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(A) Colorectal cancer
Lung cancer

Soft tissue sarcoma
Ovarian cancer
Pancreatic cancer
Breast cancer

Biliary cancer
Melanoma
Endometrial cancer
Urothelial cancer
Glioma

Small intestine cancer
Thymic carcinoma
Cervical cancer

NEC

Ampullary carcinoma

Histiocytosis juvenile

BEF)\RIVIRBEDORRMEDRE
ElXZh AR > 5 —hRjERR41811(2019/6~2020/7)

B Druggable genomic alterations were determined in 196/418 (46.9%)
B Genomically matched therapy was administered as the subsequent line of therapy in 51 (12.2%) patients

. (6, 41)
I (10, 28)
eSS (=, 33)
I (3, 24)
I (4, 22)

Patients receiving genomically matched therapy (V= 51, Group A)

Patients with druggable alteration not receiving genomically
matched therapy (V= 145, Group B)

Patients without druggable alteration (N = 222, Group C)

1.0

T eeeee—— (., 2 1) g
=
|
EhN £ b
I (4, 15) a e,
= 05 — e
I (2, 8 g —
@9 £ R P=0.03
I (1, 9) &z L
I (1, 6)
E— (1, 6) = MST: Not reached (95% CI, 12.9—not estimated)
— : 15. 959 , 11.0-18.

— (1, 6) MST: 15.3 months (95% CI, 11 18.0)

MST: 16.1 months (95% CI, 12.9-18.3)
— (3, 3) o — , ,
I (1,4 i i 3 L 0 12 24

a,4) m Patients with genomically matched therapy (N = 51) Neonilis froin speclinei slilptinns

. (1, 2) m Patients without genomically matched therapy (N =367) Number at risk
(1.0 Group A 51 32 1
Lt L] . , Group B 145 53 3
0 20 60 Group C 222 88 11

Number of patients

Cancer Science. 2022;113:4300-4310.
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B EEZERRARER(CHENTIE. BREFINTUTRIRZETF CTHAE
=F/) R IRE & Eht.

B RELENRVEHABEXIBPETE U < (JEBHER
HSIURERFENR T LI D TTERENABREZXIR,



Precision Medicineh'\PFSEEMNRNHDIH ?

SHIVA trial (prospective) A Retrospective Analysis of Precision Medicine

Outcomes in Patients With Advanced Cancer

100 —— Molecularly targeted agent
—— Treatment at physician’s choice S 1.0 Standard treatment
80+ =S Precision medicine
g = 0.8 - treatment
T>U w —
z c
s %7 D S
g P S 0.6
< o
S 404 C o
2 9 04-
3 -
= 204 v —
2
HR 0-88 (95% Cl 0-65-1-19); p=0-41 8’ 0.2 +
0 T T T T T 1 e
0 2 4 6 8 10 12 o_ .
. Time (months) T T T T T
Number at risk
Molecularly 99 62 20 10 5 2 0 0 10 20 30 40 50
targeted agent .
Treatmentat 95* 50 19 12 8 1 0 TI me (We e kS )
physician’s choice

B Pts were eligible, if having one of three
molecular pathways (hormone receptor,
PI3K/AKT/mTOR, RAF/MEK)

B The molecularly targeted agents are
approved, but outside their indications.

Lancet Oncol 2015; 16: 1324-34 J Oncol Pract. 2017 Feb;13(2):e108-e119.

B A matched cohort study of 72 patients with
metastatic cancer of diverse subtypes
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B BB[ER— MAFTRYDENS U — AT T(E. Yy FSBTTHBEEE LA 5D
WEO/R— FARTOLERICK D FROEENRESNTND,

SR : 58 < #E 9 B (Strong recommendation)
R : #2295 (Recommendation)

ECO : && 9 D (Expert consensus opinion)
NR : 5 U720 (Not recommended)

A : ZE# (Abstain)
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Molecularly guided therapy versus chemotherapy after @ Q) ﬁﬁ*ma
disease control in unfavourable cancer of unknown primary -

Lancet 2024; 404: 527-39

(CUPISCO): an open-label, randomised, phase 2 study

Inclusion criteria

» Histologically confirmed Alectinib (ALK or RET rearrangements)
CUP (non-specific subset) = :
|+ No prior lines of therapy i Erlotinib + bevacizumab (EGFR Mut+)
+ ECOGPSO0-1  (fo o Trastuzumab + pertuzumab + continued
* 21 measurable lesion Turr oard advice) induction chemo (ERBB2)

N=790

Vismodegib (PTCH1 or SMO)
Foundation Medicine = S VE00
Genomic Profiling Vemurafenib + cobimetinib (BRAF MutV%0)

|

|

|

|

|

|

|

|

|

Tissue and blood Ipatasertib (AKT1 or PI3K) |
— Plus select biomarkers |
|

|

|

|

|

|

|

|

¥ Responders Olaparib (BRCA1, BRCAZ2 or HRD)
(8. ED:L1) CR, PR or SD
ﬁmﬁi_'\o*)b n=472 (60%) | Atezolizumab (TMB high or MSI-high)
-
| Atezolizumab + continued induction
Ethaetion I chemo (patients with no other option)
_ Carboplatin+paclitaxel, I Carboplatin+paclitaxel, cisplatin+gemci-
Screening cisplatin+gemcitabine or I tabine, carboplatin+gemcitabine (3 cycles)
carboplatin+gemcitabine |
(3 cycles)
- - Non-responders
Primary endpoint: pooled PFS from 9 PD or intolerable
molecularly guided regimens vs chemo in toxicity

responders to induction chemo n=318 (40%)

Secondary endpoint: OS

APREEBST



Result of CUPISCO trial (3¥Randomized P2)

100 — Median progression-free survival, months (95% Cl)
Chemotherapy 4-4 (4-1-5.-6)
MGT 6-1(4.7-6-5)
80 Stratified analysis
Hazard ratio (95% Cl) 0-72 (0-56-0.92)
5 p value (log-rank) 0-0079
E 6 —— Chemotherapy group (n=110)
E 0 — MGT group (n=326)
5
g 40
o
=
(a1l
20
0 I | I I I I I I I I I I I I I I I

[
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 43 51 54

. Time since randomisation (months
Number at risk ( )

(number censored)t
Chemotherapy group 110 72 37 16 9 5 4 4 3 2 2 2 2 1 NE NE NE NE NE
(0 (9 (3 (@6 @16) (9 (19 (19 (200 () (21) (21) (21) (22) (NE) (NE) (NE) (NE) (NE)
MGT group 326 224 147 77 52 42 35 27 22 17 13 10 8 7 5 3 1 1 NE
(0) (21) (27) (37) (46) (49) (51) (51) (53) (55) (59) (62) (64) (65) (67) (69) (71) (71) (NE)

Figure 2: Progression-free survival in the intention-to-treat population,” category 1 patients Lancet 2024: 404: 527—39
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nawor | Open. 0

Original Investigation | Oncology
First-Line Genomic Profiling in Previously Untreated Advanced Solid Tumors
for Identification of Targeted Therapy Opportunities

Evidence level classifications of MBRT

Colon/small intestine(n=27)

Lung (n=26)
Breast (n=25)

Pancreas (n=24)

B ETERERDA (BEHNA. B A, KIBH A, BH A, RBED AL
it A, DA, BIENRAE UK EFENAXISEEZEHE)

B ECOG PSO-1

B FoundationOne CDXWAS ./ ATJOJ7A)L

B FEHHIER : O/ ”A> ZME SO Actionable’lR Bl FEEZE
9 BEFDEE : 100%

B> )\ A ZICEDBEZSD : 19.8%.

B O/ "AZCEDBEZSERL : 9.9%

Biliary tract (n=18)

Stomach (n=18)
Uterus (n=12)
Esophagus (n=10)

Melanoma (n=6)

Ovary (n=6)

0 10 20 30
Patients, %

20235F4H6H 51200k ERRE

A ][ ]Jc D []NoMBRT

Bzl — [B. (EROERFMZANDSXDE. POEITHD] .

[Z2%] — [TA. ERERU] .

[EFSEFEDTD MO LNEET DINENMHREESNIZDIT TEIRLS . REAGTNE(CERME
ZBRIDINEDIMNE. SROKDILERERATTREEN/IAROBRZF DONEND D |

JAMA Netw Open. 2023 Jul 3;6(7):e2323336.
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GenMineTOP AT/ L7O7 71V >4 2 X7 L Comprehensive L 7R— |k

RNADRFAE

DNADWfi AL

R DI2E, 2008
5.QC« =72V AEW | vacwri. || 22520
S EHEAGED.
s1750- @ O © 0O &)
H 7 ILIRE(ng) AACq DV200(%) F v 7Fv—HilNE(ng)| ¥ ¥ 7Fvr—BRE(ng) FHE(bp) EILEE (nM)
IM#DNA 4,867.8 1,067.6 110.7 418 14.9
RESDNA 3,387.6 2.6 348.5 63.2 367 9.7
FEERNA 7,400.0 74.0 982.6 410.4 330 69.8
S— YR O @ O (9, 10]
Cluster Density(k/mm?2) | Cluster Pass Filter(%) | | %>=Q30(%) BU—r¥ aA=—-7U—F8 aA=—41)— FE(%)
M#&EDNA 205.8 91.9 88.2 36,169,448 29,301,016 81.0
fEEDNA 205.8 91.9 88 ﬁ@*ﬁii&ﬁ{f% 57,389,808 75.0
FEERNA 205.8 91.9 8{ AEEUCRNTU— R
1008 L TNz
ETR y
wii @ 12) ® 14
IvTR®%) | FGFEE |A2a—5y bR®%) || 2=y b TEV I hN—R%) | |12 — T EY(bp) AP — hH1 X BERE(bp)
Mm#%&DNA | 100.0 814 72.9 100x: 100.0 199.2 87.0
FESDNA  |100.0 470 64.5 100x: 97.7 116.3 42.7
ﬂy(:r:g)llﬁ AACq D\(1926§)0 #Wa(t:g—)imlli f(l:ﬁ)ﬁ -
HiE(HE m#&DNA | 100.0 ng b+ 20,000,000 1 +
[EZEDNA 200.0 ng L E | 5.0 ki 187.5ng it [4.0nM L E | 40,000,000 &L E
[EERNA 400.0 ng Lk 40.0% It 20,000,000 X t
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No. ;EE:;;-VJ T Eaet i | Cybs?{uti‘m gzm EEFRBYE : ClinVar EBFEAYESE © Ambry SNPF—4R—2X
= =
1 BRCA2 13q13.1 c.8023A>G i ol . 1000G: N/A Y
NM_000059 chr13:32363225  p.12675V (1:75’;1)2 52475: Pathogenic ToMMo:0.010% iE'ﬂn: E ﬁ
: !('1;53;205 HGYD:N/A
(52.7%) = " —
IRENR EIRD40ECFO—IBEERNEMERDEA/RKDDE,
2 RB1 13q14.2 c.306T>A f;‘;;g’n 1000G: N/A . . . — pue.
NM_000321 chrl3:48342640  p.C102* A ToMNaA ClinvVart>Ambry Genetics Corporation(C K DT, BEENTL)
- . HGVD:N/A — . - . . N
new i?‘ —“/S'A—Ei‘c Patrlggenlci—:» U< (3Likely Pathogenicl{ t®dD
G21H) BN D DIBZEDHIRELET .
3 TP53 17p13.1 CAT3G>T 19301238 528248: Pathogenic Pathogenic 1000G:N/A P AIFIEEFDBE(ENUNl variant (2 XEE - TS5+
NM_000546 chr17:7675139 p.R158L (39.4%) e Rt (cossn ToMMo: N/A - - - " .~ 72
- e 5€gﬁg§‘p;th;geni§yﬁ‘§fy HGVD:N/A A RNER - JL—ASTRER - BHWRIORODITORAT> ST
794/795 thogeni ~ “®
) feaT3 aT4delinsTT) >) BHREUVET,

O —XRMPRR (ENEMRERIIIVUT > M)

JEREEMIRE (MMIR) MSRMESND/NU 7> MR ESNEEE. EIEiliRRe/ (U7 > ROIREMREIRDI0ELTF THNUL., ZRNARE U THREENE
9, SEfEBHRRCHITD/INU7 > N7 LIVBEE—RRICHIS0%I(CIRDE TN, EBROMEF L TU. A/ RREEDBS(IMESIRDIZENHDFET,
EECTLILASEZRCTRDOBREHL> Rey & UD & EEB#D/ (U7 > RZLIVEERES</EADET,

—AT. ZROFREUVTHRESND/NU 7> MW EN. NADRE(CRANDIEBCNE=NRNC EZBEITDIEDTIEHDEE A,
REMNRTRVBLGF(TRI/NU 7> MHB D L0, REMRDBLF THD CTERETETULVRWT J AN S N Z DL BEREUNTORBEEET 1D
(CRDABEMEH D EICTFRLSIZEV, RKRBIRTMMDIRERBR EHHEBTHRENICERDRS ZENMVETT,

Ambry Genetics Corporation®F —AIRX—X(CED<REMFRUDNIEE EBICIRESNEIT DT, ClinVarDlBiRE EEBITREMZHITISEBRERDE
ER

Ffz. SNPF7—4A/~R—2X (1000G : 1000Genomes project. ToMMo : BRIt AT« #3)L « XF3/{>%. HGVD : Human Genetic Variation Database) T#H51
DEENRESINE T, —MRERBCHSNDIBENEVLD THNE, FTEADBEZEDOES HMEVATGEEEHNREBEINET.
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HEEREC : Trugap® Tablets 160mg, Trugap® Tablets 200mg
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Erdafitinib in patients with advanced solid tumours with X ()
FGFR alterations (RAGNAR): an international, single-arm, |

phase 2 study fi st FGFRIAZERIDBIRE

100 Tumour histology
Bl Cholangiocarcinoma [ High-grade glioma [ Pancreatic cancer [ Breast cancer

80 Il Squamous-cell head and neck cancers Il Squamous NSCLC Bl Non-squamous NSCLC [ Carcinoma of unknown primary
B Colorectal cancer ] Endometrial cancer B Oesophageal cancer [ Gastric cancer

60 ™ Ovarian cancer B Low-grade glioma = Cervical cancer [ salivary gland cancer
[ Soft-tissue sarcoma Il Prostate cancer [ Others

40

- Objective response was observed in 30%.
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Figure 1: Maximal percentage reduction of target lesion from baseline by tumour histology and FGFR alterations by IRC assessment

Lancet Oncol 2023; 24: 925-35
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Figure 3: Treatment duration and response to erdafitinib by FGFR alteration
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SPECIAL ARTICLE

Recommendations for the use of next-generation sequencing (NGS) for
patients with advanced cancer in 2024: a report from the ESMO Precision
Medicine Working Group

I-C: clinical trials across tumour types
or basket clinical trials show clinical
benefit associated with the alteration-

drug match, with similar benefit
observed across tumour types

Table 1. List of tumour-agnostic genomic alterations

Gene/Signature® Alteration Estimated prevalence (illustration of ESCAT Drug class References
tumours with high prevalence of the score matched
alteration)
NTRK1/2/3 Fusions 80%-90% secretory breast cancer IC TRK inhibitors Hong et al., Lancet Oncol 2020°
15%-20% Spitzoid melanoma Demetri et al., Clin Can Res 2022°
MSI-H/dMMR? MSI-H/dMMR 15%-20% endometrial cancer IC PD-1 checkpoint Marcus et al., Clin Can Res 2019"
15%-20% gastric adenocarcinoma inhibitors
RET Fusions 7% thyroid papillary cancer IC RET inhibitors Subbiah et al., Lancet Oncol 2022
2% salivary gland cancer Subbiah et al., Nat Med 2022°
BRAF Mutations 40%-45% melanoma IC BRAF inhibitors Subbiah et al., Cancer Discov 2020’
(p.V60O0E) 5%-6% small intestinal adenocarcinoma MEK inhibitors Salama et al., J Clin Oncol 2020°
FGFR1/2/3 Fusions 20%-40% bladder cancer IC Pan-FGFR TKls Pant et al., Lancet Oncol 2023°
Mutations 3% glioblastoma multiforme
10%-20% urothelial carcinoma
10% endometrial cancer
TMB-H* TMB-H 40% small-cell lung cancer IC PD-1/PD-L1 Valero et al., JAMA Oncol 2021°
checkpoint Friedman et al., Cancer Discov
inhibitors 2022

B ESMO recommends carrying out multigene NGS in patients with advanced cancers in

countries where tumour-agnostic targeted therapies are accessible.

W It is important for clinicians to ensure that fusions are integrated in the panel.

Annals of Oncology, 35, 7, July 2024,588-606



HER2 gene alteration in solid tumor

Tumour types

HER2 HER2 HER2
amplification (%) overexpression (%) mutation (%)
Salivary gland )
12-52 17-44 -
) Lung
[\"ﬁ\'}
reas P
‘ / ‘t< & \ Bili
20 15-20 - L / \\’ \ itiary tract
Stomach / l ’
‘ Pancreas
11-16
N
Ovary
Colorectum
7
o s
ik Bladder
09 86  12.4 -
Cervix Prostate
0.5~14 58-6 10 -

Oh DY and Bang YJ, Nat Rev Clin Oncol.
2020.17(1): 33-48.



DESTINY-Pantumor(02 Phase 11

Enhertu for HER2-expressing solid tumors

n=~40
per
cohort

cervical cancer

endometrial cancer

ovarian cancer

biliary tract cancer

pancreatic cancer

1. Hofmann M, et al. Histopathology 2008;52:797-805.
aPatients that express HER2, excluding the tumors in the tumor-specific cohorts, and breast cancer, non-small cell lung cancer, gastric cancer, and colorectal cancer; bInvestigator-assessed per Response Evaluation Criteria In Solid

Tumors version 1.1; cPatients were eligible by either test. All patients were centrally confirmed.

Primary endpoint

* Confirmed ORR
(investigator)P

Secondary endpoints

* DoRP « OS
 DCRP » Safety/

e PESb tolerability
Data cut-off for analysis:
* 16 November 2022

Key trial criteria

* Advanced solid tumours not eligible for
curative therapy

e 2L+ patient population
* HER2 expression (IHC 3+ or IHC 2+)

* Local testing or central testing by
Herceptest if local testing not
feasible (ASCO/CAP gastric cancer
guidelines?!)c

* Prior HER2-targeting therapy allowed
ECOG/WHO PS 0-1

J Clin Oncol 41, 2023 (suppl 17; abstr LBA3000)

HER2 = human epidermal growth factor receptor 2; Q3W = every three weeks; ORR = objective response rate; DoR = duration of response; DCR = disease control rate; PFS = progression-free survival; OS = overall survival; 2L = 2nd-

line; IHC = immunohistochemistry; ASCO = American Society of Clinical Oncology; CAP = College of American Pathologists;; ECOG/WHO PS = Eastern Cooperative Oncology Group / World Health Organisation performance status.
Collaboration partners: Daiichi Sankyo (Enhertu).



DESTINY-Pantumor(02 Phase II

ORR, n (%)

Cervical

(n=40)

20 (50.0)

Endometrial
E10)

23 (57.5)

Ovarian
(n=40)

Biliary tract | Pancreatic

18 (45.0) 9 (22.0) 1 (4.0) 16 (39.0) 12 (30.0) 99 (37.1)
Best overall response, n (%)

Complete response 2 (5.0) 7 (17.5) 4 (10.0) 1(2.4) 0 1(2.4) 0 15 (5.6)

Partial response 18 (45.0) 16 (40.0) 14 (35.0) 8 (19.5) 1(4.0) 15 (36.6) 12 (30.0) 84 (31.5)

Stable disease 11 (27.5) 12 (30.0) 13 (32.5) 23 (56.1) 16 (64.0) 16 (39.0) 20 (50.0) 111 (41.6)

Progressive disease 7 (17.5) 4 (10.0) 7 (17.5) 7(17.1) 7 (28.0) 7(17.1) 3(7.5) 42 (15.7)

Not evaluable 1(2.5) 0 1(2.5) 0 0 0 1(2.5) 3(1.1)
DCR#, n (%) 27 (67.5) 32 (80.0) 28 (70.0) 27 (65.9) 9 (36.0) 29 (70.7) 30 (75.0) 182 (68.2)
Median DoR, months (35% Cl) (4.3;?\1E) (9.:—RNE) (4.11{;5 (2.?—?\1E) NR (4.3%171.8) (4.T—IT\IE) (9.1;2\;15

aConfirmed complete response, confirmed partial response or stable disease at or after 11 weeks.

J Clin Oncol 41, 2023 (suppl 17; abstr LBA3000)

HER2 = human epidermal growth factor receptor 2; BTC = biliary tract cancer; ORR = objective response rate; DCR = disease control rate; DoR = duration of response; Cl = confidence interval; NE = not estimable; NR = not reached.

Collaboration partners: Daiichi Sankyo (Enhertu).



DESTINY-Pantumor02 Phase II

Responses observed in both IHC 3+ and IHC 2+ populations

90 84.6
80 75.0
7
0 63.6
60 56.3 56.3
X
g 0 45.0 444
o 40.0 39.0
B 40 35.0
€ 30.0
= 30
5 22.0
(&) 20 + ‘% {t 18.8
O = 2 2
< LT <L
4.0 .
0 = 0.0 e 0.0 - = =
Cervical Endometrial Ovarian BTC Pancreatic Bladder Other
All patients (n=99)
Median DoR, months (95% Cl) 11.8 (9.8-NE) 22.1 (9.3-NE) 9.8 (4.2-12.6)

J Clin Oncol 41, 2023 (suppl 17; abstr LBA3000)

IHC based on central HER2 testing; 67 patients had IHC 1+ (n=25), IHC 0 (n=30) or unknown IHC status (n=12) by central testing. Other includes responses in extramammary Paget disease, head and neck cancer, oropharyngeal

neoplasm, and salivary gland cancer.
IHC = immunohistochemistry; ORR = objective response rate; BTC = biliary tract cancer; DoR = duration of response; Cl = confidence interval;; NE = non estimable.
Collaboration partners: Daiichi Sankyo (Enhertu).
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[ FDA grants accelerated approval to fam-trastuzumab deruxtecan-nxki for unresectable or metastatic HER2-positive solid tumors

FDA grants accelerated approval to fam-
trastuzumab deruxtecan-nxki for unresectable
or metastatic HER2-positive solid tumors

. . On April 5, 2024, the Food and Drug Administration granted accelerated approval to fam-
esources 1or
Information | Approved trastuzumab deruxtecan-nxki (Enhertu, Daiichi Sankyo, Inc.) for adult patients with

Drugs unresectable or metastatic [gl=z#8 oSN {|g[0XE KT LRI le]c Who have received prior

systemic treatment and have no satisfactory alternative treatment options.

Oncology
(Cancer)/Hematologic Full prescribing information for Enhertu will be posted here.

Malignancies Approval
Notifications Efficacy was evaluated in 192 adult patients with previously treated unresectable or

metastatic HER2-positive (IHC 3+) solid tumors who were enrolled in one of three
Ongoing | Cancer multicenter trials: DESTINY-PanTumor02 (NCT04482309), DESTINY-LungO1
Accelerated Approvals (NCT03505710), and DESTINY-CRCO02 (NCT04744831). All three trials excluded patients

with a history of interstitial lung disease (ILD)/pneumonitis requiring treatment with
Verified Clinical Benefit |

Cancer Accelerated
Approvals were also excluded for active brain metastases or ECOG performance status >1.

steroids or ILD/pneumonitis at screening and clinically significant cardiac disease. Patients
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GBC (3/580) | y I l l I 0.5% |
PDAC (3/623) 0.5%
RCC(1/211) 0.5%
Ovarian (3/686) 0.4%
NSCLC (25/9592) 0.3%
Breast (2/1106) 0.2%
Sarcoma (1/627) 0.2%
Other (153 01 Overal ranncy
Bladder (1/945) 0.1%
CRC(1/1690) 0.1%

Jonna et al. Clin Cancer Res. 2019 Aug 15;25(16):4966-4972.



Zenocutuzumab (MCLA-128) in Solid Tumors Harboring an NRG1 Fusion

a-HER2 a-HER3

MCLA-128 is a bispecific antibody with enhanced ADCC
activity

One arm binds the HER2 receptor, optimally positioning
the anti-HER3 arm to block the HER3/ligand interaction

MCLA-128 blocks NRG1 from binding to HER3, even in the ©6
presence of very high ligand expression

MCLA128

This prevents HER2/HER3 dimerization and downstream
PI3K/AKT/mTOR signaling HER2 HER3

EGF-like

EGF-like
D domain domain

- MCLA-128 offers a novel therapeutic paradigm for NRGH fusion

NRG1 fusion-positive cancers b

PISK/IAKT *
(Cell proliferation/survival) (Cell proWeratioWsurvival)

RIPRAZIBRIAEENTWET Alison Schram, AACR-EORTC-NCI Annual Meeting, Oct 26-30, 2019, Boston, MA

NRG1 fusion

§3§




Zenocutuzumab Activity in NRG1+ Cancer

Best Percent Change in Target Lesions from Baseline
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Note: 4 patients are not included in the waterfall plot, 3 due to absence of post-baseline assessment (early progression)
and 1 had incomplete assessment of target lesions at first post-baseline assessment

2 22 . - PRF ERIED ™ = i \ C _of this pr ion is t'hg‘p(opgrw. of the e A:,ETICAN E‘ocnuv ?r a
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FDA grants accelerated approval to
zenocutuzumab-zbco for non-small cell lung
cancer and pancreatic adenocarcinoma

| f Share | ¥ Post | in Linkedin | % Email ‘ = Print ‘

On December 4, 2024, the Food and Drug Administration granted accelerated approval to
Resources for

Information | Approved zenocutuzumab-zbco (Bizengri, Merus N.V.) for adults with the following:

Drugs . .
« advanced, unresectable, or metastatic non-small cell lung cancer (NSCLC) harboring

Oncology a neuregulin 1 (NRG1) gene fusion with disease progression on or after prior

(Cancer)/Hematologic systemic therapy, or

Malignancies Approval

Notificat « advanced, unresectable, or metastatic pancreatic adenocarcinoma harboring a
otncatuons

NRG1 gene fusion with disease progression on or after prior systemic therapy.

AIRAGRIBHMNZFNTNET



Frequencies of KRAS mutation subtypes in NSCLC, colorectal cancer and pancreatic cancer.

Others
G12R

G12S
G13D

G13C

Others

G128

Cancers 2021, 13(23), 5956
NSCLC Colorectal cancer Pancreatic cancer

MRTX1133 Inhibits KRAS®'?° with sub-nM Binding Affinity KRAS G 1 2 C
KRAS G12D I——

KRASS'2 Ky (nM) ~0.0002" GTP/GDP
NN AlphaLISA ICy, (nM) 5 ZEatRsyv b
o "o 0 PERK AGS ICy, (nM) 2
s T 2D viability AGS (KRAS®120) [Cy, (nM) 6
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™~ ’g:’io ~)
: ‘ L § : "- J [f\- \ & \ — NN
E\ﬁ ‘*"p MRTX113) » @ J I\j yj
‘ I nj‘\o " WO, X ,‘:‘K) ~J
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Prevalence and distribution of RAS mutations across cancer types

. b
@ e Size indicates more RAS cases Lung adenocarcinoma
Head and neck o G12C
KRAS 2%, HRAS 5%, NRAS 2% W G120
Lung adenocarcinoma B G12v
KRAS 32% G12A/S
G12R
Esophagogastric = G13X
KRAS 3%, KRAS-amp 6% B Q61X
® —— Melanoma Colorectal cancer I Others
KRAS 1%, HRAS 2%, NRAS 17%

— Gallbladder, cholangiocarcinoma
KRAS 21%, NRAS 2%

— Pancreas
KRAS 88%

Colorectal
KRAS 50%, NRAS 4%

_ Pancreatic cancer
Endometrial

KRAS 17%, NRAS 3%

Ovarian
KRAS 9%, NRAS 2%

Bladder
KRAS 5%, HRAS 7%, NRAS 1%

Myeloid leukemia
KRAS 5%, NRAS 14% Nature Medicine volume 30, pages969-983 (2024)



Rapid Communications

©®Adagrasib in Advanced Solid Tumors Harboring a
KRAS®"?° Mutation

'l) Check for updates

Tanios S. Bekaii-Saab, MD' (£); Rona Yaeger, MD?([®); Alexander |. Spira, MD***(); Meredith S. Pelster, MD®(%); Joshua K. Sabari, MD” (3);
Navid Hafez, MD® (3); Minal Barve, MD?; Karen Velastegui, BSc'®; Xiachong Yan, PhD'® (3); Aditya Shetty, MD'®; Hirak Der-Torossian, MD'* (&) ; and

Shubham Pant, MBBS'"!

DOI https://doi.org/10.1200/JC0.23.00434
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Preliminary Phase 1 Results of INCB161734, a Novel Oral
KRASC12D |nhibitor, in Patients With Advanced or Metastatic

Solid Tumors

Jayesh Desai,' Ben Markman,? Michael Millward,® Elena Garralda,* Zev Wainberg,® Martin Gutierrez,®
Jason Henry,” Haeseong Park,® Rasha Cosman,’ Antoine Hollebecque,'® Mitesh Borad,

Amanda McBride,'? Linda Favre-Kontula,” Mi Zhou,'? Aidan Gilmartin," t

Xiaohua Gong,'? Manuel Hidalgo Medina'

'Peter MacCallum Cancer Centre, Melboumne, VIC, Australia; “Alfred Health and Monash
University, Melbourne, VIC, Australia; *Linear Clinical Research Ltd and School of
Medicine, University of Wester Australia, Perth, WA, Australia; “Vall d'Hebron Institute
of Oncology (VHIO), Vall d'Hebron University Hospital, Barcelona, Spain; David Geffen
School of Medicine, University of California Los Angeles, Los Angeles, CA, USA;
*Hackensack University Medical Center, Hackensack, NJ, USA; "HealthONE/Sarsh
Cannon Research Institute, Denver, CO, USA; *Dana-Farber Cancer Institute, Boston,
MA, USA: “The Kinghorn Cancer Centre, St Vincent's Hospital Sydney, Garvan Institute
of Medical Research, University of New South Wales, Sydney, NSW, Australia;
"DITEP, Gustave Roussy, Villejulf, France; ""Mayo Clinic Arizona, Phoanix, AZ, USA;
“Zincyte Corporation, Wilmington, DE. USA; “incyte Biosciences Intemational, Morges,
Switzerland; “Division of Hematology-Oncology, Weill Comell Medical College,

New York, NY, USA
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Antitumor Activity Across Cancer Types in Dose
Escalation®

* Clinical responses were observed at INCB61734 doses 2600 mg qd s
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