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Activities of UICC—ARO

APOCP
Asian Pacific Organization for Cancer
Prevention

APOCP Conference
(>

UICC Japan

Treatment
Epidemiology

APFOCC
Asian and Pacific Federation of Organization for
Cancer Research and Control

APCC Asia Pacific Cancer Conference

Collaboration; Scientific /
program, Management, -+

Prevention APJCP
Epidemiology Official
Journal of

UICC—ARO

WCC
World Cancer
Conference
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Support UN declaration
and promote cancer
treatment, prevention and
research among Asian
region
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SHED % [ BRI RIS | . BRI
&, B, 2013

2) UICCHAZ: B4 http://www.jfcr.or.jp/UICC/

3) UICC: http://www.uicc.org/

4) Current Asia Pacific Anticancer Therapy and
Research Initiative and Strategies. Jpn. J. Clin.
Oncol. 40 (Suppl.1),2010.

5) APCC 2013 in Tianjin: http://www.apcc2013.com/

6) Asian Pacific Journal of Cancer Prevention:
http://www.apocp.org/

7) http://www.jfcr.or.jp/UICC/uicc _japan/asian _
branch.html

8) Kawahara, N., Akaza, H., Roh, JK., et al.: The
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9)

eighth Asia cancer forum: seeking to advance the
outcomes of the UN summit: 'global health as the
key to a new paradigm in cancer research'. Jpn. J.
Clin. Oncol. 42 (12) : 1222-1231, 2012.

Akaza, H., Kawahara, N., Masui, T., et al.: Union
for International Cancer Control International

Session: Healthcare Economics: The significance of

10)

the UN summit non—communicable diseases
political declaration in Asia. Cancer Sci. 104 (6):
773-778, 2013.

NCCN Clinical Practice Guideline in Oncology,
Asia Consensus Statement, Kidney Cancer v.2.2011.
http://www.nccn.org/professionals/physician_gls/PD
F/kidney —asia.pdf
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K1 BHOBRGBTEREZRDERT

B=F BEDZAT ek BEDOZE(L 7 I /BROEE ARES
ASXL1 Nonsense Chr20 C>A S852X MDS-19
ASXL1 Nonsense Chr20 C>T R693X CMML-01
BCOR Frameshift ChrX */+C V1351fs MDS-19
BCOR Nonsense ChrX C>T Q1187X CMML-02
DNMT3A Missense Chr2 G>T G543C MDS-19
DNMT3A Missense Chr2 G>A R882H CMML-02
EZH2 Missense Chr7 A>C D664A tAML—-01
EZH2 Frameshift Chr7 */—AA K718fs CMML-01
KRAS Missense Chr12 G>A G12D tAML—-06
KRAS Missense Chr12 A>G K5E CMML-01
NRAS Missense Chr1 G>A G13D MDS-19
NRAS Missense Chr1 G>A G13D MDS-20
NRAS Missense Chr1 G>A G12S MDS-20
NRAS Missense Chr G>A G12S tAML-05
RUNXT1 Frameshift Chr21 */+G L294fs MDS-19
RUNX1 Missense Chr21 G>A D171N tAML—-02
SRSF2 Missense Chr17 C>T P95L MDS-09
SRSF2 Missense Chr17 C>A P95H MDS-18
SRSF2 Missense Chr17 C>A P95H CMML-04
TET2 Frameshift Chr4 */—C 1340fs MDS-06
TET2 Nonsense Chr4 C>T Q323X MDS-16
TET2 Frameshift Chr4 */4C Y1255Fs MDS-16
TET2 Nonsense Chr4 C>G S825X MDS-19
TET2 Frameshift Chr4 */+A L1046fs MDS-19
TET2 Nonsense Chr4 C>T R550X tAML—-01
TET2 Frameshift Chr4 */—C H994fs tAML—-01
TET2 Nonsense Chr4 C>T Q1680X tAML—07
TET2 Frameshift Chr4 */+A S402Fs tAML—07
TET2 Frameshift Chr4 */—AAAT Q749fs CMML-01
TP53 Missense Chr17 C>T R116W MDS-09
TP53 Frameshift Chr17 */—T M1ifs tAML-03
U2AF35 Missense Chr21 A>G Q157R MDS-03
U2AF35 Missense Chr21 C>T A26V MDS-12
U2AF35 Missense Chr21 A>C Q157P MDS-15
U2AF35 Missense Chr21 A>G Q157R CMML-01
U2AF35 Missense Chr21 C>T S34F CMML-02
ZRSR2 Splice site ChrX G>A K257splice MDS-06
ZRSR2 Frameshift ChrX */—G G323fs MDS-08
ZRSR2 Nonsense ChrX G>T E362X MDS-16
ZRSR2 Missense ChrX A>T N261Y tAML-05
ZRSR2 Missense ChrX T>G F239V CMML-03
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P, MY CoNER AN X H IE Tl BICERERDIZAT T4 v 7T, SF3BI,
LERBEEIIO~F W% LIKEETH 722 & %, SRSF2, U2AF358 X 'ZRSR2D D DR TH -
RNAA 774 2 ¥ 7HFDRED, MDSIZFEER % 720 ZNH D) HSE3BI, SRSF2, U2AF35122W T,
RETHHLZ LWL N L o7, BERPIFEDT I/ BRICEP L TEL TV Z &

BRFFOOBMLTICRO LN, BOEH 6 (R4), SNOOERLIEATIA 2 v ZRTDS,
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(RED) PEIEFERICE-TEEERLTWRIEPHELLEL ST,

NS =il SETFTRMEA M 8B BB B A MR
(RA/RAEB) (RARS/RCMD-RS) (CMML)
(n=155) (n=73) (n=88)

U2AF35 . U2AF35
(11.6%) 0 SRSF2 (5.5%)

’ Dup (2.7%) ZRSR2 (1.4%)
EEEL

(15.1%)
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HALE R EMES: (GIST) DO#Efa &% (driver mutations) @
HARE O FRRT & IR PR
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PEH RH

iU &I

HALE B EH% (gastrointestinal stromal tumor .
GIST) &, BRFREGIZIZERI0T NIZI~2ANDFE
BT, MPHEREDO—DOTH 5L, BRIIZALNS
GISTD% L I&, HILEICTE % [HWE] o—FfiL
% Z b Mpotentially malignant tumors T, GIST & 75l
SN T2 LEWREI RSN LY, 1)
BRI RE 2 GISTiR IR O 26 — 2R, JERF AT L %
—{EEERETH Y, TSEUBELINRE2 B L H
B3 v, UWBREARRZS AL, S FENEICE S
GHEPERSIND AFTIE, GISTOS TR
BROFERR % A L CRRRYIGREE 2 A ) 121, o
) 72 BE R D3R ~ 2 A& C & 7% < driver mutations
D &9 HEETEALIIIE C72EFERPLET, H
W T O SR & 5 B B 2 R
5o

I. GISTOREA &driver mutations

GISTOJEHEL T & L TRIZH T 5 EE TR
PEESNTVE Y, ZoRPTRLLEVIDI
KITE(Z 25T, fe\s TIL/MNR R A 15
k@ (PDGFRA) EZ{Z5, SDHERFREDX
(FEIZ/NEGIST, Carney StratakisfEEHE, Carney
triad), F AIZHHFEARAENESE 1 (neutofibromatosis
type 1 I NF—-1) |21¢9 NF-E{E T2 %, RAFRRAS
B TEEPRDO NS, KIT, PDGFRA, RAF,
RASD & {52 ¥ 13 gain—of —function mutations T,
SDH & NF- 11¥1oss—of —function mutations T& 5% o

BRIZTEROBEE R 5 I OMEL R
7d Y, KIT?: & 0°12 PDGFRAEAZ T~ Dhot spotld,
R O GBI s, Mfasbais, 94—
YHBIE I Ths (B1), HAIEEEE (KIT

#
LA
1

exon 11 - PDGFRA exon 12) OF§fgld, “ &K%
FHE L & - — ¥ % IEiEMEALTY (autoinhibited form)
WCEELT AR D Do T DT DORERESELR A1
TN THOZERIIKITRPDGFRAD &4 b & e L,
ML BEGE 2 B3 5 o AL RIS D KITO 8k
LB L, ZOHOFEEDZERE (Ala502Tyr503D
fiA) DKITO &K LAZMREL, FF—¥oHC
WAL 2 2§, FF — BB TIRATPHE &AL
(% F—YHHE I : KIT exon 13-14)
loop (¥ —Y#EIEI : KIT exon 16—18) |2 M2k
BRPHROLND, FIBEDOEETIEIF S — EFHIEDT
KA E O P14 | autoinhibited form|IC L EL L, HHE
D—ERDEEFTIL M lactivated form (2ME <, FF —
Y E 4 Yactivated formlICEEL { LA v F =7
(imatinib) @ X 9 |Zautoinhibited form® ¥F F — ¥
LA TE R WENEIEEGTE T, BRMIZIE
M7 B (B . PDGFRA exon 18 D842VZERR) , &
D &) NS F OBIZ AR, AR O
PE~GISTOIERSZ I E T %,

JE R E (R TR E 2% b DGISTO i R H 27
B ORIZ VD BERAE L NS (R Y,
KIT - PDGFRAW 25§ |22 £ 257 \GIST % wild
type GIST & I8, Z MIZIZKITRPDGFRAT 1 ¥
FF— YO TBEET ITHRBERERDY D 356 &
SDHE AL T-HER° NF- HE(E T ICHRRE e R B AT A 5
NDGEDH 5o wild type GISTIZxF L T, KITS
PDGFRAZIERY & L7 TIXIT L A LR R 2R
WEnTY,

& activation

I. GISTOZEMEEDIRIR

f=<F =7, A=F =7 (sunitinib), L ITT7 7 =
=7 (regorafenib) (IKITZIEM & L 72iHEHE T,
KIT - PDGFRAT B ¥ ¥ F F — ¥ O u] i (i HEHK| T



F1 GISTOREEEFERDIFH

BIzF Hot spot SERE &l LEZE EER

KIT Exon 9 AR ELE 5~10% AY502—503#& A /NBR, spindle cell Imatinib &S24 X0 X fE Ly
Exon 11 IR SE 60~70% #kx LER Imatinib&stE (+)
Exon 13 -t 1 # missense mutation Imatinib B4 (+)
Exon 17 FF—EEEI # missense mutation D816V (dimatinibi& 1%

IS MEH )

PDGFRA Exon 12 FEARRR SR % B, epithelioid cell ImatinibB2 (4)
Exon 14 FF—tE5EE I & missense mutation B, epithelioid cell ImatinibBs 1% (+)
Exon 18 *F—tEEEI 5~10% missense mutation B, epithelioid cell D842V (dimatinibif iM%

SDHs SDHA, SDHB, KEEDERISSDHBELE EGN)] Imatinio#E %
SDHC, SDHD® [EYE g
REEHIZE

BRAF Exon 15 5~10% 7= & Z I¥V600E Imatinib#k#itE

RAS HRAS &NRAS # missense mutation Imatinib#EHiE

NF—1 Neurofibromin 1 % /N8, spindle cell Imatinib#HuiE
DREEHEIER

»2%"?Y, £ ~F =7IIKIT, PDGFR, BCR-ABL,
ABLT7 O Y ¥+ —¥%, A=7F = 7IIKIT,
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L3772 =73 ZF NI AFGFR, TIE2, BRAF%
MR RWICHE T 5, 2 O3%)iZautoinhibited
formD ¥+ —BIZLPHETE LR WENETDH 5,
L722%> T, *FfifH%activated form|ZfH < PDGFRA
DSVAERIZIFER) TH D, TNETHOIET VA
M5, first-lineld 1 ~F =7, A <F = 7MitHERE<
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DEEIIZL T 72 THHEREN S,

AXF =T 58535 LiEHL L TW /2B RKIT
RPDGFRAT 1T ¥ ¥ ¥ F — L OEMAPHE S I,
SEY 7 FIVHNES, MIREENIIEE Y, fRA GRE
7R M= ADHE SN, EHEMRELREZ T,
ZoFuayryFF—XHEMRSHERIRIE, EZ
FERICEVERLRY, BlilREROZLR (KITT
HTexon 11) 1 TIEF I E < BRIRRF: &
HEBGEITIER 1C LS, MRS IS Dexon 9%
FECTIIRAS DMK < BEFEPPHNITE Z 2 2%, MEFEIC
E2LLDRIPL L, EEHMNO D%, EITRD
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PDGFRAIZZER % b 7272 W#I10% OGISTI, JEHI A
XFZTHTH B,

HEATHZEGISTICN 5 4 ¥ F = 7400 mg/H D%
5T, WHEBEIEEYE (PRIZEALT) 40~
70%, 2Ty b a—)LEE5~90% T, FIH24F
D progression—free survival (PES) #5135 7-Y, A

WERMERE L D (—RA9ICId62 HDINIZ) #hEATR
5NV E T —KIifE, —FIESD, PRZE WL
CROGHERR RO IR EEAT E R o T2
ORI E PO LT AT ki
RURT &) OHEETFERS RS m BB L
TWh, RINPEIZIE, #Hr7zIZE L 72KITH 5 W id
PDGFRAT 1 ¥ ¥ ¥ F — ¥ D ¥+ — PHEBOH &
GFERPERERTH LY,
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R FRBEOLEN

kD X 9124 { OGISTIEKIT - PDGFRAIZ 815
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PDGFRAIZBL TSR % b Db O O A HSactivated
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PEFIZESE ) 2. KIT - PDGFRAIZEIGFZER %R0 %
Vwild type GISTCT# %'V,
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NUC/eUs
GIST growth and survival pathways
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MEK—-MAPK BRAFREZEHI

FLT3, FGFR, other RTKs
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WFRZFRD B\ in vitroD O NF— 1 & 5 O #il i ik
72 EBRAER  6 1%, NF- 1B ES 2 1G5
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WThWzD, A7 F =TI RITEO Sk
Vo 2 S DGISTIdepithelioid cell type T, fEHEHEAT
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ﬂf@%é#&“,&MEIBMMEE?~mb%
NTwb, ThHDGISTIE, FEBBI IR I %
<, TOEMRMZERERHHITIIEA DL T
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KIT - PDGFRA mutated GIST
(autoinhibited form)

KIT - PDGFRA mutated GIST
(activated form)

Imatinib

Sunitinib
Regorafenib

Crenolanib ? etc.

NF—1 GIST

MEK? inhibitors
VEGFR inhibitors ?

SDH-GIST

BRAF-GIST

//67\\‘

Others

BRAF inhibitors ?
(eg. vemurafenib)

?

X2 GISTORFENFHDFEICED GREEIR (F)
BIEFEREIEICEEE*EAD MO LS GEHRICA D, BREARS L
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TH >, B TIZPDGFRA D842VICxi§ 2 FEHFIXBRAFEE#1EME L

ERRFER BITHhh T3,
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