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HER2[Z S X IBNADEEE

GI-SCREENTE[EXE (BN

Research HER2 Test No of cases Rate of HER2 positivity (%)
TCGA SNP array 257 (Stage I-1V) 7 (2.7%)
Heppner BI, et al. IHC, CISH 1,645 (Stage I-I1V) 26 (1.6%)
56 (5.2%) *
Valtorta E, et al. IHC, FISH 1,086 (Metastatic)
*Confined to KRAS exon2 WT

1,914 (Stage I, Ill) 25 (1.3%)
Richman SD, et al. IHC, FISH

1,342 (Metastatic) 29 (2.2%)
SCRUM-Japan Gl- NGS with . _ o
SCREEN OCP/OCA 2,792 (Metastatic) Copy number 27: 69 (2.5%)
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HERACLES:I5®

HER2F7 14 - KRAS exon 284 B KRN ALK T D RNSRYANT +5)FZT

- Therapy with:

- Trastuzumab iv 4mg/kg load and then 2mg/kg/qw > Fe-BlopSY:IT poReIbla
= Lapatinib po 1000 mg/gd

] el 00 N woemon

io Complete response 1 4% (-3 to 11)
; jz I | Partial response* 7 26% (9 to 43)
o LRl I I I I I I I Objective Response 8 30% (14 to 50)
g Z*E 7777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777777 Stable disease 216 weeks 8 30% (130 47)
% jz Stable disease <16 weeks 4 15% (110 27)

EZ Disease control 216 weeks 16 59% (39 to 78)

*Including one unconfirmed partial response

Sartore-Bianchi A, et al. Lancet Oncol 2016.
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MyPathway:i &k

HER2BZERIBH AICIT T BRIV AN T + NSAVAYT

Em Complete response
I Partial response
I Stable disease

Il Progressive disease

Change in target lesion size from baseline (%)

| GRS RS B | | R R e | | S I, S - )

1'2'374"576'77879 10'11'12'13'14'1516'17'18'19'20'21'22'23'24'25 26 '27'28'29'30'31'32'33'34'35 36 37 383940 41'42'43'44 45 46 47 '48'49'50 51 52'53 54

Fatients K=KRAS-mutated. U=KRAS status unknown.

ORR* DCR Median PFS (mo) Median OS (mo)

All patients (n=57) 18 (32%) 25 (44%) 2.9 (95%Cl, 1.4-5.3) 11.5 (95%Cl, 7.7-NE)

KRAS status (n=56 tested)

Wild type (n=43) 17 (40%) 24 (56%) 5.3 (95%Cl, 2.7-6.1)  14.0 (95%CI, 8.0-NE)
Mutated (n=13) 1( 8%) 1( 8%) 1.4 (95%Cl, 1.2-2.8) 8.5 (95%Cl, 3.9-NE)

Meric-Bernstam F, et al. Lancet Oncol 2019.
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A PRARERETT - BREORSE - BRREICH 15 E B ERAREBR DIaBNAR

LIAY EFHIS (%) IRELEFHRBPRE (B) 25 FHRPRE (B) SHUBR SE30k
1st FOLFOX + Bmab 62 10.7 30.1 WIOGIL07G Yamazai . ool
1st FOLFIRI + Bmab 64 12.1 31.4 '
1st CAPOX + Bmab 47 9.3 21.4 NO16966 L .
1st SOX + Bmab 62 1.7 29.6 SOFT L s,
1st FOLFOX + Pmab - 10.1 25.8 PRIME N Engly Mod 2015,
1st FOLFIRI + Cmab 66.3 1.4 28.4 CRYSTAL Ceiisom EV, etal.
1st FOLFOXIRI + Bmab 65.1 12.1 31.0 TRIBE N Enels Mo 2014,
2nd FOLFOX + Bmab 22.7 7.3 12.9 E3200 ety
2nd FOLFIRI + Rmab 13.4 5.7 13.3 RAISE [Labernero Js etak
2nd FOLFIRI + aflibercept 19.8 6.9 13.5 VELOUR Jarsem BV, e
3rd IRI + Cmab 22.0 4.3 1.5 WJOG6510G Sugimoto N, et al.
3rd IRI + Pmab 26.2 5.4 14.9 (Phase II) Asco-alzont.
3rd Cmab 20 4.4 10.0 ASPECCT Laneer Oneel 3014
3rd Pmab 22 4.1 10.4 '
4thBIpg Regorafenib 1.0 1.9 6.4 CORRECT Lrothey A
4thiAp2 TAS-102 1.6 2.0 7.1 RECOURSE Mayer RJ, et al.

N Engl J Med 2015.

Bmab : ANZXXT (PNZF>®) . Pmab : N\ZYAYT (NIF1EWIZ®) . Cmab : TYFIYT (F-EHYIAB) .
Rmab : SATINT (B43LH®) . Aflibercept : 7IUNIETI—4 (HILESYT®) | IRl : 41))7h> (h>TR®. MRFS>®) | Regorafenib : LI1571=7 (RF/N-4®) .
TAS-102 : NS> - FESYGRERLSH] (O>Y—-T®)
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Screening

Treatment

T-DM1
+

e Ee

[RSXRF HEHIR

) | =
=
A Fii AnsRe7 a
V2 (HERACLES criteria) / O
(Hzt1) +
S
2016 (ERE28) 4FEE FRERBAZ - ARMETIRRE 2 RAH) HREARRERE
HER21#4{g HER2pS1&
B = 53 E - 9o . 38 34| Wﬁ*ﬁﬁ' E%* EE =
FEMREASEES ﬁziﬁ/zvix (BELVRNY) &ERLERKRMAE - EMEEAR (1) B U 7 L7 —5 ek UIBRTRE: BEHX BE
b7y
—— EREELENAS/ LRY Y—=25 (SCRUN-Japan) BEL SR k1 & (2) BRRYYY—=245 (3) EETEMA
7 SER LT HER2 IBHEDYIRTAE - BREABAAEHRIC L ERH T4
HEMARRKRERS N
(71 5H) mE B
R . | DUTEMSEA EIAARREL SRRk EERRXESN 1. HER2[E1EX BBEIZ T 3 HIHER2EE D R
H AFNYY - RS URL=YaFIL)Y—FXEE EE
AT - T2771-8571 FRRMTHOIES TH 5-1 2. SCRUM-Japan& g% jEm L 1-EMEERBOE L
SEARE E-mail : wokamoto@east. ncc. go. jp
TEL: 04-7133-1111 FAX : 04-7134-8786
e-Rad IREES 30441075

17



TRIUMPHEIUERDETIE]

HER2[ZEDABUIBRAREREIT - BROBEHZEREREICHNTS
FSRAYAIT BLVURIVY AT BIRMHABEOBHES LV ELE%E
=il I 52 htEe L R ERPRSE1I4E U BR

TRIUMPH

TRastuzumab comblined with pertuzUMab in
Patients with HER2 positive mCRC
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Satoshi Fujii, MD, PhD!; Anthony M. Magliocco, MD, FRCPC, FCAP?; Jihun Kim, MD, PhD3; Wataru Okamoto, MD, PhD%;

-

Global consensusD¥&1S
_International Harmonization of Provisional
" Diagnostic Criteria for ERBB2-Amplified

-~ Metastatic Colorectal Cancer Allowing for
Screening by Next-Generation Sequencing Panel

Jeong Eun Kim, MD, PhD®; Kentaro Sawada, MD, PhD®; Yoshiaki Nakamura, MD, PhD®; Scott Kopetz, MD, PhD’;

Woong-Yang Park, MD, PhD?; Katsuya Tsuchihara, MD, PhD®; Tae Won Kim, MD, PhD*°; Kanwal Raghav, MD, MBBS’; and

Takayuki Yoshino, MD, PhD®
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Tissue Sample From Patient Diagnosed With CRC

Perform HER2 test using IHC

Surgical Specimen
Complete lateral or
circumferential membrane
staining with strong
intensity and within > 10%
of tumor cells

Biopsy Specimen
Tumor cells with complete
lateral of circumferential
membrane staining with
strong intensity irrespective
of percentage of tumor cells
stained

IHC 3+ positive

r=0.90
co Jo &
o‘ ’. o
0s 1
LogGCN
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1.5
No FISH testing required

Surgical Specimen
Incomplete lateral or
circumferential membrane
staining with weak/moderate
intensity and within > 10%
of tumor cells

or
Complete lateral or
circumferential membrane
staining with strong
intensity and within < 10%
of tumor cells

Biopsy Specimen
Tumor cells with weak to
moderate complete
circumferential or weak to
moderate lateral membrane
staining irrespective of
percentage of tumor cells
stained

IHC 2+ equivocal

Perform FISH

Surgical Specimen
Incomplete membrane
staining with faint/barely
perceptible intensity and
within > 10% of tumor cells

Biopsy Specimen
Tumor cells with faint or
barely perceptible
membrane staining
irrespective of percentage of
tumor cells stained

IHC 1+ negative

Surgical Specimen
No staining is observed
or
Incomplete membrane
staining with faint/barely
perceptible intensity and
within < 10% of tumor cells

Biopsy Specimen
No staining in any tumor
cell

IHC 0 negative

No FISH testing required

Fujii S, JCO Precis Oncol 2020.
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ASHER(E, BREACFERANIG - AMEHER2BZ VIR AR IB RS - ERRBEZIRELT. N
WART + MSRAYAN T HABEEOBNMES LU 2 IHE I 2IFE1R. 77— A, ZhnHESEIHEER
Thdo
o TEHEE

m EHNEHES (Objective response rate: ORR)

(RTEARIL) BRI AT - RO - BB S ST HRUL TS Y MO EROBTEEN S, BTN SE3LCLD, BEOESEROBENES

NBTENBASMIZOTVBIENS. SBTBIBRREENETT - BFROWEN - ERRREEBRECHVT, ERMSENDEFERRNICEER
W&H2EE R ARBROTEZHMMIER FFHOEIEIS L.

e EXEFHmIEE

HISTEAFHAR] (Progression-free survival: PFS)
30 EAR  (Duration of response: DoR)
JREAH S (Disease control rate: DCR)

24 7FHAR (Overall survival: OS)
BEERELDS
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[EEIREE (R)

2 B BRI 2SN BRANRE R T (LB RS - BRI

1.FHnh' 20 L.

3.HER2 &4 (IHC) HELUHER2EY in situ /\1JUF(E—>3> (FISH) #&ET. A TOLWINhZEHIET,
i. IHC3+
i. FISHIS 4 (HER2/CEP17tt = 2.0)

4. BBV D 2 REHERE] AFBUTSF> . 1U)ThHY . ©YFINTEEINZY AT (CRSEZERTTHD * (N
NSZIT . SLTIWNT, 7IUNVET NEMEFHFAEREZERIBLENIIIID Y - FESDIUGRHE. L I5T71=J OB
Fﬂﬁbﬁb\) o

5187 (ICHERIZEFAEE (pan-HERIEFAEEZSD) DRSENRL,
6.RECIST ver.1. 1(CEDCAIEREEREEHB I 5.

7.ECOG Performance Statush*0X (%1 T&H2,
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[EEIREE (R)

8. LUTOlEgstaezimicLTL\%,
- {FEERER > 1,000/mm3
- [V)\E% 275,000/mm3
- ABJ0OEY 28.0 g/dL
- MEILTF> < 2.0 mg/dL
F(FILT7FZo0I7 7> A0 EEBULIFERME 2 50 mL/min
- T-Bil < 1.5 x ULN (upper limit of normal)
- ALT and AST < 2.5 x ULN (FF#s#82B 93155 < 5 x ULN)

9. WMIT-NIFF—hRAFr> (MUGA) F(EOIMSRIHISEEE (MRI) CLDBESNEEEFHE
(LVEF) H50%F/(EEE FROLEESMEVSZ LIS,

10. PRURPIRERLZIEDSS. = 5MIB(CHII5, FFRICHIT IR V2 &/\RICHIZ B8, @) iRz @t 1
HABMERI3LICRIE T 5.

1. 128U EDEFENEAGF SIS,
12. XEREBENMESNTLS,
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Confidential Wan JCM, et al. Nat Rev Cancer 2017.
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Confidential Wan JCM, et al. Nat Rev Cancer 2017.
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HARBEDIMH(CEERL BRADRIIMMEIE T D

Circulating tumor cell Circulating tumor DNA | Extracellular vesicles Cell-free RNA MicroRNA
A EIRIES MR MMATEERAEZDNA HHRRSM I ILJY—RNA NAZ70RNA

- LTZEULTCHHERIEE
- JILEEHRHIESND
. IEFVANEE
Confidential Heitzer E, et al. Nat Rev Genet 2019.

27



ctDNAvZA

AT TEEESN TLSCtDNAT WA

Cobas EGFR BAVA EGFR Roche J
PCR- Mutation Test v2 mutation  Diagnostics
based  OncoBEAM RAS o RAS
CRC Kit Aaith mutation Sysmex v
Guardant360 o 74 genes  Guardant
CDx BHDA and Ms| Health \ v
NGS-  FoundationOne o Foundation
pased  Liquid CDx  VENA 324genes yoyiine Y !
. MET ex 14
\
ArcherMET WBA " ipping  AreherDX v \

Confidential

Nakamuray, et al. ESMO Open 2020.
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HER2BZ £ KZRE(CHITDCtDNAIRE

| Patients treated with lapatinib-trastuzumab in HERACLES cohort A I
n=35

l l

Pt previously reported in Sartore-Bianchi, Pt with KRAS mutations, treated as Pt previously reported in Siena, et
et al Lancet Oncology 2016 protocol deviation al. AACR 2017
n=27 n=2 n=6
5 not eligible
l—‘ for current

n=1 patient included in current fnsiysia
analysis (121031)

[ Pt n=30 |

1 not for

potaolk

[ | fHfHER2MZ X IZEE R DINIR291R 4K
PO o R8BS0 ®W28$ﬁﬁ:_€ ctDNA HEF!’ZtE [I]EZV)D

PRN=6 in baseline plasma (121027)
=R%E97.9%

CRn=1 Patients in current report
n=28

100 =+ Adjusted pCN < 25.82
g = Adjusted pCN > 25.82
i ; Manel Cox P~ 0.0247 m#FIE—28 (plasma copy number) H'&
g WEETMHER2AEDENENS L\ BRI EEE
g
0 T T T —
0 50 100 150 200

Time (weeks)

Siravegna G, et al. Clin Cancer Res 2019.
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HER2BZERENADAI)—-=27
B AKRERICHITBHER2IGTEDESE

- EEFETIHCES+ Ffzld FISHZEARSE (HER2/CEP17kE=2.0)
o URyRNA AT — 2BV IMIRIRIATHERAEREHD (++F2(d+++)

B

AOY-=>9 GI-SCREEN HER2AJYU—-=>%
O et et el IEE A CHER2BS
. AR (IHCi)
BEEFNRIIRE « FISHj% .
Uy RINAATS— TRIUMPH:HKBR

AOV=-=>Y
NKN=I159+ \—CTFIHRABE

GOZILA

Uty RNA AT — Uy RINA AT —THER2E 1%

AGREFEHMER : EEE TEERRAGE (TRIUMPHIRER)
Nakamura Y, et al. Nat Med. 2021; 27: 1899-903 AXBADEE(CRPNEERASHOHERUPHRERASHLVERIRFEZZILENZENS.

2



SCRUM- Japan GOZILA Launch in 2018

MFRAERS  SFHFLZ
MARSEHE Elﬂﬁﬁ‘é%

Bohofd ) A
BEECEDTAER
SN

Guardant360

£ [E 315 HILEGENABRBESA
(N=7,000)



EEEIREAE

HER2[%£DE

U OIF(EINZEIZT

. HER2 IHCHLUHER?2 FISHIREZ AV ZRES B OARAT (CHE VTR SURIEHIE T T OVINHZE
EFEHIESN TV,
i. IHC3 +
i. FISHEZ4 (HER2/CEP17tE = 2.0)

1. UFYRINA AT =% AW IIRARARDEAT(CHWTHRYETE T HER2UEIESHD (++F 2 (E+++) (HER2
Z1E) hD RASEFAEZILHIESN TS,
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100 - {
o
o
=
5 b
[
>
o
8
s 10 - {
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Amplified gene Nakamura Y, et al. Nat Med 2021.
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S 4 CtDNAICHIF B HERAEIR D —ER

P=0.011
P=0.035
Tissue
Total 75 - -
HERZ2 amplification + | HER2 amplification -

C
0

HER2 amplification + 32 6 38 & 50
<<
ctDNA %
HERZ2 amplification - 7 30 37 0

25 A

Total 39 36 75 |
=

Positive percent agreement: 32/39 = 82% | | |

Negative percent agreement: 30/36 = 83% Tissue™  Tissue™  Tissue”
CtDNA*  ctDNA~  CtDNA*

Overall percent agreement: 62/75 = 83% Median  26.1% 0.5% 24.8%

Nakamura'y, et al. Nat Med 2021.
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R B (CARE LTSN IR B EEINETT - BRI - BRRE TH D,

FEIEHERICHB UV TKRASIR 12, 13874 I THD, LICZUKRASOR 12, 13BI9MDKRASIR59. 61, 117, 146,
NRASIR>12, 13, 59, 61, 117, 146DEFTHATONTLVDIZE (& INSERASAT —IANEF LR TH D,

TEEVZD S RAHHETIHEI AFTVTSF> AU)ThH BYFIRTEZ BN Y AT ICRISEFAMTHD (AN
SAXT . SLTIVRT 7IUNIVET NEMERAEREFRS LGNS - FESSIIGEE, LI5T12T DR
(FEDIZEV) .

ECOG Performance Statush'0F/z(&1 T,
128 _EOAEFHEIFIN S,

YERBEMESNTUS,
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TE B NG TE
B HREBEOBEIMICHBIIZIEELBEORHNE=DENE
LL3571=7 (CORRECT) :1.0%
N> - FESDIVIEREIE (RECOURSE) : 1.6%
—EMEZEEIEZ5%|FRETE
B BRCEREINTVBHERIZIABEOEEHNERENS
B HERACLES (X% : KRASEFAEBINDHER2E4 )
NSAYZT +35N\F=T : 30% (8/274!)
8B 7HI TEINNETE ~HEESNRERNENEIS : 26% (7/271)
® MyPathway (XI5R : HER2[Z%)
RSAYZNT +RIVWART : 32% (18/57451)
KRASEFAEIDEE TIL40% (17/4341)
S EHNENEES(TEERIEHERICLDHEN D —EBHHEE SN TR
— AT ENEIEZ30%ISGRE  (AVERROF B FHMIE B (FHEE SNCREHRNENEI S THDI8H)
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Acetaminophen p.o.
Chlorpheniramine d.i.v.

.

30 min

21515

Grade 21>J1—>3o)7923> (35T TC7RE - -)

Acetaminophen d.i.v.
Chlorpheniramine d.i.v.

|

|

Loxoprofen p.o.

Pertuzumab Trastuzumab Trastuz_umab
at half of the infusion rate

60 min 60 min 59 min t 97 min 109 min

Shivering

Fever 38.9 oC
Hypoxia SpO2 92%
Pain
Grade 2

Infusion-related reaction
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Table 6. Multivariate analysis of study factors and their relationship with infusion reactions

Factor Contrast Odds ratio 95% CI p Value
BMI 1-unit increase 1.09 1.02,1.16 .010
HER2 FISH copy number 1-unit increase 0.93 0.79,1.10 40
Age 1-unit increase 1.01 0.97, 1.05 .70
Race Hispanic vs. white 1.29 0.39, 4.25 .68
Black vs. white 0.69 0.15,3.14 .63
Other vs. white 3.46 0.90, 13.3 .073
Stage IVvs. I, I, 1 3.91 1.35,11.4 .013
Premedications Yes vs. no 0.32 0.11, 0.90 .033
ER status Positive vs. negative 1.00 0.35, 2.87 1.00
PR status Positive vs. negative 0.55 0.16, 1.90 .35

Abbreviations: BMI, body mass index; Cl, confidence interval; ER, estrogen receptor; FISH, fluorescence in situ hybridization; HER2, human epidermal
growth factor receptor-2; PR, progesterone receptor.

Thompson LM, et al. Oncologist 2014;19:228.
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A7 04 PR THEIRAU

TRIUMPH B (CH (T B3 FHEEDHE/EIA [CHES RGO RIRKR”

FEANCHSIREDFIR

3793

HHREEDRR =
7L ) (n=30)
BRI L 3(10.0%) 6(20.0%) 9(30.0%)
AR HY) 13(43.3%) 8(26.7%) 21(70.0%)
FRELH 0 1(3.3%) 1(3.3%)
MERTI A 0 4(13.3%) 4(13.3%)
FREF| R 293 H 4(13.3%) 3(10.0%) 7(23.3%)
MERYIVEI+BIBRERILE A 2(6.7%) 0 2(6.7%)
FREAEI+HERY IR+ BB RERILEVH 7(23.3%) 0 7(23.3%)
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408 %

EfEhA fhEsts, U2/ EERT%
RAS/BRAF wild-type, MSS
HER2 IHC 3+

FISH HER2/CEP17 ratio 7.3
HERZ2 plasma copy number (G360) 12.1
After FOLFOX+Pmab, FOLFIRI+RAM

Pertuzumab + Trastuzumab
m July 17, 2018~ still ongoing
M Best response: CR

B Adverse event: G1 mucositis, G2 diarrhea K
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MARIRET

HE/S=HEIET HER2BEMEDND SCRUM-Japan
HER2BZIEEER RASHLR LSAN—B¥
(n=27) LEE (n=14)
(n=25)

Age (years) 58 (26-80) 55 (26-80) 59.5 (25-75)
Sex

Male 11 (41%) 13 (52%) 6 (43%)

Female 16 (59%) 12 (48%) 8 (57%)
ECOG performance status

0 15 (56%) 14 (56%) 5 (36%)

1 12 (44%) 11 (44%) 3 (21%)

2 0 0 1(7%)

Unknown 0 0 5 (36%)
Primary site

Right-sided colon 3 (11%) 4 (16%) 4 (29%)

Left-sided colorectum 24 (89%) 21 (84%) 8 (57%)

Unknown 0 0 2 (14%)
Number of metastatic organs

1 2 (7%) 1 (4%) Not available

22 25 (93%) 24 (96%)

MRRET
FE/SHRET HER2[ZEHD SCRUM-Japan
HER2BZIEEER RASHLER LSAN—B¥
(n=27) LEE (n=14)
(n=25)

Number of previous anticancer regimens

<2 6 (22%) 4 (16%) 3 (21%)

=3 21 (78%) 21 (84%) 11 (79%)
Previous anti-angiogenic treatment 25 (93%) 23 (92%) 13 (93%)
Previous anti-EGFR treatment 27 (100%) 25 (100%) 14 (100%)
Tissue RAS status

Wild-type 27 (100%) 25 (100%) 14 (100%)
Microsatellite status

Stable 19 (70%) 16 (64%) 10 (71%)

Not tested 8 (30%) 9 (36%) 4 (29%)
Tissue HERZ status

IHC 3+ 23 (85%) 19 (76%) 7 (50%)

FISH positive 27 (100%) 22 (88%) 7 (50%)

Not tested 6 (43%)
ctDNA HER2 status

HER2 amplification 22 (81%) 25 (100%) 10 (71%)

Not tested 1 (4%) 0 3 (21%)

AGRIT MM AR | EPNSE TABERARAYE (TRIUMPHERER)
Nakamura Y, et al. Nat Med 2021; 27: 1899-1903 AXOEECHHHEKRASHOHERUPHEERASHLIVESRFERITENZTNS.
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Eé%ﬁ;ﬂm'c' MRIRET SCRU M-Japan
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(n=27) RASEFHRIDEEES (n=13)

(n=25) Nakamura Y, et al. Nat Med 2022.
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1BH : FERNERES

FETEFR#ET ngggggj SCRUM-Japan
(n=27) (n=13)
(n=25)
Complete 1 (4%) 1 (4%) 0
response
Partial response 7 (26%) 6 (24%) 0
Stable disease 10(37%) 8 (32%) 5(38%)
Disease 9 (33%) 10 (40%) 8 (62%)
progression
Objective 8 (30%, 14-50%) 7 (28%, 12-49%) 0 (0%, 0-25%)
response

22

Nakamura'y, et al. Nat Med 2022.
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MyPathway-Flatironfft & ##4fT

Patients with HER2-

Clinical trial amplified treatment-
— amP

MyPathway refractory mCRC in
the mCRC cohort

Patients with HER2-
amplified mCRC
—>» who meet major I/E
criteria from
MyPathway

FH-FMI
real-world CGDB

— PER-HER arm

f

Comparison with
covariate balance
adjustment

!

e EC arm

Study cohort —_—

Sensitivity Analysis

Patient's demographic information, as available at Flatiron and Foundation Medicine,
Inc. (FMI) was uniquely and deterministically matched by a third party linking vendor
N =58,311

!

No evidence of ventricular or atrial dysrhythmia regardless of grade per NCI CTCAE before the index date
(n=18)

TABLE 3. Sensitivity Analysis Results: Multivariable Models in the Postweighting Population

Multivariable Model HR
Details® (bootstrap 95% CI)

Analysis without any truncation No truncation was implemented to investigate the impact of 0.729 (0.184 to 3.912)
truncation and/or patients with a relatively extreme propensity
score. The intermediate propensity score model was used

Analysis of patients with HER2-Amp status  Restricted analysis to the patients with the NGS test, which provides  0.623 (0.083 to 4.152)
confirmed by the NGS testin the PER-HER HER2-Amp in the PER-HER arm (42 of 57 patients in
arm MyPathway). The intermediate propensity score model was used

Use the earliest treatment date as the index The index date for each patient was defined as the first eligible 0.817 (0.143 to 6.689)
date treatment for treatment-refractory mCRC after the first FMI test that
provided confirmation of HER2-Amp status. The intermediate
propensity score model was used

Use the latest treatment date as the index  The index date for each patient was defined as the latest eligible  0.456 (0.092 to 3.145)
date treatment for treatment-refractory mCRC after the first FMI test
that provided confirmation of HER2-Amp status. The intermediate
propensity score model was used

Analysis excluding KRAS status from the The intermediate propensity score model excluding KRAS status ~ 0.607 (0.206 to 2.835)

propensity score model® was used

Narita Y, Nakamura Y, et al. JCO Clin Cancer Informactions 2022.
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