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H{LERIEER (GastroIntestinal Stromal Tumor : GIST)
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H{LERIEERE (GastroIntestinal Stromal Tumor : GIST)
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0 0|
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o ME3FARLTH. SFR29%HEFE. 10FRICIE53%EFR = 3FLULARME
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Clin Cancer Res. 2023 Sep 1;29(17):3313-33109.
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Tahle 1 Multicenter trials of nepadjuvant imatinib therapy for GIST

FEDERER 5559%5%5,523-529.2013

X . No. of . RO resection N
Design Endpoint patients Dose (mg)  Duration rate (%) Adjuvant imatinib  Survival outcome
Eisenberg &t al. (5)
2008; Wang et a_ (6) Phase Il RFS 3 600 8-10 weeks 68 24 monthe 2-yr RFS: B3.9%;
2012 5-yr RF5: 56.7%
. Subset analysis 4.2 months 3-yr PFS: 67%:;
Bl tal. (7) 2011 - 9 400 56 1324 month:
esiusetd. M2011 ot chase i (median) Mo 5 yros: 89%
Response 4-yr DFS: 100%;
Doyon et al. (8) 2012 Phase |l rate 12 400 & months 100 12 monthe 4eyr OS: 64%
Owerall
Hohenbe: etal.
2(;;" e fumor #4000  Gmonths 88 Notplanned  S-yrRFS:B5.2%
response
Database 8 months 1, 2years or 5-yr PFS: 77%;
Tielen et al (10) 2013 PFS 57 400 84
felen et al (10) analysis ({median) lifelong S-yr O5; B8%
= Ftf =
Kurokawa et al (12) 2-yr PFS: 89%;
Phase Il PFS 53 400 6-3 month Ell 36 month
Japan |z e monis Mo 2yros: 98%

RFS, recurrent free survival; PFS, progression free survival, 05, overall survival; DFS, disease free survival; DSS, diseaﬁgp&ciﬁc survival.
9

Ishikawa T, et al. Transl Gastroenterol Hepatol 2018
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W 2=7=7 |gp[LISTI=7 |Wp[ES7ZET [gp
: PR ‘ | FRFRTE |
v i
IRPaR* JRPaR* R
+ + A=ZF=T

NANYIR-F4TT7

*BFGARZ. HMRITIRR, BRNSSARBENEEL (RFA) . BH57—F)LBIRZERM (TAE)
**FOS>FF—EHEER (TKI) (. A~¥F=J. XR=ZF=J., Ld57x=7

http://www.jsco-cpg.jp/gist/algo/#algo01
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GISTOi&E= (Japan)

POE S

F5IIE

EEmNES
(30%L1 E##EN)

BEENMEERTS
FTOHAR

HE

A

15
SEAilli/ e

KITERMHGIST

| AZFT L5217 200 d0my
B <> re) Sl (=xF/-He) e
AIF=-TEAND | PACFRECEELE | DAILFRECEELE

GIST GIST GIST

1 (2003 #%33)
50~60%

96;8 (2£F)

Demetri, et al.
N Engl J Med 2002

1H1[E 400mg
=R

100 mg
2303.5H

2 (2008£F%&:R)

7.5%

27.3i8 (81A)
(Or5tzik6.4:A)

Demetri, et al.
Lancet 2006

1H1[E 50mg
4BABR. 2:B{KEE

12.5 mg
7482.4H

3 (20134F#&:R)

4%

4.85HH8
(T’S5t/KR0.958)

Demetri, et al.
Lancet 2013

1H1[E 160mg
38R, 1iB{KE
40 mg
5579.3H

4 (20224E7%ER)
0%

2.80A8
(TstiR1.40A8)

Kurokawa, et al.
Ann Oncol 2022

1H1E160mg ZEiEEF
SHAR2BAEE, 381
5130-X

40 mg
6265H
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GISTIamREDBEES

oﬁEE%
RS - MR
TR
TFHE
R - BRI
RE - RER
BIMAEIR (HFEL) - HABDEF)
AHPYSE - BAENE
SR
RTIEZE

o F=5AED
E - ARE TG
WE(CIHU TIHEERIE
EHIRS
HEEEEND S
(’1’7? T OmAuErE (CaE

A=F=T (R=-F>HB)

o FEER
=piile]
FEEIREE
= E
KMEZER
]
BAMET
TR
s

o H=RAHEN
. BE - RETHIG
SRR

AR 281 A 28%21K (11

x)
SMHIER, PHDNRE

153 (CEER (CHBH
FREIRE (FRAH N TIZSHRE

FUWERE, /(DT v MORESHOY A MERE

LdS57x=0 (RFIN-H4)

o FEER
FEEIREE
=IME
T
&5
2
ARE
FEREE (FHHND)
BAUET
FHEE

o F=:AED

o RE - RETHIG
1S EfRDIEEE
3R 215 1K= 23824k &
SEEZ B TS

. BHHIRE. REoHOOARER
+53 (C[E1#84& (CFBRE
F BAHRBE (3B AN Tz BIRE
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GISTIamREDBEES

o BESHK
. TFH
. BAURER
B
meEro L 77 F 4800
Z0
LT EHEES
IRiEE (REE. &R)
KEEE

o F=:AEN
. RE - KETHIE
REEG2N Tz SAE

BED TR THRE
BIEE

o BEFERMWRLMRDRA > b

<TOD/TLY Mk <HD
ARERELTRETS (XA HILTEDB)
WD, EDLSLRENERN. COBE, LWDOETH
Wzh
BEBRICHT B ITFERET D
BEERCROS, TAECERT S
AEAROBRE CEAMETS pnn

g E'ﬁlfulﬂ_"ﬁ_@)\}ﬁk% ¢ 'fjig% L/Td:(/\ R RS TR CTEREFFRERE

Arr-gemnensanean

RRENZBNTAN

= Z~F (§

FUWERE, /(DT v MORESHOY A MERE

B
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AN DBESBROM s==ss08mE2%(CTC-AE v5.0)

EiEE Grade 1 () Grade 2 (HEE) Grade 3 (i) Grade 4 (%£dnfai¥)
CREFLAE R | BE DGR BES(CHEFRVVERE. B5 | BEORE. BROERCE |4az8h 7, R83Z2E | T
(=¥ 18] 93

&0t BEAVSIR sUAHE BRERE/ ARnE Loz BHI T

T <4[/8 Em 4-6[El/H BN UEVSI ) mEBNT ; RBEE | T
93

BAAIR ERZBDZERL HERIDPRERAFRVE | BRBERD. RBEXKA | EazBhT

ERBOXRERHZEITD HDENND

FEEN 38.0-39.0°C 39.0-40.0°C > 40.0°CH = 2485/ >40.0°CH> 2485/ FET

55 AREE(C K DERIR ARETEIRUIRVY BoE D OEIEHIR - -

REIENN N—ZAMN55~<10%1E | 10~<20%iEHN 220% - -

FEBIEHERY | BRORBVEBEZEL EREDH DEEZAL. ERDHDEEDEEEL. | - -

OB R BaE D S DEEN IR Bo[al D DiEENHIR

WBC <LLN-3,000/mm3 <3,000-2,000/mm3 <2,000-1,000/mm3 <1,000/mm3 -

TFEREK <LLN-1,500mm3 <1,500-1,000mm3 <1,000-500/mm3 <500/mm3 -

=1l <LLN-10.0 g/dL <10.0-8.0 g/dL <8.0 g/dL EmEBENT ; BRRZE | kT
93

/)i <LLN-75,000/mm?3 <75,000-50,000mm3 <50,000-25,000mm3 <25,000mm3 -

JCOGHY- b https://jcog.jp/doctor/tool/ctcaevs/ EFICTC-AETHEERDTNZ T S o
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BIEE

B

Grade 1 (8E)

EBRHAL

Grade 2 (H%EHiE)

Grade 3 ()

I DEFAZ - BF

Grade 4 (%£dsfai)

Grade 5 (3EC0)

ARERSAR 2 BEOEIA G —— BEOER. #FOEBMIC | £az8h 9  B2ZzE kT
REHD EES)
IErt JBENLSRL — RERE/ ARGE o ST ANC FETC
T <4@E/8 &h0 G—— 7El/ B _Lighn Sz BNT  B2EEE TET
EES)
BT IR EREBEDZEILRU C— ERREFERLY. REBX | EHZzENT
A D [iEbh VD
FBAEIREE ERDIXWKREZLL EROHDIESEDHEEE | - -
ORZE X < {t. BoED O;ESEhHIE
WBC <LLN-3,000/mm3 <3,000-2,000/mm? « <2,000-1,000/mm3 <1,000/mm3 -
Yok <LLN-1,500mm3 <1,500-1,000mm3 | <@ |<1,000-500/mm3 <500/mm3 -
&im <LLN-10.0 g/dL <10.0-8.0 g/dL < <8.0 g/dL $H7E8HNT  BE2EEE T
ERS)
/iR <LLN-75,000/mms3 4_ <50,000-25,000mm3 | <25,000mm3 -

<75,OOO-50,000mm3|

- BIYEADMGrade3(TiRD Iz 5k

= Gradel CEFIBH

- RBEREMNGrade3([CRO>TES5HKE = Grade2~1TEHIBH
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AZFI ORSEEE Liis5E

A=F=T 1 2—Xx 2 3—2X

g/8 | 5777 1 | 2 3 4 5 6 7 8 9 | 10 | 11 | l2w |B5E %A%E*
50 | 42fk g  |100%
50 | 2814k 8 | 100%
50 |1#1¢k 6 | 75%
375 | 3&1fK 9 | 84.4%
37.5 | 482tk 8 | 75%
37.5 | 2814k 8 | 75%
37.5 [1# 1k 6 |56.25%
25 | 31K 9 |56.25%
25 | 421K 8 50%
25 | 28814k 8 | 50%
25 |18 14k 6 [37.5%

*RZFZT750mg/BEA4BRE2BAED2I—ADBEKEEX100% & L7-55

- BRI, BEASADRWERZHEEL TGHFEARGTRAE. RERTV21—-IVERET S
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BRFERIMIEZEZADINR

KITEEEFER GIST

PDGFRAS{EFZER GIST

AIF=J R=ZF=TJ LId5I7x=7

Primary Secondary
mutation mutation
EXON 13 V654A *
1
EXON 14 T6701 *
CLUERN |
Exon: W D816 *
D816V *
I EXON 17 D820 *
N822 *
' ¥ y823 *
EXON 18 829 *

I
A ERIBRE

*
x

L g . 2 O o

v EHITLE

x
x

26 26 ¢ ¢

Primary
mutation
AF=T R=F=J LIA5Jx1=T

X kX%

EXON 12

EXON 14

eovis [ psav * * *
| ey X Kk

Ther Adv Med Oncol. 2021 Jan 7;13:1758835920986498. doi: 10.1177/1758835920986498. eCollection 2021.
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SGIST (n=738) IMNEGIST (n=261)

[RAEGIEEEFER

KITEGFER 65.2% 79.7%
Exon9 1.8% 23.0%
Exonl1l 61.4% 54.0%
Exon13 1.2% 2.3%
Exon17 0.8% 0.4%
PDGFRAEGZFER 22.9% 1.2%
Exon12 3.1% 0%
Exonl14 0.5% 0.4%
Exon18 (D842V) 19.3% 0.8%
By4RY 11.9% 19.1%

BGISTI(ZPDGFRA exonl18h'% <. /NBGISTIZKIT exon9h'Z& L\

Pathologe 2010 ;31:195-8
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#5185 - BEGISTICX I S5 BLIERIEHEZD ?

o #lloiaE L& UTDHBIER

o« BRi% - BFEGIST(CX I DM RWIBREIRF T (31 Y F I 5 (2517 U THRIIER
ZITDCEIC LD FRALZRIIET RRBBESNED O,

o FT. PEPITEDDINANF ISR CAEFBEOBRIMEREE R U
REEHD. &% - BRGIST (CHFDREDOEEREANYF IS TH D,

o EMiaFERONHEUIER

o ANFZIEZNPOEFMEESR CHRWIRZITD Z COBRMN, IEED
RCT WEHDERSMSIHRARICK > TREF =N REERTEABFiD
BRAMERT+TRRIET > RIBSNTLRL,

=>ZN5DRFIGISTEMIEDHIHTH HE

GISTE2HEH 1 RS+1>2022 &4 AtET5E4 IR http://www.jsco-cpg.jp/gist/guideline/#1
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BHA & BHADGISTIaRE

Entrectinib
(NTRK-fusion)

S5XaE~
Brria
DFENFEBINS
DRAGT J L GEEFIRIL)
BEPRERBR (NCCH1901)
RAMYR-F14TH57
S5Xak~
Avaritinib

Cabozantinib
Everolimus+TKI*
Nilotinib
Pazopanib
Ripretinibig £
Sorafenib

1G85 288 3B %8
YIBRAEE —g— — — —
el » R=F=7 |mp[LT571=7 [Wp[ESTRET [y
GIST : :
: RPRTIE §EFEW§'T$
(BA) v '
S1EiN=t - BraR L
+ + A=F=D
5.‘:.*‘7?\5&(20
BT/ CRIL 1085 /=t 3RaRE 4R EE
WIBRAEE A=ZF=T Ld52Jx=7
IS E » » » » »
GIST —>| Dasatinib
8% || Avapritinib |of pasatinib |
Larotrectinib
>

*TKI: imatinib, sunitinib,3r7egorafenib

NCCN Guideline ver2. 2022
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Ripretinib (FRK2020F#&:R. BAKEER)

® =1t : Deciphera (KE)

o L EHEIDERIMEKITEE(CHIENSD D
o BN TAIRaREE UTHER

« EEK : 9.4%

- FIREAFHIE  6.30H

® FGRE : RN L. 7727E

o IH1E, 2R, IRAEDAERE

gARCELONA mungress Exhibit

INVICTUS:

A Phase 3, INterVentional, Double-Blind, Placebo-Controlled
Study to Assess the Safety and Efficacy of Ripretinib as

=4t Line Therapy /n Patients with AdvanCed Gastrointestinal
Stromal TUmorsS (GIST) Who Have Received Treatment with
Prior Anticancer Therapies (NCT03353753)

85% Risk Reduction of Disease Progression or
Death With Ripretinib Compared With Placebo

100

Median PFS 6.3 months vs 1.0 month*
HR=0.15 (95% Cl, 0.09-0.25)

Survival probability (%)

~~~~~~~~~

Number of patients at sk

OS Benefit: 64% Risk Reduction of Death
Compared With Placebo

Median OS 15.1 vs 6.6 ith:
HR=0.36 (95% Cl, 0.20-0.62) oreane Fraceno

Survival probability (%)

Number of pasents at riak
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Avapritinib (BRK20204FE#%&:R2. BARKREKR)

PDGFRA D842VEREEHEESEES

® =%t : Blueprint Medicines (K[E)

® EIRMIKITHS KUPDGFRARE

® PDGFRA &G Fexon18 D842VER(C&K:R :

 NAVIGATOR: &
« =X 88%., MIBEAFHAR] : FETET
o KITE{zFexonl7ZE(CEE/R

® EGRE : RCRDHL. 276

Lancet Oncol. 2020 Jul;21(7):935-946.

PDGFRA D842V§EGISTG)L¢=B‘JT—§I—E GDA 1'@2“3%

§

#

F -
g
§

,,,,,,

p— ;

LI MIEEAFHAR] (PFS)

Overall survival
\\\\\ B
St

| 2 09)

E3NERB88%

R E

mr—*rﬁrffﬁﬁfﬁfﬂﬁmﬁﬂffmﬁﬁﬁ—hfmﬁﬁrmﬂeﬁ
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GISTDaRE= (iEn)

A=ZF=T Ld52x1=7 Ripretinib
(R=F>BF®) (RFIN-H®) (QINROCK®)
POE KITIREGIST |ANFJERE | DALERECIEE | 3FmMMEEROE PDGFRAERF
DGIST UZGIST GIST exonl18Z®
51/ 1 (20034F&:2) | 2 (2008F#&:R) |3 (20134 H&ER) 4 (2020£FKEH*:E) (20204FRE#*ER)
[EEfRNES | 50~60% 7.5% 4% 9% 88% (52%=%h 9%,
EBEZh 79%)
[ERDIBEE | 96 (2£F) 27.3i8 (81H) |4.85nA 6.3hAH REIZE
TOHAM (T>tzme.4 (T3tMh0.98R) | (FFR1.00A8)
i#)

s Demetri, et al. | Demetri, et al. Demetri, et al. JY Blay, et al. Heinrich MC, et al.

N Engl J Med Lancet 2006 Lancet 2013 Lancet Oncol Lancet Oncol

2002 2020 2020
HE 1H1[E 400mg | 1H1[E 50mg 1H1[E 160mg 1H1[E 150mg 1H1[E 300mg

AR 4;BAMR. 284 | 3BAAR. 1EKE METE182[E

300mg
18E 100mg 12.5mg 40mg
A/ $E 2303.5M 7482.4H1 5579.3M
RPE Novartis Pfizer Bayer Deciphera Blueprint
Medicines
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s e LY ﬂ e :.-.- 4
BEFEERIBAEERIDRIR
KITE{EFZER GIST PDGFRAEGEFZER GIST
Prima'ry Secondary Prima.ly
mtaton mutstion AYF=T A=F=T LISTII=T RIPRETINIB e A{YF=J A=F=T LISIT=TJ RIPRETINIB AVAPRITINIB
EXON 13 V654A ) ¢ ) ¢ ) ¢ ) ¢ EXON 12 * * * * *
EXON 14 16701 * ) ¢ * * |
on ’v | _’ 777777777 | EXON 14
Exon11 WEp D816 * * * *
D816V : : : :
I 822 * * * * EXON 18 ! Ds42v * * * * *
o X X * = ok k ok ok %k
EXON 18 A829 * * * *
I
Y FERIRREZME Yk EFIME
Ther Adv Med Oncol. 2021 Jan 7;13:1758835920986498. doi: 10.1177/1758835920986498. eCollection 2021. B
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SPE: = \ ( =1 = o )
FIUWEDGEET BFXT (ERPRER
B HEHRBEEOTOER oO~n17% ‘
1 2 3 4 5 6
E= L FEBR R BR i REn 5% (JBER) KELPELER A L BRES RIGRSTRAE-
2~-3%F 3~5% 3~7% Y1 S8R (SBIV4B)
gﬁﬁ%gfﬁ'ﬁt AERRELEH IR ORER
RORBEBEFR = — — —
Y DR E - Blja g;ﬁg@?& (7z—2Z1) (7z—ZD) | (Fz—XD) ; _
T S BB ERR LROREEA | SHOBEA | smomEas | EoalES s (BEAESE ExROZS
ﬁﬁftm%mmﬁz ?%ﬁ?ﬁﬁ Eﬁ%lCEUﬂEE Eﬁ%l:ﬁ;ﬂt Eﬁ%[:ﬁ;ﬂﬁ (DﬂEEEEEHC‘:% &%E%t%ﬁlﬁ HE ‘b ﬁ Fﬁ ff a)
IR T DIRFE BEDRSHEIC | BREEEEP ROV | FIRERZIBE (EENE Frvd
RIY—=v T -@D;ﬁiy;;ﬁma SVTHEER RENEREE | THERBEE
-BIBNLTR B EREEE : 52 HER
CABRESERTE
RR{EE% 30,000 {E&% 250 {E&E% 5 1E&" 1
O HTEDHKICIFI~VITELORVWEAZET 2
® AR TR ON -7t &, EEME L EEFRICES F TOREROERIZIZIFSD]
42
https://www.seikagaku.co.jp/ja/development/flow.html
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GISTDiaREE

Pazopanib (Wild type with Id with
Srafenib SDH-deficient) %RK%) DS-6157a

Cabozantinib imatinib resistance)
Masatinib {
e @ Fonatnb @ @ yla m\
GPR20

Nllotinib
T Azosm\/ PDGFRA 'El" AXL FGFR TRK

EDA-approved
Imatinib }=—Crenolanib
PLX9486* — B8 A sunitinib i
(activation loop) Regorafenib
Avapritinib* (PDGFRA exon 18 5
mutation, including D842y)  Cabozantinib FGFR inhibitor?  Larotrectinib
Ripretinib
L J

MAPK / \

signaling PI3K/AKT/mTOR SN,
@ o= KT, N
\RAF (665} \_PDGFRA ~/

.\"1’/—"’ e -
Binimetinib ——| IME@ @ @ — TAS116
(/;_—l.%) ./‘-' )
1.\ER 1{“&/5 |—— Everolimus
o & = e
x Stabilization of activated kinase

tumor growth signals

IRTEF TERA IR FER DEEAREIERNMTHON TV D
Curr Treat Options Oncol. 2022 Sep;23(9):1303-1319.
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T RODERKREER (85) Tk

-
| )
=

Arm

NCT04409223 Famitinib Sunitinib  Metastatic and/or unresectable GIST. Second line
after imatinib failure
NCT05208047 1II 2experimental arms: Sunitinib  Metastatic and/or unresectable GIST. After at least 1
Bezuclastinib plus line including imatinib
sunitinib, Bezuclastinib
NCT04595747 1 Regorafenib Metastatic and/or unresectable SDH-deficient GIST.
No prior treatment required.
NCT04193553 I Lenvatinib Metastatic and/or unresectable GIST. After at least 2
(LENVAGIST) lines including imatinib, and sunitinib
NCT05160168 I/0I  THEG30 Metgstath anc_i/or _ur_lresectable GIST. After at least 1
line including imatinib
NCT05489237 I IDRX-42 Metastatic and/or unresectable GIST. After at least 1
line including imatinib
NCT03594422 1 Olverembatinib Metastatic and/or unresectable GIST with primary

resistance to imatinib.

Curr Oncol. 2023 Apr 30;30(5):4648-4662. doi: 10.3390/curroncol30050351.

2

1

2~

44
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https://clinicaltrials.gov/ct2/show/NCT04409223
https://clinicaltrials.gov/ct2/show/NCT05208047
https://clinicaltrials.gov/ct2/show/NCT04595747
https://clinicaltrials.gov/ct2/show/NCT04193553
https://clinicaltrials.gov/ct2/show/NCT05160168
https://clinicaltrials.gov/ct2/show/NCT05489237
https://clinicaltrials.gov/ct2/show/NCT03594422
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e
]

NCT05152472

(ATEZOGIST)

NCT04258956
(AXAGIST)

NCT02834013

NCT03475953

I/

(REGOMUNE)

NCT04000529

NCT03609424

b/

Atezolizumab + imatinib
Axitinib + avelumab
Ipilimumab + nivolumab
Regorafenib + avelumab
TNO155 +Spartalizumab

Spartalizumab (PDR001)
+ imatinib

AEEITPDEEKRER ((89F) 1mmunotherapy
Arm

Imatinib  Metastatic and/or unresectable GIST. After at least 3
lines including imatinib, sunitinib and regorafenib

Metastatic and/or unresectable GIST. After at least 2
lines including imatinib, and sunitinib

Metastatic and/or unresectable solid tumor, after
failure of standard therapies.

Metastatic and/or unresectable solid tumor, after
failure of standard of care

Metastatic and/or unresectable solid tumor, after
failure of standard therapies.

Metastatic and/or unresectable GIST. After at least 3
lines including imatinib, sunitinib and regorafenib

Curr Oncol. 2023 Apr 30;30(5):4648-4662. doi: 10.3390/curroncol30050351.

4~

3~

5~

4~
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https://clinicaltrials.gov/ct2/show/NCT05152472
https://clinicaltrials.gov/ct2/show/NCT04258956
https://clinicaltrials.gov/ct2/show/NCT02834013
https://clinicaltrials.gov/ct2/show/NCT03475953
https://clinicaltrials.gov/ct2/show/NCT04000529
https://clinicaltrials.gov/ct2/show/NCT03609424
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&

NCT03556384

NCT03944304

NCTO04006769

NCT03411915

NCT05245968
(CHAPTERGI
ST-101) Japan

Temozolomide

Paclitaxel

Entacapone + imatinib

Tidutamab

Pimitespib (TAS-116) in
Combination with
Imatinib

Metastatic and/or unresectable SDH-deficient GIST.
No prior treatment required

Metastatic and/or unresectable GIST. After at least 3
lines including imatinib, sunitinib and regorafenib

Metastatic and/or unresectable GIST. After at least 2
lines including imatinib, and sunitinib

Metastatic and/or unresectable GIST. After at least 2
lines including imatinib, and sunitinib

Metastatic and/or unresectable GIST. After imatinib.

Curr Oncol. 2023 Apr 30;30(5):4648-4662. doi: 10.3390/curroncol30050351.

EEITRDEERAER ((BI) chemotherapy, other
Arm

1

4~

3~

3~
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https://clinicaltrials.gov/ct2/show/NCT03556384
https://clinicaltrials.gov/ct2/show/NCT03944304
https://clinicaltrials.gov/ct2/show/NCT04006769
https://clinicaltrials.gov/ct2/show/NCT03411915
https://clinicaltrials.gov/ct2/show/NCT05245968
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FEICHBITDEDFEE - MAFEEDOHKERIBDEFERIMEE (F40H54A) 2010~

BEDFESE
Small
Molecule
FiFES
Monoclonal
Antibody
URY — LAREH]

Small
Molecule
With
Liposomal
Delivery
System

I N TOFRIDHER (L7 A

NE - AYAHRDODPARTE DDA Z TR E LIBARKARB AL

= . E2F20214F

2022

A U7 188

o

[

~n

HA 48

(SRS (N

REBR@E

[P

)b
110 © 0~ & WM 6

\Amgt-lfubwmumww\lmm =
-
b

P
W g B W0 00 00 14 U0 D)

[y
'

(SRR R

T k20214
i 7AUP 169
— BA 40
. URY - AHAI20214F
f7AUS 38
BHA 5

Netherlands

Country 2010
France 23
China 12
Germany 19
taly 21
Spain 14
United Kingdom 28
Japan 23
Canada 28
Korea 14
Australia 20
Netherlands 16
ndia 6
Thai 2
ran
United States 44
France i3
Spain 9
taly g
Germany 9
China 3
Canada 4
United Xingdom 8
Japar 7
Australia 9
Korea 5
Netherlands s
Thal 2
ndia 2
ran
United States
Germany 7
5
Jnite 8
Canada 10
taly 7
Spain a4
Australia 8
Korea 2
Japan 2
!
>

rmAis

(U PN TR R NS
~I 7 01 0y ) ~1 00 )~ W |
Bl o b O W s o
B B s B OB B0
=
rulnualBESonBho

WMt

20194 L& hE AN

https://mww.amed.go.jp/program/list/15/01/010.html
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FODADEBIEERBREL (20106~20224 3 AEE)

® GISTODESEEREY (20104£~20224£ 3 H)

KES4., TJ5>R26. EBE20. ARA> - RAW19, HE18. AS5>HF17. 4FUI715. AFUX12,
HFF11. BAR8

BS® OoNnos+

0 600
Country

w g 28

: = g - 2 =

= 8 2 8 8 &8 ¢ >~ §8 8 € § 8 & ®

42 8 5 &8 £E B £ 8 8 3 2 o0 E = %

Original Disease Name =1 =
Well Differentiated Functioning Endocrine Carcinoma Of Pancreas And Digestive Tract 12 29 45 22 13 1 0O 12 11 26 6 20 4 21 129
Sguamous Cell Carcinoma With Variants Of Kidney 19 14 15 40 16 5 0o 17 15 17 7 29 4 19 118
Squamous Cell Carcinoma Spindle Cell Type Of Kidney 19 14 15 40 16 5 o 17 15 17 7 29 4 19 118
Infiltrating Duct Carcinoma Of Prostate 20 18 8 24 17 0 0o 15 8 13 6 26 0o 27 150
Vascular Sarcomas 14 26 15 26 17 1 0 15 8 7 14 16 2 14 154
T Cutaneous Lymphoma 9 10 S5 2D 3 0 23 17 7 9 29 0 23 136
Ewing’'S Sarcoma 13 18 8 35 52 2 0 28 6 2 14 24 1 27 120
Ewing'S Sarcoma Of Soft Tissue 13 18 8 S35 122 2 0 28 6 2 14 23 1 27 120
Astrocyljc Tumours Of CNS 8 21 6 22 9 2 0o 14 5 1 16 12 0O 13 184
Mantle Cell Lymphoma 23 21 13 36 34 4 1 32 20 24 14 30 2 26 30
Other High Grade Sarcomas 12° 25 19; 30 16 1 0 23 6 7 9 22 0O 16 118
Adenocarcinema With Variants Of Gallbladder 16 11 24 24 27 4 0 23 22 22 12 22 1 22 68
Sguamous Cell Carcinoma With Variants Of Stomach 10 12 29 22 14 1 oRdr 15 13: 11 9025 1 20 104
Large Cell Carcinoma Of Lung 10 N1 122NN T 4 1 11 9 9 6 17 5 20 91
Well Differentiated Not Functioning Endocn’Ne Carcinoma Of Pancreas And Digeslive Tract 9 13 10 26 15 1 0 23 6 9 12 19 2 17 68
Precursor Bit Lymphoblastic Leukaemia/Lymphoblastic Lymphoma 15 6 41 14 23 19 2 18 15 5 17 14 1828015
Gastrointestinal Stromal Sarcoma 5% Ak 18 26 19 2 0 15 8 20 17 19 0o 1254
Embryonal Tumors COf CNS L Z1 2 L] 14 1 %) o Z 1 (5] v 9] 10 121
Adenocarcinoma With Variants Of Bladder 9 15 8 18 9 ) 0 9 4 8 7 13 o 13 101
Adenocarcinoma With Variants Of Oesophagus 7 SIE10E2ZNI0 3 1 6 3 8 15 4 1 23 82

~
[0¢]

NG - AYA DN AKRU RPN AZI R E UISBINRIRIAFREIRERAE  https://www.amed.go.jp/program/list/15/01/010.html
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DBABEFI\RIVRE

o 1Rk : fESHEM (F2(EMMK) TLALEIZT

o EEF/\RILXE (RIRAESE 2019fF6A~)

«  OncoGuide NCCA> ) \RILEZRXF I

« FoundationOne CDXxH ALY/ LATOT 71U

« FoundationOne Liquid CDxA*AZ /) AT O 71 IL
« Guardant 360CDx (2023/7H~)

o IRE : BRNE DT TE4~6:E/[

OncoGuide™ FoundationOne" | FoundationOne®
NCCA > astx) | CDxH A4/ L | Liquid CDx #*A. | Guardant 360"
YRT I 7azz4An |FsaFazrin

e EROMNERD >3, BUBNAEERICHEUEAGET
BEFH 114 324 324 74
i s
wix SRS _— Uy B AT Uy ) AR
il RIS T

https://for-patients.c-cat.ncc.go.jp/knowledge/c_cat/data.html
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DB AEIEFI\RIVIRE SRR (2019/6/1-2023/12/24)
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FFERGISTIE, HRABELFERDNITEND

KIT/PDGFRA WT GIST
(o
)
& S = &
VEGFRIBZEEE < iy g F FGFR fusion
Temozolomide SDH deficient @ «%@% e & & 3 FGFRPE=E ==
BRAFPEEE BRAF
NTRK fusion
NTRKIEEZ
RAS signalpE=E NF1
quadruple WT
J Trans| Med. 2017 May 23:15(1):113 >
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GISTODC-CATEEHICDULVT (2019/6/1-2023/12/14)

@ 2023/12/18IR7F GIST228%4l
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https://www.ncc.go.jp/jp/c_cat/use/index.html
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NCCH1901

suBR (32T

sym —iEE e EEmGSEES IR [ =]
R
ALKIBEE ruF=J SHFAPEE 150mg JUTAR Jr-ERAH | — | EiSEg | BedT
BCR/ABL IREE AIFTALNEHE HUrig4EE 100mg TR IP-IHRRLH | — EERE | BB
mTOR FAZE IAOULR FH=PIEE 2.5mg /5mg JINFA Jr-vigEait | N | misme B
F24ZH—IL58EE 2mg/3mg
BRAF BEZ HIFIT=T A NERE 574517 50mg/75mg JUTAR Jr-ERAH | — | EiSEg | BedT
MEK [E=51 Hﬁjh MFZAME 0.5mg/2mg VTR TP-IBAER | — HigEn enkT
SAFN AN LT
I ?JW—*T—E‘EE%E }\’Wtj‘l..’iﬁﬁ 3 I M 200mg J)ULTAA Jr—-ERET — ﬂ%ﬁﬂi %ﬂ
&® B BRAF BEZ HIFIT=T A NERE 574517 50mg/75mg BRET
= I — rIAF=T JEZAIE 0.5mg/ 2mg JLTAR Ir-THREH — picii=tidid
SAFIANFS FEI0
V- REE Or= A raTnIn SR e | NE | mEme |
50mg/150mg/200mg
1AK EZ8I D SPIEE 5mg/10mg U2 Jr-ERRE | — | EEmE | BRE
MET BEZA1 NFIFIiEEHE AR #7144 150mg/200mg TR TreHAeE | — ERELE | ZHE
ALK [BEE FLAFZTigEE FLEZHATEIL 150mg o EE TS MR | BiEEE BT
L HERZ E MEE/ 20— LR E hl‘)?(?:;)[ﬁﬁ%m Nt 775/ 150mg o EE TS — pici=td:d By
PD-L1 EMEE/ZO-FN4H ?TV'JZ‘??;)G%ESL%E& FloMSSEEEE 1200mg R EFE RIS — HRiEH e8RT
FOv++—FIRES IAMLAFZT OAU=-FL4A7t)L, 100mg/200mg RAEEHA ST iR | BEiEEE BT
k2L PD-1 £20-FILFIE SRLYT URETFEEER) ATE—HeEERE 240mg INFERTEHRISH — EEEE | 8887
HE BRAF [EZAI Ixa571= ESTHENTRIL S0mg NFERTEGASH — EREE | B8ET
Bt MEK [BE5| FoxF=d AOHEEE 15mg NFERTEHIST — fca=tindiad
FOv++—FIRES ayaF=J H-JUA7IL 200mg/250mg JreF—-H St — it EEh
I FO>F+—TIRESR MFoJisEkEE FAINE 15mg rFSEsS — it EEh
CDK4/6 [EZE| FRIT A—TTAER 50mg/100mg/150mg | BFA-SAU-#TEH — EEEE | 28T
PRAP [HEE =37 t21-58 100mg BREST2HERSH — EEEs B8P
. AP AT X =834
FGFR FEE#] RfF=T RYT—IEE 4.5mg — EiREL
SrIERST

https://jrct.niph.go.jp/latest-detail/jRCTs031190104
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Ponatinib

Ponatinib in c-Kit ex17 mutations (D816V N822V)

2013

B

Patent 2

30 mg

2/ 2014

Garner, AP, Gozgit, 1L M., Argumn, R, Vodala, 5. Scheod A, Zhou, T, . Rivera, V. M_(2014). Ponatinid infebits Polydo nal Drug R esistant KT Oncoproteirs and Shows Thempeutic
Poential in Heavly Pretreated Gasrointesting Syomal Tumar (GIST) Patserts. Caical Cancer Research, 20{22), ST45-5735. mps//doi.og/10.1158/1078.0432 CCR- 14.1397
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BRAFEEFZER GIST

(A) pretreatment

BRAF Mutant Gastrointestinal Stromal Tumor: First
report of regression with BRAF inhibitor dabrafenib
(GSK2118436) and whole exomic sequencing for
analysis of acquired resistance

Bascline Week 24

(B) Necadjuvant Vemurafenib

This is the first patient with GIST and a V600E BRAF mutation
Ann Surg Oncol. 2014 Tune ; 21(6): 2058-2067.

whose tumor showed regression while receiving treatment with
a BRAF inhibitor.

Falkchook GS. Oncontarget, 2012
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A LEEONESIEHRODAFEL ?

o IEHERDADIREZEAFITS
S>HARERY - EX(&E. BIZIAARTRE A -NEEL TV I K
https://ganjoho.jp/public/index.html
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HADIRERY A b

o WA LEiENIESRIZICH>TIELWLWCE (BAIBIRT—EX)

https://ganjoho.jp/public/dia_tre/anatani_shitte_hoshiikoto/index.html FAEERY—E' R
o BARELSIFHRERT (HABHKRY—EX) ganjoho.jp

https://ganjoho.jp/public/cancer/index.html#tab-listl

o HMHDHABER (HAIBHRD—EX)
https://ganjoho.jp/public/institution/prefectures/index.html

o HBEL\DIFNSHEIRZRT (HMAIBHRD—EX)
https://hospdb.ganjoho.jp/kyoten/kyotensearch?_gl=1*d9652y*_ga*MTE4MzMxNDQOOC4xNjky
NDk5Mzc0*_ga_8PZBXMDO6W*MTcwODgyOTU40S4yNi4xLjE3MDg4MzE3NTIuMzIuMC4w

o NAMEMZIEE> Y — (HMABTHRY—EX) ABMABA
https://ganjoho.jp/public/institution/consultation/cisc/cisc.html Q HA XD AR
4

Japan Cancer Society
o BNAMBKRY FS1> (HERWHABGS
https://www.jcancer.jp/consultion_and_support/%E3%81%8C%E3%82%93%E7%9B%B8%E8%
AB%87%E3%83%9B%E3%83%83%E3%83%88%E3%83%A9%E3%82%A4%E3%83%B3
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FLDBADIRHY A b

o EHiIINAMRRE I I—HBIDNARIHI— FTFTREDH AR
https://www.ncc.go.jp/jp/ncch/division/rcc/about/index.html
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N, thRiwk
National Cancer Center Hospital
ST BBV HADESE

https://rarecancersjapan.org/ ’3’ BARBEIDNAZBESZRYEDT—D
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https://oncolo.jp

61

61



2024/3/11

ZEDHFIDBARY bS51>

o FEIUNAMREY—FhRme EOHRDHNARY K12
https://www.ncc.go.jp/jp/ncch/division/rcc/hotline/index.html

® ERIths (RILAFMbr)

https://www.cancercenter.hosp.tohoku.ac.jp/cmc/hotline.html

o JjtimE. BIR. HE. MEHY (EZLAMFTE S —HRE)

https://www.ncc.go.jp/jp/ncch/division/support/physician_referral_service/hotline/index.html

- RUERS (RILKRS R M TE)
https://www.okayama-u.ac.jp/tp/release/release_id1119.html

o sy (REEAFMIER)

https://www.med.nagoya-u.ac.jp/hospital/departments/rare-cancer-c

® TEHS (KIREFENALEZ>S-)
https://oici.jp/hospital/department/rarecancer/

® FuMNHES (JLMNKRFEmBT)
https://www.gan.med.kyushu-u.ac.jp/center/department/kishogan
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GISTDZkh - I BEBRODOR1> b (F&8)

® GISTOEZMIKITE KUDOGIEARIRZHER T D, KITIRMGISTCIXEGTFEERTZERE I D,
® A TEDD(FHNBHIBRDHTH D,
® B DBEFRF (L. JUNRY I3FERNIRNMEELEE CHD. 5. SERRICIARD EFEEINDS,
=7z72U. PDGFRAEGFexonl18 (D842V). FFAER(IRNIERR L,
® ixf% - BREGISTDAE (L. EaE CHhD.
cTJUNRYD, A—=F> b AF/NN-H. SxUDIETEET D,
=SEXITERSHALT ) LTI RINRBE=EERE
- BT, 4R8E E U TRipretinib. PDGFRAE{EFexon18Z R (Cavapritinib ERETE3 N
HATIIHERRU. IRE. FRTETIRAHFNRN (RSvT - OX) = EEGRERET
- IRTE. REEAIERARIEERP TSN BN IHEER SN TUVRU,
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