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AASLD American Association for the Study of Liver Diseases

AE Adverse event

ASMR Amelioration du Service Médical Rendu

BSC Best supportive care

BCLC Barcelona Clinic Liver Cancer

CADTH Canadian Agency for Drugs and Technologies in Health

CI Confidence interval

ECOG Eastern Cooperative Oncology Group

HAS Haute Autorité de Santé

HCC Hepatocellular Carcinoma

HR Hazard ratio

ICER Incremental Cost-Effectiveness Ratio

ITC Indirect treatment comparison

IQWIG Instituts flr Qualitat und Wirtschaftlichkeit im
Gesundheitswesen

MAIC Matching-adjusted indirect comparison

mMRECIST modified Response Evaluation Criteria in Solid Tumors

NICE National Institute for Health and Care Excellence

ORR Objective Response Rate

(O}) Overall survival

PBAC Pharmaceutical Benefits Advisory Committee

PF Progression-free

PFS Progression-free survival

PS Performance status

RCT Randomized Controlled Trial

RDI Relative dose intensity

QALY Quality-Adjusted Life Year

QOL Quality of Life

RECIST Response Evaluation Criteria in Solid Tumors

SMC Scottish Medicines Agency

SMR

Service Médical Rendu
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1. FESYEIDEFRE MRS 1= &+ 5 BT s R

1.1 FlEROBE

HERFTEEIEL.AFIVR, TR MY AFE A=A T OEEREMEFMERICH
(FHARYUFITDFFHEFZRERE L1z, LMD TIE. ShoDEEEM T @EERIZES 115
LEERRKMOFEZERICOVTORELITL. HERTEEORENB LD LR ET o1,
FENEOFMOBMELE AR TEOEROAEE, & 1-1-1,1-1-2 [TEHLT-,

RIZ, WD ENEOERZMEEEICE 1T 5 URERRITOE A 2 RETMD
HMEENL. AEREEEORENBTLOLEET o1,



®1-1-1 FEFICETHHEO—ER

E3E HEI R Ealit=ES
RERFTEE DI
AFYR NICE |- FF#R(DRICIIIETURRELZLO:H) E&ICHELC[1]
- FHMBRT—2R: REHAAF R
SMC - JEHR(EEICLIIETUORARELZLO®) E&RICRLC[2]
TSR HAS - SMR: Substantial(in patients with ECOG 0-1 | ZiICRILC[3]
and Child-Pugh A)Insufficient(due to lack of
clinical data)
- ASMR: Minor(1V)
- Assessment of Efficiency: Not implemented
(N IQWIiG | -Minor added benefit EzRICRILC[4]
HhF+5 CADTH | -&#ftZ#2%(Reimburse with clinical criteria EICFELC[5]
and/or conditions)
A—RNS)T PBAC |- FEHe%E EzRICRLC[6]
£ 1-1-2 FEICETHRAXNDRFMERIEDH R
E4 e % FHbERDOHE
RERFTEESE BT
AF)R NICE 7HL EEICEC
SMC 7L E&EICFEC




T52R HAS 7EL EiEICEC
Vsl CADTH HY E&EICFEC
F—ASUT PBAC HY EEICEC
& 1-1-3-1 HF+¥(CADTH)IZE 1+ 5B Ax 3 REHE#E RO HH
RNERFTESE NS pis
E3E HhF5
R84 CADTH
FHMFERD URL 2L | https://www.cadth.ca/cabozantinib-cabometyx-hepatocellular-carcinoma-details
ST R X 1l HRYFF=D HRYFoF=T
SR FHfTE#H2E(Reimburse with clinical criteria and/or | & # {F & # %2 (Reimburse with clinical criteria
conditions) and/or conditions)
FHFEHEDIHEE | pCODR (Pan-Canadian Oncology Drug Review) | pCODR (Pan-Canadian Oncology Drug Review)
[&. ZDEHEDFHM | Expert Review Committee (pERC)I&. Y527x=7 X% | Expert Review Committee (pERC)(&. V57x=7
LUNFoTICEKDETEROZRERELT UIRTREL | RZILUNFT(CLDETERO ZRARELT, Uk
HCC O ABEICHTIARTUF_TDRIRMERELUT | FaELE HCC ORARBEITHTEARToF=TDRIR
DEHFETHRT S5, FH FEURGKEETERNSY | BEZUTOFHFETHERET S, K46 FBATRELK
RHNHESNSDILE EFTERAXADEINBESINLL
STl R E YIBRAEEZ: HCC T.VYZ7x=TXBELUNF=IDEHEE | UIBRFEEL HCC T, V5 7z=TXELUNAF=T DA
[SEFTLEZRABRDESE BRICETLE-ZRARDES
ERAE 1 8 1M@E60mg##OKE 1 8 1ME60mg#OKE




BSC
Ld52ox=7

BSC
Ld52ox=7

EFRG
BOBERAMRLOE

Economic Guidance Panel(EGP)IZ&2E0BEBEMRE
(Incremental cost per quality-adjusted life-year)
-ThiRHFoF=T+BSClvsIBSC &t |DIHE
$285,931~%$428,706
ThR¥F=TJ+BSClvsLI57x=T7 +BSC ¥ 1D
#%%$250,053~$320,500

*CELESTIAL HBRICEFTEHIRTHORBEEZRRELIZZR
BUZZABEIZOVWT, ThRY o F=T+BSClvs TS5t
+BSCID5HE

$302,298~%$442,810

Economic Guidance Panel(EGP)IZ&51E5 % B
2tt(Incremental cost per quality-adjusted life-
year)

AENYSI T =T DHDIEE
THRHoF=T+BSClvsIBSC Bt |DIHE
$285,931~$428,706
[ThiR¥oF=T+BSClvs[LT57x=T+BSCI1D
5HE

$250,053~$320,500

-CELESTIAL HRICETHAI R TOEFERNRELE:
ZRBRUZRAEICOWT, TARYFF=T+BSC]
vs[75tR+BSCIDI5EE

$302,298~%$442,810

#& 1-1-3-2 F—Zr3Y7(PBAC)IEIT5 8 A REFEFER O

RERFTES BRI
E4 F—RARSY7
L 1EsE PBAC
FHMFER D URL 7% | https://www.pbs.gov.au/industry/listing/elements/pbac-meetings/psd/2019-07/files/cabozantinib-
E psd-july-2019.pdf




ST > R HRFoF=T HRYFoF=T
ERliEEES FEHERR FEHERR
FHAEHREDGE | ZEET ZHET
(. EDFEHDFHE
X RER VS7x=TI2&BBEEDHS BCLC B X C D17 HCC | V57x=TI2&kBAEEDNH S BCLC B XL C DHEFT
BE HCC £&
ERAE 1 H1@E60mg#EOEE 1 81@E60mgFO&ES
s d 3§ oiiic] BSC BSC
FEL $200,000/QALY LL E (published price # F L\ 7z 35 | $200,000/QALY Ll E(published price ZAAL\/-15
BOBAMRLD | & )$105,000 -$200,000/QALY(proposed effective | &)
& price ZFL\-158) $105,000 -$200,000/QALY(proposed effective

price #AAL\-15&)
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1.2 SERSFEEEICISHENEQERBRMTTMBECES TS EREDLE1—
SN E O ERFEM MR CE T 52T REMOFHHEIS DLV TOLEL—D#ER, Hik
REXREOHRENAREITENRERE. BETCHELLGHLDTH 1=

1. HFS(CADTH)DEELENERMNRLEDBEEL T, HERZTEXEH I AR LF=T+
BSCJvsIBSC B3 Di5&E . [hRFoF=T+BSClvsILT5T7x=T+BSCIDHE.
MhiRHoF=T+BSCIvsI T5tR+BSCINIZED 3 DEHEL TS, CADTH &
EICKD LA ZHTFLABNYITI=TDADEENDTRERTH S,

1.3 2B IT58EEIE
FOE O EREMTHEEEICE T S IERMEEFERAL. 2SI TOSELLYS5500%
LITFICEELT,

<CADTH>[5]

0 HARYUFZIETSEARFLE LT CELESTIAL RERIZDUNT, CADTH [XARIZ H &M
BLERDONLETMLODH, EICUTOHEFEEToTLS,

1. RBRTOIrO0—7yTHRAEN,

2. EFTLEEHEOPS DEVEEDRAEASN TV,

3. 1 BEDHRIEH 36mg THY. BEAED 60mg KUELLDALY,

4., VII7r=IAMHEFABRTERICERINTEST . FMEIS DOV TOFERAUNES
NTWEIST2. YIS T T RO BZ~DENELTEE TH D,

5. PHREFTHIRMEZRBDEBINENNRY L F_ITHETSERBTRAYETH
Y, D RARERICEEESA-FIREENH D,

6. LIZT7z=TREDFNTEBELLBR LGN >0 EELBROBUMELL LM
DT—EIBAFTELL,

7. BABEIZEDIZKOAEEMELHID . ZOMROKRESIETREHA,

o HERFEEMNMRHELLETILOSWEMIE 10 £/ TH>=HY. CELESTIAL HERIZ&
BENRYFUF=IDEFHRBPREEN 1 FTHY. REBO FRZTILRDAHEMD
HY.5 ENKYBEITHD,

o HLERRSEEEINRSTUFZIELISTI=T DEMICHT-> THEELLE TIEAEL, MAIC
ZRAVLTWSD . COFEICIEZLDRAENH S, PS. BABEDOH. FIAEDYSIT=T
BAEOHMZECEBEEENNRY U F_IRELIS T JHOMTERY . F-HE
DEEBEELARFERICET HFMMATEL Tz, OS & PFS [2DWT, hRYUF=T
LTSz OEELENGV O, LIST7=T LB LIE-ARY U F =T DE A X
MBRISOVTREGFERENELTLVS,
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<PBAC>[6]

® HRYUF=TI& CELESTIAL SHERIZH T, TS5t &tb# LT, HEIZ OS & PFS %3
RSB EERLUED AR UF I DK LDARR T IMNEIIAFT—TH %,
HRFUF_ITDREMTOAT7AIVIEELICIEKRERATH S,
BERGEE I SRR RBELT,. LIS 7% 2 BIBLRICKILRET
27,

& NWARYUFZTELIZTI=TH#HRTHIIETURELDSDI(E CELESTIAL RERE
RESORCE iEZ# &L= ITC THb,
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2. EmaYE At E (i

2.1 MISHICBIFEIVRTFITA4 v LEa—

2.1.1 MHSHBNBRELEYY—FIITRAFa Y
DHDHIE. WA FT DEMBFRRERFT SO K 2-1-1 ITRIVS—FY
IRFAVITEICRCT DV RTIT1vILEA—&EMLT=,
HREM T, NACEERERICIBELLURTRCMEED —AERUBOEELL.
AELBABIE ARYUF =T LIST7=TERE L =, TUMILIE, OS & PFS LT, 1
HEAMIL 2021 F 11 A 8 HETOEHARMELT=,

& 2-1-1 [APHITEDVRATIT4YILEA—D)Y—FHIRFav

IHHE RE

REM BAALRFCERITIBEL-UIR T AR AT M RaRE O Z e H LR
A/ LB BR ARYFUFZT LIZT71=T

TIhL OS. PFS

HETHFI1> RCT

SCHR IR 3R AR 2021 £ 11 A 8 HETO =AM

2.1.2 EEDFRN

DHSIE. ARYUF=T OEMHIFREOFFMICH-Y. P RATIT1vILEL—%EE
LTz EFRHY—EX-XHBEROFEMARN Y —FIIRFIVICTETVTRRERTHEEL.
EDT—FR—RERAWVRREERB LIz RRIFBX DT IR UM E IR ) —=V
Je.FNITHECGEMMEA RS O-ODOXMEY RCT #HETHEENLKY. 2 BDH
LLEaA—T7—IC&YERT CTERINT, XHDOEB EHFNRELIEREE (X 2-1-
3)ILf=A>THIEL = XEDREEBIZEWTELLE2a—T7—RIDHEHERDOFRA—HE(L.
AMEDOHBERVE=ZZEDOFFMICLYEESNT-, FEINT- RCT OMBLEHL, & 2-1-7-1
RU%K 2-1-7-2 IZ$EREFLHT=,

2.1.3 BERMEDOHA ANTEIE ORI H %
DRATFRTAVILE a—DEHEREEEZLTIZRT,

& 2-1-3 BIREE
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A ANELE BROVELEE
R EM o NALFEERICIEELLUIR | 0 RABDUIRTEELIFHIRED
e A RS BEEZEOHR
o NERBEBEDHZXMERERAELLTL
L
A/ LB | @ hRYUF=THRFEZNAR | @ Fiif. MEREZ. RILEEME
i ZETHRE EE LB BELLTVSHAR
® LISTI-JHAIFEIEN A
[CETHE
TIMAL ® 7ULHLIZOS XILPFS WEFE | —
nN5H%E
METHF1> | ® RCT o HERERRIILLE I BEMNERE
SNTULVELHE
o HEHMRK
XHEDEE | — o FibiR
EiE ® AKRENEEETRERBINB
%

2.1.4 FRALET—42R—X
HRARDINEIZE, FEEDT —EN—RZ&FEALT=,

e MEDLINE

e Embase

e Cochrane Library: Cochrane Central Register of Controlled Trials (CENTRAL)

e [EffEE web

2.1.5 ALERRERX
DHSHDNRBLIZV AT ITAVILEA—ICBVNT, ET—IN—XOBRRTHEALIZRE
XE%k 2-1-5-1 Hbxk 2-1-5-4 [TRT,

# 2-1-5-1 MEDLINE via Ovid THUL\=&&X

¥%A:2021 % 11 A8H

BE BmEKX BmE%™
#1 exp carcinoma, hepatocellular/ 93,061
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#2 (hepato?cellular AD]5 carcinoma$1).ab,ti, kf. 103,896
#3 (hcc OR mhcc).ab, ti, kf. 64,553
#4 (liver ADJ5 carcinoma$1).ab,ti kf. 21,085
#5 | exp liver neoplasms/ 177,278
#6 (liver AD]5 neoplasm$1).ab,ti,kf. 5,472
#7 | (hepato?cellular ADJ5 neoplasm$1).ab,ti, kf. 593
#8 (liver AD]5 tumo?r$1).ab,ti,kf. 35,204
#9 (hepato?cellular AD]5 tumo?r$1).ab,ti,kf. 6,839
#10 | (liver AD]5 cancer$1).ab,ti,kf. 41,518
#11 | (hepato?cellular AD]5 cancer$1).ab,ti,kf. 7,035
#12 | (liver ADJ5 (malignant OR malignanc$3)).ab,ti,kf. 8,082
#13 (hepato?cellular AD]5 (malignant OR ! 902
malignanc$3)).ab,ti, kf.
#14 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 242,757
OR #9 OR #10 OR #11 OR #12 OR #13
(((second$3 OR third$3 OR 2nd OR 3rd) ADJ5 (line$3
OR choic$3 OR treat$ OR therap$)) OR second?line* OR
third?line* OR 2nd?line* OR 3rd?line* OR second?choic*
#15 | OR third?choic* OR 2nd?choic* OR 3rd?choic* OR 177,769
second? treat* OR third?treat* OR 2nd?treat* OR 3rd?
treat* OR second?therap* OR third?therap* OR
2nd?therap* OR 3rd?therap* OR salvag$3).ab,ti,kf.
#16 (progress$3 OR failure$3 OR resist$ OR refractor$3 OR 3,141,641
intractable$3 OR inef$).ab,ti,kf.
((previous$3 OR prior$3) ADJ5 (treat$ OR therap$ OR
#17 | administrat$ OR regimen$3 OR antiangiogenic$3 OR 164,873
vegfr)).ab,ti, kf.
#18 | #15 OR #16 OR #17 3,378,830
#19 | #14 AND #18 50,681
#20 | cabozantinib.ab,ti,kf. 1,115
(cometriqg$3 OR cabometyx$3 OR x1?184 OR
#21 | bms?907351 OR "849217-68-1" OR "1140909-48-3" OR 86
"942407-59-2" OR 1c39jw444g OR dr7st46x58).ab,ti,kf.
#22 | regorafenib.ab,ti kf. 1,444
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#23 | (stivarga OR bay73-4506 OR "bay 73-4506").ab,ti,kf. 51
#24 | #20 OR #21 OR #22 OR #23 2,425
#25 | exp "clinical trials as topic"/ 366,162
#26 | "clinical trial".pt. 532,045
#27 | "controlled clinical trial".pt. 94,528
#28 | ((randomized OR randomised) ADJ5 trial$).ab,ti, kf. 434,736
#29 | rct$.ab,ti,kf. 60,750
#30 | "random allocation"/ 106,146
431 (random OR randomized OR randomised OR randomly | 264,662
OR randomization OR randomisation).ab,ti, kf.
#32 | (pragmatic ADJ5 trial$).ab,ti,kf. 5,521
#33 | (clinical ADJ5 trial$).ab,ti, kf. 444,070
#34 | trial$.ti. 333,431
#35 | placebo$.ab,ti,kf. 231,040
436 #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 2,180,892
OR #32 OR #33 OR #34 OR #35
#37 | animals/ NOT humans/ 4,877,706
#38 | (exp animal/ OR nonhuman/) NOT exp human/ 4,911,284
("case report" OR "meta data" OR review OR "scientific
#39 | integrity review" OR "systematic review" OR editorial OR 4,678,675
letter).pt.
#40 | #37 OR #38 OR #39 9,382,725
#41 | #36 NOT #40 1,602,372
#42 | (japanese OR english).lg. 28,958,413
#43 | #19 AND #24 AND #41 AND #42 72

% 2-1-5-2 Embase THU\-#&%

¥%¥A:2021 %11 A8H

((hepatocellular OR 'hepato cellular')
#1 146,928
NEXT/5 carcinoma*):ab,ti
#2 hcc:ab,ti OR mhcc:ab,ti 101,283
#3 'liver cell carcinoma'/exp 181,254
#4 (liver NEXT/5 carcinoma¥*):ab,ti 16,935
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#5 (liver NEXT/5 neoplasm*):ab,ti 1,412
hepatocellular OR 'hepato cellular'
#6 ((hep p ) 43>
NEXT/5 neoplasm*):ab,ti
#7 'liver tumor'/exp 323,628
#8 (liver NEXT/5 (tumor* OR tumour*)):ab,ti 34,450
hepatocellular OR 'hepato cellular') NEXT/5
#9 ((hep P ) / 4,441
(tumor* OR tumour*)):ab,ti
#10 | (liver NEXT/5 cancer*):ab,ti 45,834
hepatocellular OR 'hepato cellular'
#11 ((hep P ) 5,720
NEXT/5 cancer*):ab,ti
#12 | (liver NEXT/5 (malignant OR malignanc*)):ab,ti 5,196
hepatocellular OR 'hepato cellular') NEXT/5
#13 ((hep p ) / 886
(malignant OR malignanc*)):ab,ti
#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 O
#14 365,669
R #9 OR #10 OR #11 OR #12 OR #13
((((second* OR third* OR 2nd OR 3rd) NEAR/5
(line* OR choic* OR treat* OR therap*)):ab,ti)
OR 'second line*':ab,ti OR 'third line*':ab,ti OR '2nd
line*':ab,ti OR '3rd line*':ab,ti OR 'second choic*':ab,ti
OR 'third choic*':ab,ti OR '2nd choic*':ab,ti OR '3rd
#15 79,906
choic*':ab,ti OR 'second treat*':ab,ti OR 'third
treat*':ab,ti) AND '2nd treat*':ab,ti OR '3rd
treat*':ab,ti OR 'second therap*':ab,ti OR 'third
therap*':ab,ti OR '2nd therap*':ab,ti OR '3rd
therap*':ab,ti OR salvag*:ab,ti
progress*:ab,ti OR failur*:ab,ti OR resist*:ab,ti
#16 4,365,092
OR refractor*:ab,ti OR intractable*:ab,ti OR inef*:ab,ti
((previous* OR prior*) NEAR/5
#17 | (treat* OR therap* OR administrat* OR regimen* OR a 304,718
ntiangiogenic* OR vegfr)):ab,ti
#18 | #15 OR #16 OR #17 4,609,658
#19 | #14 AND #18 88,173
#20 | 'cabozantinib'/exp 5,019
#21 | cabozantinib:ab,ti 2,175
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cometrig*:ab,ti OR cabometyx*:ab,ti OR 'xI-184':ab,ti
OR xI184:ab,ti OR 'bms-907351'":ab,ti

#22 | OR bms907351:ab,ti OR '849217-68-1":ab,ti 238
OR '1140909-48-3":ab,ti OR '942407-59-2":ab,ti
OR 1c39jw444g:ab,ti OR dr7st46x58:ab,ti

#23 | 'regorafenib'/exp 5,002

#24 | 'regorafenib':ab,ti 2,858

495 stivarga:ab,ti OR 'bay73 4506':ab,ti OR 'bay 73- 90
4506':ab,ti

#26 | #20 OR #21 OR #22 OR #23 OR #24 OR #25 9,478

#27 | 'clinical trial (topic)'/exp 371,494

#28 | 'randomized controlled trial'/exp 685,626

#29 ((randomized OR randomised) NEXT/5 578,500
(trial OR trials)):ab,ti

#30 | rct:ab,ti OR rcts:ab,ti 88,956

#31 | 'randomization'/exp 92,481
random:ab,ti OR randomized:ab,ti OR randomised:ab,ti

#32 | OR randomly:ab,ti OR randomization:ab,ti 1,713,778
OR randomisation:ab,ti

#33 | (pragmatic NEXT/5 (trial OR trials)):ab,ti 6,605

#34 | (clinical NEXT/5 (trial OR trials)):ab,ti 613,253

#35 | trial:ti 348,817

#36 | placebo:ab,ti 332,471

#37 #27 OR #28 OR #29 OR #30 OR #31 OR #32 OR #33 2,565,726
OR #34 OR #35 OR #36

#38 | 'animals'/de NOT 'humans'/de 1,538,691

#39 | (‘animal'/exp OR 'nonhuman'/de) NOT 'human'/exp 7,294,784

#40 | 'case study'/de OR 'abstract report'/de OR 'letter'/de 1,300,806
'meta analysis'/it OR chapter/it OR review/it

#41 | OR 'conference review'/it OR editorial/it OR letter/it 5,631,510
OR note/it OR 'animal model'/it

#42 | #38 OR #39 OR #40 OR #41 12,698,866

#43 | #37 NOT #42 1,902,581

#44 | japanese:la OR english:la 34,525,823
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#45

#19 AND #26 AND #43 AND #44

360

# 2-1-5-3 CENTRAL THULV=&ERER

¥%HA:2021 %11 A8H

"bms-907351" OR bms907351 OR "849217-68-1" OR

BE BN HRY%
#1 | [mh "carcinoma, hepatocellular"] 1,866
#2 ((he_patocellu.lar C_)R hepato-cellular) NEAR/5 5,612

carcinoma*):ab,ti, kw
#3 | (hcc OR mhcc):ab,ti,kw 3,604
#4 | (liver NEAR/5 carcinoma*):ab,ti, kw 2,923
#5 | [mh "liver neoplasms"] 3,121
#6 | (liver NEAR/5 neoplasm*):ab,ti, kw 2,718
#7 ((hepatocell.ular QR hepato-cellular) NEAR/5 5,608
neoplasm¥*):ab,ti, kw
#8 | (liver NEAR/5 (tumor* OR tumour*)):ab,ti, kw 1,360
((hepatocellular OR hepato-cellular) NEAR/5 (tumor* OR
#9 j . 276
tumour*)):ab,ti,kw

#10 | (liver NEAR/5 cancer*):ab,ti, kw 2,971
#11 ((hepatoc.:ellullar OR hepato-cellular) NEAR/5 5,608

cancer*):ab,ti, kw
#12 | (liver NEAR/5 (malignant OR malighanc*)):ab,ti,kw 410
#13 ((hepatocellular OR hepato-cellular) NEAR/5 (malignant 48
OR malignanc*)):ab,ti, kw

#14 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR 10.216
#9 OR #10 OR #11 OR #12 OR #13 !
((second* OR third* OR 2nd OR 3rd) NEAR/5 (line* OR
choic* OR treat* OR therap*) OR second-line* OR third-
line* OR 2nd-line* OR 3rd-line* OR second-choic* OR

#15 | third-choic* OR 2nd-choic* OR 3rd-choic* OR second- 51,223
treat* OR third-treat* 2nd-treat* OR 3rd-treat* OR
second-therap* OR third-therap* OR 2nd-therap* OR 3rd-
therap* OR salvag*):ab,ti,kw
(progress* OR failur* OR resist* OR refractor* OR

#16 intractable* OR inef*):ab,ti, kw 281,344
((previous* OR prior*) NEAR/5 (treat* OR therap* OR

#17 administrat* OR regimen* OR antiangiogenic* OR (anti 72 140
NEXT/5 angiogenic*) OR vegfr OR (vascular NEXT/5 !
endothelial NEXT/5 growth NEXT/5 factor*))):ab,ti, kw

#18 | #15 OR #16 OR #17 360,149
#19 | #14 AND #18 4,448
#20 | cabozantinib:ab,ti, kw 383
#21 (cometrig* OR cabometyx* OR "xI|-184" OR xI184 OR 69
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"1140909-48-3" OR "942407-59-2" OR 1c39jw444g OR
dr7st46x58):ab,ti,kw

#22 | regorafenib:ab,ti, kw 561
#23 | (stivarga OR "bay73-4506" OR "bay 73-4506"):ab,ti,kw 37
#24 | #20 OR #21 OR #22 OR #23 932
#25 | [mh "clinical trials as topic"] 48,548
#26 | [mh "randomized controlled trial"] 119
#27 | ("randomized-controlled trial"):pt 527,775
#28 | (pragmatic clinical trial):pt 1,880
#29 Eﬁ;;alr;;j)o:;ngftei:jkv?R randomised) NEXT/5 (trial OR 721,961
#30 | rct:ab,ti,kw OR rcts:ab,ti, kw 37,081
#31 | [mh "random allocation"] 20,654
32 | O e O amaorised oR randomy OF | 1 115,235
#33 | (pragmatic NEXT/5 (trial OR trials)):ab,ti, kw 6,483
#34 | ("clinical trial" OR "clinical trials"):ab,ti,kw 460,783
#35 | trial:ti 352,366
#36 | placebo:ab,ti, kw 327,066
#38 | ([mh animals] NOT [mh humans]) 59
#39 | (([mh animal] OR [mh nonhuman]) NOT [mh human]) 59
#40 | #38 OR #39 59
#41 | #37 NOT #40 1,367,194
#42 | #19 AND #24 AND #41 156

& 2-1-5-4 EHEE Web TRHULV-RER

B%¥B:2021 411 A8H

BE mER BEREK
#1 | FFHfaE/TH 101,369

"hepatocellular carcinom"/TA OR "hepatocellular 58,868
4o caner"/TA OR RF#fifa#z/TA OR FF#EREAA/TA OR RF#lfEAH >

/TA OR RFig#HfasE/TA OR RFig#ERaAYA/TA OR FHiEfARH
/TA OR RH#ERaEMIES/TA OR AT E4IER/TA
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#3 | hcc/TA OR mhcc/TA 6,810
"liver carcinom"/TA OR "liver cell carcinom"/TA OR "liver 46,654
#4 | caner"/TA OR BFfig#z/TA OR BFiEA A/TA OR RS> /TA
OR fF#&/TA OR FFHAYA/TA OR BFH2/TA
#5 | "liver neoplasm"/TA
"hepatocellular neoplasm"/TA OR "hepato-cellular 4
#6 | neoplasm"/TA OR RF#iRa#h&E#/TA OR FFiEHRRIFT £/ TA
OR AFEfa EMHEY/TA OR FHiEHERE EMEHEW/TA
#7 | FiEER/TH 165,827
48 "liver tumo"/TA OR RFfigfiE#%/TA OR RHiEfELS/TA OR RFHE 9,823
%&/TA OR RBFEELS/TA
#9 "hepatocellular tumo"/TA OR "hepato-cellular tumo"/TA 49
OR RF#lifafEs/TA OR RFiEHERafES/TA
#10 | "liver cancer"/TA 520
#11 | "hepatocellular cancer"/TA OR "hepato-cellular cancer"/TA 12
#12 | "liver malignan"/TA 19
#13 "hepatocellular malignan"/TA OR "hepato-cellular 1
malignan"/TA
#14 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR 183,302
#9 OR #10 OR #11 OR #12 OR #13
5 EIR/TA OR FE=EI/TA OR % 2 #IR/TA OR #H 3 FER 13,579
/TA OR 2 R#&i%/TA OR 3 R#EE/TA OR ZR#EE/TAOR =
REE/TA OR £HURFaAX/TA OR H—kF3~/X/TA OR 2nd
FaAX/TA OR 3rd Fa/4X/TA OR €hHV k542 /TA OR H—F
4> /TA OR AV E-542/TA OR H—K-542/TA OR 2nd 5
A4>/TA OR 3rd 54> /TA OR ZR:A%E/TA OR = XEE/TA
#15 OR 2 X;A#/TA OR 3 XA#E/TA OR H)LR—TiE/TH OR

#&/TA OR H#)LR—/TA OR "second line"/TA OR "third
line"/TA OR "2nd line"/TA OR "3rd line"/TA OR "second
choice"/TA OR "third choice"/TA OR "2nd choice"/TA OR
"3rd choice"/TA OR "second treat"/TA OR "third treat"/TA
OR "2nd treat"/TA OR "3rd treat"/TA OR "second
therap"/TA OR "third therap"/TA OR "2nd therap"/TA OR
"3rd therap"/TA OR "second-line"/TA OR "third-line"/TA
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OR "2nd-line"/TA OR "3rd-line"/TA OR "second-choic"/TA
OR "third-choic"/TA OR "2nd-choic"/TA OR "3rd-choic"/TA
OR "second-treat"/TA OR "third-treat"/TA OR "2nd-
treat"/TA OR "3rd-treat"/TA OR "second-therap"/TA OR
"third-therap"/TA OR "2nd-therap"/TA OR "3rd-therap"/TA
OR salvag/TA

|51/ TA OR FEEHAEHI/TA OR KB/ TA OR ZKELAEHI/TA 46,496
#16 | OR BEHI/TA OR HEEAEHI/TA OR progress/TA OR failur/TA

OR resist/TA OR refractor/TA OR intractable/TA OR inef/TA

BE;A#/TA OR HIJAH/TA OR JAHE#%/TA OR EML%H/TA OR E 60,265

D #H/TA OR FE%H/TA OR BEDFH/TA OR ;AEIZKE/TA OR

BEELM/TA OR BEMNKLE/TA OR "previous treat"/TA OR
#17 | "prior treat"/TA OR "previous therap"/TA OR "prior

therap"/TA OR "previous administrat"/TA OR "prior

administrat"/TA OR "previous regimen"/TA OR "prior

regimen"/TA
#18 | #15 OR #16 OR #17 117,821
#19 | #14 AND #18 4,203
#20 | Cabozantinib/TH 201
#21 | cabozantinib/TA OR ARYUF=T/TA 67

cometrig/TA OR cabometyx/TA OR "xI-184"/TA OR 2
#92 x1184/TA OR "bms-907351"/TA OR bms907351/TA OR

"849217-68-1"/TA OR "1140909-48-3"/TA OR "942407-

59-2"/TA OR 1c39jw444g/TA OR dr7st46x58/TA
#23 | Regorafenib/TH 1,042
#24 | regorafenib/TA OR L357z=7/TA 614
#25 | regorafenib/TA OR L357z=7/TA 614
#26 | #20 OR #21 OR #22 OR #23 OR #24 OR #25 1,243
#27 | BRERERER/TH 132,344
498 S LA EERER/TH OR #5524 LELLEEER/TH OR S04 208

LENFIF/TH
#29 | RD=Z% L{LLLEERER OR RD=#5 4 L{LELEEAER 28,730
#30 | "randomized controlled trial"/TA 1,528
#31 | rct/TA 14,489
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#32 | 524 L/TA OR random/TA 15,813
#33 "pragmatic clinical trial"/TA OR "pragmatic trial"/TA OR 7 39
59 IT7499/TA OR T35 3FV9/TA
#34 | "clinical trial"/TA 1,980
#35 | 75t7/K/TA OR placebo/TA 6,908
#36 #27 OR #28 OR #29 OR #30 OR #31 OR #32 OR #33 153,435
OR #34 OR #35
#37 | (81#/TH NOT ER/TH) 349,110
((PT=3m&%) OR (PT=f#:) OR (PT=&3it) OR (PT=Q&A) OR | 10,516,406
#38 | (PT=§%) OR (PT=a4> k) OR (PT=L%—) OR (PT=%&#%)
OR (PT=EEfk=) OR (PT=fEffl#&5I=) OR (PT=4£K))
#39 | ((RD=A427F1)2RX) OR (RD=ZEHALS1)) 5,096
#40 | #37 OR #38 OR #39 10,614,384
#41 | #36 NOT #40 55,428
#42 | (LA=BA:E, &5 14,723,480
#43 | #19 AND #26 AND #41 AND #42 3
2.1.6 BEHE

DRATITAVILE 2 —D§ER L. PRISMA 7O0—Fv—rE2SE(ICH 2-1-6 DBYEHSHh

=

uOI13eD113USPT

T—AR—REERTHEL-HH
(n=591)
[MEDLINE via Ovid (n=72).
Embase (n=360).
CENTRAL (n=156).
Edit web(3)]

l

bulusaiog

EERNZDEE
(n=391)

BEISCHR 1 HZRR5

l

AOY—=—2 T
(n=390)

BRoME5R
(n=351)
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B oM
o (n=31)
g ST M ST 0D 3 B A 5K R (B ERER (BHEHY):
= (n=39) XERDFELE(n=28).
= HRTF YA (n=11).
7L (N=3)]
!
§ 1R FR &N F= SRk 5
o (n=8)
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B 2-1-6 PRISMA JO0—Fv—Fh

ARYUFZTELTST=T DEELRKICHZET S RCT [FRER TEHEMN 1208 AR
FoIJLTS5RELB LIz CELESTIAL HBAER SNz, £z, TS5 ERENLT
CELESTIAL {ERERIHELLERTTREME D $HD. LT S5T71=T ETS5tREE LT~ RESORCE &
BAHERIN-, DR DYATITAYILE 2 —THESNE=XRIZOVTIILUTORYT
Hb.

BT O AT ITA4YILE 2—THESNT= 8 DO X#) X+
<HBERFTEELLHSFNELITHELZ 6 HOTER) X>

1. Abou-Alfa GK, Meyer T, Cheng A-L, El-Khoueiry AB, Rimassa L, Ryoo B-Y, et al.
Cabozantinib in Patients with Advanced and Progressing Hepatocellular
Carcinoma. New England Journal of Medicine. 2018;379(1):54-63.

2. Kelley RK, Meyer T, Rimassa L, Merle P, Park J-W, Yau T, et al. Serum Alpha-
fetoprotein Levels and Clinical Outcomes in the Phase III CELESTIAL Study of
Cabozantinib versus Placebo in Patients with Advanced Hepatocellular Carcinoma.
Clinical Cancer Research. 2020;26(18):4795.

3. Kelley R, Ryoo B-Y, Merle P, Park J-W, Bolondi L, Chan SL, et al. Second-line
cabozantinib after sorafenib treatment for advanced hepatocellular carcinoma: a
subgroup analysis of the phase 3 CELESTIAL trial. ESMO Open. 2020;5(4).

4. Bruix J, Qin S, Merle P, Granito A, Huang Y-H, Bodoky G, et al. Regorafenib for
patients with hepatocellular carcinoma who progressed on sorafenib treatment
(RESORCE): a randomised, double-blind, placebo-controlled, phase 3 trial. The
Lancet. 2017;389(10064):56-66.
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5. Finn RS, Merle P, Granito A, Huang Y-H, Bodoky G, Pracht M, et al. Outcomes
of sequential treatment with sorafenib followed by regorafenib for HCC:
Additional analyses from the phase III RESORCE trial. Journal of Hepatology.
2018;69(2):353-8.

6. Pelosof L, Lemery S, Casak S, Jiang X, Rodriguez L, Pierre V, et al. Benefit-
Risk Summary of Regorafenib for the Treatment of Patients with Advanced
Hepatocellular Carcinoma That Has Progressed on Sorafenib. The Oncologist.
2018;23(4):496-500.

<BERFTEENHFELI-XERLIN T, 2D THARELS 2 HOXER>

7. Kelley RK, Miksad R, Cicin I, Chen Y, Klimpen H-], Kim S, et al. Efficacy and
safety of cabozantinib for patients with advanced hepatocellular carcinoma based
on albumin-bilirubin grade. British Journal of Cancer. 2021.

8. Schoffski P, Gordon M, Smith DC, Kurzrock R, Daud A, Vogelzang NJ, et al.
Phase II randomised discontinuation trial of cabozantinib in patients with
advanced solid tumours. European Journal of Cancer. 2017;86:296-304.

2.1.7 BRERFAROHE
BT DY RATITAVILEL—THRESH Tz CELESTIAL 8 & RESORCE FRERDH
BER 2-1-7-1 RUK 2-1-7-2 TR,

+* 2-1-7-1 BEFBROME(CELESTIAL HER)

HER% CELESTIAL &B&[7]
Abou-Alfa GK, Meyer T, Cheng A-L, El-Khoueiry AB,
Rimassa L, Ryoo B-Y, et al. Cabozantinib in Patients

EEER with Advanced and Progressing Hepatocellular
Carcinoma. New England Journal of Medicine.
2018;379(1):54-63.

IR ERBR B HFER NCT01908426

HERZERL=I5m 19 ME 95 fEEx

HERDE M 201349 A~2017%9 A
YIITIZTTHRESNCEAHY ., DkEd 1 BDRTARE

XMEREH o
EETCTIBELETEFERERS

FAHAA ANELE e 18ELIE

25



o SHEEHIE DT HERE
® Child-Pugh 758 A (25229 S AT#EE
® UST4=TJITLBRIAREENE
o Liadtt 1 BIDHIAEERT CTHBEL
® [ KT 2 EDHIAEREER
® ECOG Performance status score A1 0 X 1
o EYIIEBREEEE TS
P ° ﬁﬂfﬁy%zj‘l:o&é;‘é‘ﬁﬁb%é -
o [FHREDHRENIL FO— )L TEHUVIREE
S AT DR irl-&/?:j 60mg #181E%ZE ’
BlEAZERDHHEIZIE 40mg. 20mg DJETHEZ
LR ot BE D B TSR
HEBRTH #1480, =541 RCT
BRIEE “EERIE
FEFBIER oS

FLEIRAFHEER

® PFS(RECIST v1.1)
® ORR(RECIST v1.1)
o T4

0S OHRERU HR
(F—5hvkA7H:2017 %6 A 1 8)
ARYLF=T:10.2 MA (95%CI 9.1-12.0)
F5+4K:8.0 B (95%CI 6.8-9.4)
HR:0.76(95%CI 0.63-0.92)

AAE PFS Db fER U HR
(F—4Hvh4+78:2017 56 A 1 B)
HRFLF=T:5.2 1A (95%CI 4.0-5.5)
75tR:1.9 MA(95%CI 1.9-1.9)
HR:0.44(95%CI 0.36-0.52)

JL—K3XIE4mAE

T2 HRYF=ZT(N=316):68%
7T5t/R(N=86):36%

ARNERIHIBEME | HLAL

ARNERICHIEREM | HuAL

26



# 2-1-7-2 BEFABROME(RESORCE iER)

RERA RESORCE 8&[8, 9]
Bruix J, Qin S, Merle P, Granito A, Huang Y-H,
Bodoky G, et al. Regorafenib for patients with
hepatocellular carcinoma who progressed on
sorafenib treatment (RESORCE): a randomised,
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i Lancet. 2017;389(10064):56-66.
ERIER
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trial. Journal of Hepatology. 2018;69(2):353-8.
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MEEAMELIHDNETHY LT HIETFTELRL JEFH@LT -,

2.4 EBMHEREOH KBS HEHE

£ 2-4 HRFUFT 0EMEE AT S5

xR &M AAALFEERICIEELUIR T e AT MR E O — JCa LU
TA hRYUF=T

[l 3Pl Ld57xz=7

ToMAL OS. PFS

O EBMNMEREHY
BINMEREOEE |4 NEMMERELZLIHDIWNIEMHY EITHIETTEALN)

O Z 0t )
FIEF DR LGS T O RCTDAF7FHYL R O E—0 RCT
F—4 O MREQLBREHRE & RCT OMELE
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O HEEABROLLE
O Zohfih( )

EBMNMEREOEE
¥R L-1E /A

VRAFITFAVILEA—DHER DR FoIELTSTI= T EE
H# LT RCT [FFFELGM o1, BIEBRFTEE A ML R L&D
Rk, A8 oS 2ERSEHILFRHLNT (HR: ||
B 55 - PFS £ ERS# A2 ELBHL LM O
HR: ) £ 55 BERTEEE DS
WITBV T AF—RLEEHIT 1 ISEC BEICEBLRE RO
ngsof=CEM G, BIMMARMEOFEICEL T, EMIERAMKLL)
HHNEM Y EEHIEFTEAL  EFHEL T,
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[BLERRFEREDREEHGEMMARAR)ISHTSLEL—RER]

Bonf-T—2IZHEIKE DRFUF=JELI5T7z=TII/L

e
O EMBERMUZERETHEEAONI-O. ERAMRINNRETHS,
v EMMARMERE T HEHIETELRL O, BRAR/MEI IR ATH S,
O Zofta(

\_
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3. %X %R BT

3.1 WERTREICLIERAADRTEE APIMICETHLE 1 —REOBE

3.1.1 L3357 JeHRL-BRAKR/MESITOBE
SHFE

RERFGERTHRYUFIICELT. LIS7z=J I LEMME AtEEE T 5L HIE
TELEWELI-ET. BAR/MERHET o, RERFTEF . EXDHELT. ZREDH
HDHERITELDHRE CHERLI-AERELT,

HERFTEEFIRERED/N\FA—2LL T, Effi. tHxt FHE54E (Relative dose intensity:
RDI). & E5HE®D 3 DZHEL. FFIEETEL. 1 BEM x Fi#9 RDI x FHRS5HHTE
Lz, BERFEEEE 2021 FOEMEREIC. 1 BEMEFELZ, ARTFUFZTIZIL,
60mg fE& 20mg F&D 2 DM HY . BN RGEHH ., WERTEE L 60mg FEDE(HEE AL
TERREITO =,

F 15 RDI &, CELESTIAL i£8&& RESORCE SRERDFERMN AL G-, BLERTEESRILH
RYUFZITDFH RDI BRI TARINTUWVEN2IzE R =52 T, IR RXFTHS
CELESTIAL FHERDIMIFMEE N OG- RDI £ 4FICFEMALT-,

Fi91% 5 84/ (& RDI R4k, CELESTIAL 58%& RESORCE HERDFEEMNALGNT=, B
RYUFIOFHHEEHMICEAL T, BERFTEE L LR O CELESTIAL RERDMIERE
ENB-EEERLTOMEITo=.

BNTA—ADQFEMIZOVWTIEITEEORDEYTH D,

£ 3-1-1-1 BERFEREOEXRSH TR N/ A—2 DB

EH| Z{iffi/ 5 F 15 RDI(%) TR 5HRE(R)
hRYoF=T ¥ 22,333 60.94% 5.9
L357z=7 ¥ 17,048 90.06% 5.9

T AT 1A AZ 30.5 BELT=, 5 REFIIREHMM 1 FXRFGETHo=1=6. BAHINT
LVELY,

Ff-, SERTERIIRE S HEL T, Partitioned Survival 7 7O0—F 2R =ETILIZEK
BHMET . ETIVAHTH. RO 7 I AITEEF CRILEREELET H5—AT. BRIC
DWTIE, EXEICNZ. ERERDHEEICEOLIBEREZEO AN Thhf, ETILOE
ElX, ARV OFJTOBEMBRE CRAWV-ETILERBROET LA ALG L,

SRR
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HWRYFUOFZITDERNEESETE. ¥2,449,071. LIAST7z=J DEXREEETLXY2,762,817
T.BREFEX, BDE(-313,746 ADHIB)THo1=. ETILAWERW =2 TIE, X
P ERBRICHRYT O F I TERARNEVSHER T, MoBRIERDIEFEZ—HLTL
1=

#* 3-1-1-2 }ERFTREFICLIBEAR/MESTOERFITOHER
ZR(M) BaERA)
HRYUF=T | 2,449,071 -313,746
L357z=7 | 2,762,817

3.1.2 LI357z=J LB L-BRAR/MES ISR T L RE
3.1.2.1 Effi(1 BEM)DFFEAEICONT
[3.1.1 LOdS7z=JEEEBL-ERAR/MESTOBME ICREDEY . MERFTEEHIT
SIZERSHTIE, 1 BEMBOHEIEHRYUF=J D 60mg FeDEMIZE I TITHATL
.58, ERFTEEIIFVASHFD 1 DELT, 20mg FEOEMEALFERERELT
W5, CNICEALT. UTORICEETIVENHD,
0 HRYUF_IIEELEYDERIN60mMgIEL20mg fE TR S1=8. RDIA 100%
ZTES5HE.60mg OEMEAVTHET DL AR UF2TOERNELB/INGE
g 5B NLH5,
® HARYUFZIDAEICIZ 1 H 1[H60mg #ERHSLEHEN. BBERAERIZEITEHKR
HUF_TDOFE RDI A 60.94%(F1ty 1 HRS5 =T 36.56mg)[10]THSHKIIZ,
Z<DEEHN 1 BIREE 60mg HoFBEL TSI EMNTEIND,

3.1.2.2 AE BEEICDOIVT
BLERFTEENTORLEARANTIEL. BRI BOADNHEEFITRLSHRTE TITHONIZ(BREDHT
Tl& Partitioned Survival 77A—FZRAW=ETIVICES D ITHN . ZORFIZHENT
FEXECMZ. EREROEEICEISIERLEENTLS), ChIZEALT, LTORICHE
ETOLENHD,
® NARYUFZIDFEH RDI AMENZEIE, hRYUF IR EINE-EHICEVTEIE
AOEBNERTELOAREMEEZRELTNS, COTEEMES TR DL, AE BEEE
EELGVWAIIEHRY U F I OEREDB/NHEICDENEBNAH D,

3.1.2.3 HEAT—EIZDOUVT
HERGEEEDOHTIX, R UFZIRULIZT7z=T M RDI [ZEL T, BREKREEROT
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—5ZANTVS, ChICELT. UTORIZBE T SLENDHS.

® CELESTIAL HBREBAABENEENRTLVLENIENL, HBRADRERKE
CELESTIAL HER C&#URBISM 7= RDI (FELGZHENDH D,

® LIJ7x=TDHMXEIZLDE. RESORCE HERICHETHIHARABEIE. K
7%(40/573)ERETHY . BARDREERRE RESORCE FHER TE RIS 1= RDI (F£
BHBNDHD,

o HERZRBOSWICHEWT,. RFEF 1 BEM x FHYRDIx FHRSHARTRE
SNBHLEEZADHE RDIDERERADHEICH-Y. . BOTERZLGHEESZ5. D
F=8 REHEICEH L TIE. BARDRKERR EERREAER TEBISN 7= RDI NELGLIMNENI
BLBICEEGREANDETHHLEEZEZADND,

o KMk R THRY L FIMNA AR RERITIBELETAMAZEA 2020 £ 11
BISEBIERESN THo—EDREARBLI-CEND, LETFT—2DERMNEH.
LEThT =2V TRBRDEEZHLIEEEHETETOM TR T HENTESE
EAbNb,

3.2 LEA—RRIZESBATORELREROHFIE

O #icHL —  KETRT
za »Y —  LITFIzHR<
O ZFhith( )
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3.3 RRENADELGEITOME

3.3.1 BREMPBELSMFEONT AL E(FEL[RENDODZENKEV]ILD)
a) Effi(1 BEM)DHEAZEITONT

3.3.2 BREDSBRELHNFEL/IITA—4%E(3.3.1 LSHDOHLD)

b) AEARBEEHIZDOWLT(SFIALH)
c) BERAT—RIZDWT(FUA L)
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3.4 FEGR(BRICEADEENKRZVR)IOVTOBEFHORE
3.4.1 (1 BEM)DEHREFZEITONT

& 3-4-1-1 ERFTREFICLIBEEDZLEHS
BERFTFREDRHELE-BEEFICHITS

2oiay N—=T% FIRTES (HEHVFIRRES)
4.2.3 46-47 15
(HEZFDH]

HRYFUF=T(Z(F,. 60mg & 20mg 2D 2 DHH5H A, 20mg & 60mg DEMFHREFHE
[ZRENTLVELY, 60mg ZHREFTBRICIE,. 20mg ZERLAGENIEEShTWS, BEAE
[ 60mg THAHZEM L, ERFITTIE, 60mg feDEHZE ALV =,

[EANGESHTORE]

ARYFUF=TIZI1E 60mg & 20mg fehihY . BEHREDHZEIE 60mg fEht 1 fefERS
n.EBEERHENHEEE. 20mg fEAALGNS, 60mg & 20mg IR TIFEEL-VDERA
NEDH(FR 3-4-1-2)f=8 . BERTEEEHN ALz 60mg FEDE(MIZ RDI RUNRSHAMZE
FELTEREBZHATIAZE. HEOBENZWEE ., ERIEZB/NFET S,

ARYUFZTOREICIE 1 B 1 [E 60mg ZEBEREEHIN. BRKRARICHTHHHRY
F=JTDFEH RDI 1 60.94%(F15 1 BIR5 8T 36.56mg)[10]THD L3I, ELDEEAM
1 B#58 60mg MhoHEL TSI ENTRESN DS,

ZIT. 2 TIRRTHAEDHEITITEEL, 20mg ROEMTHELL-EMEELRD
MELTIRATHIEELE, 7D 1 BEMIEE 3-4-1-2 DAY TH S,

& 3-4-1-2 HRYUoF_IDHREEE 1 AE(M

60mg S DEMTEFHEL- 1 BEM | 20mg FEDREMTHEL- 1 BE(
60mg %5 22,333.00H 24,022.80 H
40mg &5 14,888.67 H 16,015.20 H
20mg &5 7,444.33 H 8,007.60 A
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3.5 3.4 LSRN DELTRICEB TSR TORE
3.5.1 AEAEEICDOINT

& 3-5-1-1 HERFEREBICIIBEEOZXR LTS
BERFTFREDRHELE-BEEFICHITS

tooav =8 FRIBITES (HIVIIRERES)
4.1.1 46 6
(FRESF D]

EXDHELT, ZERBOAZLEL-miTEERRL =,

(RGBS TORE]

AR UFZTELTSTI=T T AE BBRENELGDAREMLHEHIEN S NS HTIEEER
BICMAT,.AE ABREZZRICANTEERZLERL-BAR/IMEANES FIAHHELT
EHT 5,

RERFTEEIIRELSMHELT, Partitioned Survival 77O0—FE#RAWETILIZKE S
WETO>THY. TORIIBRALLT, EFIBZ1TTH AE ARESLEO-BRA%ZHEL. »
MEERELIz, 2O, BERTEED AEABRENDEHAENDSEIC AEAEBREZEH
Lf-. ERMGEEAEZIIUTOEY THS,

BERFEEEDBRESMTIE. FL—F 3 XL 4 T 5% EHESNTINS AE ZH R
ELTWVS, AEAEE D Ef (X Kobayashi 5[11 DA i CEHLNI- AEEREZRICEH LT,
B EARSE ¥ E (X Kobayashi 5O EAN 2017 FOZEBREMICEOCERTHo-LL. ZER
B ERICEDCGAERZANT 2021 EFOERICTAELz, AE DAEE (L, CELESTIAL &
E%. RESORCE ERM AE D BEEISICEBZ R TS LTHREINT,

DA MITHERTEED AE ABRBOEHAZEIEEORZAZLHIEL. RFROFE
ZAWVWTAEBREZHEHLT,

& 3-5-1-2 AE BB EDE(f

AE Bffi/ o1l HBffi/H1oIL Y—2R
(2017) (2021)
T ¥3,147 ¥3,195 Kobayashi[11]
FRBOERE ¥1,176 ¥1,194
=E ¥4,900 ¥4,974
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R ¥0 ¥0 --
BTk ¥0 ¥0 --
AST £& ¥0 ¥0 --
7’ NIE ¥0 ¥0 --
mePEYILEY L ¥0 ¥0 --
2

&) > mfE ¥0 ¥0 --

F:1H49)L=28 B, 0 AIXEEGELERTE,

% 3-5-1-3 AE DEEEIE

AE hRYFoF=J La57z=7
TH 9.85% 3.21%
FROEIREE 16.92% 12.57%
= IMmE 15.85% 15.24%
) 10.49% 9.09%
BT 5.78% 0.00%
AST L8 11.78% 10.96%
®’NOiE 6.85% 0.00%
meEYJILEVER 0.00% 10.43%
&> M 0.00% 8.56%

LERDHEICEDE AE BREZHELLBREIUTOEYTHY. AMATTIICDERE
ALWT. ERS/MEDEERRLT=.

% 3-5-1-4 B THL: AE ARE

A AE jam#E(F)
hRYoF=7 1305.12
L357z=7 1010.71

41



3.5.2 HXAT—%I2D1\T

& 3-5-2 HERTEXRFICIIMEETOZLHS
BERFTFREDRHELEBEEFICHITS

+Hiay R—IH BRITE S (HHVIIRKRES)
4.2.3 47 10 XU 18
[ESREEZFDEE]

4D RDI [F. CELESTIAL &8k & RESORCE SERDIERZ ALV =,
(i)
%5 83fE (&, RDI &[E#& CELESTIAL i#B&& RESORCE HERD#ERZERAL V=,

(RN GESHORR]

EALETMER-EARERZFR/RT —2N—A(NDB)ZRAWLT, BARAZHREL=D
RYUFZIRULTS 1 72270 1 BIX5E-RDI-1 BEXEZEHLI(X 3-5-2-1),
NDB D##TA X IIBBER (DR FT (HRAT1HRER)ICETIEAL+TMEHRS
HHRE)CEHT D, AN ECOEREZANT, AEFZERL-ERR/MESTES T
DADZHELTERLT =,

& 3-5-2-1 FFilREREICHTEIIRYF U F2IRULISTz=TOREE

HRYUF=T | L357x=T
EEBREH 552 954
T51 BEE5E(mg) 39.21 109.08
15 RDI(%) 65 68
BEE5EHOEY 1 BEXE(M) 15,275.71 15,496.33
KREHRZEEEL-FY 1 BEREE) 2 15,275.71 11,622.25

X1:L357x=J3E% 1 H 1B 160mg 2B#%&IC 3 BMERZEOKREL, TD% 1 ER/H
RES D KEHAREEREL-TH 1 BEFBEZ. RE5BOTFHY 1 BREFEX21 28 LE

LT,

X2 ARPFFADBEREEOTY 1 BREAE)FYEH




4. FHER

4.1 BOWMICBITHEERSTOHKBR

- RIEL=SH

O ZFofh(

O BAMRISMIESBERADRLERLHT D)
Y BRASMESITGHRERFLLTEAZHEET D)

4.1.1 BEOWICB T 3EEXSTOELYBR(EERNESHT)

% 4-1-1-1 WERFEEICLIERSTOBR(BERNESH)

#RA(M) goaEM(M)
hRGFoF=T 2,449,071 -313,746
L352z=7J 2,762,817

£ 4-1-1-2 BOWICBT2REDTOBR(BERNIESH)

#AA) 1#o#A(M)
hRYoF=T 2,634,377 -128,440
L3so7z=7J 2,762,817

4.1.2 BAWICETHEIMDR. BORA. BOBRAVHRLIO#R

& 4-1-2 BOWICBET5ESBRADOEDS

BAWORS BrERM)
HERFTEEOEASTOHER -313,746
a Eil(1 BEMOHESEER -128,440
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4.1.3 AOMICEIRBRLTVGELAS, EENICESBADRLICEEBZEASHE

ZEEL,

%]
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4.2 BRMICBTARESTOKR

R 4-2 —TRBBESTOER

INT A=A INTA—BDEEH ) BHE A
R TE DIRHL
TR LR TR LB
. E¥|E(L RDI. 1 B,
EHIE D RDI(HRYVF=T o . _
( 7 ) 57.89% 63.99% | XEHMZERLTRDHC -260,159 3,279
(60.94%) . . _
EhviS. RDI ML E RIS
RIFFTEEIKRENEER
EHIEO RDI (LI571=7 ‘ o "
( . 77==7) 85.56% 94.56% | PN Do INFA—ZDFH -266,581 9,701
(90.06%) &+ 5% THRELE,
4.3 BoOHICETE2FIA A OFER
 4-3 JFUADIORER
] . ] HARSH $F AT
15H BEARDHTDERTE DFVA R DERE
1o A(M) 12 A(M)
AE AR E AE ABREII DT TER/LAL AE ABEFERIZEHTHNTS -128,440 -128,146
MEFIOFY 1 BFEFNETAARAAE | MEFOFEH 1 BEFNETEALE
BAAT— | BZEFLHN. XIZBERAEEHLNRE | TMER-EREFECEZER/RT —4
. . ‘ n -128,440 657,441
3 HMEERRRABRTOERDBRE=ICR | R—X(NDB)ZRAWWTEHL-EH

DEHTE,

DEREEICEDERTE,
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4.4 FHTREROBER

& 4-4-1 SHBROHER

AR REE BAALREERITIBE LI UIR T AR AT M RaRE O Z e R LA
EE 3o B B Al L357z=7
ICER OE#{E O &8%nmB RENMLELGRE
O FFUMEEBEMISHUSRNEML ., N DOEALHIR)
UV HEBBEEISELSIRNRFTHY . N DOERAMEIR
O 200 AxXKiE
_ O 200 BLLE(200 FALLLE)MD 500 BAK#H(750 BHXK)
ICER OFFEY 5t
EABLELE O 500 AALE(750 HFALLE)AMD 750 FAKHE (1125 BHEXRH)
O 750 FALLE(1125 FALLE)HMD 1000 HHLLTF(1500 A%
HXME )
O 1000 AAELE(1500 FALLE)
O MRHIRF(HHNEEY) M OERAMNEL
O Zofh( )
ZOESITHIELI-E | BRI ORER . ARYUF I ELITST=TICH LR EETE
== RAA NS0T,
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4.5 MHRAERDEH

4.5.1 BERFTREDHER

ESFRRERAOBEHSICOLT, WERAEE
_u:raaﬁmcafuw)iau;\ﬁu:o

o BillE()— Kb O
o BigMm(b)= ﬁu&% —
o FHEME I

4.5.2 AW HOHER

NRIDHTIE., WERFTEEOHTOZ UMERZET 51202, NDB AR TEMEE I
ﬂﬂ@?m%%ﬂ%&u?mﬁw&ﬁu_(i 4-5-2-1),NDB DA% IHEEH (DAY
F =T (HhRAT4O X&) BT BE RARIE: a—1 | [ A R

& 4-5-2-1 HRYLF=TZRASh-0AFE AR O BazERCFERESER

Bl A HBRasE
202058 14 =
202046 A 69 -
20207 A 133 -
202048 A 111 -
202049 A 150 =
2020410 A 123 -
2020% 11 A 135 B
2020412 A 98 12
20214 1A8 145 41
202142 A8 150 54
202143 8 147 69
2021448 150 68
20214 5A8 137 77
202146 A 167 72
2021 %7 R 151 74




202148 A

156

85

At

2,036

552

FHEIn=BERZ. EMREERA 16 H»AM. FFMRELEN 9 M AROHRIE <
BTHAHAEND, ENEN 12 D ARDIEICSH— T 57012, 12/16 £&. 12/9 f&L1-, Eiffiia
BICHEITE—RER- ZRERDIANGIEERTREHTDEZAL - U LOBRNMEH

SNERSTHEREFADBEREBEESEIR 4-5-2-3 DRYTHS,

& 4-5-2-3 AMSNICLDBEBSOHRER

S HREH BEHE(N) | BEIE

B —RER 73 3.2%
) §i=t - 1,454 64.2%

FrffasE 736 32.5%

UE&Y, HiERFTEEOHF TIIFMRERAOEEINSERBDITHELTLDRTEEED
HH=H.NDB ZRHWN-AA BERICE IS SN EZMEERABROEALLTHNSIE
NEETHLHEEZDNT=,
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