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fiite~24 7w ) X< 7 15[, N=154,
C#f: CLND, flig="F1 =7+ 4 Y £~<7 46, N=159,
TT: NCT02231775
Amaria 2018 Lancet Oncol
B WHiZE 77 72=7+ 17 A5=7 8, CLND,
Mitax 777 =2=7+ 17 X5 =7 448, N=14,
C#f : CLND. #o#@lge F 72 13t (CEMbEsiE),
N=7,

#2252 12 ICI comb, ICImono, TT ICDWTZNF N 2-4 DEIZLMIELHIHE S N, TR TERERBTTETH -
770

VARATRT AV I VLE2—DNE

FIREE T RCT 1 B0 A I N7z A XfETIECE T, EMENC A T~vT4 v 71 a



—®{To72e TUY M HLDIEEL LT, OS, PESiCoWTlE~A¥—F (HR) Z#iHi L. HR 2BEd#i s nTwn
A, 24 OS/PFES, median OS/PFS 7z & & L 7z, 7Zx ¥, PES Ic 0w Cididl#ic X - T RFS, DFS,

EFS, TTR 7z FEA Z2$5ERXFELN T \Wiz720, FAUL 72iEZEIXFE 1 RFS (fliitk2 58 $ <), EFS (7 v 4
LEHBDHARYPET) OVWIT LI LE LD, T/, BBRICK o TIA XY P OERPEZ 5 RUICTHER
BT H %, GHEAICOWTIE CTCAE Grade 3 LA ED 4 X v b FER, X0 227 (RR) ZH#H L 7z,

WIRIC Lo TARY 2 BIT 2 MR 27 2 il GRBRIHE 0, INATRIBIREE I, JEANHA, it BhaE i)
WCHEEZET 5, QOL, Z A PCOWTEHELHMIN TV ERA T ROENT W72, ZDOMMNICL EB 7z,

77 MAa1 (&EEHE : 0S)

RCT : ICI comb (OpACIN) G (3 i HBIERE D 24EOS 90%. HEESEOS 90%. FmiBELRED 24E08
70%. HEESFOST0% TH o7z, RIIT — 2 TH VMBEICEDL D 253, GEGIEH D75 . Fatfir < % 2 5%
DX IR o Twin\, 72, MTEGEEE D IITE D Standard of Care & 72 > TV AR W RICHERE AL ETH
%, ICImono (S1801) Ti¥. 4 v PP KRN ARE L RS T W7z, FEFIEIIZ WD DD, 741
—7 v 7HE A% v (median follow up: mFU 14.7M), TT (NCT02231775) <l¥, HR 0.28 [95%CI 0.026 —
217 CHEE R o7, T OWERIIEGE DR CHETTIARO A EBIE ZEIRL 72, /2. 148
ZF TR R L 5 RIPFRAEY L AL Ch o7z, 2 D72, CHEIZBITEDStandard of Care & 72 > T 7z
W, CHTHERL S RE L0 RMAFIEI Nz, 207204 TARE W, WInold IEEM . EIT
NAT A REASA T AR,

BIZZH5E  ICL comb TlX 1 4F OS100%., 2 4 OS95%. ICImono Tl 2 4 0S93% (54 OS80%). 100%

(IFN-gamma signature-high O #8BFEM), 22.6 »H OS 76%, TT TiX 2 4 OS 28 76-94%TH > 7=, T b
DT —2ICEWCIEEEERE L GEREC IV 2 &0 000, Lo - #5018, Migtfitofs
W), NATRVRZ (FTOHE, A7+ —Tv7) bEWI LICEREET 5,

T7v AL 2 (EMELFIRE : PFS)

RCT : ICIcomb (OpACIN) CHliHifHBhEERE OHEE 5 4 RFS 70%. gt BiEERE O fHEE 5 4 RFS 60%
TH o7z, HR IFECEH A 72> > 72, ICI mono (S1801) Tl 2 4F EFS Aid#iE Tk v, firTwiBEERE 72%
[95%CI: 64%-80%]. T mBNEERE 49% [95%ClL: 41%-59%] & HEA=235 - 7= (Log-rank P =0.004), L 2»
L74m—7vy 7#E»5 < (mFU14.7 22H). #EEfichd 2 2 L ICFEREEZET 5, TT (NCT02231775) Tlt.
median EFS i2-2»T HR 0.016 [95%CI: 0.00012-0.14] X " AFETOA RV s 230 o7, L L 2O
FEGIE D D72 {0 CHET T A 6 AMRBBIE 2 IR L 72, £72. 1 BRI Aiiemipgisix 5 Ao EYE
FRETH o T, 2D, CHIZIHFED Standard of Care & 7n > TWinly, CEHETHAELR L RKEL -0 H
HihibINiz, 207D T ZAREV, WINOHEBD IEFFWR T, EIT54 7 2 A4 T R25E 0,

BIZHHE  IClcomb T 1 4 RFS82%. 2 4 RFS84%. 85%7 & 235 X 41T\ %, median RFS, median EFS
X AKIETH 572, ICI mono Tl 22.6 2»0H EFS58%. 2 4F RFS 63%., 100%. 54 RFS 66% 7 &3t & T
W5, RFS100% D#f5¢ix IFN-gamma signature-high ® BH £ TH %, median RFS, median EFS (3 KETH
o7z, TT TlE, 1 DDHWIFET 2 4 RFS 43% 28 I NTH Y, 4 DDWIFET < TIC median RFS 235L#H S T
W7z (100 18, 23, 57 A 3 10 2> A IZYVIRABEREN D iF ¢ : Reductor trial: Blankenstein 2019), 2 b D7
— 2B W CIFEREERE . (BFIC IV Z & 28R 2. YIBRATRERI A AT Rl 2>, T RTRE O - %5
B, MBRHPEEORE), N TRYVRZ (FT0E AT E740 =T v 7) bEWI LICERYET 5,



79 AL 3 (Grade 3 ML EDEIKIG)

RCT : ICI comb (OpACIN) Tix, /AL, XFIEFEE 12 90%TH D, RR1[95%CI: 0.75-1.34] TH - 7=,
ICI mono (S1801) ik, JEffiEH RR 2 [95%CI: 0.69-5.81]., firtufibhEEdl RR 0.9 [95%CI: 0.47-1.73] C¢& -
7zo TT (NCT02231775) <l&. fiiai#HBEERE 14 %1 8 fF D Grade 3 UL RIS FAE L 72, HE, RR 1IA
B, UIBRARERICH 2 TT L KL CHiZ IR R I NZEIMIG IR R 272, WTENORER D IFEMR T, EiTA
A7 A, BHA4 T 2258, OpACIN, NCT02231775 (i BRI B L CIEEIEE A B

WIS 1 ICL combi @ 196 A 61 A (31%)., ICI mono @ 42 A 8 A (19%). TT @ 69 A4 14 A (20%)
I Grade 3 A FOBEIRIGOFE L 72, P 23R 2 (IO H2 IVHID &2 VIBRAREG % &L 0% 200) . 128
70 %5 (ko Al o R &, KRG RE. iiRREoRE, FiioEHK) ., C (RMIEED 2 o) 28
BT 7ML ELTI2BEECORIKIGEHREL T2 BB EIN TRV DRH 2, L T,
FEEREER T E VR D,

T HL4 (2R})

TR B vs fiitetliBhEiE: (Standard of Care) T2 R b Z R L 7251 72 2> > 7z, Pathologic response
IZ X o TFAM, ik wiBhiEE % e 21152 (PRADO : Reijers 2022) T, i aT#iBIIE L% D pathologic response
IC X 5T TLND B LB x WEMZ Rl 2 AT, FERIC 2 X KIS D 7823 5 7]
el 5 L B T3, %72, Pooledanalysis (Menzies 2021) Ti%, ICI i X 2 flfai#iBIEE I =F v~ 7
+AC) A TR EHRICG T2 2L, ax 2T, BEOBRRZHOE 5 Z L TE S LERIN
TWw/z, 72, population perspective IC72 %728, Y AT ~<7 4 v 7Lt a— (Gorry2023) <TiZ, ICLIC X 51fr
HIfBIRENBEAI NS &, HEIIZ N, EITHRRZZ T 3 EEPMS C Lick o T, EREIHIKRE L
ZAREME DM E I N C b, Lo L, BEICHRIRE L5 2 135 % oK ClER I N & L I, BRLA TR
Wz e 7 v Rk,

79 +H245 (QOL)

TR B vs fiitetliBhiEiE (Standard of Care) T QOL % bl L 72fiff%8 13 72 %> - 7z, Pathologic response
IC & o T TLND, flitgffiphgik% ko 2% (PRADO : Reijers 2022) Tld, B D QOL Dff#isi7e T
7. Major pathologic response (MPR) 235 5 #L TLND %{7b 72> 72#ETlid. # U T physical functioning, role
functioning, global functioning, social functioning, EORTC Quality of Life Questionnaire-Core 30 (QLQ-C30)

summary score, melanoma (surgery) subscales 23 E[a] > T\ 7z,

7Y M AP OERLFR

1. Pathologic response
SRl AT=T 4 v 7L Ea—TlkPICO IR I N T a7z 9, pathologic response 122> T DAl 1%
fToTWwin\y, L2 L. iR BEZE%E D Index lymph node (ILN) @ pathologic response 25 OS, RFS & HES
THZLBHONTEY, L OMETEELRT Y FKRA v e L TEHAI N, £ 7z pathologic response IC X -
THRHEEMZERHL L 72 PRI 2T T\ 7z, pathologic response (X, INMC D ##E (Tetzlaff M T et al.
Ann Oncol 29,1861-1868, 2018)1c X v pCR (A:fAfEEAAE 7 L), near pCR (CEFEREEMIAEAS 10%LA ). pPR
(AN A3 10% & 0 % < 50%LLF) . pNR (CEFEEHINEA 50% & » %) 1383 %, & 5I2. Major



pathologic response (MPR: pCR + near pCR) ¥ f#iffl £ 115, Menzies 2021 @ pooled analysis D #EH, pathologic
response 7 survival outcome DY 17—} &7 B T & AR X N7z FRICICLIC X BRI S 0 556 13 pCR
~pPR 23 R#f7x OS. RFS LBAE L. TT I X 2 1rii#lBIRIE DA 1L pCR @ A3 R4F 7% OS. RFS L B#ET 3
DAL DI o T,

2. TRTHTHHBER I O Hg

SRDYRAT2T 4 v 7 L2 —TIHTATHBIEER vs it fliBhiEiE (Standard of Care) 1€ 5% & > Cfi
W aATo 7, —J7. MRTHHBERE OIRHEE, HA/HH. KEREE/EICZZ <o) 2 —va viidh b, HR
B o TR R 5 E 2 b5, Menzies 2021 @ pooled analysis TlE, ICI comb, ICI mono, TT % tt
BLE=T—228#EnTnsd, OSIFICI & TT T\ (2y OS: 88% vs 86%, Log-rank p = 0.320) 23,
RFS (3WIH#AIC TT 2305 % 23714 9 2 At & #ifin U ICI#i2 12 2 HMUBEICIZ 7 + —1ciET 5 (B i3 dhi 2
K2 %), —F. TT#iZ 30 22HH T TREIC RES EK2ME T L CTw2% (2y RFS: ICI 75%, TT 47%, Log-
rankp =0.003), X 512, ICIcomb & ICImono D L#LTix, ICIcomb 2355 (2y RFS: comb 80%, mono 59%,
Log-rank p < 0.001), Z®72% . IClcomb, ICImono, TT DIEICHFEFHIELREVEEZ 5, —J7. HEX
BIEF 1Z ICI comb IC B W THRAERDBE N & TRTHBIIEEVI O %1% (radiologic response) 13 TT 23\ &
v (Menzies 2021) % #[¥ 5 %% H 5. OpACIN-neo trial Tk, =KL~ 7 &4 &) L~ 7O/ IERE
HBEHBEEBRI SN, A€V L~T 1 mg/kg, =KL~ 3mg/kg fEFARED pathologic response 231 < ®IVEH
DFEEREPME L DFERIIR I Nz, b, BIFRAICBEL Tk, lifi=Fr=7+4 v ) L= 7 vs flfHi =R~
7" ® RCT (Amaria 2018, Nat Med) T, = FA =7+ vV L= 7D Grade3 DL D iGE RS S GE G D
YR A 873 [95%C 1:1.29-59] TH o7z, ZORBII=FAr~T7+4 ) L~ T7HOHIRICD% X6
MFIkic 75 72,

3. N4 F~—h =T X BEBIEE

PRADO trial T, OpACIN-neo trial TEXE X W MTATHEE L (4 © Y &~ 7 1mg/kg, =R~ 7 3mg/kg.
2 1) %Z{T\>», pathologic response IC X - T MPR #f : faita#i% o &, pPR#f : TLND @ %, pNR#f : TLND +
itewliBgiE (=R~ 7HFI L7213 TT) <03, RFS #f#Hr L7, £7-. OpACIN, OpACIN-neo & H# L
C. PRADO @ pNR #£D RFS 238 3 2 5 (i 0B not RFS # 43 % 52 et L 2 #5. MPR
BECIREEM/ N T A IHEZ B O 5 Z &, pPR#E T pNR BEICE W RFS TH - 72 72 O il iR L %
MA72T7H L AJREMED S 5 2 & pNR BEIC XML 21T 9 2 & T RFS 23E S 2 2 L B3 Ic 78 o
726

DONIMI trial <%, firATHHBIEERTIC EME % 1T\, [FN-gamma signature O #I17E & 51 Fe D\ CTHT T B
D EI %% 2. HDAC PHESE domatinostat @ ICI ~D EFEH R A MG L 7245%8, EEEIR IR I N
572, —} T, IFN-gamma signature 25/& WH Tld, =R~ 7HFI T RIF7R RFS 5o 5 2 EAHL L

o7,

4. TV TNEZIFHARANTORHR

W7 VT ANEIZHARANEZNRE L HTHBIEE OWICIE R, SNODAFERETN TS Z & BHHFLX
NI D e o7z, NEOREIZ W23, KiEA X 5 ) —<fEFI D% 2 [\ & #2925 MD Anderson %> 5 H
iR LT3 (Ho 2022: N = 36),

5. FAMIAREAESNICN 32 (RERAIZ2) ATRTHIBIZRIE
FT AT RE/ A RE D ISR~ FANAREAEG ISR L CIfTRIiigifRiE L L < TT 21795 2 & T, L ORE DRI



TFAHTATHEIC 7 % 2> 2 WRGET L 72 BTS2 iR & :1 T\ 72 (Reductor trial: Blankenstein 2019; Zippel 2017; Sloot
2016), Reductortrial (37 7 b 7 LFHENRICED 72, ZOREOFER, 21 A 18 A FAiialaEic 2 b, 17 A
T RO YJFR2SA[RETH - 7z, Sloot 2016 DWIFETIET ¥ + 7 LDEHEAEANTETH o772, TV b LFHEIC
R L2 o7z (RO E LTI L 72), Zippel 2017 I3 BIKIGD T —2 DA C&E 727207 v b 7
LG RATHN 2 726



SR-15 Future Research Question

1. BB clx, 28 MR L 2272 < % IERIE D v, 72, BIF9E0 R 2 BFEM. /M AT, g
B TP LZERELTWD720, A XENBAAARERIRI TS 2, FRcH@ERolx, BHEHKINATW2%
COWFEIF ICI ® TT i< X 2R mBIEE SR 3 2 BNCHRIE S N9t TH 5 - o, St cifitamiiBhigis
DFEIC—EMED 72 { . Standard of Care ZRHEE L7283 A ER W L TH S (S1801 i Standard of
Care Z Xt E LCTWw3), 2070, EHHPIEGEZIT S T L OBEMMEZ R I 720, WY Rl mhibhEis L
WRHEZEE L. 85 HIHEER 21T 5 C L3 EHECTH 5, BIFES HIMHEED NADINA trial 23T Tk H . &
DWFETIE, =K~ 7+4 v ) L= 7 X B1THIHEE + (non-MPR 0¥6) =F v~ 7 X 2 i
JEiE vs TLND+ =R v~ 710 X 2 il itz ol Tw» 5,

2. iETHIBEE O HHIC X % time to event IEED =% W I 72013, +oaBIEHRALECcH %5, S1801
IZ X o THTRTHIBEE S E AR IC REFS 28GE 3 5 Z & 2R E 7228, OS OUGE %20 -9t In v, fiTtefibh
BEo RIPZICN T 2 BRI, TEEEESCHAERORBICEEINS 20, 215 b & R DT
BRETH 5,

3. Pathologic response 23 OS, RES D% v 7 — 1 L7 5 Z EHA/RINT w323, RIAMICD B TidE 2 0o Gk
THMEND B,

4. 3FE, Standard of Care Z /& L€ QOL & 22 X b Z#at L 72098203 7 . WNRTHHBIIRIE DR L ED N T v
ABE NI,

5. iz ICI O fiRREDHA G LY, HEHEEXWRET 2 L ERH L, SEIDVATIT 4 v 7L Ea—Il&
Dotz L7 )Tl R~ TOHHEENRA ) L~ T =R~ T OB X Y BIER 234 7%
WeEDTF—ZRFHEINTWSE (NCT02519322; Amaria RN, Nature 2022), ¥ 7=. ICI & 9 FEREEOHH
AEbMEINTE Y, EAHIEDEEHL T 248 H 5 (NeoTrio, DONIMI),

6. MATEBEFERICEI L -5 ICEEEXAfero, TT #FHLTHrOBREL 2848ttt Z2hET %
FTREPE 12 75 2 0 0 & WE S 5 TR B 5,

7. WETH BN OIEITRIICZ DB 2 T T 2720 D N4 A~—Hh—% A3 &k VR L 7z %17
I ENTE, aA bt - QOL OUEE KD, T TIC OpACIN-neo T TMB & IFN-gamma ¥17%% pathologic
response & BE# T 5 Z L AR L TH Y, DONIMI trial i IFN-gamma signature I X - CHrAT#H B E % Gt
THZLELEHME LT,

8. HAAN CGE7 Y7 N) ZIEFNCHAAA 72RO EIESHEECTH %, BIEART CIRIREH O & 2 3H % v 72
ENORBIIME I N TRy, SHDOVRAT~YT 4 v 7L Ea—TIERRY EFhrok28, I XU ~7 (T
PD-14ifk) &7 %> F=7 (¥F—FHERE) CXBMEA T 7 — <103 2 MFTHIITR L © 5 TTHZE L
HKE»bHE I T3 (LianB, Ann Oncol 2023), A=A F 7 U 7 TIRAIER 7 7 —~ %0 H e Lz LT
0 ) X=7+ L v AN"F=7oRERD 2023 F£IChG S iETTHRTH 5 (NeoPeLeMM: NCT05545969)
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