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Learning Objectives

« Summarize the rationale, biomarkers, and clinical promise of tumor-agnostic
therapies in advancing precision oncology across diverse cancer types

» Assess the efficacy, safety profiles, mechanisms of action, and clinical
indications of newer and emerging tumor-agnostic agents

» Describe key challenges in tumor-agnostic care and strategies for
addressing barriers to broader clinical adoption
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Agenda

Emergence of tumor-agnostic therapy

3 examples

3 emerging new tumor-agnostic therapies

Challenges
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How It All Began...

« Historically, cancer has been defined by its site of origin . Precision oncology defines cancers by their common
» Today, certain cancers are increasingly being defined by genetic changes

genomic alterations (eg, point mutations, gene fusions)

capable of driving proliferation
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NSCLC = non-small cell lung cancer; GIST = gastrointestinal stromal tumor; CML = chronic myeloid leukemia; RCC =
renal cell carcinoma; SCCHN = squamous cell carcinoma of the head and neck; Pa = pancreatic cancer; NHL = ; non-
Hodgkin lymphoma; NB = neuroblastoma.

Slide courtesy Rodon J. Biankin AV, et al. Nature. 2015;526(7573):361-370.

-
]
2
e
ke
5
=
w
<<
o
)

—
—
—
—
|
]
I
|
a
]
-4
@

o I II. II I| I ‘

Great Debates
Solid Tumors




How It All Began...

WHAT WAS APPROVED WHAT WAS NOT APPROVED
« 2017: pembrolizumab for patients with tumors + BRAF monotherapy (CRC as an exception)
deficient in mismatch repair (MMR) or with high * HERZ2 mut and neratinib
microsatellite instability (MSI) + FGFR
+ 2018: larotrectinib for patients with ne M + PI3K inhibitors
receptor tyrosine kinase (NTRK) fusic Develognostic Drug - And many more...
tumors One,rent
« 2019: entrectinib in patients with NT/ G“"dancecfgrlzgy i WORK IN PROGRESS
Ust,y |
tumors e e, |« NRG1 fusions and HER2-3 inhibitors?

» 2020: pembrolizumab for patients ¢
with high tumor mutational burden

» 2021: dostarlimab-gxly for patient
repair deficient tumors | . FGFR inhibitors

+ 2022: FDA draft for industry . | - In FGFR2 fusions?

s “
- 2022: dabrafenib + trametinib in patiehts v | R ;” FGFR ait?
V600E mutated tumors

I« ALK and ALK inhibitors?
I = ROST1and ROS1 inhibitors?
i « TSC1/2 mut and Nab-Sirolimus?

+ 2022: selpercatinib in patients with rearranged during - HER2 ampi?
transfection (RET) fusion-positive tumors - HER2 mut?
- EGFR/HERZ2 exon 20 muts?
- HERZ2 low and low and trastuzumab deruxtecan?
 panRAS??
FDA = US Food and Drug Administration; CRC = colorectal cancer. %ﬁﬁh”?ﬁﬁeérs

Slide courtesy Rodon J.



There Are 9 Drugs Approved in
6 Tumor-Agnostic Indications

@ — @ — Multiple cancers

< Tumor-agnostic FDA approvals >
ﬁf,m@ ﬂ G embroliz um@ (Pembrol umaiD dostarlimab

iﬂm ﬁfm ? ? m'%'m $@ QQ @

NTRKfusion ~ NTRKfusion  NTRKfusion RETfusion heray HERZIHC3+  MSLH/AMMR  TMB210 mt/mb dMMR
rearrangement

-V VvV vvvVv«~Y

e v
-V v Vv

Ages No age 212years 212 years 22 years 26 years
included restrictions old old old old

Adultonly  Adultonly ~ Noage No age

restrictions  restrictions  A4uftonly
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Cancers Can Harbor a Variety of
Potentially Actionable Signatures

lung adenocarcinoma

. EGFR BRAFV600E ERBB2
alterations . . S
mutation mutation utatio
matched to : ;
targeted :
therapies @ Py N @
alterations
matched to
g tum.or PD-L1
immune mutational raseion
therapies burden P
. . . .. - . . . Great Debat
Drilon A. Presented at: American Society for Clinical Oncology (ASCO) Annual Meeting; June 1-5, 2018; Chicago, lllinois. Solid Tumors

Slide courtesy of Drilon A.



It Is Getting More Difficult to Explore
Rarer Signatures in One Cancer

Phase lll trials UMBRELLA TRIAL
EGFRTKIs e 2% * Multiple qualifying alterations
* Single histology

UMD 12.0%
EGFR sensitizing 19.4%

Phase lI/11l trials

ALK TKls EGFR TINS5 _
Phase /Il trials Eﬁ;“;;ﬁf;

ROS1 TKls ALK fusion 3.8%
Phase I/1l trials ROS1 fusion 26%

RET TKls e NTRK ~ BRAF PIK3CA FGFR  CDK4

MET Exon 143.0% KRS 20.5%

MET Amp 1.3% —_
ERBB2 Amp 1.4%

fusion  fusion mut fusion amp

Phase /Il trials ot B
BRAFTKIs ERES2 Mut2.3%

Phase I/Il trials
MET TKls Phase I/1l trials

HER2 inhibitors

Jordan EJ, et al. Cancer Discov. 2017;7(6):596-609. Drilon A. Presented at: ASCO Annual Meeting; June 1-5, 2018;
Chicago, lllinois. Slide courtesy of Drilon A.
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There Is a “Long Tail” of Hotspot
Mutations across Different Cancers

tumor
700 Ithel
gene eve
o 600 “KRAS G12 H_o_w do we cpnduct . Gsitiamt
. Vi precision med1qne st;:dles gene lavel
= in these patients? lewel
£ 400+ | 2
£ IDH1 R132 [ \ g
: o] [oeiey f-’
2 85% of all hotspot §| \kras g
T 200+ mutations affect <5% of ] g Tumor Type
= 100 - any cancer type in 8 PiKacA |~ — T
which they are found 5 Mutations
03
AKT1
Hotspot mutations
. . . Great Debates
Chang MT, et al. Nat Biotechnol. 2016;34(2):155-163. Drilon A. Presented at: ASCO Annual Meeting; June 1-5, 2018; Solid Tumors

Chicago, lllinois. Slide courtesy of Drilon A.



Actionable Alterations Can Be Detected
across Cancers in the Clinic

10,000 clinical samples of advanced solid tumors

profiled by MSK-IMPACT next-gen sequencing mataled tiempies [deRtiEd

Gastrointestinal slromal tumor

" FDA-recognized biomarker for an ' Level 3B (11%) Level 3A (7%)

FDA-approved drug in the s,‘"ﬁ?j""‘faﬁm J Level 2B (9%)
ol 2A Standard of care biomarker for an
FDA-approved drug in the same indication Level 2A (2%)

Standard of care biomarker for an Level 1(7%)
FDA-approved drug in another indication

Compelling clinical evi the
biomarker as being predictive of drug Esophagogastric carcinoma
in the same indi Colorectal cancer
ing clinical g the
Level 38 bfomamer as being predictive of _ Other (63%) Head and neck carcinoma

drug response in another indication
9 Soft-tissue sarcoma

Ovarian cancer

Skin cancer, non melanoma -l
Uterine sarcoma -l

Appendiceal cancer-Ijill

Renal cell carcinoma -l

Germ cell tumor -

GNET-l

Pancreatic cancer -l

Osteosarcoma -1l

50 - Prostate cancer -l
Il l Embryonal tumor
Small-cell lung cancer

o. ..--!'F'!HIFIF-FH--F .--'F'F'F. [F—-‘ N - P Non-Hodgkin lymphoma -3l

S @“99\(\9‘?‘ 9«% q& "‘?’“Q"? S (, @90* \p‘x o «g N o ‘:Q o é"q& 4 Hepatocellular carcinoma -
\*9 cog % é" p°® WEEo Mesothelioma-

Mutation Amplification Deletion Fusion

g

Number of patients enrolled in a
targeted clinical lnal

1 1 1 !
0 25 50 7% 100
Percent of patients

GNET = gastrointestinal neuroectodermal tumor. , .
Zehir A, et al. Nat Med. 2017;23(6):703-713. Drilon A. Presented at: ASCO Annual Meeting; June 1-5, 2018; Chicago, Solid Tumors
lllinois. Slide courtesy of Drilon A.



Tumor-Agnostic Drug Development
Can Address the “Long Tail”

Histology-specific

drug development

Alteration-specific drug development
(agnostic of tumor type)

¢ Traditional
designs

¢ Umbrella trials

Drilon A. Presented at: ASCO Annual Meeting; June 1-5, 2018; Chicago, lllinois.

BASKET TRIAL

* One qualifying
group of
alterations

* Tumor agnostic
patient accrual

NTRK NTRK NTRK NTRK NTRK
fusion  fusion fusion fusion  fusion

Great Debates
Solid Tumors

Slide courtesy of Drilon A.



A Spectrum of Master Protocols Exists

UMBRELLA TRIAL MULTIPLE BASKET TRIALS BASKET TRIAL
* Multiple qualifying alterations * Multiple groups of qualifying * One group of qualifying
* Single histology alterations alterations
* Histology-agnostic accrual * Histology-agnostic accrual

ASCO TAPUR Larotrectii (TR fisions)

. NCI-MATCH arotrectini usions
Iég.l'\.l?LéAAP My Pathway Vemurafenib (BRAF mutations)

Signature Neratinib (HER2 mutations)

Great Debates
Solid Tumors

Drilon A. Presented at: ASCO Annual Meeting; June 1-5, 2018; Chicago, lllinois. Slide courtesy of Drilon A.
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Agenda

* Emergence of tumor-agnostic therapy

« 3 examples
- Larotrectinib

- Dabarafenib and tremetinib
- Trastuzumab deruxtecan (T-DXd)
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Larotrectinib Is a Highly Selective TRK Inhibitor

 First and only selective TRK inhibitor TRKA/B/C I

« High potency against TRKA,
TRKB, and TRKC

- I1Cs0 = 5-11 nM in cellular assays

» Slow dissociation; inhibitor stays
bound to target

- T1/2: 160 min

« High selectivity

- Limited inhibition of other kinases Q fN/N i p——
- 2100-fold selectivity versus 229/other 6
kinases

TRKA/BI/C = tropomyosin receptor kinase A/B/C. grgﬁ;l[)%?rt\e;rs

Hyman DM, et al. J Clin Oncol. 2017;35:LBA2501. Drilon A, et al. N Engl J Med. 2018;378(8):731-739.



ORIGINAL ARTICLE

Efficacy of Larotrectinib in TRK Fusion-—
Positive Cancers in Adults and Children

A. Drilon, T.W. Laetsch, S. Kummar, S.G. DuBois, U.N. Lassen, G.D. Demetri,
M. Nathenson, R.C. Doebele, A.F. Farago, A.S. Pappo, B. Turpin, A. Dowlati,
M.S. Brose, L. Mascarenhas, N. Federman, J. Berlin, W.S. El-Deiry, C. Baik,

J. Deeken, V. Boni, R. Nagasubramanian, M. Taylor, E.R. Rudzinski,

F. Meric-Bernstam, D.P.S. Sohal, P.C. Ma, L.E. Raez, J.F. Hechtman, R. Benayed,
M. Ladanyi, B.B. Tuch, K. Ebata, S. Cruickshank, N.C. Ku, M.C. Cox,

D.S. Hawkins, D.S. Hong, and D.M. Hyman

, Great Debates
Solid Tumors
Drilon A, et al. N Engl J Med. 2018;378(8):731-739.



A Pooled Analysis from Three Larotrectinib
Clinical Trials Was Performed

TRK fusion status

Adult phase 1 + Determined by local CLIA (or
Age 218 years similarly accredited) laboratories
Advanced solid tumors * Assessed by NGS (n=50) and
FISH (n=5) in 15 laboratories*

Primary endpoint

(combined analysis)

* Overall response rate (ORR}

N=55
Patients harboring

SCOUT pediatric phase 1/2
Age <21 years
Advanced solid tumors

: Secondary endpoints
NTRK gene fusions [ESel=1=%:

* Duration of response

- PFS
NAVIGATE adult/adolescent phase 2 + Safety (CTCAE 4.0)
"basket trial" Dosing
* Age 212 years * Adults: 100 mg BID

Advanced solid tumors

» Children with BSA <1 m2: 100 mg/m2 BID
NTRK gene fusion « Treatment beyond progression is permitted
if patient continues to benefit

*Confirmation testing was not required or routinely performed. TAssessed by independent radiology review according

to RECIST 1.1. *According to investigator's assessment. Tumor assessments were performed at baseline and every 8

weeks for 1 year and every 12 weeks thereafter until disease progression.

BSA = body surface area; CLIA = Clinical Laboratory Improvement Amendments; CTCAE = Common Terminology

Criteria for Adverse Events; FISH = fluorescence in situ hybridization; NGS = next-generation sequencing; PFS = T
progression-free survival; RECIST = Response Evaluation Criteria in Solid Tumors. Solid Tumors
Hyman DM, et al. J Clin Oncol. 2017;35:LBA2501. Drilon A, et al. N Engl J Med. 2018;378(8):731-739.



Efficacy across Tumor Type, Age,
NTRK Gene, or Fusion Partner

Response by Tumor Type

Response by Adult vs Pediatric

50 [ Thyrid tumor M sottssue sarcoma Appendk tumor Salvary-gland tumor 50 W At patenss
40 B coon e W ungum W oot sosacora [l Crotoarchoma 40 [ —
30 30
20 W vearoma [ ] ﬁ;rlﬁ:’mm\ﬂﬁlnslsllom M sreast tumor W Pancreatic tumor 20
10
0
-10
-20
-30
-40
-50
-60
-70
-80
-90
-100
-
Response by NTRK Gene Response by Fusion Partner
5040’ B o 5095 ol oms Hew Hwe Bowe M ecor B roe: Bsosw Bl we B wus
‘;8 B wwe gg e [l SRN
bod NTRIG 20 NTRK). e . Ll
10 10
0 0
-10 -10
-20 -20
-30 -30
-40 -40
-50 -50
-60 -60
-70 -70
-80 -80
-90 -90
-100 L -100

Drilon A, et al. N Engl J Med. 2018;378(8):731-739.
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Early and Durable Responses

The median time to response was 1.8 months (range 0.9-6.4), coinciding
with the first protocol-mandated response assessment at 8 weeks.

Two pediatric patients o
with locally advanced IFS

had sufficient tumor

shrinkage on treatment to .

. . B Treatment after progression
allow limb-sparing surgery I M Treatment after surgery

. . . Treatment ongoing
with curative intent. © Time to PR

@ Timeto CR

® Surgery

* Pathologic CR

T

1

1 1 1 1 1 1
3 6 9 12 15 18 21 24 27
Median time to response 1.8 months  Overall treatment duration (months)

|

TPatient had a missing restaging scan after the confirmed response was established; PFS was censored at 3.7 months. —_—_"
IFS = infantile fibrosarcoma; PR = partial response; CR = complete response. Solid Tumors
Drilon A, et al. N Engl J Med. 2018(8);378:731-739.



A Series of Firsts...

* First FDA breakthrough designation for adults and pediatrics
* First FDA breakthrough designation for a genetic definition of cancer
* First FDA orphan designation for a genetic definition of cancer

* First real-time development of resistance mutation targeted salvage therapy

US Food and Drug Administration (FDA) [www.fda.gov]. Last updated Deember 14, 2018. https://www.fda.gov/drugs/fda-
approves-larotrectinib-solid-tumors-ntrk-gene-fusions-0. Cancer Health [www.cancerhealth.com]. Last updated

November 26, 2018. https:/www.cancerhealth.com/article/fda-vitrakvi-larotrectinib. FDA [www.fda.gov]. St Disbiag
https://lwww.accessdata.fda.gov/scripts/opdlisting/oopd/detailedIndex.cfm?cfgridkey=578317. Drilon A, et al. Cancer Solid Tumors
Discov. 2017;7(9):963-972.



Efficacy and Safety of Larotrectinib in a Pooled
Analysis of Patients with TRK Fusion Cancer

Presented by:

Alexander Drilon

Memorial Sloan Kettering Cancer
Center, New York, NY, USA

Weill Cornell Medical College, New York,
NY, USA

Email: drilona@mskcc.org

On behalf of:

Alexander Drilon'2, Lin Shen3, Cornelis M. van Tilburg?, Francois Doz5, Daniel S. W. Tan$, Jessica J. Lin”-8, Shivaani Kummar®, Ulrik
Lassen'?, Ray McDermott'!, Miranda Dierselhuis'2, Catherine M. Albert'®, Ramamoorthy Nagasubramanian'4, Tanya Watt'5, Tejas Patil's,
Domnita-lleana Burcoveanu'’, Ricarda Norenbergé, Nicoletta Brega'?, Theodore W. Laetsch?’, Rui-Hua Xu?!, David S. Hong?2

"Memorial Sloan Kettering Cancer Center, New York, NY, USA; 2Weill Cornell Medical College, New York, NY, USA; 3Department of Gastrointestinal Oncology, Key Laboratory of Carcinogenesis and Translational Research (Ministry of
Education/Beijing), Peking University Cancer Hospital & Institute, Beijing, China; “Hopp Children’s Cancer Center Heidelberg (KiTZ), Heidelberg University Hospital and German Cancer Research Center (DKF2), Heidelberg, Germany;
SSIREDO Oncology Center (Care, Innovation and research for children and AYA with cancer), Institut Curie, and University Paris Cité, Paris, France; °Division of Medical Oncology, National Cancer Centre Singapore, DukeNUS Medical
School, Singapore; "Department of Medicine, Mas sachusetts General Hospital, Boston, MA, USA; 8Harvard Medical School, Boston, MA, USA; 9Oregon Health & Science University, Portland, OR, USA; °Department of Oncology,
Rigshospitalet, Copenhagen, Denmark; 'St Vincent's University Hospital and Cancer Trials Ireland, Dublin, Ireland; 12Prinses Maxima Centrum, Utrecht, the Netherlands; Erasmus MC-Sophia Children’s Hospital, Rotterdam, Netherlands;
13Seattle Children’s Hospital and University of Washington School of Medicine, Seattle, WA, USA; “Nemours Children's Hospital, Orlando, AL, USA; "5University of Texas Southwestern Medical Center, Dallas, TX, USA; '¢Department of
Medicine, Division of Medical Oncology, University of Colorado, Denver, Aurora, CO, USA; '7"Bayer HealthCare Pharmaceuticals, Inc., Basel, Switzerland; 8 Chrestos Concept GmbH & Co. KG, Essen, Germany; "*Bayer Pharmaceuticals,
Mgan, Italy; 2°The Children’s Hospital of Philadelphia, University of Pennsylvania, Philadelphia, PA, USA; 2'Sun Yat-sen University Cancer Center, Guangzhou, China;?2The University of Texas MD Anderson Cancer Center, Houston, TX,
USA

Drilon A, et al. Presented at: European Society for Medical Oncology (ESMO) 2023 Annual Meeting; October 20-24, 2023; %ﬁﬁ??ﬁ?ﬁf;rs

Madrid, Spain. Abstract 3406.
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Maximum change in target lesion size in Eatients with TRK fusion cancer in=240i’r
100 ~

* Pathological complete response

Efficacy

Larotrectinib was efficacious

IRC-eligible patients, n 274 across most tumor types
. ORR, % (%% Cl) 66 (60-72) . ,
$ g0 4 Best o:era“ :esponse, n (%) The original 55 patients from the
o Complete response 62 (23) July 2018 primary data cutoff were
& Pathological complete response 13 (5) .
‘w60 Partial response 107 (39) included for long-term follow-up.
Stable disease 49 (18)
g Progressive disease 26 (9) - At data cutoff, ORR per IRC was 75%
= 40 Not evaluable 17 (6) (95% CI 61-85)
Q Breast
- 20 Melanoma - Eight patients had an improved best
=) Salivary overall response from partial response
E Thyroid Soft tissue sarcoma Lung gland | Colon Pancreas IFS Others to complete response (or pathological
- 0 complete response), with a total
'; complete response rate of 27%
—20 -

g - Of the original 55 patients, 10 are still
S 40 - on treatment
£ - Twelve patients were progression-free
g —60 - when they discontinued treatment
5
s —-80 -

-100 -

TThirty-four patients had no measurable lesions or had missing data as assessed by IRC. *Patient had a maximum charge in target lesion
size of +277%. SOther includes appendix, bone sarcoma, cancer of unknown primary, cervix, cholangiocarcinoma, congenital mesoblastic
nephroma, duodenal, external auditory canal, gastric, gastrointestinal stromal tumor, hepatic, esophageal, prostate, rectal, thymus,
urothelial, and uterus.

IRC = independent review committee.
Drilon A, et al. Presented at: ESMO 2023 Annual Meeting; October 20-24, 2023; Madrid, Spain. Abstract 3406.
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Patients with TRK Fusion
Cancer on Study (N=274)t

» Treatment ongoing

@ Surgery

H Death

Bmaslo% S v > " . * Pathological complete response
¢ 5 4 Start of complete response

<> Start of partial response

Melanoma ==

<4 weeks' treatment post-progression
B 4+ weeks' treatment post-progression
- - Follow-up after discontinuation

| N B E R B —— L B B R E—
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81

Overall treatment duration (months)

Patients were treated for up to 75+ months

The median time to response was 1.8 months
(range 0.9-22.9)

At data cutoff, 108 patients had progressed
on treatment, with 46 continuing treatment
post-progression for 24 weeks

TForty-six patients (IFS: n=28; soft tissue sarcoma: n=16; congenital mesoblastic nephroma: n=2) were enrolled in a “wait-and-see”
analysis (patients with a response are taken off drug and still enrolled in the trial). This included four patients with two “wait-and-see”

periods and two patients with three “wait-and-see” periods. The “wait-and-see” periods ranged from 0.9 months to 68+ months. *Other
includes appendix, bone sarcoma, cancer of unknown primary, cervix, cholangiocarcinoma, congenital mesoblastic nephroma, duodenal,
external auditory canal, gastric, gastrointestinal stromal tumor, hepatic, esophageal, prostate, rectal, thymus, urothelial, and uterus.

Great Debates
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Drilon A, et al. Presented at: ESMO 2023 Annual Meeting; October 20-24, 2023; Madrid, Spain. Abstract 3406.



DoR, PFS, and OS in Patients
with TRK Fusion Cancer

DoR PFS

DoR (%)
PFS (%)

O T T T 1 T 1
0 12 24 36 48 60 72 0 12 24 36 48 60
Months from start of response Months from start of treatment
No. at risk: 182 119 73 42 18 4 0 No. at risk: 274 137 93 50 23 10
Median DoR, months (95% Cl)  43.3 (31.4-54.7) Median PFS, months (95% Cl) 30.8 (22.5-36.1)
Median follow-up, months 31.5 Median follow-up, months 31.3
24-month DoR, % (95% Cl) 66 (58-74) 24-month PFS, % (95% Cl) 55 (49-62)
48-month DoR, % (95% Cl) 44 (34-55) 48-month PFS, % (95% Cl) 39 (31-46)

DoR = duration of response; NE = not estimable; NR = not reached; OS = overall survival.

0

0S (%)

0S

0 T t i T T 1

0 12 2I4 3‘6 4I8 60 72 84
Months from start of treatment
No. at risk: 289 217 150 108 56 30 4 0
Median OS, months (95% Cl) NR (63.4-NE)
Median follow-up, months 37.2
24-month OS, % (95% Cl) 77 (72-83)
48-month OS, % (95% Cl) 65 (58-72)
Great Debates
Solid Tumors

Drilon A, et al. Presented at: ESMO 2023 Annual Meeting; October 20-24, 2023; Madrid, Spain. Abstract 3406.



Larotrectinib Trial Uncovers the
Potential for Neoadjuvant Therapy

e K = - 4
] =3
p— = —
= "
: —ld :
— 1 Treatment after progression ]
= e o M Treatment after surgery 3 .
"{ : » Treatment ongoing —
o ! —3 @ Partial response aseling Cycle 3
. : ® Complete response
= ' 3 ® Surgery 2 year-old requiring leg amputation
! * Pathological complete response for TRK fusion-positive sarcoma
: T T T T T T T T 1 - dramatic response to larotrectinib
0 Media‘n timi v 4 12 B 18 - 2 2 - underwent limb-sparing surgery
to response, Overall Treatment Duration (mo) with no functional deficits
1.8 mo - pathologic complete response
. . . Great Debates
Drilon A, et al. N Engl J Med. 2018;378(8):731-739. Drilon A. Presented at: ASCO Annual Meeting; June 1-5, 2018; Solid Tumors

Chicago, lllinois. Slide courtesy of Drilon A.



Basket Trials Serve as Platforms
to Understand Resistance

novel acquired resistance solvent front
mutation identified on entrectinib trial

\
TrkC G623R ’ \:;
-

crizotinib  entrectinib
4months 10 months

w1 m2a M2b
ETV6-NTRK3 ETV6-NTRK3 ETV6-NTRK3
- NTRK3 G623R
Drilon A, et al. Ann Oncol. 2016;27(5):920-926. Schram AM, et al. Nat Rev Clin Oncol. 2017;14(12):735-748. Drilon A. R

Presented at: ASCO Annual Meeting; June 1-5, 2018; Chicago, lllinois. Slide courtesy of Drilon A.



Basket Trials Serve as Platforms
to Understand Resistance

adult and pediatric patients with solvent front-mediated resistance
respond to next-generation TKI on compassionate use trials

next-generation TKI
now in phase I/II
clinical trial testing

Baseline

0.01

0.008 %
0.006 RECIST tumor burden
0.004
0.002 -+~ NTRK1 G595R
° 1 2 3
Months Rayise
Drilon A, et al. Cancer Discov. 2017;7(9):963-972. Drilon A. Presented at: ASCO Annual Meeting; June 1-5, 2018; Chicago, grgﬁ::l[)%?rtme;rs

lllinois. Slide courtesy of Drilon A.



BRAF in Cancer

« BRAFmut oncogene—5-10% of all human malignancies; most of the tumors
that express BRAF V600E mutations are rare or ultra-rare cancers.

« Constitutive activation of the MAPK pathway; most common mutation of
BRAF valine-to-glutamic acid substitution at codon 600 (V600E)

* Driver mutation in

- Solid tumors such as melanoma, colorectal cancer, papillary thyroid cancer,
NSCLC, ovarian cancer, and GIST, etc.

- Hematological malignanices: Langerhans cell histiocytosis, Erdheim-Chester
disease, hairy cell leukemia, etc

Morris V, Kopetz S. F1000Prime Rep. 2013;5:11. Subbiah V, et al. Nat Med. 2023;29(5):1103-1112. Haroche J, et al. S bates o

Blood. 2012;120(13):2700-2703. Slide courtesy of Subbiah V.



Vemurafenib Basket Trial

Vemurafenib

900 mg BID
PO

NSCLC

Cholangiocarcinoma

All others

ECD/LCH

Anaplastic thyroid cancer

Breast cancer

Ovarian cancer

Multiple myeloma

BRAF V600 mutations

ECD = Erdheim-Chester disease; LCH = Langerhans cell histiocytosis.
Hyman DM, et al. N Engl J Med. 2015;373(8):726-736. Slide courtesy of Subbiah V.

Colorectal cancer -—[:

N Vemurafenib

monotherapy

Vemurafenib alone

Vemurafenib +
cetuximab

[ 4
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Vemurafenib Basket Trial

- * In NSCLC, the response rate was 42%
NSCLC : : ,
* In Erdheim-Chester disease or Langerhans’-
Cholangiocarcinoma cell histiocytosis, the response rate was 43%
All others (FDA approval)
ECDILCH Vemurafenib * Responses in pleomorphic xanthoastrocytoma,
™ monotherapy anaplastic thyroid cancer, cholangiocarcinoma,
900 mg BID Anaplastic thyroid cancer ‘l . .
PO salivary-duct cancer, ovarian cancer, and
Breast cancer clear-cell sarcoma
Ovarian cancer « Among patients with colorectal cancer who
Mult received vemurafenib and cetuximab
ultiple myeloma
I: Vemurafenib alone ¢ Validated BRAF V600 as a therapeutic target
Colorectal cancer =
Vemurafenib + beyond melanoma

BRAF V600 mutations Cetuximab , e
* Lead to tumor-agnostic sensitivity to

vemurafenib with the exception of colorectal
cancer

Great Debates
Solid Tumors

Hyman DM, et al. N Engl J Med. 2015;373(8):726-736. Slide courtesy of Subbiah V.



Pan-Cancer Activity of Vemurafenib in
BRAF V600-Positive Non-Melanoma Cancers

Were there pre-clinical BRAF+ models across multiple tumor types?

>

100 97
] W Histiocytosis M Colorectal cancer M Ovarian cancer W Pancreatic cancer
80 1 W NSCLC W Sarcoma m Cholangiocarcinoma/cancer of the biliary tract ® Others

60 1 Glioma Cancer of unknown primary Anaplastic thyroid cancer
40 1
20

03 [T 1T v

-100 1

Maximum change in SLD from baseline, %

Great Debates
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Subbiah V, et al. Cancer Discov. 2020;10(5):657-663. Slide courtesy of Subbiah V.



Rationale for the RAF/MEK Combination

Sustained target inhibition to
observe more prolonged and
durable anti-tumor effect

i
BRAFi q

+ I

MEKi H
!

pERK

1Y

BRAFi = BRAF inhibitor; MEKi = MEK inhibitor.

Slide courtesy of Subbiah V.

Delay and potentially prevent
the development of resistance

PDGFRS, IGF-1R, or [ |
other RTK

MAP kinase pathway-
0 denendent mechaniema  1OR000000000000000000N000000 | 1000000
1. Increased activity or

expression of RTKs
2. RAS mutations

..........................

3. RAF kinase switch
4. COT kinase overexpression
5. MEK1 mutation l

s
MAP kinase pathway-
Q. ® independent mechanisms
7ATP g \ l Increased activity of PDGFRB,
R

IGF-1R, or other RTKs

/

© 2012 American Association for Cancer Research

CCR Focus AR

Prevent/delay
hyperproliferative lesions
and secondary malignancies

BRAF V600 BRAFWT

& -
@ )
ARAF= =
Wi
nkabrins

Y-
[ 3

WEK
ERK
L]
x ¢
Growth
Great Debates
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ROAR Study Design = Rare
Oncology-Agnostic Research

Advanced disease with

no treatment options

* BRAF V600E-mutated
cancers

« ECOGPSO0,1,o0r2

* Measurable lesion by
appropriate criteria per
cohort

* Other disease-specific
criteria apply

ATC —

BTC —

GIST —

Germ cell tumor —
LGG - —

HGG —

Hairy cell leukemia —
MM —

Adenocarcinoma of the

small intestine

Primary endpoint: Investigator assessed ORR

Secondary endpoints: DOR, PFS, OS, safety
Other endpoints: Exploratory biomarkers, changes from baseline in HRQOL

Dabrafenib
150 mg twice daily ) Until PD or
unacceptable
Trametinib toxicity

2 mg once daily

ECOG PS = Eastern Cooperative Oncology Group performance status; ATC = anaplastic thyroid carcinoma; BTC =
biliary tract cancer; LGG = low-grade glioma; HGG = high-grade glioma; MM = multiple myeloma; PD = progressive

disease; HRQOL = health-related quality of life.
Subbiah V, et al J Clin Oncol. 2016;34(15 Suppl):TPS2604. Slide courtesy of Subbiah V.
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Anaplastic Thyroid Cancer BRAF V600+

307
20

-
o
'

69% ORR

LA
o O o©o
aaalasaslaasalaag

1 N
© o o
aalasaal sl

60
-707
-804
907

Best Percent Change in
Sum of Lesion Diameters

Best Confirmed Response

CR
M PR
M sp
HPrD

-100 -

SD = stable disease.

Individual Patient Response

Subbiah V, et al. J Clin Oncol. 2018;36(1):7-13. Slide courtesy of Subbiah V.
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Response Rates with Dabrafenib + Trametinib
across BRAF V600E-Mutated Cancers

100 ROAR Adult Trials Pediatric Trials
80
—~ 60 58.0
2 52.8
< 47.0
&
o 40
20
0 (n=211) (n—93) (n =29)| (n=27)
Cf(@ o o° &\ "b\‘.\o
\\4 R\ éﬂ ‘G O 06\
\‘\e\o 6 ‘\oﬁs‘e\o " 00*:& 2 . X ‘ (&,Q
o“c’o?’“ \\‘\\9 Q \\o((\ 0\\0
«\)((\ » Oe &g
W (((z»“ ’g‘o
Cancer Type o N

DTC = differentiated thyroid cancer.

Subbiah. V Nat Med. 2023;29:1103. Clinical Trials.gov [www.clinicaltrials.gov]. Last updated August 21, 2023.

https://clinicaltrials.gov/study/NCT02034110. ClinicalTrials.gov [www.clinicaltrials.gov]. Last updated July 14, 2021. Great Debates
https://clinicaltrials.gov/study/NCT02124772. ClinicalTrials.gov [www.clinicaltrials.gov]. Last updated December 13, 2023. Solid Tumors
https://clinicaltrials.gov/study/NCT02684058. Slide courtesy of Subbiah V.



The FDA Allows Exceptions!

Solid
tumors

Exceptions

Hematologic
malignancies

Children

Ages
included

<O

-

<

Tumor-agnostic FDA approvals

g

ﬁfenlb

+
53

\ | | |

NTRK fusion NTRK fusion NTRK fusion RET fusion

vvvVVV

vVvvVVV

No age 212years  212years 22 years 26 years

restrictions old old old old

Kudek MR, et al. Trends Cancer. 2025;11(8):726-735.

FGFR1
rearrangement

v

Adult only

D) o e )
o AR = o AR = AR
I S Ta! S8R SR 8%
l‘ { i R

HER2 [HC 3+ MSI-H/dMMR TMB 210 mt/mb dMMR

vvv«~V

v Vv

No age No age
Adukonty restrictions  restrictions Adult only

Trends in Cancer
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Antibody-Drug

Fab Fab

<

Cytotoxic payload
« Highly potent agents—IC50
in subnanomolar range:

» Calicheamicin

» Maytansine derivative
(DM1or DM4)

+ Auristatin (monomethyl
auristatin E or monomethyl
auristatin F)

+ Optimal DAR

Linker
« Stable in circulation
« Efficient release of payload at target site

« Efficient linker technology
+ Cleavable versus non-cleavable
« Site of conjugation

+ Prevents premature release of payload at non-target tissue

« DAR affects drug distiibution and pharinacokinetics

Conjugates

Novel payloads: eg, immune modulators

Increasing emphasis on optimizing drug
antibody ratio (DAR)

Chau CH, et al. Lancet. 2019;394(10200):793-804. Slide courtesy of Meric-Bernstam F.
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More than 400 ADCs Have Entered
Clinical Development to Date!

Antibody- : _
linker Linker élt?la(ggrgg#% Drug
attachment D A R

450 ADCs have entered the clinic:
13 approved by US FDA

+3 additional by China NMPA

+1 additional by UK MHRA and Japan PMDA
« 271 in clinical development

« 163 discontinued

—

What have we learned
from this rich history?

ADCs on file, manually curated, as of 23 May 2025

NMPA = National Medical Products Administration; MHRA = Medicines and Healthcare Products Regulatory Agency; .

PMDA = Pharmaceuticals and Medical Devices Agency.

Solid Tumors

Lorusso PM. Presented at: ASCO Annual Meeting; May 30-June 3, 2025; Chicago, lllinois.



Antibody-Drug Conjugates for Early and Metastatic Disease:
Trastuzumab Emtansine (T-DM1) for HER2+ Breast Cancer

KATHERINE trial: invasive DFS with adjuvant

EMELIA trial: OS with T-DM1 vs lapatinib- T-DM1 vs trastuzumab for residual invasive
capecitabine HER2+ advanced breast cancer HER2+ breast ca
100
Median No. No. of
100+ 5.29% (95% Cl, 82.0-88.5) of Months Events T-DM1
i H Lapatinib—Capecitabine ~ 25.1 182 3 80+ T b
T-DM1 30.9 149 & rastuzuma
80 ]
7% (95% Cl, 59.3-70. i i =
g | e i 2T oo 5.Yr Invasive
T oA 78.4% (95% Cl, 74.6-82.3) T P<0.001 s No. of No.of  Disease-free
2 : Efficicy stoppingbisundary, o-g Patients Events (%) Survival, %
a 1 ' ‘ P=0.0037 or hazard ratio, 0.73 @ 2 40
= 40 51.8% (95% Giiassg) " 5 a T-DM1 743 91 (12.2) 88.3
g ' £ Lapativibucapecitabine g Trastuzumab 743 165 (22.2) 77.0
- = 20 Unstratified hazard ratio for disease recurrence or death,
0.50 (95% Cl, 0.39-0.64)
1 , . P<0.001
0 T T T T T t T T T T T t T T T T T 1 0 T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 0 6 12 18 24 30 36 42 48 54 60
Moiiths Months since Randomization
No. at Risk
Lapatinib~ 496 471 453 435 403 363 297 240 204 159 133 110 86 63 45 27 17 7 4 No. at Risk
capecitabine
TOM1 495 485 474 457 439 418 349 293 242 197 164 136 111 86 62 38 28 13 5 + T-DM1 743 707 681 658 633 561 409 255 142 44 4
Trastuzumab 743 676 635 594 555 501 342 220 119 38 4
DFS = disease-free survival. T
Verma S, et al. N Engl J Med. 2012;367(19):1783-1791. Von Minckwitz G, et al. N Engl J Med. 2019;380(7):617-628. Solid Tumors

Slide courtesy of Meric-Bernstam F.



T-DXd versus T-DM1 in HER2+ MBC.:
DESTINY-Breast03

A
100 - i Trast
Median, months (95% Cl) 288 (22-4-37-9) 6-8(56-82)
B0+ HR (95%C1) 033(0-26-043)
Nominal pvalue <0-0001
60

204 + Censor

——
— Trastuzumab deruxtecan (n = 261)

—— Trastuzumab emtansine (n = 263)

Progression-free survival probability (%)

T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 7T
01 2 3 45 6 7 8 91011121314 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45

Number at risk
Trastuzumab 261256 250244 240 225 216 207 205 191 176 173 167 154146140134 131130125123 117 11310799 96 90 82 73 64 55 41 32 28 23 20 1813 7 5 4 2 1 ©
deruxtecan
Teastuzumab  563353201164156134 111 99 96 81 69 67 63 5854 514945 47 47 42 4139 3736 32 28 27 2191514 8 7 6 4 2 22 1 1 1.1 1 1 0
emtansine
B
£
z
=
2
[}
=
E
£ w0
T!; d Trast
3 204 Median, months (95% Cl)  NR (40-5-NE) NR (34-0-NE)
HR (95% C1) 0-64 (0-47-0-87)
pvalue 0-0037
o T T T T T T T T T T T T T T [ [ T T T T T T T T T T T T T T T [ T T T T T T T T T T T T T 1
012 3 45 6 7 8 9 101112 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47
Number at risk Time since randomisation (months)
Trastuzumab 261256256 255 254 251249244 243 241 238 236236 236 231224 218 213 211 206201200196 193187 182 173156 142124109 91 73 64 51 44 38 30 22 18 11 9 7 6 1 1 1 ©
deruxtecan
Trastuzumab 263257 252 248243 242 237 233 232 227 224 217 211203199197 191186183179 172 169167 164164158 140129117106 90 70 59 45 41 38 27 2015 8 7 4 3 3 1 1 0O
emtansine
Great Debates
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Hurvitz SA, et al. Lancet. 2023;401(10371):105-117. Slide courtesy of Meric-Bernstam F.



T-DXd Activity in HER2 Low Breast Cancer

A Progression-free Survival in Hormone Receptor—Positive Cohort
No.of  Median Progression-free

° Patients Survival (95% Cl)
y 038 mo
ZE£T 06 Trastuzumab Deruxtecan 331 10.1 (9.5-11.5)
Z2 E Physician’s Choice 163 5.4 (4.4-7.1)
285 o4 .
a_c- g 02 Hazard ratio for progression or death, ™ L Trastuzumab deruxtecan
a - 0.51 (95% Cl, 0.40-0.64) T ee— Physician’s choice
P<0.001 N
0.0 T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
Months
No. at Risk

Trastuzumab deruxtecan 331 324 290 265 262 248 218 198 182 165 142 128 107 89 78 73 64 48 37 31 28 17 14 12 7 4 4 1 1 0
Physician’s choice 163 146 105 85 84 69 57 48 43 32 30 27 24 20 14 12 8 4 3 2 1 1 1 1 1 1 ©

B Progression-free Survival among All Patients

1.0 No. of Median Progression-free
o Patients Survival (95% Cl)
s o8 o
2z g T; 0.6 Trastuzumab Deruxtecan 373 9.9 (9.0-11.3)
Zut - Physician’s Choice 184 5.1 (4.2-6.8)
585 o4 T
a.c_ §° 02 Hazard ratio for progression or death,~— — —. Trastuzumab deruxtecan
a ) 0.50 (95% Cl, 0.40-0.63) T e— Physician’s choice
P<0.001
0.0 T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 & 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
Months
No. at Risk

Trastuzumab deruxtecan 373 365 325 295 290 272 238 217 201 183 156 142118 100 88 81 71 53 42 35 32 21 18 15 8 4 4 1 1 0
Physician’s choice 184 166 119 93 90 73 60 51 45 34 32 29 26 22 15 13 9 5 4 3 1 1 11 11

Modi S, et al. N Engl J Med. 2022;387(1):9-20. Slide courtesy of Meric-Bernstam F.

DESTINY Breast04
HER2 LOW:
IHC 1+ OR IHC 2+ ISH -

In HR+ cohort, the median PFS
10.1 months for T-DXd

5.4 months for physician’s choice
Hazard ratio for disease
progression or death, 0.51;
P<0.001)

0S 23.9 months and 17.5 months,

respectively (hazard ratio for
death, 0.64; P=0.003).
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HER2 as an Opportunity in Cancer

Tumour types

HER2 HER2 HER2
amplification (%) overexpression (%) mutation (%)

Single institution series: 4701 patients underwent HER2 testing: Nearly
half (49.8%) had HER2 expression: 8.7% 3+, 16.9% 2+, 24.2% 1+.
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Prostate:
HN-ACC
Sarcoma
Renal cell

Thyroid
Melanoma

Oh DY, et al. Nat Rev Clin Oncol. 2020;17(1):33-48. Uzunparmak B, et al.

Slide courtesy of Meric-Bernstam F.

Ann Oncol. 2023;34(11):1035-1046.

Great Debates
Solid Tumors



Do ADCs Have Tumor Agnostic
Activity for Target Expressors?

DESTINY-PanTumor02: a Phase 2 study of T-DXd for
HER2-expressing solid tumors

An open-label, multicenter study (NCT04482309)

Key eligibility criteria Primary endpoint

+ Advanced solid tumors not eligible for curative therapy 9@9 Endometrial cancer « Confirmed ORR
+ 2L+ patient population SgP Cervical cancer (investigator)

* HERZ expression (IHC 3+ or 2+) = - - Secondary endpoints
— Local test or central test by anti-HER2 IHC system if local test T-DXd " Ovarian cancer . DOR. DCR. PFS. OS
not feasible (ASCO/CAP gastric cancer scoring!) 5.4 mg/kg Q3W ' ' '

+ Prior HER2-targeting therapy allowed " Safety .
+ ECOG/WHO PS 0-1 £% Other tumors* Exploratory analysis

. s e = » Subgroup analyses by
Baseline characteristics Cﬁf Biliary tract cancer HER2 status

+ 267 patients received treatment; 202 (75.7%) based on local HERZ2 testing
— 111 (41.6%) patients were IHC 3+ based on HER2 @F Pancreatic cancer Eéﬂ’iﬁff?-alﬁi -
test (local or central) at enroliment, primary efficacy analysis (all patients) Median follow up: 12.75 mo
— 75(28.1%) patients were IHC 3+ on central testing,
sensitivity analysis on efficacy endpoints (subgroup analyses)
+ Median age was 62 years (23—-85) and 109 (40.8%) patients had received 23 lines of therapy

aPatients were eligible for either test. All patients were centrally confirmed; Pplanned recruitment, cohorts with no objective
responses in the first 15 patients were to be closed; °patients with tumors that express HER2, excluding tumors in the tumor-
specific cohorts, and breast cancer, non-small cell lung cancer, gastric cancer, and colorectal cancer.

2L = second-line; CAP = College of American Pathologists; DCR = disease control rate; IHC = immunohistochemistry; WHO = World
Health Organization.

Hofmann M, et al. Histopathology. 2008;52(7):797-805. Slide courtesy of Meric-Bernstam F.
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T-DXd Has Activity across Tumor Types
in Patients with HER2 3+ Expression

100 - Endometrial Cervical Ovarian Bladder Othera2 BTC Pancreatic
90 A 84.6
80 - 75.0
>
cF
&< 56.3 56.3
o2
E E‘ 44 4 ct|
D £ H &
€2 o & O O
§= ! 8.8 0 z = I
= 5.3
4.0 -
0 . 00 oy 00 -_
n= 40 16 20 40 9 25 2
Median DOR, NR 14.2 8.7 8.6 5.7
months (95% CI)° (9.9, NR) (4.1, NR) (4.3,11.8) (2.1, NR) {NR, NR)
All patients (N=267) IHC 3+ (n=75) IHC 2+ (n=125)
ORR, % (95% CI) 37.1(31.3,43.2) 61.3 (49.4,72.4) 27.2 (19.6, 35.9)
Median DOR, months (95% CI)® 11.3 (9.6, 17.8) 22.1 (9.6, NR) 9.8 (4.3, 12.6)

Analysis of ORR by investigator was performed in patients who received 21 dose of T-DXd; all patients (n=267; including 67 patients

with IHC 1+ [n=25, IHC 0 [n=30], or unknown IHC status [n=12] by central testing) and patients with centrally confirmed HER2 IHC 3+

(n=75 or IHC 2+ (n=125) status. Analysis of DOR was performed in patients with objective response who received 21 dose of T-DXd; all

patients (n=99; including 19 patients with IHC 1+ [n=6], IHC 0 [n=9], or unknown IHC status [n=4] by central testing) and patients with

centrally confirmed HER2 IHC 3+ (n=46) or IHC 2+ (n=34) status. aResponses in extramammary Paget’s disease, head and neck cancer,

oropharyngeal neoplasm, and salivary gland cancer; bincludes patients with a confirmed objective response only. Great Debates
NR = not reached. Solid Tumors
Meric-Bernstam F, et al. J Clin Oncol. 2023;42(1):47-58. Slide courtesy of Meric-Bernstam F.



HER2 Antibody-Drug Conjugates
T T S "7 N S [T

Trastuzumab T-DM1 Trastuzumab DM1 noncleavable
emtansine

Trastuzumab  T-DXd Trastuzumab DXd 8 cleavable
deruxtecan

Disitamab DV Hertuzumab MMAE 4 cleavable
vedotin

Other HER2 ADCs:

ARX788 (AS269), ALT-P7 (MMAE), SYD985 (Duba), MTG002 (MMAE), A166 (Duo-5),
Z\WA49 (ZD02044), LCB14/IKSO14, etc.

Other payloads:
ORM-5029 (SMol006:GSPT1 degrader), XMT-2056 (STING agonist)

MMAE = monomethyl auristatin E.
Adapted from Colombo R, Rich JR. Cancer Cell. 2022;40(11):1255-1263. Slide courtesy of Meric-Bernstam F.
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Agenda

* Emergence of tumor-agnostic therapy

« 3 examples
- Larotrectinib
- Dabarafenib and tremetinib
- Trastuzumab deruxtecan (T-DXd) .

« Emerging new tumor-agnostic therapies

Great Debates
Solid Tumors




Adagrasib (MRTX849) Is a
Differentiated KRASG12C Inhibitor

« KRASC'2C mutations act as oncogenic drivers in a range of solid p—

tumors (eg, EGFR)
- NSCLC (~14%) - PDAC (1-3%) % . i
- CRC (3-4%) - Small bowel (1-3%) "
- Appendiceal (3-4%) - Biliary tract (1%) TR P
: : Ad ib
- Ovarian (04%) - Endometrial (1.5%) ) (MS?;ZZ;) Binds o
GDP-bound _
«  Adagrasib, a covalent inhibitor of KRASG'2C, was selected for coe. o
favorable properties, including a long half-life (23 hours), dose- v ﬂg\s state and abolishing
dependent PK and CNS penetration a3 e s

= 4 signaling

. Adagrasib has been granted accelerated approval by the FDA and
is under review by the EMA for the treatment of KRAS®'2C-mutated
NSCLC

supj
MAPK signaling
and tumor growth

. Adagrasib has been granted breakthrough therapy designation,
in combination with cetuximab, for the treatment of patients with
KRASG'2C.mutated CRC

PK = pharmacokinetics; CNS = central nervous system; EMA = European Medicines Agency. E'Sﬁh[’?ﬁ?i,e;rs

Pant S, et al. J Clin Oncol. 2023;41(36 Suppl):425082. Slide courtesy of Pant S.



Adagrasib in Patients with Solid Tumors?:
Best Tumor Change from Baseline

40 B PDAC Endometrial Esophageal/Esophagogastric Junction
° Il Appendiceal BN Ampullary Il Breast
£ 20— Bl Cholangiocarcinoma M Ovarian Il Gallbladder
% I Unknown primary W Small bowel % Partial response
m
0-

£
2
w
o 20
= el | B |
s
S -40 - Forw * % %
B o
E -60 - * "
= *ox o,
£
g -80 — *oaox o,
E *

-100-

Evaluable Patients

+ Confirmed objective responses were observed in 20/57 patients (35.1%)
+ Disease control was observed in 49/57 patients (86.0%)

agxcluding non-small cell lung cancer and colorectal cancer. All results are based on BICR; data as of October 1, 2022

(median follow-up: 16.8 months). ——
PDAC = pancreatic ductal adenocarcinoma; BICR = blinded independent central review. Solid Tumors
Pant S, et al. J Clin Oncol. 2023;41(36 Suppl):425082. Slide courtesy of Pant S.



Adagrasib in Patients with Solid
Tumors?: Duration of Treatment

= >

PDAC

Appendiceal
Cholangiocarcinoma
. Unknown primary

> . Endometrial
Ampullary

Ovarian

Small bowel
Esophageal/Esophagogastric Junction
Breast

Gallbladder

Evaluable Patients
il

Death
O Disease progression

A First response

Treatment ongoing

T T T T T T T 1
10 12 14 16 18 20 22 24

Time (months)

(=]
[a%]
S
(o]
00 =

agxcluding non-small cell lung cancer and colorectal cancer. All results are based on BICR; data as of October 1, 2022

(median follow-up: 16.8 months). ——
TTR = time to response. Solid Tumors
Pant S, et al. J Clin Oncol. 2023;41(36 Suppl):425082. Slide courtesy of Pant S.



Best % Change in SOD from Baseline

in Target Tumor Burden

100 —

50 —

-50

-100

Encouraging Objective Response Rates in 2L Patients

with PDAC Treated with RMC-6236 at 300 mg Daily

B KRAS G12X
I RAS Other
- = on treatment

SD sp

SD SD SD sp sp
- S R PD g
- sD
End
S0 50 S0 sp SD SD SD SD gp
—_ = — sD

PR
— PR PR PR pg
- = PR

i

ENA 2024 data set (data cutoff: Jul 23, 2024).
(1) RAS Mutant defined as patients with G12X, G13X or Q61X PDAC.

KRAS G12X mutation includes any KRAS mutation where glycine (G) at position 12 is substituted by another amino acid. RAS Other includes mutations in KRAS G13X, KRAS Q61X, or mutations in HRAS or
NRAS atcodons G12X, G13X, or Q61X. Among patients with a response (confirmed or unconfirmed), 46 % of first response occurred within 2 months of RMC-6236 treatment. 2L in the metastatic setting
includes patients who progressed on prior therapy in an earlier setting within 6 months of last dose. ORR analyses included all patients who received first dose of RMC-6236 at least 14 weeks prior to data
cutoff date (to allow 2 potential scans). Unconfirmed PRs (PR*) with treatment discontinued (will never confirm) were not considered responders but remain in the denominator; ORR (by RECIST v1.1) includes
confirmed CRs/PRs and unconfirmed CRs/PRs who were still on treatment and may yet be confirmed. One patient included in the d enominator of the ORR analyses is not displayed on waterfall due to lack of

post-baseline target lesion assessment (patient withdrew consent).
PR* =unconfirmed PR; SOD = sum of diameters.
Wolpin B, et al. Presented at: EORTC-NCI-AACR (ENA) Symposium on Molecular Targets and Cancer Therapeutics; October 23-25, 2024; Barcelona, Spain. Abstract 514LBA (PB-514).

KRAS G12X

36% (8/22)

RAS Mutant"

27% (10/37)
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Lessons from BRAF in CRC

BRAF Inhibition Leads to EGFR Feedback

BRAF
inhibition

A
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Prahallad A, et al. Nature. 2012;483(7387):100-103. Hong DS, et al. Cancer Discov. 2016;6(12):1352-1365. Kopetz S, et

BRAF Inhibition + Inhibition of EGFR
Feedback Provides Clinical Benefit
(ORR,PFS,0S)

EGFR blockade reverts resistance to KRAS ¢12Cinhibition
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al. N Engl J Med. 2019;381(17):1632-1643. Amodio V, et al. Cancer Discov. 2020;10(8):1129-1139.



Role of p53 and Ways to
Reactivate p53 in Solid Tumors

* DNA damage

* Hypoxia * The p53 protein binds to DNA and has
* Viral infection key roles in cell cycle arrest, DNA repair,
O and apoptosis
Uoiauiination - Activated following cellular stress and
DNA damage

L >
[ o g
e@ - Supports DNA repair before cellular

«— - replication
- Induces apoptosis

\ Protein levels are tightly controlled by
MDM2

» Apoptosis

« Cell cycle arrest « TP53 mutation resulting in p53 inactivation
. Senescence is a key step in oncogenesis

Degradation

Dumbrava EE, et al. J Clin Oncol. 2022;40(16 Suppl):3003. Chillemi G, et al. Cold Spring Harb Perspect Med. .
2017;7(4):a028308. Kastenhuber ER, et al. Cell. 2017;170(6):1062-1078. Levine AJ. Nat Rev Cancer. 2020;20(8):471-480. Solid Tumors
Levine AJ. J Mol Cell Biol. 2019;11(7):524-530. Slide courtesy of Dumbrava E.



Role of p53 and Ways to
Reactivate p53 in Solid Tumors

* DNA damage

: Citzri):?ection
O I. Targeting specific p53
mutations> PC14586

Ubiquitination

€
=1
T Tl

Lep !

» Apoptosis
* Cell cycle arrest
» Senescence

Degradation
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Dumbrava EE, et al. J Clin Oncol. 2022;40(16 Suppl):3003. Slide courtesy of Dumbrava E.



TP53 Y220C Hotspot Mutation Is
Detected across Solid Tumor Types

Frequency of TP53 Y220C across Common Solid Tumors

Tissue and heme assay test results

° TP53 mutatlons are the most common collected between 1/1/12 and 12/31/2020

genomic events across all human cancers
reast 1%
* Most TP53 mutations occur in the central m

DNA-binding domain, and ten of them are ,
referred to as “hot-spot” mutations, Pancreatic
accounting for ~30% of the TP53 mutations o
observed in human cancer o Gastric/

Esophageal
* p53 Y220C is a key hot-spot TP53 missense
mutation that destabilizes p53

0.6
+ P53 Y220C is present in ~1% of all solid

tumors Prostate 0.5%

CRC

%

The prevalence of TP53 Y220C across different diseases was analyzed by using a web-
based software platform to query a pan-solid tumor cohort of ~367,651 US-based,
consented-for-research patients in the platform’s database who received commercial
tissue or heme assays between 1/1/12 and 12/31/2020.

Dumbrava EE, et al. J Clin Oncol. 2022;40(16 Suppl):3003. Baugh EH, et al. Cell Death Differ. 2018;25,154- .
160. Roszkowska KA, et al. Int J Mol Sci. 2020;21:1334. Bouaoun L, et al. Hum Mutat. 2016;37:865-876. Solid Tumors
Westphalen CB, et al. NPJ Precis Oncol. 2021;20;5(1):69. Slide courtesy of Dumbrava E.



Target Lesion Reduction across Tumor Types

Best change in tumor target lesion (%)
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- = ~ - - I3V I3 - N ~ -~ - — - N - 3 3% - N N -
. Ovary . Colon . Pancreas Head and Neck Breast Prostate Endometrial . Small Cell Lung Germ Cell

Data cutoff May 10, 2022.

Includes patients with measurable disease and one post-baseline assessment. All doses are in mg.
uPR = unconfirmed PR pending confirmation.

Dumbrava EE, et al. J Clin Oncol. 2022;40(16 Suppl):3003. Slide courtesy of Dumbrava E.
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Ne
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NE
PD
NE

Duration of PC14586 Therapy

>
>
>
>
>
>
S >
>
> - 13 patients on treatment at the cutoff date
. - Treatment ongoing for 6 out of 8 responders
Treatment post-progression
First response
> !
> B> Treatment ongoing
T T T T T T T T
2 3 4 5 6 7 8 9
Overall treatment duration (months)
Includes all patients with measurable disease at baseline (n=36). All doses are in mg. T

Ne = not eligible for response assessment.
Dumbrava EE, et al. J Clin Oncol. 2022;40(16 Suppl):3003. Slide courtesy of Dumbrava E.
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Background of MTAP

MTAP: the only enzyme in mammalian cells known

to catalyze MTA, plays a major role in the salvage MAT1A/B inhibitor

Other methyltransferases:

of both adenine and methionine Methyladenosios MIA——  +DNA
Methotrexate : E;;ianleolecule
MTAP is located in 9p21, a region with frequent umac' . Meg‘,'cﬁ'"e
homozygous deletions d )
Methlomne AM [

e — G
D > D

MTAP-WT
healthy cells
MTAP

\ MAT2A

ol .
NG~ A

YN

Histone and target protein methylation

MTA: MethylThioAdenosine
MTAP: MethylThioAdenosine Phosphorylase
SAM: S-Adenosyl Methyonine

MTA' \\ PRMTS /

S 10mTHF

v
Adofiiig) —> AT
N > GRS
MTAP-del \. F olat cycle
tumor cells
Wiz Hoy — SAH
'

n.':)'

Nucleotldes

YN

\d
Histone and target protein methylation

SDMA
SAM
rgnnm
SmTHF @ ADMA
e Citrulline
Redox *NO . Cltrulllne
metabolism Adox * Dimethylamine
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Rodon J. Presented at ASCO Annual Meeting; May 30-June 3, 2025; Chicago, lllinois. Slide courtesy Rodon J.



Prognostic Factor of 9p21/MTAP Loss

C. 1007 —— MTAP® (n = 75) " 1007 LN (n=51)
W — MTAP (n = 223) —+~ Visceral (n = 220)
TR “ NA(n=27)
751 754 : +aam p<0.001
5 c LS " ammaLm
.O .g Ty i .
g (o] \\ 'I imam
g 501 g 504 \ —s
a o .y
8 8 e '\_
25+ 254 " i isanans
0 T T T T 1 0 v L T T 1
0 6 12 18 24 30 0 6 12 18 24 30
Time (mo) . Time (mo)
Number at risk Number at risk
MTAPP 75 48 26 17 1 0 il 39 s 23 0 0
MTAPN 223 152 108 64 1 0 Visceral 220 138 82 40 2 0
NA 27 23 20 18 0 0
Similar results seen in NSCLC, Mesothelioma and Pancreas
. . N . Great Debat
Rodon J. Presented at ASCO Annual Meeting; May 30-June 3, 2025; Chicago, lllinois. Alhalabi O, et al. Eur Urol Oncol. Solid Tumors

2023;6(6):611-620. Slide courtesy Rodon J.



MTAP Loss Disrupts Metabolic, Epigenetic,
and Immune-Related Pathways

) MET _‘.,_
Normal (MTAP */+) Cell P A
_Vk
P
l’ MET Yoo
\ Cycle SAM :iMTA ™™ [Methylation] MTA
\ o1 MET i _Arrwsi]
\‘)_—MET salvage gl .
k: Pathway m RA e
. %
[VILRTL L T Metabolic

Tumor (MTAP /=) Cell

Ep’genetlc Accumulation of MTA inactivates and reduces

proliferation of t-cells
% /\
Immune
MTA
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Rodon J. Presented at ASCO Annual Meeting; May 30-June 3, 2025; Chicago, lllinois. Slide courtesy Rodon J.



First-in-Human Trial of IDE397 (MAT2A Inhibitor)

Adenine

synthesis .
} S ‘2 2.0 Best Response by RECIST 1.1 at 30mg QD Phase 2 expansion dose*
» - e ' = mm MTAP null . — ~ 33% ORR by RECIST 1.1 = 9 PR or CR out of 27 Vs [ EvaluablePts 27
) N MTAP WT g i 9 of 9 responses have been confirmed - | Best Response, n (%)
MAT2Ai o 1.54 p=1.4 E-15 E oo 7 of 9 responses and majority of patients treatment ongoing CR 1(4)
in MTAP-del © E ~93% DCR = 25 SD or better out of 27 PR 8(30)
tumor cells ) 2 PR PR PR PR PR PR PR PR

© 1.0 ::.f, 0.0% _—— % . SD 16 (59)
, & = £ . I I I I PD 27
,’ g § 200% ORR, n (%) 9(33)

o) 3 Partial Response T - Confirmed, n*" 9

'n 1 & 40

m" \\' T @ 9% . ORR, n (%), by Tumor (n)
® E s00% Squam NSCLC (8) 3 (38)
= g Adeno NSCLC(9)  2(22)

¥ “y o 0.0 _ b -80.0% :
E 8 Urothelial (10) 4 (40)
¢ 2 S D DCR, n (%) 25(93)
™ Z o5 Hon Sensitivity Low Tono
Cell Lines (n=316) Molecular Responses and ctDNA reduction with IDE397 treatment
P .. (e ctDNA Analysis Summary: ctDNA Molecular Response (MR) Analysis (n=21)*, IDE397 30mg QD
Loss of MTAP _| PRMTS | MATZA '_ IDE397 * CctDNA reduction observed

MTAP gene 9 4 J L in all subjects with 1004
""""" & ,@\ S evaluable samples s ~81% (17 of 21) Molecular Response Rate i b ot i
L g v v v - Rapid MR observed at 1% ~81% (17 of 21) with rapid MR at first evaluation ™ iﬂd::':n‘;‘c':gc'-c
- “3 evaluation in ~81% of ~33% (7 of 21) observed >90% ctDNA reduction
patients
* ~33% observed robust

>90% ctDNA reduction

3

£ & & B F VR Y E NG N

&

Molecular Response

% ct DNA change from baseline
(best response achieved)

 Patient achleved MR at first evaluation
P h atleast sample.

DCR = disease control rate; ctDNA = circulating tumor DNA.

Rodon J. Presented at ASCO Annual Meeting; May 30-June 3, 2025; Chicago, lllinois. Adapted from Kalev P, et al. T
Cancer Cell. 2021;39(2):209-224.e11. Herzberg B, et al. Presented at: ENA Symposium on Molecular Targets and Solid Tumors
Cancer Therapeutics; October 23-25, 2024; Barcelona, Spain. Abstract 501LBA. Slide courtesy Rodon J.



MTA-Cooperative PRMTS Inhibitors Show
Improved Selectivity to MTAP Loss Tumors

A ]
Wildtype MTAP Deleted 180 CANCER CELL LINES FROM MULTIPLE LINEAGES
s 1
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. Great Debates
WT = wild-type. Solid Tumors

Rodon J. Presented at ASCO Annual Meeting; May 30-June 3, 2025; Chicago, lllinois. Slide courtesy Rodon J.



First-in-Human Trial of AMG193
(MTA-Cooperative PRMTS Inhibitor)

A MTAP-deleted gastrointestinal stromal tumor, 480 mg MTAP-wildtype mesothelioma tumor, 800 mg
MTAP IHC SDMA IHC MTAP IHC SDMA IHC
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H&E = hematoxylin, eosin; SDMA = symmetric dimethylarginine; AE = adverse event; SLCT = Sertoli-Leydig cell tumor.
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Rodon J. Presented at ASCO Annual Meeting; May 30-June 3, 2025; Chicago, lllinois. Rodon J, et al. Ann Oncol.
2024;35(12):1138-1147. Slide courtesy Rodon J.
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Agenda

Emergence of tumor-agnostic therapy

3 examples

Emerging new tumor-agnostic therapies

Challenges
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Adult

Brain cancers (0.4-3.1%)

Salivary (MASC; 90-100%) ' 4 Pediatric )

6 Spitzoid neoplasms (16.4%)
Gliomas (7.1%)

Thyroid (9.4-25.9%)

Secretory breast cancer (92%)

Pancreatic cancer

Cholangiocarcinoma (3.6 %)

Thyroid cancer (1.5-14.5%
vl ( ) Infantile fibrosarcoma (91-100%)

Lung cancer (0.23.3%)
Congenital nephroma (83%)

@ Secretory breast cancer (92%)
Colon cancer (1.5%)

3 @ Sarcomas (1%)*
Melanoma (0.3%) | >

Sarcomas (1%)"

GIST (3.2%)

11

QSHO0C00Q000

Great Debates

MASC = mammary analogue secretory carcinoma. Solid Tumors

MSL slide deck. November 2018.

*Frequency in adult vs pediatric patients not specified. ‘



0 You’re Never as Big as You Think!

Group—Brain/CNS

Glioma, w5t 030-130% o080 =

Glioblastoma multiforme 102 0a5-228% Fo0ss 195
Low grade ghioma [ [Tyt - B
Astrocytoma EE) 080-451% - 316
Anaplastic astrocyloma. won 0.00-274% - 133
Diffuse astrocytoma [ 0.00-349% - 104
Gligodendroghioma wou 0o0-412% - B
Glioma NOS 24 0.06-12.86% - a
G tumour = 034-107% - 165
Diffuse leplomeningeal ghoneuronal tumour 1000 2112653 - 30
Unknown neurclogical primary 02z 0.05-063% - 1386

Group—Breast Cancer

Breast cancer [0 [o-16-027% =000 5,370
Breast cancer (excludes secretory breast) | 00w [002-021% | ansd
Secretory carcinama of the breast X [ 75.4a-96.21% | “

Group—CUP

Cancer of unknown primary (CUP) [ o1a [ o.08-023% - 10,636

Group—Colorectal

‘Appendiceal adenocarcinoma [oas Toor-zasm T T8

Appendaced cancer E Tomsasn I =

Calon adenocarcinoma IS T0.13-0.37% LI 17008

Cancer Type NTRK Fusion 95% confidence Heterogeneity Denominator

Prevalence (%) interval
Lung 0.06 0.03-0.10 - 21115

CRC 0.35 0.15-0.68 = 2306

Kenal clear cell carcinoma | 000 0.00-0.68% I - l sl
Metanephic adenoma [000 e | =
Group—Gynaccological
Cervical cancer 033 Gm-131%
Uterine 0o 0a2-087% B Tosa
Uterine sarcoma 115 0.14-4.09% - 174
Falloptan tube 028 006-081% - 1078
Owartan cancer 018 0.11-0.28% - 11,590
Ovarian serous cystadenocarcinonia 000 0.00-0.86% - a8
Group—Head and Neck
Head and neck (excluding salivary gland cancers) 010 0.02-028% - 3145
Head and neck squamous cell carainoma 038 00i-138% - sz
“Sallvary gland cancer {Includes secretory carcinoma) 250 160-3.69% = 962
Sectetory carcinoma of the salivary gland 533 69.78-9150% - [
Group—Lung
Lung .06 0.03-0.10% N 20115
“Non-small cell lung cancer wis 0.11-033% T-oss 072
‘Non-squamous non-small lung cancer 000 000-040% = w9
Lung adenocarcinoma v 0.03-031% F-032
Lung squamons cell carcinoma wou 000-073% - ER

Large cell newroendocrine carcinema 145 0.04-7.831% - o
S Great Debates
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O'Haire S, et al. Sci Rep. 2023;13(1):4116.




You’re Never as Big as You Think!

Efficacy

Maximum change in target lesion size in patients with TRK fusion cancer (n=240)t

100 5 * Pathological complete response

£ 80
N
.CT) 60 |
5
=40 -
o
@ 20 -
2
3 0 Thyroid Soft tissue sarcoma
=
& —20
c
©
S —40
E
g —60
%
= —80

-100 -

IRC-eligible patients, n 274
ORR, % (95% Cl) 66 (60-72
Best overall response, n (%)
Complete response 62 (23)
Pathological complete response 13 (5)
Partial response 107 (39)
Stable disease 49 (18)
Progressive disease 26 (9)
Not evaluable 17 (6)
Breast
Melanoma
Salivary
Lung gland Colon Pancreas IFS

> -

Others

Larotrectinib was efficacious
across most tumor types

The original 55 patients from the
July 2018 primary data cutoff were
included for long-term follow-up

At data cut-off, ORR per IRC was 75%
(95% CI 61-85).

Eight patients had an improved best
overall response from partial response
to complete response (or pathological
complete response), with a total
complete response rate of 27%

Of the original 55 patients, 10 are still
on treatment

Twelve patients were progression-free
when they discontinued treatment

TThirty-four patients had no measurable lesions or had missing data as assessed by IRC. *Patient had a maximum charge in target lesion
size of +277%. SOther includes appendix, bone sarcoma, cancer of unknown primary, cervix, cholangiocarcinoma, congenital mesoblastic

nephroma, duodenal, external auditory canal, gastric, gastrointestinal stromal tumor, hepatic, esophageal, prostate, rectal, thymus,

urothelial, and uterus.

Drilon A, et al. Presented at: ESMO 2023 Annual Meeting; October 20-24, 2023; Madrid, Spain. Abstract 3406.
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They Don’t Care as Much as You Do!

NGS for patients with NSCLC (n=29,572) and metastatic breast cancer (n=12,175)

FIGURE 1. NGS TESTING RATES OVER TIME FOR FLATIRON HEALTH PATIENTS WITH aNSCLC
AND MBC'

70%

60%

50%

40%

30%

R

20% —

10%

0%

2015 2016 2017 2018 2019 2020
e aNSCLC e mBC

aNSCLC, advanced non-small cell lung cancer; mBC, metastatic breast cancer; NGS, next-generation sequencing.
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Vanderwalde AM, et al. J Clin Oncol. 2021;39(Suppl 28):288.



Projected Larotrectinib Sales

600

US$ m

2018 2019 2020 2021 2022 2023 2024 2025 2026 2027 2028 2029

=—0— Analyst Consensus Forecast ==0— Patient Based Forecast

Extracted Date: 06-Nov-2023

Disclaimer:
© GlobalData Plc. All Rights Reserved.
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“You can be right, but, if you

are early, you can be wrong!”

Some annoying rich dude
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“The world of oncology is based on tumor type!”

Marti Raber



Target Approval Other #Trials mORR (%) Companion

date Indications diagnostic
(YIN)
pembro PD-1 5/23/2017 MSI-High multiple 5 single arm 39.6% >6mths
(31.7-49.9) 78% pts
larotrectinib NTRK 11/26/2018 NTRK fusion none 3 single arm 75% (61-85) NR (@8.3mths)
entrectinib NTRK 9/15/2019 NTRK fusion none 3 single arm 57% (43.2-70.8)
pembro PD-1 6/16/2020 TMB-H multiple prespecified 29% (21-39)
analysis from
multiple phase 2s
dostarlamib PD-1 8/17/2021 MSI-high multiple prespecified 41.6% (34.9-48.6)
analysis from
multi-cohort phase
1
dabrafenib+ BRAF+MEK 6/22/2022 BRAFV600E NSCLC,ATC 3 single arm trials 41% (33-50) DOR 26 mths
tremetinib (-CRC) children 25% 78% of pts and
224 mths for
44% of pts.
selpercatinib RET 9/21/2022 RET FUSION NSCLC,MTC prespecified 43.9% (28.5-60.3)

analysis from
multi-cohort phase
12

CRC (20%)

Great Debates
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MSI = microsatellite instability; mMORR = median ORR; mDOR = median DOR.



Key Learning Points

« Tumor-agnostic therapy is here!

Targets specific molecular biomarkers
across tumor types, regardless of
histology, site, or origin

Most tumors have the long tail of
alterations

Increasing use of NGS is identifying these
pts

Basket trials can rapidly assess activity
across multiple histologies

 We now have 9 approvals for 6
indications

Trastuzumab deruxtecan (T-DXd) was
approved for use in patients with solid
tumors characterized by HER2
overexpression

Pembrolizumab is approved by the FDA
for tumor-agnostic use in patients with
MSI-H/dMMR and TMB-H solid tumors

« There are more likely tumor agnostic
approvals to come!

» But there are challenges!

- Prevalence is not always accurate
- Testing is not as widespread

- The world of community oncology is still
practiced by tumor type
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How Many Indications Are Currently
Approved for Tumor-Agnostic Therapy?
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How Many Drugs Are Currently Approved
for Tumor-Agnostic Therapy?
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