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Rare Targets in NSCLC

No mutations 1.2%
UMD 12.0%

EGFR sensitizing 19.4%

Other drivers 2.9%

PTEN loss 0.7%
_CDKNZ2A loss 1.9%
_BRAF non-V600E 1.3%
EGFR 28°% -NF17 loss 1.9%

EGFR T790M 5.5%

EGFR exon20 2.1%
EGFRWT amp 1.0%"

ALK fusion 3.8% —\ KRAS 25.3%

ROS7 fusion 2.6%"

RET fusion 1.7%
BRAF V600E 2.1%
MET splice 3.0%
MET amp 1.4%
ERBB2 amp 1.4% T~ NRAS 1.2%

BRCA17/2 loss 1.3% PIK3CA 2.0%

o MAPZ2K1 O0.7%
TSC1/2loss 0.7 /OERBBZ ke g0

KRAS 25.3%

e

FGERT1/2 0.7%

—~—

Jordan EJ et al. Cancer Discov. 2017;7(6):596-609.



Wild-Type MET Signaling
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Salgia. Cancer Treat Rev. 2020;87:102022.

Recruitment of
signaling proteins

= Survival = Growth

= Decreased apoptosis = Differentiation

= Regulation of cytoskeletal = Stemness

functions

Slide credit: clinicaloptions.com
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MET Aberrations in Cancer: Structural Alterations and
Oncogene Addiction

= MET activation occurs via several mechanisms, including
METex14 skipping mutations and MET amplification!%2]

— Patient subgroups need to
be well characterized

= Types of MET aberrations!3!
— Single nucleotide variants

— Amplification

— Exon 14 skipping mutation

— Fusions

1. Van der Steen. J Thorac Oncol. 2016;11:1423. 2. Drilon. J Thorac Oncol. 2017;12:15. 3. Comoglio. Nat Rev Cancer. 2018;18:341.



FLAURA Paired

Plasma NGS: Acquired Resistance

Mechanisms With Erlotinib or Gefitinib

NGS analysis of paired
plasma samples at BL
and following PD on
erlotinib or gefitinib
(n=129)

Most common
acquired resistance
mechanisms
identified:

— EGFRT790M
— MET amplification
— HER2 amplification

Ramalingam. ESMO 2018. Abstr LBA50.

Candidate Acquired Resistance Mechanisms With Erlotinib or Gefitinib*
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MET amplification + T790M: 2%
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BRAF D594N: 1%
KRAS G12C: 1%
NRAS G12D: 1%

l
g PIK3CA mutations: 7%

Apoptosis

Survival Proliferation

Slide credit: clinicaloptions.com

*Overlap of reported resistance mechanism may occur. "Acquired T790M + C797S +
L718Q: 1%. *PIK3CA + T790M (n = 1), PIK3CA + T790M + C797S (n = 1), and PIK3CA (n =

1).
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FLAURA Paired Plasma NGS: Acquired Resistance
Mechanisms With Osimertinib

" NGS analysis of paired Candidate Acquired Resistance Mechanisms With Osimertinib*
plasma samples at BL

and following PD on

osimertinib (n =91) 27598 g daddaete I 0 If o Sieseietatddedidedddtdd ot o g fe
. NG evidence of RRAEY: & W & PEVRRRREITLY, = M ! & 1 mzezezzzezzmmmm%x B mﬁ

acquired EGFR T790M Secondary EGFR mutations': e oo r—
C797X: 7%; L718Q+C797s: 1%; ER2 amplification: 2% ALK MET amplification: 15%
HER2 mutation: 1% SPTBN1- - 1%

= Most common 1 718Q + ex20ins: 1%; S7681: 1% I

resistance mechanisms: 7
S BRAF mutations (V600E): 3% @%
_ METampIification PIK3CA mutations: 7%

KRAS mutations
— EGFR C797S mutation @ (G12D/C, A146T): 3%
=  Other mechanisms Cell cycle gene alterations
included HER2 ’% CCND amp: 3%
amplification, PIK3CA, l’ CCNEL amp: 2%

i i i CDK4/6 amp: 5%
and RAS mutations Apoptosis Survival

Proliferation

*Overlap of reported resistance mechanism may occur. 'n = 2 with @
Ramalingam. ESMO 2018. Abstr LBAS0. de novo T790M mutations at BL; 1 acquired C797S at progression. Slide credit: clinicaloptions.com
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MET exon 14 Skipping Mutation-Positive NSCLC

Capmatinib Tepotinib
iy Coml()::ezgﬂ)iopsy Liq;a'i\'d Bsi:)psy Tis?;e I;ioo)psy
No Previ = = 3
100- Previous Treatment \ T‘:earten\;leonuts 404 Objective Response Rate: % (95% Cl) 46 (36-57) 48 (36-61) 50 (37-63)
8 75- 5
5 50 £
G2 -
& S 254 g 2 %
S & 0 L £E
B 25
?._. = 50 § -
7] E W Complete response
g -754 % -60- Pani:l responpse
-100- @ M Stable disease
. s B Progressive disease
Patients -80+ Cozgld not be esvalualed
= Ongoing treatment
~100-
Line of Median
v PF
Treatment X 2l e 2ol =
(Month)
1L 60 66.7 12.6 12.3
Capmatinib
2-3L 100 44.0 9.7 55
1L 164 57.3 46.4 12.6
Tepotinib
2-3L 149 45.0 12.6 11.0

Wolf J etal. N Engl J Med. 2020;383(10):944-957. Paik PK et al. N Engl J Med. 2020;383(10):931-943.
Wolf J et al. 2021 ASCO Annual Meeting. Abstract 9020. Mazieres J et al. JAMA Oncol. 2023;9(9):1260-1266.



MET ADC on the Horizon

* Phase 2 LUMINOSITY

— Telisotuzumab-vedotin c-MET antibody-drug conjugate

— ORR: 35 and 23% in c-Met High and c-Met Intermediate NSCLC,
respectively

— Median OS: 14.6 months and 14.2 months in c-Met High and c-Met
Intermediate NSCLC, respectively

* Phase 3 TelIMET-NSCLC-01

— Telisotuzumab-vedotin vs. docetaxel in previously treated c-Met
overexpressing EGFR wild type nonsquamous NSCLC

Abbv ie. Updated Nov ember 29, 2023. Accessed January 26, 2024. https:// news.abbv ie.com/2023-11-29-AbbVie-Announces-Positiv e-Topline-Results-f rom-
Phase-2-LUMINOSITY -Trial-Ev aluating-Telisotuzumab-Vedotin-Teliso-V-f or-Patients-with-Prev iously -Treated-Non-Small-Cell-Lung-Cancer -NSCLC



B-RAF Mutations
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Frequency of BRAFV600 mutations

= B-RAF mutations occur in 6-8% of all cancer.

= B-RAF mutations in 2% of lung adenocarcinomas
= 40%- B-RAF V600

*  60%- B-RAF non-V600

Yan et al. Frontiers in Oncology 2022; Poulikakos et al. Clin Cancer Res 2022.



 Characterization of 236 BRAF-mutant NSCLC
« 107 class | (45%), 75 class |l (32%), 54 class Il (23%)
 Never smokers- Class |- 22%, Class IlI- 3%, Class IllI- 6%

 Class ll/lll more likely to have KRAS co-mutation, brain mets, worse
clinical outcomes (PFS, OS) and shorter PFS with platinum based

chemotherapy
Class I Class Il Class lll [

® V600 = KEO1E = L597 m G469 m G464V m GSO6R = DS94 m NSE1 m G466 m D287Y Kinase-dead

RAS Coalteration st
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Dagogo-Jack. Clin Cancer Res 2019




Resistance 1o Dabrarenid + frametnid In V600Omut NSCLC
KRAS GI12D
KRAS GI2R
KRAS Q61H
BRAF
V600 Inhibitor KRAS Q6IR
Resistance NRAS Q61K
x . NRAS Q61R
MEK . :
MEK/ERK P Potential Next-Line Strateqy

Pan-RAF Inhibitor + ERK inhibitor

X

Ortiz Cuaran. Clin Cancer Res 2020; Sheikine. JCO Precision Oncology 2018; Facchinetti. Eur J Cancer 2020; Abravanel. J The
Oncol 2018; Yaeger. Cancer Discovery 2019.

MEKI K57N




Other Strategies ror Disrupting
BRAF Dimer Inhibitor
(e.g., Lifirafenib and LXH254)
BRAF BRAF H2087 (L597V)
mut  mut
RAF
}{I— Dimer - =
Inhibitor ;f Py
MEK/ERK L= e
mrss(c;esA)
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[BRAFi, nM)

Negrao. J Thor Oncol 2020; Okimoto. PNAS 2016.
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NRAS Q61K

RAS
RAF l-—BRAF inhibitors

CRAF/ARAF
gene overexpression

MEK inhibitors

PTEN loss
PI3K mutation

: * r— MAPK8/COT

/e*e*e\

proliferation, growth, survival

Mechanisms of Resistance

Kras, NRAS mutations

CRAF/ARAF overexpression
Increased levels of Braf homodimers
MEK mutations

PTEN Loss

On p Q0 I =

Yan ef al. Frontiers in Oncology 2022; Riudavets et al. Lung Cancer 2022



Great
Debates
Updates

An orally available inhibitor of all members of the Raf family,
including A-Raf, B-Raf and C-Raf protein kinases- NCI definition

= Current B-Raf inhibitors can inhibit A-Raf and C-Raf. But
imited since they Iinhibit monomers and can induce
paradoxical activation.

Next generation Pan-RAF inhibitors:

= Monomer-selective but do not induce paradoxical activation.
FORE83%4

= Equipotent for monomers and dimers
LY3009120, BGB-283

= Dimer selective
Belvarafenib, LXH254




RAF monomeric
kinase

RAF dimeric
kinases

Momoner-selective RAF inhibitor
(e.g., vemurafenib, dabrafenib,
encorafenib)

RAF dimer inhibitor
(e.g., LXH254, LY3009120)

RAF dimer breaker
(e.g., PLX8394)

W

Yaeger R, Corcoran RB. Cancer Discov 2019; 9(3):329-341.
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Abstract 9018

Efficacy and safety of encorafenib plus binimetinib in patients
with metastatic BRAF V600E-mutant (BRAFV°°E) hon-small cell
lung cancer (NSCLC) from the phase 2 PHAROS study

Gregory J. Riely,! Egbert F. Smit,2 Myung-Ju Ahn,3 Enriqueta Felip,* Suresh S. Ramalingam,® Anne Tsao,® Melissa Johnson,’
Francesco Gelsomino,® Raymond Esper,? Ernest Nadal,'® Michael Offin,' Mariano Provencio,' Gregory A. Otterson,'2
Ibiayi Dagogo-Jack,’® Ann Alcasid,!* Tiziana Usari,’® Keith Wilner,1® Nuzhat Pathan,'® Bruce E. Johnson?’

TMemorial Sloan Kettering Cancer Center, New York, NY; 2Department of Pulmonary Diseases, Leiden University Medical Center, Leiden, Netherlands; 3Samsung Medical Center,
Sungkyunkwan University School of Medicine, Seoul, Republic of Korea; 4Vall d’Hebron University Hospital, Vall d’Hebron Institute of Oncology, Barcelona, Spain; Winship Cancer
Institute of Emory University, Atlanta, GA; SMD Anderson Cancer Center, Houston, TX; “Tennessee Oncology, Sarah Cannon Research Institute, Nashville, TN; 8Medical Oncology Unit,
IRCCS Azienda Ospedaliero-Universitaria di Bologna, Bologna, Italy; °Florida Cancer Specialists, Fort Myers, FL; 1"Medical Oncology, Catalan Institute of Oncology, Barcelona, Spain;
""Hospital Universitario Puerta de Hierro-Majadahonda, Madrid, Spain; '2Ohio State University Comprehensive Cancer Center, Columbus, OH; *Massachusetts General Hospital, Boston,
MA; “Pfizer, Collegeville, PA; Pfizer, Milan, Italy; '5Pfizer, La Jolla, CA; '"Dana-Farber Cancer Institute, Boston, MA

Presented at the 2023 ASCO Annual Meeting, June 2-6, 2023; Chicago, IL, and Online
Correspondence: Gregory Riely, rielyg@MSKCC.ORG




Encorafenib plus binimetinib in patients with metastatic BRAF V600E NSCLC

PHAROS (NCT03915951):
A single-arm, open-label, multicenter, phase 2 study

Key eligibility criteria
® The combination of encorafenib (BRAF inhibitor) plus binimetinib
(MEK inhibitor) has demonstrated clinical efficacy with an . Mggttgt'c BRAF VB00E-mutant Treatment Ercatonib:
acceptable safety profile in patients with metastatic BRAF o —> ’r“a:'%’ge e 450 mg QD
V600E/K-mutant melanoma'’ + ECOG performance status 0 or 1 % Binimetinib:
_ ) . , _ S 45 mg BID
® For patients with metastatic BRAF V600E—-mutant NSCLC the . g% g?FRmutatlon' /t\LK fusion, or  jep 2 ™~
combination of dabrafenib and trametinib was approved by the US bk She K 2¢-aaycycles
- [0 - m =
FDA and is a current standard of care 2 + No more than 1 prior line of a Previously Treat until progression
treatment in the advanced setting - tr:=a:t3egd - or unacceptable
- This approval was based on the results of a single-arm, phase 2 T — sy
study that showed meaningful antitumor activity and a MEK b T G
manageable safety profile34
+  No symptomatic brain metastases Primary endpoint
= In treatment-naive and previously treated patients, the ORR *  ORR°byIRR
by IRR was 64% and 63%, respectively Secondary endpoints
pr— + ORR by investigator
z mutation testin
s The median DOR by IRR was 15.2 months and 9.0 months, 9 i 5@?&225‘553 and TTR (all by IRR
respectively +  Determined locally by PCR- or NGS- - g
based assay; sent to central
. s a .
® Given the observed efficacy and safety profile of encorafenib plus laboratory = ﬁ;;ig eniiroids
binimetinib in patients with BRAF V600E/K-mutant metastatic : : : poraroryencpo .
\ e : ; . Pleural fluid, fresh and archived «  Biomarkerand pharmacokinetic
melanoma, this combination therapy was assessed in patients with tissue, and fine needle aspiration analyses
metastatic BRAF V600E—mutant NSCLC WEISIacCRE I

BID, twice daily; DCR, disease controlrate; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; IRR, independentradiology review; ORR, objective response rate; NGS,
next-generation sequencing; OS, overall survival; PCR, polymerase chain reaction; PFS, progression-free survival; QD, once daily; TTR, time to response.

3BRAF V600 mutations were retrospectively confirmed by FoundationOne CDx (Foundation Medicine, Cambridge, MA). PAccording to RECIST 1.1.

1. Dummer R, et al. Lancet Oncol. 2018;19(5):603-615. 2. Dabrafenib prescribing information. June 2022. 3. Planchard D, et al. Lancet Oncol.2016;17(7):984-993. 4. Planchard D, et al. Lancet 2
Oncol.2017;18(10):1307-1316.



Encorafenib plus binimetinib in metastatic BRAF-V600E mutant NSCLC

Antitumor activity endpoints by IRR

Treatment naive (n=59) Previously treated (n=39)
Objective response rate (95% Cl), %?2 75 (62, 85) 46 (30, 63)
Complete response 9 (15) 4 (10)
Partial response 35 (59) 14 (36)
Stable disease 10 (17) 13(33)
Progressive disease 2(3) 3 (8)
Disease control rate at 24 weeks (95% Cl), % 64 (51, 76) 41 (26, 58)
Duration of response, median (95% CI), months NE (23.1, NE) 16.7 (7.4, NE)
Duration of response 212 months, n/N (%) 26/44 (59) 6/18 (33)
Time to response, median (range), months 1.9 (1:1-19.1) 1.7 (1.2-7.3)

IRR, independentradiology review; NE, not estimable.
3Response of 3 patients were not evaluable in the treatment-naive group, and 5 were not evaluable in the previously treated group.



Encorafenib plus binimetinib in metastatic BRAF-V600E mutant NSCLC

Change from baseline in the sum of diameters of target lesions by investigator
assessment?

Treatment naive (n=57) Previously treated (n=35)
1004 160+
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o o
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= = 40-
X ;
= & 207
9 20 g o
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= ~40 S 201 I
O O
—40-
-60
—60-
-80 _80
—-100- —-100-
EEN Complete response Partial response I Stable disease N Progressive disease ! Not evaluable

3Patients for whom an assessmentresponse was not evaluable at all tumor assessments were not included in this analysis.



Encorafenib plus binimetinib in metastatic BRAF-V600E mutant NSCLC

Progression-free survival by IRR

Progression-free survival, %

No. at risk

Treatment naive

Treatment naive (n=59)

90 ~

80 ~

70
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50
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No. of PFS events, 21(36)
n (%)

PFS, median
(95% ClI), months

NE (15.7, NE)

T 1T T
0 2 4 6 8 1
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0 12 14 16 18 20 22 24 26 28 30 32 34

Months

59 564 45 38 36 33 30 26 25 19 14 14 12 8 7 7 2 O

Progression-free survival, %

No. at risk

Previously treated

Previously treated (n=39)

100 + No. of PFS events, 17 (44)

805 rI;I(:g))median

-l (95% Cl), months 9.3(8.2,NE)

70

60 -

50 -

40 -

30 -

20 A

10 -

or—F——FF——FF——T——T—T—T— T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34

Months

39 27 23 18 15 12 10 7 6 6 4 4 3 3 2 2 0 O

e The median duration of follow-up for PFS by IRR was 18.2 months (95% ClI, 16.4, 22.3 months) in
treatment-naive patients and 12.8 months (95% CI, 9.0, 19.8 months) in previously treated patients

IRR, independentradiology review; NE, not estimable; PFS, progression-free survival.




Encorafenib plus binimetinib in metastatic BRAF-V600E mutant NSCLC
Incidence of TRAEs of any grade >10% in all patients

Overall (N=98)
Any grade Grade 3 Grade 4
Any TRAES, n (%)? 92 (94) 37 (38) 3 (3P
Nausea 49 (50) 3(3) 0
Diarrhea 42 (43) 4 (4) 0
Fatigue 31 (32) 2(2) 0
Vomiting 28 (29) 1(1) 0
Anemia 18 (18) 3(3) 0
Vision blurred 17 (17) 1(1) 0
Constipation 13 (13) 0 0
ALT increased 12 (12) 5 (5) 0
AST increased 12 (12) &) 0
Pruritus 12 (12) 0 0
Blood creatine phosphokinase increased 11 (11) 0 0
Edema peripheral 11 (11) 0 0

Note: Any-grade abdominal pain, alopecia, asthenia, and dry skin occurredin 10% of patients; any-grade pyrexia occurredin 8% of patients.

ALT, alanine aminotransferase; AST, aspartate aminotransferase; TRAE, treatment-related adverse event.

30ne patient died due to intracranial hemorrhage, which was assessedas treatment related by the investigator. °Grade 4 TRAEs were colitis, disseminated intravascular coagulation, increased 6
y-glutamyl transferase, and hyponatremia.



Encorafenib plus binimetinib in metastatic BRAF-V600E mutant NSCLC

Tumor molecular alterations in baseline biopsy samples?

Treatmentnaive Previously treated

Cohort -‘

125

0.0

Response ‘|

BRAF (94%)
SETD2 (43%)
TP53 (43%)
SMADA (21%)
ATM (14%)
CSF1R (14%)
MLL2 (14%)
SMARCA4 (14%)
CDKN2A (11%)
DNMT3A (10%)
FLT1 (10%)
MTOR (10%)
NFE2L2(10%)
SDHA (10%)
TSC2 (10%)
APC (9%)
ARID1A (9%)
ATRX (9%)
BRIP1(9%)
KDR (9%)

ALK (8%)

CIC (8%)
DOTIL (8%)
EPHB1 (8%)
FAM1238 (8%)
KEAP1 (8%)
MTAP (8%)
PARK2 (8%)
POLE (8%)
PRDM1 (8%)
BCOR (6%)
BRCA1 (6%)
CDKN2B (6%)
ERBB2 (6%)
FANCA (6%)
GNAS (6%)
INPP4B (6%)
IRS2 (6%)

KEL (6%)

MLL (6%)
MSHS (6%)
NOTCH2 (6%)
NTRK1 (6%)
PALB2 (6%)
POLD1 (6%)
PTCH1 (6%)
RAD51C (6%)

Genes
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| ] ] LI |
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11 | | ]
| | ] ] ]
] ] i ]
| ] | | |
| | | ] |
11 | 0 i
in | | |
| | o ]

Response

H Completeresponse
I Partialresponse
B Staple disease
B Progressive disease
I Not evaluable

Alteration type
B Amplification
E Deletion
Multiple hit
I utation

I Mutation +
amplification

3The most frequently altered genes (altered in 5 or more cases)are shown.



Encorafenib plus binimetinib in metastatic BRAF-V600E mutant NSCLC
Conclusions

e The combination of encorafenib plus binimetinib showed a meaningful clinical benefit with an acceptable
safety profile in patients with BRAF V600E—mutant metastatic NSCLC in the phase 2 PHAROS study

- Efficacy was observed in both cohorts:

s ORRs by IRR were 75% (95% CI: 62-85%) in treatment —naive patients and 46% (95% CI: 30-63%),
in previously treated patients

m Median DORs by IRR were NE (95% ClI, 23.1 months, NE) and 16.7 months (95% CI, 7.4 months,
NE), respectively

- The safety profile was consistent with that observed in the approved indication in melanoma

e Encorafenib plus binimetinib represents a potential new treatment option for patients with BRAF V600E—
mutant metastatic NSCLC

IRR, independentradiology review; NE, not estimable; ORR, objective response rate.
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Biology of ERBB Family of Transmembrane Receptors in Cancer

Specificity of the various epidermal growth factor (EGF)
receptor ligands for the four known ErbB receptors

e EGF e HB-EGF
e TGF-o e EREG
e AREG e BTC e NRG1 e NRG3
e EPGN e NRG2 e NRG4
Ligands
EGFR ErbB2 ErbB3 ErbB4

Harskamp LR et al. Nat Rev Nephrol. 2016;12(8):496-506.

The ERBB family are receptors for growth factors; they
form homo- and heterodimers upon ligands binding.

The dimers activate downstream pathways, especially
MAPK and PI3K/AKT.

HERZ2 does not have a cognate ligand and form
heterodimers with HERS.

HERS3 binds to EGF-like domain of neuroregulins
(NRGs).

Upon bindings to NRGs, HER3 forms heterodimers with
either EGFR and HER2.

The HER2/HER3 heterodimers exert the strongest
downstream signaling activity.



Role of Neuroregulins in Cancer

(over 30 isoforms). mostly autocrine and juxtacrine activity
 In cancer, gene rearrangements (fusions) have been Rl e
. . e Seribantumab Pertuzumab
described in NRG1 and NRG2 genes. Lomretuzumat TDMI
gemtuma '
- NRGH1 fusions exert pro-tumorogenic functions in several = Giﬁ%}” et T
cancers, including lung. V& /
- Several gene fusion partners have been described, like ) o i
CD74 and SLC3AZ2 that fuses with NRG1 type IlI-33 F 102 .
isoform. “e — i
Fusion partner t. I ol HERi,,<~’?§@e
CD74 NRGI- ¥
SLC3A2 containing
SDC4 EGF-like
Others domain pEe NRG1 - NRG By
G mrrr s s s s s s s ... | 2 R b (juxtacrine)  (paracrine)* (aj?gzi’:\e) y -:—
| . g EGF like EGFR/HER2 TKis . 4/
= Afat"_"’_’ pathways '
NRG1 fusion Lapatinib '

Neratinib
Tarloxitinib  “*paported in some but not all NRGT fusion models

Dimou A, Camidge DR. Clin Cancer Res. 2019;25(16):4865-4867.



Timeline of Milestones of NRG Fusions in Solid Malignancies

Discovery of y-
heregulin, a NRG1
variant that contains
an unique 5" amino

; breast and
acid sequence from ancreatic cancer
MDA-MB-175 breast o ;

cell lines

cancer cell line

Identification of
NRG1 chromosomal
breakpoints in

Identification
of
CD74-NRG1,
SLC3A2-NRG1,
and VAMP2-
NRG1 in NSCLC

}

o) () [zo]om

\ 4

Lung
Cancer

A

|

Identification of
DOC4-NRG1
fusion from

MDA-MB-175
breast cancer cell
line

Identification of
NRG1
chromosomal
breakpoints in
breast, ovarian,
and. SqCC of lung
tumor samples

Nagasaka M, Ou SHI. Trends Cancer. 2022;8(3):242-258.

Identification of
ATP1B1-NRG1
and other
complex NRG1
fusions in
KRASwt
pancreatic
adenocarcinoma

Discovery
of NRG2«x
fusion in
NSCLC

First
preliminary
report of a
prospective

trial of
antiHER2/

HER3

specific mAb

JV \ 4 \ 4
( 2017 I 2018 I 20191 2020 I 2021]
ﬂ\

Reports of
clinical
activity of

afatinib, a
pan-HER
inhibitor in
NRG1+ NSCLC

Survey of Discovery of
NRG1+ fusions || NRG2a fusion
by RNA in ovarian,
sequencing in prostate,
>20,000 solid endometrial
malignancies cancers
Trends in Cancer



NRG Fusions in Solid Malignancies

Head and Neck Cancer R
THBS1-NRG1, PDE7A-NRG1
Sarcoma (0.16%) | Sino-nasal teratocarcmor:;{gg;?:laRréqx neuroendocrine tumor
WHSC1L1-NRG1 _4
Lung Cancer (0.26%)
CD74-NRG1, SCL3A2-NRG1, SDC4-NRG1, RBPMS-NRG1, WRN-NRG1, Lu ng
TSR VAMP2-NRG1, KIFI3B-NRG1, THAP7-NRG1, SMAD4-NRG1, ATP1B1-
Unknown Origin NRG1, TNC-NRG1, MDK-NRG1, MRPL13-NRG1, DIP2B-NRG1, ROCK1- Ca ncer
CYSTM1-NRG2a NRG1, PARP8-NRG1, DPYSL2-NRG1, ITGB1-NRG1, DOCK5-
NRG1,LMBRD1-NRG1, WDR53-NRG1, ATP5B-NRG1, TANC1-NRG1, 0
SDCBP-NRG1, RAB11FIP1-NRG1, PMOK-NRG1, MRPL13-NRG1, O . 3 A)
LMBRD1-NRG1, EFR3A-NRG1, F11R-NRG1,
Gall bladder/Cholangiocarcinoma (0.52%) %
ATP1B1-NRG1, NOTCH2-NRG1 : Breast Cancer (0.18%)
DOC4(TENM4)-NRG1 [PPP6R3-TENM4-NRG1], FOXA1-NRG1, AKAP13-
(" Pancreatic Ductal Adenocarcinoma (0.48%) HEGL, ADAM’\? RZEG:REgélligéAillR-g fﬁlvf//mgy\} RA élliliG i
CD74-NRG1, ROCK1-NRG1, ATP1B1-NRG1 L = 2 =
APP-NRG1-APP, SARAF-NRG1-CHDE6, id 0.47%
CDH1-NRGL, VTCNI-NRG1 ) b= OR O oo Al G e 2
PCM1-NRG1,RBPMS-NRG1
Colorectal Cancer (0.06%) Bladder Cancer (0.11%)
POMK-NRG1 GDF15-NRG1
Uterine Cancer Endometrial Cancer
NRG1-PMEPA1** CPM-NRG2a*,
OPA3-NRG2a*
Ovarian Cancer (0.44%) Prostate C
RAB3IL1-NRG1, TSHZ2-NRG1, SETD4-NRG1, ZMYM2- PLPPl—NRrC(;; a*eNRaGnlc—eSr'l'MNZ**
NRG1, CLU-NRG1, SPON1-NRG2 a* &

Nagasaka M, Ou SHI. Trends Cancer. 2022;8(3):242-258.

* NRGZ fusion; **out of frame
Trends in Cancer



Clinical Characteristics of NRG17 Fusion Positive Lung Cancers

* Detected in non-small cell carcinomas (NSCLC; 0.3%), mostly
adenocarcinomas.

* More frequent in invasive mucinous adenocarcinomas (IMAs
37% of NRG1-fusion+ NSCLCs) than other subtypes.

* More frequent in never smokers (57%) than smokers (43%).

* More frequent in females (59-68%).
* Median age 64-71 years old.

Liu SV et al. Lung Cancer. 2021;158:25-28.



NRG1 fusions

e NRGT1 fusions are rare.
—  0.2% in solid tumors

« NRG1 has an EGF-like domain serving as a ligand to HER3 and HERA4.

— NRG1 binding prompts HER2-HERS3 dimerization, resulting in activation of downstream pathways.

Anti-ERBB3 antibody

o.(])% 0'.1% 0.12% o.?% o.tlz% 0'!.;% o.fs% NRG] fusion NRGI _=mcr \/
GBC (3/580) 0.5% partner examples: l/" like
* ATPIBI1
PDAC(3/623) 0.5% « APP Dt ERBB3 ERBRB2
artner i coceoibooootiBoo.
RCC(1/211) 0.5% « CD74 (5: g\gg @Egg @j@@? .
Ovarian (3/686) * SDC4 ‘({ Wi {@;)}}
NSCLC (25/9592) ﬂrfég‘r P~ Rk k{ igf}ﬁb
Breast (2/1106) fqi?&\ l iy Vﬁh’)
reas AN e.g., afatinib) "/ h
Sarcoma (1/627) rj:égk;\%% s i ) rﬁ{f}fl
other (1/937) Overall frequency: & gm Activation of | | -@rf
41/21,858 (0.2%) X oncogenic levels  p ¢ PIZK
Bladder (1/945) of RAS signaling ‘ ‘
CRC(1/1690) Hatieys MEK AKT

MAPK mTOR

Fernadez-Cuesta et al. Clin Cancer Res 2015; Aguirre Clin Cancer Res 2019; Jonna at al. Clin Cancer Res 2019



NRG1 fusions in NSCLC

« NRGT1 fusions occur in around 0.3% of NSCLC.
«  Optimal detectionis by RNA based NGS.

— CD74 is the most common fusion partner.

« Typically, patients are never smokers. Frequently found in invasive mucinous
adenocarcinoma.

« Poorresponse to standard therapies for NSCLC (eNRGy1 Global Multicenter Registry)

Fusion Partners Activity of Systemic Treatment
ATP1B1
CADM1
DIP2B Platinum-Doublet-Based Taxane-Based Combined Chemotherapy and Single-Agent Targeted Therapy
F11R Unknown Response Chemotherapy Chemotherapy Immune Therapy Immunotherapy With Afatinib
FLYWCH1 (n =18/110)
ITGB1 16% Response rate, % 13 14 0 20 25
e CR, % (n/N) 0 (0/15) 0 (0/7) 0 (0/9) 0 (0/5) 0 (0/20)
CD74
MF/)%'LF(’:LC;;’ Other (n = 45/110) PR, % (n/N) 13 (2/15) 14 (1/7) 0 (0/9) 20 (1/5) 25 (5/20)
=16/110)
repvs ([ 1540 | 41% SD, % (n/N) 47 (7115) 14 (1/7) 44 (4/9) 20 (1/5) 15 (3/20)
. PD, % (/N) 40 (6/15) 71 (5/7) 56 (5/9) 60 (3/5) 60 (12/20)
VAPB Median PFS 5.8 months 4.0 months 3.3 months 3.6 months 2.8 months
(95% Cl), (2.2 10 9.8), (0.8 t0 5.3), (1.4 10 6.3), (0.9 to undefined), (1.9 10 4.3),
( FG;"::()) range 0.7-12.1 0.85.5 1.4-15.2 0.9-11.2 0.3-253
n=

3% spca
(n = 6/1 10)
5%

Drilon et al. J Clin Oncol 2021



NRG1 fusions in NSCLC: Therapies in Development

Zenocutuzumab Bispecific HER2/HER3

(eNRGy) antibody I/11 ORR 78 37.2% NCT02912949
Seribantumab* Anti-HER3 monoclonal
(CRESTONE) antibody [l ORR 18 39% NCT04383210

*Development on hold

Schram et al. ESMO 2023; Patil et al. AACR 2023

https://inv estors.elevationoncology .com/2023-01-06-Elev ation-Oncology -Announces-Pipeline-Prioritization,-Realignment-of -Resources-
to-Adv ance-EO-3021-and-CEO-Transition



Zenocutuzumab Activity in NRG1+ NSCLC

Best percentage change

100
ORR
(RECIST v1.1 per investigator assessment)
37.2% (95% Cl: 26.5 - 48.9; 29/78%)
7 Clinical Benefit Rate
X 61.5% (95% Cl: 49.8 - 72.3)
0 TmT.lL‘; ~ T : F ‘ T ‘ T TS
" HL IH l
-50 : i
-100

Best Overall Response
m PR
I sD
H PD

T = treatment ongoing
A = prior afatinib

B i T g A 5

|

Schram et al. ESMO 2023

Response probability

1.0

0.9+

0.8+

0.7

0.6

0.5+

0.4

0.3

0.2

0.1

0.0+

Median DOR
14.9 months (95% CI: 7.4-20.4)

6-month rate: 81% (95% Cl: 60-92)
12-month rate: 57% (95% Cl: 34-75)

0

Number of patients at nsk

29

27

25

19

15



Safety Profile of Zenocutuzumab

Related TEAEs TEAEs Irrespective of Causality
(210% patients and all Grade 3-4) (210% patients and all Grade 3-4)
n (%) n (%)
All grades Grades 3-4 All grades Grades 3-4
21 TEAE 115 (61) 11 (6) 166 (88) 66 (35)
Diarrhea 33 (17) 3(2) 53 (28) 4(2)
Infusion-related reactions® 23 (12) 0 23 (12) 0 . N=189
Fatigue 18 (10) 0 30 (16) 4(2) .
T 16 (8) 2(1) 30 (16) 32 * Low incidence of grade 3
Vomiting 11 (6) 101) 21 (11) 1(1) or 4 TRAEs
Anemia 7(4) 1(1) 29 (15) 7(4) * No patient discontinued
Constipation 5(3) 0 24 (13) 0 treatment due to TRAEs
ALT increased 5(3) 1(1) 18 (10) 5(3) » |nfusion-related reactions
AST increased 5(3) 2(1) 14 (7) 5@3) in 12% (no grade 23
Decreased appetite 5(3) 1(1) 16 (8) 2(1) events)
Abdominal pain 3(2) 1(1) 21 (11) 4(2)
Dyspnea 2(1) 0 24 (13) 6 (3)
GGT increased 2(1) 1(1) 13 (6) 6 (3)
Platelet count decreased 2(1) 1(1) 4(2) 1(1)
Hyperuricemia 2(1) 1(1) 3(2 1(1)
Bacteremia 1(1) 1(1) 2(1) 2(1)
Hypertransaminasemia 1(1) 1(1) 1(1) 1(1)

Schram et al. ESMO 2023
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Maximum Change in Target Lesion Size (%)

NTRK fusion-positive NSCLC

Larotrectinib (N=20)

ORR: 73%
DOR: 33.9 mo (5.6-33.9)

mPFS: 3

PD

5.4 mo (5.3-35.4)

3 (20)
1(7)

2(13)
0

2 (25)
1(13)

1(13)
0

W With CNS metastases
W Without CNS metastases

Drilon et al. JCO Precis Oncol 2022; Cho et al. ASCO 2023

Best improvement from

100 -
75 A
50 -
251

0+
-25

baseline in SLD (%)

=50 -

-75

-100

Entrectinib (N=31)

ORR: 64.5%
DOR: 27.1 mo (14.8-29.4)

mPFS: 20.8 mo (13.8-30.4)

Individual pts
* With baseline CNS metastases M CR/PR (n=20) = SD (n=4) ®m PD (n=1) ®NE/ND (n=2)



Maximum change from baseline

in tumor size (%)
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Clinical Activity of Next-generation TRK Inhibitors in
TRK TKI-Pretreated Solid tumors

Repotrectinib

Il NSCLC Il Glioblastoma Sarcoma, Soft Tissue
Pancreatic Cancer W Colorectal Cancer Salivary Gland Cancer

B Unknown Primary Cancer I Neuroendocrine Tumor [l Peripheral Nerve Sheath Tumor

M Cholangiocarcionma Il Thyroid Cancer [l Breast Cancer

cORR," % (95% CI) [n = 48]: 50 (35-65)
CR,n (%): 0
PR, n (%): 24 (50)

CBR,"? % (95% Cl): 75 (60-86)

Median time to response, mo (range): 1.9 (1.7-3.7) 4 #

# = treatment ongoing

Solomon ESMO 2023; Hyman AACR 2019

Maximum change in tumor size (%)

Selitrectinib

100 -

2388

83888885,

7 patients were non-evaluable.
*Patients with responses at or close to 0%. # SPP population.
1 SPP patient with an SF kinase mutation had PD is not included

Resistance mechanism:
B SF

GK

xDFG

Bypass

None




Select Next-generation TRK Inhibitors

Selitrectinib Selective TRK inhibitor I/1l NCT03215511
Repotrectinib TRK and ROS1 inhibitor I/l NCT03093116

NCT04094610
Taletrectinib TRK and ROS1 inhibitor I/1l NCT02675491

NCT04617054
SIM1803-1A TRK and ROS1 inhibitor I NCT04671849
PBI-200 Selective TRK inhibitor I/1l NCT04901806
TY-2136b TRK, ROS1, ALK inhibitor I NCTO05769075

Harada and Drilon Cancer Genet 2022; Clinicaltrials.gov



Conclusions

* Molecular profiling should be performed comprehensively to
identify rare but crucial alterations.

* The treatment landscape for driver-positive NSCLC is
continually evolving, with the active development of novel
therapeutics.

* Inthe future, it's anticipated that these therapies will be
increasingly included in earlier stages of the disease.
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