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1. FEREICBET59F VT84T EDBREKNER

NREBEE:
o FEKREEBFEBICHL. ETH. HBEEMbHT . WHO RESFEFESIRICE DL
NFHITZATREERNTEZHT AN HREIND,

FRERMNESR
e FIG02023 [CEDKFEFRRVABEIRMNTTHEELD,
e  WHO R FHITZAT DR FEGEFHFBIZICCIARERNTREL TS,

TEEE IO 2 BE ORI L, FlT & MTRWBEE R ) X 2 28I - 721l
HHEEOMAE TITON T b, BIFEHY X7 721dm ) X 7 FECIHINERMBIEE &
LT, AHCTEFFY ALY Y ROV AT ZF v offflgE (APFE) Xi3v7 ) 2%
YAV ROANKT T F v OFRFRE (TCHEE) PREE I3 2 BokTirEIR
UFHRIBR R S N T 5 Y, TEEEEE O 70% 352 7= ICRF 3 5 T
MO R A TRl L, S FEFHIGIE 0%, Lo FREIFREZE LS W, —TFF
T, HETREFCHEREGN O FRIZARTH O, BREEOMEIML 2 EH T 2 Z & IFHR =
DIETH 5,

The Cancer Genome Atlas (TCGA) % F\» 7= T B ARFERER] D & 15 T E (522 W fET
ICE Y. REIIER Y A7 L I LA PRRT L LT, 42000 724 T,
T7bH POLE (ultramutated) ., MSI (hypermutated) %!, Copy-number (CN) low

(endometrioid) Y, CN high (Serous-like) UA[EE X 7z ¢, POLERID T 1413k T
Bifc, MSI#IL CN-low 39, CN-high iz AR ©, TEREEEDO X EER]
b3 ZHLPIC L, 51T, TransPORTEC’% ProMisE8ZZ U ¢ T 54
DB~ —H— M7= T V=) X LR S 4L, HREIER TR IC X O 7 nighh
BB Iz, LTI, DNAKRY X5 —x ¢ (POLE) #{n¥® Hot spot fHIK D
BT & kit (IHC) % PCRiER EZHFH L. TCGA 2% & FERIC T4
DIERULAIRET S 5 T L 23R S v7,

NS OMET %2, 2020 FIC IR & 7z WHO FRBESMHEES 5 BOc 35\ €L JHN RS ©
S FBIRFERY 72 A TR I N %, 20Tk, BAEYEIZ TCGA HIc s
\} 3 POLE (ultramutated) 2 %t)izd % POLE mutation (POLEmut) %, MSI

(hypermutated) %59 % MMR-deficient B! (AT, dMMR %@ & Z0#). CN low

(endometrioid) I3 % no specific molecular profile (NSMP) Y, CN high

(Serous-like) BLICHIGS 5 TP53 mutant/p53 abnormal 4 (BAF. p53mut Y ° & i)
oI Nns (LU, WHO 19 72 4 757 & 5d#) . WHO WIS o) TER A1



SHEESRA I N & RZT, AFTIE, 2022 FICKET & N7z FE AR B E R
s 5 RICHE VT, WHO 373 72 4 7O RRREENERPHELINTE TS
& L. WHO JFHEHEE 5 ik & Rk OME ik & BRI A RHEOME L & 17z 10

2023 4E @ International Federation of Gynecology and Obstetrics (FIGO) #E1THi5%4
DET (FIGO2023) € WHO 0¥ 7 2 4 70O — R ETHI T ICEA S Nz, &
DT, TR T O POLEmut 1% IAmporem 1<+ p53mut B 7 & AERIC R/
LCWThHEREEZ MY HE 1T HCmpssan ICH I LS 1,

FIGO2023 Tlx., FHABEED A% b3, T X COFEEMEIC WHO 513 7% 4 74
MMM 2 2 e BRI N TV B, TCGA 1238 T 3 T2 BT o R 1315 P 3k o Jeg i
Tholep, KofbiEs X WERAEZ EOFRRMBENIC B0 2 013 72 4 70K
MEFRIZHS 2 Tld %2> 72, Hammer 51X, £o{UlEs X WEREZ &0 S ENE S
WIEICB T 20T 724 7oL P oBEZREI L. 2 bicEB W TH POLEmut
BT 360 TRIFC, WHO 53 7% 72 4 78IRS NERY 2 708X 0 b F
BHECBOCTEHETH S Z EEMELL % £/, Kim b I3 FEAEHMAECE T 2
DY TR A T EITV, POLEmut B3 X O AMMR Bl F 428 B¢, p53mut B
FHRBMD CTARRTH 51T, NSMP Gl Li-cell adhesion molecule (LICAM) &%
FIAOBEEAE <. pS3mut B L [FFRICTFHEARTH 2 Z & 2l Lz B, Ml
BT 2MECIE. daSilva b 13 7= S E RS & IV HE B X O ENEO RS O 4
HIREE R T2 B2 et U 72 fG 5. 75 B B AR < 1 7= S B s (B 3 5
KRAS, NRAS % 7213 BRAF 85T ® Hot spot FEHIHICIHFINNY 7 v b v, POLEmut %Y
£ dMMR !, p53mut BIZHFIEL 2o 72 2 & 2 L 72 ¥, Kaur O 13 FEMREIR R
B - AR PERRE 20 Bl B\ T BB TRET & BRRRELSARRRET 2 1TV, POLEmut
A dMMR B, NSMP . p53mut B3z 2 161 (5%). 261 (10%). 461 (20%).
1361 (65%) IK/Hfis s EEnRTeebIT, TPSIRIIANY 7 v b IGHHI <X RE-
mEMELHETHIC IO T PRARTH 2 A[REEZIME L T2 5, I7xb b, Rkt
HMofrERECENTH, ZOHEITRLLZDDD, TV 724 THRTFHRRERT T, 2D
iR OBHAREICHF ST E2LND,

F 7z ARF LI CIIHERE X N B INRMBIERIE S e 2 720, Ao T EEREEEIC
X LT, WHO 7313 7 % 4 75 %% FIG02023 TN FEZ 22 Wi 3 2 ER R E R ICEE &
LRI ThI T W3, Yamazaki © 1. ProMisE DU 2 ~—h— 273 ) X LI
it o T dAMMR B % molic it L 23556, PROBEIMLANEEL 20 . WHO 0f3% 7% 4
7o L RIRRIC POLEmut B % el icfitl 32 2 & TP oERb S viE L 72 5 & & B
HLEY, 2ol lid, KBoFEEREEZICEWTH POLE @ Hot spot FHIBICJFI Y
VTV EAET S TERERED TR TRIFCH Y, dIMMR DR % H T 2 5Ep
D—HERIC POLE DIRHIANS Y T v b sfF LT w3 2 & bBEL T3, 72, Asami b
IZ. ProMisE DR 2 ~—H—%2HWT WHO &3 7% 7% 4 7ML RkEOZE 7 L3
AL X W DFHTEA TS 5 8T, KO FHEEEES O TRENAFEET
HHTEerHELRLY, &5IC, Kobayashi-Kato b 1353 FH 74 4 7nl%E &
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FIGO2023 TS FHIC 51T 2 THROME 21T\, AHICH T 2 FEREEFICNLTD
FIGO2023 T A EHTH O . FRc 1L T FEEHEIC B VT TAmporsme B
X P TICmps3an DHE A ZWI T2 L OFEEW ARG L7218, Lzt o T, K DIHHE
g IC B \WTh WHO 379 72 4 7o z2l L, FIGO2023 TN EHZEAT 5 Z
LRBRAICERSD L L EZLNS,

BELERICE VLT b, IR ICB LT3, POLEmut BUEE T 2 i i B
FEEMT 24274 v MIFEHI T TAHOBREK Y 2 7 B & R B
BEMET B L BSY BRI RB I N T WS Y, 2oy 724 TR E
O, KT 7T XA TG U A ICB T 25 3 HE s TR Tch 5 20, X b
. LT - FRIEG O WIEIEE T IMMR HIEREEIC X 2 iREH HoBET b EA TV
%

NEoz &h b, FEERE TR, ETH - M Z ML F2flicsv»c. WHO 41
YT EA THIHICHE DO TEMIT 5 2 LRt x s, Zhic kb, FIGO2023 % v 7z
FETFRNCIED CIBFEEIRAATREL 72 2 720, WHO 574 7% 4 753 FILER R IC S
BEEXYATLLVZ D,

RETIE, AFICE T WHO 4373 7% 4 T8I DR B2 W 2 H I IicfT
570 DiEtREE LT, EhEreEamETIE, FEZSHHAANA A ~—H—, Koo 2 0H
LT LD 3,

iiilbe

o FEREIZBITIEDFHIIATNEELET 5O DRELEIITS5OICIE. ERAR. BREIM. &
B, BRSPS OEERELDEENTARTHILITBET S,

e WHO REESHEE 5 IR CIE. BT 2LIR D FH IR TELWT D120 DREFENEHHFEIL TS
3OD. REFEICKVHIERRIERLDIZEBHONTIND, TD=H. R FHITIATRELEHE TN
[TERALEREAZERRICET CENHRIND, T, BAEHBARNZRORARNBEEREORRE
BLOAMBRICENTE, ARICD FHIRM TR EERBFEZADE TERTHENHREIND, T
BHBESNDNERNBEE 1 E3 ORESEDRRIZSEI DL,

o AFEIETI, LTOBEEERT S,

* WHO JREESI 4B 5 5 hR TlE. MMR-deficient, MMR-proficient DI&EEIZIZZF N ZE L TMMR-d ], TMMR-p 1AM Fl
SNTLSH., KFSIETIE TRA/DMNRETERSAICE T DEERNYT / LZBRODHAIRSA2 ) 12E
CT. ZnENnldMMR]. ToMMRIZERAT %,

® WHO fRE 534858 5 iR TIE. TP B FEREERLET DB AU/ \VEDRERBREFITHRFHI 44
TELT BEFERBREL HC REBZAVARHIEN A SN, Tp53 mutant (p53mut) B! |ERFESN TLY
%, KF5|ETIEI 7P53 mutant/p53 abnormal & [&L, WHO fRERI A5 5 MRIZHEHLL TREEE(XMp53mut & |
LEREIL . FIGO2023 #1THIZ $ETIL. p53 abnormal (p53 abn) [T GF BT &L=,




2. BDFYT 24T DERRAFFE

(1) POLE mutation (POLE mut) &!

POLEmut B 1 E g O 0 BRI EIE. BEEETZRE (Tumor Mutational
Burden, TMB) 23#$ CTim < (>100 Z25/Mb). il =2 v —$Z L3 F 1K< <
A7v%774 PEEE MSS) THY, FEI RS CRIFRERNTH 2 10,

FIGO2023 <Tix, I-II i POLEmut B DHER % IAmporsme & L THAL L THDFHI NS
1. ESGO/ESTRO/ESP guidelines Tl *, PORTEC &b%ic BT 35013 7% 4 FHHHEIC
oK PHRMTIC X Y 228, -0 POLEmut B S 08 % BRI ) 2 7 BIC 8L,
R MREO BB ER I N D Z L M I N, £ 7 McAlpine b (X, POLEmut B!
TEMREEE 294 lic BT 2 2 ZENT ORI D 5. POLEmut B 5458 1000 3 2 il Al
WEZ ERT 2_A 74y FARINEL oI ERMELTEHY 9, HRKY X 7%E
5l & AR 1-1T 0 POLEmut BUREFNCN Ltk 2 BErIRECH 5 T L AR
T3, HEEHT D PORTEC-4a il (NCT03469674) <Tid, THIR U T H
WHEEG D 5 b FFEF - B ) 22 O POLEmut BUEFN UL E BT 2 2 L %
LHE2FHE X T B 20, F 72, RAINBO clinical trial program the POLEmut-BLUE trial

(NCT 05255653-4) Tld. 12> & I E <D POLEmut BUEHIIN U RBHIZE L % &g
T3 2L DREEPHEEEI N T3 2, 2o DIFRFEERIC X » POLEmut RUFEH]ICR3
LHINEE ORI L CI bR v T VARERET L EEZLOLND,

¥, POLEmut BLITDWTld, 3~TO POLE DJFIY-SY 7 v b 3 AIkk s
Ultramutated D RHM 2R T HIFTE %R, T/ VX7 LT —¥F X4 viZkiF 5 Hot
spot ZEICIRE L CTHL 2 Z L ICHFEEPLETH 5 », FELOLEOEGE, RIEHKRE

(Proofreading) 23M#29, ZEIEE IV E T DNA AP HEA TIT>CLE I 72
»TH 5, Hotspot ZEIFMLICOWTIIEIAT 5,

(2) MMR-deficient (dMMR) &¢

dMMR B7- 5 (K5 O 5 IR A REIL. TMB 235 < (10-100 Z25/Mb) . f#fifig =
BBV, =AY T T4 PAREE (MSD 2R3 2LThB N, Zh
lZ. DNA I 2~y & (mismatch repair : MMR) ¥ ICBH 5.9 2 MLHI &L D7
1 — X —fE MR X F ik, B B\ ik MLHI, PMS2, MSH2, MSH6 D\ >3 > IC
BIETREXRD 572910 MMR OKRER 2% % 72 L 72k (MMR deficiency, dMMR)
ERELTWE, TERETIZIZ DS D MLHER T OBE X FA{tic X 5 5 FRM
TP REECcH O, —&B1F Lynch fEERE L OBERH H . MLHIBET D& A F v
LI2 & 57 n5E 13 Lynch FEEFECH 2 nlREM: 23 € 72 % %, RAINBO clinical trial
program the MMRdA-GREEN trial (NCT 05255653-2) TixfFH - 5 227 ® dMMR
BB LI SRR I T = v 7 R A v FHEE (Farv=7) Ik
LAfERHEE 2 BN 2 BRSBEEI LT 5 2,



(8) 7P53 mutant/p53 abnormal (p53mut) &

p53mut B EAE O 7 FEIRERVRHEIL. TMB 2MK < RHiIE =2 v — 82 (L2 %
(L MSSZRFZeTHs 0, fFillld= v —BEMIEL wFEEETIEZDL I
TPOS3BIETRED - T, ETREORETREHING 2 L%, PREIARTS
%, BRCAL/2BIEFDIRIIANY T v b 2 &AMz E1EREXIE (homologous
recombination deficiency, HRD) % £ 5 fEflld F1 p53mut BUCHFEET 2 2 &0 5 %
RAINBO clinical trial program the p53abn-RED trial (NCT 05255653-1) TiZ,
IICmys3a6n #A2> & TIT HA D p53mut BYEE 10 LT MBIEEE & L CRIRML AU B 1
PARP [HES (4730 7) IC X 2HERHREZBINT 2 2 L OFERS/MELEI L Tw 2 %

(4) no specific molecular profile (NSMP) &

NSMP BI7- 5 (48 O 5 B PRI, TMB, (it 2 v — 82w b K
(O MSSZRTZETHY, FRITPMPORIFTH S 10, oyt 724 7L g
LCHRE D TBEIRFIFFEICZ L Wb DD, FIAE VYV ZEROBIETRESE N &
CTNNBI B TERZRD 35603 % 2 LRI T35 % RAINBO clinical trial
program the NSMP-ORANGE trial (NCT 05255653-3) Ti¥, T b v 7 v ZRZIEKG:
DEFEFEF - &Y R ZAEFNCN L CRURBNERERIC 7' n 7 X F v HERHERE 2B 003 2 &
BREX LT3 2, F72, PORTEC-4a il (NCT03469674) <Tld, [HIK T IIHDF
WHEREBI D 5 BEFETH - | Y 227 O NSMP #lo 5 b CTNNB1Z EZeMHic s L CHibh
R BT 5 2 L Y EDFHTE T B 2,



3. BERFYITAATDBEHI—Hh—LRERE

BREDRA(IVY

RIBFHICFERELSHINEBRET. RMREFICEIBRERTIDEALF
MARRSIHEEERE. RAELTFERERARZERLTRRY SR IND,
EBRRAEAVTERYI DR REEICIIEGHEEDHENEREIND,

BREFZE

FEAEZEEOESHEBZAVNT. UTO I DOBRELZERT HIEMNHREIND,
[FEIEL T REBEERBICTSIIEMNHERINDS,
PWICERAL-REAERLERELRITERT LN HEESIND,
WELGABELRFZRTINE
> POLE BIEFEERE: Y2H—% NGS ik qPCRELE T POLETHYRHYLT—HER A
A0 1 R/ T OO EETHET S,
REFRTOINE FERALBREARLER. RUNUTUNEROTIIHEEZDIESE
> dMMR ¥IERE: MSIHRZE (PCR i%-NGS i%) T MSI #5fis %, F1=[& MMR-IHC & &
[2&Y MMR BEAR /AU E DERDE EEREEBILZ (IHC) JE THEiT 5,
HERTOAINE FRAL-REARLER
> TP53 BIZFERBE/p53-IHC BE NGS JEHET TP HmHI N7 DB ELTE
T3, £1=I3 p53-IHC AT p53 AUV BN EE /NI —V DHELXTET 5,
HERTOAINE FRAL-REARLER

ETE

FEHE
(EMREMDT)
POLE &&EF POLE TR POLE ZRI21%
TRIAE (11 ®O/ 7> )
dMMRYIEIREE
- MSHRE dMMR PMMR
* MMR-IHCIR T
+ NGSKRE
TP53 BEFERIRE TP53 XRISME TP53 XRWIT
/p53-IHCIRE p53 ER/(H—> p53 ER/(H—>
DFHTH(T [POLEmut® |  [dMMRE | [ nsmp 2t | [ pP53mut & |

WHO JRIE 3B 5 lRD 7 LT X LIZHE>TEHET 5.

POLE mut B : POLF BIZFEREBRET POLEZEGHEDLD

dMMR & POLE ZEIZM. M D dMMR ¥IE#&RE (MSI & . MMR-IHC ®EF=IE
NGS #&E)IZ&Y dMMR THAHZENHERSINIZLD

p53mut & : POLEZEE[ZE. MDD pMMR, KD TPSZERF DRI/ T UMM EH. £
f=Id p53-IHC BREICKYER/ - DEBHEMNROHONTZELD

NSMP & : FEOWT hIZHHEINGELED




(1) POLE BIFERRE

ST —h— BEAE FIERE A TESERR
DHEIEERE
AR\ T U YoH—E POLEEIZFD 11 f&HY | CGP R&E™
p.P286R NGS % NYTZorOWTFhbhE
p.V411L aPCR % BHL=58% POLE
p.A456P mE TEBGMHEHET o
p.S297F
p.S459F
ZFDh®D POLE score=4
DIRWINYT b
p.F367S
p.L4241
p.P436R
p.D368Y
p.M295R
p.M444K
*1 Y UH—KIZED POLEBIEFEEBREICOINTIZ 2025 F 7 A SBREME~DINETTEEEED
FE
*x2 =L, 2WF R CIXRRE A 140

POLEmut B3, TCGA 7#HTI3 TMB 23 TR WM TH O . PTEN O XK %
)T eSO, FEMAEICEIT S POLEnut B oHEIC L, ClinVar ZEo /N HF — 2~
— 2T BT BIHEMEDHE & ML L G2 Th T 3, POLEmut 11T I3,
ultramutated D7/ LfEEZH T2 2 L BAEETH V. POLEBELT DIRIERREICRE %
522312797 X7VL7—%FAA4 D Hotspot ZEDEHH L EFK T4 L OB RET X
NCT&7%, TERETIIZ YV X 7L T —¥ F A4 v ® Hot spot ZE D 90%LL_E 2 exon
OBIXWNI3ICEPRLTWE720 3B, TransPORTEC Tt Z DEICFEET 5 3 D DIHIN
ANYTF YR (p.P286R. p.S297F. p.VAIIL) RARMFNER Y L7 7, %7-. ProMisE G,
exon 14 IZ1F1E$ % Hot spot JmJ-N ) 7~ + (p.A456P, p.S459F) %Mz 72 5 D DIRFITY
ANYTF YR (p.P286R. p.S297F . p.VA1IL, p.A456P. p.SA59F) MR L L7 5,
WTFNOREICEWTH, EITNRE R 2ENANY 7 v F 23T 2 BEOTFHRBBD TR
HCH 5T LHrlE I, WHO RELSEELS 5 ik X O FE Ik BRI 5 kT,
Wi~ —H—L L TCZD5HNANY Ty b EEL L EINTWS %0 (DUF, SHEN
NY TV EME), 72, Leon-Castillo b, FEMEICEH T 2410 POLENY T v
N DIFIRPED R D 7z 9 1c POLEZ a7 2% L. LRl oRZ{II-N Y 7 v Mz,
exon 11 DJFHIAND) 7T v b2 E&T 6 WY 7+ (p.M295R, p.F367S. p.D368Y,



p.L4241, p.P436R. p.M444K) I POLEmut BN 727 ) DL b s b
(POLEZAa7z=4) ZWELRZH, 510, McAlpine 51k, 2 b 11E-NY 7~ b
ET 5 TEREEFOR TR ZWRE L. PRIRD CRIFCH Y ikl % Ei
TERAT7 49 FPRINaDo7-Z L WS L7z Y, SEETH D RAINBO clinical
trial program 1 3} % the POLEmut-BLUE trial (NCT 05255653-4) Tl¥. Leon-
Castillo D 11 J{HI-NY 7 v b B S 725613 POLEmut e LCHHAANDS & &9
ARETH % 2, L7zA-oT, AF5 & Tk, POLEmut L LT 5 LRV T v + %
BT 1R ANY T v + % POLEmut BIOMHN R E 32 2 L 2 #E3E T 5,

nE, FERECIIHEEME, HFS RO ARERN AT v AT
ROFPIRANY TV P BFEET 5, TNLORNANY TV McBIF 57 LFER S O
CFEREICE T RN ERIIRELCH L D00, HKRNZ T v ZAOERKICX 5E
FTOZLHI A, FREZRIR D Z Dfth DRI~ Y 7 v + OFFlIERZ L A — Pk 2 T
FICX Y, BRIV T v FORIRTREERT 2 e nEENS,

BN R CHEFRAR DD 2MEHiEL LT, QB AT 7 5707 74 ) v 7k
(CGP Btr) #3H 2 b DD, FEMAHEDOZWIR R CIRBOERNCcH 2, HEREZD
AL E LT, v a—iks /IMEINGS A ufEfE 2, Multiplex Genotyping qPCR
BB REBHFEINOOH B, A TRRY Vv H—KICX B POLEEEG TERBREICOW
T 2025 £ 7 A O ERBEI~INERREE 2 PETH 5, 5. REZIE T © POLE
M %ZBWid 57201k, CGP RE. 7213 1LEMAY 7 v P 2BHENRICED %2 oftio
POLEGERTZBMAICE L T HFAKRZG T, FEMEOZWIR R CRIEEH & 745 2
ZeBREL D,



(2)dMMR #ERE

2~ —h— BEAE HIEEHE A TESRRED
HEREAE

A Y TS/ MEE MSI#ZE:PCR | MSI#&RE: 2 AR LD | PCRE:MSI&EFXY
BAT25 i%"NGS i% A0 TSAMEBD#EY | F(FALCO)™
BAT26 TYA4o049T | BRLEEZROHIGE.
NR21 SAMEE DR | MSI-high SHIET S, NGS i%:CGP & &™"
NR24 YRLEEZR
MONO27 H

NGS j%: MSI#&ZE&

concordance MFEFZES N 1=

L0,
SRYYFEEHE (MMR) | MMR-IHC & IHC % :MLH1. PMS2, IHC i%:
@208 E :MMR BE5E4 | MSH2, MSH6 DL \ThhD | SATYFIEEAER
MLH1 VINOBERBE | SUNVERBEOELNR | B ob(Oda-
PMS2 IHC A THHlE | HONIIFGE.dIMMR EH] | FA T/ RT49Y
MSH2 T B )
MSH6

*1 Lynch SEIXE¥ D B2 BT AMRIRE A (56 3 & 27 D004-2) D=8, FERETILLERR

AREFFEINSS,

*x2 =1L, ZWE S Tl REERALL,
*3 JRIBZME AT, RAMREBERAEULN (5 13 & FRERZHT N002 8 TOEEILAAE) .

TCGA T3 72D~A 7 a5 74 MMk, TransPORTEC TiZ 520~/ 7 a4 7
T A MEROEE VIR LESORE» b~ A4 7 0% T T4 PARLENR (MSD) % #Ffi L MSI
A& HhH L 72 ©%, ProMisE TiZ MMR B#E % o8 7B D 9 H MSH6 Jx OF PMS2 % THC
MEZHCCEHE L. wWIihd—FoREEDHKEZED 551 IMMR I L L /- 8,
WHO J&# 54 ik, dMMR HEHEZRTIMMR TH3 2 &, $74bb, PCREEA
V72 MSI R NGS % v 72 MSI-high OHE, F 7213 MMR-IHC B#IcE 1T 3
MMR B % v o< 28 (MLH1, PMS2, MSH2, MSH6) DW3nrDFBDHEIC L
% dMMR OHFEDWFILh AMMR BIOHEERE LTHAEL TV % UEDZ &hb,
AF5] % Tl IMMR HEREXETH 5 MSI A (PCRE - NGS ). & 33 MMR-
[HC &ED WIFhAr %2 HAWT dMMR OF#E%FHiiT 2 2 L #3232, kb, VIRAHE
HEAT - R EMEICE T 2PENEEOMRHERIC B WA 7% T OHIGHIEICH W 5
av A= F VB LCRBEH S 2 D13 MMR-IHC RED A TH 3 Z & ICiEET
% (5 28%S) %,



CGP ## 72 & D NGS B CTid. MSI OHENRE & 7 2 5 AL B T3 MSI 0¥
ERERRME S N VRED D S, 20X 5 2GA. MMR BEEETOBREOFES
dMMR B D ZWTIcH WS 2 L DR REE2H %, cBioPortal ICE R X 4172 11 JEfE,
23,893 flic 33> T, MMR BHELEE T- & MSI 0 —EE it E Tt % 3, MMR B
WY (MLHI, PMS2. MSH2. MSH6) ® 1 DL FICIERI-NY 7 v F 3 X =35

& (MMR-m) bW Enisd o 7284 (MMR-we) @ MSI-high D& & 13EEIC X 5T
—;%ii D, 11 EEeRCcld MMR-m @ia/\k MSI-high & 72 2 E&1% 75.2%72 - 72 23,
MMR-wt D 4.5%7%3 MSI-high 72 5 72, —J7 CFEERETIX. 713 BiRkd 121 Rk
(17.0%) 25 MMR-mT&» Y, *® 5 H MSl status Db A3 81 FifATlE 91.2%75 MSI-
high ¢, MMR-wt ® 363 iR 35.2%72% MSI-high THo>7-, T7abb, MMR-m%H
T3 T EERRED 90%LA 2 MSI-high TH Y, X 51 TMB AL b2+ 2 2 & T,
dMMR # & HIWi 52 DR Z YU L EZ ONIGEPRESINDL, —HTTERETIE,
MMR-wt T&® >Td MSI-high & 72 % & &L AHENE W LICHEEBVETH Y, 2D
213 AMMR BIFE (AR D% {23 MLHI ® 71 % — X —58HK 0% 2 F AL HE < H %
CEBRLTWEEEZLNS, LA oT. MMR-wt DEGETH>ThH, dAMMR HE
@*%%%f%ébwﬁi&wo

BfE, A CHEFAZBPFON T 2MEE L L TIE, PCREZHV 7 MSTE * v
k @MLO)IHC&%%w¢317y?@@%%Kﬁﬁﬁ#vk(Uv1-¢47ﬁ/
AT 4 v 7 A), CGP AT X 2 MSI OFHEATFEIET %, WFivdh T EIEDBMIR S
Tl RBREHSLcH 5, CGP i, MSI A MMR-IHC f##ic k-0 < dMMR HI5E#R
FHRICOWCTFEREOZKIRRICE T 2 REEH S LETH 5,
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(3) 7P53 BRIz FERRE/p53-IHC RE

P~ —h— REAE FIERLE R TESBREDOH
DREAE

AMRROE—8ZEL | TP53 BIEF | NGS &Y H—ik: TP53:&EInF | NGS j%&:CGP &RE™
TP53 JRHIER/NY) | EERE DR TUrERE LB S

Tk (NGS %Y | 2L EBHEHET S,

UH—iE)
P53 AV INIBDER HC BE: UTOWLWThHDIE | IHC ERE 1 p53 Hilk
BRIE p53-IHC RE | &§.p53 ZTE/N\FI—2L¥IETSH | (VyA—2 DO-1)*

1"
o

- [EEHARE (>80%) DA% 1+ 554
I

-AEa A —JLICKY R EEMN
HRIhRETOESMBIZH
(TRELHREHEKX
BRI E ICH 1T A FIE

*1 559/ 72 b ClinVar, COSMIC, IARC 7P53 database NN T —ER—2X &S B HE,

*2 1=fzL. ZEB R TIEREEA R,

*3 BAERPTEBRBEFETODIMEIILENOD AU2F ultraView p53 (DO-NN(B - F AT /AT
199 R) [FKET FDA KBZEIMBLTNS,

TCGA T, i 2 v —BZ 1L W ERE L LTERI L. £ 90% T TP53 D
RNV TV P2 T EBMEINTVS S Z07zo, Fillida v—HZto
surrogate ¥~ —H — & LC TPS3 DRV 7V F OFEEAH WS Z L A[HEL S hTn»
%, TP53DEEMHOHEICIT, ClinVar, COSMIC, TARC 7P53Database ZF D /vt 5 —
AR—ZEBEARETH B, LiL, KFFicH T, HFKE I N7z NGS E 1F CGP 1R
HL2AEL, FEEREOZHIR R TORBER X7\,

TP53 DIRINAY 7 v F OFIEE p53 % v < 2 H O THC Bt (p53-THC Bifs) 1o 513
5 gt E e O MHBHICBE I 2 METRE S & . WHO SR EEE 5 iRic s T, TP53EInT
TRERREDONEZ /7L LT ps3-IHCREICE T E3ERE A2 — v OFHELZ V3 Z L2
FRIN TS % pb3-IHCHEICKE T 2L E A2 —v ek, [T AMEDODIEFEH,
B oEeRHEEA, Mg oRe ]| chy, HEHiEL L<, LT 3HHOW
TN ZW T THAICERANZ -V ELERINS,

o [ESHAAE (O80%) DIXIZHITHRFEL

o MBI PA—LICKYEBHENMBRINIKETOESMRIZE TS
EELTHRBUHEK

o PAMEGHMIRAEIZHITEHREI
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AFGECTIIZOHAEL pb3-IHCHEXH W HEHKEL LCHERET 2, &b, T
po3 itk e LT, A TEFAZINABWIIIFEEL Zvs, 7 e — v DO-7 BEAH D
% Dligk CERAINTWSE 2 &, $72_Y £ F ultraView p53 (DO-7) (my = - £4
T AT 4y 7 R) EKETFDAKREAZEBLTWS b7 u—y DO-7 ZfHH
TH LTS,

— 7T, pb3-IHC REIC BT 25l 7312, FEAEECELT LI o) 77—
2 VIMTOINTW B DI TIE7ZR\, Singh &I, JIEIEIC BT 2 FEMi 5B I U<, g
MIREIC 31 2 SER R EEDH A, 80% LA EoEEHIIIC B 2 % o5GME. < o icHiia
BRI RIC 5 2 5 Ml 2 0 A 1TV, NGSEZ iz TPs3 BT A RME L 0%
Wr—ECE A 912% TH o722 L HE LT3 2, ProMisE Tli Z DFHlifFiED 5 b, &
MBI B 2 SE R Yt D F 7213 80% LA o BRI IC 31 2 & 0 i@kt % ps3
BE G & LC pS3mut B2 G L 72 5, —J7C. TransPORTEC Tld. p53-IHC M ic &
% 7%, null pattern DEHEAR 210725 2 L2 b, 50%LA L o REEHIAE CoEf5 1 O
Lt ps3 B L L. 2 cldy v —iEx H\ 72 TPS53 @ Hot spot FHIK D Jii) -~ )
TV rOEEERE L BT 2 AERMER SN Y, 72, Guo b i, EEMITICEH T
e a0k, 80% A FoEEMila o cmGtt. MNE ic ket zilo 256
ZpS3EE LIEFR L. NGSEXH W2 TPS3 R L OBW—EED 65.3% ThH o7l L %
WMELTWB Y, HESKRELRERIIINS O EEZSBT 3 L 8Et E2bN 3,

(HBREHRORLH

ERZEHHOBREZITo 256, REMRICMARE B2 AbE Tickkd 5 2 & 25EsE
INns, WEREHOHIZ TRICR T,

BEAE ER
(1) POLE BIEFEERE - HUH—% ©  POLEZERGIE"
NGS i& - POLEZEREM
PCR %
ZF DAk ( )
(2)dMMR ¥IERZE - MSI#&Z& (PCR%-NGS %) + dMMR(MSI-high/MMR
* MMR-IHC & (IHC %) BRVNIEHEEHY?)
ZFDAih( ) + pMMR(MSI [£14/MMR B
BA N EHKIEL)
(3) TP53 Bz FEERE/ - TP BIRFEERE - TPS3EEBGES
p53-IHC BE (> H—E&-NGS &) - TPSIEEEM
+ p53-IHC #&RZE (IHC ;%) - pS3EENFI—V
Z D1k ( ) - pSIIEE/INF—V

*1 POLEBInFEEBRET. RN TURERELEIGE X WA TULDIEEERERT 5,
*2 MMR-IHC #2&E T, MMR B:EAV VB DEEAFRDOI-GE L. BHERIAV NV ERZEE KT D,
*3 TP53 B FEERET. RN TUMERE LGS BN\ TUMDIEREEZLERT 5,
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(5)WHO 2 FH T 24T EDO LM FIR

FEGE
(HEERERDT)
POLE &{&F POLE R POLE ZREi2M
TRIAE (11 w89/ U7 ) /\

dMMRYIFERE
- MSIRE dMMR PMMR
+ MMR-IHC/R &
- NGSIRE
TP53 BEFERRE TP53 ZTRgE TP53 ERIEME

/p53-IHCIRE p53 EE/\F—> p53 ER)\¥—>

A\ 4 v

BFYHTHALT | POLEmut® | | dMMR & | | NSMP & |

WHO JRIED B 5 hRICHITHZMT7ILTURXL®

Kb DIER IR/ N7 1%ERT . POLE DNA polymerase € ; dMMR, DNA mismatch repair
deficiency; MSI, microsatellite instability; NGS, next—generation sequence; 7P53, tumor protein p53;
POLEmut &, POLF mutation &; NSMP !, no specific molecular profile £; p53mut &, 7P53 mutant/p53

abnormal .

WHO JFEED B 5 RCTlZ, BV 72 A THFHOT AT ) XLDBH—I iz &
5, AF5lxCld, EMDO WHO 53174 724 7nfHicsF 227 ra) a2 Hwv3
xRS S, $hbb. POLE BinTEEMRA. IMMRHEMRAE, TPS3 BIn T
SR /p53-THC Hidk o i B % 1 5T 3 5 .

ZOZWT AT XK GG, BT 724 T7OMEZIERITS & bAEETH
305, b THEARZ pS3mut HOZK £ CIc 43 & 72 3 MBI ATRE L. iiewhibhEg
BB B 2 5 2 B[R D B, L7228 o T, RAIIC, 7% 7 &2 4 745
DB 7 BRI ICIT S C & 2T 5,

BTV 724 TIETROLICEERI NS,

o POLEmut : POLE BT EREBRET LKAV TV FowTFhrimt X -

b D (POLEZERGME)

e dMMR# : POLEZE S &1 ¢, dMMR HE##E < dMMR LHE I N D
e p53mut B 1 POLEZE EFaVED>> pMMR ©., TP537Z5BGME ¥ 7212, p53-THC itk

WX 2ERAAZ—vRIEBEINZbD

e NSMPH : FlowTNICHNFHINEVD D
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F2E . AEEOHECHE-DHIRFAD-HDOBRE

1. FEEBICE TR0 8B -a FTUA S —B

VIBRABEMETT - FFFE T (A I 3 2 Yk o fAFsIC X 0 . FEF o@E)GHE % B
e Liza voi=F vBBECHERTHlozo0ay 7)) X v 2 ) —ZREE ok
RHPHEATHD, RS CRBERA L m 2 a v =F vl Er T L0 5, kB, K
wINTea v =F vZIEEE BT 2 EHRIE. LT DY = 794 F 2o AFA[RET

» % (https://www.pmda.go.jp/review-services/drug-reviews/review-

information/cd/0001.html) .

o RLALTJOYRX<TIT

*1

o RLTJAYRXTT
*1

pMMR:

° FS5\1)T*

BRERE MSI MMR TMB
BR5t 4 MSI RE X vk SR YFIEEHEE FoundationOne CDx
(F7NANAFLRT | EEEHFVE (oL &)
LX) (A2 25475 /R
LI ® CGP RE&E TAVIR)
FoundationOne CDx
(FporRLEE)
GUARDANT360CDx
(GUARDANT)
HIERREAREHR | MSI-high: dMMR: TMB-high

o RATJOYRXTT

*1

FEREICBENTR
BB £ BRI
5

MSI BTV~ BH
B

CGP BRE 1R BE
BRTFEEIIRTRRA
HBF

YRR REEIT- B R

FERED DM,
B

REARKRTRIAH
i

*1 RLTAY XTI EHKIEE

*¥2 TaILINILRTEAZ/R) T ED G RMEFEE
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(1) MSI-high/dMMR

DNA #H8 OB U 3 M Cld e WIRENE (3 2=y F) 2BHET 2
(mismatch repair : MMR) HEEEZME T LT\ 2 4kAE % MMR deficient (AMMR), #
HEDMR7Z T\ 2 4KkBE % MMR proficient (pMMR) &£ 3 %, MMR BEREDK T IC

£0, 1 »o¥EREOBEVIRLESY] (w4 27u3T 74 +) oRKERFICELHE
U, ZoBHRE~A4 7037 74 FPALEN (microsatellite instability : MSI) &5
's MMR BEREDIKTIC X 0, MEEHNHE] - MifGE5E - DNA 818 - 7R P —o X 8
IEICBEE 3 28T O a—7 4 v ZHEBICEE T 2 KRS ESIC B S 2 b %
T AY, Tho 0B FREOERIC X IEERE, WMilicFETsEZLNT
w3 2, MMR ORRERIE % FEMi 3 % 75k L LT, PCRi&ES NGS &% w7z MSI
B, MMR % v S 27 Eici3 3 IHC iz Flvw 7z (MMR-THC #i#) i< X 55F
ks 2 1, AP CTEME Nz MSLIREOREREZEE LRG3, TERBAT
1 16.85%72% MSI-high TH o7z Z & &G I N TH Y, NEINEEO i b S
FED R0 2 72 5 ALFBERIBEIEZ H 3 5 MSI-high @B A 2R L L
KEYNOTE-158 :Efic 35 1F 3 7=k a4+ — b Tld, 22E4 (objective response
rate : ORR) 1% 48% (95% CI : 37—60%). EIEHEATFHAR] (progression-free
survival : PFS) o rtfifiid 13.1 #H (95% Cl: 4.3-34.4 7 H) & BRI BAE e
IR TERPAVBRIA N 74 v Tid, 77 FF 2 EDHRERD D 5
MSI-high % 7213 AMMR OH#ETFEREO BEFICH L TE, R4 71 ) X~ 7 HAHE
FEOERBO—oichbInTn55,

(2)pMMR

DUO-E ilB& %, VIBRAREMETT - HRIERIO—J0RE L LT, 2 U X F kL - h
ARTTF OEREE (TCHEE) KT a7 2L, Far S~ 7HHE
HDENET 2= T L F T8 TH ML O A RIE 2 WREE L 25T h 5,
FEEHEEE T» 2 0l (TCHEDR) LHELL 72 PES o~ — FE (HR) (.
Fan A A= TEET0.71 (95% CI: 0.57—0.89), T a2l SA<T7+F 780 THT
0.55 (95% CI': 0.43—0.69) CTHEZRWEZRL &, FRIREINLY TNV — T
<z, dAMMREMTIZA %Y 70 LR 2D LT, pMMR R T
EA 780 7o EFEMEPR I NS ¢ RIS L. VIBRAREHETT - AT =R
JEFIC B W T T 2 b~ 7o E L B X CHAREREE, a v oi=Fd v c
HbIR~y FEERERBRESY N (vya - FAT7 7274 v 27 R) 2RV
TpMMR TH % Z & BRI N T BIEFICE W THERHRIE L LTT a v v w7+
F 7o) THFRERE S EIG & 72 B,

Y RZFVEZEEE - 2y T XA R ) —ZERIEIEREIN TR RN DD, R4
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7u ) X< 7R 2R EICBI L T MMR-THC B o3 & iR R o3 85T
INTw D, ALHRERED 2 WHETT - BFIEGI O —XIGH# Tld. NRG-GY018 &5k ic
BT, TCHEE+~L 7w ) X< 7 tHEEDAEMMEICO VT, dMMR M &
pMMR [ % 2 1 LTz L CRGEE X L7z, EEFHIEE <5 % PFS o Hfig
lZ. pMMR #£HM¢ 13.1 #H vs 8.7 # A, HR 12 0.54 (95%CI : 0.44—0.74), dMMR
M CAE vs 8.3 7 H. HRIZ 0.34 (95%CI : 0.22—0.53) T, dMMR %M. pMMR
ERWFRICHLTH, Ra7ve ) X 7HHBEL 7 7 e RO LR L CHE &
EEERLET,

72, 77 FFEF EEDCHERED D 5. UIBRAREERMEST - FFRER T I,
Study 309-KEYNOTE-775 B IC 5\ CIE 7 7 F FRAIRFNERICN T 2 <4671 )
R= 7L ynF=7eoffffifgE (LP#E) s HiEn, FUFHEEHE
pMMR £ ¥ X 8 AMMR [ % & 2R ERICE 1T 52 PFS 3 X U OS 72 5 72,
pMMR #[H @ PFS @ d9ufi% 6.6 # H vs. 3.8 #H. HR0.60 (95%CI : 0.50—
0.72). OS o fEiix 17.4 #H vs. 12 A7 H. HR0.68 (95%CI : 0.56—0.84) 72>
7z. dMMR £ % & O 2R ER O T ¢k, PFS oHduflis 7.2 7 H vs 3.8 7 H.
HR 0.56 (95%CI : 0.47—0.66), OS O HfEizs 18.3 #H vs.11.4 2 H, HR0.62

(95%CI : 0.51—-0.75) <, pMMR £H, 2FLH TN LT HEERIEREZR
L7 8,

(3) TMB-high

JEEER T4 RE (tumor mutation burden : TMB) & i3, 28 AMMAE A0 A el
GTAEROBZEWRL, 100 JJEOEREY 72 ) 0BG TARY (8 /Mb) ZHEfiL L
TXRING ', TMB OFHfild. UWIET 7 Y — LENTeET /7 LENT OFERICHK D %
fronTwin %, 2ok, GfENBAT ) L7774 ) v (CGP) METOME
OB R E N O BETIR, 1~2 Mb BEDOY — 7 v A ET 5% D
CGP f#rT, TMBf (TMB 22 7) 2HHINS L ichoTw5 %, —fkic TMB
LRI N2 LA MK CGP MEIC X VFHlid Nz X 2T Th 5205, IEE CGP itk
iIc X Y HEHE N2 blood TMB (bTMB) & X9 2 #4103, tissue TMB (tTMB) & &t
I

HIVAIEAIG - NI O VIR REMET I RETE A A 2 RN RICAA A~ — A=k 5~ LT
v ) X< 7 DA% FE L 725 TR ©& 2 KEYNOTE-158 BRic 5\ T,
TMB-high (TMB-H) EERAICH T 2 <L7 0 ) X7 0HPMERREINE B, 2D
EEICH O % fHEE CGP Mk ©H % FoundationOne CDx 282 v o= v E2WiE &
LCR&RE N, TMB 22728 10 Z58/Mb LU L2 TMB-H & LTERS vz, AR
ICH T2 EDBAMICE TS ORR 12 TMB-H ##CJE TMB-H & WK L CRAIFCH > 7=

(29% vs 6%) ., FE{FEICEH T 5 TMB-H O &4 (E, FoundationOne CDx % v 7z
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16 23 AR DN T34 23%'2, KEYNOTE-158 #RERCl3fy 18% (82 #irf 15 ffi) T
Hot= B, KRBRICH T 5 T EHEICHE T 5 ORR 12 TMB-H #T 46.7% (7/15 f) <
Hor=DIickt L, JE TMB-high #<® ORR 6.0% (4/67 ffl) & HIKLTRIFTH > 7=
3, TMB-high & dMMR DOREfRIZAAMEIC X W B Y, FEMARETIE TMB-high &
MSI-high & ®—£#|3 31.0% L T T3 1,

(4)PD-L1

DUO-E iRB& T I3, HERMICHET & L7z PD-L1 status I X 2 iEIRHET & h
7. DUO-E #f&ic B 1) % PD-L1 O FFfiic i, <_ ¥ & F SP263 immunohistochemical
assay (Bva « ZAT 77 AT 4 v 7 R) HPERAII, tumor area positivity (TAP)
231 L E% PD-L1 G & 8l & 7=, TAP &, ORI @ In 720 St s
HE AR AR S OO AR S 2 AR I Gt SO 23589 B 4 2 BB B S M 23 A e 3
AR O % . ESFE R OmE TR LT 100 2FE L 2fE (%) LEHRI N T
%, PD-L1 BGHEM I T 2 v S~ T +F4 7 %) 7O PFS X, a2 v e —Lfife
e LT HR 0.42 (95%CI: 0.31—0.57), T a5~ 78 & ek L < HR 0.67

(95%CI : 0.49—0.91) T pMMR [ & FEEIcA 79 Y 70 LR FIREIFE S h
72o —7 T, PD-L1EMEERClda vy e — A B L L 2T a S < 7+ 4 53
Y 7EED HR0.80 (95%CI : 0.55—1.15) TT a2 AN~ T LKL 727 2150
~7+F7%) 7D HR0.93 (0.61—1.41) T PD-L1 OFBRIIC X 0 BRIELS R
RBMEADPRBEI NS ZDT b, KBOREMHEREENA V74 v THE [T7
2w GEEFHIR) ~FEfRE~] Tk, TRRIZ2&53 25451 TAP %
WA L7z L eRE G022 2 EAEE L, TAP 28 1 KiiTh 5 Z & 3R
INFBFICBCTL, AFloRkGoLE L2 EREICHK T2 2 &) Ll i
B, WE, FEMEIcN3 2 PD-L1 HIEHoZWE L +Hch %,
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2. BRMSAICEITSHBF[EMHIO /\=F VR

C-CAT 12 &k X L7z HARN T EIREER] 764 i 35T, 393 (51.4%) i< 7
&b —DD actionable 7B THREBFIET 2 2 eBMEINTEH D 15, EIE1A
T BT B NEERENTI AN A~ —H —ICBAL T TFick e 0 3,

60
50
%40
.|:Lp(30
K 20
10
o _I:IDDEIEIEIEIDDDD
P F SRS L LR F LR FTOL S
/\be/\\oqwﬁ%é@ﬂ-/&eré%@%v

FEREICEWTHEEDSLVEGFERE (Asami, et al. Br J Cancer, 2023."° XYEX])

(1)HER2

b b BRRERRTRZEAR 2 (HER2) 3ZFGMF v v ¥+ —€ <, fMiaEiE, o
fbEfFIcB5 9 3 7, HER2 O@RFAB I3, FUELERZ I Lo LT 2% < DR
DATHEINTEY, TERETIEI3I-4%E ST 8% HER2 BHETHER
EIERA #NR & L7~ trastuzumab I F B4 VA 5 —¥ [ [HEEAHES L 2HEEY
# A& Trastuzumab Deruxtecan (T-DXd) D %)% % #2531 L 72 DESTINY PanTumor02
ABRORER., FEFHHEE <5 5 2% 4#& (objective response rate, ORR) 1%
37.1%T. TE#E (N=40) BFIcHF % ORR I3 57.5% T, F#ic IHC BT 3+0
BF (N=13) Tl 84.6% & BIFAKiE7 o722, A Tld. UFy K447
— & CTH % Guardant360 T FRBB2 (HER2) #EnTHEIEFED b L7 FHFEEIE A3
Ao t5ic T-DXd &% Bt L 72 HERALD BRI FEME X 1. ORR 2% 56.5%
T, TEEELSD 13 0 AMTENASHR X h 2, HER2 BIED T - FREK
AiTHtE 3 T-DXd OB HEA TV S, kB, TEEEICE TS TCGA DN 7 —
£ T, Copy-number high #D 5 b 25%C ERBB2 DiE{nFIEIES RO LI TEH Y,
C-CAT 7 — X X — 2 Tlk, TEMEREKT 14% CHMIBHE 6.9%. JEPERE
27.4%) 1o ERBB2R¥ (13 & A USSR 2RE I N 13 28, 34 bb,
THRAR R TERECIE ERBB2  (HER2) SE{E THIIR O SE 0 BRI » & RiA %
ns,

T i, TEEAERE ICHT 2 EMED RENo0H 3 15, TEEAMIEET
& THC #i i 351F 5 HER2 D FHHii 23 2+ LA Lo FI& 134720 b D D 1+D HER2-low
DENEIE 40% & I E > 2 & 23 T wv B Y, STATICE gllficid, HC i
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IC¥1J %5 HER2 OFHIi2s 1+ A b O 7T A G 10 3 2 Atk & &4t 255
fili X #4172, HER2-high 22 5l & HER2-low 10 icxf$ % ORR I3 % L% 1 54.4%
(95%CI : 32.2—75.6) & 70.0% (95%CI : 34.8—93.3) & & <. PFS ohiufiiiz#
NZN62HHE 6.7 HHLEMENRRI N X, FEEAMEIITERBEEES O
K15%% 5 37V CH 270, a v = v BkiEORBEOETICOWTIE
HEWZE I N T w3, BEE CIc IHC A D &1 X 5 HER2 K (1+) 28 T-
DXd DG & 7> T % Did, LFAEEED H 5 HER2 KRR O FAli A RE S IL FFFAL
FED AL IR oT WG,

(2)BRAF

BRAF (ZAMEHE5E D o 7' F MmER % < » 5 RAS/RAF/MEK/ERK (MAPK) #%# %
BRI 2FF—X¥2 Vv X7EHD—~D2THY, RASOTIRTHZRAF 77 1) —% T
va—Vr 35, FERECE TS BRAFERDOHEIL 2-5% & JEFITKL . BRAF
V600E ZZ = O SHE X 0.1%FEETH 5 227, X757 = =7 (BRAF [HEH), b7 X
F =7 (MEK [HE$) ffHE» BRAFV600E 228 %43 2 BB alE, I
i 75 & EEE OREIEIC I 3 2 B3 & L CRA I N, 2 OBRLSETEA AL Z R L
L7z 27y FkBRIC B W CHFRBE O GRIMEREIA & 1L %%, BRAFEIZ AR %A
T % A AR LR A 2023 4 11 HICBIEGE & 17z,

(3)NTRK

NTRK @ GEBIETIXEE S A I THDEBRABIETTH Y, XEKTF o v F
F— ¥ OEFEEE L2 5] Z# 2 3, Pan cancer DIRE TlE. T EEEEEICEIT S
R IZ, FERET 1.00%, FHEHAET0.47%, TEHET035%& I T3
N NTRKBEBIE T N T - BREESAEBRFE TR, =X Lo F=7
(20194 6 A) L 7m b F=7HEEE (202143 H) @ 2 KBBHEAZEINT
W3, NTRKEEEET O #ICIE CGPREXH 325, VFy AL LTy —
¢ CGP BEDBHIE—EFIZ 474% L S nTHY, VF vy FAAF T -l
Bl ECHERT 3 Z R I T3, 72, MRBEZ w72 CGP T
DNA <32 VDA E AV 5, NRELEFICEENEVWES (I RicETnng
WA v e VHEIEEE) BEEND 5729 (il ¢ FoundationOne CDx iIC BT %
NTRK3), IR AET 5 5 2 L ICHEBELBLETH 5,

(4)RET
RET BT MO KE., oft. £ 2RI 2 FEE@EANE 2 v X BB iK% o

— P2 BARELET T, 2D ¥ 7 F 3. Aowiiigo A,
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FRICHEER&E % R, RETEETEARCHMK @EEETEED X, ZREN
SUAREEE 2 B (MEN2) < HURERBERE. FORIRFLEERE. JE/ R o F6 28 1 BY
HT B ERHONT WS, TEENAICE T S RETEGTFZ B IZH S 2 Cldk
WA, FEFICHEEZbND, RETEGEGTHEOETHREESA ZRE LT
w N H T = T OHEEERE L ERREBRIC B W CEMMER R E N, RETREG
UL TG O 2R3 A U RINGIERE DS 2024 4 6 AICEINAZE S L7,

&5 X H

1 HARG RIS A2/ H ARG R =/ A NRIE/ 23 e, A - D IETTIE
JEDANC 17 B BA BT o LZIED A R Z 4> I3k (BIFHIR,
2022).
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FEIE . NABREF/I\RILBRELBEFHRE

1. REREZETONABEF/ARILEE

WEHIDBAT 7 6 7a 7 74 Y v 7 (Comprehensive Genome Profiling @ CGP
W) k. BPAREOIESICHFET 2EIETNY TV 2 UERICET L, 4 0f
BT 7 IG R D BRSO 72 i iRIE O ICH S T 2 HERRETH 5, HAT
X, CGP #fr & LT, 20194 6 H2 5 [OncoGuide™ NCC A+ v a XL v X7
L] & [FoundationOne® CDx DSAT /L7077 A0 MEBEH L 2 0. 2021 4
8 Hiclx [FoundationOne® Liquid CDx 23A 7/ L7 a7 7 4 V] H, 20234 7 HiC
13 [Guardant360® CDx 28 ABn -S4 25, 2023 4£ 8 Aicid [GenMineTop 23
AT L7077 A4 )y 7y RAT L] REME N (2025 4 3 AR T I holig
b, BAT /707740 7HRE 44,000 5. MATCHRAT /670774 )7
FEM R AR 12,000 51) M2, 205 O IIEHEIRES v, 2 IIEERESIK T L
7= (BTHRAZZED) BESABRELZERNRE LTwE 0, BEMEIC XD FHEE
DIEEFLEPUC D 72055 DT EERD 10%HRTH Y *5, MEMREZANEN T 27200
D LIRS TV EORERTH S, £/, MEZFEMT 5 LCTIEIBAT / LEE
ICBEE S 2 o A R 2 3 2 ERDS. BEFRDRFTDOATA F 74 VEFIC
O BEONR M ORI % BESF L 72 LT, 847 7 LZERP R REEESE O B 1
B 2458 T1cft v, CGP B ICE D B2kl 038 o 7- R C RS 2 & 28
koonTwd, 72, _BEHED 9 5 FFPE 7'u v 7 (FRIC 31 2 B8 M 3R
SRICRORERFEELE5 2 %, FFPE 7 v 7{F8lic st [/ L350
FHAR AR B (HASRESERER) ) 5% (DA77 L& efic B 2158

(HAREY 2 - HRERRBREEYSR) | D04 F 74 vl h w354
ICHECIRIE T 2 C L ICHESLETH B,

AT, EEZR CGP A TH %5 OncoGuide™ NCC F v a4 v ¥ XA T 4,
FoundationOne® CDx 23A 7/ 7w 7 7 4 )L / FoundationOne® Liquid CDx 723A/
7757877 40, Guardant360® CDx 23AEL T34V, GenMineTop 23A 7/
LT T 7 AY VT RATHCONT, REMECRENL, 4H oy v 7 LrEPm
HHE. TMB % MSI O, —XAFT AR OBLR 2 6 T 5,

(1) OncoGuide™ NCC A > /s8R JL LR T L

ELNLABAMTE R v 2 — & v R Ay 7 20 LSS L 72 [E W] o PREE F 23 A 81R
FANANRETH O, 2 AR & MR Z v TR ABE 124 #8157 IcBds 2
TR 7 ANERRL, TR WAL THRERE Abe TR LT 2,
RHAENY 7 v b 3 X OETEMRERI N ) 7 v F o XFISE[EETH b R IC D
Tlx SNV / small InDel, = v —#%5% ., &R TFHNEERKEZRET 2720 Tk, 13
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DG BT OB TRIFEEKIC O W BIET 2, £, 7F5F = 7R
Fr~Da v = F vkt LT 2023 4 8 AT FGFRZEEEIE T & L TRBK
AN, EFEHIERIANY 7 v PiconTd BAMME 124 B for—r vy s
LR—F2REI NS,

OncoGuide™ NCC # v a ¥ ¥ A7 Ll%, BEHB IS Z T, F—EFoIEHE
ARG (&1) © DNA 2FEICHEIT S 2~y F FXTHREZEMET 2, v~ v F F2
TREIC XY BN & JEEEHIE ORI 2 ik 3 5 2 LT, EEEICAENY T
v B (RGN Y 7 MO RIREES 2 C L AHTRETTH b . IEEIE T o Ak
HE 3 EHIEN ) 7 v b & IRIEEME 3 X OEEHIIE o & 3 A REie R 58
V7 v ERET 2 LRARETH B, BEY VI ZDEICO W TIIMBRE
(EE AT AR 20%LL E25H#ESE) L i 3 mL TH V. kR SRR T Tco
I (Turn- around time: TAT) 3% 15~25 HCT®» %, TMB i DWW TlZ,
OncoGuide™ NCC #F v a ¥4 b v R T LTHEOLNZEME S 7T e Y
vy =7 v AT cE b5 TMB EOMHBICE T, R2H 0.95 ML LB 5
B EDBMERINT NS, £/, MSI 2a 7 o8I, [R—REH D MRS & IR
Bl k35 DNA #xfRic, Xty —27 v 39— (NGS) THIELTEHN
72DNAS| T —42 %Y 77 L v REddlic~=y v v 2 Liztk, [ESEMMER DNA &
JEEIEHINI Sk DNA o cRONZFER Y > —F 721k~ A4 7037 54 + D&
il (V—F%) 2EEH L, TNOOHMOFEEMREICLVITOND, SRR
WA D FHIE 12 35\ CEER LN IRE & 0 —ER 12 98% & I T w3, EEHkD
U7 v EATEMIIERSIONY Ty M IIRBIE NS 2o, FERESMIE (2im) Bks
J 2 DNA DTGS2 & 124 #GF 1o W CTEEIIZ SN Y 7 v b (T RIFT
) ofFH»aEonsd, 2oz, EFEMIRINY 7 v b OBFERIFTHR - ZRIFT
AP I N2 AREEFICO VT, FANCEED 5 WIFAFEE ICHA L, #IIcocGE
THREBEZIE L TELLERD L, /2. PABGT A NVERE RO REEFR
HEXERER ) 2 b 02 BV CHIRHESERE AAA B3 XU AA OEIEFL LTE#Hz AT 3
20 flHl DB F I DWW TIEH = Y — LK — M TEBMIR YY) 7 v b oIR8
INB, 20EEZRICLTRTDIRE S 22 ?

(2) FoundationOne® CDx MAY/LTAT741IL

FoundationOne® CDx (%, K[E® Foundation Medicine #:235dF L 72 [EE R A BH
DS IRIR % & T SRR A 2 S L7277 240 DNA O@E{ET-3) 7 v ME#R
TS 5 70 77 L TH Y, 309 DA BGERBIR T IC B 2 HEERL A/ KK,
a v —HEFEEHEE. 36 OB AR T OB T BRI, G 324 Bz 1o
V7 vl diENICR T 5, BAREMBIRN 2 v o= 2R s LT &
$afE~ A4 7 ay 7 74 P ALENE (MSI-High), SlEE&ELnR A% E (Tumor
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Mutational Burden-High: TMB-High). NTRK1/2/3 @85+, RET @iénE s+ 23
GENd, 72, FEORAMICRTZ a v = Bt s L TS H0EETR
HAKRIN TV 00, BRETETFERECRLL 2 E8EFR2EIHFEEL L
W,

FoundationOne® CDx Tt RNA v —72ffAho 2 —%7 v + DNA &#EH& L.
RNA—DNA O 7Y v Fe LTHHEENEZ A 7Yy FF 2 7 Fy—E2Hnizy
— 7 T VA XY ORI ERL, A/ RK, o v R B X
nz, HEY v 7L i3MfsE (FFPEVIR) Th b, 10%HEE#E L~ ) vk
Wi X 2 6-72 B0 REREEASHER I N T3, HERER T4 F 1HKRE REER T
A FEX 4~5um oY, AHERE 1 mm? M )RR ETH Y . JEEMIRE A2~ 4
saXAX Ty a v EOMHEBE L TRIETH 20%00 EEREIX 30%LL )23k b
%, TAT 13#) 14 H & 1%, FoundationOne® CDx |ZEEMHFEDO A Z R & L 72K
HTH Y., BoN BRI E 72 AR D &b 50N Y 7 b Rk DS
TER\V, 20720, EatEEE & Bh#E$ 258G IR ) 7Y AR E i
BHicid, AR K2 2 R T 2 -0 DR A T vk ) v F RIS
BRI LCigmans,

(3) FoundationOne® Liquid CDx MA4S/LTAI7AIL

B 25 A B D 21D & 53 L 72 I8 2 S 4 L 72 cell free DNA (cfDNA) ©iE{x
TNV T v MEREIENTT 5 70 ST L TH D, BABE 324 R TF OIFIEL, 1§
NSRRI, ae—85E, R oM & O blood Tumor Mutational Burden

(bTMB) a7 28H 3 %, MEAEEZHVCIFRENRE CH Y, HRRERIA g
LWEHECHAEMPARNERGAICER T 5, BAFERMINZ: 2 v o =3 v 2 lbkEe
& LT NTRKL/2/3@GEBIZTBEEND, £, FEEDOBRAMICH T2 a v =%
VSWIEEE L LT, BIZEMEA R E Uz BRCAL/ZE 1. /RN % o5 &
L7z EGFRE{E 1% ALK/ ROSTEBIZ T 70 EBIFET 5 b DD, I ABID A Ik
R DIFEEN TR,

FoundationOne® CDx & [Flfkic N4 7Y v FF v FF v —FExHnkr -2z v X
IC XD ARERICHR AR, WA/ KRR, 2 v —BEE, AR —ER I s, SE
Py INEZOBICOWTIRME 17 mL (21 8.5 mLx2)TH b, TAT 1347 12~15
HéZmoTwa, MSIICOWTIIZEMEDO AR ME TN DL, “RIIFTRICOWTIE
FoundationOne® CDx & [FIfRICHEE T 5 Z L 1T TZ /vy,

(4) Guardant360® CDx MAEEF/SRIL

H =XV P~V RY w8 RS XY BT S L7zl BB A B o ek
Sl L 7z of DNA | D 23 A BhELE (R T 2 MR I @t 32 DNA v —27 2 v o v
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P AT LTH L, 2022 F 3 AICENTHID CTIMIER—AD Y F v KN4 7o —
SN UEE & LC MSI-High & E{ETEIEZ & D ERKG 7' 77 408 Lol
FAREZISFLCH O, GFENRT /L7077 A NCHDE 74 O 53 A BEEE T
ERE SO/ RR M T 2132, 18 En 7 OIE, 6 @léE{E T & U MSI-High
RT3, 72, PAFEBEWNI D o= F vEEEEEE LT, 4T r ) X~ TiH
JGHE D 7= 0 D MSI-High 28& ¥ 25, TMB IZ D W TIRRFHIATTH %, FFE DA
AREICE T % a v o= vE2BEEE L LT, JE/NIREMIE 2 R & L7z KRAS
G12C#i-N Y 7 v b ERBB2 (HER2) #Int (GEMALEIANY 7 v b)) 72 & ofh,
T - R MR & L 7= BRAFV60OE &Y 7 v b % ERBB2 (HER2) #{5 1
(EIE) R hd 5,

KA (421f) %5 fDNA Zihilig, ZEHOMAEIOA ) TX 7 LA F T X
TR —TopfoN—a—F e LTHRmICEMETHEG T2 28T, 1 01 LIicEHA
Tk L. VO TV RAIATTY —"EET L, MM T Yy PRy TF -tk
— VIV RATA 7T —kiRfEtk. PEEER 15,000 Ty — 2 v v I LTRD
NEEREY 77 LV ART LI~y VY T 5, "AF A VT r~T 4 7 RICT,
— AR LB I NN —a - FiEmEEo T 7 — 2 PR L. RiIERR T
S 2 BRI O NY T v P b Y)0 T CRE I NS, aiTIERE L LTiE 5-15
ng O fDNA & EN TV MAETEETREZRE L 28&1280% L IhTH Y
5ng 2> 5 D47\ of DNA BIC X 2REDA[RE L 7 o 72, 5 ng ® cfDNA B{EZ R L
7o BT AL E LI D v TiE 1.8% Mutant Allele Fraction (MAF). A /K%
ICOWT I 2.3% MAF, &5 7HiET 2.4 2 ©—, BE@EET1E 0.7-1.5% MAF & &
N3, HES YL EZORITMK 20mL (4201 10mL x2), TAT 13§ 14 HE ¥ h <
W3, TMBZ2a7izEHINAWAMSIICOWTIZHEEIN S, RFTHEICDO W
T l¥ FoundationOne® Liquid CDx & [RfRICTERE T2 Z L 1T TE 2\,

(5)GenMineTop BAAS / LTATFAVI T RT A

KRR, ENZBAMTE v v 2 —W5Eit N a =7 3 7 v 2R Stk FseRH
KL AT 7 67a7 74 ) v I7RETH 5, MEEMBEROEILES] & IEIESAH
Nk D HEFALT & DR T M 21T 5 2 & T, DNA YA Tld, 2ABSE 737 #Ein
T OMFEE, A/ RER 2 —BEE T 5, £/, GenMineTOP Tl
RNA fEHT b 1T 5 2 & I TH b . RNA SR ATl AR D 455 #{n11cD
W CREER T Z TS %2, mRNA BRI BRI 7 Y v AHsaRIE I
5RNARTTAL VY TD—=DTHELI Y VAFy Y TILDOWTSH BRAF,
CTNNBI, EGFR, ERBB2, MET %R T 2, 2%{E#H (Supplementary
Information) & LT, 7L ARlo¥tka v —5iGh 77 7% 27 oREM BT
O¥HE (TPM : Transcripts Per Million) &7 —2 $ AFT 25 LB TE 3,
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GenMineTOP ~C I3 IESEFAHLAR b ok D S EEACH & JEREISHHAE ok D 3EFERCH & D~ 7
RN 24T 5 72, HES Y Il zoRiconwT, Mk (FFPEYIF) <l HE
Pt 254 F1IKRERPEEZR T A F (EX 10 pm OYIF, YIF £ 16 mm? L L)
BRETH Y, HEMIEEIE 2 200 ETh b 2 ko bns, ML 2 ml
BREL b, TAT 138 15~25 HCTH 5, TMB X a7 iZHEHE E 1255 MSTiIcDoW»
TIHHEZI NV, o, TMBRa72 8 U Lo ICIZ, B TFERY 74 F v —
77 7BPLA—MICEE I N TE Y, dJMMR (MSI-High) (CB&# L 72 Mutational
Signature (Signature 6 : SBS6 & LT CG>TG ~DZE{LFHEIITH %) DRI
2856 03% %, GenMineTop Tl AFEMAERIIICHNK T 2 & Iz YY) T v b A3,
BRSO JRKEERF & LCERNERSHL 22254 (b LIE VUS LRl s
86 1. “REIFTR S LCTIRE I 5, U 40 EBI5T D & % A GEH IR SRR
NYTVFOMERNRE LT3, 2024 4 10 A DETIC & 0 0t 2% 59 i8AnF Ik
XN, IO B ABIRT N2 EE ZXWATE BERR HERER Y 2 F ek
WTHERE X T 2 57 EET GEEEMED 4 BEF2E5T) I THANRICEEN
% (Supplementary Report D1EH % &15),

GenMineTOP T3 2 1X Lynch fEMEREIC X 2 FEEEmOLA. I XA~y FEEE
o+ DGR AR S U 7~ MEER. TMB IFHRICi 2. SHil7 L v @ Loss of
Heterozygosity DHEDHEE ., MLHI, MSHZ, MSH6 ® mRNA L v, B TFE
o747 v —fEH (TMB 2° 8 L EDGH) PEIMTSRTE L2 Licnsd, &b,
2y F FRTREICENTH, PABLRT A NRE TIIRE R EERD REE TR
HTERVWEARL 2D, RREDOHRDO L% S o T, ERTEMEEIERARE 2 5641
BETELDTITRAN LICREBELILETH B,
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2. FERESFYIZATREICE I 5NABEBEF/ARILREDES
DBABLTF A NMEETH S CGP METIE, POLEDT 7 VX7 LT —¥F A4
YD 11N T v by MSL, TP53DIREHIAN) T v P OFEN O 1Y 724 7%
FET 2720 OWEMAFFFICHE O N 2B CERARETH L L Vw25, EHIT,
TMB (ultramutaed % &) % Ofid actionable ZEDIEFEH . H B W\ iF I A~ v FE
HBETFORIANY 7 v McBET 21585 &5 AMMR RO ZM 2 iR G A1 H 5 &
CICMA, =vF FRT7EETIE Lynch EfEHFEORZMICE 2562 HH 5 A Y v
FNTH B, —JTT, REZIET TITH CGP MAIE, FED X 4 I v 7 LK
T (RAAZED) DEICRE I TV B 7201C, T B D KF:DRER] T 132 W
WEMTERWVEPEEE LTETFOLNS, Asami & 1F, C-CAT IC&FRX 417 764 4
DFEREEFEICEA LTI 724 T2 To MR, HRAICREIN TS
7z®, POLEmut B & p53mut BLOSHE A Z nEh 2.1%, 51.2% T, #HIIEAHRE] D4
FETH B 13.6%. 21.1% L HRIC/HHA TR 5 b DD, ) 50% DRERI T HIET = v
yHEA Y P EEE G S TEEONR L ) 5 2 EETRE 2RO 2 L el
LTw3

BE. FEEEOD TV 724 70251 72/ NGS ¥ 4 VIRE D
FAFEDHEATWE, ZNHLDMETIE, BT 7 XA THEHOZMNIC LI FERICM
Z+ TERE CHEE D E W actionable ZR A FRFICHRHETEZ 2505 H 0, WK
TIXVERRERERHIECEZ IHIICTRINTV S, 5T, dAMMR B O¥E S &
B L TiE, /I NGS oS it Tld. CGP BtE7Ze & AR NGS 4 VR & [A]
RICETO~A4 70937 74 MO 2 & MSI-high % HIE 3 5 2 & A HE
RIeBbHb, TDO, T E~A4 707 74 MElE%E PCRiE%L W7z MSI
BMEDSHEIREI VL Ok E T2 2 & TWiE LR EX2 275k 2%, MMR BE
HEETF DR Y 7Y Mz MLHI © 78— X —F8 08 2 F 1 bico v
NAYFNT 7 A MEERCTRET 2 55 E B BN NGS XA NVRE TEVDEH
3, INboMERMFHT 254, BKGED MSI BifE - MMR-THC i & 0 2k
—EEPR I N R ETEEHCCEWT2 2 L3RRI D,

CGP Bt o 75 a2 Wiike s © O RBREH S £ 2 1Y 72 /B NGS ¥ o Ui D B F6
a0, DABLBTFAAANRERFERECE T 20173 724 7oEo2wbIC
HEHATE X2 b 2 e 2 HfFL 72w,
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3. BEFHRE

DA LB I N EEO—ERICiE, A G REEER T O EEMI R IR N Y T
v PR 2 ECHEEERERES G E N5, DA & RO EIESAE R & 2
INGE. BDABREREOEROIEIELE 25130, ZRXBPATHE LTI X7
U7y —_A TV RICORITEILHRTE S, Tz, BARKBIEDSLATHERRNE
NEEEMETE CTH 2 FIREMED H 0 . MR D 23 A FGIE % MR IC TR B E R E %
25 L TRMOAIREL ) WYY — <A T v R, TPHERICEHVD ST S L
BTE 5,

BB ORI ILERFIBRESH Wb NS, ERFIBRAEICE, FE
D EAGPE NS E S 1S N 3 2 IR E (syndrome-specific genetic testing :
SSGT) &, Z#EET ¥4 NMEE (multigene panel testing: MGPT) & 235 %,

SSGT 3R % L ICHEE L 2B TOAZRHARZMETH Y, MGPT 134D
BIRT % [ ICHET 3 2 BB FEIRE CTH 5, MGPT I3 ICEE DB A Z e EE
BT ZFNTC&E 5720, SSGT LR L TN Y 7 v + ot m L., BBk
S REGERE & oW S 5 AlHEME DS B3 % & 3 b, MGPT i) i D 7z 9 1c

EACPEIEEAE R IC B3 2 a1 A i (MGPT) o 5] % 2025 Fhi] 23
FHXhTEHY, FHlicOWTIEZELLEZSHEINZ G,

TEREOAIERIE Y R 7 2 EREN B R EEEEERE (B X 0% O RER
¥) & L. Lynch fEffE (MLHI, MSH2, MSH6, PMS2, EPCAM). Cowden fiE
feEt/ PTEN @A EfEERE (PTEN). Peutz-Jeghers SEfERE (STKID) 1S T
5, fticdh, K AT —LRIEFEE# AR Y K—2 2 (POLE, POLDI). MUTYH B+
Y R — R, NTHLI ESERREE (NTHLIBGHER ) K—2 =) 2838 FHbh 3 1415,

TEMAREEE N3 2 MGPT O %EfaReiic & % &, Lynch fiEf&fflx 3-9.4%.
Lynch JEMEFELAA OB PEESEMERE (X 5.8-7T1% Th o2 e MEINTE Y, TEHE
FED 5 B 10-15% 23] & 2> DB HEMEREGRE & 20 2 L2 vlREtE2 5 5 10V, Z o
T, Lynch FEMRHED B D AL 2350

Lynch JEMEREDSEED L 554, SSGT & LT MMR &5 172 & DG F IR 23K
MEX 415, Lynch fEfRfEIL. FRARELSERYAT RO  HHECH 2 iG] Bethesda 7' A

FZ 4 v, Amsterdam E¥E [[(1999) # W TR 27 ) —= v 7 X 1., BILFIREIC X
> CWiDiEE 3 223, Lynch fiEfERECH > CTHHIEZ - S VWEEDH W 1B,

VLA, MSI i MMR-THC BRE A 23 A BEHE D a2 v o =4 v 2l e LTHv o
B2 TEY, R & LT MSI-High % 721Z MMR £ v % 78 D45 25
&N, Lynch iEfERE0 8D 2 7 — ABHEML T 5, MMR X v o3 7 B DK
Z2—=VICX VRKRELETZHEE L, ZNICEDWCEIRFIIREZ KV IAAL TERT
5ZLBURETH D, FIEETIE CGPHEICL Y, PGPV (presumed germline
pathogenic variant) <° GPV  (germline pathogenic variant) & L CEGHEEERER
DBEELND T — ALz T2 (CGP MEDHSMR),
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FAE BETFEERE/FAT/LIREFORE - FEER

AL T BRI 2B IS RS 2 7201013, BEDR & 7% 2 Bk o Bl 2R SE
DIEEBIHC BT 2% 7 0w, (i, RERER L2 EmL, RERKEL &
KETHERTZZLREETH S, Z2020ICE, AR 7ot X, 7o xR,
BE®R 7o 2D ENEFNICE W EEEE 2T LEBDH 3,

1. REICERTHRE
BEICHCO B E LT, MRE L IREZH O, Wi Rk
BREC - RE, HiiER TREZITO R WG REE 2 S URKEERILE L 5,

(1) fEsR &

Tl VEESNT 7 4 U (FFPE) fHEBRR L, Sty (THC) #&E<
insitu~ A4 7Y XA ¥ = ayv (ISHREICMA., TFE, BRe RAEHMEEE R/ 2
AT 7 LIRET—RICH O N T W EMEITH 5, —77. Frifoiimmisid,
RO E 1X FFPE MR IC LR TR d o o, NGS B#E % & ORISR iR
BCHEEL & 3 EEMILEREIG MR D -0 OfFEC, KEME E colEfEicsny
TEBSELIiEo /-0 7o AEEPEME R L0, HEZETOfEH
ERENTH 5, MlgZREZMHT 285681k, w7y 2 & LT FFPE k{4
WCHEC TR T 2 D08 —&INTH 5,

AR AR T TR & AEBiRiR o 2 DI KBl X 5 23, IR ARMEISIC B T 254 4
~— A —RETIZ, L ITFMREOMHEHIEE I NS, FHIIGER FREICS VT
. AT k0B EEPEEL 25, BkE (HE/EEE S X S S
HEE) 0SS CEFMRE, WEO S CTIIERRAEDIZ I 3@ L TWw5b, FREEIC
BOTERINIMAECHEL R 2720, SREEOMRCRME, EkFEHEAHE
EL T LEFRAIRTH D, MBEEOIE T, HARREYESKEHD 77 4
IR AR AR WEIEE | (AR, 77 232 RERE) VICHEHLL <fTH 2 & A%
eI N B, ZNEEUNCHEMT 5 720 I IZBARZER & R oS L EE CH
%,

(a) REMIRBICHTIEES

FATIC 1 2 AR E coRRPRMtHE L~ ) VEE $ CORER]L FEEROHE
2 [ 7 R L A AR R D SV DR IC O 7208 B o LT ISR ARMR IR D B I B 72
STHEIRELAZ2E T2,

- AR AR CRA IR 2 2 b iIck =) VEERTT I .

- FiARH R ES 2 A~ ) VEENEE NS A, TCIREETE AWGA

36



(TP IR 7 & A°CTRE L. e 1 IRRIDAN. &< &b 3 RERIANIC &
M=) VIEEERTT), TO HBEIJECTAEIL, dr~) voiREE LT
%, NEloOER, Zzo%ofRiZzi%» &R L. TEiE - S ELTU L CHEL
g ¢, BN EEE 05 A& IXERE VIS 5,
- FEER T 10% FEREE AL~ ) v OEHAMERE I N, ko BFEO PR LD 10
fFoE V5,
- FEERFEIE 6 FF~48 BRI £ L\,

(b) BREIRICHETSEES

HAIER FRECHAT 7 LE 2 @UICEM T 5 72913, JREESHE §ift
BEARZFERLC T 74 v 7ry 7HICE TN MR CHlllE. BEEMioasaE&
(HKMIEEIC S © 2 EMaB o E) ZiHiiL, MEICEL 2Rk cd 2 15
POV E T B ED D B, FINBIRT T 74 v 7 ay 2388 5681, &d
BREICHL 725 D2 EIRT 5, & ICEBOBRETRLZ FARFICHRE T % NGS i
TliE, BB rickk~ B rERFOMMERENS S 2 Lr% | BEMlEs
HERERNT 7 4 v T uy 7 EEIRT 20825 0, EEMEEEEHAEMEOES
(rfaafic b o 2 EEEMEOEH G2 EmWIGE) ik, BEHEEZz~—F v 7L,
~/uXAxrvay GEEBHEEO MY V) 2175 2L CclEEMEEARIG %
Pl THERENRD D, AR TCIE~ X4 s a VHBELWEERDH D, Bk
TRCOFHIC L > THEWLL 22 )V X7 %FE L CEAZ N T 208 LD 5, &
O R O FEIUC 2220 2 — @ O 1 JHA & U-COREEDHE S, NGS #f % A
W77 LREICE VTR L 2 5 G EAE G IREE S IR R 505, il
172 NGS A OMHRE 2 B E 2 2 L. R T2 5 (single nucleotide variation
[SNV]-¢ short insertion/deletion [In/Del] 7z &) % T % 2@ I IZRETD 20%F
JE, WHEEIC L 2HED XL E 2 EET 5 & 30%LL LRI N2, v —HUbiE
PMSI® TMBD XSk~ uy ) r~——0HE%2T ) H&RESMEEEES
BN L (40~50%AF) THETF7 74 v Tmy soRREENS,

(2) M&EERF

MmAgEF st DNA (cell free DNA: ¢fDNA) ZHWA2HE (Wbwd Y xv P4
F 7Y —RE) Tk, BRI L ICHEREI TV 2 EHARME 2 A L, BRIk idiE
EDMFEFIEFIHEHERT 2 2 EBEE L, U ¥y P44 7y —HHRINE I
% fDNA Ol % i < 7290 O LR G TN CTH 0, @HE 1 HEBU EORE,
FEiTOHIE D AIRETH 5, ATEMIERIEE FHRE GEEFIRE) <k, —&N
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