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Z DMENAERRE
FGFR1 amplification ERARELER
TP53 R282W ERAREER
ROST rearrangement ERARSHER
ZOMDT—H—
i ATM C2735F, BRCAT T696S
HIEMRRTINY T b BRENRHN
FOMDNAAX—H— MSI stable, TMB low 5.1Muts/Mb

PGPVORRHERBEGLFICEVLWTHRBININY 7V b
BRCA1 T696S (12.4% VUS)

BRI OBEHARE (DAY LIBRLARD N —FRER)
BUTBT—2EBD FA.

A MR AEERREER

Afatinib (NOP, GenTOP, G360), Amivantamab + Lazertinib
(NOP, F1, GenTOP, F1L, G360), Dacomitinib (NOP, GenTOP, F1L,
G360), Erlotinib (NOP, GenTOP, G360), Gefitinib (NOP, GenTOP,
G360), Osimertinib (NOP, GenTOP, G360)

Amivantamab + Carboplatin + Pemetrexed, Amivantamab/
Hyaluronidase + Carboplatin + Pemetrexed, Amivantamab/
Hyaluronidase + Lazertinib, Erlotinib + Ramucirumab, Gefitinib
+Ramucirumab

(6], [11], [13], [14], [15], [18]
6], [15], [20]
(6], [15]
6], [15], [20], [23], [24], [25], [26]
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IBEEHR. #HA. KK (DNA)

EGFR L858R NM_005228 | chr7: 55,259,515 (7p11.2)
VAF 1.7%
ZERA1T missense variant
MRERE gain of function EHAM Oncogenic
Clinvar 16609 (drug response)
COSMIC COSV51765161, COSV51767322, COSV51801258, COSV51804843
ToMMo 1000G gnomAD
AT 0.33% (384/115072)  AAAM 6.00% (341/5,687) B s 23.8% (1,351/5,687)
N7 RATRE O BEEBR O B ER Clear
BENRT A
E=51] LA~JL HRIX 5 BRER ERAREHER al::d
Afatinib A FRUZ FE/) iR i (1 PMDA, FDA, ESMO, [1]
Amivantamab + Lazertinib A F2UZX b FE/) B i PMDA, FDA, ESMO, [1]
Dacomitinib A YA 36/ BRI PMDA, FDA, ESMO, [1]
Erlotinib A FR2UI bk FE/ )RRz (8] PMDA, FDA, ESMO, [1]
Gefitinib A FRUX b FE/ )\ i PMDA, FDA, ESMO, [1]
Osimertinib A FRUX K FE/ R RE [3]%, [10]%, [11] PMDA, FDA, [35]
Amivantamab + Carboplatin+ A TOMERNERRE  FEERERE PMDA, FDA, [7]
Pemetrexed
Amivantamab/Hyaluronidase + A ZOMERNEREE  FEERERE PMDA
Carboplatin + Pemetrexed
Amivantamab/Hyaluronidase+ A ZOMERASERZE  IE/NRERE PMDA
Lazertinib
Erlotinib + Ramucirumab A ZOMERAREZE  IE)VEEERhE [8] PMDA, FDA, ESMO, [1]
Gefitinib + Ramucirumab A ZOMERNERALE  FEERERE PMDA
Carboplatin + Osimertinib + A ERRELER lung non-small 31 FDA, [15]
Pemetrexed cell carcinoma
Cisplatin + Osimertinib + Peme- A ERPRALBR lung non-small [31* FDA, [15]
trexed cell carcinoma
Datopotamab deruxtecan A BRPREER lung non-small (6], [71* FDA, [23]
cell carcinoma
Afatinib + Cetuximab A NCCN
Bevacizumab + Erlotinib A NCCN
Carboplatin + Gefitinib + Peme- A ESMO, [1]
trexed
Chemotherapy + Osimertinib A [15]
Lazertinib B B PRER B8 (o [32]
Afatinib + Pemetrexed B [2]
Afatinib + Metformin B [3]
Afatinib + Carboplatin + Peme- B (6]
trexed
Amivantamab + Carboplatin + B [7
Lazertinib + Pemetrexed
Cabozantinib + Erlotinib B [13]
Carboplatin + Ivonescimab +
Pemetrexed
Aumolertinib + Carboplatin + B
Pemetrexed
Aumolertinib + Cisplatin + B
Pemetrexed
Dacomitinib + Osimertinib B [21]
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https://www.ncbi.nlm.nih.gov/clinvar/variation/16609
https://medical.use.c-cat/allelefreqsearch/?marker=EGFR&changedivision=1&change=L858R
https://medical.use.c-cat/allelefreqsearch/?marker=EGFR&changedivision=1&change=L858R&cancertypecode=NSCLC
https://medical.use.c-cat/allelefreqsearch/?marker=EGFR&changedivision=1&change=L858R&evfonly=1&cancertypecode=NSCLC

Erlotinib + Metformin
Gefitinib + Pemetrexed
Gefitinib + Metformin
Osimertinib + Ramucirumab

Bevacizumab + Carboplatin +
Gefitinib + Pemetrexed

Binimetinib + Erlotinib
Erlotinib + Glesatinib
Bemcentinib + Erlotinib
Osimertinib + Selumetinib
Navitoclax + Osimertinib
Alisertib + Osimertinib
APG-1252 + Osimertinib

Osimertinib + Telisotuzumab
vedotin

Anlotinib + Osimertinib
Capmatinib + Gefitinib
Crizotinib + Gefitinib
Erlotinib + Gefitinib
Amivantamab
Cetuximab

Afatinib + Osimertinib

Afatinib + Cisplatin + Peme-
trexed

Amivantamab + Osimertinib
Amivantamab + Capmatinib
Bevacizumab + Icotinib
Brigatinib

Cetuximab + JBJ-04-125-02
Cetuximab + EAI045
BMS-754807 + Dacomitinib
Dasatinib + Osimertinib
Gefitinib + Linsitinib
BAY-293 + Gefitinib
Anlotinib + Gefitinib
Ibrutinib

Lapatinib

Mobocertinib

Neratinib

Buparlisib + Osimertinib
BAY-293 + Osimertinib
Osimertinib +VT3989
BLU-945 + Osimertinib
BLU-701 + Osimertinib
BI-4732 + Osimertinib
Osimertinib + Savolitinib
IAG933 + Osimertinib
Panitumumab

AZD3759 + Radiotherapy
Amlexanox + Selumetinib
Sevabertinib
Sunvozertinib
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Anlotinib + Aumolertinib + E [47]
Temozolomide

Trastuzumab emtansine E [48]
Vandetanib E [49]
izalontamab brengitecan ERPRALBR [12]*

Infliximab + Osimertinib ERPREH BR [10]*

Datopotamab deruxtecan + Ra- ERPREH 5% [6]

mucirumab + Rilvegostomig

Datopotamab deruxtecan + Ra- ERARELER [6]

mucirumab

Carboplatin + LP-300 + Peme- ERAREER [13]

trexed

M9140 BRPRETER [14]

Rinatabart Sesutecan ERPREH 5% [15]

Lazertinib + amivantamab SC- ERRELER [91*

CF

Carboplatin + Pemetrexed + ERPRELER [9]*

amivantamab SC-CF

Quemliclustat+ /NLIILF= T ERPREH BR [2]*

Carboplatin + Pemetrexed + FRPREBR [2]*

NLILF=T

Gumarontinib hydrate + /XL ERRELER 21*

WF=J

Cisplatin + Pemetrexed + /XL ERPRELER [2]*

WF=7

Pimitespib + /XL ILF= T FRPRERBR 2]

SHKNLILFZ=T ERPREBR [21*

Amivantamab + S/NLIILF=T ERRELER 21*

telisotuzumab adizutecan ERPRELER [16]*

1REER R ERAREER [16]*

PF-08046054 BRERSRER [17]*

BH-30643 FRERELER (18]

AZD9592 + Osimertinib FRERELER [11]

AZD9592 BRPRABR [11]

Crizotinib R2 [19]
Erlotinib R3 [25]
Lapatinib R3 [30]
Ruxolitinib R3 [45]
Trastuzumab R3 [30]
FEFA

Par:] L~JL &R i B8
Favorable outcome B Lung Non-small Cell Carcinoma [69]

TP53 R282W NM_000546 | chrl7: 7,577,094 (17p13.1)

VAF 13.7%

TREAT missense variant

HRERE loss of function HEOAM Likely oncogenic

Clinvar 12364 (Pathogenic/Likely pathogenic)

COSMIC COSV52662048, COSV52740774

ToMMo 1000G gnomAD

SO 1.56% (1,794/115,072) LAY 0.93% (53/5,687) B s 69.0% (3,922/5,687)
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https://www.ncbi.nlm.nih.gov/clinvar/variation/12364
https://medical.use.c-cat/allelefreqsearch/?marker=TP53&changedivision=1&change=R282W
https://medical.use.c-cat/allelefreqsearch/?marker=TP53&changedivision=1&change=R282W&cancertypecode=NSCLC
https://medical.use.c-cat/allelefreqsearch/?marker=TP53&changedivision=1&change=R282W&evfonly=1&cancertypecode=NSCLC

N7 BRI O SEEBR O B FR Clear
RENRFA

E=51] L~JL EHIX 5 BER BRRELER i
Adavosertib + Carboplatin + Pa-  C2 [50]
clitaxel

Cisplatin + LB-100 E [51]
Cisplatin + Nutlin-3a E [52]
CHIR-124 + Irinotecan E [53]
Adavosertib + Radiotherapy E [54]
Infliximab + Osimertinib ERPREBR [10]*

Datopotamab deruxtecan + Ra- ERRELER [6]

mucirumab + Rilvegostomig

Datopotamab deruxtecan + Ra- R ER [6]

mucirumab

Rinatabart Sesutecan ERPREBR [15]

PF-08046054 ERpREER [17]*

ATM C2735F NM_000051 | chrl1: 108,206,624 (11q22.3)

VAF 0.11%

EEZ11TS missense variant

MRERE EHAM

Clinvar 2132253 (Uncertain significance)

COSMIC COSV109615244

ToMMo 1000G gnomAD

- 0.00% (4/115,072) PR 0.02% (1/5,687) - 4.529% (257/5,687)
N7 EETIR O SEBR O R Clear
BRCA1 T696S NM_007294 | chrl7: 41,245,462 (17q21.31)

VAF 12.4%

BREAT missense variant

MR E KO AM

Clinvar

COSMIC

ToMMo 1000G gnomAD

- 0.00% (1/115,072) R 0.02% (1/5,687) - 1.28% (73/5,687)
NRT BRI O SEBR O R ER Clear
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https://www.ncbi.nlm.nih.gov/clinvar/variation/2132253
https://medical.use.c-cat/allelefreqsearch/?marker=ATM&changedivision=1&change=C2735F
https://medical.use.c-cat/allelefreqsearch/?marker=ATM&changedivision=1&change=C2735F&cancertypecode=NSCLC
https://medical.use.c-cat/allelefreqsearch/?marker=ATM&changedivision=1&change=C2735F&evfonly=1&cancertypecode=NSCLC
https://medical.use.c-cat/allelefreqsearch/?marker=BRCA1&changedivision=1&change=T696S
https://medical.use.c-cat/allelefreqsearch/?marker=BRCA1&changedivision=1&change=T696S&cancertypecode=NSCLC
https://medical.use.c-cat/allelefreqsearch/?marker=BRCA1&changedivision=1&change=T696S&evfonly=1&cancertypecode=NSCLC

OE—#Z 1t (DNA)

FGFR1 amplification chr8: 38,271,145-38,318,683 (8p11.23-8p11.23)
Je—#% fold-change: 1.72
SO 3.06% (3,518/115072) AAEB 3.02% (172/5,687) e - 3.15% (179/5,687)
AT BRI O BEER O RHER Clear
BEMRF R
E-5-1] L~IL HHX 5 BEE FRAREER M B
Erdafitinib A NCCN
Infigratinib B [61]
Endocrine therapy + Everolimus C2 [58]
Futibatinib C3 BRPRELBR [19]* [60]
Carboplatin + GSK3052230 + Pa- C3 [56]
clitaxel
Pazopanib D ERARELER [20] [64]
Cisplatin + Etoposide + E [57]
GSK3052230
Fulvestrant + Palbociclib + Rog- E [59]
aratinib
Infigratinib + Trametinib E [62]
Nintedanib E [63]
Ponatinib E [65]
Datopotamab deruxtecan + Ra- ERPRE 5% [6]
mucirumab + Rilvegostomig
Datopotamab deruxtecan + Ra- AR ER [6]
mucirumab
Rinatabart Sesutecan ERPREER [15]
PF-08046054 ERPREBR [17]*
Alpelisib R3* [55]
FETR
Pak:] L AL &8 i B8
Unfavorable outcome B Lung Squamous Cell Carcinoma [70]
Favorable outcome B Lung Non-small Cell Carcinoma [71]
Unfavorable outcome B Cancer [72]
Unfavorable outcome B Breast Cancer [73]
EIGFHBHERL (DNA)
ROS1 rearrangement chr6: 117,650,423 (6922.1-6¢22.1)

chré: 113,636,195 (6921-6921)
VAF
EVAR 0.00% (0/115,072) R 0.00% (0/5,687)
R msms  1.16%(66/5,687) B s 0-00% (0/5,687)
N7 BEIR O SERBR O 1R R Clear
RENR TR
) L AL HHIX 5 BER ERAREER o B
Crizotinib A ERPREBR [20] NCCN
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https://medical.use.c-cat/allelefreqsearch/?marker=FGFR1&changedivision=3&copynumberchange=amplification
https://medical.use.c-cat/allelefreqsearch/?marker=FGFR1&changedivision=3&copynumberchange=amplification&cancertypecode=NSCLC
https://medical.use.c-cat/allelefreqsearch/?marker=FGFR1&changedivision=3&copynumberchange=amplification&evfonly=1&cancertypecode=NSCLC
https://medical.use.c-cat/allelefreqsearch/?marker=ROS1-None&changedivision=8
https://medical.use.c-cat/allelefreqsearch/?marker=ROS1-None&changedivision=8&cancertypecode=NSCLC
https://medical.use.c-cat/allelefreqsearch/?marker=ROS1&changedivision=8&evfonly=1&cancertypecode=NSCLC
https://medical.use.c-cat/allelefreqsearch/?marker=None&changedivision=8&evfonly=1&cancertypecode=NSCLC

Entrectinib A ERPREH BR lung non-small [20] FDA, NCCN
cell carcinoma

Repotrectinib A ERPREH BR lung non-small [23], [24] FDA, ESMO, [67]
cell carcinoma
Ceritinib A ESMO, [67]
Lorlatinib A NCCN
Taletrectinib A lung non-small FDA
cell carcinoma
Carboplatin + Pembrolizumab+ €3 BRFRELER [21]* [66]
Pemetrexed
Carboplatin + Paclitaxel + Pem-  C3 BEPRELER [21]%, [22]** [66]
brolizumab
Zidesamtinib ERPRELER [25]
Datopotamab deruxtecan + Ra- ERPREH BR [6]
mucirumab + Rilvegostomig
Datopotamab deruxtecan + Ra- ERPREH 5% [6]
mucirumab
Rinatabart Sesutecan ERRELER [15]
PF-08046054 ERAREER [17]*
NVL-520 ERARELER [26]

FDOMMNAAT—H—
MSI stable
BEIFR [ R SR Clear

TMB low 5.1Muts/Mb

BEBR O R Clear

BENRTF A

A LA ERIX 5D TR R ERARELER il
Afatinib 3 il S [1]** [68]
Erlotinib a3 BEpREER [8]* [68]

PGPVORTRHERBETLFICEVLWTHREBINNY 7> b

BRCA1 T696S NM_007294 | chrlT7: 41,245,462 (17q21.31)
VAF 12.4%

ZEEREZ1S missense variant

R VUS

PGPVBATRHEBZT &7 5, EEMAE

Clinvar
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https://medical.use.c-cat/allelefreqsearch/?marker=BRCA1&changedivision=4&change=T696S
https://medical.use.c-cat/allelefreqsearch/?marker=BRCA1&changedivision=4&change=T696S&cancertypecode=NSCLC
https://medical.use.c-cat/allelefreqsearch/?marker=BRCA1&changedivision=4&change=T696S&evfonly=1&cancertypecode=NSCLC
https://center6.umin.ac.jp/cgi-open-bin/icdr/ctr_view.cgi?recptno=R000055846
https://jrct.mhlw.go.jp/latest-detail/jRCT2051250013
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ANRTSFU+INLILFZT+RAMLF  WARESR FERF_ERBNSCLC
Tk
EGFRL858R R T BRE

MRFAT—H—

PRE%A L F7-I3HA EENAEGSMEE g

s FURIINFZTICEZBETTEINRD S BRE (RNEE)

nr.

R
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A Study of Repotrectinib (TPX-0005) in Patients With Advanced Solid Tumors Harboring ALK, ROS1, or NTRK1-3
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