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Intermediate Locoreginal TACE failure/
stage HCC therapy refractoriness

TACE
TACE
TACE
TACE

Intermediate

st MR ol Systemic therapy or

( ) best

response

- LEN-TACE sequential therapy
- ABC conversion therapy

*Resection or ablation can be applied if down staging is obtained.

LREHBRETHALEPHHLZ HHAA, upto
seven inMEFICB VT H —ERELEN-TACED & %
BhrIEbRshEY,

IMbravel50 3R ERIZ B W T Atezo/Bevid Advanced stage
HCC ®» & T 7 £ Intermediate stage HCCIZBWT H B
R EREONZ 45, Advanced stage HCC
@D 0S1Z 1755 A 2% L T Intermediate stage HCC ® OS
%258 % H, PFS % Advanced stage ® 657 H 12 % L
T Intermediate stagei3 1265 H &, RIiFTH o7 %
72, ORR 3 Advanced stage 27 % 2 %} L T Intermediate
stage 4% & E bOTRIFTH 72>, Waterfall plot Td
Intermediate stage HCC @ 5/ MERIIE82% I2A B,
F7e, BROWE b RECIST ver.ll TFIIE - 426% & B
IFTd o7z, mRECIST T b ML AME T L 25 #&
87% 124 5, depth of responseld* T —-572% & B
WTho®. 2ok efReEE 2, Intermediate
stage ® up-to-seven out DL THIM X I2fTb 7z DA
REPLACEMENT#RER' T 5. ZhizHATITbh:
Phase I % Jifi 3% 3t [F) A 1) & single arm#XERTH 5. up-
to-seven out® 74%]® Intermediate stage HCCIZxt LT
Atezo/Bevii# & 17 - 724 %, mRECISTTCR 16% %
“ 1 ORRD46% L WHETH -7z, FPDFIZT% LK
{, ZNiFIMbravel50iZ BT % Intermediate stage ®
mRECIST CR¥* 17%, PR% 33%, ORR 50%, PD* 4%
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Down-staging

Systemic therapy

Locoreginal therapy
in selected pts

Intermediate X 7 —JFEICH
I 5 UL VAR
B#1)1Z Lenvatinib X° Atezolizumab + Bevacizumab
EH/E5TBH2&IC&Y, CR, dugfreed L <
IEEFERSEEIRS.

Selective
TACE*
Selective
TACE*

LEDOTHM LR TH -7, PFSIZ912,
OSIZAK3#ETH - 72. propensity score matching TH 5
BEDHZIRER, Atezo/Bev®DPFSIZ 745 H, TACE
D PFSAH535H (HR =059, p=0.042) & Atezo/Bev®
EHORAIE TACEX ) b RIFThH o7z, FZIPWTH
MEEDLZTRROIRBEIND, Atezo/Bev® PFS
(%857 H, TACE® PFSIZ4.37%* H (HR = 0.54, p = 0.038)
& Atezo/Bev DWEHHBAUL REF TH - 7.

% it 3% 3£ [F) @ proof-of-concept # Bk 12 B W T Atezo/
BevJG4T T curative conversion (Resection, Ablation,
Super-selective TACE) #% 1T - 72 TACE unsuitable
Intermediate stage HCC 110#1H 3841 (35%) B W\T
clinical CR (Wi CR¥ £ I AFP, PIVKA-II, AFP-L3
DFRCOWER~— 7 — DB »#5h, 254
(23%) 2B\ T pathological CRIZ & H ¥ TV HREDS
Boh, drugfree?™ CHLRAL S EBTRETH - 72
( , ). Curative conversion % 3£ % L 72 i
BIIZPFSH 0SH & b TRIFTH - 722, 48, <
® Intermediate stage HCC4ERFIIZ %} L T Atezo/Bev it
1T T curative conversion % Atezo/Bev IZ on demand
TACE % combination & ¥ 7:# & Atezo/Bev HiMB % It
19 % Phase I IMPACT#RERASHAT20234E7H &Y
B4R S 1172 (Registration No : jJRCTs051230037).

Intermediate stage, CP-A
(BCLC-B)

TACE suitable TACE unsuitable

- Up-to-7 in - Up-to-7 out

- Simple Nodular - Non-Simple nodules
-SNEG
-CMN

-Poorly-dif. HCC etc

TACE eligible | |PD

LEN+TACE LEN
Tumor necrosis

TACE

Refractory

Cancer free, Drug free

Intermediate X 7 —VRHEIC T % AR
LEN-TACE X° ABC conversion |Z & ¥) cancer free, drug free # B157.

Cancer free, Drug free

SD (after 4 cycle),

TACE ineligible
Adverse event
Atezo+Bev PET positive
CR, PR
(Tumor
shrinkage) LEN+TACE
Op, TACE, RFA Atezo+Bev

CR, PR
(Tumor shrinkage)

Cancer free, Drug free Cancer free, Drug free

SNEG : Bil#zaiEEEMEE, CMN : Z#EEESE, LEN : Lenvatinib, TACE : FFEIRILFZE4¢H %, ABC conversion : Atezolizumab plus Bevacizumab followed

by curative conversion therapy

Advanced stage HCC

HEATHFRIRLAE (2 3BV C H LEN + TACE & LEN % JL ik
L 7:Phase Il LAUNCHRER™ 12T, FREDAH TR
<, WAMERRCIRE BN % 43 2 E47 HFaE TH - T
H LEN-TACEALENHA X ) 3 HEICOSZEE L (HR
045, p<0.001), PFS} L (HR 043, p<0.001) 35
CEAURENTZ. THITEF, PR ENFEBUEN T
L 7 %728, Systemic therapy (2H 2 TR E#ETHF
PIRE ZMEREICHMT S LICL > TOSEENRRNS
CEPHREIRINRBRTH 5.

HEAT IR BEHE 2 B W TR BN LR 1 b A 0 e 6 9
T3 5. Lenvatinib & CDDP % #l & £ 1 & 72 Phase II
LEOPARD #5128 W CTiZ mRECIST TCR 294% % &
B 64.7% DR VEMEIBE STV E Y, Tk
R RE W2 3B Vv T low dose FPIZ Sorafenib % 3£ %)
& MGEE L 72 SILIUSFRER T HAIC O L Je g 713 OSHE
Ex#REhh 57" 4 ®®, FORFOX + Sorafenib &

Sorafenib H.#] % L& L 7z, W [ET47 N7z Phase I ik
B2 B W CTIZ HAIC + Sorafenib i3 A & (2 A7 B 2 i€
£LMHR=035 p<0.01), PFSd L L7z (HR = 0.33,
p<001) .

& 5 IR ICHAH IS B W T Duffy & 13, 47 A
B ICBWTE RO I bOIEDOAIZRFAD L <
X TACEZ iifT L72& 25, RFA/TACE# Jitifr L T
WARWHEIIZB VT, WO »ITICIIC TG 2RE) &R
THREMBH LI L EBRLE (TTAINVHR). &5
\ZIX RFA/TACE K Hiti 47 O #5 i W I RFA/TACE R (2 1
CD8" THINE % CD3 " THIML SR L T awnicb b
53, RFA/TACE#IZIZCD3" THif, CD8" Tl
DR AA SN, responder D E 9 ASnon responder & 1
HCD3 " THINL, CD8' THMINBDZMAL hro7zZ L%
ML $7%bb, RFA/TACES I3 5% M K A% 55
WAL, »o, SEHHHE R E S 727290 ICT
WZxF L Cresponse Z /R L72D Tl Wi HEHLTw
%W AT MG (R L C Atezo/Beviaiii & 17 - 7
#, TACE=X ablation, % L < Idradiation % 17 - 751
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<EISEREE> <EETHIER >
VIR RERTHERRRE RECICL [CE D<K BiBE47FH™
Child-Pugh =6 (PFS)
TACE [CKZAEBED 2 BFET
RAREERZR =10cm | <BIXREHEIER >
EEELR <10 - T > TTUP
ECOG-PS:0or 1 Baseline Day O (Time to untreatable progression)
mRECIST [CED<K PFS
<FHIRHELE> Enroliment Lenvatinib Tumor RECICL [CED< ORR
IRE2HEET % I TACE Untreatable Assessment 2477879 (0S)
FNesie =59 % Progression =z

TACTICS-Li#{8%® Study Schema

TACTICS-L BRI, SBHOTIRR - B R AV ERRE @IS & % 5 4 WEIRRTRE 4 FF MR EEE £ X4 RIC, TACE & LENHABEDAE S L URLMICOVWTIRET & h e,

FEFHMEIEL 3, RECICLICE DK PFS. LEN @#)IEITACED 14 ~ 21 HAIICHE S h, 41N> MPIEZ 2 % TS IM S hz. TACERHIE & W /- TACEMRITE

EICHYETEINENF LTI NTHRVRER LTS W, ESFFMEICHETACERITO 4B, LUKSHEI LICERS M.

TACTICS-L 5% : RECICL [CE3< LEN & TACE O BEEEDHMERHR

EEHE (n =62) CR, n (%) PR, n (%)
1B TACE fi17# 4 :86F 33 (63.2) 16 (25.8)
Best response 42 (67.7) 13 (21.0)

SD, n (%) PD, n (%) ORR. n (%)
4 (8.5) 2 (3.2) 49 (79.0)
1 (1.8) 2 (3.2) 55 (88.7)

B TACE# 4:BR=ICH VT, 70.0%LIEDWHERE Te2ER (CR) £/-13%HEH (PR) #F@BoH5hi.

UIBRAS R MK % b4 & L7z LEN & TACE @ Bt H
LR L Rt 2 By U7z Bl ik 3 W niim & 25
IR RBR T 5 7. ARBUE, 201942 /] ~ 2021 4¢
AFJCERS N, FHe2B O NFMEERER AT > b —3
N7z BB O Il 72.0 8% (FEPH : 39 ~ 90i%),
ECOG PS 01295.2%, PS 12%4.8%, FEBICIFEED
JEBIA50% % 15 72, Child-Pugh A 27 55D HEHK L
82.3%, 6.1 17.7 %, Barcelona Clinic Liver Cancer
(BCLC) ¥ stage A2338.7%, stage B1i%22.6%, stage
B274%339% C&H - 7-. LENIX, #IE TACEDHIZ8F 72
i¥12mg/day, 14 ~ 21 HH¥5- &, progression free
survival (PFS) JE#EIZHE YT 51 X A TRkbE
N7, TACEWEZHE S N7 TACEMi T 2E#ICHE 4T
EMEY, F Iy FTHYEUMT SN, b
(39 TACEMiAT 0 438, LI8MEI L ICHEmI hiz.
ARWF7E D Study Schema % IR

M TACE W47 # 4 8 IR kI B 1T 2 - G HR0 R 4
EHHE (response evaluation criteria in cancer of the
liver: RECICL) 12360 < %)% (ORR) 1, 79.0% (90%
TR - 68.7-87.1), 5E4x%#4%) (CR) % :532%,
KR 0 887% (90%BHIXH @ 79.8-94.6) & RAf7
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WAt % R L7z ( ). BEEII B e 2035 H T,
RECICLIZHD < MR EAAA IR (PFS) o HJefifiid 28.3
MR, EELAHE (0S) Oy iEiX2595H, 122 H4
HAERIZIT% TH 72 ( ). FFPAaEIE 24E I
b7z ALBIZ L — F 12 2% fER L Tz, HUARIREE
REAK T E (60.0%), wIME (53.3%), HAIKE (51.7%)
VEHEICRD NP, HELAEHREIROONE
Moz, VEoRE?S, YIBRASHE % M S8
9 5% LEN-TACE sequential i DG LG R & %
ARSIz,

LAUNCH 5i8&

LAUNCHRER I, HHEN L WMEfT IR, L
MR YT B o ) 18] 558 o FF M B HE % 0 R1C, LEN
& TACE® Bt i ##i: 2 LEN Hiplifi o & ik L 7z %8
OEMME izt W S ~ ¥ AMuliRBcH 2 Y. fib
D TACTICSLRER E IWN RO BEERARK L 5. KR
A V& WRT

FEFHESH TH 5 OSOHFJefllE, LEN-TACEREAS
1785 H, LEN¥LEBEA 1154 H T, LEN-TACE# T

A e e

1.0}
0.8}
2061
25
z
£ g4l
SEER
ae 6HH (90%Cl) 984 (91.9, 99.7)
= 12Hh8 (90%Cl) 91.7 (834, 95.9)
00 L1 1 1 1 1 ]
0 6 12 18 24 ao(ﬁ)
E£EZEH
No. At Risk 62 59 52 26 5 0

| B ikt e i

1.0}

0.8}
®osl
=
=
£
g 0.4t

|mimmazR (RECICL)
ae 6hA8 (90%Cl) 91.9 (838, 96.0)
= 128 (90%Cl) 785 (68.2, 85.8)
18 '8 (90%Cl) 65.7 (54.3, 74.9)
OO C1 1 1 1 1 1 1
0 6 12 18 24 30 SB(H)
=7

No. At Risk 62 55 46 31 11 3 0

TACTICS-LE% : 4EFHIR (0S) LEAEEFHM (PFS) O Kaplan-Meier iR

A. OSHR(EIZ259NPATHY, 12P AR THOEEFRIZI0% EFBA T .

B. RECICLICE D PFSI3283 2B Tht), 24P AKRAICH I BPFSEIE60% A TL -,

BAEREDIEV, Fleld,

HRBYIBRME DYIEBFD
Advanced HCC BRRF:
mMRECIST E#(CE D<K ECOGPS (Ovs. 1)

1 DL EDAIERREFFTFARZE B2 &b vs. TL
H—RZDEEE 10cm K K& (<60 vs. 260kg)
FlelE, BBELD 10 ERiE, JiicEAe

FFSRLERDY 50% Kt

Child-Pugh grade A

ECOG PS=1

LAUNCH 8% Study Schema

Randomization 1:1

LEN-TACE & (n=170)
LEN 53 HI(C TACE hEfT
LEN (once daily)

8mg (BW<B0kg) EEIHEES -
or 0S
12mg (BW=60kg) BEIXREHEIER :
2 EBLE®D TACE (& PFS*
On-demand TTP*
ORR*

LEN &3t8% (n=168)
LEN (once daily)
8mg (BW<B0kg)

or
12mg (BW=60kg)

Quality of Life

* FiaEEHE (MRECIST)

LAUNCH#B%(E, Advanced HCC(Z#f9 % LEN + TACE Z4&5F U = ZHE% R T > 4 LML BB NBRARR T, TEFMER & L T2E7F R (0S), BIKFFMIE
B & UTEREEEFHRE (PFS), EBEERE (TTP), HEMEE (ORR) & Quality of Life " 3E & n /-,

BLERZRDI (N —FIH 045 (95%FHX M :
0.33-0.61), p<0.001). EIRMiF H TDH % PFSH Al
1Z, LEN-TACE#7510.6%* 7, LENHM#E236.47°H T,
LEN-TACEBF CHERER 2RO (N —FIiL 1043
(95% 12 #HIX [ : 0.34-0.55), p<0.001) ( ). %%
RN ORR, MR & GHREASOSOMNV. L7 A
T LTSN, 7, i, MIRER & HHEE
BPFSOMN. L=V A7 HFTHB I LRSI

modified Response Evaluation Criteria in Solid

Tumors (mRECIST) 2 3 2 < ORRX, LEN-TACE
B T54.1%, LENHLAHE T250% (p<0.001) T, %
B (DCR) ZLEN-TACE#:4%94.1%, LEN¥ifh
TEDS732% EMBEIICAH B AEZ RO (p<0.001). *
7z, RECIST vL1i232 < 5% 1%, LEN-TACE# T
45.9%, LEN it ©20.8% (p<0.001), fREshlisai,
LEN-TACE®T924%, LENHIEETT726% TH -7z (p
<0.001) ( ). 7L —F3/404 %4513, LEN-
TACEH CLEN BB ISR THREEICED Sh .
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SUEAES 110D

—REMEE ZIREMEE
EEaE BFEIRS , SFHRIRFREGE BFEhiR{ L2 T Sorafenib Regorafenib
(S I RIGEMTIEE) (TACE) Lenvatinib Ramucirumab
Atezolizumab+Bevacizumab Cabozantinib
4
EITHRD CheckMate9DX, phase I EMERALD-1, phase I RATIONALE301, phase Il IMbrave251, phase I
“ SEMAAEER Nivolumab vs. Placebo TACE+Durvalumab Tislelizumab vs. Sorafenib after Atezo+Bev

Dl

FESCREZE TS EN BN A X & & —diWibi ITMBENEL B

Ll AU

FHEREOEME LI CD 10 BETREES U, VST ZTDHINZERYIIICE DX

MEREMEHBRLTON, TEFHHEE CHA2EFR-ICBVTERENRSE

n, JELEREE

LTRLZ EFEEREINTWVS. ZUT, IR7E, Barcelona liver cancer group @ Advanced stage
—RBE, ZXAE, Intermediate stage, Early stage BllIC#14 D5 MABHERD I THN T S.
Adwm%sﬁy@ TBETREREFT T v IiRA4Y MEZERIOHABEEDRMAT, Advanced
stage DTBBETIE 7TV URAR T + RNV AR T HABEER OERIRIROBARE, Intermediate
stage Tld TACEHRBLAF (3 TACE EDLEGRER, Early stage Tl HBIEEDRERENE

MAICEFSNTWVS. EOEMBHBETEERENREINES

. BEBBENEDD, FTlFFE

BEICENTINDZELERY, HOPZERELERIDILICBIEARARTHS. &
NSDHBRDIER, MIBEPFENER T DT EICHFLIL.

=4 0%.5]

GD IZBWTC, HPD-LIHEATH B 72 VNV T + 41

KEYNOTE-937, phase II
Pembrolizumab
vs. Placebo

IMbrave050, phase Il
Atezolizumab+Bevacizumab
vs. Placebo

EMERALD-2 , phase Il
Durvalumab+Bevacizumab
vs. Durvalumab+Placebo
vs. Placebo+Placebo

vs. TACE+Durvalumab+
Bevacizumab
vs. TACE+Placebo

EMERALD-3, phase I
TACE+Durvalumab+
Tremelimumab
vs. TACE+Durvalumab+
Tremelimumab-+Lenvatinib
vs. TACE

LEAP-O12, phase Il
TACE+Lenvatinib+
Pembrolizumab
vs. TACE+Placebo

CheckMate74W, phase II
TACE+Nivolumab
+/—Ipilimumab
vs. TACE+Placebo

TACE-3, phase I (UK only)
TACE+Nivolumab vs. TACE

TALENTACE, phase II
TACE+Atezolizumab+
Bevacizumab vs. TACE

RENOTACE, phase Il
Regorafenib+Nivolumab
vs. TACE

ABC-HCC, phase I
Atezolizumab+
Bevacizumab vs. TACE

LEAP-002, phase II
Pembrolizumab+Lenvatinib
vs. Lenvatinib+Placebo

CheckMate9SDW, phase I
Ipilimumab+ Nivolumab
vs. Sorafenib/Lenvatinib

Atezolizumab+Lenvatinib
/Sorafenib
vs. Lenvatinib/Sorafenib

SELECT-400, phase I
after Atezo+Bev
Lenvatinib vs.
Ramucirumab

SUCCEED, phase II
after Atezo+Bev
Lenvatinib vs. Sorafenib

CTLAAYUATDH B L XY A TPHFENRY 57 = R, &TPOSEMERR (27— I3

ST LB LB MAHREY 2BV T, FRICRITFRE

HHEMAREN, 5%, HERICZBWTHEHTEEE 4 stage, Early stage3IICHIAE, #EATH O AT RER 2 Fuls
LHZENRRRATNTVE, ThdOEANITRTRBE WCHBIL, S ORRRERO T EEHlHH 232 L 723
e MAHREA AT LN, EEFHIEE TH % BRI FIZED XD ITEHEHHRIE D L IOV, HHT 5.
BOTHBMAIR SN2 20, BElER#BEE LB
LM Twa. ZLT, BUE #E7h o THERBROHH
SAMEAREINIE, Fr-eBERRIE T2 L
5 ( ). AKiTIE, Barcelona liver cancer group
® Advanced stage® — K iA#, . IKiAH#, Intermediate

JHR R L 63 2 J MRk, 20094EICY 97 = =

T BMDTRASN, LIES L 3ME—DEHERET
HotzAs, 017F LTS5 7227 (Tkig#e) ¥, 2018
L YNRFZT (—REH) Y, 20194 FAY VYT
(AFP 400ng/dLYL Lo WkiaH#e) *, 20204 77V
X2 T + NNy X ThEE (ki) O LA RY
YF =T (Zkia) VAR SN, BUE, AITII6H
HORYBBEPFEHTIEE ZoTwd. F72, 202241
FIRE RS 2% — b > v R Y7 & (ASCO-

RBATON T 5. FEGHIHH A0, 7213
SAEAAI I & MEREEAAE I O FAEIR ST b

LoNF=T1Z, RO ZAEFVIIBWT,
B~ 7y —YEBAIE, f ¥ —T7z0ry
P CD8 Btk THI NG 2 B jm X &, $LPD-1FEE O bl
B2 SO EMEALTWA I EARENTVS

Advanced stage O —RE4EHER

Bife, #Arho s AR % RS, 2 bu—
WHELTY I 72T F 23V oNnNF T2/ meE L
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