dermatol202350(6)727-738

Targeted agents or immuno-oncology therapies as first-line therapy for
BRAF-mutated metastatic melanoma: a real-world study. Future Oncol
2019:15(25):2933-2942.

Combined use of nivolumab and

mumab in Japanese patients with
melanoma: a multicentre retrospective study of 111 cases. Br J Dermatol
2023;189(2):223-250.

Real-world efficacy and safety data for dabrafenib and trametinib
combination therapy in Japanese patients with BRAF V600 mutation-positive
advanced melanoma. ) Dermatol202047(3)257-264

Prospective observational study of the efficacy of nivolumab in Japanese
patients with advanced melanoma (CREATIVE study). Jpn J Clin Oncol
2021;51(8):1232-1241.

A indirect comparison of combination nivolumab plus

ipilimumab. with BRAF plus MEK inhibitors for the treatment of BRAF-mutant|

advanced melanoma(+). ESMO Open 2021:6(2):100050.

36304457 Five-year survival with nivolumab in previously untreated Japanese patients

33503528 with advanced or recurrent malignant melanoma. J Dermatol 2021;48(5):592-
599

36514836 Pembrolizumab in Chinese patients with advanced melanoma: 3-year follow-

up of the KEYNOTE-151 study. Front Immunol 2022;13:882471.

33000994 Outcome of combination therapy using BRAF and MEK inhibitors among

[Asian patients with advanced melanoma: An analysis of 112 cases. Eur J

Cancer 2021; 145: 210-220,

Updated analysis of nivolumab and ipilimumab combination therapy in

Japanese patients with advanced melanoma. J Dermatol 2023; 50(4): 525-

535

33715172

Economic evaluation of nivolumab combined with ipilimumab in the first-line
treatment of advanced melanoma in Japan. J Med Econ 2020;23(12):1542-
1552,




[SR-5 &Fffiv— b+ AAHR]

CQ8 1RAYIBRTHE L BRAFE RIS 0 —JCAR
BHAAEF4>  |($BRAF/MEKBEX, #PD-14itk, #PD-1fit
HACTLA-AHED LT A B b H 7
AR TAELBRAFERIBIEA 5/ —< *EREOFER (8 (-2) |, 580 (-1 ], [E 0 ] 03 8H.
MR EEHR B (-2 1, T8 (<D |, [ 0 ] 03 RRTIEFY ARHCRRE LS,
| RERE LTORPD-LHAG L LIEHPD-1 1 TORALZECHIECE LB,
5+ HCTLA- 4475
sy | POBRE LT OBRAF/MEKIEE R
- ERLHOBECBLUT EER. TEHHIR,
U9 AM (P, RERE)
T
T hhL (SRR R | T §£ﬁ§‘ AR | Fiol |FRE| e | FamE
s
SATRYRG"
B3IHE =7 || a 4
o e e zof srmE YRS AE (7 b H L)
RS [ ST R
Gl Fw| > ] =8| 8|1 x7 (5% 2 [~z| 2 | ® [ A |8 ]| 7|2 | " | = S | 3
* L I I I I L e z L T T S I 3 ’; ;'z ol R | = #
a 2 -
| 4 s f 1t 1t T o - : 7 ] » ) & 5 & 5 E ’; E
v ' z 0
¥ e | » # b 2 I8 sl ol ® | * e
2 | & ~ ~
v EN TS B &
3 S & | -
# <
DREAMseq | RCT -1 114[NA  |NA 13INA [NA [NA  [NANA 7 0RF == BIHEFIAYF— FiEs BV
SECOMBIT | RCT -1 69[NA  [NA 69[NA  |NA  |HR 0.73(0.42-1.26
(COLUMBUS | RCT -1 -1 191|NA - |NA 192|NA INA  [HR 0.64/0.5-0-0.81
COMBI-v RCT -1 -1 352(NA  |NA 352(NA  |NA  |HR 0.69|0.53-0. 89
(COMBI-d RCT -1 -1 212[NA  |NA 211(NA |[NA  |HR 0.750.58-0. 96
coBRIM RCT -1 -1 NA |NA NA [NA  [NA O INA - [NA HRF— %74 L
(CHECKMATE-
067 (/N vs RCT -1 -1 98[NA  [NA 103[NA  [NA  [HR 0.68(0.46-1.02
Nivo)
(CHECKMATE-
| RrCT -1 -1 100|NA  |NA 103|NA NA  [HR 0. 43|0.30-0. 60
067 (1+N vs Ipi)
CHECKMATE-
067 (Nivovs | RCT -1 -1 100[NA  [NA 98[NA  |NA  |HR 0.63/0.44-0. 90
Ipi)
single
oNO-4538-08 |* ™ Al afna A Na 7] 8 66INA [NA [NA
KEYNOTE-151 z‘r"'f‘e NA [NA[NA [NA - [NA [N |NA [NA|NA
AAYE (EETBEACEA)
DREAMseq Dab/Tra| 1N ::’:'ds HR within 5 month was 2.35 (95% CI: 0.70.8.00); HR > 5 months was 0.29 (95%CI: 0.17, 0.48).
SECOMBIT Er\cu/Bi N in HRs. and»QS% Cls
ni explorat were estimated
COLUMBUS [£/8vs D Dab/Tra :‘nca/m
COMBI-v D/TvsV Vem Dab/Tral
COMBI-d  [o/TwsD Dab Dab/Tra
coBRIM v/Cvs v Vem :iem/Co
CHECKMATE- BRAF- BRAF-
067 (/N vs mutant, mutant,
Nivo) nivo ipi/nivo
CHECKMATE- [BRAF- [BRAF-
1067 (1+N vs Ipi) mutant, mutant,
[CHECKMATE- BRAF- BRAF-
067 (Nivo vs mutant, mutent,
o)) nivo nivo
Asian's data was not available from these studies.
APPSR Cr BRAT- o
orm __|iabeted mutant,
KEYNOTE-151 single open median-0S was 5.8
" Jam labeled mutant, mo in BRAF-mutant.




[SR-5 &Hffiv— b NARR]
SEYIBR A AE 2 3 i D—R
BEALETA CQ8 ARATIRT R BRAFZERBIEHI O —R
s4#% ABRAF/MEKIBE®, #1PD-1 fifh, i
AYIRTRELBRAFEZBIEX 7/ -7 *REBOMEE (& (-2) |, [h/80 (D ), [E 0 ) 038,
TR Feml (B (-2 1, [0 (-1 ], [ 0 ) 03 RETT T XBHCERE T3,
an |FRERE LTORPDT i LR T ALZERRCE L.
PD-1 itk +#CTLA-4¥ith
P — WA & LTOBRAF/MEKEEE
AREBOBECAUT £ R, FE R,
[ B ) |
= - TERE
T RAL FARLEEEN xmE | Fo |EeRE| AAE | Pow (FeRE | soew|mem
o8
NAFRYRY®
BRI ER xR g
Y Y Zofty Eacedi YRINE (T b h LK)
SNAT R == | == SNAT R
L 7 u| 7 8 = | =7 B8 Nz F ¥t | o 7 # Bl A * E | B f&
S I I G S N A I Y N I S PN I Y [ ol I TRl R #
El v
| af " | it 1t T |&» S| B |7 ] » 5 L » 5 5 » & & =9
9 v rs A O
¥ fe » & L 9| B N Bl 7 el ® | | ® & ®
K b & ~ ~
i s #|
L3 L -
#®
DREAMseq | RCT NA 113NA [NA [NA[NA|NA I ARF—N=F BIHHBINY — FiER LW
SECOMBIT | RCT NA 69[NA  |NA  [HR 0.71(0.44-1.14
CoLUMBUS | RCT NA 192|NA - [NA [HR 0.51(0.40-0.67
COMBI-v RCT NA 352NA  |NA  [HR 0.56(0. 46-0.69
COMBI-d RCT NA 211|NA [NA  [HR 0.71/0.57-0.88
coBRIM NA NA NA |NA NA - [NA HR7— %% L
CHECKMATE-
067 (I+N vs RCT NA 103[NA  [NA  |HR 0.62/0. 44-0. 89
Nivo)
CHECKMATE: | per NA 103|NA [NA  [HR 0.44{0.31-0.62
067 (1+N vs Ipi) . 44(0.
CHECKMATE-
067 (Nivovs | RCT NA 98[NA  |NA  [HR 0.71{0.51-0.98
Ipi)
ono e NA o 2| esfna Na [Na
KEYNOTE-151 z:f‘e NA NA [NA [NA
AV (EETEEMCRA)
DREAMseq et/ Tra| = :;’i’“s HR within 5 month was 2.35 (95% CI: 0.70,8.00); HR > § months was 0.29 (95%CI: 0.17, 0.48)
Enco/Bi in HRs and 95% Cls
SECOMBIT ni N lexplorat |were estimated
COLUMBUS [e/8vsD f‘ncc/B\ :Incn/Bn
COMBI-v  [o/Tusy Deb/Tral Dab/Tra
COMBI-d  [o/TwsD Deb/Tral Dab/Tra
CoBRIM  [vicusy em/ce Len/ee
i i
CHECKMATE- BRAF- BRAF- 5y-08 for
067 (14N vs mutant, mutant, BRAF-mutant
Nivo) hivo ipi/nivo was 60%.
CHECKMATE- BRAF- BRAF- 5y-08 for
i mutant, mutant, BRAF-mutant
067 (1+N vs Ipi) ivo ivo was 60%
CHECKMATE- BRAF- [BRAF-
067 (Nivo vs mutant, mutant,
Ipi) nivo nivo
Asian's data was not available from these studies.
oNosas.os |0 7" 2-pFs [mPFS data was not available.
arm __Jiaboted
Single[open
KEYNOTE-151 median-PFS was 1.9 mo in BRAF-mutant,
o labeled




[SR-5 FHES— b AAHE]

BERAAKE T4~

CQ8 HRIAYIRRA a7 BRAFEZ S B 0 — K%
&% IZBRAF/MEKFREEE, #IPD-1 Hifk, #1

RIAVIBRTREARBRAFERISHX 7/ —<

*FEAOFER (& (-2) |, [H/80 (-1 1, [E (0) | 038k,

HR FewlE B (-2 1, [F (D 1. [ (0) ] 03 BBTIET Y XBECEREES,
AR —RREE LTOHPD-1 HidkA L LIdH TYRNLTEIBIEICE DB,
PD-1 A+ #CTLA-4#k
i —REHE & LT DBRAF/MEKFEZEEE
" EEETBOBEIIEUTEER, FESEHR,
YR A (THIE, BERE)
§;‘7J¥ FigEE
T hL R | T |RERE| AAR | FHE |RERE| - mecr [ ReEE
il
NATRYZRS*
el mR | TR g
) RN P B zZoft SR URG N (79 b5 L)
NAT R 72 | 7z NAT R
(3 s#| 2 [ 2 [s s | [r7]| @]~z |5 [a][n]7 ]|z ]|5n]=x S % | # =
f Ul ; Clm | T 2 Z g w40l | & | A | @ Z ¢ Z‘; : ; Q 2| = #
i = 7
: 1 Al | T as s | B 7] e PO T A n | = 5 | X
> = B |2 D = % o
3 1t /» Ll v I E o | ® * | o
* 3 th ~ ~
. 2|k ' | fE
ﬁ el
. -
DREAMseq | RCT -1 114| 49 43| 113 53|  46|OR 1.17/0.69-1.98
SECOMBIT | RCT -1 69| 60| 87| 69 31| 44.9[0R 0.12{0.05-0.29
COLUMBUS | RCT -1 -1 186 78| 64.1| 192| 123|  64|OR 2.47(1.63-3.74
COMBI-v RCT -1 -1 350| 180 70| 351| 226| 64.4/0R 1.71|1.26-2.31
COMBI-d RCT -1 -1 212| 116| 547| 211| 144| 68.2|OR 1.78/1.20-2.64
coBRIM RCT -1 -1 245\ 123 70| 247| 172  50|0R 2.27(1.57-3.29
CHECKMATE-
067 (1+N vs RCT -1 -1 316| 142| 83| 314| 182 58[OR 1.69(1.23-2.32
Nivo)
CHECKMATE-
| RCT -1 -1 315 60 19.4| 314| 192| 61.1|0R 5.86(4.09-8.40
067 (1+N vs Ipi)’
ONO-4538-08 NA [NA [NA |NA |NA |NA [NA |NA |NA
KEYNOTE-151 -] -1NA [NA [NA 4 0 O[NA |NA |NA
AXV b (BETBENICEN)
DREAMseq ED‘“’/T' LN
Enco/Bi Fischer's exact test
SECOMBIT o 1N p=0.690
COLUMBUS [e/8vsD :‘”/ 8 :‘““’ 8
COMBI-v  [p/Twsv ED‘“’/T ' ':""’ i
COMBI-d  [o/TwsD ED‘“’/T' ':""’T’
COBRIM v/C vsv Zf"‘/ Co ‘;ie’"/ co
CHECKMATE- PN
067 (14N vs BRAF-wtb &%
CHECKMATE-
TR
067 (I+N vs Ipi). BRAF-wtb &T
Asian's data was not available from these studies.
single open .
(ONO-4538-08 nivo
arm labeled
single  |open BRAF-
KEYNOTE-151
arm labeled mutant,




[SR-5

i — b AAHE]

CQ8 1RIALIMRTAE % BRAFZE RIS D —K
S, sk -
BEHA F5A > A% IBRAF/MEKFRESE, #PD-1 Hifk, #l
PD-1 i+ CTLA-AD LI NAEN S S
hah?
RAYIBRTAEABRAFERBIEX T/ —< *#HEEOFER (@ (-2) ], (880 (-1 |, [E (0) | 03 &8,
RES e B (-2) ), [k (-D 1, [E 0 ] 03BMTIET > ABHKIRREE S,
foa |TRBRE LTOIRPD-1 itk L LI TORALTE AR LB,
PD-1 A+ CTLA-43itk
s | AR E LTOBRAF/MEKIEER
EEEBOBEI G T &M, FEH KR,
URYAB (P, IREAE)
N = - FHEE
TIrhL GIALAERRILE R | Tl SRR AAR | T |HREE| - mecr | RERE
i
NATZRYRG*
BRI BR EG | RE | g
A sa | s i Zoft JrmE YRZNE (79 b HLE)
NA TR =2 || o= NA TR
E3 F | 7 a " i | |[x7s=] 2 [~ 2 # i #i 7 F3 i E > S E) % 5
% S22 I I I I B Al B A |® |7 RE ol 2| =2 #
2 P2 Sl - =
: 4 R AR R P z 7 P T A B O A % | i 3
g v Z2 @ ®m| =R i
F it o & L 7 L 153 F (%) i3 F (%) ol o
# b ~ ~
2 A i &
b L ~
-l
# <
DREAMseq | RCT -1 130 69| 531 126] 75595 |RR 1.12/0.90-1.39
SECOMBIT | RCT -1 69| 27| 39| 69| 41| 59.4RR 1.52(1.07-2.16
COLUMBUS | RCT -1 -1 186 123 69.8| 192| 134| 69.8/RR 1.06/0.92-1.21
COMBI-v RCT il -1 349| 198| 78| 350 167| 47.7|RR 0.84(0.73-0.97
COMBI-d RCT -1 -1 212| 108| 50| 211| 101| 47.9|RR 0.96(0.82-1.11
coBRIM RCT -1 -1 245\ 155 633 248 194 78.2|RR 1.24{1.10-1.39
CHECKMATE-
RCT -1 -1 316| 73| 231 314/ 186| 59.2|RR 2.56(2.06-3.20
067 (I+N vs
[CHECKMATE- |
| reT -1 -1 315 88| 279 314 186| 59.2|RR 2.12(1.74-2.59
067 (14N vs Ipi)
ONO-4538-08 -1 -1 NA [NA  [NA 24 3| 125|NA  |NA |NA
KEYNOTE-151 -1 -1 NA  [NA |NA 103[ 13| 126[NA |NA |NA
Axv b (EETBELIRA)
DREAMseq Dab/Tra| I+N
SECOMBIT :inco/Bi o
COLUMBUS |e/8vsD Eree/ti oo/t
COMBI-v D/TvsV Dab/Tra| Dab/Tra
COMBI-d D/Tvs D Dab/Tra Dab/Tra
CoBRIM V/C usv Zf"‘/ Co :f’“/ co
CHECKMATE- .
067 (5 vs. BRAF-wth &4
CHECKMATE- PN
I;W (LN s o) BRAF-wt &

Asian's data was not available from these studies.




[SR-6 &Fffiv—F #BREMAR]

CQ8 AN AE A BRAFZ REFHERI 0 — KA
|$BRAF/MEKIAESE, #IPD-1 4k, HPD-1 #itk
+HHCTLA-4LED LW IR B Sh B h ?

SRUIBRTHELBRAFERIBMEA 5/ —<

FSES

AR —RaE L LTORPD-1 HifkA L LIFHAPD-1 T
A+ CTLA-44%

o —REE L LTOBRAF/MEKBEESE

*®SATRYRY, FrEEE
EFX A OFEE [/ (-2) |,
xewl (& (-2) 1,

** ERER

SRAOWER [& (+2) |,
FeniE (8 (+2) ),

ff (-1 J,

TIRNLAZEIHIEICE LB,

re/g8n (-1 1,

M (+1) J,
f (+1) 1,

Mg (0) | 3 Bk,
ME (0) P3BRETTIET Y ABFICRBMEL S,

Mg (0) ) @3 Ef.
[ME (0) | D3BEETIET Y RBHIRREE S,

EREHDBEIIIUTEER. TES AR,

YR (FfE, RAERE)

S5 ¥
T RHL SEFMN R7 VT OH) i |¢m@ memz | aAw | Pom |meEz| e m£ﬁ§|
SNATRYZY®
{ERIET % wos | s | B8 | mpm
i || 2 || 254 S Z0ft LRER FFmEELE" YRIAE (79 b H LK)
TR
e R | » | & | E] DGR ERES D ~# B "
% R | 2| 2| ¢ & Al®w| o ® | R Al A Rl 2 #
= 5 Z 2 » 3 # # B | B o & X
| T o®
] I I 5 2w | 2|2 || B B ]
¥ L A L 8 | 7 8 | 7 ~
i
B-CHECK-RWD
Ipiivovs TT TP TR 2 2 HR | 103 [034-3.14
b-cHeck " . .
B-CHECK-RWD
P ki 59 59 HR | 143 [083-245
36068115
Kim CG EPINIRRR 32 40 HR | 219 1044618
33503528
Fuisaway, [P RRA NA - [NA N [na [NA [NA |Na
36514836
Takahoshin | RIS -1 NA [NA |NA [N [NA [NA [NA
aAxv b (EETEEMCEN)
B-CHECK-RWD |lpi/Nivo vs TT
B-CHECK-RWD |aPD1 vs Ipi/Nivo
B-CHECK-RWD [aPD1vs TT
cohort
::::‘6(8:2152022 DT vs pembro 1st-Lo & | £ CA%® |TT vs pembro
aTot of ‘r:w'uus number at] b y
33503528 ingl cessation I" risk was untreated
Fujisawa, 2021 |°81€ 1M after 12 Y ent not with (CI,
month :n 'f: © available n=74
T ramber at reviouy »
Takahashi A, [single arm  icicwas. — BRAF- mutain data
[not. n-27 was not available

022

1EChYE



[SR-6 FFffiv— b BEHR]

CQ8 1AL A BRAFE RIS O — A *ALTRYRY, FEEE
" EEALORER [E (-2) 1, (850 (<D 1, (6 ) ) 038Rk
o I#BRAF/MEKFEEE, #PD-14ifk, #APD-1
BEAAF74> /MEKIEE, i N Wx # R Fewl (A (-2 1, T4 (=D ], [E © | DIBMTIET Y ABHLRRE LS,
{EHACTLA-HLED LTS Sh B 1 ? e LREE
EREOBEE [ (+2) |, [+ (1 1, [E 0 | 03Bk
% BB RELBRAFERBEA T/ —< Eewle [H (+2) 1, b (+1) 1, [E (0) O3BMTIETY AREIRBREE S,
TORALTECRIECE L BB,
SN —JAE & LTOMPD-1 HifFA 0 LIZHPD-1 31
RHACTLA-44th
o —Rhk & LT OBRAF/MEKFRE SR
- AREBOBELLUTE R, TEDILHR,
YR AH (T, BERE)
= Fo7 FERE
TYURNL RABLEFIN (K77 04 pE | i | meEs | AR | i |peme | wecr| meme ‘
s
SNATRYRG®
BRIFFR s | wms | 20 | e
, s . B >
dm || ;l iy Z oty LRER FFEEE YRINE (T hLE)
it E | » | » % Xt Py 7 EEE] [ # ~#] B [
% R | ® | # & ® A %) il @ A A B2 2 #
2 [ : : 3 3 B | o» B | o® siE| & K
| = o
g o= ? 202 e |22 e | ®| B "E'
K P o 8 | 7 & [ 7 ~
&
B-CHECK-RWD
Ipi/Nivo vs TT 24 24 HR 1.78 |0.82-3.88
. 19| 19 HR 93 [0.90-4.14
B-CHECK-RWD e
aPD1vs TT BINTEHZE 59 59 HR 1.68 [1.09-2.59
36068115 e R 32 40 HR 2.91 [1.04-4.618
Kim CG
2005528 I RER -1 -1 NA  [NA |NA NA [NA [NA |NA  [NA
Fujisawa Y,
ismm TP RHR -1 -1 NA  [NA |NA NA [NA [NA |NA [NA
akahashi A
Axv b (EETBRMCEN)
B-CHECK-RWD |Ipi/Nivo vs TT
B aPD1 vs Ipi/Nivo
B-CHECK-RWD [aPD1vs TT
cohort
36068115 o7 " 1st-Lo o |rr o
Kim CG, 2022 Vs pembro 2 it vs pembro
a Tot of us number previously
33503528 ingl cessation previously at risk untreated
Fujisawa, 2021 |°1818 M after 12 untreated was not with IC1,
month with ICI available n=74
EEIAEE [romber at [revously [BRAF-mutant data
Takahashi A, single arm Jrisk was untreated,
o or i was not available

leChtigt




[SR-6 &Fffiv— b #HEHZRE]

CQ8 HRIAIBRT A BRAFE RIS 0 —JAK S *SATRURY, FEEE
_ NN BRAF/MEKIES. $PD-1 56k, $#PD-1% KAV ORER [H (-2 1, [$/80 (<D 1, [E 0) ] 0388k,
BRACKT 4> /MEKIEESE, $APD-14ifk, $PD-1 Mt FenE (5 (-2 1, (8 (<D 1, [ (0) ) 03 RHTI LT REHCRRE ¢S,
CTLA-UHEO LTI BN 1D H ? e inEm
1BV A BRAFERBIEA 5 / — < EREOFER (5 (+2) 1, [ (+1 1, [E 0) ) O3 &R,
BRE L0 [E (12 1, (8 (D 1, (6 0 03 AMTIEFY RRKCERE 85,
TORHLTEERECE LD,
| REME LTORPD-1HMS L LEHPO-1 fifkr
ACTLA-44its
sy | IOBIE LTOBRAF/MEKI S
EREROBEI LT &R, RES AR,
Y29 Al (i, EERE)
E R0 TERE
TR L I (kT2 70%) HER | T | meEs | AAB ‘ T || weE | FRRE
SNATRYRS"
fRRIER s | e | B
P I e e ] ERER" FemEE YRIAE (T b HLE)
T2
# 7 *® o |LF 7R - AN 3 & # #H F3 5 b ot 7 E3 s *t i b ~%| % &
% ¥R # [z [HE 75 w10l & [ & | *| R & & A 4 9 & [ 4 A A ®R| R #
= 1 B | o [® i 7’2 o 5|7 | v | B ; : » [ R I L EEAE &
B 8 3 % ~ -
) v 7 | = 7 z BE|z o0 L I I 5 e 2w | 2P| e ’| ® m
¥ o s 5 ® L3 ol 4 5 ¥ 8 | 7 ~
= 4 5 &
» | =
° CHECK WD % -1 236| 163] 69| 36| 10| 27.8/0R 0.17 (0.08-0.38
Ipi/Nivo vs TT
ERGE B 64 17 9.1 3¢ 10
B-CHECK-RWD
cHed S TR -1 236| 163 63| 64| 17| 55[0R 0.16 (0.09-0.30
S TR -1 32| 14 63| 40| 17| 205|0R 210 [0.81-5.45
S TR -1 -1 -1 -1 -1 -1 78] 59| 756[NA[NA |NA [NA [NA
S TR -1 -1 -1 -1 NA  [NA |NA NA [NA|NA - |NA[NA
AAYE (BETIRLICEAN)
B-CHECK-RWD | Ipi/Nis TT BRAF wt
-CHECK i/Nivo vs
" at
BRAF wt
B wo |aPD1 vs Ipi/Nivo
cid
B-CHECK-RWD PD1 T BRAF wt
-CHECK aPD1 vs
cid
36068115
KimcG, 2002 |07 Y8 pembro 1st-LD &
a lot of T FumBer 3t DreviousTy
33503528 \ ton aft previously risk was untreated
Fuiisawa, 2021|5161 M cessation atter untreated not with IC1,
12 month with ICI available n=74
36514836 romerst orviousty
i i risk was [BRAF-mutant data
[ Takahashi A, single arm untreated,
ot o1 was not available
2023 svaiate




[SR-6

flie— b BRAR]

CQB 1A VIR AE % BRAFZ RIS B10 — /AR % W RATRY RS, I
5 (-2 1, ., ST Y RIS .
CTLA-GHEO W FhAED 515 H ? rinmE i
RAUB TR LBRAFERBIEAS ) — % SRAOWER (% (+2) 1, (6 (+1 1, [ © | 036k,
R FEHRFME (+2) 1, (R (+1D) 1, [E (0) DIBMTIET Y ABBICRMEE S,
— TICALIEICHMRICE L DB,
oy — AL LTOHPD-1 Hifks L LIZHPD-1 Hitk+
HCTLA-4HitE
s | RERE LTOBRAF/MEKIEE
) MEER OB SLUT & (R, RES MR,
YR A (Tl RERE)
N 2 — > FERE
TYrHL CIULBEERRER (7 V7 0H) smee | wo | meme | aae | v [meme| s meme
Sl
NRATRYRY*
BRI < || B
BRNE it | mmmssara | 2ot ERER"T S YRINH (T b5 1)
TR
W 7 5 | 7 |&7 7w ZR|~Nx| 2 | B | B | B | % Bl 7 Bl R ERERES S ~w| » &
% ¥ R® £ 7| ma i #1410 & R L3 ® & % A i Y 13 ki i A A [ #
3 1 B | o [ED 7 onlre| o [ s | B | 2| s [ R I B | o® M| =S
| ¥ 7 | 2 3 = WH|lzo m | B[ A » 5 | » 5 | # “m| [0}
¥ ) i 7 # N I L gz |®|e|z|®
) * y ® & -
£ . . e
E:l 1
B-CHECK-RWD
¥ I RS 1 23| 82| 347] 36 27| 75|RR 2.161.67-2.79
pi/Nivo vs TT
F Rl e 1 3| 27| 75| 64l 14| 219[RR | 0.290.18-0.48
B-CHECK-RWD
I RS 1 23| 82| 347| 64 14| 219RR 0.63(0.38-1.03
aPD1vs TT
36068115
im0 EGIHEHRE|NA  NA [NA - [NA NA [NA - [NA [NA [NA - |NA [NA |NA NA  [NA NA[NA [NA [NA [NA |NA [NA [NA |NA [NA|NA
33003528 EOIHERR| 1 il -1 El 1 1 112| 52| 464|NA [NA [NA [NA [NA|NA
Fujisawa Y,
361483 EOIERR| 1 il El 1 NA |NA - |NA 100] 56| 56[NA[NA [NA
Takahashi A
AXY b (EETHELIRA)
BRAF wt
B-CHECK-RWD
at
BRAF wt
B-CHECK-RWD
at
BRAF wt
B-CHECK-RWD
at
36068115 = N
Kim CG TT vs pembro Fostl
alot of TT, number D ly
33503528 ingl tion aft previously at risk untreated
Fujisawa Y, single arm cessation after untreated (was not with ICI,
12 month with ICI available n=74
ot
36514836 ingl isk was oo BRAF-mutant data
Takahashi A |*"E'¢ 2™ ot e was not available
svobe




[SR-6

fiis— + BREHAR]

CQ8 AR EE L BRAFERFIEHI 0 — XA */ATRURY, FFEEE
1 BRAF/MEKIE®E, $1PD-1 414k, HPD- EFXACOMER 18 (-2 ), [H/80 (<) ], [ ©0) ) 03 KE,
BEAALESA > - e S gewiE (@ (-2) 1, b (-1 ], M (0) | 03 BETICT Y ARKCRBREE S,
i 7 1 FEHACTLA-MRED LT RA S SIS «+ LREE ”
n? AHEEOHER [H (+2) |, [# (+1 1, [E ©0) | 03 Bk,
RAUG TR GBRAFERBEA S/ — < FEBE [ (+2) 1, (4 (+D ], [E (0) 03 BETTET > RBKLRRE €5,
PSE TORDLZEISBIEICE LB,
N —RRH & LTOHRPD-1 Hifkie s LIZHPD-
7
1 s +ICTLA-4HTER
o —YAEAE LT DOBRAF/MEKBEE S
BETROBECHUTEER, TES SHR,
YR7AH (TS, BERE)
T
bCA TN HANHR (BEERS) i | Tt |4§L€ﬁ§| po | Tiit |4§L€ﬁ§ -msiw #£ﬁ§|
s
NAFRYZRY*
BRI - it
s | mi B
2 . s , -
PR D g e zofh LRZR FE YRIAB (79 b H LK)
3 7 B 2 & » FR|BF[X RN Z & # # E3 b5 i b5 7 ES *f *t i i ~ |~ % =
S ¥R | 7 | 78| 'Rl +|10 3 a2 a2 3 % | A i e 3 B " A A R E 8 #
5 4 amh‘f7’fmﬁ7m I B b oo ow | B | B B | |EE| s 54
Sl ve
I v ELE B A I E R P I I » » | # » | # “m| ® £}
3 o 5 .| % % | = N 8 | 7 8 | 7
Paly VF
Moo Econ 2020 o . _
AXY b (EETBELICEA)
Paly VF Payer
) Med Econ, 2020 perspective

33000994



i —

b ZETYREEK]

CTLA-4itRDWIhAEH SN D H ?

CQ8 AT BRAFE R FIEG O — KB IE
BRAF/MEKFEEZ, #iPD-1 Hifk, #PD-1 #itk+it

SERYIBRTEEARBRAFERIBEX 5/ —<

IEFYADEEFRCTIZ'SE (A) "hHRZ— b, BEMEILHE O "hrdR&Z—t

*&RFX A3 m (-2) " "h/EL (1) " ME (0) 038R

* & ERERIE® (+2) "\ "R (+1) " ME (0) "03 ERbE.

kR TEFYROBEEH W) L P B) "B (©) L HERCH (D) DI

* ok x BEWET Y FHLOEEY (1~9)

PSES
AR —JRE & LT OHPD-1 itk L L IEHPD-1 Hiik
+HICTLA-4¥ifk EEEHOB AU T EEM, FESEHIG,
YN =25
46 RiaE L LT DBRAF/MEKREE 25 AM (P, EEEL)
FHfEE
ERRE | FiafE %;‘Eﬁ7§| AR | FiOfE | REREE | - menT *¥§ﬁ7§|
i
TETF Y R YZRINE (77 b H LK)
WO - * * * 145~ : b b i i 2l Bl 95 (2] : :
zx | | F lF i e R | o® A | A 2 | 2 % # . .
1 = j o &
w7 | Bl B2l lm, | w | » ® | = E 5 = sz .
o B # R = . Ea
T AL Tz e~ |Tm| 2 2 || 2|2 ]| " |® " = axv b
oy | B E | E [ lelrg| 8| = g | 7 2 | ® ES 7 S
b 2z w| . & i v 2
/ 9 7~ ~ & 3
SEFHM 1+N RCT/6 824|NA NA 172|NA NA HR 0.73]|0.42-1.26 #(A)
247FHAR aPD1 RCT/6 824[NA NA 98|NA NA HR 1.07(0.54-2.11 F1(B) PD1##h & BRAF/MEKi (2R
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aPD1 1.07 [0.54; 2.11] aPD1 — 1.15 [0.64; 2.07] 1+N 5 0.47 [0.22; 1.02]
BRAFi E = 1.45 [1.26; 1.67] - aCTLA4 ——+— 1.61 [0.90; 2.90] - BRAFi == 0.49 [0.31; 0.79]
aCTLA4 T——— 1.70 [0.90; 3.22] BRAFi - 1.68 [1.43; 1.97] T 1.00
- -
05 1 2 05 1 2 01 051 2 10
cimEoEEEERER | ||
Comparison: other vs 'TT"
Treatment  (Random Effects Model) RR 95%-Cl
aPD1 0.27 [0.00; 211.53]
| BRAFi = 0.37 [0.12; 1.14]
aCTLA4 — ] 0.41 [0.00; 108.47]
T 1.00
I+N | I ——'I— 3.45 [0.35; 34.06]
0.001 01 1 10 1000




[SR-7

SEY— b TEFY RG]

EEAARIA Y

CQ8 tRIBVIBR T AE 4 BRAFEEIGZ MR 0 — B

|¥BRAF/MEKPEESR, #1PD-1 #ifk. #PD-1 #itE

+HCTLA-AfE DLW ThbhEhd o h ?

RBVIBRTREABRAFEERBMEA 7/ —<

IETYADESIERCTIE"R (A) "HhHRE— b, BEHREIEHE (C) "HdHRE—+

*ZERXA VIS
* x FRERIZ"S

(-2) "0 /gL (D) N ME (0) "O3RRBE
(+2) " " (+1) "0 ME (0) "03 B

* % x TETYZOBEIE"E (A) " " (B) " "5 (C) "\ "FHILH (D) "04KpE

ok k k BEMRIITYMNLOEEY (1~9)

PUEH
oy —RAE L LTOHPD-1 Hifks v LIEHPD-1 #1
J
R+ CTLA-AH 1K BHEROBE AT &R, TEDSHIR,
_;h\;-h\l\ %:‘"
- RiBEE & LTDBRAF/MEKFEEER D%y NS (T, R
THEE
wwmnt | P |mtEE | aAl | PoE | EeEz | R | meEe
HfE
TR R YAIZNE (79 b A L%
BB * * S 4 |~ 3t 7 A % 9*)1 95 D * *
zx | FIR]E 7 e | om = Al oA 2 | =2 % B .
O D i A B b el B B | om 5| s " &z .
y | 2| B | m | o# sty 5 | % 5 | % | ®m # - | E
T RAL 2 " " w | e~ = (%) (%) . - = axv b
® y Cw | F ¥ # X 5 £
- i "
- 2 ki = & i >
/ Vs N - fi& =
24EFHAM [+N vs 88 BEERBO1HER 50 1 HEBORICR
TZHAR v {55 BB 0 I I 0 0 91lna NA salna NA HR 0.67 10.18-2.47 2 (C) 6 BB OIHER & HELRD 1 HBROMICT
T %,/ 2 —%
24 FHM aPD1 vs 483
. fFHR aPD1 v sl ) TR ) 91[NA  [NA 99[NA [NA |[HR | 098[0.39-246  [$5(C) 6|z itk 2 BEomICT—5,
7
FEREEFHR +N $57 EEEROIRR L MELERD 1 RROMICR
FHAR A R 0 B B 0 0 91lna NA salna NA HR 0.97 |0.20-4.65 5(C) 6 BEEBROIRR L MELERO 1 RROBICR
vs TT "2 —3.
EREBARY ol
N of -1 -1 of o 91[NA  [NA 99|NA  [NA  |[HR | 1.03|0.30-357 5(C) 6|miztat 2 HBOMI T3,
aPD1vs TT r2
B B AT L, BRAFBEG AL ®
$hEK - - - - gE
EHE N TT | 7] 1 0 1 1 0 236 163 69.1 36 10| 27.8|0R 0.17 [0.08-0.38 $(C) S I
hs SEBIxS BRHE B B B B ) - BRAFERME S &L -8, FEHEENHS. 28
EHEaPDLYSTT |0 1 1 1 1 0 268| 177 66| 104 34| 32.7|0R 0.35 |0.22-0.58 $5(C) O
G3ULEEERRE [Epxr
sl B of 1| 0 236| 82| 347 38| 271 75[RR 2.16/1.67-2. 79 %(C) 6lBRAFERIE L 2 65
KI+NvsTT x®/1
G3U LB EERRE |mpistr
BEBRFE opoman | of 1| 0 236| 82| 347| 64| 14| 219[RR 0.63(0. 38-1.03 %(C) 6lBRAFERIE L 2 6
%aPD1vs TT %1
axv b (FETHELICEAN
3 ELETFHM
2 EEEAHAM
. BRAFFZ
EIES g
G3ULEEERHKE BRAFE2
= HEG
B Comparison: other vs 'TT" Comparison: other vs 'TT' |
- : — Treatment Random Effects Model HR 95%-ClI —
Treatment  (Random Effects Model) HR 95%-ClI ( ) °
— — I+N 0.97 [0.20; 4.65 ]
1+N i 0.67 [0.18; 2.47] T 100 [ ]
—  aPD1 : 0.98 [0.39; 2.46] —— ‘ .
’ aPD1 1.03 [0.30; 3.57
™ | 1.00 o [ ]
— | | | | | — —
0.5 1 2
- 0.2 0.5 1 2 5




[SR-9 EUMIRTITA4vsLEa—]

cQ

HRAYIRTAE A BRAFE R IBIEGI O — RiARIE
8  |BRAF/MEKBEEZE, #IPD-1#ith, $PD-1 #ifh+
SCTLA-GAD W I T Sh 5 h 2

IRAYIRTEABRAFERBIEA 7/ —<

— AR E LT OHPD-1 Hifs i\ LIZHIPD-1 Hiik+Ht
CTLA-44if%

A% & LT OBRAF/MEKIEESE

BRARAOSTHR

FEEEDOE LD

ARAVIRTAEABRAFERBIEGICH LT, HIPD-1 Hilsau
L IGHIPD-1 $itA+CTLA-4H1itE, b L < [xBRAF/MEKIE®
i £ B BBOBE LI 2

1AM

FCQD () & (C) n4ifE, EHE, AEERELBELAT
EFYZLRLDOBORCTIRRKOBAZHRICLTE Y,
HT YT OANEICHT B AREAARIITOATLAL,

W lE) CANEELET VT CERBERT VT OEFET—
RFEBEARD TR TH > 7.

NATRYRIDE LS

BEARICEHARSMABCERRFO M TRYRIHH
)

F—AMZOMDE LD

ERKDHPD-1 Fk+HCTLA-447k vs BRAF/MEKFEEZ D E
HELLBORCTTIE () ORMRETAS L, £FHEN6-127
AMBET#EL 7,

ROMEEICEL T, HPD-1 HiA+HACTLA-4ED—RIAR
ELTD 2 ELEDOSHERM I, ERNOREARTEIER
ENRENGA > T, BEOBEWRTIE. HPD-1 HilkH*
BRAF/MEKIEH % LEY, ENBEHE L OMICHE—HE
B>t

axvk

LROBNEANEEL LTEETILENH S, BEARR
&5 Logaiic LTk, IRSMABPERRF 0
W LTEBIBREN DD

FEEEDOZ LD

SRR

FCQD () & (C) n4ifE, EHE, AEERELELAT
EFYZLRLOBORCTIRRKOAAZHRICLTE Y,
HT T OANEICHT B AREAARITITOATLAL,

W lE) CEANEELET VT CERBRT VT OEFET—
RFEBEARN TR TH > 7.

NATRYRIDE LS

BEARICEARSMABCERRFO M TRYRIHH
3

F—BUEZOHOE LD

ERKDHPD-1 Fik+HCTLA-441k vs BRAF/MEKFEEZE D
EHELLEORCT TR () ORMIREAS, £FHRH6-
127 AfHETEE L 12,

LROMEEICEL T, HPD-1 fiA+HRCTLA-4ED— KA
e LT 1 FEUROERNEE, ERORERRTIIAERE
HRENBH >z, BEDOEEHRTIX, HPD-1 HlkH
BRAF/MEKMEH % LEY, ENBEHE L OMICIHE—HE
HHo7.

LROBNEAEEL LTERT2LENH 2. BEHRR
5 LOGERITIC S L TIE, BIRSNABPERRAT 0
WELTBBETIXENDD

FEEEDOE LD

ESoES

FCQD () & (C) n4ifE, EHE, AEERELBELAT
EFYZLRLOBORCTIRRKOAAZHRICLTE Y,
HT YT OMNEICHT B AREAHARITITOATLAR L,

W lE) CEANEBLET YT CERBRT VT OEFET—
RFEBEARS TR TH > 120

E YL, L) 12 [ BRAF] AY:S

NATRYRIDE LS

BEARICEHARSMABCERRFO M TRYRIHH
)

F—AMZOMDE LD

BKRCTOZEME L, ENRERROBRICT—HH'H >
oo
DEICHERICESDEN B o 12
ENOBENRE, (P) 23y FSeiY7I/L—TEITT
TTROZHEOBHMARE N,

FEEEDOE LD

HEER

FCQD () & (C) n4ifE, EHE, AEERELBELAT
ETFYZLNLOBVRCTIRERDOBANKRSRICEEND
HBRLAGN 7. Lo IES TERTERART VT 0%E
TR RBEEMROBTH 1o, ELEBHELHEERD
F—2® (P) ICIABRAFEEM B & EhT UL,

NATRYRIDE LS

BEARICEHARSMABCERRFO M TRYRIHH
3

F—AMZOMDE LD

iAo

BRKRCT LT ¥ 7 OBMBHAR TIERE LIAR




[SR-10 x& 7+ VU x]
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VIR THEBRAFZRISIEEE IS T2 —RiAH & L TOBRAF/MEKFEEE, L UHPD-14T

157 LIZHPD-1 iR+ HICTLA-4HUEICBS§ XXz L Ea — L7z,

B & HBRIE, KD T ALBHRR (RCT) #5570, INHDT—22BLTHES

FETEEMEL /2. L\ 21F 5, BRAFERBE N DR VERPET V7 ICE L TREKO & 5 4

RCTATHhITWA W, AR ERRIZEKORCT S £ & ICHARITE L7

Z0fw, BRPET YT OT— 21, #5EEOEFRBHARICLDYTLT—LFT—%
(RWD) 721 %&3%R& LT, BRKORCT & 1S3 IS AT & R L 7.

(1) BRKRONAFR & AR

- BRAF/MEKFEEE & iPD-1 Hi{A+ICTLA-A A D EH LEBRCT 1S, DREAMseqitBRAtkins
MA & SECOMBITE#%Ascierto PA%' @ %. DREAMseqit& (4, Dabrafenib/Trametinib&
Ipilimumab-+Nivolumab® WFNATERERAL, EBRICHI~XA v FF2HBRTH
%. SECOMBITE#E%I$, Encorafenib/Binimetinib® L < [ZIpilimumab+Nivolumab <& % B
WL, BBRICMI~XA v FF 528, Encorafenib/Binimetinib ThIA L T8BRI%IC
Ipilimumab-+Nivolumab(Z 2 { v F ¥ 2B D 3HOLEHBRTH S, LINORRTH
Ipilimumab+Nivolumab® £ F&{E (mOS) 13FETH Y, DREAMseqitiRd 2 £4%5
|$BRAF/MEKBRE 5178 T51.5% [95%{SHXR (95%CI) , 41.7-60.4]( P=0.010), #IPD-1
SAE+ICTLA-A4 R SE1TEE T71.8% [95%Cl, 62.5-79.1], SECOMBITEERD 3 F4£7F 1F
BRAF/MEKBEE K E1T8ET54% [95% CI, 41-67], #IPD-1 Hiis+ICTLA-AHFEITEET62%
[95% CI, 48-76]&, #iPD-1 Hith+ACTLA-4HifASEITRIC AT M OER A H > 72,

< W lE5, HIPD-1 Hitk & BRAF/MEKBEEOBELEOHEOBWT—XI3ENI LA D,
Fy b7 —=oX2TF Y REERE L. #d 2 RRICMA T, BRAF/MEKEEEED TV + 5
LIZiE. COLUMBUSE & Dummer R, COMBI-vit&&iRobertC. COMBI-ditEkLong GV.
coBRIM&ERAscierto PAO#ER %, HIPD-1 Hithk & HPD-1 FUA+HCTLA-4UED T 7 b A L
IZI$CHECKMATE06 7548k D BRAFZE 24 7/ fZ#fTWolchock IDD R H EXY Atz. ZDFER,
SEFHMICOWTIE, BRAF/MEKBEEZICHT 2/ % — Fib (HR) [95%CI] 14, #PD-1
FA+HCTLA-4HAFHR 0.73 [0.42-1.26], #PD-1 #i{AHR 1.07 [0.54-2.11]TH - 1=, HIEE
AEFFHARIICBI LT Id, BRAF/MEKREEZICH Y BHR [95%CI] 14, #iPD-1 Hifk+ACTLA-4
HAHR 0.71 [0.43-1.17], #PD-1 ##AHR 1.15 [0.64-2.07]TH - 7=, LT IEFRELMKE%E
HRE LEHERTH B, EELBRCTODREAMseqi 8k & SECOMBITHERICE L TIHARE
BREOECOVWTHBENBETHS. 247, MEBEFL L0, ARMBEMIC
BRAF/MEKFRE R DA LE 2 1M H Y, 6 ~124 L THPD-1 ftk+HCTLA-4
HUAEEAEER LT L /2. DREAMseqitBk & SECOMBITHER Z BR UV -RCT TR L a2 v b7 —
7 A ZET OGN Tarhini AAICE W T H, BEG12 5 A UAOLEFORPD-1 #iiF+HCTLA-44T
5 & BRAF/MEKPEE R % LLE L -HRAT LI TH Y, MEOENIFL AL LD 1. LIch >
T, RIPEGEHPF TE2ERD DI N E S D TAROHERIIRA D ARMLDH S,

- RREDEOFHAMITTIE, BRAF/MEKIAEE, $PD-1 FtE+CTLA-44tk, HPDIHIE
DIEIC, 65.4%, 53.6%, 44.9%TH>7z. 4 v XHi20.47 [0.22-1.02] £0.08 [0.08-0.92] T,
BRAF/MEKBREHAHIPD-1 Hils+HICTLA-44ifk & FIPDIHUEE LR - 72,

- FRBEEROD S BGrade U LB EERFEELOHARN TIF, HPDIFH, BRAF/MEK
BEEE, HiPD-1 tA+HCTLA-4HA{ADIEIZ23.1%, 58.4%, 60.9% (U X £ ££3.45 [0.35-34.06]
£0.27 [0.00-211.53]) TH -1,

(2) BN, 77 OlER

F ENTNDEFEOEBHOBRARIENTREINTE LA, WTRLSMABHS DAL,
®EF v 7RA Y PREREBVWAHRTIE, BRAFERBUBEDY 77V —TRITIZIES
AETbRTWAN®, L THZORIE TREEFERNZL . BT V7 TIRBRAFEES
HEENDBMEROLHERABL M uh -7 2 EA—EEEZ . NivolumabDERE 1118
#B (ONO-4538-08) Uhara HTId, SEEHFENZERE (n=6) 1350%. HERE (n=17) &
17.6%THh>7e. FETO 1 REFREZIETICHT 2 Pembrolizumabd 5 | biER
(KEYNOTE-151) SiL, Front Immunol, 2022Tl3, 3 F4HFAZRE (n=20) 1330%
[95%Cl, 12.3-50.1] , BF4RUEE (n=40) 1£20.7% [95%Cl, 12.8-30.0] TH >7-. EHRMAE
37 HBMA LRI TEALA. CHECKMATE067:E Wolchock ®BRAFZER8# & Lh# ¥ %
&, 5EEFF35%Ix LTONO-4538-08(3 L[E1 5 4%, 3 & 47F40% 233 LTKEYNOTE-15113F
|- 7.

- A EBBEHAR TR, BRNSIER1124 1289 2 BRAF/MEKIEE RO AR EFujisawa Y,
20200 BRMTENTH Y, RIEF = v 7 F 4~ MERROFAREHL’ B WTARIIOVT, 3FERF
64% , 2 FEMBEFEI% THoT. MREMEILTE.6% [95%Cl, 65.4-83.3] THY,
Vo lES REF v 7F A Y MEEEOFARENH 5348125V THT3.5% [53.8-88.3] T
RETH 1.
HIPD-1 FUiE+HCTLA-4L A D A & B R Takahashi AL LTIE, Bk TR $H 514880
—RARREEERTI0EORFTHNRESNTH Y, BRAFFER L ST ARORMEIE, &
WBLEGFHRIE (MPFS) #%6.54 B, mOSI32555 B THY, BIAKREN 5524 TIEmPFS
#2545 8, mOSHT5r BTHY, WTFNOEFRTTHART A Y ICL > TEONBHRIC
BREENH -1 (p<0.001) .
© 2B EORBIC L BZRWDIE, ERLBENS 2ROZTH- 1. BNSERERAEAEH
KL LTBRAFERZBT3I364DMRYT (B-CHECK-RWD) Namikawa K, 2023 T, %5t
RAFE~7y FEUEFICL Y 7R@ITE LT, BRAF/MEKAEE vs $IPD-1 fi{A+CTLA-
Atk (n=24), FiPD-1 Fifk+HCTLA-444E vs HIPD-1 #iifk (n=19), # & U'BRAF/MEKFEE
% vs PD-1 itk (n=59) Y 72 Thhi. £EFMEOHR [95%CllIzZhZh, 1.03
[0.34-3.14), 2.40 [0.65-8.83), 1.43[0.83-2.45]T, HEBAEFIARM OHR [95%CllIz ZhZh,
1.78 [0.82-3.88], 1.93 [0.90-4.14], 1.68 [1.09-2.59]T#% Y L §'h H BRAF/MEKBEE 0 &t
W RSN &, BROBEILERO 2 AR TREN & 5 wRFERIBOTPD-1 fitk+i
CTLA-4A A D £ 77 R D EE 13 B-CHECK-RWDIC B LW TIRER S hT L. LA L, BET
THN7-BRAFEREBE E MK & LM EMREHFKim CG, 2022 JAAD DermatoTliE, —X
SAf & LTS & ifzDabrafenib/Trametinib (n=32) vs Pembrolizumab (n=40) D277 &
HWEETOHR (95%CNIE, ZhZh 2.192 [1.140-4.617, P<0.001), HR 2.910 [1.552-5.459,
P=0.032) & Pembrolizumab#*® L& > 7.

Z02WEFEARITY D &, 247 IBRAF/MEKIEERAHPD-1 FfF+HCTLA-4iE% £E
Y (HR 0.67 [95%Cl 0.28-2.47]), BRAF/MEKBEZESE & $iPD-1 ik IZA% (HR 0.98 [95%CI
0.39-2.46]) THY, WEBEFEIEL LD 1.

- RRESHEICBILT, B-CHECK-RWD & BE DI $ 1} %2 BRAF/MEKEEE & APDIHfED
HBICIE—HMEA D > 112, RIEFHRILE LT ORERMIRE <24, BRAF/MEKIREE,
HIPD-1 JuiA+HCTLA-44iE, MIPDISUEDIRIC, 69.1%, 27.8%, 32.7%TH>7-. + v Xtk
130.17 [0.08-0.38] £ 0.35 [0.22-0.58] ©, BRAF/MEKBEEZAHPD-1 Hilk+ACTLA-4Hitk &
#PD1#fE% LB -7z, BRAF/MEKIEEEOEHEFIHANAMKLAETH > 21FS
T, $PD-1 fi{E+HCTLA-44i{k & FIPDIUEDZAHEIZ & IS TR > 72,

- Grade3Ll E DA EHRFERICEI LTI, B-CHECK-RWDBRAFICEWTHER B AL —R
BREFOT— 2 TlddH B, HPDLAE, BRAF/MEKFRER, #PD-1 #itk+HCTLA-44itk
DIEIZ21.9%, 34.7%, 75% L |ESNT W5, BRONAFREOFH AR & LBT 5 &, HPDL
Mk IZFIZE, BRAF/MEKEEZRIE X474 <, HIPD-1 ffA+CTLA-AEIE PP % LW ATHE
HhHsb00, 2L LTERKOERTH>7 .
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035 69.10% (~ D% |- serarms |
964 : 276% (0.22~0.58) ) L) WEEFS<E
(21) GTEnDEE
BELH D,
ESE SN % Hbru | BBDO
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WREH (FFFRE L) Due to
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2 DODMEICA—EAH Y. Forestplot CEEREAOELR LAV A LIE—BEMICHE
1275 5%., ZD7=%. Rabdom effects model Tl&, 95%CIDIFEA K E LY,
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Hi# : G uyatt GH, et al. (2012) GRADE guidelines: 12. Preparing summary of findings tables-binary outcomes. J Clin Epidemiol
66:158-172. By courtesy of Dr. Guyatt & Y fFBX
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aPD1

BE /smE (P) : RAEVBRTELBRAFEERBEA S/ —~<
AN () —=XxEBEE LTORPD-1 A A L LIEHPD-1 JA+IRCTLA-44iK

B (B8) (C) : —XAEEL LTHBRAF/MEKEEE -
77 AL (0) : 2EFEHEM
Ty TA4YT () 1ERK - TV ELCHBHER - <
R E UEPSEE FRIS N BHEXFHR "™ (95%Crl) IEFYRO | JERH 42 0 RIR
i i+
BINEL (95%Crl) AL MDY = RN (95%Crl) B
HR0.73 BRAF/MEKi P-score: BOK T HPD-1 itk
2 383 (0.42: 1.26) aPD1+aCTLA4[A = Z0E 0.9576 ACTLA-AH A
e (ref: 0.6640) |
P-score:
HR 1.07 -
1 316 BRAF/MEKi |aPD1 INE L ENE 0.5625 EBbEBEARL
(0.54: 2.11)
(ref: 0.6640)

— Comparison: other vs 'TT'
- Treatment  (Random Effects Model) HR  95%-Cl "] —

[+N _ 0.73 [0.42; 1.26) o8 -
— 1T 1.00 —_— —
| aPD1 —— 1.07 [0.54;211] ]
BRAFi S 1.45 [1.26; 1.67 04 -
—  aCTLA4 +—F——— 170 [0.90;3.22) ]
L 1 N ]
L 0.5 1 2 0z _
I —

oo - T T T

:

N
aPm -
BRAF

* RIS EELK
* * HEMBIEF v X, Crl RBEERE (RAPT7yT770—FI2&3) ,
* ok ok FRISNDHEAZER  NABFERBRHOMETY X7 DE,
* % % % Surface Under the Cumulative Ranking (SUCRA) ¢ 3IRICHT 2RERME IR, IBMUOHEHEIXZ DBED 16, 26 .., nLIChZBETH S,

GRADE I2& 2T TV XDOMEEM

BVWE : EOSRIVREMEEEICIEWT EICIERICHEEDLDH B,

FEEOE  HRETBICHEEORELNH 2  EONRIIHEHEEBIEWAIRRELS WAL LY B 2 AIEEENH 5,
BUVE: MRETEICHTI2HEEIIBEONTVS  EONRIINREEBEEHhARYELRS D LA,

FBIEVE  MREEBEICIFLACRENFTCEVL  BEOMRIEIHNRY BAEZARBEELSH 2,

BRERHDE ¢

EEMERL

"2 = 0% [0.0%; 89.6%]
Total p=0.6603

Within designs  p=0.6603
Between designs 0.00 --

SUCRA%P-score TRE L7 (EBLDETFTITHRLE)
P-score (common) P-score (random)

I+N 0.9576 0.9576
TT 0.6640 0.6640
aPD1 0.5625 0.5625

—HFHEDIICIZGeometry plot ~N\DERBEEHSB (/ —FDEhE) ,
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BE/2ME (P) : RAVBRTEELBRAFZEERBIEXZ7/ —~
AN () —XKAEBEE LTOHPD-1 FfEA W LIZIPD-1 Hik+HCTLA-4 ik
HEE (B1]) (C) : —XiBE L LTDOBRAF/MEKEESR

T
T hAL (0) :EEEEFHMN
tyTa4vT (S) tBRK - T RLLLBRER <
BRAFi
+N
I BERFHR ™" FRSN BB (95%Crl) IETYRD g ™ * P T
SMER (95%Crl) A AL AABY = e @s%cr) |
HR0.71 BRAF/MEKi - ! FK T EHAPD-1 it
2 383 } aPD1+aCTLA4|R&E WL =AY = P-score: 0.9773  |[#A+HCTLA-4¥itkA
(0.43; 1.17) (ref:0.6771) B
3
HR 1.15 ) o _
1 316 ) BRAF/MEKi [aPD1 PEN aSWE P-score: 0.5512 [&bbEHExAL
(0.64; 2.07) (ref:)0.6771)
Comparison: other vs 'TT' 08 - B
—  Treatment (Random Effects Model) HR 95%-Cl - I
[+N — 0.71 [0.43; 1.17] 06 - |
TT 1.00
——  aPDi1 — 1.15 [0.64; 2.07] T 7
I aCTLA4 —+—— 1.61 [0.90; 2.90] _ —
BRAFi — - 1.68 [1.43; 1.97]
I I 0.2 4 T
— 0.5 1 2 - ]
(] T T
Z = g z =

* EARIEHLLE
* kEEMBIEF v Xbe Crl BEERRE (RAPTYT7A—FICLD) o
* % x FRHSNDIERHR  NABEHRBHOBNY X7 DE,
* % * * Surface Under the Cumulative Ranking (SUCRA) ¢ MRICH T 2RERMART. IBLIOMEHEILZ OBED 161, 201, .., n(LICBIHEETH D,

GRADE I & 2 TET >V 2 DREEMN

EVWE  EOMRI’IREEMBIENWZ L ICHEBICHEELH B,

FEEDE  HRETBICHFEEOHEIH 2  EOMRIIMREEBISEVWAIREELSWLAHD AR Y B2 RREMELH 5,
BVWE : WREEEBICHTIEERIRONTVDS  EOHRIEMEHREBEA BV ELZHH LA,
FEBIEVWE  MREEBICIZLALERELIFTEL  EOMRIEIL LY ELDATREMENH 5,
FREME

EEMITEL

"2 = 27.6% [0.0%; 73.0%]

Total p=0.2463

Within designs p=0.1259

Between designs p=0.9988

SUCRA%P-score A L7 (Kb onEFILTHRE LER)

P-score (common) P-score (random)
1+N 0.9803 0.9773
TT 0.6797 0.6771
aPD1 0.5531 0.5512

—HEDTICIZGeometry plot ~\DBRBEEDH S (/ —FoBHEE) .
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aPD1

_aCTLA4

AN () @ —XKBEE LTOHPD-1 Hiiffia L L IEHPD-1 A+ CTLA-4(E
W (BR) (C) @ —KaEL LTDOBRAF/MEKES -
7o hAL (0) : EWE
vy T4 VT (S) Bk T v AL EER
BRAFi
1+N
RWAB | BOHR | FHENAENBE " (96%Cr) TETVAD | MR e
=] i+
SHEE (95%Crl) NALEL NADHY = R (95%Crl)
OR 0.47 BRAF/MEKT | ob1+aCTLAG
. a a BRAF/MEKPEEZE A
8 1680 65.4% 11.8%fE L hEZEEQE |2 A
(0..22; 1.02) ° 53.6% o B it
OR 0.28 BRAF/MEKI | opy
. a BRAF/MEKFEZEZ A
8 1499 65.4% 20.5%{E L hEZEEOE |3 A
(0.08; 0.92) 44.9% - i
11841496
11844315

Comparison: other vs 'TT'

0.08 [0.02; 0.27]
0.28 [0.08; 0.92]
0.47 [0.22; 1.02]
0.49 [0.31; 0.79]

Treatment  (Random Effects Model) OR
aCTLA4

aPD1 ——

|+N e

BRAFi -

T 1.00

1 T 1
01 051 2 10

95%-Cl

* RARIIERELLER

* x HEEMEIEA v XL, Crl WRERME (RAPT7Y770—-FIk3) .

* % x FRISNDIEHHR  NAR BB OBITY X7 DE,

* % % % Surface Under the Cumulative Ranking (SUCRA) ¢ RIS T 2HERMAIRR. BRI OREHEIRZ DRED 161, 26, ..,

NI PHETH B,

GRADE IC& 2T ET Y ROFERM

BVE  HOBRISPREEMBISENC L ICKEBICRIELH B,
FEEOE  PRETEICFEEOHENHS : AOPHRUPHREEBISEVAREELS BV ALY BRAD AL H 2,
BOE : HRETEICHT BRERONTVS | HONBEIMRETEEL ALY ELRENE LAKL,
FBIEVE  PREEMCIFLALRENMF AL HOYREN LY REDAEELH 5,

RRERRDE -

2HBM®/ (CHECKMATEO67TA'BRAFBAER L SLEFTH )

1"2 = 81.6% [57.2%; 92.0%]
Total p=0.0002
Within designs p=0.0002
Between designs --

P-score (common) P-score (random)

aPD1 0.7073 0.6730
I+N 0.2844 0.4107
T 0.0071 0.0120

—HBEDF)IZIZGeometry plot ~DBBEEHZ (/—FDkE) ,
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B (B8) (C) : —XAKE LTHBRAF/MEKREE S -
T hAL (0) :G3ULBAEERIER
Ty TA4YT () 1ERK - TV ELCHBHER <
RERM | AR FRENBHEHBHR™ ™" (95%Crl) TETYAD | R | g e
0 i+
SMEK (95%Crl) AABL N ABY = T (95%Crl) )
1184+ [RR 3.45 BRAF/MEKi |aPD1+aCTLA4 % S0 23 A
8 25%3 =\ 3 ;zé@iﬂﬂ')ss:éb
496 (0.35; 34.06) |58.4% 60.9% REBETRAL
1184+ [RR 0.27 BRAF/MEKi aPD1 N
8 35.3%fE L =2WE 1 REPARLB L
315 (0.00; 211.53) |58.4% 23.1%

Comparison: other vs 'TT'

—  Treatment (Random Effects Model) RR 95%-Cl

| aPD1 = 0.27 [0.00; 211.53]
BRAFi S 0.37 [0.12; 1.14]

[ aCTLA4 0.41 [0.00; 108.47]

— TT 1.00

L I+N | _rE— | 3.45 [0.35; 34.08]

0.001 01 1 10 1000

* RIS EELK
* * HEMBIEF v X, Crl REERE (RAPT7yT770—FI2&3) .
* ok ok FRISNDHEABER  NABERBREHOMENY X7 DE,
* % % % Surface Under the Cumulative Ranking (SUCRA) ¢ 3IRICHT 2RERM AR, IBMUOHEHEILZ DBED 16, 26 .., n LIl ZBETH S,

GRADE IC& 2T TV XDMEEM

BVWE : EOSRIMRBETEICIEWT EICIERICHEEDLDH B,

FEEOE  HRETBICHEEOHRELNH 2  EONRIIHEHEBIEWAIRRELBS WAL LY B 2 AN H 5,
BUVE: MRETEICHTI2HEEIBEONTVS | EONRIINREEBEEHhARYELRS D LA,

FBIEVE  MREEBEICIFLACRENFTCHEV  BEOMRIEIHNRY BAEZARMELNSH 2,

BRERRHE
P-score (common) P-score (random)
aPD1 0.6301 0.6301
TT 0.4059 0.4059
I+N 0.1517 0.1517

—B/EDIICIZGeometry plot ~NDBRBEEHS (/ —FDELELE) ,
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W (B8) (C) : —XAEL LTHBRAF/MEKFEESE -
77 hAL (0) : 2EFHM
Yy TA4vT (S) (HTYT - EFINIBIAR
IR UEPSEE FRIS N BHEFHR " (95%Crl) IEFYRO | JERH 42 IR
. - i i
SMEH (95%Crl) AL B Y = HeE (95%Crl) :
1 EIELLE & LB
HR 0.67 BRAF/MEKi BRAT—BA
2 88 aPD1+aCTLA4[/M & Ly JERI(ENE  |P-score: 07186 | SO
(0.18; 2.47) (ref: T, EbLEHER
ref: 0.3767) A
) 2 D DEELBEOH
HR 0.98 , 2ELES RERAT—HOS
2 190 BRAF/MEKi aPD1 AN A JER ITIEWE  [P-score: 0.4047 o .
(0.39; 2.46) (ref: b, EbLEHER
ref: 0.3767) B
Comparison: other vs 'TT' ne ]
Treatment (Random Effects Model) HR 95%-ClI .
I 1+N i 0.67 [0.18; 2.47] 1 |
aPD1 0.98 [0.39; 2.46] L ]
T | 1.00
- [ I | I | R |
I 0.2 05 1 2 5 4 ., —
0.0 -~ T T T ]

* RIS EELK
* * HEMBIEF v X, Crl REERE (RAPT7YT770—FI2&3) .
* ok ok FRISNDHEAER  NABFERBRHOMETY X7 DE,
* % % % Surface Under the Cumulative Ranking (SUCRA) ¢3RS 2 RIERM%E IR, IBAOFEHEIXZ OBEA 16, 261, ..,

nfLci 2ETH D,

GRADE IC& 2T T Y X DX
BUWE  EOBREHIHEEEEISEWVZ L ISR ICHEENH B,

TEEOE  MREEMBICTFEDOEENH S | EOMRIIHRMEMBISEVAIEEAT VDAY RE SRS H D,

BWE: HREEMICHTIHEFRONTVNDS  BEOYPRIIHREEBE LBV R DD LN,
FEIEVE  IREEBICIILALEEIE AL EOMRELN B Y REB S RN H D,

FRERMDE ¢

REEUSHY

1"2 = 71.5% [3.3%; 91.6%]
Total p=0.0300

Within designs p= 0.0149
Between designs p= 0.2981

SUCRA% P-score TRA L 7= (BEMRE TV OIBLI% A)
P-score (common) P-score (random)

I+N 0.7869 0.7186
aPD1 0.3327 0.4047
T 0.3804 0.3767

—B/EDTICIZGeometry plot ~NDBRBEEHS (/ —FDELELY) ,
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BINEK (95%Crl) AL A AB Y s R (95%Crl) )
NA EIELE & ML
HR 0.97 BRAF/MEKi ERAT— 3
2 |ss _ aPD1+aCTLA4| Ly FEBIEVE |Pscores0521 |
(0.0.20; 4.65) (ref: 0.5011) . B
AN
NA 2 DO EHELLBROH
HR 1.03 REERAT—HOS
2 190 BRAF/MEKi  |aPD1 7S HBIEWE  |P-score: 04778 [ r T S0

B, EBbLEBER
YA

(0.30; 3.57) (ref: 0.5011)

| Comparison: other vs 'TT' |
Treatment  (Random Effects Model) HR 95%-Cl 05 -
- I+N : 0.97 [0.20; 4.65] — | oa —
1T 1.00
B aPD1 1.03 [0.30; 3.57] EER
- — —
| 0.5 1 2 | 02
0.1 —

TT
1+N

aPD1 -

* BRI EHELR
* x HEEMBIZA v Xtb, Crl BHEERME (R4 P T7YT77R—FIck3) .
* ok ok FRSNDIENR  NAREHBRHOETY R 0E,
* * % * Surface Under the Cumulative Ranking (SUCRA) &MRICHT 2RERMEIRT, IBAOHEHEILZ OEED 161, 261, .., nfIIlhIHERTH D,

GRADE IC& 3T T X DMEEM

BUWE  EOWRIDEHEEEISENC L ISR ICHEENH D,

PEEOH  HRETEICHFEEORENH 2 | EOMRIIHEHETEBIEVAIREELIE WA DR Y R D AL H 5,
BVWE: NRETMBICTIT2HEEIIRONTVS  EOMRIIHRETEE LAV ERSL L E LA,

FEFICEVE  HREFEBICIZTEACHEENTF AL  EOMRIIH AR Y BB DRSNS S,

BREMLE ¢

EEMELITL

12 = 90.5% [74.8%; 96.4%]
Total p< 0.0001
Within designs p< 0.0001
Between designs p=0.0363

SUCRA%P-score AL 7= (AEHRE TV OIELI % IRA)
P-score (common) P-score (random)

I+N 0.5695 0.5211
T 0.6424 0.5011
aPD1 0.2881 0.4778

—B/EDTICIZGeometry plot ~NDBRBEEHS (/ —FDELELY) ,
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OR0.28 BRAF/MEKIi I, &, EELBE BE
2 12| on215) aPD1+aCTLA4 EBICEVE |3 o B
—H D, Ebb
EHEZRW
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AEENLTWVWEZ
OR 0.43 . i . &, 2O DEELE
2 312|008 2.29) BRAF/MEKi  |aPD1 EBIEVE |2 .
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Comparison: other vs 'TT'
Treatment  (Random Effects Model) OR 95%-Cl

| I+N 0.28 [0.04; 2.15]
aPD1 — 0.43 [0.08; 2.29)
TT 1.00

* RIRIFEHELLER
* k HEMBIEH v X, Crl BREERME (RAPTY77R—FICL3) ,
* ok x FRASNDIEFHR  NABEHRBFOEN Y R DE,
* % * * Surface Under the Cumulative Ranking (SUCRA) &#IRICKNT 2HERM A RN, B OFEHEIXZ OBED 16, 206, .., nfLICRZ2HEERTH D,

GRADE IC& BT ET Y ROBERM

BUOE  BOMRSMREEMBIEWVC EICHBICHRENDH 5,

FEEOE  WREEBEICHFEEOHENH S | EONRIIMREEMISEVAIEELSS WA LAY BRZATEEELH 2,
BEUVE: $HRETBICTTI2HEIIELONTLD { BEOMRIINEETEBEE L BRY BRI, LA,
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