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Small Cell Lung Cancer
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Timeline of SCLC
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SCLC Survival By TNM Stage

Cumulative survival
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Somatic Genomic Alterations in SCLC
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Germline Ger}omic Alteration:s n SCLC
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SCLC Subtypes Predicting Survival and Treatment Resistance
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FEGFR Transformation to SCLC
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Recent Timeline of Approvals for SCLC
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First-Line Treatments for ES-SCLC

T NEW ENGLAND JOURNMNAL ¢f MEDICINE
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OS and PES Atezolizumab + Chemotherapy
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OS and PES Durvalumab + Chemotherapy
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e

SKYSCRAPER-02: Randomized, double-blind, placebo-controlled study of tiragolumab +
atezolizumab + chemotherapy in patients with untreated ES-SCLC

PFS and OS: Full Analysis Set
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Primary analysis from the phase 2 stud%/ of continuous talazoparib (TALA) tplus
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Sintilimab plus anlotinib as second or further-line therapy for
small cell lung cancer: An objective performance trial
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Therapeutic Targets of Interest for SCLC

» Programmed death 1 (PD-1)

» Programmed death ligand 1 (PD-L1)

= Cytotoxic T-lymphocyte-associated antigen 4 (CTLA-4)

=  Polly(ADP-ribose) polymerase (PARP)

= Protein phosphatase 2 (PP2A)

CITY OF HOPE Advances in Small Cell Lung Cancer and Mesothelioma
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Potential Therapeutic Targets for SCLC

CITY OF HOPE
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PP2A asa Therapeutic Target in SCLC
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DEPARTMENT OF MEDICAL ONCOLOGY AND THERAPEUTICS RESEARCH
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Schema and Objectives

= Primary Objectives:

Phase | =  Determine recommended phase Il dose (RP2D) of
e the combination using DLT during the first cycle as
- assessed by CTCAE version 5.0
Mo p:nl:itnt 1/3 pa'ti:ents /3 or 3..; P.atlenul = Secondary Objectives:
hasa DT have a DLT have a DLT =  QObjective response rate (ORR) by RECIST v1.1

=  Duration of overall response by RECIST v1.1
=  Safety and Adverse events by assessed by CTCAE

Stop escalating

Dnast I:Telr::ﬂ Dq:‘s; Le:.:et: Pn:ul;-:frll;lt: :m version 5.0
patien patients - . . .
=  Progression-free survival (PFS) as defined by
RECIST v1.1

= Qverall survival, which is defined as the time from
the date of study enrollment to the date of death
from any cause. For patients who are still alive as
of the data cutoff date, OS time will be censored
on the date of the patient’s last contact (last
contact for patients in post discontinuation is last
known alive date in mortality status).

2/6 ar more

1/6 patient ha
a DLT
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Opening soon at COH

 CANCER
RESEARCH Climcal Study Protocol
.| CONSORTIUM BTCRC-LUNIT-127

A Phase UL Study of Nivolumab, Iphimumab and Plinabalin in Patents with Recurrent Small Cell Lung
Cancer: Big Ten Cancer Research Consortiem BTCRC-LUNIT-127

sponsor Investigator
Salma Jabhbour, MDD
Rutgers Cancer Institute of New Jersey

Co-Investigator
Jyvon Malhotra, MD. MPH
City of Hope
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Qutcomes

= Primary Outcome Measures:

=  Phase |: Maximum Tolerated Dose (MTD)
= Establish MTD of plinabulin in combination with nivolumab and ipilimumab for patients with recurrent SCLC
=  Phase II: Progression-Free Survival (PFS)

= Determine if the addition of plinabulin (at the 30 mg/m2 dose) to double checkpoint inhibition (PD-1 and CTLA-4) for
recurrent SCLC will improve PFS (the time from treatment assignment to the date of the first documented tumor
progression, or death due to any cause, whichever occurred first).

= Secondary Outcome Measures:
= Assess Adverse Events
= Assess immune-related adverse events (irAEs)
=  Proportion of subjects with a confirmed objective response
= C(Clinical Benefit Rate
=  6-Month Progression-Free Survival
= 1-year Overall Survival
= QOverall Survival

CITY OF HOPE Advances in Small Cell Lung Cancer and Mesothelioma 23



Ongoing Targeted Therapy Clinical Trials in SCLC

CITY OF HOPE

Agent Target Trial Phase  Clinical Trial D45 )
Mavitoclax (ABET-263) BCL-2, BCL-xl, BCL-W I, o HCTO3 366103
APG-1352 BCL-2, BCL-x, BOCL-W I HCTORD03 11, HCTOAI&ETI 12
ABBY-0T 5 BET | HCTOT 191480
Lurbinectedin (FMO1183)  CGench promoter sequences. 1l W T 5855
Prexaserti (SRATIT) CHE1 k| HCTOZFI5980
Eova-T LL3 m HCTO354 3358
MG 757 DLL] | HCTO3 319940
AMG 119 DL | NLTOY 3064
BMWE-28601 2 FuoGM1 I, N MNCTOZE24734%, HCTOZET 55592
Vistusertib mTORC1 /2 i, N HCTOR 366103
Claparib PARP I, H NCTOZ 446704, HCTOIOODGER, RCTOIT69962, MCTO3SI2BE0D,
HCTORSR 1270, HCTO2S 11795
Talazoparb PARF n HNCTOXEFITTY
Vieliparib PARF 1] HETO322 7016
Rucaparib PARF n RCTOX95E045
Miraparib PARP 1] HCTOIRI S
] NCTOIS5T6E084

BCL:3, B-0#ll lymphona 25 BCL.xl, B:cetl lynpPoma-dxisa birge, BET, Broemddomash afd &xtra-terminal domain] CHEL, dhChpoint kinase t; DLL3, dofta-1ike
ligand 3; FucGii, Garglioside fucotyd-Giii; mTORCT 2, mTOR Complex 1/2; PARF Poly (ADFribone) polymerase.
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Ongoing Immunotherapy Clinical Trials in SCLC
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Ongoing Chemotherapy Clinical Trials in SCLC
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Ongoing Lurbinectedin Clinical Trials in SCLC
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Mesothelioma
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Malignant Mesothelioma is an Aggressive Cancer with Poor Prognosis
T

.

= 3,000 new cases in US each year

= Majority of patient not candidates for surgery

= Staging and radiologic assessment difficult

= Pemetrexed plus cisplatin FDA approved, 2004

= Nivolumab plus ipilimumab FDA approved, 2020

= Median overall survival ~¥18 months

Kinder, Hassan, J Clin Oncol, 2018
Rusch et al., J Thorac Oncol, 2016
Vogelzang et al., J CIirZ@ncol, 2003
Baas et al., Lancet, 2021
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Timeline of Mesothelioma Treatment

Phase 1 trial of

PAD + cisplatin +
pemetrexed
Phase 2 trial of Phase 2a trial
tazemetostat of rucaparib

m 2015 2016 2017 2018 2019 2020 2021

'FDA approval of
I:ililrmmiab =
nivolumab
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Phase [II Study of Pemetrexed plus Cisplatin in MPM

—— pemetrexed + cisplatin (n = 226)
— cisplatin (n = 222)
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Increased overall survival in patients receiving
bevacizumab plus pemetrexed and cisplatin

icy: ITT Overall Survival (0OS) m

g median follow-up= 39.4 mo [11.0-83.0] ’Fcr
— Median Overall Survival: 16.07 mo, 95%Cl: [14.00-17.93]
— Median Overall Survival: 18.82 mo, 95%CI: [15.90-22.62]

Stratified HR=0.76; 95%C| [0.61-0.94]
p=0.0127

[ —CTIPERMCES] ——CT[ENbO5)+Binva -‘_"_‘—l—

L Ly 20 30 40 a0 =0

Ma. At rigk Time (months)
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DRIGINAL ARTICLE

First-line nivelumab plus ipilimumab versus chemotherapy in patients with

unresectable malignant pleural mesothelioma: 3-year outcomes from
CheckMate 743
5. Peters' , A. Scherpereel’, R. Cornelissen’, Y. Oulkhouir’, L. Gredllier’, M. A. Kaplan®, T. Talbot', 1. Monnet”, 5. Hiret”,

P. Baas™, A. K. Nowak'', N. Fujimote™, A. 5. Tsas'', A 5. Mansfield”, 5. Popat'™', X. ZThang"', N. Hu'", D. Balli"",
T, Spires™" & G. Zalcman™

Key Eligibility Critert NIVO 3 mg/kg Qaw +
« Unresectable pleural mesothelioma . IPE 1 mgg Qew Until disease
« Ho prior systemic therapy | (for up Lo I years) progression,
+ ECOG performance status 0-1 unacceptable toxicity
or for 2 years for

Stratified by: Cisplatin or carboplatin « immunotherapy am
histology (spitheliohd s non-epitheliold) T pemetrexed oiwe (6 cycles)

Primary Endpoint Secondary Endpoints

= 05 = ORR, DCR, and PF5 by BICR

= PD-L1° expression as a predictive biomarker
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Response Rate and OS
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Overall Survival by Histology

Epithelicid
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Patients and Family Members with Germline BAP1 Mutations
with Increased Risk for Mesothelioma and Other Cancers
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Frequently Mutated Genes in MPM

Tumor Suppressors

Under Investigation
BAP1, CDKN2A,

CDKNZ2B, CFAP45,
DDX3X, DDX51, LATS1,
LATS2, MTAP,
NF2, RYR2, SETD2,
TP53, TRAF7, ULK2

Oncogenes
SETDB1, SETDS5,
SF3B1

bold = mutation frequency >5%

. . lllei, Clin Cancer Res, 2003
CITY OF HOPE Advances in Small Cell Lung Cancer and Mesothelioma Bueno et al., NaEGenet, 2016

Hmeljak et al., Cancer Discov, 2018



EZHZ2 inhibitor tazemetostat in patients with relapsed or refractory, BAP1-inactivated
malignant pleural mesothelioma: a multicentre, open-label, phase 2 study

100+ Median overall survival 16 weeks (95% CI 29-61)
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Anetumab ravtansine versus vinorelbine in patients with relapsed, mesothelin-positive
malignant pleural mesothelioma (ARCS-M): a randomised, open-label phase 2 trial
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PEMbrolizumab plus lenvatinib in second and third line mahEgLnant pleural
MEsothelLiomA patients; a single arm phase Il study (PEMMELA)

Local Indeperoni
ORR Investigator " sodpomy _
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-Ell:l-j&;:llva response [95% Cl)-% &8 41-74) 42 {26-59)
Best overall response — n(%)
CR 0 0
PR 22 (58) 16 (42)
=D 16 (42) 22 (58)
FD 0 0
Objective response (only confirmed) 40 (24-57) 37 (22-54)

(95% C1) -%

Al evaluation, 13 patents still on treatment I
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Targets for Current and Future Approaches

Fhenotrpd Hisbdogic Suboypes Current and Future Spmerssl Appaosihes el of EpigenDmic L scaps

| [ichemotme Mutation Therageuts Targets
) Antibedy-dag conjupates BAP] EZHZ; FARP
imrrune checkpeing inhibition COWNZA pls
W .l:.:lr 3 [PD-1 &f PD-L] irkabitas) MEZ FAK: TAP-TEAD: mTOR and PI3K
Ferroptosis inducers AS51 Argirarse
Cebular ther gy
[CAR-T celi targeting mescthelin

Angiogeresis inhibdion
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Different Strategies Currently in Clinical Trial for
Therapy of Malignant Mesot

CITY OF HOPE

Adva

Izehoma

nces in Small Cell Lung Cancer and Mesothelioma

~,

. T

42



e

Ongoing and Completed Trials for MPM

e Dogeal s Elsaral pmana
phas
Clapand 3mSR TN Fras-11 et 1 Pl S
e (S s
U SEREFLE T IS SRR
Mol kil
i I
i imEa Sma iel Eaf ckiiea  Fiaeed owiii. v P
il il Y el
Aok
TEIE dppyLT0E Fham-1 Famay
i Lo P11 TR T T
sl
Ppidmwsxabk - kel prowm b LETA, T evhariorecs
pihvdEm R dpprr=s  Teoew bmprew,
ekl Perued fdvwry Topm ek
Lt L T
e
Aucchramay il el Fam Pl Heams Pharma
TEr Drighs e ST e T
RS LR REsark 1L
T o) T
Faobichoamit Feoedoaxas Fraa-| jEEAT T S i
SEEHTES EAbEEma g ek Shasy &
TERTRE oHHTTE RS Iebkng Comp., Tuas-
ald peme Firkes Canrm
i
Fwmbrk o Feckdiiamah Flamr § Al amria Farar
ra s L LR uwamy wd i
prErne’ raare L rwri o'
Povamry b

il L
Vvrzicy

e . Bavie Codlegw
ki it R

P el L
[A= S SRR
R AT
Do Cone.
[agaae Ther s
wingpingre Fhniorm .

Misxenad Zean
FFaEcag Cmray
Ry R
B Zyadeh

CITY OF HOPE

Advances in Small Cell Lung Cancer and Mesothelioma

43
Kulkarni, Gupta, Life Sciences, 2022



e

Molecular Targets and Repurposed Drugs in Development
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Summary

= Small Cell Lung Cancer
o Early diagnosis can lead to cure

o Extensive disease is still difficult to treat

* Immunotherapy has now become approved
* Second-line therapy has also advanced

o Novel therapies need to be tested more rapidly

= Mesothelioma
o Prognoses for patients diagnosed with mesothelioma remains poor
o Targeted approaches that take advantage of the mutational profile in mesothelioma have not come to fruition

o Frontline 10 therapy with ipilimumab plus nivolumab increased overall survival for patients with sarcomatoid
mesothelioma

o There is a need for more biomarker-drive trials in mesothelioma

CITY OF HOPE Advances in Small Cell Lung Cancer and Mesothelioma
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