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S K O BN 2 R U To 1. FEsR T & 1R 1gZ
BT D, MRZIRADIRL (C(E. GM B EMEN DB
EEEEFRIA D DRSS ZAWND EI> /(0 MR
JUIE, 2023 4 2 AIC 4 &IEF (EGFR. ALK, ROSI.
MET)(Z.2024 £F 2 BI(Z(HEINT 3 EIEF (BRAF.KRAS.
RET) ([CDWCTRMERA &Rz (R1BRUE 1),

(4) »AS ) LDOT 71U DBRE (CGP)

NSCLC DEEER CRU\SNB VI TFEIEFHRE (E-F
INRIVIRE) (C(E. RELDIFTTZDDOMEEN D, —D
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(F. CDx & U TODHFN - BRI ZH N REn/zd>
INZAZZUHEE. B —DFED/N\A A —H—DF
BT RESNTECFREEZHRSN(CHIRILTA
ERIR(CDIRSFDNAL / LTOT 71U (CGP) 4
HETHD. RRINBE SN TULBVILFELFRAEL £5
SHMRAFZEMASDHEZET . CGP DizsHdDYIL
FELFIRE BT/ \JUEH) £UTIE 201946
HIZ F1CDx &K TOncoGuide NCC 7> )XRILE R
/A (NCCA> )WL) | HMRIBER SR o fz. 7D
2021 F£ 8 AB KT 2023 & 7 AIC(Z. mEERAZ AV
F1LiquidCDx 5 &U [Guardant360 CDx MAEIRF/\
IV B ENTENRBER IRz, 51220234 8
BIZ(E TGenMineTOP NAL / LATOT7A U TSR
FA (EDVWTHRIREA £720 . REDERRMNMER D
DHB.

NSCLC BRI E AN TYILF B G FREE(T S5
BOBEAE LT REOBN EDRRSEDOREH (CH
T (&, CDx (& NSCLC DaZ#fbn SERTE3H. CGP
(FITAERBDIR TIF (BT T RiAHEE) DEA(CIR
BN, £LEHEG 4 LABREODENERICEIZAE
BAHERES BRETH D0, 5 LEBEOHAZEY)
EEDFPIR(IC KB, EEHERE IS TE 385
EBEOBPIROESHRAL D B, BEDEZS. HA
4 ) ©AEBEPRISRES KUNAS ) AEBRLSRT
(CHBNT. BDBFOBEFIRICLBZBRFAES (TFR/(— M
FIV) (CKDBESHDORFEITSHRENSBD. CGP (C
KBNAY I LEBOERMG, CNSICHAY ) LAEEE
ERRENR MR TOHTEELRD TS, —HT. 2
HERBNRT (HB VT RiAFH) OREFI(CxE LT CGP
IO IBAIC ARECRIE TS ZAEEME(E 10% A%
EDWEEHD 4. CGP DIERZEV\NTABICHECT T
TOWKHINWSHROBEEER D, UTFIC. AP THEAEN
BHRENR CGP DR HEZNENRT.

1. FoundationOne® CDx HAY ./ LATOT71IL
(F1CDx) / FoundationOne® Liquid CDx h‘A5°)/
AZ’OT7741)b (FlLiquidCDx)

FICDx (J/\A Ty RFEw TFv—>—0OIT > k%
BAWERILFELETFIREA THSD. FICDx (FIEEMBMER
DNA %. Fl1LiquidCDx (3™ ctDNA (circulating

tumor DNA: MM {EIRIES DNA) EFTHRET D,324
BIEFaEH L. 300 E-FOIRRER - 1A/ REER
CEEFIEE. 36 BIZFOEGEFRMA(CIZ., FICDX T
FXo097 54 bARREN (MSI) SLUEBER
&% (tumor mutation burden: TMB) MBIENTE B,
F1LiquidCDx ([CDWT(d. OE—#Z (b (SFEBRREH
HERDODTVWDHICITBENUETH D, FICDX (&, CGP
HEBE(CHNR T CDx &L TORREZETFD (R 1), NSCLC
DS DIEREICDWTE, NTRK1/2/3 BEELEFEZEI D
EfiziE (NSCLC Z&T). HER2 JE—HEEZE I D3,
#E > BRAF V60OE/K ZERBMHOEMERE.
KRAS/NRAS B4 BIDKZEDM. BRCAL/2 BIGFER
PRI DINEES KURIIARE. FGFR2 MEeBmFZ2HE Y
DIBEE(CH L. ENENDOMRERDEFERD CDX &
U COFERNRBHSNTND, Ffz. MSI-high #5923
&5 BRSO LUBEICH T RREF TV IR b
PEEE (T/RILYTELURATOVIYT) O CDx &
UCHEERESN TS, FlLiquidCDx (&. #E#RENH
BREB S T B VILFBLTFARA T, FICDXx EEHRIC
A CGP #EES LU CDx &L TOMEEZB L TULVD. &
1 [RUTZED. FICDX &IFMRERDERERNELRD
RICETTFENVETHD.

BEEEF(CRL T, ALK, NTRK1. NTRK2 &{&FIC
DWTIERE/\— b —HEHBLTFUIN THREATEE
TZHN. NTRK3 BIZF(CDULTIE NTRK3 BADIBE(FR
<IN= b F—EEEFRINSIRL T Dz, BEELRFHI/N
— R —THOIEIGEDHRHBIEE TH D, B8k 36 EIn
FDHRTIETNETICETVE-NTRKIFEN S <TRESN
TWn3 Y,

72#. F1CDx S KU F1LiquidCDx Tl&k. #KIEIART
K[E FMI #t (Foundation Medicine, Inc.) (TEE{FEMN.
DNA #IENNS5S—OTI 2R T8, )\ A>T
AT A SV UCKDT IR LERNERMTEN
ZLR— MERRETINTRETITONS. FICDx DL
R— K&, &#IC [Companion Diagnostics (CDx)
Associated Findings! &WS& ML T /I\ZAE
W CRADDBELFERDODREER EKERICH I DEH
HiE#EeNd. CDx EULTAVRIBETEETDELRTF
[CDVWTOFTERBRNENDH. =D [Companion



2. MM AR —H—REDORNEIF T LY ORELFRE

Diagnostics (CDx) Associated Findings] (CEE&kEHic
FEROHZE(CED ZEN RIREBHSN TS, TN
D DtERZZECAND 2SI BIRDRIREZETIE
Tld. BEEEMNET (RAH) Lo ERRT. ITFX
IN—= ) RILTOEREREDVENDD.

2. OncoGuide™ NCC A>T/ RIS AF LA (NCC A
> ) \2RIV)

INATUY RFVv TFv—>—OIT>EZRANE
CGP #&&T. NSCLC (CEALT(d CDx & U TOHkEFE
L7, 2021 4 2 ADEEAGRICEL > T HAKIE 124
BETFOEEBMR-EA/ REAERCELRTIBIE NTRK3
ZIR I 13 B FOBELFRES. TMB SKU MSI AR
BAgE LA D Tz, EBIEFIE/\— b —EEF(CHhHD
53R AIEETH D, EEMAMARE DNA 21Tl IE
B> bO—JLE U TIRESHME (RAEM) 3 DNA =
RAWBZ LT, FNRBELFEUREEHTRICHRINTE.
AHRRECTFER CEIEHMRRIECFERBXAITE
DEVSFHN DD

DNA SAJSU—RAEREFY NEB L TFEEBINT
OJSANS5R3IER—aVEEREET.
NextSeq™ 550Dx > XFLA%ZBANDZET. REFREIC
BT IS015189 FEDE=EFRIZRT T\ DIREHEET
FREHAT ) LAEER LSRR CHRAXEMBIETHD
Do

3. EOfthd CGP

EEBHNCE. HRAISHER I D CGP W' AR NE

AEnNdLdChroic,. MBEREZRBWVWTITS

[Guardant360 CDx M AMEETF/ )L Tl BEfER
EHD ctDNA ZEITHSR & U 74 B FIC DWW TIRRER
VA - K&K, BILFIER MSERFRU MSI-High &
RATEETHD. £, MEICHITD KRASGL12C HLU
HER2 ZRE(Cx LT CDx #EEZHEITD (K 1),

[GenMIineTOP WAL ) LTOT 71 U AF A
Tl BEfEBEOESHEBIRIAN SHE Uz DNA &
RNA fthC, E—EBEEROIEEEME (MRARIAE) H
Siht U7z DNA ZRWTEZIT S, 737 Bz FH LUV
TERT D7 OE—~—RIBOERE (BREHR, HA - X
k. JE—-HEE). TMB XO7, BEEGTFRE (455 E(n
F) BROTOVURFvET (5EBETF) DWNIHE
EFHRRE (27 8:F) ZIRLAIERTHD.

(5) $HODIC

AT - BRIFNHERMECSWTE. RSA/\—EILF
ZIEN E T DD FEREEREIBIMUENE < REAEEFNHR
FCEDIFEMEETHD. LIEh > T RSAN—EBIEF
BB ZHERCZICEDINEDSHNBREBDOTFRICAKE
<FEITD. PHIREERORSA/N—EzFz. IN
THIELEER (CHR(CZRrY D728 (ClE. <ILF CDx D
EANEERIND. TNENDVILF CDx DFsH%ZE
AR L. BEARRBIICIE U COBY ICHRBEZRIR T 2nEN D
Do Flo. 5D FIEFPAEEDOAREAMATLT, O
IR A DR ER DB FHIRL LBINAEE
NDRIAHTHD. iEZSRE. BHOBERESIUZ
W DIBIR D LIS 5. 2RICHTZ D TULEIZEZLN.

10
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EBEICBIDINAAY-D—IRBEOF5|E

3. M AR—D—REICAVLD &L TR

(2024 £ 4 AETR)

R

(1) RIWRVUEFEINS T« B (FFPE) HARICRATIEREIE. ..o, 2
1. FiHREIIRWCHITBEREE (HPHDSHRIVIUIETFEET) e 2
2. ERREEIIRWCEITDEREE (BEDSHILIUZEIEET) e 2
3. NS4 2 BBBDEIRUMIDUNT .ot 4
(2) R ESIRIAEDIURMCE T BIERBIH ... 4
(3) HABEIRIEDHIRUMCBI T BIERTBIH ...t 4
(4) MFREDHIRUMCBIT BIERTBIH ...t 5
(5) BEF)I\RIVRBERITSBOREEDIRD EDERR ... 5
L. BB B B oottt bttt b et bt enas 5
2. BEARARBIER ..o 8
(6) IREIBEEDIEDR ......cooeeeeeieeee ettt be s bt se b b e s bt se s esene s eseneesesens 10
BEBITMR ..ottt ettt a bbbt st b ekt b et a b bt et b et ea s e b et et b et ettt e s s ene s esene e 11
3] RBEIRETRDIRIEF .ottt b e 12

BAXMEFSNAAV-h—FE&R

=OFT, AT £, RE HF, & I—, IR 82, BA =5, &E NEZ, Al 6
—, BIE #—, 1K 185, =F 9L, aE8 &K, @8R &, BK Fh, S H—



HEETHRE/ INBRERRERAERI (CHWT, T /A 2]
ZENEUE/N\AAY—H—REBEOEMAARAIR E/2D
THD, EEZOHBEFAMBETILALTWS L. £
I DRRARE(S, B, HRT, MIRRIRD 3 DICKRBIEND
N, EELTHEBIRE, E<ICRILFTILYy OO/
F2H (RILFAER) WoHAS ) A0 7 U T
BV BT/ (RIURETHE, LYY EBE/INS T
< >818 (Formalin fixed and paraffin-embedded ;
FFPE) AR RSN TS 2. BEDEERTED
BRERIATRICENT, BT IV — LS —DIT 2 AFEE b
SSROUT M= =T AT FFPE #8#8AR
WY, &5 LS — DT> ABENTTIIHEERIEHRMARADY,
TNETNRAVSND XD ([CIR>TED, INSZEHREF(CLY
NIZR#RADER DIEWEBEZELER(CIRDDDH
3. HRRIRICDVT(E, LT OwY U3 FFPE fEfARIA
(CEUERAZNTWD. —7A, KEERAE L (EF7I)L3
—ILEERAKEIE—ETFENRELZOI/INZA
Wi (2> J)A&A) TIREBHNL<KAVSNTELEED0,
NILFRENER E2D> THSREE, 20EAERD U
Tuz. UhUiiREgiA c Rz SBEICHRE N«
— T2 —DTI>2I DL BBRERTILFIRESI T
LDERFREAICKD, 2023 F£XDFHAL ICEAMEMLD
DD, CCTIHIAAN—H—RBICAWVWDIRAEZD
ERWCERE T REANSEIEICDVW TR T (BROMNERES
maEnewy).

(1) RILVRVUVEEINS T« > a8 (FFPE) fEMICE
IHEEER

1. FiREERIRWICEITSERER (b 5KV
~EIEZET)

FHARAT (&, BEFITOCRDBEMERENS, —#
(C, HEARBRIK(CLENT, BEEMEBEAAE - mEHZD
DOIFBNENME < R BDIZENZ L\ ELVDOND. FHlith D)
PRIEAE E 2B Y DANE, 15 (CRE I DEMDIEZRNBIIAR
ESN, RINTHEH SN D F TR/ (& DREMERE (warm
ischemia time) | &IF(EN, “EEERZ(ELHETDIRA S
L RSERI"(CINA T, "BREEMRIENDIWE T (CH

"ZEND, MEEEROBCKEREEESRDLEN

3. A AY—H—REICADIREEZOEIRL

3. RIC, KoM SN/, REFZENILTY
CRETEEENDFTOME, NsEmEME (cold
ischemia time) | EIE(EN, 5 LZERRIEEMARAER
WURIR > T, &' LBRITHERICHENDRVEHED
BIEAL LT, MR EROMNOTEERE 4CFTRE
LU, B<&EB 3 BREURICAEZITDZEMNEFLLE
LTWB A Fz, FiffC KD UBRENZEmIC BN T,
R 30 DU LR THRIFT DI L(FEOER T D &
RSN TVS. BB EUT, FMiE TRICREDOER]
THE(CEZ A\NTligHRBZIT DHBEN DI, ¥ A
ZEOREEN R EZERD &, NS DIMHRIRLERIF
FIE (standard operating procedure : SOP) (dLVEE
<IELWWG L2 ER UTE SOP (CREIHFHAICE
TWBDESRD. FAMRKICEIZANDIRGE, "&=AEE
235U TCEH=ZAND", "MEEtZEI D87, FI(C,
BREMENERA UIZEED (38 TEIZAND”, “TRILY
SEARDRNZD IR B2, BER/IRORI(CT
3", REDFRNMVETHD .

ML U EERE, 10%FHEEERILTU > ZAV,
H2TILED 10 B TEEIT DI EMHERINTND. E
TEHELSZRERE (L, 6~48 W5 (72 KRIETHS) THO,
—RRHRIRILY U > DORERE(E 1mm/REEE TH D
ZEZEEZERUT, RERIDEUETICRDBEEN TR
IREDEHETEEHNSECAL T &3, St (If
B)WSHRILRUSRES U S SRETHDTEATR
ENHEREIND. AL CEE(IC LD ERENDFE
EUT, BEOWT AL ESER DL EMN I SN,
[ TC>T & (b2 (C) DIKDERICHDSHRT =
JEICEDDSIL (U) ([CEBHL, PCR BIBRIGC KD
TF=> (T) MERT DT E) ] IRESNTNS &7,
RBFMIC LD UNEFRAERDE D IRUVPEE A CDULT
(IR VARRIEE 8 REETARE SIBanzL &

2. HERBREEIRWVICSEIT HERFR (REHSKRILIY
EEFET)

TRZEDFTE - KE P, NEF% CTRMEAE/RF RIS U T,

BERIHER FERIRSE (EUS-FNA). BF - B4R, 4t

R ERTR E DB HRRAIRITT E T EIRT S EN D
Do



[ESZNFUERRE T RN TH D LR T
I ETHD. REFEET (T I DIEEAAR T, R
[EXREFHC T ES - a3 > OHAIIRENDEER
HEZEBICL. [EXERNBERNEEL (EBUS) £/
1 R =% (EBUS-GS %) HEULK FHlRREXR

(EBUS-UT i%) ZHAITDCETHRENSED., HZ
< DIRARDEFEUNETHE(C 12D, TTIZ UR—BMuI CEMRE S
R3EBHFCRBCONTHMICRDTT—F I 70 b
FHAEI DN EER T DUEND D, EEEMZELS LT
DEEIDIREDTRET D —EDERTKRESIMRNZ
RE D7z8(C. AIRE THNUIKEDEIRIFTF A RS
—AFv hEAWND . BERESHIIEEDFIC UM ELREL
RVWKDIMRET(E RIETORENEHFRIRICHHFE
®Z1TD 2 E TR DEEMEZIEOEMRAENERIREN
2. FIo BRENEIRTED D SAAI\AATS—T(E
REIQRANERENEIEET. DNA - RNA E(FEHFARDK

3f8T. NGS BTk IhEISEER(CEVEDIRENHD
9

o

BERNA P TRERESEER (EBUS-TBNA) TIE.
19~25G FRIFHERTIEET. 22G #7T NGS F#EHfH +
DCABETH O e T DREN DD . EEMRSEEE
DIETZEB YT DeHC(F TSA N ST« 2EHiB

1. EREEOFER
A ISAKNIS T« TRUZ/EHRTOESHATHETTEETH D, BOEML (F) NSEREITD L TREREMRERITE S,
B. EBUS-TBNA IRIATDIRBIIEA (LB & slow pull i (FE) D&, IREIRAT ZIRDBANS <. IEEHEA+DIREREN TR,

3. A AY—H—REICADIREEZOEIRL

BEFIRICKBFHRIEMIOARTE (K 1A). slow pull 3% (X
2B) toiuEiE2 (ROSE %) OHtANEMTHSD L.

FO7KETEBHIICE LTI, sk ffifesgigidk-L o0y o
NHEEZICZTDROBLFRECRE SN TSI L
NEM O IZH FEBHRREIS (HMEVWC L (SEFENVETSH
Do MRESR T (CEEAIMIR E AE1R T D C & TEDBLVRIED
Z KEAJRETT. BB T ICRE(ICHITTEDDT, 7]
BETHNIERBLTELL,

(AREBICDWTIE. EZIAARRE S —FFi T
a5 AIF ODAE =8 e A DI N &S T)

ERRIRAT (L, AEIREBIC K DIRADAENENRICRE
BT DN D DIz, FHEURIE, BOHCEERICE
BUEERIDCENHREINTVS. BERIE, B>
JLED 10 F2D 10%FPHERE/NILYY > RZEAV, &
ERE% 6~48 BREMNICT DT EAHREIN TS .

12d, SRERIRAOFEAEIRVOBERICDVTIE,
EROMARBZSVICHEZES 1 RS540 2023 Fhk ' &,
RILRU S BEEENS/INS D« >R (CHIT B EREE
(CDWTIZ, &) LSRARIEEMAR AR WREE 3 22
SENZIZEL.

» o L
.Q". v
.’Ic;, . :
N
W < J{?
m. P .
x g e
% Lo ) a2
: S 5| H ik
\‘ !?
-
b X P
s .,
L or? &
slow pulli#



3. NS J+1 ABEOEIRW\NCDONT

NS T4 P aBgomiek (FFPE JOv ) DRE,
BRTEVN, ZRZBTSEANERE SN TS, 272,
5 L\Zka B & UTERESNIZ FFPE JOv O, /8
BFORENREEFULVWECDEREHD 2. BEICKD
FFPE JOwvEHLT BN, TORBRS—-ITR
(NGS) BRE (T BHE(L, FRATIBEETF/(RILTE
12BN, R 3 FELROERNEELLEENS 313

FFPE JOv &S LI (&, RS54 RASXR
[CXDI> hEETRETS. &/ A AV—H—&AICBN
THESN TV DIRENBORELEEARZERL, ZOD
550D 1 W& HE £EUESHROFREZRIEIT D
ENEREND. FICHUINVIERIRAT(E, REZD
BICHBULZHS(ICE, EEHOGDIVIEHE#EDE
DR DTUEDSITENGDDDOTERZET D. fRiE
M C/N\A AT — D RBOERBNFESNTLDIE
B, BAERANCITD N JCRBO0REHR/IMEIC
IBRDIEHIC, 5N UDRIBZETADOREERAEREFC
INAAR—H—BRBRAERZRD ICERLTHELILEE
BRTH3 .

RAR OISO TIREE IR L TH D120, KiEE
WREE (CEEETEEESEISZzRBELTHE LN
HREEND. FeoO0F1zo0>azERULESE,
ZTOE LEMEOEEETEESAIIaZLRI DL
WEREND. FEREBEL I -—AINETIHE, RE(C
HUIRAD HE REBEAR (XOOF12I2 3> %7
SR, BESD~—F> I %70/ HE £EEX) (&,
AJREIRR DIRBR(CEEERETERILIICLTHZL
WEFE UL,

(2) #FfFRGEEBIREDOIRIRWVICET TSR

FEFERFEREIRIA L, RERMED DNA ° RNA Zil
HAlEE TH BH, EF(C DNase ¥ RNase DEEREMES
RIFENTHED, BAEOEIRWZTVE(CITORITNE, #%
BRBZSRICETEEIEZTNS DD, FTBZET
3. FMERETEZANER I DHEEE VN, EEH
REBENRALRIZS, EHERN(CHERIT DINENDD.

3. A AY—H—REICADIREEZOEIRL

FIEDORIENEEE, MREENSERES, FOEMER
HAEERNLEE/RES T (3, SRR RSN SRR
12T ENBD. BEMREERITSFRELTE, O
RISEBRMZEIL, HE BAZIFRL, TDIEARTE
BHROFESLULBEEGZHR I D@ FREEF(CE
ZAN, TOREINZREHE™BEL, KDDEIET FFPE
ISR ZFR UER I D] REDHENSSD .

(3) HRREDERIRWICET 3ERFH

THRARIK(Z, HEMOZFRINS| - BBZF(CKLDERIREND
FERIRIRIR &, (RRERR - SEERIR E DTRIRIRIRICKBI SN,
IRARER A (BT IR BDR DN CARRLIR 24T S & EHVHESE
SNTWVD. IERRIBIKR(E, BHRECRIRCRAHERES

(liquid-based cytology: LBC) ;ETUIEEN, IRIRIA
(&, BEE - LBCECHMA TRILTOY A TUIEEND
T ERNZV ARAIRERT Y 77 SARRMIET U7 HN BN TV
DHBEIRE, IR ([CHEZE IS, BiEZEKE, BL
<IFFRBURE (4C) IDZEMEBELLWEETND (LBC
REFEROZAEL, BREFEORLEHS, BESEXZET,

Bm - ZRREZOET D).

LT Oy LSOOI S, FHEURGEN+DEHN
(X, RVBRARELTIDICHIFD I ENHEEEIND. —D
(&, BEOHIEEZ E U THV, FZRREMNZINCIRT, &
BEBEEDHIZITD. BO5—2F, REMEAE U TR
BLTHL. REOK(E, BmODBHRIC_EERREE UM
Mm%z -80 CTRIGRTF I DH, M CRAARIRE 0IEE
REREZERARTESSE (GMERE) ZRAVWDZEERE
THD.

LT OV OERT(E, FEE~REUE (=008 - &
BREE) FTTETIRIAE (4C) REFEZITL, AIRK
RPNV P EE (10%FHEEERIL D > H
2) U, 6~24 BEEEOREZITD Z EMHERENTL
35, ©ILJOYIERSKIERMSN TS, &LDHEE
HRRRUNEESE S HIRBE LR IC KBl SN S. RIETIRERLEE
Y, BETETILFEFT NUDLED, LENZ <O
BTRULSNTWLSN, AFTIEENEN 4~5 BIEE
OEEENRBEVSN TR ENRCTNETORBEMRFR T
BASHERO> TV . LI OvooaiErOy IR



E(CDUTIL, BikaD FFPE $EMDERUNCEE T BB E
BEERTHD.

1285, —HRIC NGS /RIURE(CKER DNA RIEE(E
10ng TH3. R UBEREIMERT DEGTF/ (RILP
NGS #28DIEE(C K> TRIAS °. 1 DOBXKIMIEN 518
512 DNA IRE(F 6 pg BELRI\EBES5NSD. NGS /(R
JVREICHETS DNA RIEETHD 10 ng Z5dHAIC
(F#9 2000 #lifE (REEER L TEESEHERASERTY
TR £E 60~100 mitEE) NSt EL S
ncns >,

(4) MmIFREDEIRWVICET 3FEFIR

MEZRIR (L, AMRERERRD, EEHROIED
DNA D&, E(CEDVWTFHETE/Rzs, MRERE,
MEEO3EE, MEARADRE (CED T L 7Y XD
(CHENWTEDCTIRONTARBZER T IRETHD (I
). MARERER (BRm) SFHROIIRE D (CKSREEE R
F97zs, BARBRKRRERERZINSHEINTND [E
AERMEST 1 RS> ] BETAR(GP4-A3) 12 EDF RS
AUCEDVEEUVWVRMEZAVWSC ENEETHD.
KmE(E, mITERAFEIMETHSD EDTA HMENALSN
DT ENBV, MEE CGPARATIS, EEMERRIIES
\FIZEEDIL T U —DNA AN EZRAIER TS

(FoundationOne Liquid i*AS ) ATOT 7 ILTlE
[Roche LU —DNA it F#RIME |, Guradant360
CDx MABIEF/\RILTIE [Streck #RIME (cell-free
DNA BCT)] BMREESNTLS). FICRmEgDRAE R
RFIZ=R CRE T D &, BRI DEREY> DNA D73 HRD
BRE(C DB 16, &z, MR =98 d D8 MR

HEERSHER 10%

Ty

1. EEHRESEEEDENCIDIERTUILSEEDEL

3. A AY—H—REICADIREEZOEIRL

DHNEAT D &, BMIRBEDS /) [ DNADEAT D
128, BBEREDS J A DNANERIRSN, HEEERD
AIEEMEN' DD C L IFEBLRITNERSRV. BED
EDTA-2K OFRMEZERA UGS, mIRDODEEE, i
#% 6~8 AT D C MR N D, MEEDBERD
MiZRIRE, 15~30°CT 1 B, 2~8CT 3 HRE, —
25~—15CT 12 HA, ZLUT-70CUTDIHFE(F 12
HRRETETHS.

(5)EEF)\RIVRBZITSBRORERDIRVLDER

BT/ (RIURECAVLSNSRKENITNE FFPE
RAMER TN T D RS ER RS2 AR AN
SOFTERIRE TH 2N BEiilitEREaZ Mg s
ENURETHD >, FFPE BARTHNIE, FHIIBRER.
IR, LT Oy FREZRND Z ENFIEETH DM
FRATICEL CTWLWDHESHICDWT(HIEEHREEEIS
BLUEREHE(CL > TRESND (ARIEZER. Bt
FEZESNA RS> 2023 FMR:CQl6 DE 1~ 25R)

1

o

1. EEHRSEES

RS —TT 2P — (NGS) FEDERKREAN T2,
FOEBUNEE O FHMAEETH D TR ERDHE
(BT 2BRMIEDS 5. EBlRORN EHDEIEE
BKY 3. 51202 3> %170 TiREEMO— BBz #R4T
[CARWRIBAEER. FIEI> 3> T DEHICHITDE/IE
BHIRREIS &2, COEBHRESEEENER(CIADIE
HEUTER BRI ESIC, EERESaEIaMEn

HRERIHN 50%




ERBNBI—VIDRT—HCHEIDIERTJIVHEE
MELR2BTzHTH D ERDIRHES —IT > XEND
U— REEBBEL, S — T RIS—RETHRET D%
BEHEEXBIT DIz, Dy hATEFREFEN CREEZ
BITHREZNTVD (B 2), TDIs. BEUTOE
BEHREUT THO IEIHE(F BERVVUIEEN DY bA
TELDELRRDIHZENSH D, BRMERIZEEHD.
NRENTWVDE/MEHEIRF(Limit of Detection, LOD)
ZEELICERDE. AONAZ DXTT Tld, EGFRZEER
L858R (& 10.6%. Ex19Del (& 8.8% DIEEMZSHEEIS
MR ERETET . BRAF V600E Z£(d 12.8%LL LD
fEEHREEIENBELRD,

fEEiilREREa . Bz ERICREET LN
TEREZWEDTHIN A LD, UNULIEHS. &
EF) RINRETIIEE(CROSNBIEERETH D, [EEH
REEXR (AETOEE) LERESNIHEEHDIIEN
SERNBETHD (K3).

Fz. REZWEDOTHEG. CNETORRZE &
BrEnd Z NS < ZORESBREHE T StERN G D
ERFISNTLS 71, ZO—DDEEE LT, BRI

3. INAAY—H—REBECRAVDIEEEZOEERL

EDELSICFHATARE(CDVWTOFFMRFIAICZ LW
ERMBTF BN BTDHFEICDVWTORRESZITDZE TN
EIDITENRESNTND P RENRHIELUT (K 4-
7) (SRR UIZOTERENZL.

oo .
Ty |'”|' — OEETEDA e SRR
a a
o
E \
j o] .
i = \ I ]
=7 SR
" :'-f .1"
ﬂ_ L] 5
o \I.l“' "".
JEL =
E 'Y X B ll‘l---ii -------
5 19 5 20 F-

2. S—UIZRATIS—1%&LUIIBEORBED 2 EDME K
UHESHIAE 10% T 250 U — R —O T A UTIGEDEDIZEICD
WTD 2 IER, BVWEERT V)EEDGS, EOBE ABEEN
2B ETBh BB, (3 Mol Diagn 2017;19:341-365 KD 5|H)
Reproduced with permission from Elsevier (2021)

-
—~

TR MERES 7 ARt
_ &l\,“{;ﬁ W) \;‘E”@r@;
g S T2 R,

3. FRFLREYD > ) G REOHERIBMOA]. HiEE U TERERMEIEESERN 7 0%z b TVSH, itk (UZ)EKiSE S ERMEn S
123) (U, BRHEEHEEROBARKREER TEDEEDRN, Feo U/ EGRINSREBUNMNF LRz, BUEmEE LT, EEE 1
DHIED 3~7 DDOUZ) BN EHD Z EICI8D. BT/ RIUKRETIE DNA TOER LD zs, SAEETERRL, BRlRLEETERDZHE

N3 (COFETIERIEBHRSEEISE 15%E23).



3. INAAY—H—REBECRAVDIEEEZOEERL

4. TBLB HAREMOA, EELTYZNERCFES DESHERZATRURZ. CORSBBERICHENTEBMELTEREEESND . &
Bl EEIEOHRIIEE THD.

5. BRREEEtERRBEOL. (FFET—(CHIEAXGEO LD [CEEMRNDTH LTS, BEVN 30%EEEDBEMIESEEISTHD. Fiz. Hl2
EUTH 10mm x 1mm x 3 A=30mm? &720, 5mm BERZUEKR 10 T, A>IX-> DXTT, NCC A> )R, FICDXx DWWINICHLTH
AT (S U AR EE X DS



3. INAAY—H—REBECRAVDIEEEZOEERL

6. FEBEHERERMON. ERIRRRRITEORRE. 10mm AOHERERBTH D, XS 1mm £EZXS & 10mm? OEEZEI DT &R
3. BERS ICITERZMIRL DRz, (FFAROEGEMN 52> THE D, BEMREEIEE 70% EHiicND. COXSRFITE. Sum E
RP 10 M TA> O > DXTT, NCC A>T/ CRIVIFERAEIEE TH DM, FICDX DBEFE#ETH D 1mm’ DIRER Rz I Izeh. 20 MDEKR
FADNBEERD,

2m

7. FHIEBEHEAREMOL). EMEC L TE 5mm? TH 3N, EEMREEEIGE 15% TH D, A>T DXTT, NCC A >0/ R)L, F1CDx
WINEFTISESRV. BESnFREMEEZNDN. 30%U LOEEMEEHEEISN RHS5ND ROS1T AmoyDx REBEFFY MMCHWT
EREMRA IR ROST DI/ AZBERICH N TE ZCORKIITRETEE S FHl SN D,

2. BXiERE

ZTNTNOREZEICL D TREELSNDERENER
B, Tz, FHRUBFMEAR, ERRE, ©ILTOY IR
ERIRC LD TIEBEY A ANKRELRIBZO>THED. ERIC
RPEERARZIREIARNENIEEEEEESLEHDOE
THEBIC & (CHIB I D EN DD, —BBDHIZZ T (X 8-
10) ([TRULFZOTERENEZL.



3. INAAY—H—REBECRAVDIEEEZOEERL

- % 3mm 3 ¥
PLE i S > P = .
B 8. BREPERFSEESHAEMRIARDB. 3mm KO/NSIHBHETH D, 6mm2ADT 1 X UHRL, 80%DIEEMIESHEEIA CRREMIBNERCERkK
TWD, ZDfzsHb. 1288ng M DNA SN, WITNOBETF/ RIVRBEEHITAIRE TH D,

9. FRBBEHERMEMOG). HlE LT3 20mm? i2E. BEREHREEEIEE 30% THD. A>T DXTT, NCC A> 1/ (RJL, F1CDx L
TNEHEAOIEETH D, LHULEHNS, BEMRICEEMERmNR SN, DNA &L TE 10.3ng ULMBHENT, f#TICED D DNA 85>
=

LT o
oD

10. /MEREOBEMERKICH L TCORILTOYIDE. B2 &L TIE+5(CH 0. DNA € 408.5ng itanizh. EEMREEEISE 1%U
TTHOD. JRIURECEESZR. KTRURUESRONMEMRC IO 7 —NEEL. 10051202 3>ETERNTENS, B
UREEHRESEESZEDNH UL,



(6) REREDHE

EREFO—EZWMIET DERO—EDREN, Tk
30 £ 12 A1 B(CHeITeN, EFEEE, BEREMFC
B DELFHE - LBMRBEOBE DR EREDR
A THAANDNIZ. TNV, COERDIZHICE
IFBINEUTOREL L TRENE.

1) B FREERE - 2BARBEOCEEEDICE

2) NEMREEEDORNM, BUMMEDRMEERT

3) SEMRREEERAEDRR

CNUCHR, MREMERDE=ERBE TSI D&z
H, BRI &0, F=BRELUTE, EEFER

& Tdp D 1S015189 P KEREF = (College of
American Pathologists ; CAP) DERRRREBEZRRE IO

3. A AY—H—REICADIREEZOEIRL

= /sn(Laboratory Accreditation Program; LAP) R&ER
MENTWS. Fiz, AT AEBRFZIRFEDRE

EEHTIE, AT AERPRHLRRT - MR D2
BHRE S U CE=EREZR ITERKRREE, RIERESE

ZEIDIEESNTWVNBR T EZRT, FFBITHBNTE,

[SO15189 BREZEUS I DHEsRMMENML TEHD, 2023 F
10 BEST, R\ AV—HD—RBRETHREEHfien
d FFPE #E#RAZEDINSRIBREZE CREZTIFL
TWBEEHEEGEETH 200 fEskICE TN > TULS.
INB5E < O T NRIBEMEAER ] (CEREDIEED
BEZEFLTVBD, RRICENWT/I\ A AY—H—1RE,
KRB FIREZ R I DHE(F, LECIX NERF
MERE REMRE] ((FRDIIBEEORERSHNKRHSN
3.
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3. A AY—H—REICADIREEZOEIRL

AR REWNRELDRME*

BikE
FRBARIA

1RAAGHER

URILR U EE/NS T« 232 (FFPE) #E#ARIK]

Y UHEBU A (ERSA RASRIENTY hSBTRHETS. &\ A AN—D—1RE

(CEBNWTRESN TVDREREDRREBEAZIERL, TDSE5D 18%Z HE &L

ISR DFEZHR T D Z MR EIND. 1 CHRUINVIERIRIK T, JRIBZRIDE(C

BRUIUERE(ICE, BESDHDVERBTDEDONRIROTULESI T ENHDD

TERZET 2. REZIR ) \A A —D—REDOEMENFESNTVDHERE, &

SH\UHRIEZHT A DREEEA RS (C) A AN — D —REBAERZRD (CERLT

BLTELEERHTHD.

IR DIRBHIREDFTEIREE (38R 4 TH D12, RIEZHIREE (CIRBEEPESEEHEE

Bkl THEIEMEREND. FexvoodreosazEzmliemald, €

DE EEROBEENESESBESZLRI D ENHERND. FRBEE>H—

NINET BIHE, REICHUIREAD HE REER (YOO 1202 3> Z T8

(C, BBEDY—F> T %707z HE REIER) (&, OIREBRDIRER(CEBERCE

BEIICUTHLTENEF UL RILYUZEEICE, 10%HHEEERILTY RN

SERCRVLWSNTHED, BEIERTREE 6~48 KR =NTULS. [1, 2]

XEBEIRMABI DEURLY [1]

v TREDBE - KESY, M TRBAIAEBRFRICIGC T, EHRRARETTEZER
TIDIVENDD, I - BERVDBERARR FEFRIRSNE (EUS-FNA) |, ML
REERITDIHEE, MREOEENEE CTHD. [UESTRRIFIRE T (IHFITIRAEN
WINTHD, BRARBRIERNIVETHD.

v FHEAEER(CX I DEBERTIE, REBRESREGCTES —2 3 > OHAIRE

NOWEEREEEBTS(CL, [REXBENEBEEREL (EBUS) (CHA RS—&
(EBUS-GSi%) UL (FHMIRKEXSE (EBUS-UT %) EHAT 3 ETHIREN

BED, ¥ OBRARORENCIRECRD. TIEURA—SMITEREENRD &, B
([CIRBICONTHMICKD T —F I 70 MRET DU ZE R I DRENSDD,
EEESIZD UT DEEITDIREDTERETD. —EDERTASTRIBRAZIRIT S
=D(C, AIEETHNUIARBDEMRIHTOHA RS —RXF v hZzHAND. BSKESN
FERIIIRIC UNELRE LIRWVWK DIMRE TS, FIETORKIENS ZRIE (CHHT %=
IO ETHRDEBHREISEDELRANEEREND.

v EFEERERESNICREBNERTTED I SA A)INA AT —TF, KRESIMRENEE
EXE]JEETT, REUEMN SIS/ DNA - RNA E(3EHFEIRDK 3ETH O L.

v BEREHA RTRERIESZE4EMR (EBUS-TBNA) T, 19~25G ZFRIFtHIERTIEE
T, 22G £ T NGS i+ (Rl TH D 12 &£ T D|ENHD. EEMIESHERD
BTZER T DeHCE, TSRANIS T =ZE5HEBERIRICKDEFRIZIMIODR
£, slow pull ;EWILEMAEEZ (ROSE &) OHBNENTSHD.
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3. A AY—H—REICADIREEZOEIRL

v BKETERBIT(E, MKi&AEDEILITOY O8EN, I\AAN—D—REICIREENT
WBZENZWN, EEMEZISHE<, FENMVETHD. WEET (CEAEE
HIRT D ETEDBVMEARNS <EHEFEJGET, BRAIME T CZR(CHITTEZ 20D
T, ARETHNIEEB L TELL.

Ui R ST EARIAR)

EEEmED DNA 12 RNA ZiHPIgE TH DM, [EF(C DNase t° RNase DEXZRIE
BRFENTED, BAEOEIRWZRR (TN, BEEREZ2R(CETIES
BENNGD1eD, FEZETD. FMERETEZ AR T DIHE5TE L\, IEEH
RSB IEMEN (CHER T DINENSDD. BAFEDOXRENRES, MREENSERE
5, PIOEMRHCENLEREE T, BN RSN S BIZEC/RD I ENHDD.
SR Zzi#ER I 2FEREUTIUATDORENDSD : © EisEEHEEZSIL, HE R
AZERU, TOEARTREMROFES IVEEEIEZEEITD. @ HEEFICEIZ A
N, TORENZREERE L, BDDEE T FFPE #MZEAZER UMERT B. [3]

ffatRA

(AR A ARARIA]
fg7K 72 & DIRIERMIABARIR (L, FEEMERSEIIENMERVGEN DD, MfE2iZKLETD
BB THD. Btz TOY IS KUZD HE ZRODIEREEE N,

(EiE RS KU RIS A RA]
LR T (LB (CREBEN SERESNNEIEBHRICEATRAZIRIT T ENTE
BDTEMRESTNTND. CNSBRIRICDVWTITRIFIER (AATIEKR) HhSO%EEHH
HHEIEE TH DN, EEHRESESBREISDHERENNEATHD.

(2D fbilFRtRAK]
K[EEER (BAL) IREDIRGKTIE, EEMRMNNEAT D ENEL, BEMRICE
ATERRARZERER T B C ENEBHEMIMRATH D, BERED/ A AN —D—1REE
TOERFH T DR =N,

(L0 Uik (FFPE flAZARIK)]

fAK7R EDffgRAN S D)L T Oy VDOMRBEFEROEEHMEL TS, @ILTOY
D TOREICKD, FFPE fA#AR{AEER, CDx YIERIZMIRERBEINE LTz THC 5K
FISH SRIC KDY, BDRUBIEEERD. FIEEMEOSEISOEREE R &
13, ©ILTOYVIERESERMSNTSD, RODBEEIEUNEE LR S MigE LEICK
AlEND. KB TEZENTEN 4~5 BEEDEREENHLSNTLWBZEMNTNETD
ABRAFR TEHESHNERD TS [4]. BIETIHRLEZEN, BETEZILF BT KUY
DIEN, HEEBRINZ < DR TRLSNTULS [4].
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3. A AY—H—REICADIREEZOEIRL

BRARIR RRIK(E, ERARAREEIRD, EBHREOZIEY° DNA D&, ECEDWTCIHiTSE
TRNZSD, MIRERER, MERDDEE, MBRADRE(CED T L7 FHUS XDEBEICHLY
THECIRONIARARZER T IRNETTHD [5]. FICHRMEBDIRGEZ RIFHIZER TR
B9 DE, MERALDERIEY> DNA DOBRDERR(CDIIND. £z, MBERDZIEET
DER(CMERKE D HCRA T D&, BBk DS /) L DNA DNRET, AR ERDE
BEMEN' B D Z EIBFR URITNER S, BEDEDTA-2KORMEZEH UIEIBE,
MmIFDHEEE, FRMZSKRIMUNEZE THD. MTEDEEDIMBTERIAL, 15~30°CT 1
HR, 2~8°CT 3 HfEl, —25~—15°CC 12 A, €L TC-70CLFDHEEE 12 B
BRETJRETHD. MIE CGP IRA T, EBEMIRRIIEZITEIEEDTILTIY — DNA
M ARME#RAER IS (FoundationOne Liquid A ATOT 7L TlE
[Roche )L T — DNA #HBERME | , Guradant360 CDx hABIEZF/\RILTIE

[Strecki®IME (cell-free DNA BCT] HREEINTLS) .
1. BAWEFS [EEECHBITDIRMERS —OT B —2AWZELT/ RIUEEDFSIE (5 2.0 iR) |
Yatabe Y, Sunami K, Goto K et al., Multiplex gene panel testing for lung cancer patients. Pathol Int. 2020;70(12):921 931.
2. BARREFR 15 AZEARIEREARREIRVARE ]
Hatanaka Y, Kuwata T, Morii E et al., The Japanese Society of Pathology Practical Guidelines on the handling of
pathological tissue samples for cancer genomic medicine. Pathol Int. 2021;71(11):725 740.
3. BRREFS 5 ARRARIEREARAEERARE]
Kanai Y, Nishihara H, Miyagi Y et al., The Japanese Society of Pathology Guidelines on the handling of pathological tissue
samples for genomic research: Standard operating procedures based on empirical analyses. Pathol Int. 2018;68(2):63 90.

4. BARBRKMRZER DAY LABRICH T DHISRAOERVEET (WIR) |

5. ASCO/CAP=3-> hL-Ea1—: Merker ID, Oxnard GR, Compton C et al., Circulating Tumor DNA Analysis in Patients With
Cancer: American Society of Clinical Oncology and College of American Pathologists Joint Review. J Clin Oncol. 2018
1;36(16):1631 1641.

*AFK(E, BAMEFSR—LAR-2 [FEEEDOFSIZ] MR/ (A AX—D—REERCEAITIHIASE] (CIBE
(https://www.haigan.gr.jp/modules/tebiki/index.php?content_id=16).
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4-1. EGFR

BAMBEFSNAAN-D—-E&8&TH
EBEICBIIDINAAY-D—IREDF5IE

4. )\ A AI—H—IRBEORRERDELEFEEDERE

4-1. EGFR
(2024 & 9 AREThR)

w
(1) EGFR D FE B B T T R oottt b e b e be e s 3
Lo [EUBDIT oottt 3
2. EGFRICERBIDFTIULIE ..ottt eaeneaea 3
B EGFR B G T R . oottt ettt ettt ettt ettt enns 4
(2) EGFR ZE BRI (T AT T DI ..ot 5
1. EGFREDFFOSUFF—EBHERE ... 5
2. EGFRIEIGFERE EGFR-TKI BB ..o 6
2-1. EGFR EMENERFER (common mutation) : TOY> 19 REZRE (Del 19) & L858R
B oAb A bbbttt 6
2-2. EGFR Y 2 20 B8 AZE R oottt ettt ettt re s 6
2-3. /3 EGFR BLFZRE (UNCOMMON MULALION) 1ioiiieieieieieieieieccc et 6
3. EGFREGFZEREBIE NSCLC [T BB ...ttt 7
3-1. FEFERRICH TS EGFR-TKI vs. {LFEEDERRELER ... 7
3-2. EGFR-TKI vs. EGFR-TKI DEREREER ....oeovviirieerieieeeeee ettt 8
3-3. EGFR-TKI BRI TS oo cvovieeeeieete ettt 9
3-4. FEMTEAICEITD EGFR-TKI. ..ottt ettt ettt ettt eve et et et ereeereeveeveens 10
4. EGFRIVY > 20 A BICH T BB ..ottt 10
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(1) EGFR A F L EDEEFRER

1. XUSIC

ITRERERFZEA (EGFR) FENRFOS >+ —
THEE (TKD) THIF T F=T (AL yvd®) 1,
FCTEBRNT TR TFMA e X (FEFDIE/N DAtz

(NSCLC) (CxfL T 2002 £ 7 AICAEREN, {EFFE
DARIGBNZE UIE UIFBIBIRERRIEIR 3 K OEHR LDk
ExE5 U 2004 F(C EGFREFER (U T EGFR
ZR) B89 3 NSCLC [CHBWTH T« FZIT DREZ M
BV ENRREIN, TNEHC EGFR-TKI DOAZE(Ed
BVWCIERT B & &ofz 2, 2007 F(CFT)LOF=
T (Z)L1)(®) 1Y, 2014 F(C(FE 8D EGFR-TKIL T
HBTIFFZT (SARIT®) BERENE.

—75T, EGFR-TKI (& EGFR Z &34 NSCLC (L8N
VBB NRZRIEDD, TOREBEEIE (M) &
D, EGFR-TKI M HEBIDIHEER(C T790M ZERZZRHD
ERBASHERRDE 34, 2016 F(CIE, TEGFR-TKI (T3

EGFR

4-1. EGFR

FU%D EGFR T790M ZE B DFMIAEEX (FEFIE/INHE
REfbRE] (L, ASXILF=T (FTUwVY®) hiEsR
INJZ. THUTHL), EGFR-TKI MHMABRFDEAERY, Mt
KD T790M ZEB KUWIEIZHIRF EGFR ZREDMEEE
BORRRERLRBRENREZ. ASXILFZTCD
WTIE, 2018 £F(C EGFR ZEB3M NSCLC (L3 —R
RIS, 2022 £E(T(d EGFR ZERB 1 NSCLC (C319 Bt
BB U CERMLANRRSINZ. Fz, 2019 £
CFFI=F=T (E>>TOC) HEBEInNTWLS.

CDFBIE (L, MEZERCENDDIERRZIEDZHI(C
2009 F(CfER SN, UUBRDZRIPES (CHHOTE BAME
FR)I\AARY—H—FER(CI O TUTRBETZERTET.

2. EGFR [C&D>TFIRiE

EGFR (FHER 77 =U—&M(END 4 DOLET5H—
2 F &k O — B T , EGFR/HER1/erbB1,
HER2/neu/erbB2, HER3/erbB3, HER4/erbB4 i 4 D
DRFN5/23. HER T7 =V —DIBJERF (VA R)
(F 11 FBEAISNTULSH, EGFR (CFENICHET DT

Ligands
FRRRAN XA [
1-620

BEEFAL

620-685

Fr—tRAT
685-953

SREN A1
953-1248

:

-

Y7

HRRIEE

1. EGFR %%

et

FRIETER T AR (EGFR) (FHRER BB I 3RBRY > /I\UBTHD. FOS>FF—T(E Nlobe & Clobe KD7/RD 2 DD lobe DREID cleft
(C ATP W¥&E& T 3. EGFR-TKI (FCDEBICH VT ATP EFREHETD. SERITBIERT (UH>R) MMEETDE, RICTRT KDRIERFRIRT
2K (F14<—) ERMNECD, ATP OU BN RA>0OFOS DERECBEIND. COUCEEFOS > (CE2DF /)N 0B EEL TV
ERR ETROE ) OBENEEH TN TV, FICEBRDNK(TR LIz RAS-RAF-MAPK #2i% & PI3K-AKT #RI§Tdh 5.

Reproduced with permission from [10] © Wiley (2016).



—= (EGF, TGF «, amphiregulin (AR)), EGFR & HER4
(CHEEBTDTIL—TF (betacellulin (BTC), heparin-
binding EGF (HB-EGF), epiregulin) , HER3, HER4 (C
&9 39)L—F (neuregulin (NRG) (heregulin)) @ 3
DICKBITED. HER2 (T(EFXIET DU > RAIRULAY,
BICUHY ROEE U TEME UTZIRE (AL OEEZ
EOTHD, BRI DAY —DHEFELTEINDT
L\, —73, HER3 (@7 = /BEOBH(CL>TFOS >+F
—UCiEMHE R K> TLB N, Phosphatidylinositol 3-
kinase (PI3K) DiAEIH T 1=w N Tdh D p85 DiEEE
2% <BLTHD, A —DHEFE L THICHIRRAE
FICEANZSIFHIUREICEETHS *°.

D> RAHRESN RAA > (CHEET D &, B—DFMH
TINEFAR—ZRRLIZD, D HER T7 =Y —5F
ENTOTAI—ZRKLIZDTD. CDIHBE EGFR
HER4 &5 UDIRES A —DEHIELS, AFOFA
N—45(C HER2 EONFOFAY—DEELSFL. 2D
e R X >nFO>>FF—EREEEVLOFOS>
BEEZUSEELTEREEND. §3&TDYEME
BACHBRNCEL2DT7YTHI—-5> )T (PLCy,
aCBL, GRB2, SHC, p8572&) MHEEL, =5(CFRD
RAS-MAPK #ZH, PI3K-AKT #Xi8, STAT F&/RE (TR
5Nn%. TUT, @iEv™7/R h—> XM, mEHRLE,
ERRE, EMRICEOTERLRRRECTSIDLEE
ZBNTULS >°. EGFR OBFIFER (IEESTIEL DIE
BTEHEE(CRODN 70, FHRICEEET DD, B
DFEVTEESNS Lo (K1) .

3. EGFRIEEFER

2002 £ 7 BICARIBTHIH THEFRESAHIZ EGFR-TKI T
B35 T+«F=TE, NSCLC (Cx L TENZIEENR
ZRIH, TOFRERMNREDOFHMIRERF CDWLWTHIR
BAT&H /. 2004 £E(C, EGFR FOS>FF—ERAA
S DEBENG T« F T DEIHEANEINSCLC (LZ < H
BSN3TENRESN, in vitro THET T« FZITDRZ
M EDEREN IS NI 12 FE(CH TS EGFR BED
FEAE (93%) 1Y, MRRROFOS>FF—ERAA
SOHRTEIIYY 18-21 OMEEICERLTNS. H(C
BEENBEVEDE, TUV> 19 DR 746-750 D 5
DDV = /B (ELREA) ZHILETIEADREEE

4-1. EGFR

(Del 19) &TOV> 21 IR 858 ([CHLTOAS
B TILFZUICET D (L8S8R) MZEAZERTHD

(X2) 0. Del 19 ([CIERET = VBB, 7= 8
BMEHSIEDREFBCEZLDNUI-232NHD
Y, E746-A750 OEMERENRES <, L747-E753 RK
[C SHMEAESNI=EBD, L747-E751 k5K, L747-E750 R
KIC P BMBEASNEEDOREN L. DM, TIOV>
18 MOR> 719 DRERZER (G719X : V= JEEN A,
C, SDBENHD, FELHTX EXKT) ,E709X, TUYV
> 20 DIEAZR, S768], TUYV> 21 DL861IQIRED
WINBLFER (uncommon mutation) HMERHSND.
CNB5D EGFR ZEB DS, HEEEM(C EGF Y° TGFa/d
EDVUA> RORIFNRNBETE FROBIES T FIL
REE(CY VB DI FILEEDHITD I T, EIEE
EREFEND.

EGFRZERIEFEN, itt, FIFEE, E(CZ<H5
Nz 112 2013 FDALTFUSZ (mutMap) (C&LD
&, TOHER>TZT ARED 47.9%, RELRED
4.6%. FFAIRED 19.2%, RFLERED 3.3%, BE-
EEEED 8.4-35.9% B LU IE-BEEED 37.6-
62.5% Tz 2. 2015 F(CFE S ICARURIRA T T F
U ZD%ER (mutMapll: a grobal EGFR mutMap) H'
HRESN, BRADIRED EGFR ZRD5EE (4 45%(21-
68%) THoz . TDXDIT, EGFR ER(FHEMFHI(C
(FRRE(CZ VD, ROMERIRETKESERIREN
D K DIMERIIRRT LRE, /IElgE FCREED
combined type) RETH UK LIEHRE END. BREDTE
BRICHDE TTF-1 2B -7 05> haEEELUTND
L ORE (SN R (50-65%) . BREE 200 FlofE
MCBUVT, EGFR ZER14MREED IASLC/ATS/ERS 7348
(KDY THTTIL, acinar predominant (43/77 ;
55.8%) & papillary predominant (26/49; 53.1%) H*
ZUWWERESNTWS. F£/2 200 Fih 3 FIH lepidic
predominant T, £IH EGFR Z&ERHTH oz 6.



4-1. EGFR
LB LG
Del1B | 19 Belle | Ing20 | LR5ER
0K GHigx h-—'—-u S 7EE] ¥
SEE A H.:.-.J- LA A R R T P :. rl V418 TR TEBL A SRR T T LG8
r-rmpi.ei-ebnuﬁ.{gmp g e By
EFIGHE (3 1) A3 E%] Tre 20 [E.B0L) =
SELT] gr | lderrras & i BT a8 LESAR [39.8%)
Ol 1Bl Eh e LT P e A 3 T g =
! [ . elespiatiap e LEE1G (0.9%)
i CER F i | WML Vil CiLE T
. a7 &I ] WEFR T PR 1]
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2. EGFREGFERDBEESEE

RIADKINEINATDIREE (C L DIWE (CHTD LRIBIBRFZEAR (EGFR) F>/\UBDIEIEL EGFR B FERDEE. RERNNELCTFERD
FIARE, EGFR FF—ERAA>DH I\ IBEHICIYEST LTS, TUVY> 18, 19, 20 KU 21 O R>E, ZNENEE, #EE, 7R
BEFETRLTND. RINASIUBEIRE, aNJy IR %Z, KWKREE, B>—hZERLTWVS.

Reproduced with permission from [10] © Wiley (2016).

RENZERITHDIz8, KIER “E\’Dmlﬁliﬁ, THIGFE
RUTEEETHD 190 EGFR-TKI DEEREIWEA &S U
T, ERIEOBESMEE (Interstitial Lung Disease;
ILD) M'&BIF513. EGFR-TKI BE ILD (CRIT B AS T
FUZXTIF, ILD FEIRME(FHE EGFR-TKI J&ET
1.12%, BF5T 1.13%CTho/z. LML, BARADNR
— hTo ILD FHRLGFARALSELERUTEL, EE
THolz (HARAvs. BRARSY : (&TL—R) 4.77%
vs. 0.55%, p<0.001, (B L —R)2.49% vs. 0.37%,
p<0.001) *'. &Ffz, 90U v VCOERMIEREDR-R
NS, ASXILF=T D ILD RIFSEE (L 6.8% (245 fiE
/3,578 fiEffl) T, ILD RIRICAATILEEOT AT A
v JEEET) VTSR T (& MR EORE] &=
ALY T RAEE I MERRVRVREF SN 2. —5A
T, AZXILFZTEEHRD 20 Hidh 7 61 (30%) (C—@
THERAE IR AR

(2) EGFR ZEBRMMEICHT A

1. EGFREDFFOS>FF—CHER

REARBTHEASN TS EGFR-TKI (T(F, Bt
@ EGFR FEMEIEN TKI THDT T+« FZIBLUL
JLOF =T &, EGFR/HER2/HER4 Z A #M (CPAET B
EHROTIFFIIBIUCFYIZFZT, TUTE
ZHROASAIFZINED. A AILFZT &,
EGFR EMRIZRH KU EGFR T790M ZE (T3t L TEIR
BN DB (CYERT D Y.

F—HPLUE_HARD EGFR-TKI OEIVERE LTI,
KERBE, MEYX, FTRRENRSZN S, —5T, A XL
F=TJ(& EGFR SEHRIZTR S T790M ZR(CTH U THEME

B9 3H, B4R EGFR AOVERIREN /23 LS (transient asymptomatic pulmonary



opacities ; TAPOs) MHIRL, SAEMG(CRELIZE
DI/REBH D, ILD hEDSH DHIMIERFKRERESH TE
BICREINBIRETHD 2.

2. EGFRERFER & EGFR-TKI 3%
—M%(C, EGFREENE D EGFRFOS >+ -

D ATP EEEMIICEBEZRENEL, VA RORIENTR
THEEBNCEHET S LT, EHlRROBIEDER

P DR (CARTF UToIRER & 72D (oncogene addiction) .

EGFR-TKI (&, EGFR FO> > F—TMEEI(CH LT ATP
DfEEEHENICAEL, EGFR DES Y > ELZHIIF T
3. TOHER, FRADIITFIUREZIERT L, FUIEER
BERY 2

2-1. EGFR EMENE(ETFERE (common mutation)

IOV 19 REZE (Del 19) & L858RERE

EGFR EMRIZE (common mutation) O3B (X, Del
19 1V 44.8% (2,573 fiEffl/5,741 FEH) , LBS8R ZEN
39.8% (2,283 fiEfl/5,731 fERI) SIRESN TS 102>
2 L\\VINB EGFR-TKI [CBVWEEMEZRI N, ZROY
TI9A TR TEIENRRD. EGFREREHI DE
17T NSCLC BEZEMRE LT 12 OERRHERDITERET(C
BT, EGFR-TKL AEIC K DEISEAFHIR (PFS) , &
4FEAR (0S) BXUEEIS (ORR) (CEAL T, Del 19
H¥L858R ZEICINBRICRIFTH Dz PFS (hazard
ratio (HR) =0.69; 95%{S#EX fJ(CI), 0.57-0.82;
p<0.001) , OS (HR=0.61; 95%CI, 0.43 —0.86;
p=0.005) , ORR (odds ratio=2.14; 95%CI, 1.63-
2.81; p<0.001) . &£z, EGFR ZERIDEKRNBE =R ED
BEE(CDUVTIE, LBS8R ZE LB LT Del 19 DEFSAH
BRICEFECZL, BEREOH DG @M >z .

DTS L, Del 19 (& ATP #&&EMIDIL—T S 3-8
BRENRKLTHD, —7/5TL858RZRE (L ATP #ES LRI
MSENTEFEL TL\BZ8HIC EGFR-TKI (CHF B3N8
WRRBZEEZBSNTWS 3L Del 19 (Fa-ANUWIRT
BRENMREKULHER, FOS > FF—ERAAM DA
BREOBEZ{EMET D, EGFR-TKI (CX 9 DRESZ N
L858R ZEREELLNARTIDBBWLWEEZBND 2 FE
L858R ZE(F—EMZ R LId W) ESEMHEL LIRS, Del

4-1. EGFR

19 (FEAEORETE FRIITFILNER LEND EWD
REE P OEREREOBEC Y VEBEEMINRRD,
NICHELS TFRADS T FIUGENERD EVWDSTRE T D
3. INBM, DFEWFENIRENS, EGFR-TKI (3
ITRIMRICHELTVIEREENEZ SNS.

2-2. EGFRIODYV> 20 EAZER

EGFR ITOYV> 20 OIEAZRDIBEF EGFR ZRED
5.8-12%C 10353 ORR (F5E—ttHX EGFR-TKI (Z3F L
17%37384042 T F =TI U T 10% EMBHNZ
LU\ 3644 —5 T, EGFR A763_Y764insFQEA (&%
@ EGFR-TKI (X9 REENRESNTND P, ik
F, TUYV> 20 DIEAZEZNRE UTZEFIFERN ED
5NTWS (T4. EGFRIOVYV> 20 BAZR(Cx T B34
B mS) oY,

2-3. 2 EGFR BIEFZEE (uncommon mutation)

FTDAMDIFEIR EGFR ZREEULTC, TOUV> 18 R
> 719 ORZEARZRE (G719X) ,E709X, TOV> 18 R
KER, IOV 19DEALE,S768], TOVY> 21D
L861Q 7xEND. EGFR G719X (FEE—1H{ EGFR-TKI
([CX3 9D ORRM 32% THBDDICH L, LUX-Lung 2, 3,
6 SRS TIE7 I 7 F =T (C T D ORRIE78%
ERIFTH = 104, S7681 BKUL861Q (&, FH—1HL
EGFR-TKI (C¥9 3 ORR N ENEN 42%B KT 39%,
FPI7FTC3FS ORR MENTN 100%DBKIT
56% Tz **. Uncommon mutation (39 3 A3 X
JILF =T D T HERERTIE, ORR (& 50% (18/36; 95%
CI, 33- 67)T PFS Aol 8.2 A (95% CI, 5.9-
10.5) THo=®.

EGFR 0% < DEEARHDZEE (variants of unknown
significance; VUS) (CEA UL T, MEEHRBENDDS LUV
EGFR-TKI (CX1 3 2RZMEDIRE (CHWT, TIV> 19
ADT T« F_IHXOTILOF I HFR-EMZIIE>
AZR, IR5TNC L833V, AB39T, V8511, A871T HKU
G873E 7/&&, EGFR-TKI M4 (CEAHIZENEE=NTZ
49 Xz, L858R TEM 12.8%N EGFR WNICEAZER

(compound mutations) =8U, 47«1 F =T DA
M ICRES L TLWBaIBEESREN TV ¥ —AT,



L833V ([CRAUTIFEMAEE LU T« FZI DR
(CRAT DH/EDH D °0°L.

3. EGFRIERFZEREM NSCLC [CHT 3iaH

EGFR ZEZMH(CPRTE L7 NSCLC (Cxf9 D EGFR-
TKI D MABLLEERER T (&, negative IMERNFLVE. &
9", EGFR-TKI MIRE(LFEEAD_FRENRSE KU
MWREH 4 DOBRKRIER (TALENT®, INTACT1%,
INTACT2%4, TRIBUTE®®) TIFUL\I'NE negative 1fEE
THofz. RNT, BUAEHESIT NSCLC (S5 T+ F
=7 (ISEL :#8%°°) 3W\ET)ILOF =T (BR.21 #ER
57) & best supportive care DLEEERERNITHONIEN,
BR.21 ERDATILOF =T DR ERLIZ. T
S RSAUBETOREYFEILEDHEERHER(CH T,
EA®D V15-32 #ERES T« FZIT DIFSMNGEREN
3 %8, @4 TD INTEREST SR TS T+ FIDRE
FFIVICH T BIESENEBA S 2.

INBEDEHRE UTIRRICRIEF &2 o 12D, 72
FTIHONEZEDIVRT SF > + N0 USZFEIL{T T«
FIDEMMBRER (IPASS) 0 THSD. ARERTIE, IF
-BRYBFEORYERER E W RICT T« FZI D PFS [CHF
DEBEMRBESNTZS, MEBREARCHVTHETFENIC
(3T T« FT DBEEN RSNIZEDOD, WEED PFS

4-1. EGFR

HIFRD X Z T RN U VLWEBRARSNZ. UL,
EGFR ZRRBIDY Ty MMET(CT, EGFR ZRIGHRFT
BT FZITHENASHICIAERERCHED
(HR=0.48) , —7®D EGFR ZRIZMEF T3 < FEDFE
REolzc EMS (HR=2.85) , EGFR-TKI MR T
HEFH EGFR ZE THDEIREMN RE SN (FR1) .

3-1. #EFAE(CHITD EGFR-TKI vs. {EFHEEEDERR

IPASS Y°88[E T{THO1/z First-SIGNAL 528 ' D& S
IRERRNEREF (IR, FERUEE) TER<, EGFRZE
EIBENSCLC (CH T DT T+ FZTDMREIREL T DE
MBERPRERER DY, FITAIH SHR(CKERITT 2 DIRE
=17z, NEJ0O02 it 62 & WITOG3405 5Bk & (&, &6
(LT F =R E L, BESBEEEFIE L
FRTSF o+ O ULGFEIL, BEISRTSF o+
REyFtLE Uz, WITNDRERICH VTS, PFS Tl
G0« FIIBEMBHEEZRL, OS (CDWT(EmEFHT
ERBOHRMDIZ. CNETREEMEOOIOXA—/N
—([CLBBEDT, WITOG3405 itERD A7 HARI Rl

(MST) (& 36 HAZBZZERV\WEDTH iz (R 1) .
T, TILOFZT ETSFFHHAEE S DR
EUTHEMS OPTIMAL iER **, RN S (& EURTAC
5HBR O WRE SN, PFS BKU ORR &E(CTILOF =T

£ 1. EGFREIGFERBUZRECHN I DI 7 —RA NS> EGFR-TKI & SFHHAILFEEDLLE

Study

") LoX> e ORR (%) mPFS (A) HR (95% CI) mosSs (A) HR (95% CI)
IPASS Ex19/L858R+ 0.48 (0.36-0.64 1.00 (0.76-1.33
Gefitinib vs. CBDCA/PTX x15/ 71vs. 47 9.5vs. 6.3 ( ) 21.6vs. 21.9 ¢ )
(n=261)t Others p <0.0001 p =0.990
First-SIGNAL "
(n=42) Gefitinib vs. CDDP/GEM Ex19/L858R 85 vs. 38 8.0vs. 6.3 0.54 (0.27-1.1) 27.2vs. 25.6 1.04 (0.50-2.2)
NEJ002 . Ex19/L858R 0.30 (0.22-0.41) 0.89 (0.63-1.24)
Gefitinib vs. CBDCA/PTX 74 vs. 31 10.8 vs. 5.4 27.7 vs. 26.6
(n=228) +others (6%) p <0.001 p=0.483
WITOG3405 . 0.56 (0.41-0.77) 1.25 (0.88-1.78)
Gefitinib vs. CDDP/DTX Ex19/L858R 62 vs. 32 9.6 vs. 6.6 34.9vs. 37.3
(n=172) p <0.0001 p=0.207
EURTAC Erlotinib vs. CDDP or 0.37 (0.25-0.54) 0.92 (0.63-1.35)
Ex19/L858R 61vs. 18 9.7 vs. 5.2 22.9vs. 19.6
(n=174) CBDCA/DTX or GEM p <0.0001 p=0.68
OPTIMAL - 0.16 (0.11-0.26) 1.19 (0.83-1.71)
Erlotinib vs. CBDCA/GEM Ex19/L858R 83 vs. 36 13.7 vs. 4.6 22.8vs. 27.2
(n=165) p <0.0001 p=0.2663
ENSURE - 0.42 (0.27-0.66) 0.91 (0.63-1.31)
Erlotinib vs. CDDP/GEM Ex19/L858R 63 vs. 34 11vs. 5.6 26.3 vs. 25.5
(n=217) p=0.0001 p=0.607
0.58 (0.43-0.78)
LUX-lung 3 . Ex19/L858R+ 56 vs. 23 11.1vs. 6.9 0.88 (0.66-1.17)
Afatinib vs. CDDP/PEM [0.47 (0.34-0.65)]* 28.2vs. 28.2
(n=345) Others (11%) (61 vs. 22)* (13.6 vs. 6.9)* p=0.39
p=0.001
LUX-lung 6 " Ex19/L858R+ 0.28 (0.20-0.39) 0.93 (0.72-1.22)
Afatinib vs. CDDP/GEM 74 vs. 31 11.0vs. 5.6 23.1vs. 23.5
(n=363) Others (11%) p <0.0001 p=0.61

T Y 0)L— T, * exon 19 REZERE L858R ZEEDFH (n=308),
CBDCA; carboplatin, CDDP; cisplatin, PTX; paclitaxel, GEM; gemcitabine, DTX; docetaxel, PEM; pemetrexed, ORR; objective response

rate,

mPFS; median progression free survival, HR; hazard ratio, mOS; median overall survival




DEWENRENZ. S5LCFIF7FZIETSFH#
FETA & D MABRRERERER DM THONIZ. LUX-Lung 3 5B&
8 TIIIRTSF+RA ML FZREEE LUX-Lung 6
R O TEISRTISF U+ LI ES B EOLRNT
N, EEFHMHIEBD PFS T, MR (CHNTILFE
EE(CN TR T I7FZIBOBRRBERDRZRDTZ
(1) .2015£(C LUX-Lung 3 5&B& & LUX-Lung 6 i
BRD OS DMERRTOERNMRESN, EGFRIEHEIZR
(common mutation) ([CBWTTF I 7 F_TEHELEE
EBICHUTHEERIIC 0S ZERI DI ENRENE
(HR=0.81) 8. ZOMERRITICH T, EGFRERDY
T4 FCEDBENRNERDZ ENER SN/, Del
19 CBVWTE@EF7ZI7Z7FZIBETHERER 0S OEE
(HR=0.59) %=:B&bfz. —75, L858R ZETIIERE(L
BRVWEDD, (LR TRVMBERN A SN 8. LUX-
Lung 3 HEROBARADTJ)L—T#ENTTEREKIC Del
19 TEF7IF7FZIETHR/R 0S DEREZRHI ©.
WINDEEEREER S EGFR ZREB%MI(CH U TIE EGFR-
TKI AYIEGAE S U CERICENTE PFS OEEMIRZ R
U, A XIFZT O—REEBEIGIL R AR FE TIEE—
B RVt EGFR-TKI W ¥ EHEREREA & SN TULVE.

3-2. EGFR-TKI vs. EGFR-TKI DERAKR:HER

E—BLUVE_HRD EGFR-TKI ODMRDES (&
2017 F£FXTIFPESHTIFRL, REPTHIREDBES
KOBEELTCRST«FT, TILOFZT, 7I7
FZIDIETEZLIRBDZENFBNTND. —7F, Ak
BEEZRES T FICZN 8. ZNSoBEMEEEZS
HDINS > X2 EHTBLDFITC(E head to head D
AImE R CTORBRNBEE SN,

xR 2. EGFREGFERBMBRE(CIY S EGFR-TKI & EGFR-TKI MEEER

4-1. EGFR

BREENRICTAEMETTIILOF =I5 T4 F
T 7%= 9 25 MARLLEGRER (WIOG5108L itER) HMT
nn, FBFHBEETHSD PFS (CBVWTHT T4 F=ID
TIILOFZT (ST DIFSMHSEAEINT, EGFRERES
1k, Del 19, L858R ZEWNITNDY I J)L—TRIF(CH
WTEEBREZERDRIN O (R2) . FIOrF=TI &
FI7FZIT EDE Db ABLEESERER (LUX-Lung 7 5KER)
DFERMIRE SN, LUX-Lung 7 SR CIFEEIHMMHIER
T&3 PFS & time-to-treatment failure "7 J 7 F—
TECHBVWTERICERLEN !, OS ([CEENNSTZ
72(%2). TOHERICHUTIE LUX-Lung 3 itBRE LUX-
Lung 6 ERDFEMITIER 8 812D, L858R TEAE
BIBBECHBNCTE, 7VI7FZIBCHUT PFS
ZER (S Del 19 EEMRICRIFIMERTH LN, H<FE
THEHE Ib HLLESREBROY I I —THIFTHS.

FEE M EGFR-TKI THDFYIA=ZFI &S T+
FZT EOEMABLLEERER (ARCHER 1050) (CHBWTIE
FEHHEE THD PFS LRIREHEIEE TH D 0S K4
OSF=IBCHVWTERCERLEZ 727 (R2) . LH
UHhiRk##E%R (CNS) %I LIe BEEFDRRET,
66%DEEICHIZFZIDRENBB LD, BES
KNBEEEZ SNz, CORBOFER, 41=F=27
(FAFBCHUT 2019 £ 1 BIC5HEBD EGFR-TKI &L
THESBSNZ. H¥), therascreen® EGFR ZERFwv
N RGQ [F774'> ] MFN A=A ZEIE (CDx)
TdHo7=H, 2019 £ 9 AICT/VX® EGFR ZEi&itF v
b~ v2.0 GEMFER SN,

Study (n) Phase line LAY ISR ORR (%) mPFS (B) HR (95% CI) mos (8) HR (95% CI)
WJOG 5108L d - g =0 *1.093 *1.189
2" Gefitinib vs.
(n=561, 111 S Erlotinib *Ex19/L858R *58.9 vs. 55.0 *8.3vs. 10.0 (0.879-1.358) *26.5vs. 31.4 (0.900-1.570)
*EGFRZR; n=401) + Others p=0.424 p=0.221
. 0.74 0.86
LUX-Lung 7 @ Afatinib vs.
IIb 1 - Ex19/L858R 72.5vs. 56.0 11.0vs. 10.9 (0.57-0.95) 27.9vs. 24.5 (0.66-1.12)
(n=319) Gefitinib
p=0.0178 p=0.2580
P 0.59 0.76
ARCHER 1050 o Dacomitinib vs.
111 1 L Ex19/L858R 75vs. 72 14.7 vs. 9.2 (0.47-0.74) 34.1vs. 26.8 (0.582-0.993)
(n=452) Gefitinib
p <0.0001 p=0.044
q . 0.46 0.799
FLAURA Osimertinib vs.
11T i . o Ex19/L858R 80 vs. 76 18.9vs. 10.2 (0.37-0.57) 38.6vs. 31.8 (0.641-0.997)
(n=556) Gefitinib/Erlotinib
p<0.001 p=0.0462

* EGFR ZE3MH D 401 2 Df#HT.  ORR; objective response rate, mPFS; median progression free survival, HR; hazard ratio, mOS; median

overall survival



TS EGFR-TKI BT DEGHRIER(CREFTEM S 2D
N, BE=HRDAS ILF =T EE AR EGFR-TKI D
S I74FIHBDWETIILOF =T EDE MABLLEERER

(FLAURA i#B%) THD. A RILFZITBHH T PFS
NERIERL, MERBAESI(CHBZT, Grade3 U LD
sHBERICY RN 207 COHBRTOAS XILF
ZIJOBEMES LUBEHENS, A AILFZITFEGFR
ZRIGM NSCLC D¥lEiZ#ak s oz (R2) . F
7= 2019 £ 9 BIC@EASAILFZIBECHLT OS &7
BICER U ENHREENIZ (HR=0.799; 95%CI,
0.641-0.997; p=0.0462, OS thifE; 38.6 HA vs.
31.87AH) 7.

3-3. EGFR-TKI &ABDZEBIDHARE

EGFR-TKI EAMBDEFEXRIDOHABEZIRET U CERARER
DIEREMNRESNTVD. TILOF=T + RIS T
HREEE®D 1025567 iEk ° T(d PFS (FRIFTHO 2N
OS (C(EENI>TZ 7. T4 FZIT+RINS X TH
FESA®D OLCSG1001 Bk &, T4 F=T + A KL
T RMHAESED IMIT RER 8, D0 F =T + DILART
SF+RA MLFz R§FAEED NEJ005/TCOG0902
B8 5272 & T, EGFR-TKI EADEFI DHESE(C DT
/ESNTWD. PIF7FIIERICHIT DI I7FZ
T+ VS IO HABEEAOMWRZIRIT T D5 AR

(ACE-Lung) TlFZYFSIITDLREMEERDHSN

oz 8.

4-1. EGFR

LML CNSORERE TN TE IBEGRRRTH B,
EGFR-TKI &AMBDEF] & DHABEZRET U/ MBER
RitBR & U C EGFRZEEZH I DRAHEEIT NSCLC (Xt
IR T4 FTOEMBEEET T FZT+HILIRTS
F+RA N F RMBEA S &L TS NEJO09 it
BRC(E, HHAESEBHCHB LT PFS & 0OS EBICHERICE
RU, HAEEAED 0S thivEh' 50.9 HATH> Tz .
TILOF =T+ AXTHAEEEDILOF = J8
RIEEZhE I D NEI026 HER I, HAEEERFCHSL
T PFS (FERICER LN, 0S TIEERRDIN D

(HR=1.007; 95%CI, 0.681-1.490; p=0.973, OS &
R1E; 50.7 KA vs. 46.2 HA) ¥ (¥ 3) . PETITDO
NZEHED ARTEMIS-CTONG1509 EREEEDIER T
Hofe ¥, EME EGFR ZE%HU, CNS EBDRLE
JARDEIT NSCLC BB Z MR E UIZE MBERHE"E
EREERLHER TS S RELAY iB&TE, T/ILOF=T
EHVEGFR-2 RS ALY T OHEN, TILOF=
THEHE LB LT PFS #AE<IERELEZ (HR=0.59;
95%(CI, 0.46-0.76; p<0.001, PFS thsfiE; 19.4 18
vs. 12.4 1 A) 8. bR SR TD 0OS hR1E(FmEE &
BICKREETHD (XR3) . T, FT4F=TESLS
ILRTHATO RELAY+ER(CHWT, FEMAEED
1 PFS KN 65%TH D, TILOF T ESLIILYT
DHAERASEOEDE TN THMiaNE ¥, Ins
DHERER(CEDE, 2020 £ 11 BIC EGFR ZEBHED
UIBRANBEIREST - BFENSCLC (CM LT, TILOF=T=%
2@ T4 F 2T &S ALY T OHBEEN BB
=nr.

+ 3. EGFREGFERERBUBEICHI DT 7 —XA K52 EGFR-TKI+ #i VEGF (R) Hifk& EGFR-TKI EFIDILE

Study (n) Phase LoA> CNS#:#8 ORR (%) mPFS (A) HR (95% CI) mos (A) HR (95% CI)
- 0.54 0.81
JO25567 Erlotinib+
I i i 69 vs. 64 16.0 vs. 9.7 (0.36-0.79) 47.0 vs. 47.4 (0.53-1.23)
(n=154) bevacizumab
p =0.0015 p=0.3267
- 0.81 1.41
ALLIANCE Erlotinib+ E+B: 26%
I i 81 vs. 83 17.9vs. 13.5 (0.5-1.31) 32.4 vs. 50.6 (0.71-2.81)
(n=88) bevacizumab E: 31%
p=0.39 p=0.33
" 0.605 1.007
NEJO26 Erlotinib+ E+B: 32%
111 ) 72 vs. 66 16.9 vs. 13.3 (0.417-0.877) 50.7 vs. 46.2 (0.681-1.490)
(n=228) bevacizumab E: 32%
p=0.016 p=0.973
- 0.55 0.92
ARTEMIS Erlotinib+ E+B: 28%
111 . 87 vs. 85 17.9vs. 11.2 (0.41-0.73) 36.2vs. 31.6 (0.69-1.23)
(n=311) bevacizumab E: 31%
P <0.001 p=0.581
- 0.59
RELAY Erlotinib+
111 k i 76 vs. 75 19.4 vs. 12.4 (0.46-0.76) NR =
(n=449) ramucirumab
P <0.0001

CNS; central nervous system, ORR; objective response rate, mPFS; median progression free survival

overall survival

E; erlotinib, B; bevacizumab, NR; not reached

, HR; hazard ratio,

mOS; median




28 3 X EGFR-TKI &fDFERIDHAEEICDWTSE
ERERNMIRE SN D DHD. EGFREERBIIFRAEE
EEFTNSCLC (CH T BAS XILF T EMERE S A XL
FT HEREEDOHAREZ LR U5 M4E FLAURA2
HERTIE, A AIFZTHEEEEOHABENS, A
R FZITEMEE SR U TRBEITEZIFFETUR
% 38%E Tz (HR=0.62; 95%CI, 0.49-0.79;
p<0.001) . ZORERFERICETE, 2024 E 6 B(CA
SAIF T EeFEEADHBEENERBIEN/C.
FJz, 5 3 EGFR-TKI T3 Lazertinib & EGFR &
KU MET O ERFE TR TH D Amivantamab HAE
EOBMNEBHRESNSRE (MARIPOSA ER) °!, &
TSITHEBEEORENED T ENTFEEINS.

3-4. JEHEACEHFD EGFR-TKI

TtRED EGFR Z& (Del 19 &/z(d L858R) it
NSCLC (Cx U T, it FBERDAS X)ILF=T
(3 FEAR) TS tRZELER UBIEALEEEER
(ADAURA t88) HMThonfc. TEMRIES TH2 11
HBKIUMAER (5 7 iR) GEGIOEFEFARE (DFS) (CH
WT, A RAIILFZITBETHEAZNCHERRERN RS
N (HR=0.17; 99.06%CI, 0.11-0.26; p<0.001) *?,
S ULF =TS 2022 £ 8 AIC EGFR ZEM 1D NSCLC
([CHTDMEMHIEEC DLW TEREIGHMENENTZ. 5 &F
0S (CRLTH, ASXILFZIE 85%(CH LT SR
B 73%EASXIVFZIBTHEREREZRDH TV
(HR=0.49; 95.03%CI, 0.33-0.73; p<0.001) . %
1z, ASRIVF T RMETHEE(CALD NeoADAURA &
B& (NCT04351555, jJRCT2080225229) 2 EHITHNT
HBD, KDBHADAERICKTT S EGFR-TKI ERDERAME
PHEEEENTLS.

4. EGFRIVVYV > 20 BAXRICHT AR

R EGFR IOV > 20 DEAZRE, < —3nb T
947 (EGFR A763_Y764insFQEA Z&) ZIRUL\TIE
EGFR-TKIEFHEFIE EER SNTE. i, IOV
20 OFBAZRICH I DERBRFENESH, BRRHEROER
MERESNDDHD. EGFR IOV 20 BAZRZHD
H 1T NSCLC (C¥x U, EGFR-MET —EHEM K
Amivantamab O R ZRIE T 2% I HAHR

4-1. EGFR

(CHRYSALIS 3#8%) (C30L)T, ORR (& 40% (95%CI,
29-51) , PFS thoufiE(d 8.3 78 (95% CI, 6.5-10.9)
THholz *. Ffz, EGFR TUV> 20 BAZEZHD
NSCLC ZXMRIC, {LZEE (LRI SF+RA KL
T R) BEE Amivantamab+{bEEEDHBEERLE
B U/ M4 PAPILLON ERT(E, HHRABENMEFERE
B &S BB U TIRBMEITERTZ(FFE DY X% 60%IKiR
=7z (HR=0.40; 95%CI, 0.30-0.53; p <0.001) /.
INSDERE, RS <BWREEEN RS T AY
Z—XDBEWNWEGFR IOV 20 EAZRICHUT, #ifc
TRAJREM R T BED EHIFEINTULS.

5. EGFRIEEFEFFER(CHITS EGFR-TKI

2005 £FtA(E, BR.21 RERDERN S (E EGFR ZRI2
14450 (BF4EEY) TdH D TH EGFR-TKI DERMNH D 52
HWaN S, TILOFZIH EGFR B4R NSCLC DRA
BLEDZBIRED 1 DESNTULE. LML 2013 £E(C
EGFR $F4E8! NSCLC ZXigRe U/z5E MAE SR (TAILOR
HER) (CHBVWT, DILOFZIN REYFEILIDEESH
([CHDERNRSNE 2 FRAHTE, TSFFRE
SARED D DHESIT NSCLC ZXHREUTE 2, 3 KIBECTD
ResFw)LETILOF T =LK T DFE MERER

(DELTA RB&) D#EEM 2014 F(C®RESN, BTt
NEEIT T 33 D0 EGFR B4R NSCLC ([CX LT Rzv+
TILBFCTHEERIC PFS K"RIFCTH o2 9. ZDfzsh, EGFR
ZERESE U FARIECSFD2TIILOF =T ERIETHE
& ILD DUR TR EMNSHBE NI,

(3) EGFR-TKI [Cxd 3 ST

1. BEMEADZX LA

EGFR ZRMBME4IT NSCLC O—KEBEICHNT,
EGFR-TKI #5##7 1 £ TEZ < DERE (CMMHEBNR
5N, MHEXHDZXAELTIE, EGFR AICTIEERH
F1E£9 B On-target MDA (C, EGFR BISMC T EDIR
HH'HD Off-target MM HRESNTE D, TNENM
BRRICDVWTERF ENT Sz, E—BLKUETHNK
EGFR-TKI (X3 UTif4AE U TZRERBID 50-60% T, EGFR &
ZFIOV> 20 fRIED T790M ZE (O R> 790 (CHIF
BRALAZUNDBAFAZUADER) &BDHD 349698,
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CDRSIEERDESEMLCECDEEET — bF—
IN—ZEREMF(EN, EGFR @D ATP RN S F DAEMH
(C EGFR-TKI #&&MMME T I3 & TR I FTILAHE
BSNRL<RD, M take. —757T, EHligd EGFR
KEREEERZRENTED, RR3\EETIOT 7Lz
ED7Z EGFR-TKI [FBMTH D Z EHHAFEND (K 3) .

ZOMDIEANZZLELT, MET 18ig 9698100,
HGF iBEIFIR 10, HER2 1818 192, CRKL E{nTi&1E 1,
PIK3CA ZR 8, BRAF ZE 191, MAPK1 1818 1, PTEN
FIRTEEK 100107 1 ENNEB B, BT, 5-10%DEEE T/
HHREAMIEE (SCLC) e &Rl %8 BI/ESNTH D, EGFR-
TKI S8%&H1(C Rb & p53 DM/ (CRELDEH D EGFR &
E5% NSCLC DiB4, SCLC fzEsmin) X oh 43 &5
WwWeEaEnz 1% xrERMBERIT (epithelial-
mesenchymal transition; EMT) %1092 pRg5 R
N, TOANZZXLELTIE, AXLEMAL 13, MED12 %
BUKTF 1, TGFR-IL6' P ENRESTNTVD (K3) .

2. EGMIENA DA

2-1. E=HX EGFR-TKI BBEUAIS KU T790M R
21435 D W FARBERI(Z3F LT

1-2 LA DIEFEERENSH D, 514 EGFR-
TKI Z 12 B 5 ENTPD Lo eBEZHNREL
T, B8 EGFR-TKI OF7 IJ7F T T Stzm%zLt

Unknown -
~15*20%_ i

B EMT
~1-2%
Phenotypic SCLC alone -..._‘.I
Alterations ~6% !
SCLC with PI3K
~4% i
HER2 ampliﬁcationl"_
~8-13%
Bypass
Signaling =
Tracts
BRAF
~1%
MET amplification
_ ok PIK3CA

3. EGFR-TKIs ([T 9 BEEMEDA DX

QOther EGFR point mutation
~1-2% (D761Y, TB54A, L7475)1-2%

4-1. EGFR

BUZE Ib/MABAER (LUX-Lung 1) TIF, FEFHEIE
HD 0S T SuMBELHBR L TERRERIEZRDHSN

RO T e,

BEB&(CE EGFR-TKI it LIah St B Lz A
9 DAEHEBE (Beyond PD) MR _EIIBERESNTH
D W, 504 FTBERDBERCSATSF O+
ABLFERZEMIT DI EDEEZIRIET DEMABR
B% (IMPRESS i#ER) MEfeEn/z. BEREMmEFEE PFS
[FZEN5T, 0S (34T« F =T D Beyond PD &IiTH7%
WEDSHRVEWNSEDTH Dz 18, FJz IMPRESS it
BRODOMEE) A A —H—fFF T, M T790M FEDEE
CxUTE, ZREETTSFFHBAEEZEITOREC,
ST 4 FZIIMFRIRETERV T ENRENE 1.
—7 T, PD KR TIiE T790M ZRIEEDEE(CH LT
(E AEBEECT T FIRHAITDICETRRI 1Y
MMESNZEEEHEREBIN TS 19, —AEE L
TDILOF =TI %5 (C RECIST PD EHIFEE NI
BDILOF =T ZMRGEIRE T D 2 EORKRNERRZARET
I 2EMTEMmSIN/=5E TH:858 (ASPIRATION iiER)
Tl&, PFS MZ(& 3.1 A TH >z 1%, Beyond PD ki
[CKDRER(CBITCTEIRVA RS ZER T DHICE,
RECIST PD &0 3 HAMUKTOREBENDYIDE R ZI&
HIDIRENDDIMNE ULNRN

T790M alone™]
~40-55%
— EGFR dominant

. T790M with EGFR
= amplification ~10%
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BADZ skt ERIRE J/k— MHERTH S CSPOR
LC-02 #HERICH LT, EGFR-TKI O—IRAEZ=Z (T
EGFR ZE[Z DT BF NSCLC BETD RECIST PD
BOBBEDERERE, EGFR-TKLAERIEEOIEKRZIEN A
BNk, ETCL > TRSHDERERZE I 255
PEBEFRCOBX, TBEHRZEN T EOZEHERNE
{t (clinical PD) &EEEULT, TNICEDFTOHAMZET
ffiL7z. RECIST PD H*5 clinical PD £k UIcBE &
RECIST PD DR CHIE UTZEE T RECIST PD D
OS [CREREEFHSNIIMN DIz, TZIEUESEERFACT,
RECIST PD #EEEKRIERNEZEL TLSEEDHF TR A,
PS RiF, ©UT Del 19 ®EERXE(E beyond PD TH
EGFR-TKI Z#ift 9 3 = & CRIFR 0S =Rz 2.

WERTIE, —RBET EGFR-TKI Ziw5 SN Tt
FIE(HEELL, T790M ZEEMHDIERCIE, TREEE
UT I RSAN—EGFER/GREEE | (TECTZHRE
EMTUERERAVSEBRNEIDSND °.

2-2. EB=H EGFR-TKI

T790M ZEE#ZEN & UIZEE=H EGFR-TKI HBIF
&N, EGFR-TKI M4 D T790M ZEBMHEHICH T D8
AMNSRESNTEZ. BTE, ASXILFZIT N EGFR
ZEPFMED EGFR-TKI Mt D T790M ZEB 14 NSCLC
(Cx L, 2015 11 AIC FDA (FPAUHBREERRD)
T, 2016 £ 2 AIC EMA (BRMEZESRT) THRZRSINZ.
AFBCHNTE, 2016 £ 3 AIC [EGFR-TKI (CIEHUED
EGFR T790M ZEZ 1 OF MR EE X (FEFIF/\HI2bE ]
(CXHL, AZRIILFZINEREN TS,

TDADE=H EGFR-TKI & LT, Rociletinib (3%h
R EBMOMRET Clovis Oncology #HH\FRK TODHEER
AEZEEEL, EREZFIEUZ. Olmutinib (& EGFR-TKI i
4% T790M ZE 514 EGFR ZEM1ME NSCLC (CXT D58
I /I +B5E8 T ORR 56%, PFS 13U 8.3 KA &RIFR
R TH oz %, Olmutinib (& 2016 FICEE TSz
AEGRENIZN, BREETD 2 FIDHREMRRIEEE
(TEN)& L BIDR T« —T > X232 Y AEREFDEIE
REODBEFRICOVWTHRENE(CENT, TTICH
FEEFRLlen, RBREEVIA S ERI=NE.
Naquotinib (ASP8273) &EMDIzHICHFENFILEN

4-1. EGFR

7Z. Lazertinib (CDUWT(Z, BIRDED Amivantamab &
DOBtREEE (MARIPOSA iER) °' F(ICHWTIREF TH
5. TDOMDE=ZHEAK EGFR-TKI & U T, Avitinib,
Nazartinib, Mavelertinib 72 EQFHFE SN TS,

2-3. ASHIIVFZT

A XVF =T, EGFR FF—HE RXA>D ATP #%
BEMID C797 (CHBHEE(C KD TREFEN (LRSI D
V. A X F D (IRFBNRDFIEEEEITZET
kD EGFR-TKI & (£872% EGFR ANDBAEIO T 71
IWERBIDLDITHA2INTHED, EGFRBHREE
BXY T790M ZEDME KB %ZHE I D EGFR (TERAY(C/E
B9 3N, BFER EGFR ADERIRENTHS 12, =
Dizd, T790M ZE%HF D EGFR ZREMM NSCLC (T
HIDEUVNREBEOEBBMNAEING. A XILF
ZIJDHEEE 48.3 KRHIT, BRI ARE (727 &I
7)), R, AEVPEROFEFIZIFICKLKEELTS
N, 1 B 1 [E 80mg DEEASNHERE XN 124,

2015 £F(C, EGFR-TKI M4 &>z EGFR ZERB Y
NSCLC (LT DA XILF =T D5 1/ 1 BERKRKER
(AURA1/AURA?2 i#88) (Cdp/zd dose escalation sHER
& dose expansion RERDFERMNIRE SNz, T790M E
FSMHAEHID ORR (& 61%, PFS HRfE(X 9.6 KA (Cxd
U, BRMRERID ORR (& 21%, PFS thilfi(d 2.8 WA TH
o7z 2. AURA BR(D extension JI7k— RCHWTEH,
PFS 8LTUORR EEBICRIFTHD, HIJIL—THIFT
CNS ErfBIERICT T DA XIILFZT DBVNRNRE
TN 1. EEIAERER (AURA2 5ER) THERMKRDIERT
o1z %%, AURA extension iitB& & AURA2 stBRDHE
FEAMTODFEER, ORR (& 66%), PFS B (d 9.9 AT OS
thoufi(d 26.8 HATH D= 7.

EGFR-TKI (CIfHUIED T790M ZRZ1E NSCLC B&EZ=
MREVTAS I F T ETSFFHHACEREZLL
BRI BEMBAURASER T, ASULFZITHEIC
PFS DIERZR (HR=0.30, PFS FH5{E; 10.1 738 vs.
4.4 5R), ORR EAZ X)LFZITHERICEIF(71% vs.
31%)THolz. AZAILFZIEET 4%I(C ILD =3B
8. zofh, TR, K, REBRECTEXREDRSR
FREZROIEN, VTNEEMCTHOTE.
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EGFR-TKI F3A%E D EGFR ZE3 M NSCLC DT, 34
BERIR D T790M ZEZFE$HD de novo T790M (& 22-
80%(C# 511, EGFR-TKI O#IEAMH(CBIS LTS 12
136 42 X LF=TJ% EGFR ZEB NSCLC D—3A
B(CFRAIBZET, D de novo T790M 4z 52AR
TE3EEZSNE. BB 14HD AURA HBR TS, KEE
D EGFRZERBMENSCLC [T T BAS XILFZT—IRA
BECHULT, ORR B 77%, OS (£ 20.5 KA L BIFHER
Thoiz . CORRIE, —AE CDE—H EGFR-
TKI OB LB U THEBRE THD, de novo T790M
DREBICEFRNS ENS, ASKXIILFZITD—KERE
EUToEMERER (FLAURA BB HMThniz. Bt
1THDWIERRE EGFR ZERZ1% NSCLC B2EZRE
U, ASRAIFZIT EEERBETHDIT T FIF
FDILOF=T 7R UZENBRERT, A AILF
ZJICHBWTPFS & OSHBRICERL (XR2) , Wi
REBI(CHEBT 7°, Grade3 L EDOBHEEER(CV AN D
Jz 2077138 DRERIER NS, SAEMREBED/INS >
2%=EEBL, EGFRZR (Del 19 £/z(£ L858R ER) 5
T NSCLC M—KiBE & UTIE, A XIVFZTERIEEL
PR EINZTNS 7S &z, Ziko@D—KaEE L
TAS A FZITEMEEEAS XIILFZT HEFEE
OHAEEZIEER U M4E FLAURA2 ERTIE, #HH

Mechanisms of resistance to first-line osimertinib

4-1. EGFR

BENEEIC PFS ZEEL °°, AFTEAIAIILFZT
CAEFEEEOHBBEMERTEES > TS,

2-4. AZHILFZTI D CNS &R (T I DR

EGFR ZZMBM NSCLC BETO CNS EBDIEE
31%&E%W 19 SO F=T Too)LOF=T 0, 7
J7F=T @D CNS W TOEME(FBDH TRV, TL
DUZHIRT —FTE, ASHIFZIET T« F=
TXF7I7F=TLDEFL CNS BITEARENZ 142,
AURA3 BT CNS EREBICK T DA AILFZT
DINER(E, CNS ORR 1 70%T CNS PFS fhsfiE(d 11.7
HATH> Tz 3. FLAURA SERICHWNTE, ASHILF
—J D CNS ORR (& 91%, CNS PFS thoufiE(3KREETH
BDICHU, T4 F=IFEDILOF=ITIE 13.9
$B (HR=0.48) THofz . NAMBIEX(CH TS
VIR BIRESIN TS 144193,

2-5. ASXILFZT IR DR

T790M MZERZB IS NSCLC (CXTDAS AILF
ZJESHIICHBNTE, #1110 HARETHEEZENFIR
FTRTENRESNTND 128, MEHEBAHZXLD 1
DS, ASKIIFZIDOHBEEEEMITHD C797 Mtz
U CHhWBER (C797S) HMHRESN TS M1, Z

Mechanisms of resistance to second-line osimertinib
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HIH WR AL
ﬂ"' Froaar % t Exon 1) oy
;"‘“ 3 x) Sraas 4
i - GrE N .
a.?- o TIEK o o SRR amp
4 s = B
L [ EGFE &
£
\C LE- MET .amp
~ "_?‘, OFF faept «ff HET amp B % 4 Earg™ ]
i i ‘%' .".55 H._U. HERS amp
ik .‘aﬂ' o L EET it ﬁJ‘H ’:'\'?ﬁ
o s %, pe N2t ‘*#E’ 31 tEE'
= O ;
S . 4% SR !
S e B il LA T A
VITEER 2 FIFEANET %¢
] EGFRmutations ] EGFR amplification ] MET and HER2 amplification [ Bypass and downstream alterations
| Oncogenic fusions [ Cell cycle genes alterations [ ] Histologic transformations | Unknown resistance mechanisms

4. PEIBLVTREEAS AILF IS (CHT BMME#E [153]
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NLINTE MET 1E0E 148X ERBB2 (HER2)1E1E 14°, BRAF
V600E Z£ 1°91°1 SCLC L& #rif 12 I ENRE SN T
W3 (K4) . T790M MHERBEDAS XILF=T
M4 & ORISR RZ AV ZIRET T, T790M/C797S &
F1¥ 22%(Z, T790M ZEH5k (T790M loss) H* 68%I(C
FHFBNIz % T790M loss DiE#ERF(C (& SCLC Az&EEx
8, MET #81&, BRAF V600E ZEi2ENFH S, T790M
loss DIESHAS X)ILF T DEEHRMMNENC ELD,
BEEENTORMEIO—HEEL TULDEEEEN
TgENB

FEIAS X)LF =T OmHE#R CREL T, 2 8omiE
RIKT DRI TlE MEK1, KRAS, PIK3CA ZEIRE kA
RERZRDTNDM, T790M ZERE(FZRHSNLBM O
137 FLAURA RE& COMBARIKIC K DHEIAS AILF =
TS ORET CHLTEH, T790M BE(FRL, &6
LU\ (& MET 18180 16% T, EGFR WDZER(
10% (C797S Z&(d 6%) Tholz °. MFHRAT(E
MET et @A i =N D & &>, SCLC AZE IR £ (&
BTSN ERBRENS, BROBRICITFENVE
THD. AEASA)ILFZITOMMEMFCELTE, &
W (CHERZITD CGGHlZIASHNC UL TOWK ZENE
FND.

2-6. RIEF TV ORA > NABHIS LU TOMOHR
AR

EGFR AR5 NSCLC [CH I D3 —AR COREF T
w IR > MBRZEE (immune checkpoint inhibitor; ICI)
EORESEIC DTS, BRERERNEA RSN TULRL 78,
PD-L1 RIABMED EGFR ZE&% NSCLC (33—
EEELTORATOUII T DS 1HHERTI(E, B3
BN T2 E K DRERFEIPIE LD TWNS 19,

EGER ZESMMECH L, ZRAETOD ICI (TRIL
N7, RATOVUXRT, 77VVUXIT) ERtzv+1
Nz Uz MARGBR DS T, ICI (FRE5+
TILICH LT 0S ZRWELRMDIZ 7. Ffe, ICI &
EGFR-TKI OftARBEETIE, B X D EEE /AT
[EE, ILD B EDEEBRIBESN 18, EGFRE
FEFMHBIND ICI & EGFR-TKI OHAFREFHERE =N
(AR

4-1. EGFR

—RRE(CHITBIERT LR NSCLC ([CxT B, 7TV
DA T+ RN T + HILIRTSF> + )05+
CILDHEELE (ABCP) ENRNS YT +HILIRTSF
>+ /)\OVUSFILOHREEE (BCP) ZHEE UZEE A
HER (IMpower150 itE&) YT T)IL—TE#ETICHNT,
EGFR ZRE[BMEE®D 0S D HR=0.61 (95%CI: 0.29-
1.28, g : KEFiE vs. 18.7 718) , PFS M HR=0.61
(95%CI: 0.36-1.03, 5fiE:10.2 A vs. 6.9 71H)
& ABCP BEN'RIF/AMEBZR U 1°. S5 (TEMR
EGFRZR (Del 19 8 KT L858R ZR) DHEFZRE L
7z EGFR-TKI SABEDBEICHTD 0S DEH NI
#T(&, OS D HR=0.74 (95%CI: 0.38-1.46, HHHRE :
29.4 KA vs. 18.1 7H) & ABCP B CTRIFIMBERZ R
Uiz %0 @BEICHNTE, VEAFEFRFELE NSCLC T
EGFR ZRF/z(3 ALK SaEIZ N D TKI SAEREEE I D
BEEWRELT, ABCP ERX RLFER+HILIRTS
F2HBDNESRATSF> (CP) HAEEZLE UIZET
1B5ER (ATTLAS, KCSG-LU19-04) H¥TF410#1, ORR Bk
U* PFS (& ABCP B¥ CHEEICRIFTH oz (0S (SMmEFT
A%) . BIRTIE, —KAE EGFR-TKI Mt E/z (HEE
BHICREETIEEE LS ICI HABEEEITD X DE

8B 12 FDIRHLIBARE TR 78,

T, ASRXIIVFZITRITRBETUIE EGFR BE
B NSCLC (Cx39 % Amivantamab & bFEESEDHHE
BOAZEARIE Uz MABBR (MARIPOSA-2) 192 7 &,
EGFR-TKI Mt DAEEFMFENMEA TN S.

(4) EGFR-TKI j&E & EDMDMRTFAEF

EGFR ZRBHMIE EGFR-TKI DRERMECHNDDE
FRNKOMRESNTND. TDRICIEBHEMIC EGFR
REOFHELHEZRIEDNESD.

1. UBH> RLANIDZE(E

50« FZT DZ & IEMBI THRIANERRDEIR
FERERITOT 77U I TR LIZETSS, IEE=MHI
TYUH> RTH3 Amphiregulin & TGFaDFEBEHIHEWNC
ERSRENTE 198, Fz, MhOINSDUH Y REED
TRET T FIORZMSFEERBEUTUE.
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HER J7=U—DUA> REHRREICHESUZET
B EN, sheddase EWVhONIEADFESRCIDHE
N3. ErbB U~ R sheddase (& ADAM(a disintegrin
and metalloprotease) 77 SU—I(CE L, R(C ADAM10
& 17 DEESHEELY. % < OFtEMRRN ADAM17 &5
WUTHD, ZOXSlRRTIE ERBB3 DU RTH
3 heregulin fMEILTL\S 1. ADAM DIEEETHSD
INCB4298 (2D autocrine )L—T =22 ETH T+
FIDREMEELL T ENS, ADAML7 [ EGFR-
TKI ORREMFH L TND EEZSNSD 164

2. EGFRiE{=FIBIE

Cappuzzo 54 EGFR ZE2 £ D E Fluorescent in situ
hybridization (FISH) (C&k> THMEZNIE EGFR ®IE
—BOBMDAENT T« FZIT OBEMEDFRICEMT
HDERELUE (EEFPRBICHT D p ElE EGFR R
T 0.09 (CX LT EGFR 1818(3 0.03) ', ZCTTERY
NEF(F, BETFIBEOMIC 40% U EoEEMIENT S
VE— (4 E4&MY) LMEER>TVDHBE (high
polysomy) Z#&% T FISH 3% & UTLWBRTHD. 8
RD 663 PIOERZFELHTHDE, TE—HIBNRES)
DEME(E 35%, BMDRVERIT(E 9% THoTz 2
BR.21 HERCHNTEFIE—HOH NP NIRFARFTH
D, BEFTERGERGR CTHOIZEHRESINTNS .
FIZISELHBR(CBVWTEIE—#HNEFOFARF TH
SleERESNTNS 1. —MRIC, EGFR ERNMEC >
&, EBOERICIDEBELFEBENMECDEEZISN
B7zs 198, 1#g (high polysomy T(320) K3 EE
FZECRAKCHDIENEL, SO EEELDER
ZEIESIREREEX 511D, 2010 & (CHTRD IPASS i1
BRD)\A A —H—EICHBT, EGFR EzFIE—#
MIBIE UIZBE(CHVWTE EGFR EEOBREICL > THS
MZ EGFR-TKI DRIRMERD Z ENREN, EGFRER
DIFSH FISH KDEBEEBNZ/N\AAY—HD—THDED
f5mICED, FISH OBREEEESNEZ 19

3. fitODHER I 7 ZU—

EGFR RN\ BIERICHUT, HER2 O FISH HiB31E
DBETRREDEEEBNTHRICT T« FT#
S#OEFBHRNMRVEREZNTVSH V0, AlDK

4-1. EGFR

SI(C HER2 1818(& EGFR-TKI BN AN =X LT
DCOMMRIEFETSD. £z, EGFR ZEDBRE(CHM,
0535 T« F T DOREZHEOHRR T (E ERBB3 DFEIRN
AL TH D, ERBB3 %L T PI3K-AKT #FEEANEML
SNTVDH, MM TE ERBB3 2T L CLVRLC &
RENTNS 7

4. ZOMDEEFELE TKI 324

KRAS, EGFR, ERBB2 %5, ALK ¥x/B8, ROS1 2 (3HBE
BB B RN D D TsD, CNSDELFEEDFEE
EGFRZERDFREZBEI D LICRD. 2T, InNs
DREBICE T D EGFR-TKI DZFNIEIFF TR0,

EGFR DADEGFICHEUERN EGFR ZR LR
[CTEIET D (HZERE, co-mutation) & & T, EGFR-TKI &
SHCHEES XD EEMBNTND. PTEN EE 172
DABIC TP53 ZER 172173, HER2 18ig 173, MET 1&g 17>
174 MDM2 8i& 172, RB1 ZR 7%, CDK4/6 ZE 7,
WNT/BHOTZ>EE Y REMNBESNTHD, BED
CNBHERDEFIECKD T EGFR-TKI BEMUAET I
3.

PI3K (RRIT7FILA /S h—IL3FF—1) Dfit
WHII1—-w bk pllOa 20— RIBEELEFH PIK3CAT
HD, COBEGFOERGMETIE 1-4%(CRHBENS.
PIK3CAZF(F EGFRZER L DY 2BIR (G2 <, D
A FIEHEEHFEOBRELRVWLDSTH . — A,
PI3K DFEDIERZEDDH PTEN IEEIIFIELTF TH D,
PTEN FEIRE TN DD EHEWMC AKT HEHELLEN
EGFR-TKI BZEMME< XD EEnNTVS. UL
AKT DIEEENENES T« FITORZENBENED
WEEHDIN 177, —EOHRBIIESN TR, REEN
[CEERZED EGFR OEM bZHTWDIHEE L, —IRE
IREEN PTEN (CdD T AKT WNEMHELTVWBIBEET
ERNIERD FRIRTES.

TS, EEDF THD E-HDRAUIE EGFR &48
BERASDDZENMTMBNTVDN, COEBFRIRE
EGFR-TKI ME#ZMHICHEAN S D M IlRESTNTLD
176 % fz, BIM (BCL2-like 11, BCL2 interacting
modulator of cell death) (F77/Rb—>XZ{EHET D5
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F7T, EGFR-TKI T2 C DAL ICmE L ESNTLND. 7
ST AD 10-20%I(d BIM D > FO>DREZEZED
THD, TNSDEFITIE EGFR-TKI DEIHNBNS &
HREENTNS 7.

(5) EGFR ZRDZWh

1. EGFREEFERRBEDOWRES

EGFR Z R (IABRERIFEM (LR SN D EGFR-TKI @
DRFARFTHDDT, BEANICIE EGFR ZBERAL
EMEREZERUCVIRBREENURERD. JERUE
&, WHREDBRRESEEDRE (NN ICEEET
HDNHEIHNREDT (IR, BHAEUES &\ SIEH
TRAEZMITULRVC &(FEY)TRL. BEECDULT
(&, RRF LREDPAHIEE e e HD
B EIRBRE, /NEREAECS W TEIREFNNH DM,
EARDO—EBICRBRON D DIBZENFLEALETHDIED,
ARIERRL 5 DI DG (FRBDHRERD. LEEADT,
SRIIBRIEAT EC(CBRRER D DIRVWVRF LB E
([CDWTIE EGFR EENH D aTReM (O TR, EIiE
NN TZEFEHTHD. —AT, INERERDHR
BRAETEREEESARDOIMEITETTE 59, INSHRFE
R \HIREATE T D> TH EGFR ZRERBEMATT
BT EFEETHD.

FIz, 1 DOBREOHRDOREG—EOBEEC DN TIFHRL
REREN D DN, Yatabe SOFFMIRAERTIC K DEARBI(C
FRNEEBZTENTHSD V8 9705, EGFR ZR
FRNABEZOED CTRIACESIND EEXSNTH
D, EGFR-TKI [CKDEFERT CHNIE, —fR(CIEEMEC
H—CHMmULTWD. ERECGBE, ERECSHRR
B(IHITD EGFR BEERENERDICEEMTHDIE
WRENTWNS V817°, BERE/BREDV\INE EGFR
ZERBENTIRETHNE, EEMIZE, DNA OEREFIARE
TEESZRAVINHIINRETTSHD. 2L, LF %
THIS MR 2 OFERE IC DWTIEZSRIBOOREEEE
BL, TNTNOEBEICDVTRIIZITDS Z L IFEKRD
3.

4-1. EGFR

EGFR-TKI JAE& (CHIR UIZiEB (S U TIE, A2 X
IWFZ I ZAWTEBRSRERDIZSD, FED CDx ZH
Lz T790M MHZEROBEOEZRNMVE 12D, 188,
#ElD EGFR ZEMREICDUTIE, 2013 £ (C College of
(CAP) ,
Association for the Study of Lung Cancer (IASLC) &

American Pathologists International
KU Association for Molecular Pathology (AMP) =
FRNS5 EGFR LU ALK BIGFARESA A RS> 1%
PREEINTWNSD. Fz, 2016 & 7 BIC EGFR-TKI 4%
BEBLUZD T790M ZEREZ STz EGFR ZER
£ NSCLC DZIRICBI T 3 IASLC DABFRS B ke
1, 2017 £(C1d The IASLC Atlas of EGFR Testing in
Lung Cancer'® =N TNBDT, BBEN0.

2. EGFREGCFERREICAVWSREE

2004 %D EGFR ZEDRRLUE, ZDREENER
WTHRESN, KFSITRERENSORHREITO TS,
H¥(E, BRIEFAFINBEEINZEERBTLOY—ICK
DT, EEXRAGRELE CKE CLIASREES/RTEEN
TL\B laboratory developed test (LDT) E(CHEETS
AIBEMHTOIREZE (LDT 4823%)]) ZRWT, TD&EAN
EDHSN T, ZDE, 2012 FICIFFNEZHRAERR

(in vitro diagnostics ; IVD) & U CHEGRSNIZAREEN
tiEnfz. 522016 F(C(E, EGFREERBELT
[FEANY) £723 CDx & U T IVD AR SNITREEN SR
Lfz. —f&(C, REBRTH TUVDIESHEMZAZ EGFR
ZERIRBOBREBE (F 1-5%FETHD. 2018 F(CRES
7= 2013 &dD CAP/IASLC/AMP @ EGFR S KU ALK &
EFREHA RS> DTV IF— A RSA>T
(F, 20%REDEGHMIEZE S ORI THRIHTTERIMREE

(TROBGIREBEN 10%U EOREE) ZRAVNINRE
ELTWS 183,

EGFR ZERA(L, 15/ 51> XEUSOMIGTIRE
DOBERIAFINDREFIKRICEHT, IN5ZIUFT
ZDRFEDEIMERE TD LDT HHERIRSE, VD EDF!
RAEREEND. 2, BEFFREKS-TIT2X

(next-generation sequencing ; NGS) &R EERELE
NILFT Ly OXRENBIG L, KETIE CLIA/CAP 52
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£ 4. EGFRELTFEROREE TORIE

4-1. EGFR

T Sensitivity Mutat.ic.ms Detection.1 of Pot.ent_ial
(%Mutant DNA) Identified co-mutations Applications
Cobas 3%-5% known only No Tissue, Plasma
therascreen 1%-10% known only No Tissue, Plasma
AmoyDx® Pan Lung Cancer Panel 1%-5% known only Yes Tissue
CDx Oncomine™ Dx Target Test 6%-8%* known & new |Yes Tissue
FoundationOne CDx® 2%-5%%** known & new |Yes Tissue
FoundationOne® Liquid CDx 0.27%-0.34%*** |known & new |Yes Plasma
Lung Cancer Compact Panel 0.10%-0.54%**** |known & new |Yes Tissue
Direct sequencing 10%-25% known & new |No Tissue
Pyrosequencing 5%-10% known only No Tissue
Multiplex PCR (Snapshot) 5% known only Yes (hotspots) | Tissue
WAVE-surveyor 2% known only No Tissue, Plasma
High-depth NGS (at least 1000x depth) 1%-10% known & new |Yes Tissue, Plasma
MassARRAY Dx Lung Panel 1%-10% known only Yes (hotspots) |Tissue
RUO
Scorpion ARMS 1% known only No Tissue, Plasma
Locked nucleic acid clamp 1% known only No Tissue, Plasma
TAmM-Seq 2% known & new |Yes Tissue, Plasma
BEAMing <0.1% known only No Tissue, Plasma
Digital droplet PCR <0.1% known only No Tissue, Plasma
CAPP-Seq ~0.02% known & new |Yes Plasma

EGFR; epidermal growth factor receptor gene, PCR; polymerase Chain reaction, NGS; next-generation sequencing, ARMS;
amplification refractory mutation system, CAPP; cancer personalized profiling by deep sequencing, RUO; research use only
* kx ks Data from FDA SSED document (*; https://www.accessdata.fda.gov/cdrh_docs/pdf16/P160045B.pdf, **; https://www.

accessdata.fda.gov/cdrh_docs/pdf17/P170019B.pdf,

Kok ok
’

https://www.accessdata.fda.gov/cdrh_docs/pdf19/P190032B.pdf),

**x*. https://www.dna-chip.co.jp/gene/compactpanel/background.php#pl1

SEEZ T EREEAPIRER > —TC, LDT ZEUTHI
A TSR (R4) PH13418218419 2017 F 6 AIC
(& Thermo Fisher Scientific ¥t Oncomine™ Dx
Target Test 7' CDx & L C FDA AR &1, &5I(C 2018
& 5 BIC(E Medicare [CLBDRREEN SN LZSE
DMNFIC, BEAREOEREBRACLFo>R. AR
F/ (A>3a<+1> ™ Dx Target Test CDx X5 1)

(&, AFBTI(E 2018 & 4 B(C BRAF V600E ZEDH7%Z 3t
HRELZCDx &ELTHERENIZ. €D#% 2019F 2 A(S,
[#>3<-> ™ Dx Target Test YJ/LF CDx X5
L] WMEGFRZE (Del 19 8KV LES8RERE) 2TV 4
BILEFICHITDIVILFILYIXCDx &EUTERENL.
F7z, 2019 £ 10 A(Z (& EGFR uncommon mutation 7&
ST T790M ZR(C U CEMARENZ. —AT,
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2018 £ 12 AI(C TFoundationOne® CDx WA LT
O2J 7L, EGFR Z2(Del 19, L858RZ R, T790M
ZR) & ALK EBEFD 2 B FICDVWTERESNE.
2020 £ 9 BICIF EGFR 22D CDX MR EIRDEEML
AKEH, EGFR uncommon mutation ZSOE MRS EGFR
ZEICMUTHEISERDZ. 2021 &£ 3 AIIC(F,
FoundationOne® CDx WA4 ) LT O T 7 )L ERHRIC
B8 CDx Hgem B DOMmMEERE (UFy RIAAT> —
®E) &UT, [FoundationOne® Liquid CDx H*AS"/
LATZOT7AIVINERESNZ. F, 2022 F 11 AICE
NGS iRz TRih A>T ) CRIL® Dx <ILF I
INZAZ MRS AT ] 1Y, NSCLC [Cx 9D EGFR &
BEESOVILFIL Y OIR CDx & U TERRSNIE.

LEERDELDS7R NGS ECMZ T, YI7ILF1 L PCRIE
RIS UEXILF T L wOIR CDx & LT, [AmoyDx®
iz~ L FELF PCR/\RIL] 72021 & 6 BITHERE
nTuws. InNsm Chx TlE, WINEBRBEER/\U
7> b (Del 19, L858RZER) MR (IAJEEE/RD TLY
2N, TOMEBEOBNESND/NUT> ~ URNER

(pathogenic) EULK X/ THDAEEMEDEVERE

(likely pathogenic)) Tld, BREARTLR— hEn3d
RB(CEND D, BEEDERICHIZD TFEEN
HETHD. [A>0<7> ™ Dx Target Test WJLF
CDx XAl TlE, IOV 20 BAZRFSEY RS
TR DT, 2020 £ 5 BKDETNSRICENEN,
S—OT2RLiR— b (EBIFMGIRES) (CEERHB;N
BLS(Coe GHEE T(UTR) &3> /A ZlE
(CHIFBDHREMR/INUT> b DIEZSHR).

NGS ZRWEIILFTIL WX CDx DRRERCD
W¢, A>3a<+>™ Dx Target Test <¥JLF CDx =
2FL] T, BE1ACOET1ECERDEETEIN,
FIRE E (IR (CEBSNIZIME(CHITD EGFR ZRIRE,
ROS1 BEEIZFIRE, BRAF ZEIRE, ALK &4 >)C
OMEERV ALK BIEEBICFIRE (CHRDERFRIICEET
FR\. 22U, EGFR ZERAEICDVTIE, BRDIEE
[CKD, ZRNBLFEENEDODN, BEBEEZIER
ITINENDDBECIF2EBICRDEFETES (2020 £
4 AOZERMBECSVWTEEERL) . —AT,

4-1. EGFR

[FoundationOne® CDx HAY/ ATOT7A(IL] H&K
' TFoundationOne® Liquid CDx WA A& A0 T 7o
JL] 7Z CDx [CAWDBE(E, BEETIRRMRIRSSEIRE
T2 —(CXINVDBRBERADHEDMRBENKEZ V8D, F
ARE#RRREIRD TWLS.

RBIRTE, EERERHSRRSHE (PMDA) T, B
—OREE - WREB I DEFER (EGFR-TKI) DBEISHIE
(AW CDx MIOEMRMEMICET IRINEATSD,
I TITEHD CDXMFTET D EGFREERRE(CDUVTIL,
TOMRERDTVND. 518, B—DWMEE - WRZHFID
EGFR-TKI MW\ LTE CDx THNUE, Tns
FHID CDx [CEIMERNAIEE LR D RIAH TH D 19

2-1. HBRE

2007 £(C EGFR ZEMRBENMRRBEAMN SR E/2D> T
FE, TERET>Y—TERASNL 3 DD LDT 8%
(PNA LNA PCR-Clamp i%, PCR-Invader %, Cycleave
E) N, RAZEELUVTCTERNTEEREGD . TDE,
Scorpion-ARMS JEZ A WIiEU 77 JILS 1 L PCR &
(therascreen® EGFR Z&&t+w ~) H' 2012428
([C, &z TagMan-probe EZRVZU 7)LF 1 LA PCRE
(J/CR® EGFR 2R+ b) 1 2014 F 1 AlCEN
T IVD AR EN/z. D% LDT [CDWLWTIE, 2022 £
& (B0 4 ) ZEBMEUE (CHVWTHIBR SR> TULD.
2-1-1. EGFR-TKI #5aI0AEHEH#RE
EGFR Z2(3#9 90%H* Del 19 » L858R ZETH D,
BEDEECHZR D ARRMTHONTE/Z. EGFR-TKI
KEFIOVIEMRE (CE VW TIREMR ERDEREE, IVDE
ZAWDHE, £E7/2 Del 19, LB58RZEE, T790M &
Dftt, /X G719X ER, L8IQER, TV 201 A
ZR, S768l ZRNWHR EIRD. IVD IEC KD THREETTEE
TRRIRZERDD S, G719X ZE, L861Q & E, S7681 %
BEA7I7FI (S URREMEZERT N, LUX-Lung
2, Lung 3, Lung 6 D&M CRSNE M. £y
V2088 AZREE, B—BXUEZHARD EGFR-TKI (C
3 UMBNZ LN EDRESNTUNS 27384044,
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2-1-2. EGFR-TKIJAEEMI4HED T790M ZRIEE

F—HBRUE_HAD EGFR-TKI M FIEID EGFR-TKI
ELTHEREEN, CORBEULBETAS UILFZT
D/EEEEITIRIC(E, BEROBREKERAWVT,
T790M ZEBHETHDICEZHRBIDINEN LS.
EGFR-TKI M4 (C/2 272 NSCLC (CH T BAS XILFZT
D% T HHERHERERER (AURA2 itER) TEMSNZEE
F—AICEDE, KET(E 2015 &£ 11 B, AFBTE
2016 £ 3 BIC [OJV\R®EGFR Z&RHFw k v2.0] A
LU EE/INS T« 2818 (formalin-fixed paraffin
embedded ; FFPE) fER#RAN S U5/ /s DNA %
BRBMRICAS AILFZID CDx &EUTHERINE.
FFPE #BffiigiAzE AN ZAREDFRRRET — 45 [CH T B
D IVD A EDIRBEFERD—EER(L 95.6%, NGSiEED—
BER(E 91.0% &> TUL\D. D 2018 & 12 A,

[FoundationOne® CDx WAS/ ATOT7IL] B,
F/22019F 10 BIC TA>OY-> ™ Dx Target Test
JILF CDx A7 Al A, &=5I1C 2021 & 3 AIC

[FoundationOne® Liquid CDx WA% ) AZOT 7 A
U B, ASRILFZTD CDx & UTERENIE.

128, BAER 30 HE&(CH1FD EGFR-TKI MiHlEET
NSCLC OBAROEERZAE UL LS ERZ S mEE
LBAFRIC KD &, BERMRINER (EHROEEET S TTER!
B/ BEARIEGEL) (£ 79.5% (314 fEHI/395 fEHI) T
S7z 19, BERIFOBRARRIEINLEFRFERE 55.7%, &
B 30.6%C, EBEZHEMIE T DEISIH LIRS
D9.1%EHEAKRE EINUTULVZ., BEROERERSED,
BREZ7O0-FH 62.0%, BEMNFZIO—-—FH
29.1% T, BENT7TO—F(IZHED 7.6%hH 5KIE
(AL CTW . $FEEREM SRS E(C K DRI ERDE
FHENT, BERIFOSHIEE5.8% TE L (FRMWTSH
ofz. —AT, BN 49 HEERICHULT 2017 FIC EGFR-
TKI &5 (CRBIEE R RO 236 FlEdRICTITONIZ
AIMEEHERAZFT (REMEDY iBR) DFER, T790M ZER
BOREHDIEAFEEEK(E 87%, T790M REBEMEK (X
84%, T790M ZEFHZR(L 26%, T790M ZRIGHTH
SULFZIMMERESNEZEIEE 24%THo 7z 8. U
MNURBH S, MERENEARD 58%% L& TNz
T790M ZEBEHRMNMEN D AT E X 5N S.

4-1. EGFR

BEROBBEELUT, BEZMIFORFEE(CLLARSEM
BORREIEENNEL, BEMREELTSD, i
FCTOMEMRENREE (C/RDETHD. F/2CT LIFhE
JERR TH o> CTHEBMERE TR EEHD, AJHET
HNIFERFIC PET/CT 24TV FDG SRR \ERD & 4
BRIDREDTRNMNETHD. BRI GimE) N
FHEMICECRBECE, [KREXECO7IO-FHH
H(C12D. Fe, MU ORERRICEFUIERICE, HbsE
AR, BRSBTS R SR S OBENRE(C
1%, FHICHEIBESMIN M TH DB TEERNRET,
FICEAU TIEMRMKIR(C K DBLFERENEEH(CRD S
EEHDT, BRI A CETRNNHETH
3. BURAEICDNTIE, EDTA BRZ AU ZUUEN HEE
TN, BEEAREE LK DUIR (LB T DIRETH D 18,

BAERH S OEBARAICINZ T, mesiEst DNA (cell-
free DNA; cfDNA) Z3HRE UFERE (Uty R AT
S —1RE) T, TEUTMEREDRBVNSNS (i) .

2-2. mERE (UFv RIAATS—RE)

UFw RN AT —1&EE, BEOEEEDLRL,
HERAERRELBZEEN U CEERNESZ (CRETE
D1z, BRI ABOZERIREA COFRICHFINEE
DT3B, NSCLC BHE(CHIFBMmE cfDNA ZRALE
EGFRZEEMRBDASI 7 F I XTI, HMRADIERZ
SERE L UIHE, o DNARKORIERMT 0.96, RAER
0.62 LEREESINTWS 197, RAALTF U X OMTIIRER:
ofz 27 iR TIE, cFDNA Dl (C IR & MiED@ A AL
S5NTVLWBH, METEMENMEERENTWSD. mF
cfDNA B2 HVWBIREAE, ERED BEAMIng SEX°
droplet digital PCR EZZSHMEMIRATHEREINTLS
FEM IVD FEERESNTUVVRWVLY, BREREAZE T (FE < {EhD
ncns (F4) .

WRE, AP TEFAEREINTVDIUFY RINAAT>
—([CKBDEETIE, o DNAZRWLTWD. UFw RN A
T —1AEE, RKECHWT 2016 £ 6 ACD/LOFZ
Jb, F1z9 BICAS A)LF=T D CDx &L TlCobas®
EGFR Mutation Test v2] % FDA F&RBZEUS L TL\D.
AIBICHNTEH, AZXILFZTID CDx &LT [TJIR
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® EGFR ZERHFw kv2.0] (XD T790M ZEBRE
2016 & 12 AICERSNEZ. Fe, ¥J«F=J, T
IWOF =T, PI7F=J(x9d3D EGFR-TKI 581D
YIEHRE (L 2017 & 8 BICHGRET TS, 2018 F 7 A
5, A XILFZTD EGFR-TKI &SHIDYILEIRE(C
XU CEBEEER - RIGEASNIZ. TD®% 202067
([C(&, TEGFR Uw REGFRAVI D7) Y, £
AfFErEOReRAWES T« F T, TILOFZITH
KT IF7F=TI D CDx & L THERESF ([EGFR U+
v RIBIZFRTY T RO 7] (& 2024 £ 9 ACHHEE
IF) . &z, 20214 3 B4, 324 OHAREEGETE
MH;RE UIZBENNAY ) LATOT 71U (CGP) &,
BEODFIRREEE(CI T D CDx D 2 DOREEEHE
FEODOUF v RNAATZ-—1®EBEL T,

[FoundationOne® Liquid CDXx 'A%/ A0 T 71 ]
NEREN.

MIFRETIE, FHATIBRLEDORLBREDIBENE
BE2D. [T/(R® EGFR ZE2&HFw b v2.0] 2L
FIMBEREBECHSITDIR/IMBHRBECDVWTIE, BFv b
DFMINE(CT—FHRENTND (R5) . MEAREAN
#9220 bp (CHrA{E Liz#lifEgtk DNA =2 X/ 01 > Uiz
BRDEFAES DNA #9 100,000 JE—/mL RICHITIER
7 DNA ORHIRR (OE—%) HARFHInTHD, RIK
T 100 JE— (25~100) &EnTWVB. TTHBEN
V7> hORIMEHRBERSTE TS &, 0.025% (S7681
BIUTUY> 20 A) -0.1% (L858R HLTUF T790M)
ERBENS, MmEEREZAVZROR/IMEHRRE
0. 1%IBEELEZBND. 1P, T4 (CEGFREEDIRH
EETORENEE LN, ARHFE#MRAERZ
BEDRETHD.

2-2-1. EGFR-TKI#&5RIOAE U Fy R)I\NA AT —
"E

Uy RIA AT —RBICKBHE EGFR ZRIRE
DEER(F, TMB/IVEANSCLC DE—&IRFE S LTIT/LOF
TOESRTSFUO+TALSIECDEME TR R
il 9 DIz b DB R A — T > SANIVEE RS TER
B& (ENSURE &) '8 (CE 3L\ T3, [1/UR® EGFR

4-1. EGFR

ZEERHFY b v2.0] ([CLDEHTORBZREEL L
BEORE—HE (BE) (& 76.7%(C&EFDN, B
—HBE (FREE) (F98.2%LMBHTHEVZD (R6) , &
DIRBTHE THhDHE(IMHE#TD EGFR ZEN RS
(FFEED EGFR-TKI OEMNEIFTEDI LNRD. 12
$, [TJ/IR® EGFR ZE&#&Fv bk v2.0] (&, NSCLC &
SRIBFRREEZHr R Tz (TR S NTZREICSWT, A5
PO THBIRAHIRIRAZEVLT EGFR ZEIRE
ZEMCERVGSCMBERAZRAVTRET DI EZ
B ELTWS. &£z, EGFR ZENMFERAD (TR S
NRWEEZ, AR GBEIRECSVWTERBM TS D
TIFEBRETEENMRE SRV &) orJageEA R <
RNWCEZERBLUT, BEROAIBEECDVWTIRETL,
FRERET e S IR NUSHERARIADOMIFRARIA T EGFR ERIRE
ZITD T ENHEREND.

£ 5. J/UX®EGFR ZEIRHF Y b v2.0 ORE (B/VRERE)

Sheared* cell line DNA
EGFRERE 4 :

(3E—/ml)
G719X (G719A) 100
TOVII9RE 75
S7681 25
T790M 100
TOYV208EA 25
L858R 100
L861Q 30

J/VR®EGFR ZEi&HF v b v2.0 DFMIXELDEIA
*# 220 bp (CHIFME. /\wOIST> RELUTEFLEE DNA ZH)
100,000 JE—/mL Z&T,

# 6. ENSURE ERICE#FRSN/z NSCLC BED EGFR Bz FEE
(TOV> 19 REZRE L858R £R) (CHIF3MmERE (J/WX
®EGFR ZEBHFw b v2.0) & FFPE MRREARKRE (J/(X
®EGFR ZR&i&EFwv b v1.0) LO—BR

J)CRCEGFRE R+ Y bv1.0
IOYI9RKER (FFPEfBi@iR )

HLVLBS8RER

J)SRCEGFRERIRH
Fwv kv2.0
( M3giRk )

IBE—EER 76.7% (161/210)
BEM—EER 98.2% (217/221)
245K 87.7% (378/431)

lcobas®EGFR Mutation Test v2| K[E FDA Summary of Safety
and Effectiveness Data (SSED) & D
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2-2-2. EGFR-TKIBEMIMAZD IR T790M ZRIR

o)

T790M ZEF& (3 EGFR-TKI (C3X 3 B MBS DEIE TH
RIBTENEL, T790M ZEG OIS SMHE
BS%, RRFEBREEEBITBMI DI EBHSNTNS.
ZNICONT, MEFOIEEMIZERIFTL DNA HHHIR -

BIL, MIBRE(CKD T790M ZERDRERN LFTS.

LIz T, B—BECBVWTRYIDMIARE T T790M
ZEMELSNRVNEETE, tumor burden DIBNNICHE
o, #HBEOMIRE T T790M EENMMEH TN D5
a5 D. EGFR-TKI (CX1 9 DM (CERRBB S &
BIC T790M ZEMBRBDHZMERE LRI DT &M
HENTNSD 9920, REBESMBRBEORKICAS
<AKFITDZENREINTUNDN, BERMTEIREDR
BRICDWTIZSRIZEAS HVRFI R (F7R0N.

A AIIVFZT D% THEEMRHREGER (AURA2 HER)
(CEFRSNIZ NSCLC BEDRMADS S, T790M EER
HICH B MmigRe4k (3/VX® EGFR ZEREF v b
v2.0) & FFPE fEf#d@ik (0/VX® EGFR ZE#HFY ~
v1.0) @, BLUMmEBEREERNZ NGS EET/(R®
EGFR ZE#&HFw b v2.0 BO—EEXEERZRT

(F¥7) . TO)IR® EGFR ZEt&HFw b v2.0] (B
| T2 IMBARE SBBIRBE DS A —EER(Z 65.9% Cho e
Ht, migERkEL I10/)WR® EGFR ZEEM|HF v b
v2.0] ENGSEICKDEERZTMMLIzETS, 24—
K 91.3% THo .

AZIVFZIT D% 1 H:ER (AURA T ER) TERAT
NITRBERADOR S EHA T, MTBRAS LUHEE
IRIRIC KD T790M ZEBEFRED ORR(63% vs. 62%)
& PFS HoME (9.7 BA vs. 9.7 BA) OLLET(E, @
BIEFTHOZ. —757T, EMRIAT T7900M ZEBME
THOZ 158 HIDSE5, 47 51 (29.7%) HIIEIRIATD
T790M ZENEHTH D, €D PFS (F16.5 HA &, #
RS LU MEBRAT T790M ZEREM TEH o IIEH!
D 2.8 BALDHRDENDTZ 2

4-1. EGFR

CNSDRERTI(E, HBIREICKD T790M ZEBE
THOEREBCHUTREMSMMTONZZS), MEERET
T790M ZEZ M CTH O TBREEF(CH I DA XILFZ
TOMEMEEEN TRV TS D, TDIs, U
Fv RINA AT —1BEOHNEMEN, T790M ZEBE
MTEH D ITAEFICIE, AS XILFZTEWHEICET DT
— I+ BTIRNEWNZD. LIz > T, A TIFIRE
MICBNT, ElEFEERAH#H UWEECRD UF Y RINA
AT —BRBEITDCEEHERELTVWD. Fz, UFy
RIA AT —REBCBVWTEERRE TS mE(E,
FEEEE DNA AMEERC+RIT/BLUTLVRWS &%&
ZELUT, BEROUBEEC DLW TR INETTHD.
SREADIEITIR E (C K > THRMEEVN BT BE (S /2 D Tz BF s
BT, fAEIRAZRNT T790M ZEREBZEITL, €D
BEZERIDENMEREEIND. R\ Oxnard 5(&, —
RE) T790M ZEIRE T(E, RYIDRBEZMFARIKTITV),
T790M ZRE2MERE (O3 UBER SRR - MR
ERAVWSRETZILTUILERELTNS P T,
2016 F 9 BICBEIENIEAS AILF =T DRERTX

R7. ASALFZIEINEERHELER (AURA2) DBREREAT
D T790M ZEARL (CH T2 MBIRAK ERIREE L D—BE

)\ ®EGFRERIRH
Fv hv1.0
(FFPEfB#@iR{K)

T790MZER

JJ)SR®EGFR
ZREiZHFY bv2.0
( MR )

P 14E—EREK 58.7% (131/223)
P14 —EK 80.2% (89/111)
25 65.9% (220/334)

RS —H I > R

(NGS#&) (HiziR{E)
T790MZER

JJCZR®EGFR
ZRIRH Fv bv2.0
( MR )

BEE—EK 91.5% (129/141)
PEE—EE 91.1% (163/179)
2—BEE 91.3% (292/320)

[0/CR® EGFR ZE#EFw bk v2.0] FMIXELDEIA
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E1° IASLC OEEFRMR(CHBNTIE, BEROTUIEZ T

WL, RERESCDOVWTMEBAICLD RN

T790M ZEEBZEM I DRAB VI TV LZHELT

W3 175 AITE, MEARAFERLE T790M BERE

WA SXILF T OMBFRRF /2D &, BERRER
(WJOG8815L) TRESMN TS 292,

3. WRERDREEEDEIEEICDONT

ARE TS, HLBEERBRAEMRBERRERD SN,
BWET> Y- EHEENDENEE, F & UTFFPE Bt
MR (B7K, [UESZIEEHIE, [EEERE)
M%), IVD JAT (& FFPE fEfARA T ORBENRAI /2D
TWBH, BRR L, MRAENEBEN (CALWSNTER
203,204 pRISER DM RISARA DR EAEETH DN, &
HOBIRICIE, ZORFHZE L<KEBRIDIZENEETH
5. LEEOMBAECK D TRENERDD ERERIC,
JFER E TR DIRAAEEC K ChEB RO EFETEHER DA
ECH BT RGHREESNRIRD D, FENMETSHD

204-206

3-1. fEf - MARARIA

EGFR ZEIRBDRMHIE (L, BRADBEEM(CDNT
T CFHESNTZIBE (CDHATRE L IRD. FRIKRDBEIE 4
(&, FEEHRRDEIS, DNA OBSIUVE(CE DV TFHE
ENDINENDSD. FHEICERLU TIE, EGFR ZERB DR
B (WELRDEEMROEE) SXUBERSD DNA
ENPERSNTVIREND D, INEEZESVIREIEY
PP (EZDIBREIRME LRITNER SR, EGFR ZRI&
BAE U TREN(CHEREIN TS IVD AW EER LDT
SEDORHERE (E, B3 1-5% (%ZERE DNA) &S/ TL)
% (&4) . CDx EGR IVD AT, BB TFREEDS
B, EEHREHEIIEE 20%U EAH#EEIN, NGS &
AWERILFILY ORREE (A>3<+1> ™ Dx
Target Test WJLF CDx > XF /L) DAL, HEZE
T omBEROBRHMIEZZRL, 30%MU £ RERE
LERE 20%U L) MEEENTED, INUTHEZ/RL
#%&, FFPE fEffigikLc@Esonsdrteo>3a> (A

FHCITOIRAOO5F1E023>) DRIV ELRS.

NS OHETIRBEENMTODONBHITH D, BiEHE

4-1. EGFR

#-BA5NMREERD. EGFR ZERBZINVIREL LT
IT5HBAEICE, BIERRAZIREE T2 ENMRE T 54
DEFETHD 2 TDICBRIDRENDD.

3-1-1. FFPE fB###&&

BUIUER R ERX S RASRICNDI > h&EET
BT D, 5-10 ROKRREFEAZIERL, TDOIED 1
%z HE REUEGHROFEZHEREI DI ENEREE
N3, FCHUNRERIRIR T, RIBEZE DR (ICHEBY)
UIEBEI(ICE, BEEaoh DWW EHERToBDM <R
DCUESTENHDDIDODTEREREETD. H5HU
EGFR ZEWBBZITD FEDHE (IRABENMERRF(C
BLTFEERBRARAZRDICERLUTELIEEERH
T Y. BRAETOBBHROEFEIREIRZ TH B
&, REZIMREE CREECEESBEISZILE LT
HBLTENEREIND. FlexoaFdaqtosazxE
MUEHmEE, TOELEMBOEEEPEEESEIS
ZEIRITDCENEREEND. BAEHF—AHFTD
a6, WBICHURED HE &R (YoO045F 1102 3
S EITORICIEESDN —F 20Tz HE REER)
(&, AIREIRR DIRBR(ICHEEMHER TETIRDICLTHL.
MILYUZEECIE, 10%HHEEERILT Y 2 RIRE
HICALSNTED, EERRHE 6-48 BREHMHEEINT
(VB 189208 FFPE #RIIARIKICHIT B ENDIRVICDNTIE,
BARIEZSNSEH SN TS S A2ERARIEER
RAREURVVRIZ ] 20 28 Enizu.

3-1-2. FFPE#BfEIRA (LT Ow IRMK)

FEARAEFE S (IHC) JEX® FISH ‘&2 FULD ALK 18
BNBAE SN TR, KR EDfifggansnt)LT
OvoDORBEFHOEEEMELE. BILTJOvOTO
RE(CKD, FFPE {EMARAEER, CDx H#RIZHIEZ
B9 & Ufz THC JAY° FISH SAIC K DEFEMTAE DR UE]EE
B, T, BEHROSHEESOERBEER L1D.
LT Ov OEREEFERMSNTSD, =D EHER
INEESE SHHRREM LA ICKBIEND. AFTEFENEN 4-
5 BEEOERENMAVSNTVDZEN, INETD
ABERFTTHSHNERD TLDA, FIETIRHROLEZED,
BETETILF BT NUDLEN, LHENS < Ok
THWSNTWS (PZILFBEF RUDLEICDNTI(EAS
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ERECBIID) A AN—D—REDF5IE4.)\1AY
—N—REDHRERDBLF ETDERE 4-2. ALK] =

2hg).

=

3-1-3. HERERIK

MFIRARSEI(ICHS 1T DHIREEZ T(E, UTDXSIEHRD
FECKDBREEMAITONTND. —BiZFRE, e
IRADEERE (S, FFPE fEMARA)LT 0w IS
EERRIFTH 0D, 2018 £ CAP/IASLC/AMP 77w J5
— MELFRENDARSA2TE, TOEAZHERLT
W3 18 UhU, BRECHEREEMRECEESEE
BER/DIENBUWGEEEVL<IEL, EGFRERRE
(CEATHAE, REDRFEZRII SN BEE
3.

a) K - DER : TNSOMRIKE, B & U TREBHIRER
NZUWSENRSHD, BEMROEENBATSHSD. £
BOTILTOYIDIEREERIRNETHD.

b) RREFBMA - BREZZFRIRSIHAE - > ) (H
ZFRIRSIHRE | CNSDIRME TS, BEICEEN SHEE
NNZBEHIR(CEAIREOTREN IR THD. XA
TIEANSD DNA #HIHEREE TH DN, EEHROFE
DFERNWATHD.

c) MEfk - IRBIE - [REZESER (BAL) | IEEHMEASE
ITRDENEL, BEMBICEATKRAZIRERTD &
PR REERRATH D, HEDHEREINIR. IBR
TOERDBREE(E EGFR BERZE I 25265 DOEE
D 30-50%IC & EFED EDIHEEH D 210

3-1-4. FEFREEIRIA

HEMmED DNA ° RNA ZiMHPIEE TH DN, FiF
[C DNase > RNase OERFEIEERIFTNTED, &K
DEHRWZRR(CITORIINE, KEREESECIET
TRBIBENNH DD, TRZETD. FMERET
Bz ANERT 2556E LW, EEllREEEZEM
R (CHER T 20ENDD. BEOKRENRIES, #
WEENSEREE, P OERMCENLEEE T,
FEEHRRNEER SN T HBIRECRD I ENDD. EEH

4-1. EGFR

fezt#? 9 dFRE LTI T DITEN DD : ORFEEES
R EIL, HE BARZERL, TOEARTIESHRO
FESSLUVEBIESZHKR T 5. OFIRECEZANT
DREINZREE#ME U, KO ORI THRFERZFR
LRI 3.

MARARIK

UFw RINAATS —1@E T, mEH(CHEEEL TL
2 DNABRF M5 EGFR ERZRHN T D. MIRIRIK(IHEH
RARERIZD, BEHROEIST DNA OF, ECE DN

TEHBTE R0V zs, MRERER, MIBDEE, MmIERAD
RECEDTLT7F IS XOEBECHVWTET ICIRON
ERAZERTINETHD. FICHEMBORKZ KR
MR CHEY DL, MK DR DNA ODEEDIR
R(CDIND. Ffz, MEBEMRDZDET DER(CIMERRKR D
RAT D&, BRAMIRERDS /) [ DNA HERAT, 1%

24 EIRDEREMEN S D C L (FHFR LRI NUEIRSIRN.
IVD J£T(d, EDTA-2K OEMEZER LICHE, miE
DB, K& 8KMUARETHSD. MIEDEEDMIE
1#®&{K(%, 15-30°CT 1 HRE,2-8CT 3 HRE, —25--15TC
T127H, ZLUT-70CUTDIHEIF 12 DRKRERIEE
TdD. FZ, ASCO & CAP FEEIT, MEERAKICHTD
BOFEWwWCDODWTLEa1—%&LUTWLWS (Circulating
Tumor DNA Analysis in Patients With Cancer:
American Society of Clinical Oncology (ASCO) and

College of American Pathologists (CAP) Joint Review)
211,212

4. FERRBSURIREZROBR/D SHIEKRIREDSH D
5

EGFR-TKI % SRIDAILIHRE(ICDWLTIE, 2011 F9 H
(LT T« FZIDRMANENET T EGFR ZEBMENEIG
KERDTZCERZT, 2012 & 4 BOZERMET
2,000 =27Y 2,100 |R(CBIE EIFEN, COEEEE LA
[CDE 1EDHETDHIBEIHEBEENIZ. 2012 F 9 AIC
(& Ttherascreen® EGFR ZE#RHFwv ] N EGFR ZE
BEBEELELUTHSOHT IVD EUTEREN, Cnlcdhbht
IVD ZFRENIZcU 7L A s PCRIEICDWLWTI(E 2,500 51
NEERIGgE LR Dz, —5 T, EGFR-TKI MiEEED
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T790M ZEIRE(CDWVTIE, 2016 & 3 BICAS AILF
—JDCDx &£UT, [J/X\XPEGFR ZEHFw kv2.0]
N IVDERENEZ &', B24HKD 2,500 2TOD
BENTIEEE R DT, EGFR ZERE(CDVTI(E, BFED
BECLDIRNEGCFERRENEON, BEBEZE
ZBIRT DIMNEN D DIFS(CEEETED.

4-1. T790M MEAREBEDIREEIFICDNT

AR LTZIE D, MEREORS, RERRMEEZITD
EAAZDICREMKFITDZENBZISNTLDN,
RIBERMFARBORFEAC DV T(ERZHR (FR). i
RMEBIREFHAZHEE TS RVRERCE VT, @EE
[CHRBLHZFIRET D &(E, MERBEORRREZZL
T, T790M ZEBHEBEHOAS XIILFZTHBEOH S
‘RIDZENBLIBERZEIND. =5(C, MEREOD
EGFR-TKI SRS KMEEEEEDIRKRIZB(CH LTS
CIEBEBOIRT C & (XD T, T790M ZEERB a0
HIRART (BEMESERTTIS2E) BT D LBk
TNTLS 20 LIeht> T, BEORFRZOE T 28
=5, FIEID T790M ZEMBARBN M TH D> TE,
TRBDEITIRE LD T790M ZEBZ M E  BEHOND
EBITH D T, BERNARTIEETH D, hDBEERE
RZERT T DIVENDDIHERELCHNTE, BED
T790M ZEMBARBEOEMNEELVWEERXD. INFE
TIMEEEE (D006-12) (Cx LT, BUWEELEFIR
AERIFSNTULER, 2020 F 4 AOZERBCUE (CHS U
T, [FEOFFRRZI R SEREEZEIRT DiGE, X
(FATEOBFRIBEICKD, EGFR B FEED _IRIIE
CFEEENEON, BEREEZEIRIIBEIC, B
FB1ANCDE, PHIRNEEEZBRIRT DHE(C(E 1 E,
BEARBEZERIDIGSCE2EICEDEETCEDI&
=N, EHN 2 BNEEE CRDHIRMEIISNL.

4-2. A—RA®®O T790M MIFRE - HHIREDERIC
DT

MEFIRENMBESINDHBE L UT, BlIREDRNR
EEIN AR (CEERE TFMIR EDRENRFEN
MBERMZEE L FF > <HBBRETREDHZE, 8

4-1. EGFR

HWIRE (CXDHM, #HhEk, MRS, X, [kRED
UXROzEZRUIER, HB#RED U XINEV & HilER
ENEBENMEEEIND. UEDXIDIRBEICHNT
T790M ZEMPBRBENEREINDN, ERMNIEEDERIC
(&, HHBRESHEDOYRX OBV EZEIMDDZT
[UEZIRER, CT TERRE(CKDEMIECHEHD
BINREEZ M S =B MEF TR Filr (AhtIER, HtfRiET
bR, BER - WNBIFMN, SREEBETIRRLE) (L
DIESER#Z R 2610HD. ZDXSEFICHN
T(&, MERENSKBZEN T (CHREREV2SUICHE
BARBEETOLEMNNS, A—APCMIZRE SR
B, RADEMNKE LRDGENHDD. ULHULRaH5,
FROKXD CMFREDER(CDOVWCIE, BEBEEZ
BRI ZBEC(E2EAEEEENEEDOD, B—AH
([CIMEARAES KRR EOR ARSI NZIHZEEE
23 EDDHEET D EWVDHIRNARITSNTULDIZ,
BN TIFEIRNVETHD.

5. 8bOIC

EERRICH VW THEIE!R EGFR EEIRB(ICEDVZAE
EBIRNMREN2BMTHEHFLUIZ. —AT, AFBBICBNT
B, NGS ZRWZRILF T LW IR CDX BRUNM AL
LATOT 7V IBEMREER ERD, JUZHIL
S—OTZANAEHE U, E5(C 2021 F£8AICIE,
MEBEDOVILF T L v IR CDx BRREESN. FiEd
DN AFEE (FERD, BIEDVILF T LWL CDXx TD
BEREMENEIH SR D> THED, INEFTOE—BLTFR
BENSOBITHARRCEATND. —AT, TOBITIC
HleoTIE, BRAEOKERE, BEDORE(CH U TRE
[CHh'h\ DB (Turnaround time; TAT) 72 & DRENE
THELTETWD. HWEEfESNTO IR/ 1 A~Y—
H—1&BOHT, ZEBREEREIESHRESV EGFR &
FEORBICDVWTIZ, $FISETT - BREO NSCLC BETER
SRIRRERBNRERISEE, TORERBROIEELER
REMDTERE LD, TATZER UIREEEIRNEE
ERDB. ROE—BEEGETFREEUEVILF I LY
RABLFIREZ EDOXDICEVDIT TV, E5(CH&
FLUTVKBENDS.
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EML4-ALK REEBLFFEBEARDEH. MEFS(CEK
ST 2007 FE(CHHTwWRE SN 1. ALK REEBEET(E.
FENHERERHREE DRI 3-5% (38D S, FF/ AR EDHR T
BIMECHENICHDBND,

DUVFZITN ALK RrEBaTF B EE(CX T 2/8E
BEUTHSHTERSNE ALK FBERETHD 2, KET
(& 2011 F(C. HAETIE 2012 F(TERBENZ. €D
BETHRALKEERERE U T2014F(CT7LOFZT,
2016 F(CLUFZIHWERIN. Bt ALK S
EUT 2018 F(COIWTF =T, 2021 HFICTVIFZ=T
MEEREN. AT SEED ALK BEEERERVD 2 ENT]
BELTRD o, CNB DN FRNE(FNEROBRENNFRE S
LEERBIMBEREDE L2 BE5 Uiz, ULHINULRDYS,
ALK RSB TFEEMEZBIECERDIRD IZH(CE3HRL
IRNFENRETH D,

AR TE ALK RSB FIBIEREEDZRER, 45 (C ALK Rl
BB TFOZIICHIZ> TOEEZFLICE 1R (2011
). 5B 2k (2015 £F). 5 3 R (2019 ). 5 4 iRk (2021
F) ([CHRWT. BFDIMREZE 5 IRE U TR EDTZ 138,
ALK PAEZER 2O /A ZRIEE(CE T DIEIR (358
RICEHNDT2oH RFDERICDOLT(E PMDA 7R—

IR—2 x ZSBIAEEZ0N,

* (https://www.pmda.go.jp/review-services/drug-

reviews/review-information/cd/0001.html)

(1) ALK iEHEEFIE

2007 FE(CEAEXRDEH. MEFSDI)L— 7 (FEREER
JBRED G DB MERED cDNA RIRSATSU—%2T IR
3T3 MHETFMRRIC NS >R IO 3> LIA—HRFE
RZIBEIC NS AT A —Z 2 JE R B DER T 7O
IRFBEND, 1980 FIC RAS EfznFEoO—=47
U AEZSR UTZHE T EMK4-ALK Ri&BnFZEE
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Lizle CNIFEBICEZRENERCERS (CHFEIT D
EML4 (echinoderm microtubule-associatedprotein-
like4) BI=F & ALK (anaplastic lymphoma kinase) i&
LFHNNSIRFEMZERR T D S TEWCEUME R
ABlrthTHd(E1)%

SEARFOS > FF—UETHD AKIFUL > RiEE
[CL> TTEMEUEHAL T DM COBICFEENFE S
% & ALK [ZHE& U Tz coiled-coil RAA > (CRoTUH>
RESRUICEBNICZEHMMELERLLT DI EER SN
TW3 3, BIEFOERRESMRES Cldk <HBniziEsE
EFDFEHEEANZILTH DN, LREOERES T &
W CHDRIEEZASNTLWEDTEZEDERTCTEEERFER
&EWWx 3. —A. Cell Signaling Technology @ JL—F
(FABEHREAID Y > BMEF O > & RFH T RANRY
ROXBJ—THETIDHECTEDL<MIZILT ALK D
SEHEERR UL % EML4-ALK DRSS RS T =W I
DA TIFEREBD S S (CHBEEDIERZ KR T D
ALK OF O3>+ —UHEEZRST D E2RMNESR
SEEDEREINEZ >,

EML4-ALK

PINI-ATVY
EML4-ALK variant 1

Coiled-cail

1. EML4-ALK variant 1 DXHAZ=X

REHEER LT, EML4 & ALK SEEFROVIERT. #E(CEERY
BEDCUTEHEETDTET. EMLA-ALK & ALK-EML4 2R S
N3, EML4 O —£MHEICHETR coiled-coil domain, ALK OF O
SFF—ERAAEEEICED EML4A-ALK DHNEEN DD &E
AN,

3 EML4 38{LF & ALK IBAGF D rearrangement((BAL T E48A%) 3 D L & translocation@EEE) (C K D THEDREIE(E T (fusion gene)/
FElEND. TOREMENMMES LRIV IORRIREND, CDEE AK IV /VUDREEFEELIDEINL. BMETEDIELD

([CIRRBTENB, Fo, COEBRERFIERZREEVRD,



EML4-ALK E13:a20

E20:A20 [I

E6a/b;A20

El4;ins11del49A20

E2;A20 & E2;ins117A20
E13,ins69A20

E14;del12A20

E15del19;del20A20

E18;A20

E17ins61;ins34A20

TFG-ALK E3;A20

KIF5B-ALK E24;A20
E15;A20

Modified from Sasaki T et al., Eur J Cancer, 2010

2. PHECHSND ALK BEEIETF (Sasaki T 5. The biology and treatment of EML4-ALK non-small cell lung cancer. Eur J Cancer

2010; 46: 1773-80.KDHE)
Reproduced with permission from Elsevier (2021)

(2) ALK EBEFDOANZXA

ALK Ri&BmF (3B &EE anaplastic lymphoma (C
HULT. RWT inflammatory myofibroblastic tumor

(IMT) (MIEMERPFRIESHIRMERDR) ° (CHVTHRESN
2o INB5DBE. BEBOBFHDEBERFE EML4 T3S
<. UZ/)\EDIZEE NPM, TPM3, TFG, ATIC, CLTC1,
MSN, TPM4, ALO17, MYH9 iRx&E. IMT DiH& TPM4,
RANBP2, CARS, SEC31L1 T&3 °. ALK RA&BIET (S
ALK RloT oV~ 20 KB (FOS>FF—TERA1>
DLER) ERMETZINDZFEODTNDZENEL 1>~
0> 19 FOMSSEMINEE=N TS,

—7. EREOIBFH THD NPM, TPM3, EML4 (FI N
TAUIR—E R XA 2B U\E coiled-coil RXA>%
EOTHHND., NS ALK ERETDCET, UASR

DFREENIR THEERNR ALK DZEHMbZzSI &
TEMHEENTHRAEFF—EICRS.

—73. BID ALK DFFEMEAD X LEUT, EGFR &
BFERDLSR. ALK BILFOFF—TERAA> DR
AR ENETARE THRESN TS,

EML4-ALK (SFHEASRI T D MMODIES T (FIRENTSR
WY 10 2B E D variant WD Z EMBAS M ERD
TWB(HE2) FSRTA—LSEMHEC(E EML4 D N K
Al coiled-coil RAA> & ALK TOYV> 20 DFF—
T RAASIETH D, IARTD variant (FTNZEED
TWB, BHC(E 10-70 IBEDREDPEAZHEDO TS
BEDEHD. CORTIIHFIC, EML4TOV> 13 EALK
IOV 20 DFt& (variant 1) EML4 TV > 6 & ALK
IOV 20 OFta& (variant 3a/b) DN ENEN
30%EETREELV(E3),

PIMT (. EEUT. SRS R EE R Az Mg DIEIEN 52D U/ ERPRZERRE £ &I 2NEMRSHEEHE O
RIEETHD. RRELLTE MAREEL<. RWTHEE - BFERESE (F - 8 - 15 - i) - 2888 - U & &BIR(Th
123, (Coffin C M, Watterson J, Priest J R ,et al: Extrapulmonary inflammatory myofibroblastic tumor (inflammatory pseudotumor); A
clinicopathologic and immunohistochemical study of 84 cases. Am J Surg Pathol 19: 859-872, 1995)



A S (FEREREEMCFEC TR 2R UIciE
BRIENSHTZIR ALK BIEBILFZRVCUZ. CDBE
KIF5B BIZFDIOV> 24 W ALK OITOYV> 20
EREUTUWE 7o KIF5B DIV 15 E@Ed B4
BIRE SNz 8.KIFSB (IHIFEA/\BREDEMR(CRIT 345
SIOTHBIN. CINEZEHRERAA > ZEDTHED.
KD T EML4-ALK EEMRICZEHRET DT LT ALK
DFF—EHER LN EEZSNTNS,

Cell Signaling Technology ®ZJ)L—J(FF0O0>>1
SHMEERITTVD )\ D%k, R SN AANRT S
OX MU —ZEHEDE T, 41 OFEMIEEL. 150 UL
DR ZE FIVTHRIFRN (CIRZEUIZ 1. TR, 1 4l
DfEREER H2228 & 3 BIDERFRARIK(CH LT ALK U>
EAEATTEEL THD. 3 HiNsS EML4-ALK (E6;A20 &
E13;A20) ZEEULZ. E5—HIlE TFG BIzF (TRK
fused gene) IOV 3 EEREEL TLMVEA, ZniEl
DIECESVWTCHURIRIEENTLWEED LR URETH
D7z, TFG & coiled-coil RAA>2EBL TS,

(3) ALK @EiEEFiE DR ARREF I

ALK RSB F 2R 9 DMEDFHICDOVTER 1 LR
&7z, IFIMBREIFEEAT(E 2-5%EE THD. HEE
TREFNICAECS <. BETOIEE (L 4-5%12E TH
D, OB TIHIINNTHD. EIZL. BRI DKDS
(C. FERELRRIE T (IR DALRN R T LRI (CHRIT DIE
BB 0. RGBT (CHER SNICAEN B R U THEIR
FIUNENDD °. BA)CIRE SNIZERTEUEE TH S
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TZhN B OIRE T (FIEEE (C K DIENSE S ENVHEED
ETNTUVD, Tfo. EGFRELFERICHBNDLDIAA
BERJRBRVKDTHD(ER 1). FlITIFEEECSMER
(D ALK ffiEEDOTIFEE 50 RFE LT DEDNE
VALK IEBEFZ2B URWVWINEXD 10 RIEEEE T
5. HEFASH TRV FFEEEDEHZERIRL T
MPLIHECZ N,

UM UIBR'S. EBIRRE U T ALK BEEL T (JEUE
BOEWEOMETELELIFREEND. EDIzh. =
DK ISIRERRERDH T ALK RSB FOFEZHERE(C
TRAIHBDNEEBEYT DT EEREARETH D IRNDEIRE
EITDEFTEARPATHDENDI A ANBETH D,

UF CAP/IASLC/AMP -1 RS+ > TEIRRSNTND
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3. MEICHITD EML4-ALK Bi&EBELTF/I\F— 2 RISEE (Sasaki
T 5. The biology and treatment of EML4-ALK non-small cell lung
cancer. Eur J Cancer 2010; 46: 1773-80. & D&Z)

Reproduced with permission from Elsevier (2021)

£ 1. BLOBKRREFNET & ALK BEFEREORE
BEE | Journal | F3 | 24k A BEE i 151
TS ALK+ R SEIRE IFBE wEE ALK(+) ALK(-) it B
‘ Soda Nature 2007 75 5(7%) N/A N/A N/A N/A N/A N/A N/A N/A ‘
Rikova Cell 2007 103 4(4%) N/A N/A N/A N/A N/A N/A N/A N/A
‘ Shinmura |Lung Cancer| 2008 77 2(3%) 2/50(4%) 0/27 0/22(0%) 2/41(5%) 53 66 1/39(2.5%) 1/38(2.5%) ‘
Perner Neoplasia 2008 603 16(3%) N/A N/A N/A N/A N/A N/A N/A N/A
‘ Koivunen CCR 2008 306 6(2%) 8/208(4%) 0/97 4/69(6%) 2/184(1%) 55.9 61.9 5/124(4%) 3/187(2%) ‘
Wong Cancer 2009 266 13(5%) | 11/209(5%) 2/12* 10/127 1/82 59(52-65) 64(55-71) 8/134 5/132
‘ Boland Hum Pathol 2009 335 6(2%) N/A N/A N/A N/A 69.8 69.6 N/A N/A ‘
Martelli Am ] pathol 2009 120 9(8%) N/A N/A N/A N/A N/A N/A N/A N/A
‘ Rodig CCR 2009 358 20(6%) | 20/358(6%) — 14/95(15%) 6/243(2%) 51(29-76) 66(29-90) 9/220(4%) 11/138(8%) ‘
Shaw* jco 2009 141 19(13%) | 18/130(14%) | 1/11(9%) 19/85(22%) 0/57(0%) 52(29-76) 65(29-90) 8/85(9%) 11/38(29%)
‘ Inamura Mod Pathol 2009 363 11(3%) 11/253(4%) 0/110 6/105(6%)AREE | 5/147(3%)RREE 5611 64+9 5/134(4%)BREE | 6/119(5% iRz
Takahashi | Ann Surg 2010 211 5(2%) 5/211(2%) 0/102 4/92(4%) 1/118(1%) 70.049.7 | 65.2+ 10.1 | 4/100(4%) 1/111(1%)
‘ Paik JT0 2011 640 28(4%) | 27/450(6%) | 1/190(1%) 16/275(6%) 12/365(3%) N/A N/A 14/226(6%) 14/414(3%) ‘
Yatabe | unpublished | 2011 831 31(4%) | 31/730(4%) | 1/100(1%) 21/364(6%) 6/379(2%) 5749.9 65+ 9.5 20/382(5%) 11/447(2%)
‘ Total 4429 175(4%) 133/2699(5%) 5/649(1%) | 94/1234(8%) | 34/1626(1%) N/A N/A 74/1444(5%) | 63/1624(4%)
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FENHDDEMEDIRLRENTE D, MDBELCTFEEN
I TICHREENTUWNIEZDEFICH TS ALK FEEIEL
FOREDOAREE(KFEAERNEEZEZITRNTHS S,
ZIZU. SNIFEERIDBETH D ALK BEEZEDMH I
FEUT ALK B FIEIEY®. EGFR B FZAE® KRAS
BEFERDESREDHREEHD 1,

RIBAMENCEFESbD LN TED.,
Inamura 5(d EML4-ALK FtiE®D 11 HlD>%5 6 fIT
acinartype WMERATH D EZREUIE, BR&FICMD
5 fll& papillary B2 Td oz (WHO BFETE 4 HIH°
acinar. 2 ' papillary. 5 #Ih* mixed THo7z) 12
11 #2441 Thyroidtranscriptionfactor-1 (TTF-1) B3
MTH D, celllineage BI(C(d EGFR BIZFEEDZ )\,
KAERTEROMBBICHE T D EEX S5ND. F/Z. Rodig

5 (288712 5 — 2 Wl E Sz e L 572 (BAC) . acinar.,

papillary. solid ®3>5TH ALK FEDEIEE 1/22.
4/124. 0/46. 11/134 & solidtype (CZ W\ EEHRELTLY
3 B R L AL THHIRERICEER AT > 2E UEHRE
TEUTWLWB VWO SENRMAE (signetringcell) ZB9 3
REBINS ALK B 82%%& 56D TNz, T35, BREIE
& ENERMRE AN 20U, 10%ATF, 10% A ETD ALK ft&
B TFOEEENETN. 3/295. 2/21, 12/26 THD
12 B, B4 (C ALK B DBBM ISR E R I .

(4) ALK PEEZROERKR

IRTEAFB CTEFAPIAEIS ALK FRE R (IE—HARD I UY
FI . BTHROTVLOF T CUFZT | E=HAK
DOOILVSFZI  TVIFZIREDERDFERN L
ncns,

KIETEENENDEBIDRKRRER(CDOEELHT Do

pT1INOMO

p53, H175R,
EGFR, wild type;
KRAS, wild type;
ALK, variant 1
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1. JUYF=T

OUVFZT (¥—1OU®) (& ALK & c-MET, ROS-1
REDOFOSFF—LZEEIDIVILFFFI—UHEE
FETHD, BEBEEMETHEEE U TCHRE SN CULZ,
First-in-human ®% I i8R (3 FE I BEERZITHRN
EfZEEET 2006 £m5 Partl OFRE#MERERNTH
NIzH' ALK ¥> MET D5E 4 EH s D EE % prescreening
¥B3LS5(CTORI-ILRENZESN, Part2 T
250mg 1 H 2 BEINARDIEERET. ALK Hh MET D&%
itz 8B 9 BEH & X RIC molecularly defined
expansion cohort ATz, F/=IENEEMMETD
ALK BN RE SN, AEMERERT (C 2 fID ALK Ri&
B FEEREE (ALK &EZH T S Inflammatory
myofibroblastic tumor & EML4-ALK Ri&E-FEBT
DIENHRRERTTE) TDRIFIIRMIER SN/ ALK 7
EBEEF IR (CXt 9B expanded cohort £Y 2008 &
(BN, ALK BEELTFHIEE(CX T SHER
MR(IRFID 19 HloD preliminary 72FER% 2009 £
ERERIEREFS. KU\ T 2010 0D New England Journal
of Medicine T D ALK REEEIGFHRMEMEICHTD
LMD ENDINREHER (Profile1001) DERMN RS
=Nz 2 E5(C. 7D Update SNTzHERE 2012 FD
The Lancet Oncology 3 T#HRESNTLS YT, TD
BRZUT(CHENT D,

Profile1001 & ALK REELFHEMEMEICH T D
Expanded cohort (C(&. FISH J&ICKDERENZ 149
BlD ALK BtEEmFHREMENERSN. BHRIEF (&
FEBYBEEN 71%. BHEN 97% & EHTHED. 84%(IHl
SABEZIT TS,

4. ALK @&BEnFIBtERmREOBRSR

ALK FSTERTSE T [ AFEEVRERIR/ 5 — 2 2R
BENSENEEND, NS0/ —2 (FRREER
WM CIRB AR ORREECHEEIND.
Tz, MRMREOCHEZRIBELCSNTE
ALK RIEBILFZ2EIDTENEVD COmD
(FEDOCHENDZENFEALTHS.

cT3N2MO,

p53, Y200C,
EGFR, wild type;
KRAS wild type;
ALK, variant 1



143 FITHIEBNROFIENBIEETEH D . 3 fldd CR Z
2 87 HINZ=ML. THEHIF 60.8% Tholt, 5%
8. 16 B TORBHIHZE(EENEN 82.5%, 70.6%T
dolz, FIBEAFHIM (PFS) HofiE(E 9.7 4 H(95%
EREX(CI); 7.7-12.8 ¥ A). 6 KA. 12 HAKSRTOD
SFXEFENEN. 87.9%(95%CI; 81.3-92.3).
74.8%(95%CI; 66.4-92.3)Tdh D1z, 144l (97%)
[CBEEZEMNEDSNIZN, £<(E Grade 1/2 THD.
20% L _EOFFRRORWER IFRERRE (X2 E) (96 4,
64%). Bl (84 fl, 56%). THi (74 I, 50%). NEnt

(58 B, 39%). FIHMHZRE (44 I, 30%). Fn (41
51, 28%). B2 (3141,21%) Tho/z. Grade 3/4 D
BESSKII 36 HlICRHSNTE (IFHPERFEA 9 i, ALT £
566, |EY>MmAE 6 6. >/ B 6 . AST £F
54, Az 3 fl<>%5 Grade 4 A 1 fl>72 &), Fiz.
CDERT(E RECIST THREMEIT(PD) &> 4 BlE
PRIV (CFIZE NS D LRIt s NNITH IR S A alaE & /e o
THH., FBEEYTET PD &>z 69 fildr 39 FliE PD
% 2 BEEBR TOVYF I =S L TED, S
5 12 (3 PD ¥ITE® 6 HAZBR Ttk 5217 TW

7:: 140

CORIFIGKEZERIT T, 2011 F 8 BICKETHER
=M. AFTIE 2012 4 3 A 30 HIC TALK RSB T
PEDYIBRABEIREST - BFEDIE/ AT | ZR - RhEE
ELTHERESN. B 5 ALDIRFTESNERKRCEASTN
TWhad,

ALK BAEELFBIEIRINRREmE(CH T OUVFZ
J OB MARRERE RABRTIUYF =T ERANF
T REFZIFEREIFILELLET S Profile1007 iER °
E—RBRBETOVUVF T ESRTSFOHEULENIL
MRTSF+RARFLZRELE TS Profile1014 i
B& 16 pMTHOMN. ZORERIE 1007 HER(CDULTI(E 2013
F(C. 1014 HER(CDULTIE 2014 F(CZENEN New
England Journal of Medicine &(CERE SN TS,

1007 FHEX T FISH JA(C KD ALK Ri&EL TR S
Zien. TS FFHAEEACLDIREBERICBR UL
347 pINNEFREN., EFEERE (RAMLFER
500mg/m?, dayl sUREEsE - 3 AU Il BEULLIER
T HF1t)L 75mg/m?, dayl SiEERT - 3 EH A IIL) &
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BVWEOUYFZIB(OVUYFZT 250mg 1 H 2 BIA
AR)(C 1:1 TEIDMIFBSNZ. (EFEERFCEIDMAMITEN
reiEaE . RA ML FE RZERERS UL (FRELERENE
BIGABE TIRIINERX L FERZANVDE SN
THED. FACFEERHTE DI SNITBEE PD &7
S =44 (CRIOEE TARRER (Profile1005) (A ANT Y
VFZI %593 crossover WEFEENTLz, E5F
ffIEE(E PFS T D, BIREHMIER (FE24FHARI(0S).
EWER, B2, BERSEFINILATHD .

PFS tFRMBEFOUYVFZITEET 7.7 7B (95%CI :
6.0-8.8). {bFHEEEFE 5 HH(95%CI : 2.6-4.3)Th
D, BRCOVYFZIBTERL T (hazard ratio
(HR)=0.49, 95%CI : 0.37-0.64, p<0.001),

EMREGOIVIFZITBET 65%. {LFEEBET 20%
THH, JUVYFIBCTHRCEN > (p<0.001).
ICEEBREBHORTCEREYFRILOEDHEDN
7%(95%CI; 2-16). /X% NLFtz RTld 29%(95%CI;
21-39) T olz. RIRET(ICKLETR event D 40%DEF
R TITHNTZ 0S OFRET T JVUVF I BDEF
AR SENY 20.3 5B (95%CI; 18.1-not reached).
LB ERE T 22.8 5B (95%CI; 18.1-not reached)T
& HR (£ 1.02 (95%CI; 0.68-1.54, p=0.54) BE
EEBHIIMN oIz, FEICEET DAEIRE QOL (CRAT D
BERET I MHATEOVIFZIBETIEFRERE X
DASRWEHRDENE 5,

1014 #HERT(d FISH (CKDEREN ALK Bi&iEn
FIRHOE TR T LR IENHRRRAbE TIEFEER N
170 343 FINN O UV FZIE(OUYF =T 250mg 1 H
2 ERAR) & BN EREESERE (S R TSS5F > <75mg/m?,
day1>E UL [FAIILRT SF > <AUC=5-6> + XA kL
F+1t R<500mg/m?, dayl>ZUEE8T - 3 BEYIJL) (T
1:1 TEIDMIF N, FFHBEEEE PFS THD. BIX
FHMEIER (& OS. =M, T2, BERSEII MIAT
ooz,

PFS HoUBE(FI UV F=TET 10.9 HA(95%CI :
8.3-13.9). {L¥EEEEE 7.0 HH(95%CI : 6.8-8.2)T
0. BRCOVYFZIHTERLTLEZ (hazard
ratio (HR)=0.45, 95%CI; 0.35-0.60, p<0.001) .



EWR(ET I F = ITBET 74%(95%Cl : 67-81). 1t
FREERF T 45%(95%Cl : 37-53) VUV F I8 TH
BICEN > /=(p<0.001) . PFS f##fiE 5 TdD OS (& event
¥ 29% & immature TH D AfFHARB SR IUE(C(SEEE
HICELTH ST . HR=0.82(95%CI; 0.54-1.26,
p=0.36)BRE(FLAM DIz, 1 FEEFEXRFIVVYFZD
B¥ T 84%. {LFREUEREC 79% CTh oo, BEBRICHL
TROVIFZIBCTEIREREE, TH. B, FEN.
{EFEERFC (R0, B B, BRARNS <R
SNz, FECEET DEIRE QOL (LT 2BEIRSE D
D MALTEOVUYFZIE TR ER L D RSN
ENRHSN 16, CNSOREBIERENS, JUVF =T
(& ALK REEECFHREMEICSN T, YIEEES KU
TCREICB T DBRERRICMEBEBD SNz, ARBROD
Update & —%4(3 2018 £ Journal of Clinical Oncology
ETIRESNTULS Y, Median follow up (46 HAT
HD. ALFEEBED 84.2%(F0 VI F T DKRE=ZT
TUW\z, OS FMEFO UV FZTEET not reached
(95%CI : 45.8-not reached){bL=EEEEE T 47.5 HA
(95%CI : 32.2-not reached)Td& D. HR (& 0.760
(95%CI : 0.548-1.053; p=0.0978)Tdh oz, Ffe. K
MERICBNTBEREDRE (CDLW TR SN TED. UV
VFITBHCBNTREE TR EE 1 LA
D ALK-TKI AMER &Nz 57 HIICHULT 0S BARIFTH
BTEBERENTVND (EFHAMPRIE not reached
(95%CI : not reached-not reached)).

2. PLOF=T

TLOFZI(FZLEH®)E, UKD ALK ZiER
MICBEET I EEBNCAIU—Z2 T AlEEnR
R ALK FOS > FF—UHEEETH B,

FLOFZID first-in-human D58 1 / T HHHER(AF-
0011P)'8 (%, 2010 ELDAIBTRASINIZ, IHRILFIE
& FISH iEE U< RT-PCR (CK D ALK BEEER
FhREBRen/ ALK BEEERABROETHAIF S
fiEBRETH D, % 1HARERED TIASMERRD
20mgl H 2 E~300mg 1 B 2 BIOFHE (CcSV\CTH=H
PREM. 2NNz, RAKSED 300mg 1 H
2EICBNWCEASFHIRSZROIIMN Tz EN S, #E
$2FE(4 300mg 1 H 2 Bl& &N, 5 TEHERED (EZD
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FAETEfENTULD, FelBRiERE. 2013 D The
Lancet Oncology 55([CTRESN . =B(C3ETA0
—r7vIENizT—47 2017 D Journal of Clinical
Oncology & (CiB#k=nr= 2,

25 THREHBRICEER SNz 46 Bl (C DT, 9 Hld CR %=
BT 431D L. ZREK(F 93.5% (95%CI : 82.1-
98.6). PFS F1RfiE(Z not reached (95%CI : 33.1-not
reached). 3 & PFS (£ 62% (95%CI : 45-75). OS
FRRYEE not reached T3H D, 3 4 0S X(L 78% (95%
CI:63-88) LIESNTND. FLTZEMICDWNTIE.
% 1 188D &&HtE. 300mg 1 H 2 Blig5Z== 57z 58
BTSN TLD, BEEFRIFT. 20%U LORRE
DRWER(E. mPEU)LE>AEI (21 4, 36.2%) . KE
£E (20 1, 34.5%). AST(GOT)&EH0 (19 41, 32.8%).
mAAoL7F 2480 (19 B, 32.8%). & (18 #i,
31%) BZB(17 Bll, 29.3%). {FehERIFA (15 B, 25.9%) .
ALT(GPT)EAN(15 1. 25.9%). CPK 200 (12 1. 20.7%) .
AR (12 4l 20.7%) Tho et D> Grade
3 (FEFREKBAN 4 &, mMAPEUILE> - AST(GOT)IE
AN - CPK IBINAYE 2 fl. BBk 1 2DHTH 0,
Grade 4 DREIWER (FERHIM D Tz 20,

CORFIIRRRBRERZZ . VL OF T3 2014
£ 7 A 4 B(C TALK BE B FBIEDOUIBRAGEINETT -
BROIFINBREAE | (O U CRISARGTASRD 2en. B
9 ALDBEEZRICEASNTLD.

Fiz. PLOFZTE, miERERERICHS VT, JUVF
DMt TRT ALK ZR (L1196M, C1156Y &) (X
ULCTHEBMNTHDIENRENTVND ATV LIOFZ
Jd 150mg A & AF-001P THWSNTLIE
20mg/40mg EEIDOEMZFHEEFEREEDITTONIE,
COERIFETARERE LRV EERTH D ALK PHEE
BEaEflZz SO Th oIz, COERICIFOIUVF T

SAES 28 flzEL 35 fIEFReNc. TORBRE
2016 £ Cancer Science & CHRESIN 2. FLOUFZ
7 20mg/40mg K7 tZJL & 150mg AT )L TIEEY)E
IR TH D BERICEFEINRVWCENREND &
EBIC. VUVFIBEARGZED ALK bRIEEE (O
927 L OF T DFEENRNRENIZ, TDHTT L
OFZT(FOVIFZIMMHED 20 HHTHT L. 65.0%DE



% (95%CI; 40.8-84.6) &@RUcZ EMRESNTUL
50

EISEINTOE 1 - THERER(AF-002]G)?2 (& FISH (C
KDBHiENIz ALK REEGFHIEOIR lfeftET o
UYFZT (TS U < (FRMOESZ ISR (CTTHNT
B O, 2D 1 HOASENNHEROFERN 2014 F(C The
Lancet Oncology sk(CIRE SN TS 22, AIEHAZL)
JEFIDZVKETITONZHRTH D, H5EH 300-
900mg 1 H 2 BIEAARATOHERELERLRO>TWD
M, 47 BINVEREN. 44 B CTHIESI RN HIETIEE T
NEFNE(L 55% (confirmed complete response (CR)
2%, confirmed partial 32%,
unconfirmed PR 20%) Td >/, FIT baseline THX
IR DS D 1z 21 HI9 6 HlD CR(3 H(F unconfirmed)
ZE20 11 IR ZBIEILERESNL.

response (PR)

TLOFZTE, YIEEEOE MR E U TREN
{EFEETIFRLIUVYF T ED head to head :HER
WAFD (J-ALEX 5#ER) 22 B LU'EAZER< Global (ALEX
tBR)%* TITHOINIZ. J-ALEX sHBR T (3 ALK PEEZKR A% -
EFEEREE 1 LA UT O ALK Bi&EEL TR IEET
BRIENERMmEERE 207 flzXdRICTFLOFZT
300mgl H 2 Eg&5EEE 01UV F =T 250mgl H 2 [@
FEEHC 111 [CEIDFHFBNTITON., ZOFERE 2017
£F(C Lancet sE(CIRESN TS 8, £HMIEE (& PFS T
HD. PFS thifE(E£77 L UF =T 8 (n=103)T not
reached(95%CI : 20.3-not reached). UV F_TJE
(n=104)T 10.2 HA(95%CI : 8.2-12.0)TH D . HR (&
0.34 (99.7%CI : 0.17-0.71, p<0.0001)EBEICT L
OF I CTRIFCH O fe. BEDTO T 7 1 JLIFELERD
WO THD, Grade 3-4 DBEEFEHRD., HE5PIL(CEDH
EEROBEFOVVF_TE CEN DIz, ALEX BRI
J-ALEX ERBRDOMRTT LOFZI EOVVIFZI DL
RETOLEMRRBRTHD. PLOFZIDRGEN
ALEX HHERT(E 600mg 1 H2 BIEBETHDI L L., 8
BMERF (CAEEFEDBEEMNINZ SN TS Z ENFE/RME
BRTholz. AERDIER(L 2017 &dD New England
Journal of Medicine s5(CIBEEINTH D 2. PFS HRE
(377 L2OF T8 (n=152)T not reached (95%CI :
17.7-notreached). UV F=JE¥(n=151)T 11.1 53
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H(95%CI : 9.1-13.1)Td&D. HR (& 0.47(95%CI :
0.34-0.65, p<0.001)EBRICTLOFZIBTRIFT
HDTz. F/z. CNS progression HU < (FFETFK TOHA
MEr7LOoF_IJBECTCHERICEN D (HR=0.16;
95%CI : 0.10-0.28, p<0.001). 12 HARKFLRTD CNS
progression D RBEREXRQF 7L OF_TE T
9.4%(95%ClI 54-147), DUV F_JTET
41.4%(95%CI:33.2-49.4%) T Dz, ALEX FRERTD
PR RIRZ (L I DR 2018 (T Annals of
Oncology SE(CHBIMEINTH D 2. NIEBHRZE (GHElE
BERE) ORISR EREDS a7 LOF =T
BT 85.7%. VUYFZITEET 71.4%. MEIHREREN
RWSE(CIEZENEN 78.4%. 40.4% TdpD7=. CNS &R
BDHDHBED PFS (£ HR=0.40(95%CI : 0.25-0.64)
& CNS B AYRUVBE HR=0.51(95%CI : 0.33-0.80)
EERTLOF I CRIFCH DI,

ALEX SRBRD 7w T 7 — NENTHERN 2020 FD
Annals of Oncology FE(CHREINTH D 26, PFS fIRfE
EFLOF_TET 34.8 BH(95%CI : 17.7-not
evaluable). ZUYVF=J8T 10.9 HH(95%CI : 9.1-
12.9). HR (& 0.43 (95%CI : 0.32-0.58)Td&» oz, OS
F—4(d immature THDH' OS HRIEEGT7 L OF=T
BHIRRNE.OUYVFZITET 57.4 H(95%CI : 34.6-
not reached). HR (% 0.67 (95%CI : 0.46-0.98) T >
Iz

Fz. PLOFZTF 2024 F 4 BIC NEIM 55ICHRES
SNz ALINA (88 2 D#ER%ZE & (C 2024 4 8 AIC ALK
Al EE( T BRI DIE/NRRBAHEE (CH T D& B EA(C
HESHIEA STz, ALINA SKER T3 1B B8 (&% 4cm
F). I1HA. IIIA #3 (UICC/AICC % 7 hR) D ALK B34
NSCLC Z#Za&tIBRLEEFECHL., PLOFZT

(600mg1l B 2[E) % 24 HAMIES5 9 3E(n=130)&.
TSFIR-ReEEE%E 21 BYO)LT 4 @i%59
DEH(n=127)IC 1 : 1 DEIEGTRIERICEID T 5N,
FTET> RRA> MEDFS T, 2 BT DFS (3771
OF =T B 93.8%. {LFEEEE 63.0% (HR:0.24 ;
95%CI. 0.13~0.45; P<0.001) &FLOF-JETH
BICRIF T fc. BRIEF DI T (IR IAREEMN
ST, MERBERREG T L OFZTE 3.1%(Cx L. 1k



FRUERF 11% &7 L OF TR TL2< CNS BEEH
Hl9 D ENRENSz (HR:0.22;95%CI, 0.08~0.58),

3. tUyF=7

TUFZI(ZHT+ 7). ERE ALK FAEETH
D, DUVYFZI D 20 D ALK BAZEEEEEDEE
N EBHROOVYFIMEE G FERCEREEND
FRITHD. 565 1- 148588 (ASCEND-1) D#ER(E 2014
D New England Journal of Medicine F§(CERE SN T
3 %%, FISH A(CKDZMiENz ALK REBEETFRIE
DIE/INBREATEREE 59 HIH'EE [ BB (CERSN., HEE
AZ(& 750mg 1 H 1 @S5 Lanec. 208D
Expansion Phase T(& 71 AlIAYNEIEN. 400mg U E%=
‘5Nz 114 PICHITDE=MERIL 58% (95%CI; 48-
67). ZUYVFZITBLAED 80 flCHITDEME(E 56%

(95%CI; 45-67) Tdh o, &£z 400mg ML L&‘/SE
YUZIERBI(Cd5 1D PFS HHSME(E 7 DA (95%CI; 5.6-9.5)
ToHoIz. Flz. DR EB 1 LA DT SFFHHRAE
EREEBIDOVIFZIMHERICHIDEIFZTID
25 T 5K BR(ASCEND-2 n=140)AY Tz, AEHERODHE
£(3 2016 &(C Journal of Clinical Oncology &5 (CERES =
NTHO 2, =WR(L 38.6% (95%CI : 30.5-47.2)T
PFS thsfE(d 5.7 7B (95%CI : 5.4-7.6)Tdolz. &
T EE(81.4%). FHI(80.0%). IEBM(62.9%) &ML
BEREMNROT EHNHBI TH o7z, ASCEND-2 DEAK
ATty Mn=24)TOERBEFEL(91.7%). IR
(83.3%). FHI(83.3%). BERIR(66.7%). K
(66.7%). ALT L5(41.7%). AST LR (41.7%). A&
FIN33.3%) TTNBD%< (4 Grade 1/2 TH D, T
Grade 3/4 DEIE(FZYGTP L5 (16.7%). BER%(12.5%)
THo Y, BEICLDHE. BEF 91.7%TITHNT
B0, TOERGEN(45.8%). FHI(37.5%). 1B
(33.3%)THh ozt MBEMMERERFERHSNT . HE(C
KBBBERILERMN DI 0 F2. 1-2 LA DIEFE
EQA LA R@ISFHHARE)EOUYFZITRIC
T UTC ALK RtEE TR leihECxd I
F=7 (n=115) &FEE (RE5FIL(n=40)BL
<EARABMLFERMNM=73)) OLLEETHERER

(ASCEND-5) #%71M. The Lancet Oncology 5 (C#R
sEINTHO * FHEEE D PFS (FUF=IJE T

4-2.ALK

PEEBRLDARCRIFRZ ENRESNIZ (PFS thoyE
5.4 738(95%CI : 4.1-6.9) vs 1.6 7B (95%CI : 1.4-
2.8). HR=0.49 (95%CI : 0.36-0.67, p<0.001), =
SOERZEZITTARIBTIE. F9. 2016 F3 A 28 HIC
DVIFZIRGE UL FARMD ALK RSB FHEIF
NRRERbE (U FZIWNER SN, TUF 2T DYIE
AR COMRZEHDIMERE U THKRIBED Stage IIIb/IV
@ ALK RIEEGFHEIREfbEEZ R CEUFZT
750mg 1 H 1 ElEHREORS SR TSF2ELL(EH
IWIRTSFUCRA ML+ ROMABE (3:8ME. =
EERE) ZILE T D5 MARGER(ASCEND-4) AT,

2017 % Lancet F(C|/E=NTLD », EHMEEED
PFS (FzUF=TJBE(n=189) CHARICRITAT ENRE
N, FNEROBRICLSTEUFZIBT PFS IR
WTHBDZEERESNE, 2016 £ 6 ARERTOR4FH
AR immature TIEH DD, =RE(E 72.5% vs
26. 7% ECUF IR THERICEN O L. CORRICK
D 20179 A 22 AV VIFZTEEICABELLE
AMD | DEREEDIEN. ALK REBIG F RO —IR
SERCBEMLIAN RSN, UL, JUVFZT D
tERESEMAREHER T PFS WBRICEL. S rnce
WRENTWB T L OFZI M YIEIERORERERE U
TLLEONB LS (TR TR ENS AT LY
FI(CMMHEERD Iz ALK BEiERmE (OUYFZTEE
& 1 LA FTOEEEDORNEEILES) [CHTD
TUFZTOHEEE TR (ASCEND-9. n=20) H%T
iz, ZOFER(E 2018 £(C Cancer Science (CHRES S
NTLaN 2 EFHHEEOFAEHEDEMNESE 25%
(95%CI : 8.7-49.1). BIIREHEIER DR FIEHZR(E 70%
(95%CI : 45.8-88.1). Z=»EAMHRME(E 6.3 HA
(95%CI : 3.5-9.3). PFS rhsRfi(d 3.7 7B (95%CI :
1.9-5.3)Cdolz. £leUF =T 750mg ZERERHES(C
KOHEEBRBEUNES <ROHSNTHED . ZOERZEHN &
UTIEAZ (450mg ZF/z(d 600mg) TOIRAEAEZIR
5%&18519 2BIMEERILSE 1 485088 (ASCEND-8) h'T
. RN 2017 &, 2019 &0 Journal of Thoracic
Oncology FE(CiRE =N 33, KRBRCBLVTEUFZ
7 450mg 1 H 1 EIR#&IESH,. 750mg 1 B 1 [E1ZE[5ks
5 LR U T, BRREEMMT SRS I OERN' R
DNz, ZDFRER. 2019 & 2 BICARFBICH L TI450mg
Z 1810 BRICEOKRS] CIRE - AEDEE
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4. OINSFZT

LSF=IJ(O—-TLF®) & UV FZIMHEER
FEEDRRE CNS AOBITHEDSREZBN(C. FUY
FT OV EFENEEZEHREL U 12 BIR(ICIEEZ(LE
7z ALK/ROS 1 BEEHEZ EDERITHS. ALK FHEE
TR OKREREIT (PD) (CIEAMMZEENREHO> THED. &
MTHEGI202R BKU G1202del EE T, F—. EZ
A ALK BEEZEDRMNRSFT I D—7A. ODILSFZI
NSOEERCHUTEMNRERIEI D LNINET
@ in vitro DT TRENTETZ . Ffz, MRICHITD
BRER L ERNRFYBRE (CDWTE. LS F=TI D first-
in-human DERRLEESE 1/ THEREROSE I8/ IS
LT, 100mg QD (1 B 1[E) ZFzld 150mg QD #XiE
K5 ENZEBOMEMTERE/MEHEE DLEDOFIE
=0.75 ({B#EFE 0.16) EWLVSFERMNREN. BIFR CSF
BTN RSN TVS L,

DILSF T OEBHELE I/ THERRERE. ALK FEE
EFIFIEXTZ(E ROST RS ERFIBIEDUIBRAREINET -
¥ NSCLC BEZMRIC 2014 FMNSEMSNTZ. 5B 1
1B/ (— BCHNWTEAMES SHERASEMRET SN, 2B
I#8/(— ~CHWT, B IERBRTEDSNIHERS
100mg QD &S (CHIF2BENUES LUREEN TSN
1z

EPRHREEE 1/ TAEERDFERE. 88 1 /(- MMZDuLY
TIE 2017 £(C 5, F T4/ (— MMITDLTIE 2018 £E(C
The Lancet Oncology Z(CB#EHicN TS ¥/,

AFBRDZE T8/ (— MI(F 275 FIAHEAF AN S, Fl
BELCTFELURINERL A (CEDE 6 DOIR— K
CHFsniz (EXP1~5: ALK RSB FHEMERE

[EXP1: FKGEDEBE 30 . EXP2: JUYFZT(CK
ZRBEEZ(FIZEE 27 Bl EXP3A: JUVFZIH XY
EFREIC L DIEREZ T 2BE 32 . EXP3B: UV
FZIBSD 1 LA D ALK BAEZE(CKDEEZZ (T
1ZRBE 28 il EXP4: 2 LA ED ALK BHEZE(C K

JAEZEZTI28E 65 Bl EXP5: 3 LA B ED ALK
PRERICLDBERERITITERSE 46 ], EXP6: ROSI #

4-2.ALK

BECFEEMESRE 47 Hl. 7285, EXP3B~5 TIHMELH
BEDEEIENDIBRVNEDESNTT).

1 LZAZLU LD ALK AERICLDEBEZEZITTLE
BE (EXP2~5) 198 fl(CH11D23= (ORR) (£ 47.0%
(95%CI; 39.9-54.2). PFS fhgii(d 7.3 738 (95%CI;
5.6-11.0) TH oz, F£le. R=RX S A VIFICEEENRE
BHENIZ 81 FICHITIEEEANEME (IC-ORR) (&
63.0% (95%CI; 51.5-73.4) Tdholz. TNSDEFHR
(F. ABAED ALK BBEENOVUVFZITHH>IZEE
(EXP2~3A. ORR: 69.5% [95%(CI; 56.1-80.8]. IC-
ORR; 87.0% [95%CI; 66.4-97.21). ZUVYF =TI+
D ALK FHERETH>1=EE (EXP3B. 32.1% [95%CI;
15.9-52.4]. 55.6% [95%CI; 21.2-86.3]). 2 L-=X
Bl E®D ALK BEER(C KL DEBBEZZIESE (EXP4-5,
38.7% [95%CI; 29.6-48.5]. 53.1% [95%CI; 38.3-
67.5]) [CBVWTERERIC, DAMREHEREE L T
ERNEMRNBVEIEERUEZ 7,

SEI48)C— b 275 BICH L\ TRD SN EREIER
(&, BOLRFO—/LIMAE 224 6l (81%). m~UT UL
U RIMJE 166 5l (60%). SZAE 119 il (43%). FAHMEZ
1 —0J/8F—82 4l (30%) TdHD. Grade3~4 DERE!
YERIFEIL A O—JLIIE 43 I (16%). & ~UTLU
U RMfE 43 B (16%) Thoiz. EEREIEAE 19
Bl (7%) ([CRHEN. BEXLHBNIEEDILRAEE
25l (1%) Tholz. MILSFZI(HHEREIER &
UT. BHEE,. [ofesE. SEREERQREDOTIRMHERE
E1 107 Bl (39%) (CRHSNIEN. TDZ <N Grade
1~2 THOD. ASHAEPIESHIEICK>TEIEL, ¥
MEEXSNTNS %Y,

CDE 1/ T4BEERD Update 1 2018 £ED ASCO (CT
RERINTWND ®, 2018 F 2 A2 HICHhY hATEN
1257 —4(C#1F3 ORR (& EXP2-3A, EXP3B. EXP4-5 T
FNEN 72.9% (95%CI; 59.7-83.6). 42.9% (95%CI;
24.5-62.8). 39.6% (95%CI; 30.5-49.4) THO. IC-
ORR ([FZMNZ1 70.3% (95%CI; 53.0-84.1). 46.2%

(95%CI; 19.2-74.9). 48.1% (95%CI; 36.9-59.5).
PFS thoMfE(FZNEN 11.1 BB (95%CI; 8.2-FK&).
5.5 78 (95%CI; 2.9-8.2). 6.9 718 (95%CI; 5.4-
9.5) Tdhol=
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C D 1 4858BR D Baseline DMMEZEEDIR(C L D%D
RDOEVD, KEFEAFTEZH(AACR)[CHNWTIRE=NT
B %, 198 BIDIRL B 1 LA D ALK BHEZE(C
it & RS THEFIN Sl > TILE U< FmEY > T
JILEE. MIED cell free DNA (cfDNA) TO#EMT T
45/190 fl (24%)T. fBE#EM#D tissue DNA (tDNA)
T3 40/191 HI(21%) T 1 DU ED ALK ZE%:RD. 1
H2TILICDE 1~8 DD ALK BEMNFER NIz, &
ESNIEINRTCOBIGFEEDDE. RELLKHOSNTER
(& G1202R/del (25%, 27.6%) Td 0. T DAt F1174,
L1196M. G1269A. 11171 RENZ L RBHBNIZ,
G1202R/del #H T BEEMICH T BENE(L 57.9% T
D, FFPHARIPPIUE(L 6.9 DA (95%CI; 4.3-NR) T >
Jzo BEBBEN I UVF T DHDER TDENERRIL ALK
MEBECTFEENRD SNIER &R SN D ITiE
BITIFERENIM D IZ (cfDNA #4fT; 72.7% vs 73.3%.
tDNA f##fT: 72.7%Vs74.4%) . STEBIY(C, BT ALK
FREFEDBERN G DEMCHWNTIE ALK E-FEEN
ROSNTEFDFE DS NETCFEEN BN ITREF KD
EWPENEM DTz (cfDNA #E#f: 61.8 vs 30.9%. tDNA
fEAT: 65.5% Vs 26.9%) . B ALK [HER DGR
Dép DAEM & TRNN D TZFEBI TD PFS (& cfDNA #E4 T 7.3
H8 (95%CI : 4.1-13.1) vs 5.6 7IH(95%CI : 4.1-
8.2). tDNA fi##iT 11.0 78 (95%CI : 6.9-22.9) vs
5.4 B8 (95%CI : 3.9-6.9)Td oz,

Fle. BERNBITE U TERSNEOILSFZIKS
R DIAZEA PD KTZ(IERZEALUIID PD DRIEFRERDRE
MERNMMEREF S (WCLC) (CHVTRESN O R
— A5 RCNERRR IR LDERE (n=67) (CHBWT. B
ZMA PD D 12 HARKRICHS 2 RERER(IFHEAREE.
BEEMLILND PD (F49%TH D R—X S5 B (CRAER
B ODEE (n=131) [CEWVWTEZNETN 22%. 31%
L EHERNRENREET DEEMENEVWSHERTH O,

DILSFZT R CDHE 1/ THHBROBERT, HRICHK
ERlF. AFBC 2018 9 A 21 AHIC ALK FO> > FF—
TIRERECENEX EAMED ALK fE&En T BN
PRIBE/RIEST - BFROIF/NEREHE] DORIEE - RIR THER
=N, BREREAZTNTLD,

ILSFZT(CRLTIE. WIEC DS 1/ TEHRERDISG

4-2.ALK

ReEo> T BRMEFEDOHA RS> 2020 FEARIC
BVT, TREEURE & UTHERE 2C TOBREMERS
ncnsd.

JARD ALK RSB I FiREiEZ R e LzO)LS
FZIEOVIFZIT OB LR T DEEHRE
1H5RER (Crown 5ER) M 2017 EXDEREEN. R
2020 &M New England Journal of Medicine 55(C18&
&Nz *. FISH SECKDBMEN ALK B&EER T3
MOIENHREERE 296 AINEAANSN. OILSF
—7 100mg 1 H 1 E#&58 149 #l. JUVYFZT
250mg 1 H 2 El#% 58 147 BHIICEIER (CEI DIRS NI,
FEIMMIRR (& PFS TH D, PFS RREFOIILSFZT
£% (n=149) T not reached (95%CI : not reached-not
reached). Z7UYVFZJ8(n=147)7T 9.3 77H(95%CI :
7.6-11.1)T&%H. HR (E 0.28 (95%CI : 0.19-0.41,
p<0.001)EBRICOINLSF I CRIFCHOE. 121
BERIBELERE. QILSFIE 78%. JUVF-T
B¥39% Tdholz. BHEDTOT71ILIFBERODEBD T
0. Grade3-4 DEEEREFOILSF=IBTENMN DA
12 4y AR CORBERGEISE0ILSFZIEET 76%.
DUYFZIEET 35%EOILSFITBETHBMN D2, N
— RS > ThERE 2R LT\ iz 78 FEFIDHARMHIR SRR
Z(CHIDEHNRE. ODILSFZIBET 66%. JUVF
TR C20%LOLSF I CRIFCH Oz 12 HA
B e CHRIR R Z DI, BB ZHDRVWEFEIS O
JILVSF=TEET 96% (95%CI : 91-98)EHUVF =T
BF T 60% (95%CI : 49-69)Td& D. HR (& 0.07
(95%CI : 0.03-0.17)T&H 0. OILSF =T DR
RIRENDBENEN 5| EHhE RSN,

OILSF I BIHRARBROERZED T, [ALK FB&EE
EFIHIEDUIBRAREEINET - BFRIPIHREAbE] (SEEH
RSN, —XaENSERTIE LD T,

5. JUOF=T

TJUOF=I(FIL>TUI®)E, BEFED ALK-TKI (C
XD RMEZERADEENR & BUEAE COEER(C
HIR 9 D PIRMEREANOE M EZ BN CAIR NI
R ALK-TKI TH 3. JUVFZIPFZLOFIMmEE
L THIBNS [1171X 3> G1202R ZEOEED RIS
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BRI U in vitro TEMMEZERL. NOAK T BIERE
FILESVWTEENSDMMER (CX I S IEEIETEINF
WRMERETNTUD, Ffoo YIORIEHITDHRMER
EBETILCBVLWTEREBMREZRI LEBCERE
ERUE.

BHLCESWTITONTZERKREESE [/ THKR
(AP26113-11-101 FHER)(CHWNT. ALK @i&ETFIBYE
INHfERtEEE 79 Al SOETE (RIRZERR <) 137
AEBIZXTERIC 30mg 1 H 1 [EH,S 300mg 1 H1EIET
FAEHEL. MTD PEZEUTOT7(IL. BEUES LU
DLT tReIhY TNz, TDIR. [&SHH(CHIR I Skt
BEIEBESESR(EOPE : Early-onset Pulmonary Event) |
MHEER S/, EOPE IR CRIaRAE(CRHENZRHSNT
HD,. 90mg 1 H 1[E 7 HEICKDEANEEZSLITSE
BdZ&EICKD 180mg 1 H 1 BIDAZEICEHSULNT EOPE D
FEIRMET Ulc. L EDORRERFR . R TORGAZE
HBIUHZE 1 B 13 90mg = 7 BEROKRS T 3.
ZD#. 1 H 1B 180mg ZEOIKS5T D] /2D TL)
Do

BINCHNT, FEED ALK RiEE T TR A (3t
I2ITVIFTEEOVVFIDEN M ELE T DE
BRILEISE MARGHBR(ALTA-1L 5HBR)NY 2016 F£LDEHE
. FER(E 2018 F£D New England Journal of Medicine
SR(CIBE SN YL FISH SEF 23 IHC SR ICTRMiENnI
ALK BEE3E/ iR EE 275 fISMEHANSN. TU
2JF=7180mg 1 H 1 [El(90mg 1 B 1 BITH 7 HREE
AN )158 13761, UYF T 250mg 1 H 2 [6
58 138 BICERERICEIDIRSNZ, FEMEIRE (&

PFS T& D .PFS HR{E(FT U F =T EET not reached.

UV FZTET 9.8 HH(95%CI : 9.0-12.9)TdH 0.
HR (& 0.49 (95%CI : 0.33-0.74, p<0.001)&BRICT
UOFZIECTRIFCHO Iz, 12 ABBEEFR.

TJUOFZTBE67%. VVIFZTBE43% ThHDfz. N
— 2541 > Thi#r % U Tz 87 BIDHRIEHERIFE
D 12 HABBBEFERQTIVIF I8 67%. UV
F_TBE21%THD. HR (£ 0.27 (95%CI : 0.13-0.54)
TH O, TVIF T OHFIRBERREANDEN N RS
Nz RRBRICBNWTT VI F I B CROSNIzEREI
ERE. DL 7FRAMFF—TE LR 5341 (39%).

4-2.ALK

TH167 51 (49%). Bl 36 B (26%). Y/{\—E L5F 26
Bl (19%). PRNSGFUE7Z ) hS2>RTTS5—E
(AST) £5 266l (19%) THofz. Grade 3 UL LDE!
ERE 83 5l (61%) (CFRHSN. MBEMMEE - ik 4
Bl (3%). B, #HEIREQRENRBHSNT,

AFBICHBWNT. PLOFZIRZSOMD ALK-TKI i
I NBREIREIESIZ MR E UIEHAANCH T DT UTF
ZJ0EMMES LURE MR M T D5 IHEERO-
ALTA sHER)DEfeE Nz, #ER(E 2021 &d Journal of
Thoracic Oncology E(C#B#Eian/z *°, FISH s&Z/=(E
IHCEICTEZENZBARA ALK BEI4E3E e EE
72 BI(FAS B¥)ZRIC, BRMFHE) — R1> /(- k&
U T ALK BREZEDAEREZ/INT 9 fil. BREINSRILK
=k &LT B3 fIEAFANSNIZ, S5(THEKR/ -~
TlEAA>OR— M(FAS-P 85) E U TP LOFZT D,
FREFPLOFZIEOUIFTKEH147 61, 70
MR—bhEUTAA > OR— RSO ALK BHEZFE 2 BIFET
D544 16 HINERESNIZ, FEHMBIER (L. FAS-P 8%
CHBITDIRENEHNERTHD., EHIEAKR(FAS B5)TD
ORR Y2, ZNENDYTITIL—TFTD PFS, OS. ZExhHA
R ENBIREHEIER & U TR SNz, KICBEERRE
([Cx 9 BB NIz, FAS-P B#CH(1FS ORR (&
31% (95%CI : 17-44%)Td . 95%CI DT BRAEM G
ESNCRMERME 15%% LE>fz, BRERRZEICHT
BDEME(IF 25% ERIFCTH o e, MEERFIDRREC
D\TIE, G1202R ZRETEME 33% (1/3). G1202R
DHDZERTIE. DEBITOR T[EHDEDDENE
55% & RIFIMERTH DT,

ALTA-1L SHEED 7 v I — MERM 2020 F(C
Journal of Clinical Oncology FE(CEREE=NT= *4. Ry
E(CKD PFS D& T, PFS OHREEGTVIF =T
BEOUVFZIETENEN 24.0 BB (95%CI :
18.5-not reached)& 11.0 7A(95%CI : 9.2-12.9)T
0. HR (2 0.49 (95%CI : 0.35-0.68, p<0.001)&
UJF I CARICRIFCH DIz, 2 FEFRFENTE
N. 76% (95%CI : 67-82%)& 74% (95%CI : 65-
80%)T. HR0.92 (95%CI : 0.57-1.47, p=0.771)Td>

o1z

UNEDERZBER. TUIFZTEERBICENT
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[ALK Ri&EnFIEEOUIBRAEEINEST - BROIF/INH
fafitfE | 286 & U T—RB IV TIREEUEOEREER &
U CAESRENI,

RE. A THEBSNTVLB 5FIO ALK FOS > F+F
—URERDRKRER (CDEE Uiz, BANEFmE
BN RS> 2023 F£EIRTIE PS 0-1 D ALK @t&
BETFREMEO—ERE LU TTLOFZINHRE
1A JUOFZT | QILSFZIOHERE 2B THESIN
TWB, 2023 FEROBETITOVUVF =T, TUFZ=T
[CDWTOHRERFEZHNR< RO TNIN, TS5FFH
BBEEAE R UIEBS(CBITIBHHEOIEFT >R
(SN TVDEHIET > RDsgE I A i &7
W,

PS 2-4 DIBAICIET L OFZITNHEEE 1C THRS
NTWd, Fe. =R LOFZIMEEZ (3I8E%
MDPS0-2 ([CHIDEFEELTCG. DLSFZT. TJUJ
FZI. LUF I ZAVWCHERIBEANHERE 2C TTN
TR ENTVD. UL ALK BEEREO—KEEZLL
RIDEMBERBROLEFHRHOBREIINTEKE
immature TH D, BEENRESNTH ST ALK HEE
DEFERS — DI AFARATH D, VUV F I %HE
ALK FAEEELUEBEDS —OJIT 2 A TOERBEICHITD
SEHREDBENE SNINNITNEIEIETHD *
V. SEOBRINEIEND. Tz, TNTNOEL(CHT
BDEBERS—VI R ZRFTIBICHIZD>TE. S
NGS ZAWDZ &IC K DMHEELFORRZERHER L
DRRISIE U TEIMEEND XD IC/IRD AR EHDE
DEEZBND,

(5) ZAmMHER

ALK BEBEFIE (LK T 2TNTND ALK FAEZA
1% (C. EGFR [AZEE S ERICTRNMER R4 > Tt E
H£UBTENNBNTND *°, EML4-ALK BA&/VJT7>

NMCKDO TEB/EINDIEENERD EITIHREEHDIN
B FERICKODTEUBERIFIAET<LERS(R5) . E =,
ENTNDOFERCHITDMERRT & (CEDMD ALK B
EFEDONRNERRD (R 2). MHEADZXAICKDEEE
BEDREN /RSN DITREIRL,

4-2.ALK

Crizotinib-resistant specimens  Ceritinib-resistant specimens  Alectinib-resistant specimens

o,

é

|

| [ESEEN [ 612028

£ 612604 [ G1202del

& cisey [l Fi74c [ 22 ALK mutations*
Qs [ vasoL [l ALK ampiitication®
O] Ak wr

5. ALK PAZEZAEZ(CE U DERMEECTFERONT
(Cancer Discov. 2016;6:1118-1133)

Reproduced with permission from American Association for
Cancer Research (2021)

Cellular ALK phosphorylation mean ICso (nmol/L)

Parental Ba/F3 763.9 885.7 890.1 2774.0 11293.8

EML4-ALK V1

EML4-ALK
C1156Y

EML4-ALK
I1171N

EML4-ALK
11171

EML4-ALK
1717

EML4-ALK
F1174C

EML4-ALK
L1196M

EML4-ALK
L1198F

EML4-ALK

1. 124.4 706.1 129.5
G1202R 381.6 06.6

EML4-ALK
G1202del

@
kel
®

EML4-ALK
D1203N

EML4-ALK
E1210K

EML4-ALK
G1269A

o
S
z &
o @

117.0

EML4-ALK

D1203N+F1174C EEHD 2228

N
v
N

123.4 69.8

EML4-ALK

153.0 97.8

®
N
@

136.0
D1203N+E1210K

IC5o > 50 < 200 nmol/L

1Cso = 200 nmol/L

R 2. TNTNOMUEELCFERICH TS ALK HEED
IC50(Cancer Discov. 2016;6:1118-1133)

Reproduced with permission from American Association for
Cancer Research (2021)

(6) ALK @& EEmEFDEM

ALK DREZIEH T DHEE L TEN insitu)\1 T
14t —=3> (Fluorescence in situ hybridization;
FISH) %, Skt (immunohistochemistry; IHC)
/&, RT-PCR & (BEEIIREZED). BT/ (RILE
& (Capture hybrid ;B KU amplicon i%) 1'%%. &
BRESEDORMTEFFRICDWVWTE 3 [CFREDDEEEIT,
ETNENICDNTHERR T D,



& 3. ALK BEBEEFOBBRIEDRMN EIGFH

4-2.ALK

NGS NGS
s SR Rpsens Capture hybridi Ampliconix
PR RENDfusiont KHNDfusiont - KENDfusiont
e IRHETAE = iRHEAE
LBNBST, oy U ) BB fhDBE TR HOBETFERD
BFIL—F> EUTHETS LTRSS SRE MEBILTFEEBIC REELCTFEEBIC
ncwd HEMNMESND BRENMESND
T L OF =T DEGHRARERIC | UV F =T DERERRER(IC
BRWSNTZ ES]
FELTAT
FFPETRIRE FFPETHIRE FFPETRIBE FFPETHIGE
SaFR MEBETFEERNCET HRHSMT. RHBDORNAZ R HRHSMT.
WBDIF TR0 AT (CRIED DB 293 REBDRNAZET B
FEB R DFIED [EE BB DEFIED IEBHARADEFIED
RN WE HRNUE RN WE
% < DERE) (5 — > (L3t
RO oO—> ERRERIC EEs)
Ko THRERICKRSREN LEE R UWTAT fsb(C [Fmultiplex{t o188 B RUTAT MR TAT
BT ENFBNTND @D
PCR #4750 EH D
R, RN KA fusion (& KA fusion (&
HESNTND IRETERRLY R TER
TAT:Turnaround time
Break apartix No fusion ch:Js?t(i,\:‘e
1. FISH & ALK gene - % -:;)’;@
“Frobe . Probe = =,

HABRTSANILURE DNA FO—-J&IZEAR L TEN
BLRFE/IN\ATUFAXEE. TDSTF) L2 B EEmE
THRIDIHECTHD. AIPTIFE. Vysis®ALK Break
Apart FISH 70O0—7J3Fw  (Abbott Molecular) 72U
IVFZI VL OFZITBXOTUITF T/ ZA
SRMREE LTINS RER R (IVD) OERZEUEL
THEH, FEEAZTNTLS,

FISH @AEE UTIF ALK EBIGF & EML4ERTFICE
NENTO-TJZ2HBNT. INSHEETD2DEEETD
7535 (fusion assay) &. ALK EnFOUIM=RERTT 2
DOTO-TJZBNTHE. INSHEITEN THRODER
FERMET DI EEZERHE T DAL (break-apart assay)
(B 6)D 2 DHFIETB. LU, EML4 & ALK (&
BERER 2 BEBOLRIANEZSCHFELTND
DT, MEDITFILALELEDRD <KW &,
EML4 DA PREEDHEF EFRSRNT & IRENSIATE
T3 ED break-apart assay HMEONBZZEMNEFEA
ETHD . AROFNZITAERR & U AR SN FY
~E break-apart ZEFCTORETH B,

1-1. FISH DfzsbDigk

FISH (C[ZEFEDHRILY Y > EE/INS T+ > 218 (FFPE)

6. Break-apart JE(C KD ALK B FHEIEBRDIRE
BERIMRERAR T O-J&2ERJIENEERETSANILL FISH
ZiTD & BFBBRORVSS(FREFTNTIEL, ERDEHEE
DT FINEEZ DN, BILTEEBRN DD EFEERNDBEL THR
Do

ZEAN SN, DNA Dz IC(FEDDBUINI A
WRDB5NDZ ENZLDITH U, FISH Tl IHC £FF2
BEDEZ (4-6pm B) HiskdSND. Ffo. BED IHC
(CEERT R DBROVBYIRYDS > )\ O EEERZRVD
&, BYI U RS RS EANDT L, w3 RIBE
BEFIEZEMENEO— b RS RZ2RAVIRENS D,
HRENRXI— MRS RELT, MAS-GP O— hZXS51
R - FRONTIER O—hRXS+4 R, ISFFTORSA R
(MVRIEFTZ) > New =52 11, New >S5 111 (K
BEF) 1END D,

FISH MiZR53F(d DNA TH D=6 ZARAD DNA D
ALl < 2EEZ(T3, REAR (5 BUEREE) HIL
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NUSORBESED T EICKDBEFEE IR Z A
WERRIKIR(EICEL D C. DNA BiRER'EIE R EndT
H. CNSOIEEIFTEITDIRETH D, BRELTIDKX
SIPREE(CIR D TUF o LHEIREARZ RS T & (F#ET
DVENSD. HIC. MESEBEEARTE EFEALED
ISEBRIIRENNIN D FISH S KU HC (CKDARFINH
HERDEEEMEN DD ENS ERTDHRIRICTIE
B 2wENDD.

FUE(CHITD HER2 BEIZFBIBRER(ICDWLWTI(E. BIE
£ T D % 4 N American Society of Clinical
Oncology/College of American Pathologists (C&D T
N <HHESNEHA RSAUHRERSNTNS .20
HARSA>TEABRENTMS 1 BB SRS
NILNYYU S TOEENMEDHSNDINETHD. BEE 5-
6mm (CHILDL. 6 KFRELAE 72 BT ICBIEZ#& T U
RIINERSRVEENTND, Ffe. INSDOR™E (E
EF TR BESE. BEERRE) ORFERIT LD
EhDTND(EFN. RPEERSERLTHMS 6 BRELUAIC
FAMTET UIRITNER SN ERRSNTNS.

FISH (JEZREFHRBRNEIEETH D [EBHRORE
NEJRETH DM BRI TOBRRTH D HFBRMIREE
FHRREREA IR TH D, €D, EBHRRDEE
HUWVERSBITEINETHD.

2. RT-PCR (reverse transcriptase®~PCR) &

EML4-ALK REENBIEF (L EML4 W5 EICRES BT
DI, EML4 flE ALK RIICENZNT SAXY—ZREL
THIFIEEETIE PCR EMHNTEY . HhiZzED TR
SO>I &EEDFHC PCR EYINESNDIEI THD.
BFEEOSVEEORESEIFEND, =510, REHEE
DELY EML4-ALK Tl REEBMICEL > TEREQES
EMCEFNRVENDTSAY—ZALDR T, &L VR
ENESNSD, Fiz. HECKDIBERHNZES|I EH TR
EITDZEEUEETRILAF RLANILTOEGFEE
FRDFHZIREE T D - EBRIEEE/RD (™ 7).

U LRSS, EIRUTEKR SIS, EML4-ALK (C13%E<

4-2.ALK

s
. = €
g £ 8
P E Yo
fTwvgo g2
Eg o3&
o EL G o
NgZod
hwoaz
EML4 exon 13 ALK exon 20
CACACCT GGG AAGGACCT AAGITGTACCGC CGGAAGCACCAGG AGC
71 78 85 9p 99 106 113
EML4 ALK

Exon 13

sl b

7. RT-PCR EY)DOBEZIEERIIRELEICKLD EMLA-ALK D
variant 1 D&

DIEFEN'H DD T RHICRUTFZEZ(CBEIT D2REN
o3,

Takeuchi 5(FCNS5%ZEEUTEMLADI IV 2 &
IOV 1322 DDERABIDTSAI— ALK DI
V> 20 (CF>F 2 RBIDTS A< —%8 < multiplex
PCR TZ< D variant Z&HETE 3 EH/EL TS %

CDIHE. ZEfR DNA TIHESEIETIEER PCR EY)
DARETSOEHEZBR DIz, 184K & L TIE mRNA &
5L CAmMSNS cDNA 2RV 30BN GBS 9 PCRE
MOREZTESEIDZETED variant THINWZEHDZ
ENNTJEETH DN FFED variant @D PCR EPHKEL<
RDFERNKD (CEE T DUEN DD, Fle. ZOIE
T(IEMED RNA & EEB(CHEL RT-PCR DFEAMTHIGHE &
END. BED FFPE AN SEMmMED RNA ZHIHT D
DIFHEETH D . CDF57E% FFPE EARICEA I 2D(35E
tIT@un 10, FEfz. EML4-ALK ZRET D KD(TERE
NIz PCR TS+ —H'5(d H KIF5B-ALK X° TFG-
ALK 7R EDERRR(FARETE T KA D/ \— hF—(THE
TERNEND T E(CBETIUEN DD,

2-1. RT-PCR D&

U7 ILFA [\ PCRIFRFIBE LTz > ) (A > 2 iR
& LT, 2021 ££ 9 BI(ZT AmoyDx®hififE <)L Fi#5F PCR
JURIL) BMRBREE SN, IRTE 11 RSAN\—EEFD
ZERERBCREITIZENTET. D55 7 RS5A
J\—iBfEF (EGFR/ALK/ROS-1/BRAF/MET/RET/KRAS)

BEBEEIROMNE DNA->RNA->F )0 THDIM,. L ~OTAILRAENDND—BEDTI)LA(L RNA KFHE
DNA ERkEEZREED TL\D. CDEERR(E reverse transcriptase(FERSEETR) &LV D,
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[CDWT. FENVRRAE(CH TS 13 DIEMIEEEDE
ISHITE(CAWD Z ENVETRE &7 D fo. EBRODER (DL T
(E 2. A AR—B—REBDORNEILF T LV IRE
EFEA] [CDVWTEERENZWL,

2-2. RT-PCR D&tk

EEHh B (C(IREB RN S TN TVIZHhDIREN T
SRV VWNCZDHEEZR DN EE LD T B,
BARE(C(E, BRAAREVE. RV 2 EIE T D& (S
RBKRDICHMZIREIL. BESIC RNAlater 72 ED RNA
DEREERITUIRE I DHREND D, F. MIEZIRIETE
£B® PBS TXE#H U TESBMRODMICKRD 22 <
IWENHD. EGFRBEFEREIY>TILHS DNA Z
M U THERT I D1 ALK TIERNA ZE & ([CREITT 2D
T, RIKIBENRRZD ZEICEBERMBETH D LD—
RRE72755E E LT, FEB R —8Z OCT J> /(D>
RICBEL., REEVFZAVS LT, EBHRICEAT
RN SIEIREY(C DNA B U< (E RNA ZHD Z EH'eJEE
ToHD. Flo. AFTEG, EiRfB. Uk &6
RAWBZENTEDN EEMRNEIRE (CRS A BT
BT DS ZOTILI—ILEFEER SRV >
ILEIRD,

3. IHCX

ALKIHC J&(&. Z08aEEB I D/ \(BOREICH
FATH3M. MREICHITSD EMLA-ALK (. INFETERS
{ERHMIRRELD > ) BE(ICAWTE Tz IHC A TIF&HENIC
<VNZERDOMD TS 22, TR B (CH W TISAE
RCEBLENIZIHCENRE TH D AIBICHNTIS.
ZFLANAABA IO RO ER T 71> ALK
IAEP®Fw Y. Ventana £k D OptiView ALK(D5F3)
PO IIZAARIZIRFE S U T IVD AR ZEF L TLY
Do MEREFERI MG U TDERTH>IEH. E5507F
ARCBNWTE. PLoFZT . SUVIFZI D=
MIBTENTED, CUF =D, OLSFZIBKLUT
UOF =T (DT OptiView ALK(D5F3)DFHEIED

4-2.ALK

FHIFCAWD ZENTED,

3-1. &K

FISH & & (FERARICREBUIEARICK o TRFHR
END HURANE IR (C K DEUIEMAR B ZBh Lt I B/
&, = hASA RISRAZAVDIBEND D, D &
B 1 RORFUEANSNUL HC (CKDRFINBIEETH D
M. FISH 1R ICEBF CRPBERZEOTHE L &KLY,
BEFRZEDHT 3~4 MORREANLETHD. ER
IBRE. CN5DS5MD 1 % HE RE L. [EEHiRDF
TZWHRI DI ETH D, 15(C TBLB EFZARTI(E, FRIEZHR
DRICEBUY U THERUZERTIBBEBEANFEAL
RO TZD EBHRENERLTLES ZENHDDT
EREEITD.

IHC AT, FISH AL D B HIEEL T DA E]
AECH D, BHEHREDZ ULLIRIKICEWTEMITTED
mRIFRMERD. HB#OBEEICDUVLTIE. FISH DIETHE
LIzEB D, ASCO/CAP [CKBDEHERREICHITD
HER2 BREHN A RSA > (CHE> TREZITD T LNk
5Nd.

3-2. FURAELIE

MILRUEETIE. F2/INOBICAFL OGN
mEn., SNICLKDRRVARRIGDET FURDVAF>
D) MECDZEMMBNTND, FUREIELE(F. on
=BRSSO DR RIEIR EE RV TR EZ
EETDZ Lz ALK REDOSAEFELEERRAS
VRN EEHDADTIETH D EAT DHRE
PIER(E, REERICKERFEEESZIDIIENS, HE
(38 U Tz AERDIBIRN AR R £ 18D . COERBE TR
RBI D2 ENDDOT, MEBSLEACO— Nz XS
A ROSRZRVWBIRENDD.

RN S =115 DNA (4 genomic DNA (4K DNA) ThD. TNICIFI/I\OBERDEETRIERDED (TUVY)
EAVINDEITIFEERENIRNVED (1> bOY) WHD. I /\OBEKRDEIICET DNA (EX W=+ —RNAMRNA)ICERS
(transcription) E=N3H. CDBE > FOVEDINARIEL CEEESND, CNEIXT S > (splicing) EFER. E5(C mRNA O
552 )VOBNEHREINDBIEEER (translation) &LVS, RNA h'5 OB IEEERZAVWTER S/ DNA %
cDNA(complementary DNA) &L\, f > RO ERSIHYRL, SHUTHT U TERER DNA Z gDNA EEEHT D ENG B,
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3-3. BRHhFY MIKBEN

IAEP Fw & OptiView ALK Fv N T ZDREHE
NEIXD, IAEP Tld, —ARMIRRERE ERIFEOREREE
ET. &I ESTFILAREFDWIEDH T, IERFEN/N
W OISO RSTFIUEPIRN,

OptiView ALK v R TlE, ST FHIUBIRDIZSH Ry MK
(CHREEN. STF)EEFELS, JBRFENS T FILEHE
(MEEIN'EGD D >,

3-4. BREE (BRE)

BEOREIL—FUREBETHWLWSNTWLS IHC JET
(F. RUN—FREDREENRANSN TN, FED
ALK THC [CBWTIBREEERAVIHENDD. IAEP
Fv hTEYU>A—ZEN (K 8). OptiView ALK Fv
T}AASIA RENHEVLSN TS,

EROMRIT—iE

U oh— ek

FAFIA PR

8. RERE(CKIDIBRE
M THBHEORY Y —&E EREEREDENVERLTWVD,

4. NGSi&

Z> <> Dx Target Test ¥JLF CDx X5/ (B
TF. A>3O<-1> DXTT). Foundation One CDx S*A%"
JALAT7O7J7 1)L (UF. Foundation One CD x)
Foundation One Liquid CDx HNAZ ./ ATOT 7L

(BLIF. Foundation One Liquid CDx) GenMineTOP A%
AT ALATOT7AUSIOSAFTALA(U_T.
GenmineTOP) AR A /\D NWRIL Dx ILFI>
INZAZBUIZ RS A (T OO R RIL) RED
AN ZAZMT R b ZEAREBLEF/(RILRED
IVD £ UTCERAISN TV . BREFE TIN50
SR ARIERY (T U CTFBIE &R L TH D, 5¥iH
FENZESBENIZL ALKIRBEICSWTNGSEELT
> TEMRLTFRSRVDIE, A>ON-r> DXTT,
) NRIUET7> TV -T2 A TH D BR

4-2.ALK

FORMEETLFUMREATERVDECH L.
Foundation One CDx &K U Foundation One Liquid
CDx. GenmineTOP (& capture hybrid SZZRALTULD
2. INFETHRE=N TRV~ b — L OREE(R
FERHETEDIRTHD. AZINA> DXTT KU
Foundation One CDx. GenmineTOP (ZWL\F'NDAEE
20%B E. O3>0 MG 5% EDREEHRER
ET2HIDIRKRCH LU TDTRANTH D Rk ZiRET D
A CHREBEZHECKI2ERZNMIVETHD. Tk,
Foundation One Liquid CDx (ZIMi&i&i&ZERDT=8,
IRARDIRENCE U TREMEME IR ULPTLENDS A
Uw k'@ d—7AT. ctDNA (circulating tumor DNA :
M PTERIER DNA)DEN T +DIMEE ., [ERIMRERER
WESNIRWTTREMEN S D E(CBRIDNEND D &
5 (CHBRAR & MR ICHE T DIREBRO—BEEF
74.6% T DREEH DIRBERBROBIRC(TIEZET
3%

5. FEERDEIR

LD ALK REEZMITI DI2sh. FHitIBRER. ¥x
REOYIFREREAR . NRIFH AR (K D/NERE
. B KHRRESARAIR R 2 IR ALV BN TWS, &
NS OME#MA ICIEERRNASEN TULRITNE., ZOMHEHE
NSESNBRIEIBEKREELT  AREDRERICERD,
EDEH. ALK REZEOERACIS Ul toE0EE g
PIREARICEENTUVD C E2REBEPINER T DE
NHD. BIZEE 9 DRENESNITIHE. I TOES
HR2 T FISH SAIC KBS FHIVBRENTJRETH > TH. MR
ETHD 100 EofEEiadsSsniance. REEZ
W CTE/z& U TE FISH JEIC KD ALK @B (FRERIARTT &
FHEINRETH D ENTNDIREES EDOBEH L TDE
BZER 4 [RUTZ. [BICHROZEMNEMERZEDE
IR ST DIRERD DX T ALK BB (CHENZIRED
RESNBIRNETHD.
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9. TBLB [CkZHEMIRAD—HI

IESHRREREMBEADY > /INETR> TERLTHED, RER
& (TTF-1 B4 EHDETREEZEHTESN . +oRMERMR
M/SNRLVZS. FISH JEC KD ALK R MMIIFREY) &It
Niz. ALK X bRAORKIRIEBE(CK DN BENHS.

5-1. ©LTOY OFRDHEERE

HEHZ S EICUBATIEVWINOREREAEICHWNT
BRIV (B 10-1) . HRATERTRIRETH
3 (X 10-2), BIKIERARE DHIBRIADH T, REHW
ERBEGEILIIOVIDOERDEREREIN.
CAP/IASLC/CAP DA+ RS54 > TH. EGFR ZEEIREF|
AEE0HT. AAT7TIFRL., ©LTOvIICLDiEs=E
HELTWD. Lo lzAILTOYOZERLUTUERE,
MYz - R LREZXBI T DEHD IHC ERE. EGFRE
FERE. ALK IHC AB KU FISH HRE. IATICFHIA

£4. ALK TR MCRQERRENIESHRE

ik AR 2

FISH%E 10018 200-5001E £

KRN EBEREE

4-2.ALK

IR T D I T OV IDIERICE L T (3R Z 1275EN

BusnTuLah, FEEEFEnTULVRW, FISH 70—

JF+w s (777Ry btt) D 2014 F 7 BORIXEHET(C

VN, JSARIKR(C FFPE flifa XL w hhSEMENnzZ &h

5. flifgzARILN YU D EET DIERIEZEIRINETH D,
REHIRFTECDNTERS ([CEEDHT,

"5

YN TOHIRE TEHIERI AR S D FILAME S NB DT TR
&, ER(CEFHBEDEEMRNBE SRS,

IHCE BRCIEGHRCEECE3HMg1E |100@M L

T=FI 70 NEFIUIED. HIERADIBIERE LM T
5D EERMIDICHC(E. HBHBEREHIIEEHIMCTEDE
BRENVE. Ffo, RERBCED TTF-1 BHFIR DA
ADBY—A—BERR Y TIILEEOHCEERSEMR
L7133,

RT-PCRiE | 1% EDIEEHMREHEE

5% FDfEBleERER

EML4-ALK D BE, TS5+ —EFIDFHENS RT-PCR AR
HTRHENEL. UNURH'S, Ml TR ICIERHRIEEE S
T E 3D, MEERICELDN. BBXT 5%ULTHD.
FEEZBatErR R U T DREREBERN 2V 5 e D

NGS% 20% A EDEE S a R+

20% EOREB R A E R

Hybrid Capture ;&8 KU Amplicon SEWVTNICHWVTHEFY
1) — RN 1000-2000 TH D, EEDWEEREE (& RT-PCR &
KDESICHEL 20% OFBEEEENVELEINTND

(% 22O NIV 10% MLEDIEBSEE) -
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x5.

4-2.ALK

RENREILTOY IERE

RS > 5%

a.

mizE

P oo T o

©

BT TIVETZ(FE A hRREARGZ, B LIEDZEDFIFED LRVWKS(C. A5 RIS EICEHMNCUERT
EEGE

BUBNESELRIC, RS REERRLIY/—ILICREUTEET 2.

BIENHRIDD e S ARDFE T EEFFNCAXDA TN L, EREREFRICAIET S,

~O>E>iE

HREE2A ARl & 2, 500rpm T 10D = D DB (CHMNT Do

LRERORL.

2RDLEE ENRY FTHRMONF1—T (TR RILITF1-TRRE) NET,
200uLDMIFZENA T, FEAZERBIFY—CTREMNI D,

50uLD O E>ZNMA T, EAZERHIFY—TREHI 5.

SAZSDREA >FIR— T D,

TIUE Uil aiBshiAs oty b 2DDT 1 I)LY—/\y RD/R) (AN, Aty &L 3.
10%EEMNILY Y RATHMRZETES 5.

BIESAZERDE U, EROIMERERR(CALET B,

FIFHF MIUDLE

a.

® oo o

TRARIRIADER IR Z. 10%FEE/RILY Y RATERE, FilESE2-3RHEE T D,
EODBIEC K> CEEMRBDORL Y hEESH, LYV EBFEEFETEEL. REKTHEFITS.
EODBEHECHT, RLw bZ0.5mLD1% P ILFZEEF NUDATEZESES.
FHUDLRILEDA (M) ZERICMR. FIUESE S,

TIUEUTeM R EHF CIRERL . EROIMER ERRR(ICAIET B,

INIAR>F ik

a.

® oo o

TRARRIADER IR Z. 10%FEERILY Y RN CERE, FilESE2-3RHEE T B,
EODBIEC K> CEEMRBDORL Y hEESH, IRV EBFEEFEEEL. REKTHEREITS.
BRODBECHT, Ry bEIILOYSF>-RILYYU SR (HOLDGEL 110: 7 7788#4) (CHIR D,
A5 =)L ERL. JILORF > =2d)IULEE S,

TIUE UMl E it 7 THRER L. SEARODIMER ERIRRICAIET B,

IASLC ALK/ROS1 Atlas &D
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4-2.ALK

A B LCE

oSS

S8 T YR T T T T T T

e T e e e R e
b A EERAE s S 05 8 8 SRS (1 A N R SN MR RS R

10-1. SREMTOREG

O, W2t W RS

B "':.- ‘-I"..‘_-' &'P =

i

. '1-'-"‘.‘!.‘."-":: e wy e, Uil Ve L T T e e ]
ey by T T d »

- et W oy . L :
e e . e M AT N e e et <

10-2. #REEZTILTOY UICH I BRI
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(7) BRO®BS

FEZ DD FIRIEZITORENIRRE CERIC, ALK R

BE. ##TaI(preanalytic). #&#fr(analytic). #&5R(results).

HKUEHIR / #& 5% (interpretation/conclusion) (C DU T
UTORBHEH SN TUVDREN DD,

R o> 3>

BEEBERS JFOEAROIERS JLUOZHOMEN TS
N23RENH D,

FADIEME | UIBRMEAR, VIR, iR (RESR
BREXER $HER). FNA MRS, RIRRIK(RK, &
BER)

RMOIRHIRE « NILYUCEEEAR wLJOvo
BAR. INSORFUER (BADERZLHIT D)

FE/SHIRE DM

® [HC . FISH &, HKUY/FE(E RT-PCR IEREDT
DTHRIK(CTDEDESHRRN S D2 NENZFHE TS
zH®D. MERTOHRESNIEEMBIE (WA
DIRTORELE UIZEBMRORD/ (-t )
BLUZDOFHEE K&

o YUOFA U A IREDFEICKIDIEBMIEICE
ATZREIBZEBIRUEAED 0 MfT LIRS T 0%
@ DNA/RNA DMt N2 #E c DIEEMRElS

o IRIEDEHE ., KAEMHSHE. R, 8SRITHE#D7—
1 J7 0 hOEE

o BN BN, BIBAREEBEEY—H—. HIX
(F TTF-1. p63/p40. BIUILRPE(CLDIRETER

BENRERDEYME © [REIGEE] H300\E TR
i (suboptimal) 1dD3l. NEL)TH > IZBEEEDIER
%i"ﬁ&%o

i A

FENTEOREBES SUZMBE L EB(C. BEARE
IMREFIREH SN D . BREDRBEEREOERORE
(CER T, BIDREREER MM ZIT O TCDMERTED LD

4-2.ALK
[CHDRBIRERIIRETH D,

® ALK FISH % : EREERS JUGIEERHIE (CEMR
SNDEUEAE

® ALK IHCE : EREESR . FUADRE. 1>FaN
—2aVERBINERE. BLUTRSITFILDIESE
AT

® ALKRT-PCRE : Bk, TS54~N—. JO-THKY
ZORBMI> bO—)L. FTEDIRERE

ALK BRE(CPRST . BEERIECFREDEENE
RCTHD. BEEEDOEM. M7, BRICDVWTHE
[CEEEINRETHD.

HRtwoz3>

RERERZELHIT D, BARDN OEARPZTDERE
PONSRVWNUT S MREEEFEND. ERITHEE T
HDHEF. TNZPECTHINETTH D, BRI E
BESLUEFNOREENES CRERZEBETCEDX
S(C ALK BEBELFBHEIEBEE UTHRESNDA
ETTHD. Tz, /FLENTANNBWRC DOV TEELH =N
BINETHD.

® ALK FISH % : BRATSNITHIRROBE KUBRME/ (5 —
SERUHROB /-t~ FEEER/ S —2H
HFoENEs.
Cytogenetic Nomenclature (ISCN)I(C k2 FELH'ia
ENBARETH B,

o ALKIHCE : [FHEEHR/ (—t> b RERE. &
KUORE/NF—> LB, BRISBEE. BBEFzEET
lFREEE U TIRESNDIRE THD. faRMTHhAEE
DiFE. TOEBRACDVWTHAZIRETH D,

® ALKRT-PCRE : cn&EFT. INNUP> h 1] xEEER
gencEren me/N\v—>. FIRE EML4-ALK
(E13;A20). [CDWTOIBHRBMITINZ D Z &N H#EE
=N T W3 . (F 87 da & F &
http://atlasgeneticsoncology.org/Tumors/inv2p21
p23NSCCLuUngID5667.htm| TAFEI&E

® NGS & : BENRELRT/CRIVIRSEDEHICDNT
DR (SR> EiREHIERA NS > 5,

International Systems for Human
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AR/ Hism

UTDEBENEFENDIRNETH D,

B CTHAELUDLITVEEROEIR: CNELFRER
ROEBN. ALK BERSERCRITITDNE L (HEH
ITRINDOE]EEME(ERRNIET > XZZERBUBNS)EE
FNd.

HMIABE T o IEBE. B—IEARTOBRADRE®
fDERZ FWEARET DB (C DWW TR EH INDINRE

T@%O

(8) ALK EEFREOFZIIUXA(E 11)

CNFT ALK MEBLFEREBICE, IHCICLKDRYD
U—Z>20%570\ BiETHNE, FISH TENZERT
BVINTUXLNANSNTE Tz, ALK B&EBERFHME
FE/)NHRRAbE (SFE)HRERTIE D 4-5% & 58HD(CTE T

NSCLCRELY
NGSARE [T+ /aBftits At
HDIGEEIMultiplexig B =125%

Muilk |p||-" Wl B [

S0

ALK a1t

B A L T THE or FISH Y OB S0

i IR A L T

CGPIET

11. ALKBELEFREDOTILIUX A

4-2.ALK

HRTHEORNWRT Y —Z2INERKRIICROSNT
EEh5THD. UNURHS, THC & FISH ([CKDHER
D—HEIFECE L A—ENG O ILHBEICEEDRA
[EDVWT DT BEA TS CNSDINDZELZER
[C. CRIEMR CAP/IASLC/AMP ELFAERBEHA RS> T
(&, ALK IHC % FISH (Cii NEEBIROFER LT
IRMEREERT LS ATITAvILE2I—-TRL
fzo Fzo KE FDA BIUFFCHWTE., O2/(”TA
S EZMRDOUBEN TN, IHC TOEREZEIRNBJEE(CIRD
feo UTZAYD T CNET IHC BEAENESNIZRIC
IO TVWEFISH @wEBE SN IAD Tz, Fe, TF(R
ALK BEBIZFREREON DEILF/ (RIVEE (NGS A,
RT-PCR %) O/ ZAZBRELTMNDD, NS0
EROHF CHBRERIRAGE LD IS,

ZERIEs -
Multiplexi®E (B U IZ@ANMEOSEL &

ALK-IHC
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NS5 4 DORBEFEERNDCENTEIN. =N
TNORET. . LUTF D pitfalls BH D ENMEISNTLND,

IR EREEICH DB E(E. €D
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T790M ZERE & U TERESHRRZAVWOECFREDERZEM T BRILIT+DTH S,

4-2.ALK

H#ESZE

i <HER

BRI — R

SRR

BRI — R

EFﬁﬁﬁ)u_ﬁﬁg

BRI — R

2

SRR

BRI — R

gf‘ﬂﬁrsﬁ)u_%ﬁg

BRI — R

HEZ

HERERL

gf‘ﬁﬁ%}u_ﬁ.ﬁg

HRERL

B%ZE: FISH, fluorescence in situ hybridization; IHC, immunohistochemistry, ffZ#Ri#i{tFHIARE, TKI, tyrosine kinase inhibitor, FO> >+

F—CHREE

"1REE: BEANRREREDSAICDVTIE. CAP REREICHIFINTIREIH RS> (Arch Pathol Lab Med. 2014;138:1432-1443) 73
ERBRBLU. TORIREIETD & EBICEERERNEENS.
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®2, HEEORE

#®HFIU—

SRUNHERE
(strong recommendation)

RS

B (C B DIFEDELTRED
THEISD 5NDE L L (FTHh7R
WRS#EH5N D,

(must, shouldh"&%EN3)

4-2.ALK

B0

e cEsd (BL) BLL (@)
12 (P&EE) 0BZEOEIEST
SRIELO>TEMITENDN. &
S5PpBECHDASHIRENHD

B
Ho

HEL2

(recommendation)

FHE B DIFE DB FRED
T EISD SNBDE L L (FThRR
WRS8EH5N 3,

(should, mayh'&£Ens)

TES>RDE (REEDEM.
EVIEENM) Ihge. ffifE. B
DINS RTINS DB
EENHET D (CEDIRIN DD
I el =

HRf—RER
(expert consensus opinion)

FiE (C B DIFEDBIETFRED
HEATHEIHSNDE U < (FATHR
WK S#EH5N 3,

(should, may "&FEN3d)

IES>XDE (EWELLED
RORVBIEHS. EVIBELE)
WIngE. fiifiE. BERD/\S>XI(C
ERRHENG DN EEDTI>
TIHIANERTDHNEN DD E
EEE =D

HRRU
(no recommendation)

e ([C BT DI EDBELFRE(C
HEBAMIRON,

WRZITOLITOIET >R, H#
HI=V=VAN N s Doy

iB# 2. ASCO Endorsement of CAP/IASLC/AMP Guideline

128, T CAP/IASLC/AMP updated molecular testing guideline (& ASCO (C& > TERBSNTLBH O

RIMIEE STV D,

2013 FDHA RS> DMIREK (R 3)

1. ZOfhOMRESIRA—> 2 AL T7:

 HUFo

HE: RIBE LT OY VM2 AX PREZE/ A AR - D — B FREACEUREE L TRWS L

AN G

FUWHARS1> (R4

#3. BRAF 7X b: BRAFRRE(E. BREKRRICHHNDST . IRTOETIERE THRITSNDINETHD. #11. iR
REIRDER (CEHUTEEGF/\ A ANYN—H—REZHBITLTEXL.

a. lRERD ZETHE

b. EIHIRET. BRIREVEFHEN'S RS/ (—ZRZH I DURMNEVES (BIRF 50 R T OFHER

BEE ~JERYEER L
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4-3. ROS1

HAMEFSNIMAN-H—-E&RE
EBEICBIDINAAY-D—IRBEOF5|E

4. N AI—N—REBOHRERDEEF L EDRE

4-3. ROS1
(2024 £ 4 AETR)
B X
(1) ROSI BEBIEMGTF DRI ..o 2
(2) ROS1 RtEEGEF IR EEDERARIRIREFERIFM ..o 3
(3) ROS1 BAZEFEMERARERER ...........o.ooovoeeceee e 3
1. DJUYFIZT (CrizotiNiD) ....o.ooooiviiiiieiiiieeeee s 3
2. BUFZT (CeritiniD) ...oooooooiii e 3
3. IXBPLIFZT (ENLrectinib) ...oocoooooiiiiiii et 3
4. DULSFZT (LOFIAtiNID) ... e 4
5. AL RLIFZT (TaletrectiniD) ..o 4
6. LIRPLIFZT (Repotrectinib) ..o 4
(4) ROS1 RAIEGFIRTEEITIBEEDIAMR. ..o 4
(5) ROSI BUBIEIRTDEEM ... 5
1. ROSI RUEHE R TFOIRIIE ..o 5
2. RT-PCRIE (AMOYDX L) oottt 5
B FISH T oottt ettt ettt ettt ettt et eaes 7
Q. THC T ...ttt ettt ettt ettt et ettt ettt et te bt te et et aeete s ens 7
5. RIVFIBEFIRE (PCRIZE/NGS TE) oo 8
BEESTBR ... 9

BAMEFSNAAN-H-E&R

A BB, Te WT, #F V-, A 8%, Bh X0T, &8 A, F8 f-, R
F—, 99 Hi—, B B, =5F e, S R, KO8, EK Sh, 26 -



ROS1 (1> RUSERHD T I7 ZU—(CEL. Hif2
DIBTES LUHMEICHS I dREEECTFREGREFOS
>FF—UTHB. ROS1 EREX 11— RIS ROSI i
LF(ERER 6 BHEREB (6g21) (CAEL. &K 127kb.
44 TOYV> 5B L. 2003 £E(C Charest 5 12 1%, ##
ZBTFREDMAREE U118MG ([CHBUL\T ROST BIZFN FIG
BEFEMELTVWBTEERR L. TD FIG-ROSI &
LFREIC KD TROSL FFH—CHEEN(SEE EEN.
EMIRADOHE BB EEE 5T T ENRESNIZ. TD
%, PRk IR R BE (CH VWV THE L D ROSI
MEBLFIAREESN. CORMEBGETF RS CFR
WD CHBERe - ER ke ZE ST & FL
EN5(E ROS1 FFH—CDRECKL> TIFHIEND S &
WREENZ 34, =5(C. EZR-ROS1 Bt&EEIRF & il
ITRMRICERRASELE NSO R T TV I IR TS A
BRENERESND ZEBHRESTNTNDS . NS5O &
M5, ROS1 BEEETFE EGFR BIZFERE ALK &
BFERULDIC IFNARRMEDEEEN & U TEE
ENBLS o, Fiz, PEBITIESDH. BE. K
Py, REEsE. TREEE. ARG RIESFRRIES. mE
MIERETH ROSI MEBLFOEENMRESNTLD

6,7
°

(1) ROS1 B&SIEEFDES

ROS1 R&ELTF(d. ALK BIGELTFE LRERIC. 2B
RDER BB IR KIR EC K> TEGFEBRNRES
D.ROS1 BELF LA DI\ — M —BLEFHRET I
ETHEUS ©, ROSI ARG (E RNA LARILTIOY
> 32, 34. 35. 36 THH. LWINEFF—LHEED L
RTHDeHdFF—CHEENMRE SN EEFTRET B,
ALK RI&EIEFEHEB LT, ROSI ERETD/\—hF
—BLFEE L INFETITHRA /N — hF—B=FHER
gEINTVd (K1) 3910, I TEME CTEEE (CREE

N3 ROS1 D)\— bF—BEF(X.CD74.EZR.SLC34A2.

SDC4 THD. 2D 4 A TH 7 BlE LS (K2) 1011,

ALK RI&EETF ERRIC, coiled-coil fElGEHE TS/ —
hF—EORETE. COMBHCKD ROSL @ET>/C
DBEDEENR BN ROST FF—CDERIES

4-3. ROS1

Exon 6 y Exon 34
D74 2 |2 kinase

Exon 6 § Exon 32

CD74-R0OS1 (C6; R34)

CD74-ROS1 (C6; R32) £ 178 kinase
CD74-R0OS1 (C7; R32) 717F kinase
EZR-ROS1 (E10; R34) e2r ol Kinase
SLC34A2-ROS1 (S4; R32) sicaanz  Eb @ Kinase
SLC34A2-ROS1 (S4; R34) "4 "Kinase
SLC34A2-ROS1 (S13del2046; R32) TN winase
SLC34A2-ROS1 (S13del2046; R34) T 8 idnase
SDC4-ROS1 (S2; R32) soca’ b F Kinase
SDC4-ROS1 (S2; R34) "
SDC4-ROS1 (S4; R32) "% kinase
TPM3-ROS1 (T8; R35) TPM3 G Kinase

Exon 6§ Exon 34

CCDC6 [GEd@iT]s  kinase

Exon 4 y Exon 34

CCDC6-ROS1 (C6; R34)

KDELR2-ROS1 (K4; R34) KDELR2 | % 15 Kifase
LRIG3-ROS1 (E16; R35) LRie3 "Bl “Kinase
GOPC-ROS1 (G8; R35) GoPC [ BB I Kinage
GOPC-ROS1 (G4; R36) B} kinase
LIMA1-ROS1 (L10; R36) LIMAL " iinase:
MSN-ROS1 (M9; R34) MSN " o inase
TMEM106B-ROS1 (T3; R35) T™EM1068 | kinase

CLTC-ROS1 (C31; R35)
TPD52L1-ROS1 (T3; R33)

CTLC | kinase
Exon 3 g Exon 33

TpPD52L1 <] 2 kinase

1. FEICHITD ROSI GBI TFOEME
(Xt 8 £DBIA. WZE)

SLC34A2
12%

2. FECHITD ROS1 BEBETFD/(— b —hIsEE

259 EEX 5N 3N, coiled-coil fBIFEB TRV —
F—&d ROST BEIN\UT> hEZL. TNBDFF—
TEH O FBASNCENTORNWEDED S s &
7z. ROS1 FF—CDEMHL(C L DHMIBDOREERIAL,
MAP-ERK kinase, SHP-2, STAT3, AKT 72 & D F R
RIS JFILOSEHALIC LD TERSESNEN 121314
EIRRVNC &(C. ROST FFH—CEDTFRTEELE=ND S
Fl& ROS1 H@tE T D/\— hF—BLFOBEICELDOT
KIRABJAREMEEREEINTND 4,



(2) ROsS1 @&hHEEFIEIEE DR FRIEF I

ROS1 Ri&EBCTFOSEE IRkl DH 1~2%T
HD. COEE(G. BAZEOHR7 ST EHKTEEREE
ETHD. EGFR B FEEICRSN D XD AERIZE
BRWEEBZBSNTWVD., Fio. ALK Bi&EGTFHREME

(ALK i) CRIERIC. B, ik, IFBYEE(CSZ N 10,
RErfE A% < | ROS1 REEEL T DEITRE DK
3 EI TR CAMERE R RO D SIRESN TS 10, fRiE
AL & LTI TTF-1 BBIEDRREN'S < 1015, ALK filEE
EEHRICIRIBTREY & LT signet-ring cell 2 mucinous
cribriform /X5 —>%893 solid F1TF(CZNETD
HREBHDIN VI, INSOFBEESRVEY. /T
FReRE. ZRE. KRR, BRI OIR Ml T
H ROS1 MEBLTFIRESNDTENHD 10 IR
HEZHHFHDH T ROS1 REEGFHBIERE (ROST A
FE) ZMET D LI TH D, =5(C. ROSI MEE
EFIE EGFR ELFERY ALK REEICTFE SRFRIC,
ZTOMD RS A/ —BIFEE ST (CHMEERBER(C
»3 1

(3) ROS1 FHEZRDEEAKRER

1. PUYFT (Crizotinib)

ROS1 IEEBDEE L. ALK OFO>>+F— U5
HEBVEREEBLTED V. ALK oFO>>FF—
CHERBEETZUJYF=I(E ROS1 FOS>FF—ED
FEEEEET D8I TNz UV FZ I DGRE
[4B58% (PROFILE1001 FER) LA TJ7/R— ' TIE ROS1
fiEz 50 BlD S5 TE2E=N 3 Bl 8h3E=3ht 33 BT,
ZMEIE (ORR) (d 72% (95%(EFAX [ [CI] 58~84%).
S=5NHARIRIME (DCR) (& 17.6 # B (95% CI 14.5 &
A~RENE) SIEREFRRPRE (mPFS) (& 19.2 &
B (95% CI 14.4 #B~*KZiE) THoz '8, ZORR
#EE(C.ROST FEICKH T Z0UVF =T (F—aU®)
DEISIEAN. 2016 £E 3 BICKE FDA T, A8 A&
BRI EMA TREGR STz,

—A. BHAEEESOET7ZT 4 HE (BA, 1E. EE.
BE) ([CHBWLTIE. ROSI FE(ICHTDIUVIF_TDER

4-3. ROS1

PREE I1AHEHER (0012-01 3KER) AMfTHoniz. EMR 26 Al
ZEOET 127 PIOBENEFREN. TE2ZHH 17 FI, 2B
DEMH 74 HIT. ORR (&F 71.7% (95% CI 63.0~
79.3%). mPFS (% 15.9 48 (95% CI 12.9~24.0 &
A) &b vUVFZIoBWVEMENRENE P, &
DFERED. BHETE. JUYFZID ROSI F&EE
EFBIEVIRAEEREST - BRI/ AR N\ DEEIEA
nERENE.

2. EUF=7 (Ceritinib)

ETHRD ALK EERETHDU(CFZIE ROS1
EEANS D, EET ROSI fEICHITIEIUFZTD
BRPREE 11 AEERBRNMT N 2 ZTDREER. ORR [ 67%

(95% CI 48~81%). DOR (21 48 (95% CI 17~
25 8). mPFS (& 19.3 #8 (95% CI 1~37 +A)
T OUVFZT LFEFRSEDHRIRD SN, ALK
iz (Cx I 2 UF =T REEBRICHICRRBENZ <
Bansz (TR 78%. IBR 59%. BERNE 56%. IEMt
53%%). eDRTUF=T (&, BEINENMOEGRRENT
DI D fzfzsb. ROS1 FE(Cx I B3AEEE & LTIk
BENTULRL,

3. IR MLIF=T (Entrectinib)

IX~L2UF=TE, ROS1, ALK, TRK OF+—1H
EETHD.ROS1 RICH T DI S OFZTDE
4(%, ROS1 MEELFHRIEERIEZMRICITONIIZ 2 D
DERPRES 1 485888 (ALKA-372-001. STARTRK-1) & 1
DRSS 11 #8588k (STARTRK-2) Dft&HEMT TS
NTHD.ORR (& 67.1% (95% CI 59.3~74.3%). DOR
(¥ 15.7 4B (95% CI 13.9~28.6 4 A). mPFS (& 15.7
#B (95%CI11.0~21.1 ¥ A) THoi= 2. Fz. T
XL OFZT FHEEERADBITHRVNESRI & U T
SNTED. COMEREATIE. MEFBE(CHIFTSD ORR
" 79.2% (95% CI 57.9~92.9%). mPFSH*12.0 &
B (95% C16.2~19.3 ¥ B) &IESNTND 2L, 58E
DEVWVEEEREUTE. KEREE (43%). FEEHE
LY (35%). fEH (31%). &35 (30%). TH (27%) &
HERESN TS 2L, CNSDIRKRERDIER. 2020 £
2 AIZ. IXSLOF=T(& ROS1 REELFBRIEDL]



PRANBE/EST - BRIF/)VREADEEDIGER & U TARR SN
7z (2019 £F 6 BIC NTRK Bt& B FIBIEDEST - BRED
BIFZEDEEREE U TCERRSNTID).

4. OJISF=T (Lorlatinib)

ALK FEEE THZ0)LSF-JH ROS1 F+F—UHEE
YEAZB L TUL\D, ROS1 FEIC I 20OILSF =T Dif
PREE /11 AHEHBR T (&, ROS1 AEFEKRAEH (N=21) (C
HBULVT ORR (& 62% (95% CI 38~82%). DOR (& 25.3
A (95% CI 7.5~31.9 4#A). mPFS (& 21.0 58

(95% C14.2~31.9 #B) TH . VUV FZIJBLEE
51 (N =40) (C3L\T ORR (& 35%(95% CI 21~52%).
DOR (£ 13.8 48 (95% CI 9.7 #B~kEiE). mPFS
(& 8.548 (95% CI 4.7~15.2 #8) THo>i= % *
REESER(E. 5L XXFO—/LME (80%). & TG I
fE (61%). JFHE (40%). FRAHMIREE (36%). RN
BEANDFE (27%). AREIEN (23%) EMNTHEETNTH
3%,

OILSFZTF ALK FEICH U TE>ARENTND
M\ ROS1 FififE (C3d 9 DIaE & U TIFAESR SN TR,

5. AL MUY F=T (Taletrectinib)

G MLOF T (FEIRK ROS1 FF—CHEEETH
D, BIEEAREEER Tld ROS1 G2032R %M ROS1 FAEZM
HERICEREUNZNT ENREINTNS 2, ROS1 it
BICHITDEIL ML OFZITDOREKRE 1 #8:ERT I,
ROS1 PEEZRAEHI (N=9) (CIH LV T ORR 66.7%(95%
CI 35.4~87.9%). mPFS29.1 ¥ A (95% CI1 2.6 8
~KEE) THD. JUVFITBEEESG (N=6) ([CHL
T ORR 33.3% (95% CI 9.7~70.0%). mMPFS 14.2 #
A (95% CI 1.5 ¥ A~*kZiE) Thof . hETITN
MUZHREREE 11 #8588 (TRUST-1) Ot ©ld. ROS1
FRE=FERAES] (N=67) (CHLYT ORR 92.5% (95% CI
83.4~97.5%). ROS1 PHEZFELAHEH) (N=38) (CdL)
T ORR 50.0% (95% CI 33.4~66.6%) T3 D. ROS1
G2032R [ZHED 5 BlFh 4 FlTEsh LTz, EHwRESNTL
3, BT, EBRHEFEOIRAKREE 11485088 (TRUST-II) ¥
EITHTHS 2,

4-3. ROS1

6. LIRFL2UF=T (Repotrectinib)

LIRNLOFZT (F. MEEZERTARAIAEMBIEE T D
ROS1 HEETH D  IHEIEROBITERIF CHD.ROS1
FibyEE (C 3t 3 D ERAREE I/11 4858k (TRIDENT-1) D8 1148
HRASO/RIE. ROS1 EEFEFRAES (N=71) (CH
L\T ORR 79% (95% CI 68~88%). DOR 34.1 48

(95% CI1 25.6 o A~*kZi&). mPFS35.7 48 (95%
Cl 27.4 5w A~KZEE) TH . ROS1 PHEZEELEH (N
=56) ([CHLYT ORR 38% (95% CI 25~52%). DOR
14.8 4 A (95% CI 7.6 & A~3*ZIiE). mPFS9.0 # 8

(95% C1 6.8~19..6 - A) Tdp >z *°, ROS1 G2032R
FEHEBICHWTIE. 17 B 10 Il (59%) TEMINES
Niz. FIRNEEEEEESRIE. FEMHDHFEL (58%).
KEREE (50%). BREREE (30%). & (26%). &M

(26%). EHRESNTNS %,

COEERIERDIERICEDE, 20234 10 A, LiRb
LOFZT(F ROS1 BAELTFIRIEDETIF I llfaifsE
DBEFEE UTHGRHB SN T D,

(4) ROS1 @SB FHEITETHEDS

BIROERFREHERODFERICEDVT, RFBTIE ROST 7l
SECFEEOETIFNARMEDREE L TOUY
FITEIRXMOFZINEREINTND, Ffzo HR
T K DIMEZES 1 RS> (2023 FhR) T3,
ROS1 RiEEILFIHOETIEIEREAbE OFEEREIC
BNT JUIFZITHEREE, T M OFZTEEE
EOWITNHIEITORD(CHESN TS (HEREDES :
1. TES>RD#EE : C. §8%E : 100%). MR T, &
UVFZIMHERDOIR ML OFZTHEIEEDIR(E
BASH TRV ENERESNTULD, E£fz. ROSI it
ZHRE UG E H IR ARORIM S ERRER (3
ITONTVRVWD, DEBIDRSESETTRA MLFt
RESOEBENRIFAEENREIN TS 2 fhE2EH
1 RSA>Tld ROSI i ZEDH T RS A/\—BLFHE
MEETTIEINRRRTE (KRAS, HER2, NTRK ZBR<) (Cxd
I SMfREEEIEEAEL. &1 DENEEED 2 R
BEEUTARIEDIF SN TULS,



x£1. JUYFZI. IXSLOFZI DO I/NZA 2 (CDx)

4-3. ROS1

JUVFZT | IRBLOFZT
DCDx MDCDx

RT-PCR OncoGuide AmoyDx ROSI gi&&n gt b () °
~ILFE{EF PCR AmoyDx fififE L8+ PCR J UL ] [ ]
NGS (tissue) A > 1>, Dx Target Test ¥JLF CDx =25 /s ° )

FoundationOne CDx H'A%" / AT O T 7 1)L o

WH A2 )0 )L Dx RILF DI A BT A °
NGS (plasma) FoundationOne Liguid CDx h*A4 ) A TOT 7 AL ®

(5) ROS1 B&EELFDE

1. ROS1 @&EEFDRLE

ROS1 MEBLFORBIICIE. BE—BLFRELLT
RT-PCR % (reverse transcription polymerase chain
reaction) . R L F Z & (immunohistochemistory:
IHC) &. 8K in situ I\ TJUVFA4E—->3>

(Fluorescence in situ hybridization: FISH) i£h'd& 0.
NIVFBILFAREAEE U TRILFERF PCRIE, RIS
—4 > 2% (Next generation sequencing: NGS) H'd&
. CNBDSE, JUVFZITEIRNOF=TDI
>IZA R (CDX) ZENTNER L (TRY.

2. RT-PCR % (AmoyDx #t)

RT-PCRJA(d. AT T DARMAN'S RNA ZiHh U, &85
BERIGZTo s B E T DB FHEBICHESNT
TSAR—Z2RWTIBIEYS 37575 THD. ROS1 REIEIR
FZERETDEHICE. MERZ>TAT ROST ARt
B/ = F—RICENTNT SAX—ZRET D FK(E
ERNEZ TH DRNAMELE. TTARE(CE T DEEH
58 < EATAEDBEOERDIZHDERRIRE & U CGEAR]
BECHD. UNUIN'S, BT T D RNA (DS
NeIVzeH. BERVVORE CHRODERNBETHD.

# 2. Oncoguide AmoyDx ROS1 F&EIEFAREF Y N CTHRET]
BE72 ROS1 M&EET

Variant

C6R32 COSF1202
CD74-ROS1

C6R34 COSF1200
EZR-ROS1 E10R34 COSF1267

S2R32 COSF1265
SDC4-R0OS1 S4R32 COSF1278

S4R34 COSF1280

S13R32 COSF1259

S13R34 COSF1261
SLC34A2-ROS1

S4R32 COSF1197

S4R34 COSF1198
TPM3-ROS1 T8R35
LRIG3-ROS1 L16R35 COSF1269

G4R36 COSF1188
GOPC-ROS1

G18R35

Fre. FHENETDELTFERCTSAI—ERETD
WENG DTz, BIROME/ U7 > hOHREEIEETSH
D, RIOBE/NUT > NMIREARETRETH D,



AIPTIE. AmoyDx f£dD ROS1 RT-PCR Fw k

[OncoGuide AmoyDx ROS1 @& B Firt+w ] HY
ROS1 f&ICx 920UV F I IXMLOF=ZT DT
DINZABHIEE UTERESN TS, Aty ME, &
FEERIG. ROBENEHINKDB T O—TEzAnEY 7
JLA I PCR ZEH L TITDW—XF v S RT-PCR %[

4-3. ROS1

i, FRERASIRM. MR SHhL U7z RNA ZR N
T. 148D ROS1 GBI FZIRE T DT ENEIEET
»d (& 2). ZEMECTIOMmIGICELYE (FAM) SIEE
W& (BHQ1) THE#=NIZTO—IH PCR DHERIE
(CEEVIIKD RSN, BAZERT D, TOENEEZ PCR
DYA )L EITHRE U BXBEN—EE(TEUZERD

BEULTHED. NV EE/INS T+ > 218 (FFPE) 48 B~ 2JL#% (Cycle threshold (Ct) 18) ([CIHEUTHERER
OF-3%x i
/\\/\ =

(% /or [ {or e == i

(\ / // / e
/\.

R R /27/_/ RNAH RNARBF T v
251 et =
~ RNAJRE : 50-800ng/pL
0D260/280 : 1.9°2.1
//0//

&y
Y.

@ RT-PCRE (AmoyDx+tt) (CKDIEE

2B
JiEHRNA SuL : Q }
» . ol —— PE1t/Btt %
7 l -} or N + H Y
AmoyDxFv bk ’ 3"
- RT-PCR EEDYT NITT
= [Cdo THENTE
N 4"' (BRI CHEHERE (-
< 4Well ZAITE) —— BES\THE
[ nmzaEremae | RUERR
HERBIC LS Rz JOovy - RNAHHD
=4l hatss A51 RMFR RUALIE
- REAMRIFIC e
FFPER, BLWTLSD N QLI
FFPEtZILT % LU S /9 N EIEER
Ov2 - BIERHCED I7A~ /%% / g
RECEBDSE FFPEZ S K 4
FEORRAR | BOBIH E AR
(FF) IR ~Cd (RAZERS)
FFPER S |
3 I
. L
DR | BRI > mooH
HrRZARA

FHRFRE2ARIK | fgaK, [ESTRIER.

3. OncoGuide AmoyDx ROS1 Bi&ELFA&REF v MC LB EETO—

DER. RS EDRAE



HET D, B3 CHREIJO—Z7RT,

3. FISH &

HXERTSNILUIZDNA TO-J%ERLTY -4
v MELFE/\ATVHAXEE 2D T F)L 2 ENIE
IR CERIR I D735 ChHD. ROS1 BIEEMLF(CDLTHK
S (IVD) LN/ FISH A (SRR T EFRERE T
Abbott Molecular ¥> ZytoVision. 7L >k -70./0
—0T7O-TF+v MIAFRARE (RUO) & UTHRES
ncnas,

FISHEIC(E, Ri&ZEEZ T 2 DOELFENTNICT
O—-JZBUVT. 2 D0TO-ITHhe&adI20%EETD
FiE (fusionFISH 3%&) &. ROS1 IREFF—ERLRTFD
PIimZR T T 2 DOTO-J&EE, MMOBELT SR
B9 DR MRz IR (C Z DDOBE TSN B NS
C xR 9 B755% (break apart FISH 3%) iMFET B,
ROS1 R&BIEF T /= b —EBFOBENSNC
EW)— hF—EEFH ROS1 DAIET DLEHK 6 BR
B L (CHFETDHEHELELTEMNS. break apart
FISH ZZERWS Z ENR%L\, K4 (C break apart FISH
EZFVZ ROS1 RSBELFORMHEIZRY .

Break apart FISH JED#F s, FFPE tH T DNA &%
8 &I DD TR E UTHEBRNZEENEN S &,
= b F—EBEFORHBNRSTERETED L. T2
DERMOME/N) 7> FEIRETIEERZ ETH D (212
U/ — b —BEFEEERDTEE) . —7. BERELT
(F, F9'| REFROYUECEEE I 2. REX

4-3. ROS1

FHPOHEENRESND ZETH D =50, IETDIR
Sz —WhiE Tl 9 D7z BRDF THIEREN—
LR\ BIEEMEN D & & ARRDERE (C KD TEAS T F
IWEIRHTERWEENHD C & FIRFTEITHENS
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2. AMOYDX FHENIVTEILET PCR INTRID .. e 8
3. BHA JINO RNIFIL DX RILFAVINZA DB AT Ao 8
4. FoundationOne CDx & T FoundationOne Liquid CDX ............cooevviiiniiineiineennennnn. 8
5. A>3 A> DxTarget Test YILF CDX AT A cccviiiiiiiiiiiiii e 8
6. BRBREREHIC DUV T oo 8
7. MEDEGEFIREICIHS TS METex14 skipping HRBDRIE DT ........oooooieiieieeeeen, 10
(5) BT i e 10



4-5. MET

BAMEFSNAAN-H-E&R

H#A E, Bl A, RE mT, & —, A 85, EA 55067, KE 2, Al
f@g—, = F—, $E #—, Mh S, 0K 8BS, =F #E,BK ZFh, 2 /H—



(1) ELHIC

MET (& 1984 F(CHHS(ICKD TS Y bMERICH
HFIEIERF & U CRVLESNIEDFTHD 1 KRAS (C
RANTHWSABGFO—DTHD. U £ <DORFEH
BANC/REN. 2010 FAEFICIE NSCLC (CXT D
MET #4438 (Onartuzumab) %RV /ZERRRRER 2 HY1TH0
NEEOO, fiEaECHITDEMNRDFENELTE
MET exon 14 skipping (B{F MET ex14 skipping) (Cxd
IRIER=FIRINERSRN oz, TRIEFE. MET @
B FREE THD MET BIE(CH 3 D/8EE, MET 2%
RIHUAZE, MET R (I DHAEEMESHIREDH
RENEATND, £F5|E (HAF>2RX) TE ITICE
HESER(CAALVS TS MET ex14 skipping (CX] 3 27
MEDNWTEREERZINZ . ABD MET B FEE(CDULTIZ.
W5 T DERINER NIRRT TORTDHAST >R
ZBMUTNETZL,

(2) METEBEFEEDRE

1. MET&REFOIEE & iae

MET &{=F (& 7q21-q31 (CfiIiE 9 B proto-oncogene
T. FFHEREIESER T (HGF) ZUH> RETDZEREF

R
FHGF ¢ HeGF 1&-44—-—-!' HGF )
i | et o heE

4-5. MET

O>>F+r—t2I—-RUTWSD. MET [FEFSFRR
XA O SHDIE—RERRENRT > )NTETH D 1B
FTBDRAA EUTHRES U A > RiEE (SEMA) RXA
> TILFS R ITA VUM 2FHIUS (PSI) KX
A>. REIOTV-TLF - BHERTF (IPT) RX
A > REE RAA >, HRBAOEEAE (IM) RX1>,
FOS > FF—UERAAMIHES 3, UL RIEETS
& MET (REZEHZRMRLTFOS > 1234/1235

(FF—ERXA>) &1349/1356 (RyF2TRAA
>) DU EAEHE U RAS/MAPK, Rac/Rho. PI3K/AKT
SOFIUGERREFEHE I DT LT, BEICHNTE.
TS, PR =R, GEICEASIT D ENHSN
w3 (81) 4%

MET BIFZ{bE UTIE ex14 skipping 2 - 181& -
ERBRER - MEBELCTFINRESNTND. FF(C exl14
skipping ZE(3EHR RS/ —EBLEFEETHD. it
F0O MET BEEEDOHREICH#> TEEEND KD ICRd Tz,

2. MET ex14 skipping

2006 . MET BEFDA > NOEEREDER(C
£D. exonld HEIERESNLLKIRB T ENASHERD,
MET ex14 skipping ZE & UTIRE SN %, MET ex14
skipping (Cl&. B 2 [C7RF KDIC MET ex14 ZDEDD

HEGFA iR
| A ‘ \\ SEMA
PLHET yi \—z‘/ y ;
T | _|/ a \ /‘ B % domain HE T T
pl
T I
| Jdomain
IFT
domain
" M d i
r omain o=
Y P || by exon 14) o i
TUFFF—1 T
TR Tyri234 L F Kinase
Tyr1235| 7y domain
RFEFMET p—
EE T P '
yri349 | Docking
Tyrl356|, p site

1. MET £EZDJS> RTH2 HGF DHEEEE ZDRE. TNICH I 2EFIDEE



4-5. MET

chr7: 116,411,700

200 bases oo
116,411,900

116,412,100 116,412,300 |

116,412,500 |

. |
\ —— ||
iy |

Y1003
Euwon 13

D1010
| Exom 14 |
c.2888 c.3028
Splice acceptor site Splice donor site
METex14 skipping Base substitution Indel
Splice donor sites 149 (49.1%) 42 (13.8%)
Splice acceptor sites 4 (1.3%) 100 (32.9%)
Noncoding regions adjacent to splice acceptor 4 (1.3%) 3 (1.0%)
Whole exon 14 deletion 2 (0.7%)
2. MET ex14 skipping =4 U3 EGFEBDDM
(3 Thorac Oncol 2016;11:1493-1502 K DHZE)
RERDIFMC, > O/ IOV B DOBIRFRI R e e —
E'{E?EE(:&D\ 275’(7\%&@%%"7&%7': U. TN = — [ m I S——
exonld ORKUZEEMDEMEE LD EDEHD. M pn.rl[mn.E.—H T cac W
PREICHTSD MET 4>/ (OBERROREEHE. E3 16 D,T_. et T Dowsm .l_
L E Al LY :“-J"“F
FFLUH—L (Cbl) (L&D TRNEND. MET ex14 e LA R L I e S
(AR RIE (JM) &2 01— R U, c-Cbl E3 ubiquitin ligase B Aberrant splicing and weon 14 skipping
’ . Mk fF——==1% _ﬁ ﬁ.ﬁﬂ
binding site ZHAZHEEHT. Cbl (&, IM KX >HD t : ! -:I ]
. O .
UBMELTE Y1003 EATS O Cbl (ceaaesy | TSR E [ =
1 Carames - mET
AL &> TREARDMIIAADE DAHDOIRNT -, sattvary
T minr din ruiser w
=N, FRSIFIVOHMICENS 7. —5. MET exl4 o P
PRV EERD . AEFFALREAMIEI =N, 2D
&R MET OFEHENMELD EEZSNTWLSD (K 3),

3. MET #GEFDEBRTSA>4 (A) & exl4 skipping IC

KBEERXTIS1>>74 (B) (Clin Cancer Res 2016; 22: 2832-
CDIAEFFALICERR MET Y1003 OZEE(CHT

2834) Reproduced with permission from American Association
for Cancer Research (2024)

E MET ex14 skipping CEZEDONMBEEZRT (7



functional analogue”) &°, ZONREE(CL>TH>I/C
DBOEREEENIE L. BROBLHERESHETHRE
LETOBHRREEET D EAMBSNTNS & 101,
MET ex14 skipping (&, FHREDH KT 3-4%%& 58D,

SHEICEL, HE. RELORBHMENEEINS 12, £
Tz BEAD RS- ) \—ZE (EGFR. ALK.ROS1. BRAF,

HER2) &I(FHABEHEMAIIZ. KRAS DHZEZEN T 3%D
REBITIRE TN TS 13, MET ex14 skipping (&. FHAR
BN OIEEE TR LREICEROSN 1, B
THENSL (5%~32%) ZEAHBNTNS & 131>

16

o

3. MET38iE

MET 181&(&. EI(C de novo &3S (acquired) dD 2
DICHFEEND. de novo MET tE1&E(IEL NSCLC D 1%~
5%ICRSN. PERAREMEET S V18, —7., MHES
MR & LT MET 1EIE (355 1~85 3 D EGFR TKI #%
S#OMMHL#ICERDHSN. EGFR ZEBG ! NSCLC BF
D 5%~15% CHEREND 1920, FJz ALK, RET. ROS1
ZEN & T DREICH T DEEMEDANZXLELT
ERBINTLNS 2,

4. MET ERBFFEHR

IHC =Rz de novo MET ERIBRIFIR (L HEE
([CHELBN. NSCLC BEDH 20%~48% TRHSND
22,23 —#RD MET ex14 skipping BaEREE DA T MET
BERERANMEEITDEITIREEDH DN 4. MET iBF
RIALETCFIBIEERC(E. MET OMOETFELDIEE
(388 < | hDFEREMH RS/ \—Z{LDIRTE TERIFEIR 2 22
HIZENHD P2 B, TOzs. MET @EIFIR (LE
LFREZPOS— TR/ AAN—H—&E(FRSRRLN,

5. MET ®i&&EEF

MET BioFRiE(d. FICHIRBIE. LIRS HE.
FURARER E THRESINTLS %, NSCLC [CHIFB
MET B&EIC T OEE (FIEVARBRED 0.29%%7. RS
A I\ —BICFIEHERHRRED 0.5% EI/ESN TS B, &
NETTTIFTLHME/) (— M —DIEESNTHD. TD

4-5. MET

TL—0RA > NE MET BIZFADA > ~O> 14 %
MR FOAER TRE L TUVD. sESBL FEWIC
Ko TN = M —BEFADICILRIACILRAC &
MET 7 —¥ RXA > ED_ERFERNIMBESNS 2 %8,

(3) MET BEEH]

1. #5R

MET J&MHAbHERR (&, 18R, ZR. BFIFER. MSEx
FREZDHETHD., NSO MET BILTFEEICHTDIE
AENERLTWVWD, FICHBENMEATHDIESRIG
MET FO> > FF—CHEEE (TKI) THO. EEAHZ
ALERBECKDHIAT Ta, Ib, 11, L (CDIFEND
N, SA4T I ORER(E. FOSFF—ERAA>DE
LUz ATP #&SEMIICIER I REETHD. 17
[CEETIEERE (DUVFT, ATIIFZI. TR
FI. YRUFZT . J0O>F =T, Vebreltinib 73
&) M5B, solvent-front M G1163 EHEQRE EDIEE
ERICKEF I DB TH DO UV F =T EI1T
Ia*, MET F+—EADOREERMENLDENZDMDIAE
BaHA(T b EER, 5T I DOEERE (ORT>F=
T ALRAFZT) (& F47 1 OB STNTIEE S
ATP #&&EMIIC/ER T % ATP BiettoFO> >+ —t
BREZETHD. 407 UIAEREFTZORTUYIHA
[CHEAETDHEEETHD. RE METEERFFOS>F
FT—THEEOMICHAFECHREN. BL2D MET &R
FEE(CHITDHRAEFEND,

2. MET ex14 skipping (X393 MET [EEZEDIEM

RERSE SN TULD MET ex14 skipping (LT D
MET BEEZEZEICDWTR L [CE EDIZ. TDDIBETRFZ
7 (@R 7EZR0) ([F ERITEEEENECED
W\ THRPRSE T ABiHE& C4pD VISION itk 3! #EI(C 2019
£ 11 B 19 BITARSNIZ, &= GEOMETRY mono-1
HER P EEEIC. 2020 6 A4 BICHIRF=D (&



=1

Company

Targets

4-5. MET

MET ex14 skipping B34 NSCLC Z4R8 & UToiEEE (ARFERUHEREITRDH)

Clinicaltrials.
gov/NCT No.

Type of
inhibitor

Enzyme
IC50, nM

Tepotinib FAGRIE Type Ib NCT02864992 23553846
(2019/11/19) TKI 32469185
37270698
Capmatinib FRERH Novartis MET Typelb |0.13 NCT02414139  [21918175
(2020/6/29) TKI 32877583
Gumarontinib HGRR Haihe Biopharma |MET Type Ib 0.42 NCT04270591 29237805
(2024/6/24) TKI
Savolitinib RAEGR AstraZeneca MET Type Ib 5 NCT02897479 25148209
TKI
Vebreltinib (Bozitinib, | K& Apollomics MET Type Ib 31 NCT03175224 ESMO 2023
APL-101, PLB-1001) TKI NCT04258033 #1379P
TIILFFF—CHEER
Crizotinib b S Pfizer MET, ALK, Type Ia <1.0 NCT02465060 21812414
ROS1, TKI NCT02499614 19459657
RON NCT02664935 31932802
Elzovantinib RIEGR Turning Point MET, Type I 0.14 NCT03993873 AACR-NCI-
(TPX-0022) Therapeutics CSF1R, TKI EORTC
SRC 2020
#P225
Cabozantinib RIAEGE Elexis MET, AXL, |Type II 1.3 NCT01639508 21926191
RET, TKI
VEGFR2,
FLT3,
ROS1, KIT
Merestinib b SEGH Eli Lilly MET, RON, |Type II 4.7 NCT02920996 23275061
TIE-1, TKI
TIE-2,
AXL,
ROS1,
DDR1/2,
FLT3,
MERTK,
RON,
MKNK1/2
SymO015 RAGR Symphogen MET IgG1 N/A NCT02648724 ASCO 2020
Servier MoAb #9510
mixture
REGN5093 RAGR Regeneron MET MET N/A NCT04077099 ASCO 2022
bispecific #TPS8593
Ab
Amivantamab RAGR Janssen EGFR Bispecific |N/A NCT02609776 WCLC 2023
MET Ab #0A21.04

g FT L) BEGREI. GLORY itk P =6 & (2,
2024 F 6 A 24 HICO~NOCF 2T (@w& : )\11—
D) WERENTND. WINDRER(CHWNTE MET
ex14 skipping &R IZEEEMI (splice acceptor site,
splice donor site, whole-exon 14 deletion) Y°ZREiE A
(indels, point mutations) &SEENER & D (CREE (SR
BHIFM oz, Fiz. MET TKI (CHIX. FILLMER#EZ

BI 35 MET UAEDREEEA TS,

2-1. VISION i§&

VISION it&(%. MET ex14 skipping ZEB DI
TEE/RHEST - BFE NSCLC BEEZWR(CTRFZT
500mg @ 1 H 1 B&S(CHIFDTIEENR EBEMHER
UzeMziiiids. EREE. JFeR. BEE <ILF3



R— b, BIHREBRTHD 3. TEHMER I=HX
(ORR + RECIST ver 1.1 E#(CED <JHI7sHiiIE) T.
B EIgE T o X EHR I/R— b (OR— b
A ') 146 I ORR (& 44.5%. TDSSEZEARIN 9
B BB NIz 99 HI(CH1+S ORR (3 46%. PFS fisuf
(8.5 1A, 0S FflF 17.1 HATH e, TDH.
W4T L TAION TWRIEN J7/k— b (J/R— bk C) &
HEURERB I AO0—7—9#BiERNATREIN (BIZH
fIFPoE : 32.6 1 A). BRIICKRE SNIZRTAERERI DY
TOIN—TEIICHBNT, FEBEH (n=111)/BEEEAH
(n=97) @ ORR. PFS FIgYE, OS (L. TNEN
58.6%/49.5%. 15.9 78/11.5 78, 29.7 758/20.4
HBTHO

2-2. GEOMETRY mono-1 &

GEOMETRY mono-1 :#8&(d. MET ex14 skipping Z&
RZEDOVIBRABE/NEST - BF NSCLC BEZHNRELL
ERHRE, SR, BEE EIEHRTHD 2 FaEM|
(37R— b 5b) 28 Hl. RUBLERES] (O/R—h~4)69 4l
(X UTHIYF =T 1[6400mg H' 1 B 2 EROES
Nz, TBIHMBIRE THDMIZFTMEFIEC LD ORR

(RECIST ver 1.1 2#(CET) (&, KEEHI/BELEE
BITZENEN67.9%/40.6%. PFS FRZYE, OS oA (.
TNEN 12.42 1 B/5.42 hB. 15.24 n A/13.57 n A
Thoz 3%,

2-3. GLORY &té&

GLORY & ** (&, MET ZEWM NSCLC BEEITR
&EUTEEE Ib HBERER & MET ex14 skipping ZEB14HEDR
PEITIE KT8 NSCLC BB ZMHRE UTZE 11 4
MBS, 5 1L HHERE. ERER. IFER. BHif
BRTHD. £ I AERBROBIERATHRER CHSNT,

SAEG 44 B, ROBEAESE 35 FlicdLTco~<O>
F=J 1[E@300mg H' 1 B 1 EES Nz, BERERH
RYE : 13.5 HACHBWT. FBHIHEE TdsDIM7T
$ITE(CL D ORR (RECIST ver 1.1 E#(CETL) (&,
FKBEH)/BLAEGI T ZNEMN 70.5%/60.0%. PFS iR
5, OS HofElE. TNeN 11.7 nA8/7.6 nA. XiE
/16.2 nBTH DIz,

4-5. MET

(4) MET ex14 skipping ZR0DZIh

1. #B5R

MET ex14 skipping (& DNA ME&EH exon14 &R <
EAE<KEE U TEBEBICERY 2. DS <K AT S
A REAIE SOILWVEEFD Indel B EDIEEZ D, —i
[CDNAZE &L UL < DBEMIECD &N
P> TS 378 | KB THERBESNTNBIILFIL
WO XRBETENINE RNA ZEECUBEITTHD.
exon 14 REZDEDZIRET DT, KDBVVREZHE
CHEERB IR IO—FHaEETHD .

VISION B T (. ARBARMR (T LTIE7> T U2
—2AMD NGS TdpDA>IX > Focus Assay. H KU
B fDNA CN\ATVY RFvTFv —R—-XD
Guardant360 CDxTest &R\ TEEERMNITONIZN,
A - MRABE—T Sy bR— A TR AIEER
ArcherMET OBTFHNZHENER SN, FFA(CHITD
O ARZIESE LT 2020 F 3 AICEEAR SN
Jzo ArcherMET (&, ELF215—/{—O—-RZHLTL
2= Anchored Multiplex PCR ZBWTWS =ML
Mofz. UL, Invitae/ArcherDx £t 00—/ ULRE
BRERERIE(CAEL. 2023 £ 2 AICRIBIRER T Sao 1z,
202449 A 20 BIRTE. AFB(CHUNT MET ex14 skipping
PR VR AR R E CHB DT RFZI DI /A
SEMERDTNDDIE, AmoyDx (B4 EIEHAR :
2021 8 A 12 H). O/ ML (A:2022 F 11
A 16 H) 8&XUA>INTA> DXTT (A : 2024 45 A
14 B) THH. hIRFZIOOAIINZAZZiERD
TULWBD(d FoundationOne CDx ([& : 2020 £ 5 A 29
H). FoundationOne Liquid CDx ([&:2023 45 A 25
H)., A>3OX-r> DxTT (A :2024% 4H 30 H) &K
U'AmoyDx (A : 2024 €58 16 H) THH. J~xO>
SFZIOAVINZAZEZMER D TVWDDIE,
AmoyDx ([E : 2024 7 A 19H) ThHhH. B—RET
MET ex14 skipping ZFANDIFTEIFAFAET E/RDTLY
D, 12P. MET ex14 skipping &9 BEERR IV
——>JFEEUTDMETIHC (&, BEY DRENBAHET
B 2O HER TR TERN, =5 T MET ex14



skipping ZB 9 3B & (CHULT.MET BRIFEN MET 12
= G e B Y Al e e : | I RS R )= 1oL A S R R e o
By I RT—FEBHTETND Y,

2. AmoyDx [EVIILFEEF PCR J\RIL

3E/\HERERtYE 7 D RS /)\—&xF (EGFR. ALK.
ROS1. BRAF. MET. KRAS. RET) Z=H/)\—=93, U
JLFA I PCRIZEZRIBE UIc OIS AZZMREET TAT
(Turn Around Time) ARV EHFRTH D, Bl
St U7z RNA 1D MET ex14 skipping Z. RT-PCR
(reverse transcription PCR) S&ICKDEE T D. BE
HRERER (C DV T I BB (LB D/ A ANV —D—1&
BOFSIE 2. A AY—H—RREADRNEIILFTIL
v ORBIZFRE] ODIEEZZSEENL,. MET exl4
skipping DRHIICKDFTRFZT. hIXF_ITH KLU
IRO>FZIOEAMNEIEETHD (2L ~vO>F =
T(CDWTIE 2024 £ 9 A 20 HIRTERFTE) . VISION
SHER(CT MET ex14 skipping ZEDEEN RSN
127 Bloigikz L. NGS &2 FIE & U BAGRE R
BREMIRE U CT—HEZIRFT LTz, TORR. AMREED
BRHE—EK 100.0%. BHE—EK 97.7%TH o %%

3. fibtA 22X MRV Dx RIVFIAINZAZE
LI Sl I\

JENHERERtE 7 D RS+ /\—EILF(EGFR. ALK.
ROS1. MET. BRAF. KRAS. RET) &=1)\—9 3. NGS
ZRAWZOYII\ AL ZHETH D RBICHERESS
BRI 5%ULNER 2N MMORILF T LY D RRE
EARTEL HIRZZRATDIREERIEEL RO TS T
ENFRTH B, MET ex14 skipping DR ICKD TR
FZT BN FIEE TdD. ArcherMET ZEXTEE & U72HE
RAMEEER (AME=fRH FFPE 44K MET ex14 skipping &
) : RIEHIEL 99 I (B514 49 HI. B2 50 ) (CHNT,
AIREEDE—EEE 98.0%. 2% —EEE 100.0% T

o743,

4-5. MET

4 . FoundationOne CDx & & T FoundationOne
Liquid CDx

GEOMETRY mono-1 HERTIE. FRSVAIEHBEIT RT-
PCR JE(CLDIRBSENIZ. HFERELODHFNZENE
N EEER =Tz FoundationOne CDx WA AP0
FAIWDATIIFZIT DA I\ A 2R & U TER
N T3, FoundationOne CDx (C&1F2D MET exl4
skipping @ & #7 (C (& exonl4 I & M splice site
mutation/deletion D& C K> TR T D . FHRDIZI
#$5D FoundationOne Liquid CDx ©HF<YF=J D1
SINZAT 2 E UTTER S NIz, BN (C DT
(FRBE (CHITD/N\AAY—D—BREDF5IZT2. )
A AR —H—RBEORNERILF I LY IRELTFIRE]
DIEZEZRENIZL,

5. A>3<%A> DxTarget Test YILF CDx ZAF
I

3E/\ilREAmE 7 D RS /\—&EF (EGFR. ALK,
ROS1. MET. BRAF. RET. HER2) =/)\—9 3. NGS
ZRAWEO I ZACEZMETH D, A>T DXTT
Tld. #BFT7ILTUXLEUTRNAICHITFTS MET ex14
skipping & DNA T®D MET > hO>-TOYV I EREE
OB TR EITD. H¥) MET ex14 skipping #&H (C
DWT(HMBBIEDREN D D BAEFRN S DEBED
HBHSEDED. MET ex14 skipping DU—RAT> ~
HB LT 800 U T DB E (A EDTIREEN BN > 12,
U U ZDERDDHFINZ LM ZIRIE L CREZMNZ T
R, COMBEEF—FEDFERSREN TS D, XO>)/)(Z
F > ZMRER(C KD MET ex14 skipping D& ICED. T
IRFZIBRUNTIF T DERNEIEEE IR D TS,

6. RRRAFICDONT
AmoyDx: EITEFIFIEREMEEE DT RF T

HIRFZIB LI YOF T (CKDIERUEDER
ZENELT. BE1ANCDOE 1 HOHEETED.



4-5. MET

T - ERIE R AEE

L .|

| l

(Aza=r> | | (3R [RILFEGT
| exrr | [ ATOYDX | T | | &mw
' I T
I ) o "EGFR/ALK/
MET ex14 skipping (+) ROS14: &
| 1 T l R =
. L B ...I
! = CGP? |
T S
'. N MET ex14 |
| JvorF=T \skipping (+))
f : —3

(HIF=T M FrF=T [IzO>F =T

4. RIRZEICHTD MET ex14 skipping RED7ILIUX A

*1 BERBRIME T H VIR T RAHFDY A 2T THRK,

*2 GRENNAY ) LTOT 71U J1%E (Comprehensive Genomic Profiling) . HYASJ AEBERZBLSIHET -
Bleml - SR L DRSNS, 2024 £ 9 B 20 HIRTE, RIRUNEL SN /21&E(E FoundationOne CDx (F1CDXx).
NCC #>3/C%JL. FoundationOne Liquid CDx (F1 U=Fw R), GenMineTOP. Guardant360 T&%» 3.

*3 F1CDx. F1 UFw RZE*1 D51 =TS MET ex14 skipping D> /\ZA> 2 & UTHWERS. 2
RUCDBEIC(E. MEERESERMCASZRENELDZEITERT D,

*4 CGP & #17> T MET ex14 skipping i@ EN. WAL AEBEDZIMSER. BsmRt U< (EFITFR/(—
N CRIVEBERTEENN ALY AEBSESRRDTF R/ (— MRV THEENZBE.

= HEREIC KD AmoyDx : 12500 52

(TD006-24 fhfERhEE R FZIEERERE 10,000
=] [D004-2 EMIESBEMIRE 1. BIHEEELFIRE
. WENBEBRED (1)ERROBISHIEDHBNEFC
RBW\W3E®d 2,500 =1 Z&8 L)

J2NT BRIV EITERIFNNERMERE DT
IRFIITCKDBREDERZENELT, BE 1 AL
D& 1 BIDHBEETED,

- BB U EHRICEDT IO MRV
20000 =

(ID004-2 BHIEEEMRE 1. BUHESELTFRE
A SUENSFI2ED 4 ITHBL £:8000 R&1D004-2 &
MIESEEIRE 1. BHESECTFIRE OLELEHMR
tD 3EEME 12000 R2E8EULR)

ZA>31 > DxTT: #ETBERIFMESZEND
FTIRFZIBKUNTIIYF I (CKDEREDEREZE
HNELT, BE1ACDOE 1 EDOHBEETED.

s HERE(C K DA N> DXTT : 18000 =2

(ID004-2 BMHEBEMRE 1. BHESELFRE
. WENEZ2ED 318/:6000 m& [D004-2 FiE
IEEEMIRE 1. BREEEECTFIRE O.0ENEMRE
D 3IEEMNE 12000 mE&8ELR)

FoundationOne CDx & % L\ (& FoundationOne
Liquid CDx: > /(A BUiEE L TRWLEEEICIE
HIRFZICLDEREDERZEN & U TEREN
D. LR URBEERE U TRIRERSNDERETI> /(A
BN DHTH D TDIEHRBERHR (CEKRT DR
EDRBICKREMENE L. WSRO EIEZEa S =
E(CIRBTzsh RBR(CIERNEEIRIRE LR DTS,



7. FHEDEEFIREICHITS METex14 skipping &
BOAMEDF

MET FAERDBEVWENERZEZD L D RS 1/(—
ZRTHD EGFR. ALK. ROS1. BRAF LRIEDMIED
(T INTOIFNHIRAHESE TTDELFERZH D
e L TRBSTEZEII CDIRENDD. TlkdiED MET
ex14 skipping ZARH T DRIRUNE, N B R EEF
REFRR, TDIZHMDBEFREERR(C, ¥IELIEER
[CRIIVFEEGF/ RIVREZITD T EMNHER N D /K
TOEGFRE EAFEEAIDOEAENEZ. B 4 ([CFE
iz,

&
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1223 Z EX°ARHIRR (CH T DB FRIS N FIRIRFLERET
HE5NDZENHSNTND, 2012 F 2 A, ffE(CHV
THE RET EBfnF(TAHREOEGEFRISH RO ND
EM BRK 3 DDUIL-ThSEEF(CIREGESNZ. 2D 3
IIN—TEFENTNER O EFETCIOMEBICFZFH
RUTWS, Takeuchi 5l ¥ in situ J\ATUS A
Y¥—=3> (fluorescence in situ hybridization: FISH)
FEEAWCEROYU—Z2JICELDT. KIF5B DWW E
CCDC6 &RtEad D RET BInFZFER LIz 2, —75 Kohno
5(%. 30 BIDREREDE RNA = — 0T > R fEf7EiTL 1
51D KIF5B-RET Z#FR L. &5(C RT-PCR &H > H—2
—OI2RECELDT 319 HIDIREDD S 6 HIT
KIF5B-RET ZREELIZ 3. E&5(C. #KED Foundation
Medicine #tA'HIL ETRD 120)L—F (&, — BBz EE
LFZBIRNICBNT 25—y b2 — DT> X%
FAWT. KIF5B-RET ZHRE Uz 4 m&/\UT7> heU
TERBLUKIF5B-RET (& 10 BREABIRIFEAIICK DT
0%, CDESIC. EIT coiled-coil RA>ZEEDFE

RET | ™

KIF5B-RET

KIF5B

4-6. RET

GIN— b F—EBEGEFN RET ERIEIDET, UHUR
DFESITIKF LRWEEN R ZERbz Sl L. FF -1
HSEMEEENS 12 (B 1), F25%ED Takeuchi S0k
T3 RET MABERFEZHERS BRI MRZX— R
NOXRICHHET D EEREERHR T D E. £ UTKIFSB-
RET &=E A UJz Ba/F3 flifacigight RET FHEFEZE
DJ\>F4 =T (vandetanib), XZ=ZF =7 (sunitinib).
VS Jx =T (sorafenib) (C&> THEMKREFEMICHIHE =
N3z EERENIZ. D% CCDC6-RET ZHI DL
FsROfEMEMK LC-2/ad BRREIN. CoffazAL
EXROAC /IS T REFILVTIR I FHZTRECK
> TREBMIVREREINE >,

R/ NHEREATEE (Cd5 1D RETRESEL T DSEE (F 1~2%
EF/VTHS 58, 2013 ENBITHN TV DS HERANE
BEFRAOU—-Z>070>1 2 b (LC-SCRUM-Asia)
[EHENWTE, IFRFE LRIRMlREAbEE 8678 7= RT-PCR
12> NGS THEMT UTHER . RET REEIR T (3 206 451 (2%)
TR EN. ALK. ROS1. BRAF. METX> KRAS 12&EMD
ZOMD RS+ /\—ZR EAFEHHMEN RSN 8.
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G12V (19.2%)
G12D (14.9%)
G12A (7.7%)

Other (14.4%)
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Never smokers
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- B G12V (18.6%)
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G12A (7.0%)
Other (4.6%)

4. KRAS BIEFERCMEREDOREG
KRAS ZED/NUT > NI+ T DSEE [JHERE(C K> TERB 7

(2) KRAS ZRIBEMEDIRAFRIEF M4

KRAS B FZER(F. FE UL THRDT —HINR—X(CK
2 LRIREDR) 30%. FimIF LRRIEDHK 4%(CHEND
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Overall
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G12A (10.7%)
Other (12.1%)
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T\,
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CodeBreak 101%*!

BiF|, FJf=(d MEK, PD-1,
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-PD-1/PDL-1 f#H] BT.Li et al.
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al. WCLC2022
-CBDCA+PEM #tH Ckarke et al.
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e CodeBreak 200 PFS HR 0.66 0.002(de Langen et
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mgen
CodeBreaK 100 -NSCLC N=126, B, ORR 37.1%,
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WJOG14821L F (Akamatsu et al. ASC02023)
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NCT03785249 I, PIrF T4 2022°7)
<HE| - NSCLC 2504 0—
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Jacobio .
NCT05276726 /I B 104 |[STK11 ZRah. KEAPL FF4H
< FDMDEEH - - iiERE - Phase>
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Revolution NCT05054725 NSCLC KRAS G12C I VhSSTHA
NCT04418661 Solid tumor KRAS G12C I/II J{—HF3B Adagrasib #H
SHERPA
Solid tumor KRAS I LY3214996(ERK FHEZE)HHA
NCT04916236 ( : )
NCT03114319 Solid tumor KRAS G12 I =521
IDQ443 fiH
KRAS [HEZERLAE N=12
%4 KontRASt-01 Solid tumor KRAS G12C | Ib/II ; - !
ORR33.3%
TNO155 (Negrao et al. WCLC2023)
. SHP2
Novartis ‘
%1 CodeBreaK 101 Solid tumor KRAS G12C Ib |YESIITHA
%3 KRYSTAL-2 Solid tumor KRAS G12C I/I1 | Adagrasib #+H
%5 NCT04956640 Solid tumor KRAS G12C I LY3537982 #fH
BMS-986466 Adagrasib £
SHP2 NCT06024174 Solid tumor KRAS G12C I/11 9 i
BMS +Cetuximab
LUNA18 ALL RAS RAS alterations
NCT05012618 Solid tumor . I =2
Roche GEF OiHE/FR=EE positive
RMC5552 .
) mTORC1/4EBP1 NCT04774952 Solid tumor mTOR pathway I =521
Revolution
Nab-Siroli %7 KRYSTAL-19 .
@bTSIroimus mTOR Solid tumor KRAS G12C I/II  Adagrasib $H
ABI-009 NCT05840510
Adagrasib #1H
Olaparib PARP NCT06130254 Solid tumor KRAS G12C 1b ¢

KEAP1 ZEHt
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Atagrasib #HH
NCT05375994 NSCLC KRAS G12C I/11 e
KRAS G12C PHEZEMmMSE
V=-6766 NCT05074810 NSCLC KRAS G12C yir YLz
Avutometinib RAF-MEK SR
Verastem INROYUALRHA
Solid
NCT02407509 KRAS I NSCLC7R— kédp D (Minchom
tumor/Myeloma
et al. ASC02022)
MRNA-5671/V941 . . .
/ mRNA based KRAS G12D/V/C, Bl Fe@ERATOUARD
Merck Sharp & ) NCT03948763 NSCLCAl I
vaccine G13D B
Dohme LLC
Zotatifin(eFT226) , G12CLISMDKRAS .
. elF4 NCT04092673 Solid tumor I/0I eFT226 (Zotatifin) alone
Effector Therapeutics G12X
VIC-1911 .
) Aurora kinase A )
Vitrac inhibitor NCT05374538 NSCLC KRAS G12C Ia/Ib |Sotorasib
Therapeutics
KRYSTAL-16
Palbociclib CDK4/6 Solid tumor KRAS G12C I Adagrasib #H
NCT05178888
Tarloxotinib Pan-EGFR TKI NCT05313009 NSCLC KRAS G12C 1B Sotorasib HH

%1-5,7,8 IR2 DiEREMIS

(4) KRASEIEF G12C ERDIRE

VST 0BHIEZBENE Uz KRAS BIGFOD
G12C ZEDRIBICIF, HEZEF DI I/I\ZA> 2K
(CDx) #/>XF A& UT therascreen KRAS ZREi&H
Fwv k RGQ F774°> | (LLF therascreen). AmoyDx®
fiEE < )LFEETF PCR /WRIL (LT AmoyDx). ihtA
I8 B)IREDx RILF OIS A S BT X5 A
(T 3280 )WL) KU Guardant360 CDx A
AIBIET ) FIL (BUF G360CDx) (FR4) WERENTLY
%, ZMDDS5, G360CDx (F. OHRBEA SRR AEDIE
BAKEWNT &, QT OREERABRSND L. ®
therascreen (Cx19 % G360CDx DFIHE—EEN 70%(C
BFEDTL (R5) RENSYIEBIBFICI> /A2
WigE & UCTERT D ENVEE UL EITIR/ ) HllREAE (CH
W (3 ¥IEZEES (C2HMDBILFRBZRANDBEND
BIZHEBOREZ—EICARSNBITILFELTFIRA
RTINS, AmoyDx 21> /(T ~JURJLT KRAS
G12C B EZieNEBa . ZIaEUETY bS53
ThMERTIEE TH DM, A>T > Dx Target Test ¥
JLF CDX 2R A (KT A>ONAY) ZRAVWCES.
SEBIRE LU TERICIEBND KRAS ZRFRICEDN
T. L& CDx BEZAVWRAMTONDIHZENZEN 8
ESN. CNSREEICE T DM EDIBIRIEES
WEEIRD (2024 F 2 BDERIRR) (R7).

1. therascreen KRAS ZREi&iFvY b RGQ F745

>

AEF FLIVFRNIR ARMS TS50 —Ci8lgEN
1z PCR E¥)=EH¥X T O —J THHE I3 Scorpion i&%
WzUT7)LEFA s PCREICEDKEDTHD. ITIC
CDx 7% EGFR ZEIREE L U TERAVLSNTULDEE
THD. TSAR—EPOEREMICHFRNESI D PCR
TS5AX—D JiE I ARV FRIBRICEIRTDZET
BRERIEZIOYI9S ARMS (amplification
refractory mutation system)iz&.  #EIgEM/z PCR
EMZIRET D Scorpion E(CKDERESIHREICR
H9d. COTO-TEFHEABREREZRBIDIT
SFv—Z=BEELTHE 0. JO—-TH PCREMICHES
IREUIFv—EHABRMNBNTREBRIONES
B EEFIFALTULS, Scorpion-ARMS SE(CH DR
HRE (IR TTHEIRZ R DNA DLEER) (F—RRHIIC 1%
ELEnNTHD., HE%KRONIILIUEE/NS T > 2
18 (FFPE) #&{A%F3\\/= CDx &G therascreen (CHF
3 KRAS G12C ZEDE/IMRERE (L 1.5% THdDZ &
PRENTULS,

therascreen KRAS ZEt&HFw b RGQ ZAL\/z1&
B T(d FFPE {BARAIMEENRERDTH D, #HES
NIEEMIRESEIEE 20%U ETH D, MoiEAE
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x4, YBESSTDCDX FE/ZRFAEUTERBEN TS KRAS ZERER

therascreen KRAS ZRiil | AmoyDx® METILFEEF | Guardant360 CDx HAEETF
F+v b RGQ PCR /X)L JNRIL*
F75>1t) EBHR> TR A4H) (H—4> bAJLR1E)
GRS IV ERR IV E SR TO95 LEEMS
REER| HBnTFRA JILFPCRIRIURE BET) I ARE*
REE gPCR 3% (Scorpion-ARMS %) Real-time PCR (ARMS;%) NESE:S (IEE]

Sequencing %)

FFPE 353\ \ (¥ SRASHEM

3 i (ti §;€<’

TIERARIR FFPE %8 (tissue DNA) (tissue DNA) M3z (cfDNA)
ST R AR IR TOEEHRS IR TOEER PAGT ) LERIE R *
ISERARETAT 4~10H 4~7 H E8I 14 AR
FEPItRE SN aJRE TJRE ] (ERRl)

* fiE KRAS G12C ZELISMD CDx &SBIER ; MSI-H : BiZE (RATJOVUXYD) KXBE (ZRILIYD)
IVD G2 CGP MRIBE(ZFEX ; SNV/INDEL : 74 i8{xF. Amplification : 18 #xF. Fusion : 6 BxF

AL DEBRPRILRE. mmle. =Rk

(FREEFMERIA. LBC RAESUMIRRIARE) TOIR
BEEELAEETHDIENS. CNSERATIREZER
NI BEAE. BRAEZMOOIEZIREE NSRRI
Do RBINSIERATORENAIREE RO TZIHE. T—
SDEHRVY (BEBBERVERDIHIRE) (EDVWTHET

RIDENDD. CNSRETIRET DIHETHD
THE. 20% U LtOEEHMESHIIENEREINSItHw
THERZEITD (BHEH - HiRAIEROBESRE. BIIE

Z=2R).

2. Guardant360 CDx hASEEF/\RIL

AiE(E. digital sequencing itz ALV Fw R
AATS—ECKDBIENS ) LTOT7AUD

(CGP) #&&THD. MmEEE DNA (cfDNA) HdD, &
IRAES DNA (ctDNA) ZFTNRET D, BITUSRIER
FHSE 74 BinF (BEEBRBLIMEA/REK; 74 &G
F. BnHERE, 18 E-F. MiSERT; 6 B5F) T
HD. ZOMINAAY—H—ELT. ¥roO8F7>50
NZEM (MSI) OHIENTTRELIEDTLD (R 4).
CDx Z&GRIBE (. iz KRAS G12CER (VY h3537)
DEFN. BEFZE MSI-H (RATOVUXIT), A=
MSI-H (Z/RILY D) &> TWD., AMEE(E. H—45
> "NLANMETE S D CLIA 5252 & DFEERERE & BY

BURKERDOAF TEBEIN. EBEMEH S DIRFIRE
(&, $BTED cfDNA ERRME (Streck Cell-Free DNA
BCT® CE) (CKDEFEMENZIMRIRIAICKDITHON
50

K digital sequencing JE(CH T DIRHEREE (L. SNV
Tl(£ 1.8%. INDEL TlZ 2.3% (L\3'NE cfDNA 5ng
) SHESNTVBN 223, CDX &RSNC
G360CDx [C#H1F3 KRAS G12C ZEDE/IMRERE L
1.5% &> TLB. CodeBreaK100 sXERDEE I AH
NSCLC J7R— N TESR SN/ 126 fEHI S ED DI
SIBIENZ 132 EFIDD S, #Eilk & miRgATDLL
AR RIRE Tdp D = 188 AEMIZ ALz KRAS G12C &
EWH (CH T B therascreen & G360CDx FEIMD—EE(C
B9 DR TIE. FBEH—EER(F 100.0% TH > Ic—7.
R —ECEE(E 69.8%ICEEFHO>THED. BREEDEIRIC
HIOTIFBENMVETHD (R 5).

3. AmoyDx®MEILFEEF PCR /IR

KRAS G12C ZR(CMT DY ST DERTHANS
N=t&&(d. therascreen ToH DM, AmoyDx (CDUL)Y
TE 2023 F 2 ALY ST (CW2I2IIZACE2
BrEEes UTHARRBENTZ. AmoyDx ([ D W TIE
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#+ 5. therascreen & G360CDx REID—EE

G360CDx

4-7. KRAS

ait
81

107 PPA: 69.8% (81/116)
188 NPA: 100.0% (72/72)

# 6. therascreen & AmoyDx BD—EXR

Therascreen
&5t

1 32
85 86 PPA: 96.9% (31/32)
86 118 NPA: 98.8% (85/86)

CodeBreak100 &M 50D KRAS G12C [F1EA&R{k 32 I
EINA AN IS HE UTZIRERR 86 FIDFT 118 &
BHEANZ—EERNRENTED. 2F—EE(E 98.3%
Tdolz (FR6). AMoyDx [CKD KRAS G12C ZE D&
IMEHREE (L 1% TH D ENRESNTULVD . AmoyDx =
BAW3BEDFERELUT, G12C & G12R DRERIG
MENND D REEMAE (CH UV T FRAREOEURGIAE
[CEBDHERE(CEDSBECHRZHETDLDE
BI2ENGDD (RERFTTORMIBIRCED ),
7=. AmoyDx Tl& G12F ZEDHEE. G12C A& L
THES=ND. COERELT, G12F DEENFET D
&, G12V/G12A/G12R/G13C DHITERER*H G12C &
B (CPR A EIRD C EN RSN TE D (RIEARST TDR
RIERICED) . COBEE G12C DFERIA > M
[MAEMEDT RS D | LitdkEND. LIz > T KRAS
ZRODSEBHRNER TETDHE(E. KRAS
G12V/G12A/G12R/G13C D¥IEEREHHOTE THERT
BTEMNLEHELV, —A T WANGHEDERERD 5
BICH L TIE. KRAS G12C [c Ml X T
G12V/G12A/G12R/G13C. G12F DWL\ITNHDEREMN M

HFET D Co-mutation THDAEEMEETEIXTERL,

G12C & G12F i'li57F7E 9 % Co-mutation DEJEEHES
B3N, GI2F DNUT> hOBEE T BRI,
therascreen KRAS T(d G12C ZER4 LD FEAH
F—4),

* CNSOERIESRERTHD . FREKFP(CEDZE
ENFEEL TV OXBIETERVLW, ARENDESE
BRELT WINHDEERNFE I DIHEICHEEREE
RHOWREZZITDZENTED,

4. TOMDIIIFEGCFIRE

)80 BFRIUIE. NGS ZRWERILFEETF2]
BT, AIBTHFE NIz, FFPE RADMIC, HHEEE2IRIE
[CDOVWTEERNE S (CREAREN BTG E/RD TS,
2023 £ 2 AIC 4 BfcF (EGFR. ALK, ROS1. MET)
(C. 2024 €2 BICIEBMNT 3 BT (BRAF. KRAS.
RET) [CDWTRREA &7z, ZDMBIC, EITIFIN
FEftEEDRIBIEZIEE (C(E, A > O > Z AWV TH T2l
MTONB3CEHB6HN. 2024 F 2 BOERETIEY hS
STOOYIINZAZZMECERDTH 59 KRAS
G12C [CDWTIBEBRE U TIRESN D, YILFER
FREICHVWTIREEE ORR(IBD TER /2D,
NIVFEGETFRAR(C CDx BB EEKIC. & BHRIER
[EDUWTE. KRAS ZE8 RS/ —ZEGHREGIH 2
HEUIBRWEK D, BREEORF - iz +1EIEL. 18
BEDBERZITO I EMNRDEND (R 7).
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=7. HEZETTKRAS ZERIE(ICAVWSNDEMEEE

4-7. KRAS

KA C2.
Z><1 > Dx Target AmoyDx FE<ILF H:f g;:;;tz }tl_\:t therascreen KRAS
Test YILFCDx SAFA | BEF PCR /)R e o ZRIRHFY k RGQ
LS AT A
tREER NIVFBETFARE NILVFBEETFERE NIILVFEETFAERE HEnTiIRE

KRAS G12C ZR . - . .
DEE FOIUR F#ER (RUO) CDx 7GR CDx &2 CDx &2
KRASG12C Z& e 0 — 0
DR MR KRB 1.0% KRR 1.5%

"i@=F (EGFR X° BRAF) @ SNV O LOD #8E(CF D&, A>TV > Dx Target Test YILF CDx S XF LTI 6%I2E.

20 N)CRILTHE 1% EHRESNS.

4-1. TOMEBESEIR

4-1-1. REFMIFAS SOREIR

YV RS2 T ACREEELABGIAES S0 bilo
FOCTREELUEFETRLWONDZENS. AaEFEL
< (FRAIARKF(IC. KRAS G12C EERRBZEYT D &NV
BENd, LRDKXSIC, FEITUTI N A ZIET
FRVWRILF T L v O REGEFREMTONTLDIES
(F. TDOBEEIRICT KRAS G12C ZEBMHAIZTHRIC
TOTEMLEFELW, FILBERIC—BDE—ELTFREN
EiEEN, ENSINTRSA/—BEF (EGFR I ALK
2E) TERBRELODEBEBCHVNTE, SFIREZE
MINRETTHD,

BhOIC

£ GBEIZEN S50 Jz KRAS B FERCH U.
G12C ZR(CBRE SN D EDODBEMIRSI FIRIGERE, V
NS TNWEIG Ul O\ A 2% (S therascreen
KRAS ZEWREFw b RGQ. AmoyDx®HtEY)LFEIE

F PCR JURIL, BintA, O3>0 <) CRILCDX <ILF T
DINZABMIS AT LD 3 DTH D WIEF. ZXEE
WE TDAERTH BN KRAS G12C ERZ MK ELIES
F X FIREERNET U TL DL SRR D3 T2 1 (.
YELRERT ICEMDOBLTFERZED CERESNDELD
[CIRD>THED KRAS ZE(CDWTCHHYIEIEZHIEICZITY
BT ETEBRSNESSH CAEERINEN S Z EHE
HEIND, I TICARNRERDBLEFERIRES L TE
BENTULDIFNAREREERE S L TE. KRAS G12C
REIEMITNRETHD ARG E TOUIE(TFEZTA
> CEICHFEIZITV. BRI FENEEEZEA
I EFMEZEDEREIRD TWD BT DT
SOOIz (CAFIISHEREND T L &FES,

72d5. KRAS FAEFEETD CDx EICE T 2BEHRIFSHE
BEIENDZENFRENDIZH . RFIDERICDOVTIE
PMDA DT JHA hMIEenNTWBI O/ Z AT
B ZBEEOBHR I 2BV E UV
(https://www.pmda.go.jp/review-services/drug-

reviews/review-information/cd/0001.html).
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4-8. HER2

HAMEFSNIMAN-H—-E&RE
EBEICBIDINAAY-D—IRBEOF5|E

4. N AI—N—RBOMNRERDELEFEEDRSR

4-8. HER2
(2024 &£ 4 BXETHR)
B &

[ 72> OO TR RRPTOPRR 2
(1) HER2/ERBB 2 BB R T E B D R oottt 2
(2) NSCLC THEIND HERZ2 FEIGETFZERR .ottt ettt e s 2
(3) HER 2 B G B D A B R ..ottt ettt eaeaes 3
(4) HER2 BIRFEERMOAICHT BABBEEDBIFE ..., 4
(5) THIERTT TS ZLN oottt ettt ettt et e e et et ea et et e et eee e eaeeseeeeanenes 4
(6) HER2 BB LT ZERRDARIEIE ... oottt et ee e 5

BEIDDIT .ottt ettt ettt ettt 5

BB TR oottt ettt ettt ettt et et et e et ettt et et ea et ettt et a et et oottt ereneeeee 9

BAXMEFSNAAV-h—FE&R

Al f—, Mih &, W& WTF, B —, IR SR, BN X507, KB 2, R OF
—, BIE #$— 0K 8E, =F [NE, S8 &K, B8R L, BK Fh, SR H—



FUSIC

HER2 (& human epidermal growth factor receptor
2 (E b LR ERFZER2) DEETH D, ERBB2 &6
FEN3ZTSARBEFOS >FF—1 (RTK: receptor
tyrosine kinase) Té 3. HER2 (& HER family DU &D
T&D. HER family (C(th(C EGFR (epidermal growth
HER3. HER4 I"&END. N5D
RTK (IBENICERVVERMEZBLTED., REFIT
—POAFOFAI—ZMI D ETELTD !

factor receptor).

HER family [CB 9 3 RTK D55, EGFR EILFERG
BE ICBVWTROHEEDEVWELFREEOVLEDTH
%, 2004 FICRRSNTLURE. EGFR ZEMHAICKHT
DIEEEEE IRV CRE U (MEBE(CHITD/I\AAY
—N—RBEDF3IE (4. )\AANV—D—REOHRERR
BDELCFEZDRESE 4-1.EGFR] 81B). —7. HER2 &
GFERE 2004 F(CRRESNTLEN 2. HER2 ZERh
DA T DD FIRRARE (25 2 D pan-HER B
EE) [CDVWTE. ZLOBRKRMDREIFZEDHSNDIEDD,
ERCED I DRTDHIEBEDRZHE I DEEI (T
2 37, COEBAEDVEDELT, RRAICSHITS HER2

ZERTREBHEENSVEDN Exon 20 DEAZETH .

EGFR T® Exon 20 #EAZEELBER(C, FO>>FF—
YPEERI (TKI: tyrosine kinase inhibitor) MNERMLEER
HZUWTEREIFSND, LML TKI TEFER<. HER2
CHTDIHNAREMES K (ADC:
conjugate) OVEDTHD RSRAVART FILORT
BN HER2 ZRBHMMNABERICISHASNZZ LT
(2023 £ 8 RICAFITEHAGR) . HER2 ZREAWH A (TxT
IREREEROARE EHIRDT.

antibody-drug

(1) HER2/ERBB2 BIEFLEDRE

HER2/ERBB2 E&{nT(d 17 BREAERER (17911.2-
ql2) [CFETD. HER2 F> /)N T(FZDAD RTK &FE
KR, RO R XA > PREE R X > HER R X1 2D
5123, UNMUZDAD HER family X2 /\—&&iRD,
HER2 (FUH> REFEEIT D LR ZTDMD HER
family X>/)\—¢& 2 72K L. FRFBZEHE

4-8. HER2

B3 EVWDIHFHZERID. F/2 HER2 (FATEHEDHEZE
RIFCL L FF—CDEHEETRE I FILOREDN K
DRLSHFHRITDEDMEEDD. HER2 ZEL HER
family X>/\— (3, FiREEOEHCZE T, Mi2tE5E

TINh—=ZIEIR ECRT DIV EFEESE 3.

HER2 DREFEMHLII ST ETREMNATERD SN,
SEMEEOMR & LT B FEEDNELFERE. 52/
BRFENESNTND, IE\HERAE (NSCLC) TES
> ) BRIFIROBE TR MESEE RN SRS, &
7z EGFR ZENAICH U\ T EGFR-TKI &SR
&EUT HER2 BIFHEENELDZEEBHREETNTLD
8, LML 2023 £ 8 AIRTE. NSCLC [CHVWTAEZN &
123 HER2 EH(F. HER2 BLFEENDH THD. HER2
BRFERE. EGFR BILFEEY KRAS BIFEE.
ALK X° ROS1 DEEFERMER E . NSCLC D RSA/N—%
REEAW(CIHECHHMMMRE/RICHD % BRIIC
NSCLC (CBFD RSA/N—ZEDVEDESTNTNS,

(2) NSCLC T#H5N3B HER2 BILFER

HER2 BIZFZER(E. AN A, BHA. FENA. IBE
A, EREENA. BB AR ESHEFRERNAT
#H5NB 10 ZTDS5 NSCLC (CHIFD HER2 BIZFER
(&, E(CHIRRA R A1 > ADFF— S =E BRI D LTY
V> 20 DBEAZRELTEHEL., ZOHRTE
A775_G776insYVMA DEBENRESL (K1), 22U
HBAZEDGE B—DZERICH LWBSWNWSRRIEN
HDIEICBERIDRENDD. HIXIE. ZD
A775_G776insYVMA ([CDWTIZ. Y772_A775dup.
A771_M774dup. E770_A771insAYVM 7 & & KT SN
TWBXEkEH DN ERICEIARTRUEREZIE L TL)
3,

NSCLC TR5N3 HER2 B FERE L TIF. K1
RYIBD. A775_G776insYVMA LIS CHEEHRODT IV
D20 AZEENSNTVDLBEOEVNEDE LTI,
P780_Y781insGSP 1> G776delinsVC 72 & 0. T
MICEI IV 20 DRERERETHD L755A/P 1IRED
WENDD . T5IC. FOSFF—ERAAHDE
2EUT, MBS RAA>(CHEU S S310F BEIRER
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FE/NHRZAT AN AL ICH T DHER2ERE (n=177)
Y¥775insYVMA
(33.9%)
= G776delinsVC
(5.7%) A1057V
S310F s G778dupGSP (1.7%)
P122L (5.1%) 1655V / (3.4%)  E10219
G222C (4.5%) 2 3% A1232fs
(2. 3%] b 1%) | ‘ | ( ) (1.7%)
| 1 |
eceptor Furin-like e::eptor ?::::twgr
cysteine Receptor Other
Domaln rich domain Domam Domain Active site of Tyrosine Kinas¢ Domain
173 183 | 43 366 P86 510 643647 EIBU 694 73 884 1255
H;i'gb‘l R678C
5305(: G3l]9A s31or (2-1%) (2.8%) (3.5%)
(2.1%) (2.8%) (7.79%) D769X
(9.8%)
v777L
(11.9%)
L755X I767M
(21.790) (4.29%)
HAHAAICHEITDIHER2ZE (h=143)

1. ENHRERTN A ICEITD HER2 BIGFEEDDT FLHAICHITS HER2 BILFEREDDM EMEELDDRTY)

Robichaux JP, et al. Cancer Cell 2019 KD5|A - /&

RAANCHEU B 1655V ERREE. NSCLC ([CHWTHE
BHIDIREN DD (R 1), MEBIDIREZZDHD & HER2
BELFOEEFERCODO> > TEGFEENREZINT
WaH, CNSOBICFEEDEL (. RIEEETRPDZE
2 (variants of unknown significance: VUS) (CH3EE
ncnas,

KRB TIRAR D KD (T HER2 BIZFERE EGFR BIZF
ZREFKR. FRRNATHEENBVEGTFRETHD. U
MU, MRELENRAZISRE UIZ Lux-Lung 8 FHE&D
post-hoc F#ICIE. CNETICHRENFEAERN DI
ZHD HER2 B FERNMBEZN. INSOBETE
afatinib BN EN > 2 ENRESNIZ 12, UH
L. COFmEENR—RXEUTERSNIZ Ba/F3 itk
BV TIE. CNBSD HER2 EFEEDEZL (&
S RREEN R OSNT | RFLENATRESNIZCN
50 HER2 BILFEEDEZLIZRSA/I—ZETIFRN
CHRINTVS 3,

(3) HER2 BinFZERDIAE L IRFRIGE

LRDED . HER2 BICFERFMIRNA(CEZ BHS

*. Reproduced with permission from Elsevier (2024)

. R AD 2~3%(CFET D EDIRENZ U, AR
BPACHITD HER2 BIFERELBELZEREERE

T. NEDBWCKDBEDE (ABZEEVHTZTAE
FERAEDE) FEFEEAERBRNEEZISN TSI,
EGFR B FER AR, FFEEE LG THENSWE

TNTULD,

HER2 BILFERDFHREAF LU TOREICDNTI(E,
FREFLOBREPTFRAROHERA EDRE.
A775_G776insYVMA 1R ERHEDZEENFEREFT THD
EOH/ERE, —BURREESNTULVRL., EGFRZE
RGN A CERR. BEESR GERUEENZ W) 22D
MOFERTF (TDHSREEER T DIMHNADEIGRE)
EDORER E BHRORFMEA TRz EEZ NS,
FIz HER2 B FEEREBEDORF S U T EGFR &I
FER LB Y NEEEOU X TBENE R BIRE SN
TWB B, — A BENRFARTF EUTE RAKLF
7 R(CH T DRFHENMEOEIBEENSRE SN THD 6.
DRTEH EGFR BIFEEMM A & OBEIENRIEZN
3 Y, FRIC. HER2 BIGFERIN AN A R ERE
(Cxt I DREZHEBROAREENREEIN TS 1819,



(4) HER2 BEFERMMAICHT DiaBEDHTE

HER2 EEI(CX 3 20 FRIVEFEDORFET(E. LA
PERANFEITUTULE, AIZREANA TR, RSBt
F4E (IHC) BRATD HER2 7/ J@RIFERRLL
ISH 8RB TD HER2 Bz FIEEDH DN AN HER2 B3
MANAEERSN. H1 HER2 BENREERCTEL<H
nsnTLd,

A APBR AL OEIREE T &, HER2 fFiE (IHC
1+ EF(F HER2 B FEER) W DOBEREDSHD
BEZWRC. FSRYIAXT - FIVIRTH> OB
BRUOLEHEEIREL I D5 [HEHER(NCT02564900)H%E
iz, TDFER. HER2 ZEB MDA ICHITDEL
MK (73%, 8/11Hl) MREndEEEIC. HER2 S
IR SR A TEEMFINRS SNE . CNER T
T. HER2 ZEBHMMNAB LU HER2 5>/ \IiERIF
I (IHC 2+F2(F 3+) ZHBIDIMMAZTRIC,
DESTINY-LungO1 i#t8% (NCT03505710)1 i - Ehti
Nnice RSRAYXIT - FILIRFH> 6.4mg/kg - 3iA
BB S S NIZAHEROF BT (CH T, HER2 5
BRI AT EZERNER 61.9%. PFS DOHhoYiE (HEE) (&
14.0 & A ERiFBABEREN RSN 2. —A. HER2
BINOBRIFIRET T DMNATE. MK 24.5%.
PFS mHsfE (HETE) (& 5.4 # A THDI2BDD. Grade
3 BLEDREIFERA 73.5%IC5RO 5. MEMAMEE(CX
D 6%DEENIFETIDRE. AFENRDENCHEEERN
By DR TH Dz 2. TNSOIER %21 T DESTINY-
LungO1 itB&(%. HER2 ZERMHERN A J7/R— MMTDWT
BREBERZILK I D THEDSNIZ (HER2 5>/ 0@
FIRIREBHI DM AINR— T IES5E%Z 5.4mg/kg
& UOR— b~ 1la hiE&iFsniz ).

2022 €MD N Engl ] Med 5(Ci8&i=11/= DESTINY-
LungO01 iRXERDIRE T, 91 ROBEAEE HER2 BIEFE
FFHEMHDABECBNT, FSRYVYIYT - FILIRTF

7> 6.4mg/kg 185 DEMNEL 55% (95%CI, 44-65%) .

PFS HoUiE(L 8.2 A (95%CI, 6.0-11.9 4 H). 0S D
OB 17.8 - H(95%CI, 13.8-22.1 #A) Tho Iz,
KHER(CEBHEINIBED 86%H HER2 TV > 20 #&
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AZRE (ZDD5 80%MH A775_G776insYVMA) ZH L
TV TOV> 8. 19 HXU 20 DREAZEERGMED
BEEHZFNTED (ENTN 6.5%. 4.4%HLT
3.3%). INSDBECHSVWTEEENRMRHSNTZ.
Ffz. HER2 > )\ OFIR® HER2 B FIE—#ICH
N5 FEAEDBECBVWTASAVIAYT - FILY
AT RN DEENRIDBOSNIECEEHEINEZL
Thd.

CDESICRSRYART - FILIRT N> (FBEAE
HER2 BEaFERBEMNAICH UBVEBENRZRL
et —AT 27.5%DEECHWTCHENMESZEC
DRE. BWER VU X OERIEE DIz, CDfesh. TR
WD « FILVIRATHY 6.4mg/kg 55 & 5.4mg/kg
K"EOEMYE - T2 M EE T D55 11 85k (DESTINY-
Lung02 tE&. NCT04644237) h'Efi=nre 24, Zmsx
BT mBHCHBVWTHEEDREIFFRETH > fzd(Cx
U, BBEUMEZEORERIE 5.4mg/kg I58F &
6.4mg/kg IHSEHCH T, TNTEN 12.9% (95%CI,
7.0-21.0%) & 28.0% (16.2-42.5%) THoERE.
5.4mg/kg BCBVWTERIERDSEE N DRV ERVRE
Nic. COMRZR I T AP CTEBRERDSH D HER2 %
ERB MM AICKT U, 5.4mg/kg DIRSE(CTERIND
[CZE D7z, DESTINY-Lung02 sHBRICHBLTH. HER2 T
DY 208 BAEEZBIDRECNMR. HERZTOV>
8. 19. 20, 21 DREARERZHIDBENEFENTS
D, DESTINY-LungO1 iRER & AR, BLTEEI1T(C
D59, RSRYIAYT - FILIRFTH> DBEEHREN
RSNz,

(5) MEAHZXA

HER2 BIZFERZH S DN A(CK U T, 53 FEN
SAEREDIE#HE U T HER2 BIAEAIEE/REE 2 4 pan-
HER FO> >+ F—CAEA] (TKI) OERREFENF I 1E
HENTWzZ ELD, TKI ZAWZIHE (CE LB DM
APZXALICDNTEZ < OBEZRNAFTIITHON TS
31125 Z#ER. on target DM & LT3 C805S
2 RNERE (EGFRIE{GFD C797 LMEREEMI) A, &2
8 pan-HER TKI (LT DMHERE L TELD S EN



BORUREENTLD, UM U, HER2 B TFEEMMN
AT T BERERE U TERSNE NSV T - FIL
DAT I EHFEEIMEEHER TH D, TKI &£ (FR < ERD
MHESZ =29 2 EAEE SN SEOMEHFIERN
EETHD. BADHRECHNT. FSRYIIT - FIL
D AT N MEESROREAT. NANEEGEFTHSD
RB1 DRENELTWNVEZ EREMNRENTNS %,

(6) HER2 EEFERDIRE

HER2 B FEEZBEITDII/ITAZIMEELL
T, KITIHHEMRAZTRANDA> I Dx Target
Test WILF CDx XA (AR, A>3OY-> DXTT)
H LU MERAZALD Guardant360 CDx MNAEIETF
)L (LR, G360CDx) A&ESRENTWLWS (A>3v%
> DXTT DFFHEPME ESNDIREEERLVEE(CDULY
T EEE (CHBITD/I A AT —H—REBEDF5IET2.
NAAR—H—RBORNEILF T L U ELETFIR
] OEAESR), 72720 G360CDx [CDWLWTIk. OCGP
EUTORBERE CDx & UTORERRBOMEENKE
W& @QCDx SR RS /—EEFH HER2 & KRAS
D 2 BILFDHTHDZENS, ERRKRICSWTIE, 0>
INZAZEZMEA I DXTT TOERERD

(G360CDx ([CDWTIF&ih) .

2023 £ 11 AIR7E. A>OX> DXTT Tld 54 &%
D HER2 B FARMREAIRE TH DM, 55 48 BN
AN AZZIRE UTERTIRE TS D, KD D 6 A
FEEBRE VTR EN. D2/ ZAZIE L TIAE
AAREITHD (R1). 54 BED HER2 BIFEEDD
SHFHENT OV 20 DIEAZRTHDIN . ITIV> 20
DRERZEDTDMOITIY > DBEIGFERNEDD
¥z EHHTND. —H., DT FELFIRE TH DA
HAT> I ) CRIL Dx A2 AmoyDx FE <)L FEILTF
PCR /AL THE. HER2 BILFERDERNESEIEIRE
LTCRIIENS. COBEICE VILFBELFIREEZR
WA IILT VX LADIE (fEEE CHIFD/I\ A AT —
H—EBDF3IZ 2. M AT—H—BREBOTRNETIL
FIL YO RBILFRA] TRESNTVDLSIC, R
WBEELTA>IONA> DXTT ZAVWEI I\ ZAEZ
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BrZiTU\ TORRZHR I D2HEN DD, 2023 F 11
BRfE. FSRYIAYT - FIVIORFT AU ETIREEURE
THERSNTNDZENS, BAERRICHSIREZITOC
CERIEETIEH DN AIEERIRR ERHD RN HELR
END. BB INSOXRILFEIEFRETH/—2ND
HER2 BZFEREAZ YA DXTT TH/I\—2ND
HER2 BIzFZER (K1) (3T UE—HUTLVRFIEE
HEZECEHENDD.

MmEE&AZALD G360CDx (FE(C CGP#BEEUTE
BEND EBESNDIHN, HER2 BZTFDERIUY 48
PR EIRDTVNDTEsH, AZOYA> DXTT TH
IN=ENTUVR HER2 BIZFEENBE NS EIRENE
D, 2023 F 11 ABETE. DESTINY-Lung02 :XB&RD
inclusion criteria (C&&END HER2 Bz FEERD D5,
Gly776_Val777delinsCysValCysGly
Val777_Gly778insCysVal. Thr798Ile ® 3 DD/ 77>
MEA>OAYA> DXTT [CIEFEENTULRWA,
G360CDx THREENLHZBE(ICFEO /A ZEL
T{ERTIRETHD. F/c 1le767Phe BE(IA> IV >
DXTT TIFES&EBIRE U TRAENDENDD,. DESTINY-
Lung02 iB&D inclusion criteria [CIFEFENTHOD.
G360CDx THREEINLBZBECFEO /I ZAZIEL
TIEATIEE SR D TULVD,

B

HER2 BIZFZER(I EGFR B FER LAHK(C 2004 £
[CRREN. AFAPBR AR EMDNAETHHL HER2
BLEDORARMNEATWZN, AFBD HER2 ELFEER
HRABEBEND FIREEREDRBEEZZITSNDLD
([CRRDfzD(F. FENSHI 20 %D 2023 F£8 AN &
Tdhd. HMRAZANZO I\ SAZIEEOTIE.
2023 4 11 BI|ME. A2 > DXTT OIHHEBEN
TWBH, A>T DXTT THaaEeiR HER2 R
DO5, 6 BAEFSEBERELVTRNENS (T2 /(A
SEMRACIHMERTERN) CEICBEIDINENDD.
FMMOVILFEELCFRETHDIMMNAT /IO KR
JL Dx ¥ AmoyDx &~ )LFEEF PCR /ARILTE
HER2 BIFEENEEIBTHRE U CGREIEN., ZEBED



BERFOVII\ZTAZCZEETSH DAY DXTT T
ERZHRT DRENDD.

ULHh\U—7A. EMERETAICENTIEZRIICHIES
HER2 BFEENMRESNTVWDILEFLEETH
2. HER2 Bz FEEZ SV RSAN-ZEREDEE(C
HVT(E, CGP BBZABEDFBTRMDANDZ L(CK
D REEESNTVR RSAN-ZEDRBRVEIFICETS
N30jEetEdH S (EEE G360CDX (CRET DEEIREER).
U L. 72 HER2 Bz FARN CGP BRB(CTHRE=N
ZBE. TDELIFVUS ([CHEENDEEZ SN, HX
BEOEEAITCDOVWTIEFIFR/\— M RILIREICT
T3 (1859 DMEN G D,
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HER2 ZEINAICH T D NS AV T - FILIRFT
DBEE. TDOMDINAD FIRENEFEREER D,
HER2 7 >/)\ 048R & U TR (DA AMERR) (CHsHE
RREFRNAR (FILVORTHY) =EMT D ADC FETH
Do DIz, ZLDWIX HER2 BIZFER[ VUS TH
BEDD. (BEDRSAI/I—ZEETRMDZELTE) b
SAYAR T - FIVIRT R DEFRNRNFCE S
BEMEHD. Sl FHERZZR FICITOV> 20#
AZRLSNOIHIRZERE) ([CDNT. REFIDEEMNR(CE
927 —I2EBRL TV RENDD.



1. A>2OVNA> DXTT THRHTEIEE/R HER2 B FAR—E (2023 £ 11 AR

® AN A>HE UTERTRMNELTFER

Iov> ZROFH XL AF RDZEA{L
8 p.S310Y c.929C>A
8 p.S310F €.929C>T
17 p.R678Q c.2033G>A
18 p.T7331 €.2198C>T
19 p.L755P €.2263_2264delTTinsCC
19 p.L755A C.2263_2264delTTinsGC
19 p.L755M C.2263T>A
19 p.L755S C.2264T>C
19 p.L755W C.2264T>G
19 p.I767M c.2301C>G
19 p.D769N C.2305G>A
19 p.D769H €.2305G>C
19 p.D769Y c.2305G>T
20 p.E770_A771insAYVM  ¢.2324_2325insATACGTGATGGC
20 p.Y772_V773insVMAT  ¢.2325_2326insACCGTGATGGCT
20 p.A771_Y772insYVMA  ¢.2325_2326insTACGTGATGGCT
20 p.G776delinsLC €.2326_2326delGinsCTTT
20 p.G776delinsLC €.2326_2326delGinsTTGT
20 p.A775_G776insV €.2326_2327insTAG
20 p.G776delinsVC C.2326_2327insTAT
20 p.A775_G776insV €.2326_2327insTCG
20 p.G776delinsVC €.2326_2327insTCT
20 p.A775_G776insV €.2326_2327insTGG
20 p.G776delinsVC €.2326_2327insTGT
20 p.A775_G776insV €.2326_2327insTTG
20 p.G776delinsVC C.2326_2327insTTT
20 p.G776S C.2326G>A
20 p.G776C C.2326G>T
20 p.G776V c.2327G>T
20 p.G776_V777insL €.2328_2329insCTT
20 p.V777M C.2329G>A
20 p.V777L €.2329G>C
20 p.V777L C.2329G>T
20 p.G776_V777insVGC €.2330_2331insAGGTTGTGT
20 p.V777_G778insCG €.2331_2332insTGTGGG
20 p.G778_S779insLPS €.2333_2334insGCTCCCCAG
20 p.V777_G778insG €.2333_2334insGGG
20 p.V777_G778insGCP €.2335_2336insGCCCAGGCT
20 p.G776_V777insVGS €.2336_2337insTGTGGGCTC
20 p.V777_G778insGSP €.2339_2340insCGGCTCCCC
20 p.V777_G778insGSP €.2339_2340insGGGCTCCCC
20 p.V777_G778insGSP €.2339_2340insTGGCTCCCC
20 p.V777_G778insGSP €.2340_2341insGGCTCCCCA
21 p.V842I C.2524G>A
21 p.T8621 c.2585C>T
21 p.L869R c.2606T>G
22 p.R896C C.2686C>T
22 p.R896H C.2687G>A
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@ 2ZFHE UCRATRMERTFER (O>2/\TH > ZIRICIERFE)

Iov> RO XOLAF RDOZE(E
19 p.L755_T759del C.2264_2278delTGAGGGAAAACACAT
19 p.1767F C.2299A>T
20 p.G776delinsCV €.2326_2327delGGinsTGTGT
20 p.Y772_NV773insVMAV  ¢.2326_2327insTCGTGATGGCTG
20 p.G778_S779insSR €.2338_2339insGCTCCC
21 p.T862A C.2584A>G
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(1) NTRKIEEF

Neurotrophic tropomyosin receptor kinase (NTRK)
BIEF(E1921-22 (CAIB IS NTRK1. 9q22.1 (ClIBS
% NTRK2, 15025 [CfiIiE 9 D NTRK3 ZSURIFIBLT
J7=ZU—-THO., PORZAZOZERFT—C

(TRK) J7=U—(CJ892 TRKA. TRKB. TRKC &1
—RULTWS, TRK (FEEBRES>/)\OEFOS>FF
—ETHH, HRRERFNUHCRELTREI DS
ECKDEHEL. HlRRdD RAS/MAPK, PI3K/AKT.
PKC >0 F)UREREEZ T U CTHRIFMROFEE. 21t
EFHERFICEANZ T ENMBNTNS " % TRKIFHRAT
(FFHEHARE SABRRICPRE L TRIRLTVS 3, NTRK Rt&
BaF(E. 1986 £(C Martin-Zanca SHVKREOHEREAR
NSEFEUSHTRELERSESNE & ME. MNE
fibrosarcoma YoFLARE KUMBRARRFED D WEE(CI U T
ETV6-NTRK3 REBLTFH 90%U LEDEFITRDH SN
DTENESHCEN 8, REFTHRLMEECSNT
NTRK Bd&BfaFH' Oncogenic driver & U THEZEHIED
1BYE - AF(ICREADD I EMBESNTULVD, FECSL
T, 2013 &(Z Vaishnavi 57 NTRK1 Bi&EEF
(MPRIP-NTRK1. CD74-NTRK1. TPM3-NTRK1)% ffifi
ECTREL. INSOMESETRTFMESDOBEIEICEST
B2 & TRKA FF—UEMZBEEI D ETHREER

4-9. NTRK

FaEH I DMAROBENINFI NS C EhmEENE °,

NTRK RY&BIEFIE NTRK1/2/3 BIEFD 358l &,
B—REBAENG DN EMDOREEKCTFET /(- b —
BRFO SHEENMME T ETEL D, BFORE
[CLD TRK REEENELDZET. UH RIFKEFYE
(C TRK FF—EHVEMH b, IESHEDIETE - £5FH
BEEND. NTRK1/2/3 BEBLEFONMIEST T
[CLD>TEMRD. /B fibrosarcoma ZLARES KUMERAR
[RFEDDWEETI(E NTRK3 B, HIRFHERER T (&
NTRK2 H'%\\, fiETEFBESINZT —IHMPRnEn
@D, NTRK1 ([TIRWT NTRK3 W% <. NTRK2 DIREHIE
P12 1% NTRK EREET B/ (— P —BIEFR>EF T,
CNFETIC 80 AU LD/ — hF—BTFHR42 EME
[CBVWTHREENTULD. ALK, ROS1, RET Ri&EGT
ERIZD. ERDILIR - HERARD R E DIEBIT RN
RINVUT7> hZERE, TOMDEET RS/ (— b —
(CRIY D —TEDMRME (FEBSH SN TR, FEICSNT
(& NTRK1/2/3 R&EEBLTFEHTINETIC 28 FEHDIN
— hFr—BEFIMRESNTE D, TPM3-NTRK1 M&iE
LFDHREFIMABIIDEDOD, BIFD/NUI->
IEEET NTRK E=FID break point T4 TH
2 (®1. %1, LML, WThOREEBELRFTEH

ETV6-NTRK3
(N=1)

SQSTM1-NTRK3
(N=2)

TPR-NTRK1
(N=1)

SQSTM1-NTRK1
(N=1)

PRDX1-NTRK1
(N=1)

CLIP1-NTRK1
(N=1)

CD74-NTRK1

TPM3-NTRK1
(N=3)

IRF2BP2-NTRK1
(N=2)

(N=1)

1. Larotrectinib (CBAY BERPREHER (LOXO-TRK-14001, SCOUT, NAVIGATE) ([CEFRENIZAMEICH 1D NTRK REEELRF/\U 7> ~

(XHR 10 ZE(CTHFR)
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ffEE (3515 B NTRK RSB FOImEH (SXHk 9, 13, 20, 23, 25-28 Hr51FRK)

Known dimerization domain

NH, *
Alternate dimerization mechanism

o o |

Unknown mechanism

NH, 4

)

Coiled coll
domain

domain

wD
domain

P2RY8 N5, P2 Ad TPM3 N12, T8 Ad
. N12, upstream
PHF20 N5, P2 |Sarcomatoid BCL9 Ad
BCL9
NTRK1
LIPI N8, L1 Ad MPRIP N14, M21 Ad
TFG N9, T4 Ad CLIP1 NA Ad
SQSTM1 N10, S6 Ad RFWD2 NA NE
TPR N10, T21 Ad TRIM24 N15, T12 Ad
NTRK1 IRF2BP2 N10, I1 Ad NTRK2 STRN N16, S3 Ad
EPS15 N10, E21 Ad SQSTM1 N16, S4 Ad
NCOR2 N10, N9 Ad EML4 N14, E2 Ad
F11R N10, F4 NSCLC, Sq ETV6 N14, E4 Ad
GRIPAP1 N11, G22 Ad RBPMS N14, R5 Ad
NTRK3
LMNA Ni1, L7 Ad AKAP13 N14, A3 Ad
CD74 N12, C8 Ad SQSTM1 N15, S5 Ad, NE
PRDX1 N12, P5 Ad ETV6 N15, E5 Ad, Sq
NTRK fusion

SN

5' upstream gene partner

Zinc finger ire2sp2

MPRIP  TPM3
TFG ARHGEF2
50STM1  TRIM63
TRIM24  PAN3
TPM4 TFG
TRAF2

RFWDZ

STRN

EML4

D74 QKI
NFASC ~ ETV6
BCAM NACC2
TP53 BCR
CTRC TLE4
RABGAPIL CHTOP
GRIPAI  LRRC71
PLEKHAS PDE4DIP
DABZIP VL

LYN RBPMS

3': NTRKI NTRK2 or NTRK3
TPR :
LMNA : F :
prL | W COOH
SQSTMI J
el Tyrosine kinase
domain
[:ﬁ m COOH
Transmembrane
¢ domain
ETVE
BTBDI
AFAP1  IGFBF7
SSBP2  MRPL24

MIRS48F1 SCYL3
AGBL4 AFAFP1 H
UBE2RZ  HNRNPAZBI &

2. NTRK B&EETF & TOFEMEE AN L (XZiik 11 KD5IA). Reproduced with permission from Springer Nature (2024)

NTRK Bz FRIORBER(FFF—CRED LR(CH D,

FFr—CHEENMRFESNZEFETME T D. MOREER
FEAKR. coiled-coiled RAAZREDTEML R XA
>EBID/N\— hF—BEFLOBMEICHNTIE. 2D
MHK(C KD NTRK BEY >/ \UDIEENIR SO

— =

[C&LDT TRK FFH—CoEHEAEES N3N —&
L RAA > ZBETRWI - M—ERFEOmE/ (S
—>6%L. INSONUT NIBIFBDFF—EENE
{EOBEF (FBASHCENTLRWL (B 2), /\—bhF—i&
{EFERDEFIN TRK 5 >/ ORI EIRCFET D



BCHEERAMZERITDIENN,. = —EEGF
(CL> TREY > /\UBDHIRBNBENRRD &R E
MRE=NTED, = b F—BRFDEWNCKID T,
HRAREBRZMFETFI—EEEENELDEDEER
5NnTWnd

(2) NTRK Bt&EEFERIEIEORFRREFRISE

NTRK RSELTFZB T DMEMmH THTH D, IF
IHEREATREED 0.1-0.3% S RESN TS 12, BRRES &
LTI EGRF BIZFZR. ALK/ROS1/RET REEELTF
B4R S EAR(C, BE~PEOEEUEL D U\ (SIFELE
BICZWMEMICHDEDD., SHEPEREZEDREEH
D, EOBKRESEDERECEEUDAREEND D, Hilk
BELUTE. INFETOHRSEHITIIKERD W AHERE T
BN RELREDHRERNDERETEREFNINRS
N33, EGFR. ALK (U & UTetthad RS+ )N—i&ix
FREECAEHHMIN S SN TWVDN, EGFR B4R (C X3
9 % EGFR-TKI DT & U TD®REFEEH S 1,

(3) NTRK @&BEFRIEMIECH T B BRI

NTRK REEEIzF 2B I DEEICH U TE TRK FEEE
MZzEIDIERNERTH D, ERE TRK HEFIMD
BENECTFERECHEETIVILFFF—CRERDH
FENMEDSN TS, BPRBLEFREETHD. Filipt>

[EBY AT (CKSTHERIENCRHSND EWLDFEN S,

NTRK Ri&EGF(CET DERKRHBRDOE < (F/\RXF v
HMERELTITONTWVWS. IR7E. NTRK RS EGFHNT
iz (S U CAGREN TS TRK FFH—CHEEEESO
NOFZT (J7+A hSvoE®) EIRXRNLOFZT
(OXU— KL% D2 DHH 3,

SOMLOFZT(E TRKA, TRKB, TRKC (SEIRMI(C
YEF9 28R TRK PEERITH D, SOLIFZID
B3tE. RAZMREUZE 1 HHEER (LOXO-TRK-
14001 KER). /NEZEXIZREUIZEE 1/2 1HiER (SCOUT
HER), BFEHBLURAZMREUZSE 2 18/ v b
;itBR (NAVIGATE i#B&)(C K> THesE sz 1%, cns
DitER(CIE. NGS. FISH. RT-PCR DWIFNHDAET
RSNz NTRK RiE&EB L FHRECERBENEA AN
5Nz, 3 DOFBRICETFRENIZ(ECHD 55 FID NTRK

4-9. NTRK

MEECFEEERORESHET T, BEEPRAECS
WT 7 Bl (13%) TRREI) (CR). 34 il (62%) TEPSD
EINESN. EIHEIS (ORR) (£ 75% (95%(SREX
[CI] 61-85%) &EBmUL\BIR%ERYT ZENHRESNE 15
Fre. SONLIFZIDNRIEFBEDOFEHHIEERES
7. NTRKBIGF (NTRK1/2/3). Bi&/(— F—I(CBD
S5PEBNBZT LGRS, TORREEEC. NTRK
MEBCFEEDOET - BRERENACHISZSON
OF =T (T4 KSvoE®) H 2018 £ 11 AIC
FDA THERBEINIZ, TDEDILA D A O— 7 v T THRAT
N7z 159 BIDFER(IE. ORR 79% (95%CI 72-85%).
EINHARIThIN{E(L 35.2 4B (95%CI 22.8 4 B ~KREiE).
RIEEAFRARPMEL 28.3 # B (95%CI 22.1 # A~
KRELE), 2EFHARIPRIEE 44.4 48  (95%CI 36.5
THA~KREE)THD. ABTEINSDERZE EIC
2021 3 AICEARNMNEUS SN TS 18, NS DRk
BRDS5. IF/NHRAGE LS 1 AR (LOXO-TRK-
14001 5#8%)(C 141, 55 2 4H5XBR (NAVIGATE 5#88)(C 19
BlDEt 20 FINEENTLZ, B#EE 19 FINERE. 1
BINHRBADWIETH D NTRKI BEEIETH 16 4l
(80%), NTRK3 BEEEIEFH 4 F1(20%) TH >z, 14l
(7%)T CR, 10 il (67%)T PR h'15541. ORR (& 73%
(95%CI 45-92%)TH DIz, EINHARIPRIEL 33.9 &
B (95%CI 5.6~33.9 #B). EEEEFHARhoE
35.4 48 (95%CI 5.3~35.4 #8). 4EFHRhRE
(340.7 48 (95%CI 17.2 ¥ B~KZBE)TH O, 2k
EFEEDSRVMBNLRDHSNIZ Y,

IXMLIF=T(E. ROS1., ALK, TRK ZEETS
WILFFF—EHERTHSD. NGS. FISH. RT-PCR D
WINHDFEETRESNE NTRK @& ETFEEDE
R AZEIZERT S 2 D05 1 itk (ALKA-372-001,
STARTRK-1)B KU 1 DDEE 2 #8:88& (STARTRK-2)(CdH
WTZDBEMEMNMRIEEN. MEBITOBRNRESN
1z '8, 54 D NTRK BEBEFHREBRIADDS S, 4
5l (7%)T CR, 27 f5l (50%)T PR H'E5M. ORR (&
57% (95%CI 43-71%)Td oz, =ThHHIRI b RE (X
10.4 ¥ A (95%CI 7.1 5 A~RFE), MEREFHR
thRfiE(d 11.2 48 (95%CI 8.0~14.9 #B)T&H 0. =
DOIERICETE. NTRK MEEGTFHBEOET - BRE
ERACHTBIIINLOF=T (OXJ— L% @
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R2. NTRKRI&BEGFEMN AT I DERMREER
| =8 HERE phase MR
NCT02122913 (LOXO-TRK-14001) 1
Larotrectinib TRK A/B/C NCT02637687 (SCOUT) 1/2 TRK-TKIFKAE
NCT02576431 (NAVIGATE) 2
EudraCT,2012-000148-88 (ALKA-372-001) 1
TRK A/B/C
Entrectinib ROS1 NCT02097810 (STARTRK-1) 1 TRK-TKIKEE
ALK
NCT02568267 (STARTRK-2) 2
Taletrectinib TRK A/B/C NCT02279433 ! TRK-TKIZE A
e a7kt
(DS-6051b/AB-106) ROS1 NCT02675491 1
TRK A/B/C
Repotrectinib /B/ TRK-TKIKEE
ROS1 NCT03093116 (TRIDENT-1) 1/2 ,
(TPX-0005) TRK-TKIm 4
ALK
Selirectinib
TRK A/B/C NCT03215511 1 TRK-TKI 4%
(LOXO-195)

BEREANY 2019 £ 6 A(ICAFST. [FE4F 8 AICKE FDA
THERENZ. INSOEEKRERIC (& 13 FID3E/)Hifekb
EHIVERENIz, EfEEEE o B, RFLE 2 fi.
NSCLC-NOS 2 #lTd D, NTRK1 @B&EETTH 8 i
(62%). NTRK2 RE&EELTFN 16l (7%). NTRK3 Bt&
BEFH 4 BI(31%)TH>oTz. 1 il (8%)T CR, 8 Hl
(62%)T PR W'85#1. ORR [ 69% (95%CI 39-91%)
Tholz. BIBBEFHHMPRIER 14.9 8 (95%CI
4.7 m A~XKEE), 24EFHAMPRMEG 149 © 8
(95%CI 5.9 # B~kKFE)THo = 1%

TRK PEER(C L DEEERDOMMEF EHRESN TS,
On-target DR & U TlE. NTRK FF—ai5DiE
FZE (TRKA G595R, F589L, G667C; TRKB G639R;
TRKC G623R, G696A) EDM>THDH. NSO
ER=ZHEIDIEBECEIRERIE 2 A TRK FAEH
(Repotrectinib, Selitrectinib, Taletrectinib) M&ERRFE
BEDHSNTND 202122, Off-target OMfEMERFEE LT
(&. KRAS G12D, BRAF V600E, MET 1&igix & MAPK
BREOBCTEECBBNEET S ESNTNS 2,

(4) NTRK Bi&EGFDZIER

NTRK REEEGFORMIC(E, RIERS —OT > kK
(Next generation sequencing: NGS). RT-PCR &
(reverse transcription polymerase chain reaction).

B in situ I\ATUFAE—-2 3 ik
in situ hybridization: FISH) . SEHEMEFEREE
(Immunohistochemistory: IHC) h'%%. TDD5.
IXNLOFZT (OXU— L% oa> /=AY 2
#i%E & LT FoundationOne CDx WAL A0 7+
JL (F1CDx) & FoundationOne®Liquid CDx iAAT . I
JO77-JL (F1 Liquid CDx) »'. SOKLOF=T
(D74 RSy UE®) OO ZAZZHEELT
F1CDx DEEREN TS, LML, SNSORE(FRIR
BE LOBMENS I INZAZEZHESCOTEMALD
5<, EBCEBENT /) LoTOQTJ7A4U>D
Comprehensive genome profile (CGP) &L UL TCIF
A= M) CRIVEFR TR DIRENTOND Z EHEL,
fid> driver BFERRD, MMCOZ /A ZMFEES
UTERBSNTUVDIREZEN RNz, NTRK BEER
FEMROBEL CGP RADERER(CITOERNF

DEIRD,

(Fluorescence



# 3. NTRK@SEGFORLEICAVSNDZIEREEDILR

4-9. NTRK

emaEEFoRt | T T s i
THC = A~ Tl4E 2 al4E
FISH = = JO-J&%izh 1> ] ]
RT-PCR oh = ke aJ4E 5
DNA-seq NGS = aT4E T TI4E x|
RNA-seq NGS = = AJRE AJHE AJHE

* NTRK3 TIFHEE, tF1CDx TIE NTRK3 OB#HRL. * 7>TUISS—UT D ETEREE

1. NGS&

NGS A IC(FEREXR E LT RNA & DNA DWW ER
Wah. >—oI>EELTI>TUAS—OTY
EEINATVY RFEv ITFv—EonITNzANDH
MEREECRKDODTERD., INSEVWIRIEEGTOR
HICHETD (REBEZEDFMCDONTE, fiEEECH
FRIAAN—HD—BREBEDOF5|E 2. )I\AAY—H—1&
BORNERILF T LY O RBILFRE] DEZSR),

F1CDx (F/\A TV RF+ TFFv—EEAWNTIEEHE
KD DNA Z#T T 2 5ETHD. /\ ATV RFv
TFv —EORFE L. RMDFEE/\— hF—THBIRHA
BETHDIH. ME/N—bF—D/NUIT -3 NEE
72 NTRK RISEZRFOREICFENTVWD, LML,
NTRK3 [CDWTIE NTRK3 BHARDIEEHN IR < IN— b —
BLTNSEE T DD, BHRELTN/\—KF—T
HOIHBEDHERUTIRETH D EITERNUETH D,
FJz. DNA R—XDREBETH DI, 1> SO MEEIC
FEIDILERZIRE T DIEDICIFLVWEGERES —OT
SRIDIMERNDD. TOETZMEIDIEIIERET
HBD1zH. RNA R—XDIRB(CLHR T D SAREFHERMNE
<IRBDZTENMERESN TS, $F(C NTRK2, NTRK3 (&
ZFNEN 350.7kb. 379.2kb & NTRK1 (20.7kb) (TLEAN
CTELTFEARNKRSVZOREME EIRD AL SEEN
WETHS 23, F1 Liquid CDx (FMniEhdiEERE DNA
ZRTMRELTVDN, REORENSD D, itz

Wz NTRK RSB FIRE DRI 47.4%(C8E
FREINTVWBEe ¥ HEREFERD EERGSERO
T(HEMZ RV OB L FREMEST NS,

Z DD CGP #®&E & LT, NCC A > /xR,
GenMineTOP WAL LTOT 7 (U RFT LAMME
HRIBETH D. NCC A>/)\RILIFNAT Uy REFv
F—EZALE DNA R—XDIRETHBH T F1CDx
ERBRDEFHEE I D. GenMineTOP WAL ATOD
FAUISRFLAEBINAT VY REVY TFv—iE=R
WTWBD, RISEGETFOREIC RNA ZERTDZEMN
S5TOVOTvy o3 igilesisBRnEL <.
DNA R—XXDIRB X DRHEOHERN LN EETND, WT
NENTRKL/2/3REBCFEARLAIEETH D, TNEN
DORBDOIFE (CEBR U TREZEDBIRDEROMBIRZIT
ST EMNKRDEND,

Z>3<-> ™Dx Target test <JLF CDx AT A
(>3O > DXTT) [FRESEEFORE (C RNA ZALY,
NTRK1/2/3 DW\WINEREETLFELUTEH SN TS,
UL, 720022 =0T EERBWDIES. B
DI — b F—BILFDHHIREETEETH D, NTRK &
SBEEGFCEVWTE/N - hF—BEFHEETHDE
o, NTRKIELFBA®D break point (CE/\UIT—>3>
PENCTENSRERBRE (CRAND D Z E(CEBENSRE
THD. Fle. A IXA> DXTT ( TRK FF—CHEE
BEOOIINZAZBEE E U TREB S TLVRLZH,



NTRK RSB FIMRESNIZHBECHVWTEERIDI
5(C(F CGP MRETOHRNMNETH D,

2. RT-PCR & (AmoyDx® MEYIILFEEF PCR
JXRIL)

AmoyDx® RE~)LFELTF PCR /AILIE. UL
A4 PCRFEZAWVERILF I LY ORBILFIRETH
D. ARADESEIFRE UTNTRK1/2/3 DFFTAEIEET
HD. BEREIESAT NTRK fll&/\— b —B=FA
DISAN—BENVETH D, BEHMD/\— hF—Efr
FOHRUOIETH D, IR - BRIRDWIECHITD
ETV6-NTRK3 RIGEBLFRE. MERLFD/\FT—20
RSN TWDIHAETE BN THDH . IE/lREmET
D NTRK RE&BLFOBRB(FRS5 NS,

3. FISH &

MEEGTFORM (CERASN. FFNRMMECHNT
BEC ALK BEBRLFORBICAVSNTVS, /-~
F—BLTOEENL L NTRK IEBREGEFICHBNTE
break apart 7 O0—J%&AU\3 Z & TERI(C (IR ATEE
THD. UM U. NTRK1/2/3 DETICDWTHERFTT BIC
& 3 Lty hOTO-THENMMETHDZ LN, @E/N
— hF—HNTRK LR—ZEFHRNICFET DHEIC

4-9. NTRK

(FSTFILDHBINE LW ENHB D, B ERDE
BEME(CEBR I D BN DD 2.

4. IHC&

IHCAE TRK 2N\ ODFRAERE T DEDTHD,
IHC BHEEFINA S LE NTRK RIESBGTFEB I DNITT
72UVfzsd, TRK FRERIOESZ BEHI D2 LldTSE
2V, UL, ZIETREERIRETSH D, IR/l REAhE
[CHITD NTRK RSB LFOHEVEZEZERETDE. NGS
REBDAIDAOYU -2 JRBEUTOERFEREIN
Do REIL<ERAESNTVSITHEROTUA(E pan-TRK Hifk
M clone EPR17341 (Abcam, Roche/Ventana) T D,
WEICELBINRREIL 75-95%. FREL 81-100%T
»3 %%, ULNMU. NTRK3 T(ENTRK1/2 ([CLEE L TR
EMEW (55-79%) EESNTHDEEEET S 57,
HBWZ &S, IHC BT3B/ (59— (%, HfgE.
HRRERR) (FRE/\— hF— (LK TERD ESNTHD,
N—= b F—BEFICLD> TRABENDIHMET > /DM
FRBEDEVICERT 3EEX5NTWS M, BIED
HY AT ELUTI%ZRWZIRENZ WD, BBECESD
SNichY hATEIEFERYT. HIEAESHTSEDR
HhtkdENS,
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SNIEAEA THD. HINRATOUIITERIEEE. T
7 —A RS> Tld KEYNOTE-024 DitERiERZ 6 &I(C
PD-L1 TPSZ50%I(c¥ U CHESREN. TH> RSB
[% (& KEYNOTE-010 O#ER=ZE &(C PD-L1 TPSZ1%
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(& 50% U L DIBEDHERFEN RN TS, EF
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4-10. PD-L1

CENEETHSD. PD-L1 22C3 RERBICEALTIE.
2017 F(CAAREBEFS LD MHETMEC IS PD-L1 &
BREICDVWTOBESHEICDVT, (2D 2)] iMRRS
nNTHn “1._RLATOYXIT (3T D3R T8 PD-
L1 IHC 22C3 pharmDx 5] TIT5 &, LU 2.
PD-L1 22C3 IHC DIRE(C(F. i< &6 3 ERBEDFIR
YEBRZRL I DL BIRRSNTLD,

m IR EHIEE

@ FHEiDTz&H(CE 100 B LD Viable iRREEHARA W
BELSNTHD.FI HEERCTHoRESHREN S
FNTND L ZMHDRT D2ENDD.

@ Fv NEHROHIREAKEZE D> ~O—ILR S RTHllE
fRREEE 2+ OIEGHRA 70%U ETHD L. B
H3> ~O—ILAS RTHMSGHEN 10 EUTTH
BT E MDVWTNENY DTS5SI ROREBREN
1+ KB CTHD 7R L. MEOBEBYMEZHET D,

® B> bO—) LRk AMARE & U TRV, fBiEt)
AASEYICER =N, MEARIGL TND Z EDHER
#1175, BEHEI> bO-ILELTERKLELRAESEN
TERHERS U < (FRaEERE (K1) ZAVW3 2 ENT
3.

@ NRESHROMIBIR(CH 1T DR EMZTHBDITRE
L. tumor proportion score (TPS, £EEMAZICT L
T PD-L1 [BHERN SHDEE) ZIERELTHWS,
REREVHRROREN DN EEENEDS
I OIhTEREENTVNEBZEESHIES D, TPS
< 1%ZEM%. 1-49%ZHBIE(ERRER. K2). =2 50%
ZHEE(EFIR. B3)EFERLTVD, BESA > (CHE
N5F TPS 2 1%HRATOU X TEEFIDEE

1. IEEHEM (£ Rk, A i8R (CH173 PD-L1 FIR



E2. PD-L1IHC 22C3 1-49%#l. TPS 10%#E THD. RALT
OUXTHEERDELS 0.

KEHESND, PD-L1 (U EKROYOOT 7 —2
RECEBMHEERDTZH. BEMRE CNSDRER
EHRNOVRE I DERITIIEERG L L2 D AN H D
ERNBETH D, HIRROEZEZTRR<HRL. Bk
CEBITDCENEETHD.

2. 28-8 ik ALZ PD-L1 IHC &

ARE(F. TRV T DERREER(CSVWTHLSNZ
BB THD. BRAERICBVTE TPS 1%, 5%. 10%
Ay AT ELTRLSNIZA RFELREZWREL
J= CheckMate 017 TI(& PD-L1 HIRICEHDST (PD-L1
TPS<1%(CHNTE) ZRILIYTICKDEFEDOEER
EANERH SN, —7. IFRF_LRIE/INBREAhREZ 5
& Uz CheckMate 057 (CBUWTIE TPS<1%DEFHITH L
THFEE R EYFILBEEFEREFKRTH D Efed. &

BERHEES 1 RS> (CHNTIE TPS<1%DIHE(C (.

RAl, REYFCILEDOHRSERETDELBNE

(2023 £ 11 A[CENTCRBEREES 1 RS>
Tl EBERESR<IRDE). ZRILNYTZTINIFAH#
BtEEE(C_EFEE Uz TASUKI-52 Tl&. PD-L1 Blod
PFS WMREE SN THO PD-L1 FIRICKSTRILYT £
REOMRN RSNz, MAHEEEENDZNILY T DL
FELZIRET LIz CheckMate816 (CHULTIE, PD-L1 FIR
NEWEE DFS MER Y D EhRENnz,

28-8 Hifk(E, KRETEF. ZNILYTNRFRIDIZHD
HENIMRE (D> T LA FY —2ZIE) & U THER
NTVd. AFICHULTIEPD-L1 THC 28-8 pharmDx,
Dako (FZ/MRILNYT DESNEZIFEELBPR SN TR SN

4-10. PD-L1

3. PD-L1IHC22C3 = 50%#l. %EHlfaE TPS ([C(EFE IR,

TWBH. TRV T DRIXE L PD-L1 28-8 g
BICLDBEEREVEESNTLRNOD T, KERERD
AT A —EZIMEDAIBT T &2 D, 28-8 THC
REFY MM PD-L1 OHERES R X1 > &525# 9 D41 PD-
L1 SEv bE/OO—-F)ilhzE—RFuAE U THWT
HH. BEREREH (Dako Autostainer Link 48)
METHBzH. CORBHTOREY DT & THRIRER
=NTLD,

m RIEREHEE

@O PD-L1 28-8 RERETHREKIC. PD-L1 22C3 &

REOD-QDIFE (6 R—TB8) &1T5. 2L,
@ICDNWTIF 28-8 TlFFw MEMRDBSEHFAR THE
fElRREEE 2+DEEMEN 80%U ETH DR
WETHD,
@ ZzDDOS5. EEMIEOMIECS TR EMZFE L.
DOREREPREEHEHE(CEADST . DINTHELRE

4. PD-L1IHC 28-8 TP > 10%TdD. ZRILYTEHICELD
—EDRENRNIAFTED,
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4-10. PD-L1

SNTUONIEBEEHET D, TPS < 1%, = 1%, =
5%. z 10%CiHiliZITD (K4) A fidKSICZ
ML T D5 0aE(E TPS (CL>THREEINT .

TPS (3 < FTHRFLFECHITDIMNRFADSE

LU THWLWSNS,

£9. 22C3 TERME=NZAER

HErg 0S | HR for 0S HR for PFS
S B 4 :
(Update) (B) | (95% CI) (95% CI)
P {3F3 + Pemb
4ﬁemzrr'; i3 ocs HR for EFS
= 50% | o st 4+ Placebo © 330 92) 0.48
134 B (0.33-0.71)
—Placebo
P 1#F + Pembro
- 127
KEYNOTE SBIIAE | FE/NFHAE 1499 —Pembro 0.69 0.52
671 ER i ° | P 4% +Placebo s (0.44-1.07) (0.36-0.73)
—Placebo
p
1#F + Pembro 5
—>Pembro 0.91 0.75
< 1%
P #tF +Placebo | (0.63-1.32) (0.56-1.01)
—Placebo
Pembro 690 | 11.8 0.70 4.0 0.84
KEYNOTE z 1%
SI/I | 36/ DTX 343 | 8.4 | (0.61-0.80) | 4.1 | (0.73-0.96)
010 - -
B | R Pembro 290 | 16.9 0.55 5.3 0.57
(5 %) = 50%
DTX 152 | 8.2 | (0.44-0.69) 4.2 | (0.46-0.71)
KEYNOTE I sRivlie | _ Pembro 154 | 30.0 0.63 10.3 0.50
024 tER Rt =P P #H 151 | 14.2  (0.47-0.86) | 6.0 | (0.37-0.68)
» 1% Pembro 637 | 16.4 0.79 5.6 1.03
P ftF 637 | 12.1 | (0.70-0.89) | 6.8 | (1.03-1.16)
KEYNOTE
SEIITAR | JE/)\lRE Pembro 338 | 13.4 0.88
042 o 1-49%
(5 ) tER Bt P ftF 337 | 12.1 | (0.75-1.04)
Pembro 299 | 20.0 0.68 6.5 0.86
2 50%
P ftF 300 | 12.2 | (0.57-0.81) | 6.5 | (0.72-1.02)
i P ##H +Pembro = 127 | 17.2 0.55 6.2 0.67
U ° | P4tE+Placebo 63  10.2  (0.39-0.76) | 5.1 | (0.49-0.92)
KEYNOTE b
189 SEII148 )&"id\%ﬁ 1.agy, | PPiM+Pembro 128 | 21.8 0.65 9.4 0.57
StER i ° | pftFA+Placebo 58 | 12.1  (0.46-0.90 4.9 0.41-0.80
(5 ) : HafiEs ( ) ( )
L sy, P HfA+Pembro 132 | 27.7 0.68 11.3 0.35
=2 p4#E+Placebo 70 | 10.1  (0.49-0.96) @ 4.8 | (0.25-0.49)
1o, |PHF+Pembro 95 | 15.0 0.83 6.3 0.70
(0]
P +Placebo| 99 | 11.0 (0.61-1.13) | 5.9 | (0.52-0.95)
KEYNOTE T I
07 11148 idﬂmé L agy, | PHHE+Pembro 103 | 18.0 0.61 8.2 0.60
i - ()
R P M +Placebo | 104 | 13.1 | (0.45-0.83) | 6.0 | (0.45-0.81
(5 4) ’ A ! a ( ) ( )
L sy, P HH+Pembro. 73 199 0.68 8.3 0.48
° |p ftF+Placebo| 73 | 11.5 (0.47-0.97) | 4.2 | (0.33-0.69)

OS : 4778, PFS : SEEAFHAR. HR : /\U'— Rk, Placebo : FStz/R. CI: {S8EXRM. NR: KEBE. EFS : 1> NEFHAR
Pembro : RATOUXTT, DTX: ReFF)L. P: TSFFEF|
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£ 10. 28-8 ik CiERMEENIZAER

4-10. PD-L1

RERE HR for OS HR for PFS
(Update) (95% CI) (95% CI)
- 1 Nivo 108 | 10.5 0.90 2.1 1.19
° DTX 101 | 10.1 | (0.66-1.24) | 3.6 | (0.88-1.61)
1o Nivo 123 | 17.7 0.59 4.2 0.70
= 0
CheckMate | £5III48 DTX 123 | 9.0 | (0.43-0.82) | 4.5 | (0.53-0.94)
. IFRIE L=
057 HER . oo Nivo 95 | 19.4 0.43 5.0 0.54
=2 DTX 86 @ 81 | (0.30-0.63) | 3.8 | (0.39-0.76)
Nivo 86 | 19.9 0.40 5.0 0.52
= 10%
DTX 79 | 80 | (0.26-0.59) | 3.7 | (0.37-0.75)
o Nivo 211 | 14.4 1.03 4.2 1.18
= 0
CheckMate | £BIII48 DTX 212 | 13.2 | (0.81-1.32) | 5.9 | (0.94-1.49)
. FE/NHRRE AR
026 ER Nivo 88 0.90 1.07
2 50%
DTX 126 (0.63-1.29) (0.77-1.49)
CheckMate > 10 Nivo 185 | 13.4 0.61 3.8 0.66
0
026&£057 DTX 179 | 85 | (0.49-0.7) | 3.6 | (0.53-0.84)
~ SEIII4E | FF/)NiHADAGE -
ma <19 Nivo 163 | 9.7 0.76 2.1 0.99
(5 ) ° DTX 153 | 7.8 | (0.61-0.96) | 3.5 | (0.78-1.26)
<1% | PHA+Nivo | 120 13.6 0.55
X (37RBA PHEE 120 8.4 | (0.38-0.78)
PHHA+Nivo | 82 11.0 0.63
TASUKI-51 | SII48 | JERFELEE | 1-49%
" ? PHIE 81 8.4 | (0.42-0.96)
Loy, | PHFAHNIVO | 73 9.9 0.55
PH1 74 6.9 | (0.36-0.83)
Check - 10 Nivo+Ipi 187 | 17.4 0.65 5.1 0.75
eckMate ° PHHFR 186 | 12.2 | (0.52-0.81) | 4.7 | (0.59-0.95)
227 SEIME | 36BN L
(5 4F) > 1% Nivo+Ipi 396 | 17.1 0.77 5.1 0.79
P 397 | 149 | (0.66-0.91) | 5.6 | (0.67-0.94)
< 1o, |PHFBENVO+IDI 135 | 17.7 0.67 5.8 0.69
? PR 129 | 9.8 | (0.51-0.88) | 5.0 | (0.52-0.91)
CheckMate \_agg, |PPHATNIVO+Ipi 128 | 152 0.70 > 1% OLA vs P#{H
9LA SIE | 36/ ERAE ° PH1E 106 | 10.4 | (0.53-0.93) %% 204 vs 204
(3%) PHIFE+Nivo+Ipi, 76 | 18.9 0.75 PFS 6.9 vs 4.7
2 50% P 98 | 12.9 | (0.53-1.07) HR 0.71
(0.57-0.88)
(EFS) (EFS)
<1% | P-§tA+NIVO = 78 25.1 0.85
P-1 77 18.4 | (0.41-1.32)
Che;';g'ate SIE | JPMERE | | o | P-G+NIVO | 51 R D5
- (0]
P-1FH 47 26.7 | (0.30-1.12)
P-{HFE -+ NIV NR 24
L 5oy, | PHFAHNIVO 38 0
P-4 42 19.6 | (0.10-0.61)

0S : 24778, PFS : SHEEAFHAR. HR : /\U'— Rtb. Placebo : FStz/R, CI: {S§EXR. NR: KZiE
Nivo : Z/RJL T, DTX: Re&FtiL. P: TSFFRE Ipi: 1EUALTT . EFS : EAR> NEFHAR
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3. SP142 fifxZAWLZ PD-L1 IHC &

E(C PTYVVIIT DERRAERICBEVWTHNSNS
RBTH D BUARETIFMEEEEADT7 Y U X
N T HRIESOBEILZHIM T DIz DEINEZIE LS LT
FEEREINTULEAY, IMpower 110 DFERZZ T, KA
EHEATIE AR BEADT Y U XY T BRI SD
HELEHIRT S DIebD I I\ A D EME SR Tz, —IR
FuRE UTHL PD-LL DB €/ o0—-FH)LFk (F0O—
> SP142) &R "2+ R2FIY—2 ULTRA ED
BEREREZAVTEREZITD. IVNNBREMECSITD
HITE (S, FEEMRZ(CHITS PD-L1 BIREK (TC) LEER
THRBEHRRICH TS PD-L1 FIREK (IC) DMmEDHli%E
175, FBEDBEE. PD-L1 &FE. 9H5TC3 6
UG IC3DiHE (R 11 BR) (C7FY VI TEEIR
B5h'alaETad. I NHleitEOTH > RS> LETE
7FIYUIITERIGS (G PD-L1 RIRCEAD S IR
NCc\Wsd., —7. RBERIEEN A RS> (BT,
OAK HHERDBRFE LRIEDFBRETI(E, TCO M D ICO BFCH
WT RESFILBFE LR UEBROMRORES SHNE

+ 11, SP142 ZAVDIZEDFHEEAE(47)

4-10. PD-L1

VMEBIN'S D EDHIBIT. PD-L1 FRXRERRLIEDX
TIREOAEZAM T DI ENEF LW ERREH SN TL
Do TOBRIC, SP142 FIATOERRBEN R IRIHE (.
22C3 [CLBERESBTETD LEBMSNTULD, MifeH
AEELTOT7FYUIRTHEE‘RSZRFT UL
IMpower 010 :HER T, [BRMEEF & LT SP142 H°H
wenmm, EEZ#frid SP263 (CKD PD-L1 iAEWS
NIzTzs SP263 KNI\ A BME SR 1z,

m REREHIEE

@ FT HE ERCTHORESBMRE,AEEN TS L
EHER T Do

QRBEEEAI> bO-ILRASA RRUEENRAS A
RORB(ICRIENTRNC 2R T D.

Q EBMREACH LT, 2EBECHMDST HMiE
[CHRIBEBORENDHSNDEBMROESZEH L.
fEEMfe(CHFD PD-L1 RIRE (TC) ZRAEIT D (&
11). Ffz, BERECH LT, 2EBECHH/DST
FBEORENZDHSNDEB=HEREMR (EEE

JEEHIRAICISITS PD-L1 HBEE (TC) 237
BEEMARESARCHT LT, LEHE(CEFRARL<., MZEC PD-L1 (CKBBERIGH RS SN D IEEMIEDOZEH
TC3
50% t%&=E5HD
fEEMRESRCT U T, f2ElE (CEERR<. MRIEIC PD-L1 (CKBBERIEH RO SNDIEEHEIEOEIEH TCo
5%t 50%KiE%E LH5HD
BRI LT, 2EsE (CRERR<. fZIR(IC PD-L1 (CKBBEREHRH SN D EEHEOEISH e
1%L E 5%FKiaZzGHD
BRSO LT, fRERE(C PD-L1 OBMHERIGHERSH SR TC0
X, fEaE(CRERR <. fERC PD-L1 (CKBBIERIGH RO SNIEEMIEN 1%KEELHD
[EE2RfEMacHdiT3 PD-L1 HHRE (IC) A7
BRI (O LT, REMEICEFHER<. PDLL ICLBBERIGHRD SN BIEE S HEEEROEISH 13
10%U EZ=5HD
PEESEI (X LT, 2R (CEIMER< . PDLL [CLBBRMERIGH D SN B IEESHEAEHIEOEEN 5% 1c2
B E 10%FKEZEHHD
PSRRI (T LT, REMEICEFER<. PDLL [CLBBERIGHRD SN BEESHAEMEEDOEEN 1% Ic1
Bl E5%KiEEEsHD
JEE4EI (3T LT, PD-L1 OBRERIGH R SR o
N, REEE(CERFRRL. PD-L1 (CKBBERIGHZRH SN IEEZHEEMIEN 1%KEZE LHHD
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4-10. PD-L1

5. PD-L1SP142 [CkBRT LREDORERE. BRMIRESIEIN. EEREZMOBEDLS (TR
WU ERICHEGZERS. 1C3 LFHiiaNS.

AR OIEZ R OGRED (CBE Y DR&EHe) DFl KNSRI T D, EFEHRHIRRRIEE D (CHNTE
aZzEH L. ERREREMRICHITS PD-L1 FIREK Ny DTS2 REBNRHSNDZENDBD. Ih
(IC) ZRIET B, 128, IEEMEEISOREMIECE SDORIGEHEMRNSHFENT D, T2 /I(UEXEE
PD-L1 Bt ER2eIEEMN' S DM HIEMREF LR BRICERNDIEFRZEFHFESDIZH(C. BIEEER
W (E5). ZRIBEN S DD THEEMREDH N ETHD.

@FF. BEEHRICHS T DHIRRELRE(C DUV T(IEHmT
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#+ 12. SP142 TRERUb=N/ZHER

4-10. PD-L1

ERE HR for 0S HR for PFS
hy bAT
(Update) (95% CI) (95% CI)
TC3 or 1C3 Atezo 89 | 20.5 0.50 4.2 0.63
DTX 85 | 9.7 | (0.36-0.71) | 3.3
. TC2/3 or Atezo 168 | 16.6 0.69 4.1 0.76
BT 1C2/3 DTX 182 | 11.4 | (0.54-0.87) | 3.6
(0Smar | .." | IEIMERRE
2021) AR TC1/2/3 or Atezo 347 | 14.3 0.78 2.8 0.91
IC1/2/3 DTX 337 | 10.8 | (0.66-0.93) | 4.1
€0 and 1C0 Atezo 260 | 11.8 0.78 2.6 1.00
DTX 271 | 8.9 | (0.65-0.94) | 4.0
Atezo 107 | 20.2 0.76 8.2 0.59
TC3 or IC3
r Pt | 98 | 147 | (0.54-1.09) | 5.0 | (0.43-0.81)
IMpower
110 ENGE s | TCY/3 07 Atezo 166 | 19.9 0.87 7.3 0.64
(2021) R B . 1C2/3 PHtEEEE | 162 | 16.1 | (0.66-1.14) | 5.5 | (0.50-0.82)
TC1/2/3 or Atezo 277 | 18.9 0.85 5.8 0.72
1C1/2/3 PHtEEEE | 277 | 14.7 | (0.69-1.04) | 5.6 | (0.60-0.86)
ABCP 71 . . . .
TC3 or 13 C 30.0 0.70 15.2 0.34
BCP 65 | 15.0 | (0.46-1.08) | 6.8 | (0.23-0.50)
IMpower
SIME | FERFELR | TC1/2/3 or ABCP 192 | 225 0.73 11.1 0.47
150 i
(2021) HER | IEIARRATRE IC1/2/3 BCP 165 | 16.0 | (0.57-0.94) | 6.8 | (0.38-0.60)
ABCP 167 | 16. . 7.2 71
TCO and ICO < 6 6.9 0.90 0
BCP 173 | 14.1 | (0.71-1.14) | 6.9 | (0.57-0.89)
P . . . .
TC3 or I3 A +Atezo | 88 | 17.3 0.84 6.4 0.51
P fH 42 | 16.9 | (0.51-1.39) | 4.6 | (0.34-0.77)
IMpower SEI1I4H FRFLE TC1/2 or P 4 +Atezo | 128 | 23.7 0.70 8.3 0.61
130 HER | IEIvARRETRE TC1/2 P fH 65 | 15.9 | (0.45-1.08) | 6.0 | (0.43-0.85)
P 4 +A 2 15.2 81 2 72
T€0 and IC0 A + Atezo 35 5 0.8 6 0
P 41 121 | 12.0 | (0.61-1.08) | 4.7 | (0.56-0.91)
P 4H + At . .
T3 or I3 A ezo | 25 10.8 0.46
P fH 20 6.5 | (0.22-0.96)
IMpower SEIII4H FRIFE LR TC1/2 or P {#F +Atezo | 63 6.2 0.80
132 HER | JE/\ARRATE TC1/2 P fH 73 5.7 | (0.56-1.16)
P +Al : 4
e e F +Atezo | 88 8.5 0.45
P #F 75 4.9 | (0.31-0.64)

OS : £41FHAM. PFS : SUERAFHIM. HR : J\HF— Rk, Placebo : FStz/k. CI: {E58XM
Atezo : 7TV U, DTX: REFFIL, P: FSFFEA ABCP: HILRTSF +/0VUGFIL+ T RF> +T7FVUIIT . BCP:

PIWRT SF> + ) OUGFEIL+ T INZAF>

4. SP263 #ifAZRAWE PD-L1 THC &

F(C. T2V ULY T DERRRERICEVNTRHLSND
WETHD. T2V T DRSS = RIS B (CHhlz
D TCHVWSHAZRTAERERE U TERSNTLIIZA,
IMpower 010 D#ERZ = 1 CliigfEnaEE L TDT T
VU TERIOERZHES DO INZZA 2
WiEE &R oo, —IRFARE LTI PD-L1 DBFE/ o0

—FILFR (U0O—> SP263) ZMAL.. R2AFF K>
FY—2 ULTRA EDBEEBREEBEZAVTREZITD.
FEEHIRRIC TS PD-L1 RIRIROFEZITD (TC). i
BiEaED 7Y U XY T EEIE. TC1%M EAYEA &
2%, AFEENEHORER (5-3 fiiEfD/\—EF1E—
232 %BR) TRESNTVDRZENS. EERHEES
1 RSA>Tld 22C3 DfERERATIEETH D kAR5
ncuna,
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4-10. PD-L1

#+ 13. SP263 TEBHLEN/ZEER

SR - Hw . HR for OS HR for PFS
(Update) (95% CI) (95% CI)
. Durva | 212 | 57.4 0.60 23.9 0.49
>
21% | placebo | 91 | 29.6 | (0.43-0.84) @ 5.6 | (0.36-0.66)
SEETTIH 4
PACIFIC | $III4R ?@ﬁ?iﬁfﬁﬁg g, | Duva |90 | 339 1.05 10.7 0.79
_ =N == Vi3 ()
4 tEp 4 Placebo | 58 | 43.0  (0.69-1.62) | 5.6 | (0.53-1.19)
(4 ) ' BOEIEERL
Durva 174 | 44.2 0.67 15.6 0.58
T 1 placebo | 88 | 23.5 | (0.48-0.92) | 6.0 | (0.43-0.80)
. Atezo 115 NE 0.43 NEX 0.43%
>
250% BSC 114 | NE | (0.24-0.78) | 35.7 | (0.27-0.68)
177 I\ V= - -
IMpower | Z5III4H i‘gf &Eﬁsggﬁg 1-29% Atezo 133 | NE 0.95 32.8% 0.87*
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4-10. PD-L1
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PD-L1 IHC OFHfIICRT S e-learning Y1 bDFE &

Agilent Dako : PD-L1 IHC 22C3 pharmDx [4 1] MEBEOREHERHE SNL——20T0O0T5 A

https://pdl122c3-learning.dako.com/jp/

PD-L1 22C3 ([CDV\T. REZIOHE. SERBDMSIUERIR. BRAEOTHED 3 DICHIFTEFBTED.

Roche Ventana :

Roche Academy e-Learning

https://dianews.roche.com/elearning-jptd.html

SP142, SP263 MEMKMQRHIEITEDRHR /N —F v ILAS A RICRDEMBENGHR N TND. CDT 1 BT
DTRRITBEDHICE AP ADEFNBE,

MSD : Biomarker Image Bank

https://www.msdconnect.jp/products/keytruda/biomarker-image-bank/test-your-knowledge/#/

22C3 ZALZ PD-L1 HIRR(CDWT/\=F v ILRSA RZAVWZEBNTED, PICRICEEFEEFREELTE
FIDRENGD D,
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> )LCDx ILFCDX CDXHEETCGP

- _ |cosmic 1D i}
WEF | IOV | tation) e TR thera 1 ez | eerr | M@ | opxTT | AmoyDx | 33stoRp Filiquid | G360

Sééie; EGFR | U#yk S;F:iesn wr | wr | wr | TP ek CDx
EGFR | 3  |COSM1451536 C322A5G 0.R108G C C C B2 C C B1 B1 B1
EGFR | 3 |COSM21683 C323GoA 0.R108K C C C B2 C C B1 B1 B1
EGFR | 7 |COSM21686 C.865GA 0.A289T C C C B2 C C B1 B1 B1
EGFR | 7 |cosm21685 C.866CoA 0.A289D C C C B2 C C B1 B1 B1
EGFR | 7 |cOSM21687 C.866C>T 0.A289V C C C B2 C C B1 B1 B1
EGFR | 12 |COSM236671 C1474A>C 0.5492R C C C B2 C C B1 B1 B1
EGFR | 12 |COSM236670 C1476CoA 0.5492R C C C B2 C C B1 B1 B1
EGFR | 15 |COSM3412196 C1793G>C 0.G598A C C C B2 C C B1 B1 B1
EGFR | 15 |COSM21690 C1793G>T 0.G598V C C C B2 C C B1 B1 B1
EGFR | 18 |COSM12988 C.2125GoA 0.E709K C C C A C A A A B1
EGFR | 18 |COSM116882 €.2125G>C 0.£709Q C C C C C A A A B1
EGFR | 18 |COSM12428 C.2125_2127delinsCAT 0.£709H C C C C C B2 A A B1
EGFR | 18 |COSM13427 C2126A5C 0.£709A C C C A C A A A B1
EGFR | 18 |COSM13009 C2126A>G 0.6709G C C C A C A A A B1
EGFR | 18 |COSM12371 C2126A5T 0.E709V C C C A C A A A B1
EGFR | 18 |COSM1169617 c21520G 0.L718V C C C B2 C B2 B1 B1 B1
EGFR | 18 |COSMB503269 C2153T>A 0.L718Q C C C B2 C B2 B1 B1 B1
EGFR | 18 |COSM1716255 C2152CoA o.L718M C C C C C B2 B1 B1 B1
EGFR | 18 |COSMA41904 C.2153T>C 0.L718P C C C C C B2 B1 B1 B1
EGFR | 18 |COSM6252 C.2155GA 0.G7195 A A C A A A A A B1
EGFR | 18 |COSM6253 C2155G>T 0.G719C A A C A A A A A B1
EGFR | 18 |COSM18441 2154 _2155delinsTT 0.G719C C C C C C A A A B1
EGFR | 18 |COSM18425 C.2156GA 0.G719D C C C A C A A A B1
EGFR | 18 |COSMB239 C.2156G>C 0.G719A A A C A A A A A B1
EGFR | 18 |COSM13979 C2170GA 0.G724S C C C B2 C C B1 B1 B1
EGFR | 19 |COSM12423 2214 2231dup 0.1740_K745dup C C C C C A B1 B1 B1
EGFR | 19 |COSMS51504 2217 _2234dup 0.1740_K745dup C C C C C A B1 B1 B1
EGFR | 19 |COSMA4386694 c.2218_2235dup 0.1740_K745dup C C C C C A B1 B1 B1
EGFR | 19 |cosmze444 2219 2236dup 0.K745_E746insVPVAIK C C C C C A B1 B1 B1
EGFR | 19 |cOSM12404 2229 _2252delins8 0.E746Nfs*15 C C C C C A B1 B1 B1
EGFR | 19 |COSM87245 C2231T>C 0.1744T C C C B2 C B2 B1 B1 B1
EGFR | 19 |COSM9233243 C.2230A5T 0.1744F C C C C C B2 B1 B1 B1
EGFR | 19 |COSM28512 C.2230A>V 01742V C C C C C B2 B1 B1 B1
EGFR | 19 |CcOSM133186 €.2230_2246delins8 0.1744_E749delinsLKR C C C C C A A A B1
EGFR | 19 |COSMS85798 €.2230_2249delins5 0.1744_A750delinsVK C C C C C A A A B1
EGFR | 19 |COSM28602 2232056 0.1744M C C C C C B2 B1 B1 B1
EGFR | 19 |COSM221565 C.2232_2249del 0.K745_A750del C C C C C A A A B1
EGFR | 19 |COSM3734668 C.2232_2249delinsAAA 0.£746_A750del C C C C C A A A B1
EGFR | 19 |COSM26038 C.2233_2247delAAGGAATTAAGAGAA 0.K745_E749del C A B2 A C A A A B1
EGFR | 19 |COSM255152 C.2234_2235ins18 0.K745_E746insTPVAIK C C C C C A A A B1
EGFR | 19 |COSM1190791 C.2234_22480elAGGAATTAAGAGAAG 0.K745_A750delinsT C C B2 A C A A A B1
EGFR | 19 |COSM18420 €.2235_2237del 0.£746del C C C C C A A A B1
EGFR | 19 |COSM28517 2235 _2246delGGAATTAAGAGA 0.E746_E749del C C B2 A C A A A B1
EGFR | 19 |COSM13550 C.2235_2248delinsAATTC 0.6746_A759deins|P C A B2 C C A A A B1
EGFR | 19 |COSM6223 C.2235_22490elGGAATTAAGAGAAGC 0.£746_A750del A A A A A A A A B1
EGFR | 19 |COSM13549 €.2235_2251delinsAG 0.£746_T751delinsA C C C C C A A A B1
EGFR | 19 |COSM13552 €.2235_2251delinsAATTC 0.6746_T751delinsIP C A B2 C C A A A B1
EGFR | 19 |COSM6506513 €.2235_2251delins8 0.E746_T751delinsFPS C C C C C A A A B1
EGFR | 19 |COSM13551 C.2235_22520elGGAATTAAGAGAAGCAACINSAAT  |p.E746_T751delins| A A B2 A A A A A B1
EGFR | 19 |COSM24869 €.2235_2252del 0.6746_T751del C C C C C A A A B1
EGFR | 19 |COSM12385 2235 _2255delinsAAT 0.E746_S752delins| C A B2 C C A A A B1
EGFR | 19 |COSM3727812 €.2236_2241delins6 0.6746_L747delinsNY C C C C C A A A B1
EGFR | 19 |COSM12413 C.2236_2248delinsA 0.6746_A750delinsRP C C C C C A A A B1
EGFR | 19 |COSM13557 C.2236_2248delinsA 0.£746_A750delinsQP C C C C C A A A B1
EGFR | 19 |COSMB966471 C.2236_2248delinsA 0.6746_A750delinsIP C C C C C A A A B1
EGFR | 19 |Su2017 C.2236_2249del 0.6746_A751delins*fs C C C C C A B1 B1 B1
EGFR | 19 |COSM6225 €.2236_2250delGAATTAAGAGAAGCA 0.£746_A750del A A A A A A A A B1
EGFR | 19 |COSMB947327 €.2236_2250delinsCCT 0.6746_A750delinsP C C C C C A A A B1
EGFR | 19 |COSM26513 .2236_2251delinsT 0.E746_T751delinss C C C C C A A A B1
EGFR | 19 |COSM26680 €.2236_2252delinsAT 0.£746_T751delins| C C C C C A A A B1
EGFR | 19 |COSM22999 €.2236_2252delinsCA 0.E746_T751delinsQ C C C C C A A A B1
EGFR | 19 |cOSM133187 €.2236_2252delinsCT 0.E746_T751delinsl C C C C C A A A B1
EGFR | 19 |CcOSM12728 €.2236_2253delGAATTAAGAGAAGCAACA 0.£746_T751del A A B2 A A A A A B1
EGFR | 19 |COSM51526 €.2236_2253delins6 0.6746_T751delinsIP C C C C C A A A B1
EGFR | 19 |cosm133188 €.2236_2255delinsAT 0.E746_S752delins| C C C C C A A A B1
EGFR | 19 |COSM133189 €.2236_2256del 0.6746_S752del C C C C C A A A B1
EGFR | 19 |COSM133190 €.2236_2256delinsATC 0.6746_S752delins| C C C C C A A A B1
EGFR | 19 |COSM133191 €.2236_2257delinsd 0.£746_P753delinsIS C C C C C A A A B1
EGFR | 19 |COSM13200 €.2236_2257delinsA 0.6746_P753delinsLS C C C C C A A A B1
EGFR | 19 |COSM144207 C.2237_2248delinsCAC 0.E746_A750delinsAP C C C C C A A A B1
EGFR | 19 |COSM28623 c.2237_2250delins5 0.6746_A750delinsVP C C C C C A A A B1
EGFR | 19 |COSM12678 €.2237_2251delAATTAAGAGAAGCAA 0.6746_T751delinsA A A A A A A A A B1
EGFR | 19 |cosm18421 2237 2251delinsTTC 0.E746_T751delinsVP C C C C C A A A B1
EGFR | 19 |COSM53205 2237 2251delinsTGG 0.£746_T751delinsVA C C C C C A A A B1
EGFR | 19 |COSM6924852 c.2237_2251delins6 0.6746_T751delinsAPS C C C C C A A A B1
EGFR | 19 |COSM6968288 2237 2251delinsTCC 0.E746_T751delinsVP C C C C C A A A B1
EGFR | 19 |COSMB980200 2237 2251delinsTTT 0.6746_T751delinsVs C C C C C A A A B1
EGFR | 19 |COSM12386 €.2237_2252delinsT 0.£746_T751delinsV C A B2 C C A A A B1
EGFR | 19 |cOSM12416 C.2237_2253elAATTAAGAGAAGCAACAINSTTGCT  |p.E746_T751delinsVA C A A A C A A A B1
EGFR | 19 |COSM133193 €.2237_2253delinsTC 0.6746_T751delinsV C C C C C A A A B1
EGFR | 19 |COSM52935 c.2237_2253delins5 0.E746_T751delinsVP C C C C C A A A B1
EGFR | 19 |COSM12367 2237 _2254del18 0.E746_ST525A A A B2 C A A A A B1
EGFR | 19 |cOSM12384 C.2237_22550elAATTAAGAGAAGCAACATCinsT 0.6746_S752delinsV A A A A A A A A B1
EGFR | 19 |cOSM18426 C.2237_2256delinsTC 0.E746_S752delinsV C C C C C A A A B1
EGFR | 19 |COSM674057 2237 _2256delinsTG 0.6746_S752delinsV C C C C C A A A B1
EGFR | 19 |cOSM18427 2237 _2257delinsTCT 0.6746_P753delinsVs C A A C C A A A B1
EGFR | 19 |cosmsis24 2237 2258delinsd 0.£746_P753delinsVQ C C C C C A A A B1
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HR1-1 FIAVNTACZENACHE I DIMEFTK/UT S BILFER
A; COXEGBIIZRD/\UT> N, Bl; #BRMNYT /LTOT7(U>Y (CGP) 1REEL TR PIAERESEAREEAD/ U7V (REKCRERRESN TORVNERET MR PIEELEEINZ000ET) |, B2, REARMUFIOSSIBREL CAFARR/INUT
Vb, C RERAID/UPY N (ERCRERRREIN TOWAVNRE DRI CHEESNZ600ET) , —; RUZAMERRF R TCOSMICTEHFREN TV T b

> )LCDx ILFCDX CDXHEETCGP

- _ |cosmic 1D i}
WEF | IOV | tation) e TR thera 1 ez | eerr | M@ | opxTT | AmoyDx | 33stoRp Filiquid | G360

Sééie; EGFR | U#yk S;F:iesn wr | wr | wr | TP ek CDx
EGFR | 19 |COSMB978341 2238 _2247del 0.L747Qfs* 16 C C C C C A B1 B1 B1
EGFR | 19 |cOsM12422 C.2238_22480elATTAAGAGAAGINSGC 0.L747_A750delinsP A A B2 A A A A A B1
EGFR | 19 |cOSM18428 C.2238_2248delinsTC 0.6746_A750delinsDP C C C C C A A A B1
EGFR | 19 |COSM6974307 €.2238_2250delinsC 0.E746_A750delinsD C C C C C A A A B1
EGFR | 19 |cOSM22944 €.2238_2251delinsGC 0.L747_T751del insP C C C C C A A A B1
EGFR | 19 |COSM12419 €.2238_22520elATTAAGAGAAGCAACINSGCA 0.L747_T751delinsQ A A B2 A A A A A B1
EGFR | 19 |cosm12421 €.2238_2255delins6 0.L747_S752delinsQH C C C C C A A A B1
EGFR | 19 |COSMB220 C.2238_22550elATTAAGAGAAGCAACATC 0.£746_S752delinsD A A B2 A A A A A B1
EGFR | 19 |COSM26441 C.2238_2256delinsd 0.L747_S752delinsQ C C B2 C A A A A B1
EGFR | 19 |COSM255211 C.2238_2258del o.L747_P753del C C C C C A A A B1
EGFR | 19 |COSM24267 €.2239_2240delinsCC 0.L747P C C C C C B2 B1 B1 B1
EGFR | 19 |COSM6218 C.2239_2247delTTAAGAGAA 0.6746_R748del A A A A A A A A B1
EGFR | 19 |COSMG952818 €.2239_2247delinsC 0.L747Rfs* 13 C C C C C A B1 B1 B1
EGFR | 19 |cOSM12382 C.2239_22480eTTAAGAGAAGINSC 0.L747_A750delinsP A A A A A A A A B1
EGFR | 19 |COSMA4170220 €.2239_2250delinsCCG 0.L747_A750delinsP C C C C C A A A B1
EGFR | 19 |COSM9179903 €.2239_2250del 0.L747_A750del C C C C C A A A B1
EGFR | 19 |cOSM12383 €.2239_2251delTTAAGAGAAGCAAINSC 0.L747_T751delinsP A A A A A A A A B1
EGFR | 19 |COSM12420 €.2239_2252delinsCA 0.L747_T751delinsQ C C C C C A A A B1
EGFR | 19 |COSM23572 €.2239_2253delinsGCT 0.L747_T751delinsA C C C C C A A A B1
EGFR | 19 |COSM6254 €.2239_2253del15 o.L747_T751del A A C C A A A A B1
EGFR | 19 |COSM51503 2239 2253delinsAAT 0.L747_T751delinsN C C C C C A A A B1
EGFR | 19 |COSM133196 €.2239_2255delins5 0.L747_S752delinsQH C C C C C A A A B1
EGFR | 19 |COSM6255 €.2239_2256deTTAAGAGAAGCAACATCT 0.L747_S752del A A A A A A A A B1
EGFR | 19 |COSM12403 €.2239_2256delinsCAA 0.L747_S752delinsQ C A B2 C A A A A B1
EGFR | 19 |COSM12387 C.2239_22580elTTAAGAGAAGCAACATCTCCINSCA  |p.L747_P753delinsQ A A B2 A A A A A B1
EGFR | 19 |COSM51501 €.2239_2259delinsCAA 0.L747_P753delinsQ C C C C C A A A B1
EGFR | 19 |COSM1667023 €.2239_2261delins11 0.L747_K754delinsANKG C C C C C A A A B1
EGFR | 19 |COSM24970 €.2239_2262del 0.L747_K754del C C C C C A A A B1
EGFR | 19 |COSM85891 €.2239_2264delins5 0.L747_A755delinsAN C C C C C A A A B1
EGFR | 19 |COSM7410537 c.2240delins12 o.L747* C C C C C A B1 B1 B1
EGFR | 19 |COSMA4170221 €.2240_2248del 0.L747_A750delinss C C C C C A A A B1
EGFR | 19 |cOsme210 C.2240_2251delTAAGAGAAGCAA 0.L747_T751delinsS A A B2 A A A A A B1
EGFR | 19 |COSM12369 C.2240_22540eTAAGAGAAGCAACAT 0.L747_T751del A A A A A A A A B1
EGFR | 19 |COSM12370 C.2240_2257delTAAGAGAAGCAACATCTC 0.L747_P753delinss A A A A A A A A B1
EGFR | 19 |COSM20883 €.2240_2261delinsd 0.L747_K754delinsST C C C C C A A A B1
EGFR | 19 |COSMG933365 €.2240_2263delins6 0.L747_A755delinsSMS C C C C C A A A B1
EGFR | 19 |COSM1667026 €.2240_2264delins7 0.L747_A755delinsSKG C C C C C A A A B1
EGFR | 19 |cosm18442 C.2241_2244delinsd 0.L747_R748delinsFP C C C C C A A A B1
EGFR | 19 |COSM26440 €.2248_2273delinsCC 0.A750_E758delinsP C C C C C A A A B1
EGFR | 19 |COSM26439 C.2248_2274del 0.A750_E758del C C C C C A A A B1
EGFR | 19 |COSMS5023004 C.2248_2276delins5 0.A750_(759delinsPT C C C C C A A A B1
EGFR | 19 |COSMS5023005 €.2249_2277delins5 0.A750_[759delinsGS C C C C C A A A B1
EGFR | 19 |COSM26718 €.2250_2264del 01751 _A755del C C C C C A A A B1
EGFR | 19 |COSM1667024 €.2250_2276delinsCAA 0.7751_1759delinsN C C C C C A A A B1
EGFR | 19 |COSM22945 €.2251_2277delinsTCT 0.T751_1759delinss C C C C C A A A B1
EGFR | 19 |COSM133200 2251 _2276delinsTC 0.7751_1759delinsS C C C C C A A A B1
EGFR | 19 |COSM23634 €.2252_2275del 0.T751_£758del C C C C C A A A B1
EGFR | 19 |COSM12410 €.2252_2275delinsG 0 T7515fs*4 C C C C C A B1 B1 B1
EGFR | 19 |COSM96856 <2252 _2276delinsA 0.7751_1759delinsN C C C C C A A A B1
EGFR | 19 |COSM1667027 €.2252_2276delinsG 0.T751_1759delinss C C C C C A A A B1
EGFR | 19 |COSM24270 2252 2277delinsAT 0.1751_1759delinsN C C C C C A A A B1
EGFR | 19 |COSM22956 2252 _2277delins8 0.T751_1759delinsREA C C C C C A A A B1
EGFR | 19 |COSMB978342 €.2253_2257del 0.5752Efs*9 C C C C C A B1 B1 B1
EGFR | 19 |COSM13556 2253 2276del 0.5752_1759del C A B2 C C A A A B1
EGFR | 19 |COSMB256 2254 _2277del 0.5752_1759del C C C C C A A A B1
EGFR | 19 |COSM24269 2258 2278del 0.P753_1759del C C C C C A A A B1
EGFR | 19 |COSM24972 €.2268_2270dup o.N756dup C C C C C A B1 B1 B1
EGFR | 20 |COSM26720 €.2284-5_2290dup 0.A763_Y764insFQEA C C C B2 C A A A B1
EGFR | 20 |COSM1651740 C.2301_2302insTACGTGATG 0.A767_S768InsYVM C C C B2 C A B1 B1 B1
EGFR | 20 |cOSM12425 €.2302_2303insCGCTGGCCA 0.M766_A767insATL C C C B2 C A B1 B1 B1
EGFR | 20 |COSM13559 €.2302_2303insTAGCCA 0.M766_A767insAl C C C B2 C A B1 B1 B1
EGFR | 20 |COSM1651741 C.2303_2304insTGTGGCCAA 0.5768_V769insVAN C C C B2 C A B1 B1 B1
EGFR | 20 |COSM20884 C.2303_2304insTGTGGCCAG 0.M766_A767insASV C C C B2 C A B1 B1 B1
EGFR | 20 |COSMB984779 €.2303_2305delGCGInsTCC 0.5768_\/769delins|L C C C B2 C A B1 B1 B1
EGFR | 20 |COSM85750 €.2303_2305delGCGInsTCT 0.5768_V769delinsIL C C C B2 C A B1 B1 B1
EGFR | 20 |COSMG241 .2303G>T 0.5768] A A C A A A A A B1
EGFR | 20 |COSM28638 C.2307_2308insATGGCCAGCGTGGAC 0.V769_D770insMASVD C C C B2 C A B1 B1 B1
EGFR | 20 |COSM12379 C.2307_2308InsTGCGTG 0.5768_\/769insVC C C C B2 C A B1 B1 B1
EGFR | 20 |COSM20885 C.2307_2308insGACAACGTG 0.N771_P772insVDN C C C C A A B1 B1 B1
EGFR | 20 |— C.2308_2308delGinsAACAACCCCC 0.D770delinsNNPH C C C B2 C B2 B1 B1 B1
EGFR | 20 |COSM12376 €.2308_2309insCCAGCGTGG 0.M766_A767insASY A A C B2 A A B1 B1 B1
EGFR | 20 |COSMB983510 €.2308_2309insGCACAC 0.0770delinsGTH C C C B2 C A B1 B1 B1
EGFR | 20 |COSM18429 C.2308_2309insGCAGCGTGG 0.A767_S768InsSVG C C C B2 A A B1 B1 B1
EGFR | 20 |COSM1235344 €.2308_2309insGGAGCGTGG 0.A767_S768InsSVG C C C B2 C A B1 B1 B1
EGFR | 20 |— €.2308_2309InsGGGGGG 0.V769_D770insGG C C C B2 C B2 B1 B1 B1
EGFR | 20 |COSM18430 C.2308_2309insGGGTCGTGG 0.5768_V769insVGY C C C B2 C A B1 B1 B1
EGFR | 20 |COSM12427 <.2308_2309insGTT 0.0770delinsGY C C C B2 A A A B1 B1
EGFR | 20 |COSMB506514 C.2308_2309insTGG 0.5768_\/769insV C C C B2 C A B1 B1 B1
EGFR | 20 |COSM13558 €.2309_2310delACInsCCAGCGTGGAT 0.A767 V769dup C A C B2 A A B1 B1 B1
EGFR | 20 |COSM1651742 €.2309_2310insGCGTGGAGA 0.V769_D770InsERG C C C B2 C A B1 B1 B1
EGFR | 20 |— €.2309_2311delACAINSCTGGCC 0.0770_N771delinsAGH C C C B2 C B2 B1 B1 B1
EGFR | 20 |COSM12737 €.2309_23120elACAAINSCTGGTGG 0.0770_N771delinsAGG C C C B2 C A B1 B1 B1
EGFR | 20 |— €.2310_2311insCAC 0.0770_N771insH C C C B2 C A B1 B1 B1
EGFR | 20 |COSM4970107 €.2310_2311insCAGCGTGGC 0.0770_N771insQRG C C C B2 C A B1 B1 B1
EGFR | 20 |COSM20886 €.2310_2311insGCACCGTGG 0.0770_N771insAPW C C C B2 C A B1 B1 B1
EGFR | 20 |COSM13004 €.2310_2311insGGC 0.0770_N771insG C C C B2 A A B1 B1 B1
EGFR | 20 |COSM1238029 C.2310_2311insGGCACA 0.0770_N771insGT C C C B2 A A B1 B1 B1
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EGFR | 20 |COSM22955 €.2310_2311insGGCGAC 0.V769_D770insDG C C C B2 C A B1 B1 B1
EGFR | 20 |— 2310 2311insGGG 0.0770_N771insG C C C B2 A B2 B1 B1 B1
EGFR | 20 |COSM85795 €.2310_2311insGGGGAC 0.V769_D770insDG C C C B2 A A B1 B1 B1
EGFR | 20 |COSM48921 C.2310_2311insGGGTTA 0.0770_N771insGL C C C B2 A A B1 B1 B1
EGFR | 20 |COSMB55155 2310 2311insGGGTTT 0.0770_N771insGF C C C B2 A A B1 B1 B1
EGFR | 20 |COSM12378 €.2310_2311insGGT 0.0770_N771insG A A C B2 A A B1 B1 B1
EGFR | 20 |COSM1238030 €.2310_2311insTAC 0.D770_N771insY C C C B2 C A B1 B1 B1
EGFR | 20 |COSMB962256 C.2310_2311insTACGTGATGGCCAGCGTGGAC 0.A763_Y764insYVMASVD C C C B2 C A B1 B1 B1
EGFR | 20 |— €.2311_2311delAinsCCCC o.N771delinsPH C C C B2 C B2 B1 B1 B1
EGFR | 20 |COSM53189 2311 2311delAinsGGTT 0.N771delinsGY C C C B2 C A B1 B1 B1
EGFR | 20 |COSMS5023007 C.2311_2311delAinsGTCC o.N771delinsVH C C C B2 C A B1 B1 B1
EGFR | 20 |COSM18431 C.2311_2312delAAINSGGGTT o.N771delinsGF C C C B2 A A B1 B1 B1
EGFR | 20 |COSM22946 C.2311_2312insCAC o.N771delinsTH C C C B2 C A B1 B1 B1
EGFR | 20 |COSMS5023008 C.2311_2312insCCA 0.0770_N771insT C C C B2 C A B1 B1 B1
EGFR | 20 |COSMB920147 C.2311_2312insGCACCC o.N771delinsSTH C C C B2 C A B1 B1 B1
EGFR | 20 |COSM1651743 C.2311_2312insGCGTCGAAA 0.0770_N771insSVE C C C B2 C A B1 B1 B1
EGFR | 20 |COSM13428 C.2311_2312insGCGTGGACA 0.A767_S768insSVD C A C B2 A A B1 B1 B1
EGFR | 20 |cosmz443a 2311 2312insGTC 0.N771delinsSH C C C B2 C A B1 B1 B1
EGFR | 20 |COSM1651744 .2311_2312insGTGGCC 0.N771delinsSGH C C C B2 C A B1 B1 B1
EGFR | 20 |COSM26719 C.2311_2312insTGGCCACCCCCA 0.0770_N771insMATP C C C B2 C A B1 B1 B1
EGFR | 20 |- C.2312_2313insACA 0.N771delinskH C C C B2 C B2 B1 B1 B1
EGFR | 20 |COSMG438147 .2312_2313insACT o.N771delinskL C C C B2 A A B1 B1 B1
EGFR | 20 |— C.2312_2313InsGGACAA 0.V769_D770insDK C C C B2 C B2 B1 B1 B1
EGFR | 20 |COSM13554 C.2312_2315delinsGCGTGGACAACCG 0.N771_P772delinsSVDNR C C C C A A B1 B1 B1
EGFR | 20 |— C.2313_2313delCinsGGGG 0.N771delinskG C C C B2 C B2 B1 B1 B1
EGFR | 20 |COSM13003 C.2313_2314insAAC 0.D770_N771insN C C C B2 C A B1 B1 B1
EGFR | 20 |— C.2313_2314insACA o.N771_P772insT C C C B2 C B2 B1 B1 B1
EGFR | 20 |COSMB922328 C.2313_2314insGTC o.N771_P772insV C C C B2 C A B1 B1 B1
EGFR | 20 |- C.2313_2314insTTG o.N771_P772insl C C C B2 C B2 B1 B1 B1
EGFR | 20 |— C.2314_2315insACAACC 0.0770_N771insNH C C C B2 C B2 B1 B1 B1
EGFR | 20 |COSM1238031 C.2314_2315insACC o.N771_P772insH C C C B2 A A B1 B1 B1
EGFR | 20 |COSM6931207 C.2314_2315insACCACC o.N771_P772insHH C C C B2 A A B1 B1 B1
EGFR | 20 |COSM166390 C.2314_2315insGGCACC o.N771_P772insRH C C C B2 C A B1 B1 B1
EGFR | 20 |— C.2314_2315insTCC o.N771_P772insL C C C B2 C B2 B1 B1 B1
EGFR | 20 |COSMA48923 C.2315_2316insGACACACCC o.N771_P772insPTH C C C B2 C A B1 B1 B1
EGFR | 20 |COSMB845099 C.2315_2316insGGACAACCC 0.V769_D770insDNP C C C B2 C A B1 B1 B1
EGFR | 20 |COSM12388 C.2316_2316delCinsAACCCCT 0.P772_H773insTP C C C B2 A A B1 B1 B1
EGFR | 20 |— C.2316_2316delCinsTCACCCTCACCCT 0.P772_H773insHPHP C C C B2 C B2 B1 B1 B1
EGFR | 20 |— C.2316_2317insAACCCC 0.0770_N771insNP C C C B2 C A B1 B1 B1
EGFR | 20 |COSMB977296 C.2316_2317insACACCCAACCCC 0.0770_N771insNPTP C C C B2 C A B1 B1 B1
EGFR | 20 |COSM1651745 C.2316_2317insGACAACCCC 0.V769_D770insDNP C C C B2 A A B1 B1 B1
EGFR | 20 |— C.2316_2317insGGAAACCCC 0.0770_N771insNPG C C C B2 C B2 B1 B1 B1
EGFR | 20 |- C.2316_2317insGGCAACCCC 0.0770_N771insNPG C C C B2 C B2 B1 B1 B1
EGFR | 20 |— C.2316_2317insGGCACC 0.P772_H773insGT C C C B2 C B2 B1 B1 B1
EGFR | 20 |- C.2316_2317insGTGGACAACCCC 0.5768_\/769insVDNP C C C B2 C B2 B1 B1 B1
EGFR | 20 |COSM255205 2316 _2317insGTT 0.P772_H773insV C C C B2 A A B1 B1 B1
EGFR | 20 |— C.2317_2317delCinsAACCCCT 0.H773delinsNPY C C C B2 C B2 B1 B1 B1
EGFR | 20 |— C.2317_2318insCCAACCCCC 0.D770_N771insNPP C C C B2 C B2 B1 B1 B1
EGFR | 20 |COSM1735761 C.2317_2318insCTAACCCCT 0.H773delinsPNPY C C C B2 A A B1 B1 B1
EGFR | 20 |— 2317 _2318insGTT 0.H773delinsRY C C C B2 C B2 B1 B1 B1
EGFR | 20 |COSMS5023006 €.2319_2320insAACCAC 0.P772_H773insHN C C C B2 C A B1 B1 B1
EGFR | 20 |COSM12381 C.2319_2320insAACCCCCAC 0.0770_N771insNPH C C C B2 A A B1 B1 B1
EGFR | 20 |COSM3727813 €.2319_2320insACACAACCCCCC 0.-H773_V774insTQPP C C C B2 C A B1 B1 B1
EGFR | 20 |cOSM12377 C.2319_2320insCAC 0.P772_H773insH A A C B2 A A B1 B1 B1
EGFR | 20 |COSM131552 C.2319_2320insCAG 0-H773_V774insQ C C C B2 C A B1 B1 B1
EGFR | 20 |COSM12380 €.2319_2320insCCCCAC o.N771_P772insPH C C C B2 A A B1 B1 B1
EGFR | 20 |COSM1238028 €.2320_2321insCCCACG 0.P772_H773insHA C C C B2 A A B1 B1 B1
EGFR | 20 |COSMS51544 €.2320_2321insGCAACCCCCACG 0.0770_N771insNPHG C C C B2 C A B1 B1 B1
EGFR | 20 |cOSM18432 2321 2322insCCACGT 0.P772_H773insHV C C C B2 A A B1 B1 B1
EGFR | 20 |COSM22948 C.2322_2323insCACGTG 0.P772_H773insHV C C C B2 A A B1 B1 B1
EGFR | 20 |COSMA4170223 C.2322_2323insCCACGT 0.V774_C775insPR C C C B2 C A B1 B1 B1
EGFR | 20 |COSM6845098 C.2322_2323insCCCCACGTG o.N771_P772insPHV C C C B2 C A B1 B1 B1
EGFR | 20 |COSM22954 C.2324GA 0.C775Y C C C B2 C B2 B1 B1 B1
EGFR | 20 |COSM6240 C.2369C>T 0.T790M A A B2 A A B2 A A B1
EGFR | 20 |- C.2374C>G 0.L792V C C B2 B2 C B2 B1 B1 B1
EGFR | 20 |COSMB493934 C2375T>A 0.L792H C C B2 B2 C B2 B1 B1 B1
EGFR | 20 |COSM20891 C.2386GA 0.G7965 C C B2 B2 C B2 B1 B1 B1
EGFR | 20 |COSMB493935 C.2386G>C 0.G796R C C B2 B2 C B2 B1 B1 B1
EGFR | 20 |— C.2386G>T 0.G796C C C B2 B2 C B2 B1 B1 B1
EGFR | 20 |COSM6493937 C.2389TA 0.C7975 C C B2 B2 A B2 B1 B1 B1
EGFR | 20 |COSM5945664 €.2390G>C 0.C7975 C C B2 B2 A B2 B1 B1 B1
EGFR | 21 |cOSM13424 C.2497T>G 0.L833V C C C C C B2 A A B1
EGFR | 21 |cosm13426 2512056 0.L838V C C C C C B2 A A B1
EGFR | 21 |COSM87246 C2561C5T 0.7854] C C C B2 C B2 B1 B1 B1
EGFR | 21 |COSM12366 C.2572CoA 0.L858M C C B2 B2 C B2 B1 B1 B1
EGFR | 21 |cosme224 C2573TG 0.L858R A A A A A A A A B1
EGFR | 21 |COSM12429 C.2573_2574delinsGT 0.L858R C A A C C A A A B1
EGFR | 21 |COSM133630 C.2573_2574delinsGA 0.L858R C C C C C A A A B1
EGFR | 21 |COSM13553 .2572_2573inv 0.L858R C C C C C A A A B1
EGFR | 21 |COSM6213 C.2582T>A 0.1861Q A A B2 A A A A A B1
EGFR | 21 |cosmi237a C.2582T>G 0.L861R C C B2 A C A A A B1
BRAF | 11 |COSMA453 C1397GoA 0.GAG6E B2 C C B1 B1 B1
BRAF | 11 |COSMA451 C1397G>T 0.GA66V B2 C C B1 B1 B1
BRAF | 11 |cOosma4s7 C.1405G>A 0.G469R B2 C C B1 B1 B1
BRAF | 11 |COSMA460 C.1406G>C 0.GA69A B2 C C B1 B1 B1
BRAF | 11 |COSMA459 C.1406G>T 0.GA6OV B2 C C B1 B1 B1
BRAF | 15 |COSM27639 C.1780G>A 0.D594N B2 C B2 B1 B1 B1
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BRAF | 15 |COSMA467 C1781A>G 0.D594G B2 C B2 B1 B1 B1
BRAF | 15 |COSMA469 C1786G>C 0.G596R C C B2 B1 B1 B1
BRAF | 15 |COSM7807516 C.1786GA 0.G5965 C C B2 B1 B1 B1
BRAF | 15 |COSMB936824 C.1786G>T 0.G596C C C B2 B1 B1 B1
BRAF | 15 |COSM9145962 C1787G>T 0.G596V C C B2 B1 B1 B1
BRAF | 15 |COSM26506 C1787GA 0.G596D C C B2 B1 B1 B1
BRAF | 15 |COSMA473 C.1798_1799delGTinsAA 0.V600K B2 C B2 B1 B1 B1
BRAF | 15 |COSM474 C.1798_1799delGTInsAG 0.V600R B2 C B2 B1 B1 B1
BRAF | 15 |COSMA4T75 C.1799_1800delTGInsAA 0.V600E A C A B1 B1 B1
BRAF | 15 |COSM1133 1799 1801delTGA 0.V600_K601delinsE B2 C B2 B1 B1 B1
BRAF | 15 |COSMA476 C1799T>A 0.V600E A A A B1 B1 B1
BRAF | 15 |COSMA478 C1801A>G 0.K601E B2 C B2 B1 B1 B1
KRAS | 2 |cosms1z C.34_35delGGinsTT 0.G12F C B2 C B2 B1 B1 B1
KRAS | 2 |cOSM517 C34GoA 0.G125 C B2 B2 B2 B1 B1 B1
KRAS | 2 |COSM518 .34G>C 0.G12R C B2 B2 B2 B1 B1 B1
KRAS | 2 |cosm516 C34G>T 0.G12C A B2 A B2 B1 B1 A
KRAS | 2 |cosms21 C35GoA 0.G12D C B2 B2 B2 B1 B1 B1
KRAS | 2 |COSM522 .35G>C 0.G12A C B2 B2 B2 B1 B1 B1
KRAS | 2 |COSM520 C35G>T 0.G12V C B2 B2 B2 B1 B1 B1
KRAS | 2 |cosms28 C37GoA 0.G135 C B2 C B2 B1 B1 B1
KRAS | 2 |COSM529 C37G>C 0.G13R C B2 C B2 B1 B1 B1
KRAS | 2 |cosm527 C37G>T 0.G13C C B2 B2 B2 B1 B1 B1
KRAS | 2 |cosms31 C.38_39delGCinsAT 0.G13D C B2 C B2 B1 B1 B1
KRAS | 2 |cosms3z C38GoA 0.G13D C B2 C B2 B1 B1 B1
KRAS | 2 |cosms33 38G>C 0.G13A C B2 C B2 B1 B1 B1
KRAS | 2 |cosms3a C38G>T 0.G13V C B2 C B2 B1 B1 B1
KRAS | 3 |COSM546 C175GA 0. ASOT C B2 C C B1 B1 B1
KRAS | 3 |cOSM547 C176CoA 0. ASOE C B2 C C B1 B1 B1
KRAS | 3 |cosm28518 C176C>G 0.A59G C B2 C C B1 B1 B1
KRAS | 3 |cOSm87298 C.180_181delTCinsAA 0.Q61K C B2 C C B1 B1 B1
KRAS | 3 |cOSM549 C181CoA 0.Q61K C B2 C C B1 B1 B1
KRAS | 3 |COSM550 C181C>G 0.Q61E C B2 C C B1 B1 B1
KRAS | 3 |COSM551 C.182A>C 0.Q61P C B2 C C B1 B1 B1
KRAS | 3 |cosM552 C182A5G 0.Q61R C B2 C C B1 B1 B1
KRAS | 3 |cosms53 C182A>T 0.Q61L C B2 C C B1 B1 B1
KRAS | 3 |cosm554 C.183A>C 0.Q61H C B2 C C B1 B1 B1
KRAS | 3 |cOSM555 C183AST 0.Q61H C B2 C C B1 B1 B1
KRAS | 4 |COSM19940 C351A>C 0.K117N C B2 C C B1 B1 B1
KRAS | 4 |COSM28519 C351A5T 0.K117N C B2 C C B1 B1 B1
KRAS | 4 |cOSM19404 CA36GA 0 A146T C B2 C C B1 B1 B1
KRAS | 4 |cosm19905 C.436G>C 0 A146P C B2 C C B1 B1 B1
KRAS | 4 |COSM19900 CA37C>T 0. A146V C B2 C C B1 B1 B1
ERBB2 | 8 |COSM94225 C.929CoA 0.5310Y A C B2 B1 B1 A
ERBB2 | 8 |COSM48358 c.929C>T 0.S310F A C B2 B1 B1 A
ERBB2 | 8 |COSM6906440 €.929_930delinsAT 0.5310Y C C B2 B1 B1 A
ERBB2 | 17 |COSM1756937 C1967C>T 0.5656F C C B2 B1 B1 B1
ERBB2 | 17 |COSM1382870 C1970C>T 0.A657V C C B2 B1 B1 B1
ERBB2 | 17 |COSM6503261 C1976T>A 0.V659D C C B2 B1 B1 B1
ERBB2 | 17 |COSM3724566 .1976_1977inv 0.V659E C C B2 B1 B1 B1
ERBB2 | 17 |COSM6503262 C.1976_1977delinsAG 0.V659E C C B2 B1 B1 B1
ERBB2 | 17 |COSMA4849559 C1978G>C 0.G660R C C B2 B1 B1 B1
ERBB2 | 17 |COSMA4681497 C.1979GA 0.G660D C C B2 B1 B1 B1
ERBB2 | 17 |COSM6986368 C1981A>G 01661V C C B2 B1 B1 B1
ERBB2 | 17 |COSM6352924 .1984C>G 0.L662V C C B2 B1 B1 B1
ERBB2 | 17 |COSM978667 C.1988T>C 0.L663P C C B2 B1 B1 B1
ERBB2 | 17 |COSM7347803 €.2009T>G 0.V670G C C B2 B1 B1 B1
ERBB2 | 17 |COSM6854377 C2017AST 01673F C C B2 B1 B1 B1
ERBB2 | 17 |COSM7339427 C.2024T>C 01675T C C B2 B1 B1 B1
ERBB2 | 17 |COSMA4958454 C.2030GA 0R677Q C C B2 B1 B1 B1
ERBB2 | 17 |COSM6965226 €2032C5T 0. R678W C C B2 B1 B1 B1
ERBB2 | 17 |COSMA436498 C.2033GoA 0.R678Q A C B2 B1 B1 A
ERBB2 | 18 |COSM14059 C.2198C>T 017331 A C C B1 B1 A
ERBB2 | 19 |COSM683 €.2263_2264delTTinsCC 0.L755P A C C B1 B1 A
ERBB2 | 19 |COSM6906940 C.2263_2264delTTinsGC 0.L755A A C C B1 B1 A
ERBB2 | 19 |COSM1205571 C2263T>A 0.L755M A C C B1 B1 A
ERBB2 | 19 |COSM5029269 C.2264_22780eTGAGGGAAAACACAT 0.L755_T759del B2 C C B1 B1 B1
ERBB2 | 19 |COSM14060 C.2264T>C 0.L7555 A C C B1 B1 A
ERBB2 | 19 |COSMA436499 C.2264T>G 0.L755W A C C B1 B1 A
ERBB2 | 19 |COSM7706857 . 2299A5T 0.1767F B2 C C B1 B1 A
ERBB2 | 19 |COSM51317 .2301C>G 01767M A C C B1 B1 A
ERBB2 | 19 |COSM1302747 C.2305GA 0.D769N A C C B1 B1 A
ERBB2 | 19 |COSM13170 €.2305G>C 0.D769H A C C B1 B1 A
ERBB2 | 19 |COSM1251412 C.2305G>T 0.D769Y A C C B1 B1 A
ERBB2 | 20 |COSM20959 C.2324_2325insATACGTGATGGC 0.6770_A771insAYVM A B2 B2 B1 B1 A
ERBB2 | 20 |— C.2325_2326insACCGTGATGGCT 0.Y772_V773insVMAT A C B2 B1 B1 A
ERBB2 | 20 |COSM12558 C.2325_2326insTACGTGATGGCT 0.A771_Y772insYVMA A B2 B2 B1 B1 A
ERBB2 | 20 |COSM12554 C.2326_2326delGinsCTTT 0.G776delinsLC A B2 B2 B1 B1 A
ERBB2 | 20 |COSM19875 C.2326_2326delGinsTTGT 0.G776delinsLC A B2 B2 B1 B1 A
ERBB2 | 20 |— C.2326_2327elGGINSTGTGT 0.G776delinsCV B2 C B2 B1 B1 B1
ERBB2 | 20 |— C.2326_2327insTAG 0.A775_G776insV A C B2 B1 B1 A
ERBB2 | 20 |— C.2326_2327insTAT 0.G776delinsVC A B2 B2 B1 B1 A
ERBB2 | 20 |— C.2326_2327insTCG 0.A775_G776insV A C B2 B1 B1 A
ERBB2 | 20 |— C.2326_2327insTCGTGATGGCTG 0.Y772_V773insVMAV B2 C B2 B1 B1 B1
ERBB2 | 20 |COSM85995 C.2326_2327insTCT 0.G776delinsVC A B2 B2 B1 B1 A
ERBB2 | 20 |— C.2326_2327insTGG 0.A775_G776insV A C B2 B1 B1 A
ERBB2 | 20 |COSM12553 C.2326_2327insTGT 0.G776delinsVC A B2 B2 B1 B1 A
ERBB2 | 20 |— C.2326_2327insTTG 0.A775_G776insV A C B2 B1 B1 A
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F&R1-1 FIVNZACZEINECEITDIMERRINIT U | BnFER

A; COXAEERXEHRO/\UT L, Bl; HBFENYS /AT0OT74V>) (CGP) REEL TR TIRERFEFAGREEADO/\U7 N (RRIAREHEREESN TORVNEEET LR EIRELETEINZEOEED) |, B2; EFBEBMNRIODSEIBFIREL TAFAIRER/NUT
b, C; REARTO/UP> b~ (RERCRBHEEREESN TORONEEET EREARBIETENDZE0EED) |, —; RIAMEREFR CCOSMICTEFEINTLRWIZ> b

> )LCDx ILFCDX CDXHEETCGP

- _ |cosmic 1D i}
WEF | IOV | tation) e TR thera 1 ez | eerr | M@ | opxTT | AmoyDx | 33stoRp Filiquid | G360

Sééie; EGFR | U#vyk S;;iesn wr | wr | wr | TP ek CDx
ERBB2 | 20 |COSM12552 C.2326_2327insTTT 0.G776delinsVC A B2 B2 B1 B1 A
ERBB2 | 20 |COSM685 C.2326GA 0.G776S A C B2 B1 B1 A
ERBB2 | 20 |COSM303938 .2326G5T 0.G776C A C B2 B1 B1 A
ERBB2 | 20 |COSM20895 C.2326delinsTTAT 0.G776delinsLC C B2 B2 B1 B1 A
ERBB2 | 20 |COSM18609 €2327G>T 0.G776V A C B2 B1 B1 A
ERBB2 | 20 |COSM6438151 C.2328_2329insCTT 0.G776_V777insL A C B2 B1 B1 A
ERBB2 | 20 |COSM14064 C.2329GA o VT77M A C B2 B1 B1 A
ERBB2 | 20 |COSM436500 €.2329G>C oVT77L A C B2 B1 B1 A
ERBB2 | 20 |COSM14062 C.2329G>T oV777L A C B2 B1 B1 A
ERBB2 | 20 |— €.2330_2331insAGGTTGTGT 0.G776_\V777insVGC A C B2 B1 B1 A
ERBB2 | 20 G776_\V777delinsCVCG C C B2 B1 B1 A
ERBB2 | 20 G776_\V777insVC C C B2 B1 B1 A
ERBB2 | 20 |COSM303939 2331 _2332insTGTGGG 0V777_G778insCG A B2 B2 B1 B1 A
ERBB2 | 20 |COSM5802314 C.2333_2334insGCTCCCCAG 0.G778_S779insLPS A C B2 B1 B1 A
ERBB2 | 20 |COSM26681 C.2333_2334in5GGG o777 _G778InsG A C B2 B1 B1 A
ERBB2 | 20 |— C.2335_2336insGCCCAGGCT 0.V777_G778insGCP A C B2 B1 B1 A
ERBB2 | 20 |COSM681 C.2336_2337insTGTGGGCTC 0.G776_V777insVGS A C B2 B1 B1 A
ERBB2 | 20 |— C.2338_2339InsGCTCCC 0.G778_S779insSR B2 C B2 B1 B1 B1
ERBB2 | 20 |COSM6865893 €.2339_2340insCGGCTCCCC 0.V777_G778insGSP A B2 B2 B1 B1 A
ERBB2 | 20 |COSM12555 €.2339_2340insGGGCTCCCC 0.V777_G778insGSP A B2 B2 B1 B1 A
ERBB2 | 20 |COSM303948 €.2339_2340insTGGCTCCCC 0V777_G778insGSP A B2 B2 B1 B1 A
ERBB2 | 20 |COSM12556 C.2340_2341insGGCTCCCCA 0.V777_G778insGSP A B2 B2 B1 B1 A
ERBB2 | 20 798| C C B2 B1 B1 A
ERBB2 | 21 |COSM14065 C.2524GA 0.V842] A C C B1 B1 A
ERBB2 | 21 |— C.2584A5G 0.T862A B2 C C B1 B1 B1
ERBB2 | 21 |— C.2585C>T 078621 A C C B1 B1 A
ERBB2 | 21 |COSM249793 C.2606T>G 0.L869R A C C B1 B1 A
ERBB2 | 22 |COSM14066 C.2686C>T 0.R896C A C C B1 B1 A
ERBB2 | 22 |COSM119971 C.2687GoA 0-R896H A C C B1 B1 A
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5R1-2 BRI\ RIUCBIFBIRERR/UTO S B EFER ((FR1-1L9MF)

*; RUZNE, D2/ PPICENT202443 A DU ICHRT(SENNFRE DS /N7 ~

A; COXEGRMHRONUT> N, Bl; {87EHIS/LT0T74)>7 (CGP) REEL TR BIRERESAGREEAD/ V7>~ (RERCRBHEEREEINT

WRLVDERET AR PIRELHETESNSEDEED) |, B2; REK

BHFHNOSEIBIREVTAFRIRER/UT> N, C; REARTID/ V7> (RERCIR

BB AN TUOBUISEET LRI ESNBE06E0) | —; AUZMERESETCOSMICTREREN TLALYITY k
YL FCDx
BE7 | 10U C?ﬂfﬂﬁéﬁf tREZL 7= L o
INF
EGFR 18 COSM116797 c.2147A>G p.K716R B2
EGFR 18 COSM12372 c.21447>G p.1715S B2
EGFR 18 COSM12373 c.2159C>T p.S720F B2
EGFR 18 COSM1238071 c.2113A>G p.R705G B2
EGFR 18 COSM133148 c.2128A>G p.T710A B2
EGFR 18 COSM133149 c.2120T7>C p.L707S B2
EGFR 18 COSM133182 c.2098A>G p.N700D B2
EGFR 18 COSM133183 c.2142G>C p.K714N B2
EGFR 18 COSM133184 c.21507>C p.V717A B2
EGFR 18 COSM20817 c.2107C>G p.L703V B2
EGFR 18 COSM20848 c.2156del p.G719Afs*29 B2
EGFR 18 COSM22992 c.2161G>A p.G721S B2
EGFR 18 COSM22993 c.2162G>A p.G721D B2
EGFR 18 COSM24435 €.2125 2129del p.E709* B2
EGFR 18 COSM24671 c.2104G>A p.A702T B2
EGFR 18 COSM249886 c.2096C>T p.P699L B2
EGFR 18 COSM28508 c.2104G>T p.A702S B2
EGFR 18 COSM28509 C.2123A>T p.K708M B2
EGFR 18 COSM28510 c.2162G>C p.G721A B2
EGFR 18 COSM28511 c.2108T>C p.L703P B2
EGFR 18 COSM28601 c.2135T>C p.F712S B2
EGFR 18 COSM3266631 c.2105C>A p.A702D B2
EGFR 18 COSM329080 c.2101C>T p.Q701* B2
EGFR 18 COSM41603 c.21347>C p.F712L B2
EGFR 18 COSM4424126 c.2105C>T p.A702V B2
EGFR 18 COSM4680400 c.2141dup p.l715Dfs*14 B2
EGFR 18 COSM48981 €.2126_2129delinsG p.E709_T710delinsG B2
EGFR 18 COSM51496 c.2158T>A p.S720T B2
EGFR 18 COSM51525 €.2127_2129del p.E709_T710delinsD B2
EGFR 18 COSM53214 c.2160C>A p.S720S B2
EGFR 18 COSM53225 c.2112G>A p.L704L B2
EGFR 18 COSM53226 c.2099A>G p.N700S B2
EGFR 18 COSM53228 c.2123A>G p.K708R B2
EGFR 18 COSM53232 c.2122A>G p.K708E B2
EGFR 18 COSM53234 c.2136C>T p.F712F B2
EGFR 18 COSM53286 c.2098A>T p.N700Y B2
EGFR 18 COSM53287 c.2131G>A p.E711K B2
EGFR 18 COSM5632947 c.2141A>C p.K714T B2
EGFR 18 COSM5967282 €.2155_2156dup p.S720Afs*29 B2
EGFR 18 COSM6005743 c.2108T>A p.L703H B2
EGFR 18 COSM6008913 c.2118C>A p.1706I B2
EGFR 18 COSM6208 c.2121G>A p.L707L B2
EGFR 18 COSM6506511 c.2132A>G p.E711G B2
EGFR 18 COSM6506512 c.2140A>G p.K714E B2
EGFR 18 COSM6506515 c.2142G>T p.K714N B2
EGFR 18 COSM6959367 c.2120T>G p.L707W B2
EGFR 18 COSM7168868 c.2157C>A p.G719G B2
EGFR 18 COSM747426 c.2159C>G p.S720C B2
EGFR 18 COSM7506552 c.2130T>A p.T710T B2
EGFR 18 COSM8368660 c.2136C>G p.F712L B2
EGFR 18 COSM85796 €.2126_2128del p.E709_T710delinsA B2
EGFR 18 COSM88729 c.2158T>C p.S720P B2
EGFR 18 COSM9233242 c.2146A>G p.K716E B2
EGFR 19 COSM1140059 C.2261A>T p.K7541 B2
EGFR 19 COSM1168015 C.2258C>T p.P753L B2
EGFR 19 COSM13184 c.2236G>A p.E746K B2
EGFR 19 COSM13185 C.2252C>T p. 7751l B2
EGFR 19 COSM13186 C.2255C>A p.S752Y B2
EGFR 19 COSM133198 C.2243G>A p.R748K B2
EGFR 19 COSM133199 C.2246A>G p.E749G B2
EGFR 19 COSM133588 c.2270A>G p.K757R B2
EGFR 19 COSM14243 C.2234A>G p.K745R B2
EGFR 19 COSM1716256 C.2228C>T p.A743V B2
EGFR 19 COSM18424 C.2265C>T p.A755A B2
EGFR 19 COSM 18489 C.2259G>A p.P753P B2
EGFR 19 COSM22995 C.2262A>G p.K754K B2
EGFR 19 COSM23633 C.2276T>A p.1759N B2
EGFR 19 COSM25861 Cc.2274A>C p.E758D B2
EGFR 19 COSM26435 C.2267A>G p.N756S B2
EGFR 19 COSM26704 c.2240T7>C p.L747S B2
EGFR 19 COSM?29274 C.2254T7>C p.S752P B2
EGFR 19 COSM3734671 C.2263G>A p.A755T B2
EGFR 19 COSM4170219 C.2255C>T p.S752F B2
EGFR 19 COSM4362784 c.2237A>C p.E746A B2
EGFR 19 COSM52932 C.2266A>T p.N756Y B2
EGFR 19 COSM53195 C.2243G>T p.R748l| B2
EGFR 19 COSM53229 Cc.2232C>A p.17441 B2
EGFR 19 COSM5608354 Cc.2272G>A p.E758K B2
EGFR 19 COSM5991529 c.2278C>T p.L760F B2
EGFR 19 COSM6110415 C.2259G>T p.P753P B2
EGFR 19 COSM6196863 C.2264C>T p.A755V B2
EGFR 19 COSM6219 c.2248G>C p.A750P B2
EGFR 19 COSM6268 c.2257C>T p.P753S B2
EGFR 19 COSM6849765 C.2237A>G p.E746G B2
EGFR 19 COSM6849768 C.2246A>T p.E749V B2
EGFR 19 COSM6849769 c.2234A>C p.K745T B2
EGFR 19 COSM6851615 Cc.2274A>G p.E758E B2
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f4%1-2 IO NRIVCBIIRREIR/UTO S BEFER ((FR1-185M)
*; RUZME, I2)RPICBT20244E 38 MU CHITZI SENNERE Ddsolz) U7 > b
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YL FCDx
BT | IV C?ﬂfﬂﬁéﬁf R PR o
NIF
EGFR 19 COSM6851641 €.2238A>G p.E746E B2
EGFR 19 COSM6921640 €.2279T>C p.L760P B2
EGFR 19 COSM6954013 €.2264C>G p.A755G B2
EGFR 19 COSM6964726 €.2241A>C p.L747F B2
EGFR 19 COSM707173 C.2273A>G p.E758G B2
EGFR 19 COSM85960 C.2261A>G p.K754R B2
EGFR 19 COSM85993 €.2260A>G p.K754E B2
EGFR 19 COSM8861640 €.2256T>C p.S752S B2
EGFR 19 COSM9179905 C.2251A>G p.T751A B2
EGFR 19 COSM94183 C.2270A>T p.K757M B2
EGFR 20 COSM115794 €.2315C>G p.P772R B2
EGFR 20 COSM1168016 c.2373del p.Q791Hfs*35 B2
EGFR 20 COSM1235323 €.2392C>G p.L798V B2
EGFR 20 COSM1272071 €.2368A>G p.T790A B2
EGFR 20 COSM12989 €.2303G>A p.S768N B2
EGFR 20 COSM13005 €.2318A>T p.H773L B2
EGFR 20 COSM 13006 €.2320G>A p.V774M B2
EGFR 20 COSM13189 c.2351C>T p.S784F B2
EGFR 20 COSM13190 €.2375T>C p.L792P B2
EGFR 20 COSM13191 €.2392C>T p.L798F B2
EGFR 20 COSM133202 €.2336G>A p.G779D B2
EGFR 20 COSM133563 C.2294T>G p.V765G B2
EGFR 20 COSM133565 €.2387G>A p.G796D B2
EGFR 20 COSM133627 €.2339T>G p.1780S B2
EGFR 20 COSM133628 €.2353A>C p.T785P B2
EGFR 20 COSM13401 €.2292C>T p.Y764Y B2
EGFR 20 COSM13425 €.2305G>A p.V769M B2
EGFR 20 COSM13433 €.2318A>G p.H773R B2
EGFR 20 COSM13434 €.2316C>T p.P772P B2
EGFR 20 COSM13554 €.2312_2315delinsGCGTGGACAACCG p.N771_P772delinsSVDNR B2
EGFR 20 COSM13555 €.2308 2315delinsCCAGCGTGGATAACCG p.D770Pfs*59 B2
EGFR 20 COSM14068 €.2308G>A p.D770N B2
EGFR 20 COSM1451600 €.2361G>A p.Q787Q B2
EGFR 20 COSM 1568919 €.2385C>T p.F795F B2
EGFR 20 COSM1635349 €.2284-6C>T p.?_splice_site_intron B2
EGFR 20 COSM1716257 €.2326C>A p.R776S B2
EGFR 20 COSM18422 €.2360A>G p.Q787R B2
EGFR 20 COSM20885 2307_2308insGACAACGTG p.N771_P772insVDN B2
EGFR 20 COSM214351 €.2339T>C p.1780T B2
EGFR 20 COSM22940 €.2327G>A p.R776H B2
EGFR 20 COSM22941 €.2334G>T p.L778L B2
EGFR 20 COSM22942 €.2335G>T p.G779C B2
EGFR 20 COSM22950 c.2351C>A p.S784Y B2
EGFR 20 COSM22951 €.2384T>C p.F795S B2
EGFR 20 COSM22991 €.2330T>A p.L777Q B2
EGFR 20 COSM244213 €.2381C>A p.P794H B2
EGFR 20 COSM24436 €.2296_2309dup p.D770Efs*61 B2
EGFR 20 COSM25016 c.2335G>A p.G779S B2
EGFR 20 COSM25090 €.2320G>T p.V774L B2
EGFR 20 COSM26445 €.2300C>T p.A767V B2
EGFR 20 COSM27110 €.2356G>A p.V786M B2
EGFR 20 COSM27568 €.2387G>C p.G796A B2
EGFR 20 COSM28603 €.2293G>A p.V765M B2
EGFR 20 COSM28608 €.2393T>A p.L798H B2
EGFR 20 COSM28930 €.2354C>A p.T785N B2
EGFR 20 COSM28943 €.2297T>C p.M766T B2
EGFR 20 COSM291998 €.2303G>C p.S768T B2
EGFR 20 COSM3736992 €.2306T>C p.V769A B2
EGFR 20 COSM3833028 €.2376C>G p.L792L B2
EGFR 20 COSM4601600 c.2317C>T p.H773Y B2
EGFR 20 COSM4745530 €.2301_2302delinsGG p.S768G B2
EGFR 20 COSM4826400 €.2367C>G p.1789M B2
EGFR 20 COSM4992971 €.2288C>T p.A763V B2
EGFR 20 COSM53103 €.2353A>G p.T785A B2
EGFR 20 COSM53104 €.2390G>A p.C797Y B2
EGFR 20 COSM53288 €.2354C>T p.T785I B2
EGFR 20 COSM5557485 €.2338A>G p.1780V B2
EGFR 20 COSM5991527 €.2381C>T p.P794L B2
EGFR 20 COSM5991528 €.2315C>T p.P772L B2
EGFR 20 COSM6005741 €.2298G>A p.M766| B2
EGFR 20 COSM6040422 €.2379G>T p.M793| B2
EGFR 20 COSM6191488 €.2318A>C p.H773P B2
EGFR 20 COSM6226 €.2326C>T p.R776C B2
EGFR 20 COSM6242 c.2305G>T p.V769L B2
EGFR 20 COSM6348843 €.2342G>T p.C781F B2
EGFR 20 COSM6493927 €.2284-5_2290del p.?_splice_site_intron B2
EGFR 20 COSM6493933 €.2374C>T p.L792F B2
EGFR 20 COSM6493936 €.2389T>G p.C797G B2
EGFR 20 COSM6652287 €.2355C>T p.T785T B2
EGFR 20 COSM6652288 €.2302A>G p.S768G B2
EGFR 20 COSM6652289 €.2301C>G p.A767A B2
EGFR 20 COSM6861620 €.2284-5T>A p.?_splice_site_intron B2
EGFR 20 COSM6908551 €.2311_2313del p.N771del B2
EGFR 20 COSM6936113 €.2293G>T p.V765L B2
EGFR 20 COSM6944131 €.2354C>G p.T785S B2
EGFR 20 COSM6962050 2307_2308insGACAACCCC p.P772_H773insDNP B2
EGFR 20 COSM6963572 2311 _2312insACC p.N771_P772insH B2
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5R1-2 BRI\ RIUCBIFBIRERR/UTO S B EFER ((FR1-1L9MF)
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NIF
EGFR 20 COSM6978402 €.2318 2320delinsTCA p.H773_V774delinsLM B2
EGFR 20 COSM6979164 €.2360A>T p.Q787L B2
EGFR 20 COSM7648825 €.2284-8C>A p.?_splice_site_intron B2
EGFR 20 COSM7997831 €.2344C>T p.L782F B2
EGFR 20 COSM9120819 €.2294T>A p.V765E B2
EGFR 20 COSM9233187 C.2296A>T p.M766L B2
EGFR 20 COSM9263867 €.2359C>A p.Q787K B2
EGFR 20 COSM9267426 €.2289C>G p.A763A B2
EGFR 20 COSM9274591 €.2388C>T p.G796G B2
EGFR 21 COSM116668 €.2516C>T p.A839V B2
EGFR 21 COSM1235378 c.2560A>T p.T854S B2
EGFR 21 COSM12675 €.2575G>A p.A859T B2
EGFR 21 COSM12727 €.2551G>A p.V851l B2
EGFR 21 COSM12764 €.2569G>A p.G857R B2
EGFR 21 COSM13187 €.2548C>A p.H850N B2
EGFR 21 COSM13194 €.2540C>T p.T847I B2
EGFR 21 COSM13195 €.2552T>C p.V851A B2
EGFR 21 COSM13196 €.2558T>C p.1853T B2
EGFR 21 COSM13197 €.2590G>A p.A864T B2
EGFR 21 COSM133204 €.2498T>G p.L833W B2
EGFR 21 COSM133205 €.2510A>G p.D837G B2
EGFR 21 COSM133206 €.2530C>G p.L844V B2
EGFR 21 COSM133566 €.2507G>A p.R836H B2
EGFR 21 COSM133590 c.2574G>A p.L858L B2
EGFR 21 COSM13424 €.2497T>G p.L833V B2
EGFR 21 COSM13426 €.2512C>G p.L838V B2
EGFR 21 COSM13430 €.2515G>A p.A839T B2
EGFR 21 COSM13431 c.2537A>G p.K846R B2
EGFR 21 COSM14070 €.2588G>A p.G863D B2
EGFR 21 COSM1651735 €.2555A>G p.K852R B2
EGFR 21 COSM1717823 €.2585T>G p.L862R B2
EGFR 21 COSM18423 €.2500G>T p.V834L B2
EGFR 21 COSM20893 €.2522G>A p.R841K B2
EGFR 21 COSM20896 €.2500G>A p.V834M B2
EGFR 21 COSM211635 €.2548C>T p.H850Y B2
EGFR 21 COSM219794 €.2499G>T p.L833F B2
EGFR 21 COSM219795 €.2591C>T p.A864V B2
EGFR 21 COSM22943 €.2543C>T p.P848L B2
EGFR 21 COSM22949 €.2585T>C p.L862P B2
EGFR 21 COSM24268 €.2572_2573delinsAA p.L858K B2
EGFR 21 COSM24272 €.2589T>G p.G863G B2
EGFR 21 COSM24845 €.2487G>A p.E829E B2
EGFR 21 COSM24846 €.2491C>T p.R831C B2
EGFR 21 COSM24848 €.2581C>G p.L861V B2
EGFR 21 COSM24971 €.25137>C p.L838P B2
EGFR 21 COSM250050 c.2570G>A p.G857E B2
EGFR 21 COSM26035 c.2591C>A p.A864E B2
EGFR 21 COSM26129 c.2572C>T p.L858L B2
EGFR 21 COSM26351 c.2575dup p.A859Gfs*38 B2
EGFR 21 COSM26436 €.2534T>C p.V845A B2
EGFR 21 COSM26437 €.2567T>C p.F856S B2
EGFR 21 COSM26446 c.2524A>G p.N842D B2
EGFR 21 COSM26717 c.2579A>T p.K860I B2
EGFR 21 COSM28286 €.2494C>T p.R832C B2
EGFR 21 COSM28514 €.2495G>T p.R832L B2
EGFR 21 COSM28537 c.2560A>G p.T854A B2
EGFR 21 COSM28604 €.2506C>T p.R836C B2
EGFR 21 COSM28606 c.2564A>G p.D855G B2
EGFR 21 COSM28931 €.2533G>A p.V845M B2
EGFR 21 COSM291680 €.2524A>C p.N842H B2
EGFR 21 COSM29577 €.2563G>A p.D855N B2
EGFR 21 COSM29578 €.2573T>A p.L858Q B2
EGFR 21 COSM3366978 €.2495G>A p.R832H B2
EGFR 21 COSM3366979 c.2512C>A p.L838M B2
EGFR 21 COSM3394833 €.2526C>T p.N842N B2
EGFR 21 COSM3412202 €.2527G>C p.V843L B2
EGFR 21 COSM3639751 €.2505C>T p.H835H B2
EGFR 21 COSM3639752 €.2523G>A p.R841R B2
EGFR 21 COSM370916 c.2570G>T p.G857V B2
EGFR 21 COSM41665 €.2501T>C p.V834A B2
EGFR 21 COSM4302134 €.2581C>T p.L861L B2
EGFR 21 COSM4384126 €.2548C>G p.H850D B2
EGFR 21 COSM5046159 c.2560A>C p.T854P B2
EGFR 21 COSM52933 €.2531T>C p.L844P B2
EGFR 21 COSM53105 €.2492G>A p.R831H B2
EGFR 21 COSM53201 €.2546A>G p.Q849R B2
EGFR 21 COSM53227 €.2506C>A p.R836S B2
EGFR 21 COSM53231 €.2559C>T p.1853I B2
EGFR 21 COSM53265 €.2556G>T p.K852N B2
EGFR 21 COSM5967252 €.2588G>T p.G863V B2
EGFR 21 COSM6178051 €.2568T>G p.F856L B2
EGFR 21 COSM6191493 c.2576C>T p.A859V B2
EGFR 21 COSM6227 C.2504A>T p.H835L B2
EGFR 21 COSM6652255 c.2544G>A p.P848P B2
EGFR 21 COSM6909316 €.2534T>A p.V845E B2
EGFR 21 COSM6910210 €.2509G>A p.D837N B2
EGFR 21 COSM6910370 C.2497T>A p.L833M B2
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EGFR 21 COSM6965217 C.2539A>T p.T847S B2
EGFR 21 COSM6978158 €.2499 2500delinsTT p.L833 V834delinsFL B2
EGFR 21 COSM6985388 c.2514 2536del p.A839Nfs*50 B2
EGFR 21 COSM707247 c.2520C>T p.A840A B2
EGFR 21 COSM7339051 c.2505C>A p.H835Q B2
EGFR 21 COSM747424 c.2527G>T p.V843L B2
EGFR 21 COSM7674140 c.2540C>A p.T847K B2
EGFR 21 COSM85893 c.2508C>T p.R836R B2
EGFR 21 COSM85894 c.2527G>A p.V843| B2
EGFR 21 COSM85961 Cc.2518G>A p.A840T B2
EGFR 21 COSM85994 c.2576C>A p.A859D B2
EGFR 21 COSM87247 c.2587G>A p.G863S B2
EGFR 21 COSM88211 C.2549A>G p.H850R B2
EGFR 21 COSM8830926 c.2555A>C p.K852T B2
EGFR 21 COSM96398 c.2585T>A p.L862Q B2
KRAS 2 COSM110699 Cc.29G>A p.G10E B2
KRAS 2 COSM1159169 c.36T>G p.G12G B2
KRAS 2 COSM12654 .29 31dup 0.G10dup B2
KRAS 2 |COSM12655 ¢.36_38dup 0.G13dup B2
KRAS 2 COSM12657 c.35del p.G12Vfs*3 B2
KRAS 2 COSM12705 €.28_29insTAG p.V9dup B2
KRAS 2 COSM12721 €.38_39delinsTT p.G13V B2
KRAS 2 COSM12722 c.40G>A p.V14| B2
KRAS 2 COSM132886 c.13A>G p.K5E B2
KRAS 2 COSM1360887 c.28G>A p.G10R B2
KRAS 2 COSM13643 c.34_35delinsAA p.G12N B2
KRAS 2 COSM14209 c.35_36inv p.G12D B2
KRAS 2 COSM1562183 Cc.25G>A p.VoI B2
KRAS 2 COSM1605973 c.30A>C p.G10G B2
KRAS 2 COSM1666974 c.37_38delinsTA p.G13Y B2
KRAS 2 COSM1685355 c.37_38delinsTT p.G13F B2
KRAS 2 COSM1716372 c.34_36delinsCTG p.G12L B2
KRAS 2 |cosm219781  |c.38_40dup 0.G13dup B2
KRAS 2 COSM24602 c.15A>T p.K5N B2
KRAS 2 COSM249887 c.41T>G p.V14G B2
KRAS 2 COSM249888 c.34_36delinsAGA p.G12R B2
KRAS 2 COSM25081 c.34_35delinsTA p.G12Y B2
KRAS 2 COSM303833 €.37_38insCGG p.G12_G13insA B2
KRAS 2 COSM30566 c.35_36delinsAG p.G12E B2
KRAS 2 COSM30567 c.38 39delinsAG p.G13E B2
KRAS 2 COSM30568 c.38 40delinsACA p.G13_V14delinsDI B2
KRAS 2 COSM30620 c.19G>A p.V7M B2
KRAS 2 COSM328030 c.33T>C p.A11A B2
KRAS 2 COSM3384259 c.31G>A p.A11T B2
KRAS 2 COSM34144 c.34_35delinsAT p.G12I B2
KRAS 2 COSM36281 c.34_36delinsTGG p.G12W B2
KRAS 2 COSM4387521 c.35_36delinsTG p.G12V B2
KRAS 2 COSM4589939 c.7_8insT p.E3Vfs*3 B2
KRAS 2 COSM4745556 c.36_37delinsAC p.G13R B2
KRAS 2 COSM506 c.15A>C p.K5N B2
KRAS 2 COSM507 C.24A>G p.V8V B2
KRAS 2 COSM509 c.27T>C p.VoV B2
KRAS 2 COSM510 c.31G>C p.A11P B2
KRAS 2 COSM511 c.32C>T p.A11V B2
KRAS 2 COSM513 c.34_36delinsTGC p.G12C B2
KRAS 2 COSM514 c.34_35delinsCT p.G12L B2
KRAS 2 COSM515 c.35_36delinsTC p.G12V B2
KRAS 2 COSM519 c.35_36delinsAA p.G12E B2
KRAS 2 COSM523 c.36T>C p.G12G B2
KRAS 2 COSM524 c.36T>A p.G12G B2
KRAS 2 COSM525 c.37_38delinsAT p.G13lI B2
KRAS 2 COSM526 €.37_39delinsCGT p.G13R B2
KRAS 2 COSM530 c.38_39delinsTG p.G13V B2
KRAS 2 COSM53283 c.37_38delinsAA p.G13N B2
KRAS 2 COSM5347014 c.20T>G p.V7G B2
KRAS 2 COSM535 c.39C>G p.G13G B2
KRAS 2 COSM536 c.39C>T p.G13G B2
KRAS 2 COSM5369708 c.32_34delinsTTT p.A11_G12delinsVC B2
KRAS 2 COSM537 c.39C>A p.G13G B2
KRAS 2 COSM5413585 c.35_36delinsCA p.G12A B2
KRAS 2 COSM5415923 €.37_39delinsAAG p.G13K B2
KRAS 2 COSM5546585 c.40G>T p.vV14L B2
KRAS 2 COSM5751774 c.34_35insA p.G12Efs*22 B2
KRAS 2 COSM5752015 c.33_34insA p.G12Rfs*22 B2
KRAS 2 COSM5945943 c.29del p.G10Efs*5 B2
KRAS 2 COSM5985091 c.37_38inv p.G13P B2
KRAS 2 COSM6009012 c.2T>C p.M1l B2
KRAS 2 COSM6022433 c.32_37dup p.A11_G12dup B2
KRAS 2 COSM6024195 Cc.29G>T p.G10V B2
KRAS 2 COSM6238198 c.3G>T p.M1l B2
KRAS 2 COSM6269667 C.26T>A p.VoD B2
KRAS 2 COSM6438039 Cc.22G>A p.V8I B2
KRAS 2 COSM6438040 c.3G>A p.M1l B2
KRAS 2 COSM6438042 c.17T>A p.L6H B2
KRAS 2 COSM6474352 c.8A>G p.E3G B2
KRAS 2 |COSM6853641  |c.34_35insTGG b ALL G12insV B2
KRAS 2 COSM6903499 c.5C>T p.T2I B2
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KRAS 2 COSM6934710 c.7G>T p.E3* B2
KRAS 2 COSM6948220 c.31_35delinsACTGA p.A11_G12delinsTD B2
KRAS 2 COSM6950486 c.33_34delinsCT p.G12C B2
KRAS 2 COSM6959652 c.34_35delinsTC p.G12S B2
KRAS 2 COSM7335302 c.41T>C p.V14A B2
KRAS 2 COSM7335307 c.34_35delinsCA p.G12H B2
KRAS 2 COSM7335309 c.14A>G p.K5R B2
KRAS 2 COSM7848872 c.21G>T p.V7V B2
KRAS 2 COSM87280 .38 _39delinsAA p.G13E B2
KRAS 2 COSM87281 c.36_37delinsAT p.G13C B2
KRAS 2 |cosms7301 ¢.30_35dup b.A11_G12dup B2
KRAS 2 COSM8770657 c.7G>A p.E3K B2
KRAS 2 COSM9114153 c.31_32insAGG p.G10_AllinsE B2
BRAF 15 COSM1116 c.1749T7>C p.F583F B2
BRAF 15 COSM1117 c.1752T7>C p.L584L B2
BRAF 15 COSM1118 c.1758A>G p.ES586E B2
BRAF 15 COSM1119 c.1776A>G p.1592M B2
BRAF 15 COSM1120 c.1774A>G p.1592Vv B2
BRAF 15 COSM1121 c.1782T>A p.D594E B2
BRAF 15 COSM1123 c.1784T>C p.F595S B2
BRAF 15 COSM1124 c.1791A>G p.L597L B2
BRAF 15 COSM1125 c.1790T>A p.L597Q B2
BRAF 15 COSM1126 €.1789 _1790delinsTC p.L597S B2
BRAF 15 COSM1127 €.1797_1799delinsGAG p.V600R B2
BRAF 15 COSM1128 ¢.1797delinsTACTACG p.T599 V600insTT B2
BRAF 15 COSM1130 c.1798G>A p.V600OM B2
BRAF 15 COSM1132 c.1803A>C p.K601IN B2
BRAF 15 COSM1159850 c.1798delinsTACA p.V600delinsYM B2
BRAF 15 COSM1168053 c.1799_1800del p.V600Efs*11 B2
BRAF 15 COSM1169497 c.1794_1796del p.T599del B2
BRAF 15 COSM133632 c.1789C>T p.L597L B2
BRAF 15 COSM144576 c.1780G>C p.D594H B2
BRAF 15 COSM1448591 c.1797A>G p.T599T B2
BRAF 15 COSM1448592 c.1794T>A p.A598A B2
BRAF 15 COSM1448593 c.1790T7>C p.L597P B2
BRAF 15  |cosm144982  |c.1795_1797dup 0.7599dup B2
BRAF 15 COSM1578949 c.1800G>T p.V600V B2
BRAF 15 COSM1583010 c.1781A>C p.D594A B2
BRAF 15 COSM1583011 €.1798 1799delinsCG p.V600R B2
BRAF 15 COSM1735763 €.1796_1799delinsTAAA p.T599 V600delinsIK B2
BRAF 15 COSM18443 c.1799T>C p.V600A B2
BRAF 15 COSM21493 c.1766C>T p.T589I B2
BRAF 15 COSM21545 c.1770A>G p.V590V B2
BRAF 15 COSM21547 c.1755T>C p.H585H B2
BRAF 15 COSM21548 c.1763T>G p.L588R B2
BRAF 15 COSM21549 c.1793C>T p.A598V B2
BRAF 15 COSM21608 c.1759G>A p.D587N B2
BRAF 15 COSM21609 c.1761C>A p.D587E B2
BRAF 15 COSM21610 c.1763T>C p.L588P B2
BRAF 15 COSM21612 c.1783T>C p.F595L B2
BRAF 15 COSM219798 c.1798G>C p.V600L B2
BRAF 15 COSM231846 c.1777G>A p.G593S B2
BRAF 15 COSM24963 c.1797A>T p.T599T B2
BRAF 15 COSM249889 €.1798 _1799delinsCA p.V600Q B2
BRAF 15 COSM249890 c.1800G>A p.V600V B2
BRAF 15 COSM250031 c.1782T7>C p.D594D B2
BRAF 15 COSM253330 c.1782T>G p.D594E B2
BRAF 15 COSM25700 c.1769del p.V590Efs*3 B2
BRAF 15 COSM26491 c.1802A>T p.K601l B2
BRAF 15 |cosM26504 c.1781_1798dup p.D594_T599dup B2
BRAF 15 COSM26625 €.1794_1795insGTT p.A598 T599insV B2
BRAF 15 COSM28010 c.1750C>T p.L584F B2
BRAF 15 COSM28505 c.1792G>A p.A598T B2
BRAF 15 COSM28507 c.1803A>G p.K601K B2
BRAF 15 COSM30594 €.1801_1803del p.K601del B2
BRAF 15 COSM30671 c.1778G>A p.G593D B2
BRAF 15 COSM30730 c.1794_1796dup p.T599dup B2
BRAF 15 COSM33728 c.1772A>G p.K591R B2
BRAF 15 COSM33780 c.1796_1798delinsTAGCTT p.T599 V600delinsIAL B2
BRAF 15 COSM33808 c.1798G>T p.V600L B2
BRAF 15 COSM3634274 c.1797A>C p.T599T B2
BRAF 15 COSM36922 c.1787del p.G596Vfs*2 B2
BRAF 15 COSM3737041 c.1762C>T p.L588F B2
BRAF 15 COSM3878760 c.1802A>C p.K601T B2
BRAF 15 COSM4166148 €.1798 1799insAGGCTACAG p.T599 V600insEAT B2
BRAF 15 COSM4172018 €.1798 1799insAGACTACAG p.T599 V600insETT B2
BRAF 15 COSM4172020 c.1796C>G p.T599R B2
BRAF 15 COSM4172575 €.1795_1796insAAAAAATAGGTGATTTTGGTCTAGCTA [p.A598_T599insKKIGDFGLA B2
BRAF 15 COSM4389226 €.1797_1803delinsTGAGAAT p.V600_K601delinsEN B2
BRAF 15 COSM463 c.1756G>A p.E586K B2
BRAF 15 COSM464 c.1760A>C p.D587A B2
BRAF 15 COSM465 c.1761C>G p.D587E B2
BRAF 15 COSM466 c.1781A>T p.D594V B2
BRAF 15 COSM468 c.1785T>G p.F595L B2
BRAF 15 COSM470 c.1789C>G p.L597V B2
BRAF 15 COSMm471 c.1790T>G p.L597R B2
BRAF 15 COSM472 c.1796C>T p.T599I B2
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BRAF 15 COosMm477 c.1799_1800delinsAT p.V600D B2
BRAF 15 COSM51383 c.1768G>A p.V590I B2
BRAF 15 COSM53198 c.1785T>A p.F595L B2
BRAF 15 COSM5881461 €.1795_1796insTAA p.A598 T599insl B2
BRAF 15 COSM5982023 €.1799_1803delinsAT p.V600_K601delinsD B2
BRAF 15 COSM5985086 €.1798_1799inv p.V600T B2
BRAF 15 COSM6005495 c.1753C>T p.H585Y B2
BRAF 15 COSM6137 c.1799T>G p.V600G B2
BRAF 15 COSM6265 c.1803A>T p.K601IN B2
BRAF 15 COSM6475279 c.1771A>G p.K591E B2
BRAF 15 COSM6475307 c.1764C>T p.L588L B2
BRAF 15 COSM6854134 c.1750C>A p.L5841 B2
BRAF 15 COSM6928839 c.1780G>T p.D594Y B2
BRAF 15 COSM6949729 c.1783T>A p.F595I B2
BRAF 15 COSM6973064 c.1748T>G p.F583C B2
BRAF 15 COSM6979209 c.1773_1793dup p.1592_A598dup B2
BRAF 15 COSM6995465 c.1756G>C p.E586Q B2
BRAF 15 COSM7335303 c.17517>C p.L584P B2
BRAF 15 |COSM7351000  |c.1798_1800dup 0.V600dup B2
BRAF 15 COSM7439514 c.1774del p.1592* B2
ERBB2 8 COSM2838116 Cc.955A>T p.N319Y B2
ERBB2 8 COSM417561 c.937C>G p.L313V B2
ERBB2 8 COSM436496 c.926G>C p.G309A B2
ERBB2 8 COSM5504302 c.934A>G p.T312A B2
ERBB2 8 COSM5824892 c.952C>A p.H318N B2
ERBB2 8 COSM5852397 c.970G>A p.A324T B2
ERBB2 8 COSM6655711 c.969A>G p.T323T B2
ERBB2 8 COSM6655713 c.930C>A p.S310S B2
ERBB2 8 COSM6906499 c.955A>G p.N319D B2
ERBB2 8 COSM6961986 c.983C>T p.T328I B2
ERBB2 8 COSM7351396 c.950T>C p.L317P B2
ERBB2 8 COSM7516564 c.928T>G p.S310A B2
ERBB2 8 COSM8359038 c.936C>G p.T312T B2
ERBB2 8 COSM8811752 C.986A>T p.Q329L B2
ERBB2 8 COSM94224 c.926G>A p.G309E B2
ERBB2 8 - c.928T>C p.S310P B2
ERBB2 17 COSM4000121 c.1963A>G p.1655V B2
ERBB2 17 COSM7476115 c.1992C>T p.V664V B2
ERBB2 17 COSM8318384 c.2004G>T p.G668G B2
ERBB2 20 COSM14244 c.2318T>C p.V773A B2
ERBB2 20 COSM1470873 c.2343T>C p.Y781Y B2
ERBB2 20 COSM20895 €.2326_2326delGinsTTAT p.G776delinsLC B2
ERBB2 20 COSM24613 c.2350C>T p.R784C B2
ERBB2 20 COSM2838161 c.2316C>T p.Y772Y B2
ERBB2 20 COSM3734757 c.2351G>A p.R784H B2
ERBB2 20 COSM5731177 c.2317G>A p.V773M B2
ERBB2 20 COSM5784046 C.2366G>A p.C789Y B2
ERBB2 20 COSM5967126 Cc.2338C>A p.P780T B2
ERBB2 20 COSM6191358 c.2335T>C p.S779P B2
ERBB2 20 COSM6197839 c.2338C>T p.P780S B2
ERBB2 20 COSM6197843 c.2350C>A p.R784S B2
ERBB2 20 COSM6865891 €.2321_2326dup p.A775_G776insVA B2
ERBB2 20 COSM6906977 c.2356C>G p.L786V B2
ERBB2 20 COSM6907033 €.2326_2327insCTGTGGGCT p.G776delinsAVGC B2
ERBB2 20 COSM6943230 c.2353C>T p.L785F B2
ERBB2 20 COSM6956133 c.2314del p.Y772Tfs*2 B2
ERBB2 20 COSM6977433 c.2327delinsTTGT p.G776delinsVV B2
ERBB2 20 COSM7335304 €.2308-3del p.? B2
ERBB2 20 COSM7343983 c.2356C>A p.L786M B2
ERBB2 20 COSM7418750 c.2330T>A p.V777E B2
ERBB2 20 COSM7449692 €.2311_2312insGCATACGTGATG p.E770_A771insGIRD B2
ERBB2 20 COSM7449770 €.2333 2334insGCTCCCCGG p.G778 _S779insLPG B2
ERBB2 20 COSM7774585 €.2326_2327insTAT p.G776delinsVC B2
ERBB2 20 COSM85895 C.2342A>G p.Y781C B2
ERBB2 20 COSM9102602 c.2333G>A p.G778D B2
ERBB2 20 COSM9179427 c.2364C>T p.1788I B2
ERBB2 20 COSM9233268 €.2339C>T p.P780L B2
ERBB2 20 — €.2313_2314insTACATGATGGCT p.Y772_N773insMMAY B2
ERBB2 20 - €.2325_2326insTCCGTGATGGCT p.A775_G776insSVMA B2
ERBB2 20 — €.2325_2326insGTGGTGATGGCT p.A775_G776insVVMA B2
ERBB2 20 — €.2324 _2325insATACGTGATGTC p.A775_G776insYVMS B2
ERBB2 20 — €.2326_2327delinsTGTGT p.A775_G776insC B2
ERBB2 20 - €.2326_2326delinsATAT p.G776delinsIC B2
ERBB2 20 — €.2326_2331delinsGGTGTG p.G776_V777delinsCVC B2
ERBB2 20 — €.2335_2336insTGCCCAGGC p.S779delinsLPRP B2
ERBB2 20 — €.2327_2328insAGGTTGTGT p.G776_V777insGCV B2
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BRT  |RSEET AmoyDx | ODXTT | AmoyDx |J>/¢skP Filiquid| G360
ROS1 aF | wF | wFr | TP cox | cox
ALK |AZM-ALK A C C A A C
ALK ATIC-ALK A C C A A B1
ALK C2orf44-ALK A C C A A B1
ALK |CARS-ALK A C C A A B1
ALK |CLTC-ALK A C C A A B1
ALK |DCTNT-ALK A C C A A B1
ALK EML4-ALK A A A A A B1
ALK GTF2IRD1-ALK A C C A A B1
ALK |HIPI-ALK A C A A A B1
ALK |KIFSB-ALK A A A A A B1
ALK KLC1-ALK A A A A A B1
ALK PPP4R3B-ALK A C C A A C
ALK |PRKARTA-ALK A C C A A B1
ALK |RANBP2-ALK A C C A A B1
ALK SEC31A-ALK A C C A A B1
ALK STRN-ALK A C C A A B1
ALK TFG-ALK A A A A A B1
ALK |TPMI-ALK A C C A A B1
ALK |TPM3-ALK A C C A A B1
ALK TPM4-ALK A C C A A B1
ALK TPR-ALK A C C A A C
ALK |TRAF1-ALK A C C A A C
ALK |VCL-ALK A C C A A B1
ROS1 CCDC6-R0OS1 C A C A A A B1
ROS1 CD74-R0OS1 A A A A A A B1
ROS1  |CEP85L-ROS1 C A C C A A B1
ROST  |CLIPL-ROSI C A C C A A B1
ROST _ |CLTC-ROSI C A C C A A B1
ROS1 ERC1-ROS1 C A C C A A B1
ROS1 EZR-ROS1 A A A A A A B1
ROS1  |GOPC-ROSI A A A A A A B1
ROS1 HLA_A-ROS1 C A C C A A B1
ROS1 KDELR2-ROS1 C A C A A A B1
ROS1 LRIG3-ROS1 A A A A A A B1
ROST  |MSN-ROSI C A C C A A C
ROST  |KDELR2-ROSI C A C A A A B1
ROS1 MYO5A-ROS1 C A C C A A B1
ROS1 PPFIBP1-ROS1 C A C C A A B1
ROST  |PWWP2A-ROS1 C A C C A A B1
ROS1  |SDCA-ROSI A A A A A A B1
ROS1 SHTN1-ROS1 C A C C A A C
ROS1 SLC34A2-ROS1 A A A A A A B1
ROST  |TFG-ROSI C A C C A A B1
ROST  |TPM3-ROS1 A A A A A A B1
ROST  |ZCCHC8-ROS1 C A C C A A B1
MET ex14skp |MET-MET A A A A A B1
RET ACBD5-RET A C C A B1 C
RET  |AFAPI-RET A C C A B1 B1
RET AKAP13-RET A C C A B1 B1
RET CCDC6-RET A A A A B1 B1
RET CUX1-RET A A C A B1 C
RET ERC1-RET A C C A B1 B1
RET  |FKBP15-RET A C C A B1 B1
RET GOLGAS-RET A C C A B1 B1
RET HOOK3-RET A C C A B1 B1
RET  |KIAAT468-RET A A C A B1 C
RET  |KIFSB-RET A A A A B1 B1
RET KTN1-RET A C C A B1 B1
RET NCOA4-RET A A A A B1 B1
RET PCM1-RET A C C A B1 B1
RET  |PRKARIA-RET A C C A B1 B1
RET RUFY2-RET A A C A B1 C
RET SPECCIL-RET A C C A B1 B1
RET TBL1IXR1-RET A C C A B1 B1
RET  |TRIM24-RET A C C A B1 B1
RET  |TRIM27-RET A C C A B1 B1
RET TRIM33-RET A A C A B1 B1
NTRK1 BCAN-NTRK1 B2 C C A A C
NTRKL _|CD74-NTRK1 B2 B2 C A A B1
NTRKL _|IRF2BP2-NTRKL B2 B2 C A A B1
NTRK1 LMNA-NTRK1 B2 C C A A B1
NTRK1 MPRIP-NTRK1 B2 B2 C A A B1
NTRKL _|NFASC-NTRK1 B2 C C A A B1
NTRKL _|RNF213-NTRK1 B2 C C A A C
NTRK1 SQSTM1-NTRK1 B2 B2 C A A B1
NTRK1 SSBP2-NTRK1 B2 B2 C A A B1
NTRK1 TFG-NTRK1 B2 B2 C A A B1
NTRKL _|TPM3-NTRK1 B2 B2 C A A B1
NTRK1 |TPR-NTRKL B2 B2 C A A C
NTRK2 AFAP1-NTRK2 B2 C C A A C
NTRK2 AGBL4-NTRK2 B2 C C A A C
NTRK2 |NACC2-NTRK2 B2 C C A A C
NTRK2  |[SQSTMI1-NTRK2 B2 B2 C A A C
NTRK2 TRIM24-NTRK2 B2 B2 C A A C
NTRK2 VCL-NTRK2 B2 C C A A C
NTRK3  |BTBD1-NTRK3 B2 C C A A C
NTRK3 |COXSA-NTRK3 B2 C C A A C
NTRK3 ETV6-NTRK3 B2 B2 C A A C
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HR2-2 FIVNZAZEZENACE I SIMERIR/UT > EBET (ERZCOSMICEER/ U7 > N COSF])
A; COXERMKONUT> N, Bl; HFRNY /LTOTP(U>) (CGP) RELL TRIHATRBEEARBENO/ 7> (ERGREHERESN TORVNRE
TR EIRELIEERNZEDEED) |, B2; READHSIOSEBIIRELTAFAMER/ TN, C; RETRAD/WFY N (EBICRERESNTORON

FEt PRREAB]EHETEINDEOEED) .

=>4 )LCDx X)L FCDx CDx#BERTCGP
- COSMIC ID A exon-exon
A (fusion) b junction AmoyDx [ ODXTT | AmoyDx | I>/{JIKP FlLiquid | G360
ROS1 wF | wr | wr | TP oo | cox
ALK COSF444 ATIC-ALK A7::A20 A C C A A B1
ALK COSF437 CARS-ALK C17::A20 A C C A A B1
ALK COSF434 CLTC-ALK C31::A20 A C C A A B1
ALK COSF1625 DCTN1-ALK D26::A20 A C C A A B1
ALK COSF478.1 EML4-ALK E2::A20 A A A A A B1
ALK COSF479.1 EML4-ALK E2::A20 A A A A A B1
ALK COSF1296.1 EML4-ALK E6::A19 A A A A A B1
ALK COSF411 EML4-ALK E6::A20 A A A A A Bl
ALK COSF474 EML4-ALK E6::A20;ins33 A A A A A B1
ALK COSF1544 EML4-ALK E6::A20;ins18 A A A A A B1
ALK COSF1062.2 EML4-ALK E13::A20 A A A A A B1
ALK COSF408.1 EML4-ALK E13::A20 A A A A A Bl
ALK COSF1539 EML4-ALK E13::A20;ins90 A A B2 A A B1
ALK COSF1064.1 EML4-ALK E14::A20 A C A A A B1
ALK COSF477.1 EML4-ALK E14::A20 A C A A A B1
ALK COSF1541 EML4-ALK E14::A20;ins124 A C B2 A A B1
ALK COSF413.1 EML4-ALK E15::A20 A C A A A B1
ALK COSF1366.2 EML4-ALK E17::A20 A A A A A B1
ALK COSF1367.2 EML4-ALK E17::A20 A A A A A B1
ALK COSF732 EML4-ALK E17::A20;ins68 A A B2 A A B1
ALK COSF487.1 EML4-ALK E18::A20 A A A A A B1
ALK COSF409.1 EML4-ALK E20::A20 A A A A A B1
ALK COSF730.1 EML4-ALK E20::A20 A A A A A B1
ALK COSF1614 HIP1-ALK H21::A20 A C A A A B1
ALK COSF1615 HIP1-ALK H21::A20 C C A A A Bl
ALK COSF1620 HIP1-ALK H28::A20 A C A A A B1
ALK COSF1712 HIP1-ALK H30::A20 C C A A A B1
ALK COSF1060.1 KIF5B-ALK K15::A20 A C A A A B1
ALK COSF1381 KIF5B-ALK K15::A20 A C A A A B1
ALK COSF1257 KIF5B-ALK K17::A20 A A A A A B1
ALK COSF1058 KIF5B-ALK K24::A20 A A A A A B1
ALK COSF1276 KLC1-ALK K9::A20 A A A A A B1
ALK COSF415 RANBP2-ALK R18::A20 A C C A A B1
ALK COSF460 SEC31A-ALK S21::A20 A C C A A B1
ALK COSF459 SEC31A-ALK S22::A20 A C C A A B1
ALK COSF1430 STRN-ALK S3::A20 A C C A A B1
ALK COSF424 TFG-ALK T4::A20 A A A A A B1
ALK COSF426 TFG-ALK T5::A20 A C A A A B1
ALK COSF428 TFG-ALK T6::A20 A C A A A B1
ALK COSF439 TPM3-ALK T7::A20 A C C A A B1
ALK COSF441 TPM4-ALK T7::A20 A C C A A B1
ALK COSF1612 TPR-ALK T15::A20 A C C A A C
ALK COSF1056 VCL-ALK V16::A20 A C C A A B1
ALK COSF1264 WDCP-ALK W4::A20 A C C A A C
ROS1 COSF1202 CD74-ROS1 C6::R32 A A A A A A B1
ROS1 COSF1200 CD74-R0OS1 C6::R34 A A A A A A B1
ROS1 COSF1478 CD74-R0OS1 C6::R35 C A C B2 A A B1
ROS1 COSF1643 CLIP1-ROS1 C19::R36 C A C C A A B1
ROS1 COSF1627 ERC1-ROS1 E11::R36 C A C C A A B1
ROS1 COSF1267 EZR-ROS1 E10::R34 A A A A A A B1
ROS1 COSF1188 GOPC-ROS1 G4::R36 C A C A A A B1
ROS1 COSF1139 GOPC-ROS1 G8::R35 A A A A A A B1
ROS1 COSF1637 HLA-A-ROS1 H7::R34 C A C C A A B1
ROS1 COSF1269 LRIG3-ROS1 L16::R35 A A A A A A B1
ROS1 COSF1639 MYO5A-ROS1 M23::R35 C A C C A A Bl
ROS1 COSF1631 PPFIBP1-ROS1 P9::R35 C A C C A A B1
ROS1 COSF1641 PWWP2A-ROS1 P1::R36 C A C C A A B1
ROS1 COSF1265 SDC4-ROS1 S2::R32 A A A A A A B1
ROS1 COSF1278 SDC4-ROS1 S4::R32 A A A A A A B1
ROS1 COSF1280 SDC4-ROS1 S4::R34 A A A A A A B1
ROS1 COSF1671 SDC4-ROS1 S2::R34 C A A B2 A A B1
ROS1 COSF1647 SHTN1-ROS1 S11::R36 C A C C A A C
ROS1 COSF1259 SLC34A2-ROS1 S13::R32 A A A B2 A A B1
ROS1 COSF1261 SLC34A2-ROS1 S13::R34 A A A B2 A A B1
ROS1 COSF1196 SLC34A2-ROS1 S4::R32 A A A A A A B1
ROS1 COSF1198 SLC34A2-ROS1 S4::R34 A A A A A A B1
ROS1 COSF1663 TPM3-ROS1 T3::R36 C A C C A A B1
ROS1 COSF1273 TPM3-ROS1 T8::R35 A A A A A A Bl
ROS1 COSF1645 ZCCHC8-ROS1 Z2::R36 C A C C A A B1
RET COSF1271 CCDC6-RET Cl::R12 A A B2 A B1 B1
RET COSF1507 ERCI-RET E11::R12 A C C A B1 B1
RET COSF1503 GOLGAS5-RET G7::R12 A C C A Bl Bl
RET COSF1509 HOOK3-RET H11::R12 A C C A B1 B1
RET COSF1255.1 KIFSB-RET K15::R11 A C B2 A B1 B1
RET COSF1232 KIF5B-RET K15::R12 A A B2 A B1 B1
RET COSF1230 KIF5B-RET K16::R12 A A B2 A B1 B1
RET COSF1253 KIF5B-RET K22::R12 A A B2 A B1 B1
RET COSF1234 KIF5B-RET K23::R12 A A B2 A B1 B1
RET COSF1262 KIF5B-RET K24::R11 A C B2 A B1 B1
RET COSF1236 KIF5B-RET K24::R8 A C B2 A B1 B1
RET COSF1513 KTN1-RET K29::R12 A C C A B1 B1
RET COSF1340 NCOA4-RET N6::R12 A A C A B1 B1
RET COSF1491 NCOA4-RET N7::R12 A C C A B1 B1
RET COSF1492 NCOA4-RET N9::R12 C C B2 A B1 B1
RET COSF1481 PCM1-RET P29::R12 A C C A Bl Bl
RET COSF1511 PRKAR1A-RET P7::R12 A C C A B1 B1
RET COSF1687 RELCH-RET R10::R12 A C C A B1 C
RET COSF1521 TRIM24-RET T9::R12 A C C A B1 B1
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4£&2-2 FIVNZA>

ZUTACHIFDIREIR/IUTb
A; COXEGEMRONUP> S, Bl; #BFENYS ) LT0T74U>Y (CGP)

mEET (FERCOSMICE /(7> M COSF])
RECUTRHETER R B AREBERO/ 7Y N (ERAREHEREENTORONRE
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=>4 )LCDx X)L FCDx CDx#BERTCGP
- COSMIC ID A exon-exon
A (fusion) b junction AmoyDx [ ODXTT | AmoyDx | I>/{JIKP FlLiquid | G360
ROS1 wF | wr | wr | TP oo | cox
RET COSF1519 TRIM27-RET T3::R12 A C C A B1 B1
RET COSF1525 TRIM33-RET T16::R12 A C C A B1 B1
NTRK1 COSF1329 TPM3-NTRK1 T7::N10 B2 C C A A B1
NTRK1 COSF1326 TPR-NTRK1 T21::N10 B2 B2 C A A C
NTRK2 COSF1448 NACC2-NTRK2 N4::N13 B2 C C A A C
NTRK3 COSF1534 ETV6-NTRK3 E4::N14 B2 B2 C A A C
NTRK3 COSF823.1 ETV6-NTRK3 E4::N15 B2 B2 C A A C
NTRK3 COSF1536 ETV6-NTRK3 E5::N14 B2 B2 C A A C
NTRK3 COSF571.1 ETV6-NTRK3 ES5::N15 B2 B2 C A A C
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f92R2-3 AZINAZDXTTICHIFDIRETSHR/NU7> b ¢
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AIRER/NUPO A%, C; REARED/WP> N (RERAREHERFSNTORUVNEET EREARBILHEEEINZEOEED)
XINTORMEBEGF/\)7> hORENBIBE THDEZTRIBEDTIER

¥JLFCDx
- COSMIC ID o Ay exon-exon
BT (fusion) SR junction ODXTT
NIF
ALK — A2M-ALK A22::A19 A
ALK — CLTC-ALK C31::A19 A
ALK — EML4-ALK E14::A20;del36 A
ALK - EML4-ALK E14::A20;ins2;del52 A
ALK — EML4-ALK E17::A20;ins30 A
ALK — EML4-ALK E17::A20;ins65 A
ALK - EML4-ALK E21::A20 A
ALK - EML4-ALK E3::A20 A
ALK — EML4-ALK E6::A17 A
ALK — EML4-ALK E6::A18 A
ALK - EML4-ALK E7::A20 A
ALK - GTF2IRD1-ALK G7::A20 A
ALK — PPP4R3B-ALK P9::A2 A
ALK — PRKAR1A-ALK P2::A20 A
ALK — TPM1-ALK T8::A20 A
ALK - TRAF1-ALK T6::A20 A
ROS1 — CCDC6-ROS1 C5::R35 A
ROS1 — CD74-R0OS1 C4::R33 A
ROS1 — CD74-R0OS1 C7::R34 A
ROS1 - CEP85L-ROS1 C8::R36 A
ROS1 - CLTC-ROS1 C31::R35 A
ROS1 — EZR-ROS1 E10::R35 A
ROS1 — KDELR2-ROS1 K5::R35 A
ROS1 - MSN-ROS1 M9::R34 A
ROS1 - TFG-ROS1 T4::R35 A
RET - ACBD5-RET Al11::R12 A
RET — AFAP1-RET A3::R12 A
RET — AKAP13-RET A35::R12 A
RET — AKAP13-RET A36::R12 A
RET - CCDC6-RET C1::R11;del17;del117 A
RET — CCDC6-RET C1::R11;del107 A
RET — CCDC6-RET C1::R12;del19;del7 A
RET - CCDC6-RET C2::R12 A
RET - CCDC6-RET C8::R11 A
RET — CCDC6-RET C8::R12 A
RET — CUX1-RET C10::R12 A
RET - ERCI-RET E12::R12 A
RET - ERC1-RET E17::R12 A
RET - ERC1-RET E7::R12 A
RET — FKBP15-RET F25::R12 A
RET - KIFS5B-RET K18::R12 A
RET - KIFS5B-RET K23::R11 A
RET - KIF5B-RET K23::R11;del117 A
RET — KIF5B-RET K24::R10 A
RET — RUFY2-RET R9::R12 A
RET — SPECCIL-RET S10::R11 A
RET — SPECCI1L-RET S10::R12 A
RET — TBLIXR1-RET T9::R11 A
RET — TBLIXR1-RET T9::R12 A
MET ex14skp - MET-MET M13::M15 A
NTRK1 - BCAN-NTRK1 B13::N11 B2
NTRK1 — CD74-NTRK1 C7::N10 B2
NTRK1 — IRF2BP2-NTRK1 [1::N10 B2
NTRK1 — LMNA-NTRK1 [2::N11 B2
NTRK1 - MPRIP-NTRK1 M14::N12 B2
NTRK1 - MPRIP-NTRK1 M18::N12 B2
NTRK1 — MPRIP-NTRK1 M21::N12 B2
NTRK1 - NFASC-NTRK1 N20::N10 B2
NTRK1 - RNF213-NTRK1 R15::N12 B2
NTRK1 - SQSTM1-NTRK1 S5::N10 B2
NTRK1 — SSBP2-NTRK1 S12::N12 B2
NTRK1 — TFG-NTRK1 T6::N10 B2
NTRK1 - TPR-NTRK1 T21::N9 B2
NTRK1 - TPR-NTRK1 T6::N12;del70;deld7 B2
NTRK1 — TPR-NTRK1 T6::N12;del121;del100 B2
NTRK2 — AFAP1-NTRK2 Al4::N12 B2
NTRK2 - AGBL4-NTRK2 A6::N16 B2
NTRK2 - SQSTM1-NTRK2 S5::N17 B2
NTRK2 — TRIM24-NTRK2 T12::N15 B2
NTRK2 — VCL-NTRK2 V16::N12 B2
NTRK3 - BTBD1-NTRK3 B4::N14 B2
NTRK3 - COX5A-NTRK3 C1::N15 B2
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