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Surgery is still the intervention most likely to cure lung cancer
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CT RECIST vs. MPR and prediction of OS after neoadjuvant

chemotherapy in resectable NSCLC
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2019 ASCO



2022 Targeted Therapies
of Lung Cancer Meeting

[ASLC

FEBRUARY 22+26, 2022 | WORLDWIDE VIRTUAL EVENT

Neoadjuvant nivolumab is feasible, safe and active in operable NSCLC ‘
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Major pathologic response In
primary efficacy population (n=144)
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PES at 24 months

Donm-staging rate,
complete resection rote,
ORR, safety, TTP, OS at 3
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Neoadjuvant Chemo-Immunotherapy
NADIM: Study Design & Endpoints
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46 patients with clinical stage
A enrolled, 74% N2
including 54% multi-station N2

30% of pts had =G3 toxicity,
no delays to surgery due to
toxicity

. };!:ﬂi: 41 of 46 patients
RO resection®.

37/486 (80%) downstaged at
resection.

24 month PFS = 77% (59.9-
87.7)

749%\34/46) had MPR and
57% J26/46) pts had pCR

see el

2 otz electied not 10 have surgecy. 3 otz had peocressive doease



Efficacy of neoadjuvant immune checkpoint inhibitors (ICls) with
or without chemotherapy (CT)
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CheckMate 816 study design?®
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Primary endpoint: pCR? rate with neoadjuvant NIVO + chemo vs chemo

pCR rate (%)
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OR » 13.94 (99% CI, 3.49-55.75)
P < 0.0001
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CheckMate 816 Summary—Neoadjuvant Nivolumab

Plus Chemotherapy vs Chemotherapy for Resectable NSCLC

* CheckMate 816 showed a statistically significant improvement
in the primary endpoint of pCR (OR = 13.94 {99% (I, 3.49=55.75]; P <.0001),
and benefit was consistent across disease stages, histologies, TMB, and PD-L1 expression levels
- MPR and ORR were also mproved

= The study reportedly also now positive for EFS

* The addition of necadjuvant nivolumab to chemotherapy maintained a tolerable safety profile and did not
impede the feasibility of surgery

* In an exploratory subset analysis, ctDNA clearance was more frequent with nivolumab plus chemotherapy vs
chemotherapy alone and appeared to be associated with pCR

* CheckMate 816 is the first phase Il study to show the benefit of necadjuvant immunotherapy plus
chemotherapy combination for resectable NSCLC
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Chachvale 516 neosiuvant NIVD « chemo I teseciabie NICLE: EFS by pathological regrention

EFS by pCR status® (primary tumor) in the path-evaluable patient population
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« EFS was also improved in patients with MPR® in the primary tumor compared with those without; HR (95% Cl) was

0.26 (0.14-0.50) for NIVO + chemo and 0,48 (0.22-1.05) for chemo, respectively
Mirdrmum foliow-up: 21 moothn, medun follow -up: 29,9 months.
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Study design

Experimental arm

r up
SURGERY
IS yoors)
NSCLC r
Locally advanced
Pﬁﬂioﬁy retectacle within -4
sw WA S AR . Sy 2
.'r “W‘l . Cylw 3 N
ECFRUALK exciuded R
J vt l |
Packtaal 200 mpim2 20 Obsarvation Follow up \
— s CabopsnALCS [T SURGERY e Quw S bosnd
v Qmw & monthy! I 2t bt
(3 Cycles) : )
learalatonul research N M
e . . . .

S = .

Alter Afver Alter At 3rd & &th AL progresson
Baselrw Cycles 182 (Cydle 3 SUIQery moeth
. -
NAIOM 4 NCTOM R TS b 8 rervibonmeiedd Sfewd 7 CPom lef Mulla viTe 10y Venaiong Weokatuls » CRenncther sy W (T ey o tecelhnedt st twed Lr potanmially sous tabde N L
' e e Mariano Provencie MD, PhD. ——
2022 “co FASC (\?; Howgs b @ Puerig de e Ve labonde Mak sl AN . b ot il wee Asc — - —

O beate b AV L P e weat e s
ASNNUAL MIEETING SPead L Caims LAng i CnDm N0l COmGMINE Camcin



Primary endpoint - pCR

pCR’ rate with neoadjuvant NIVO + CT vs CT in the ITT population
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Secondary endpoints - MPR

MPR" rate with neocadjuvant NIVO + CT vs CT in the ITT population
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m Secondary endpoints — Predictive biomarkers

Predictive biomarkers of response (pCR)" to neoadjuvant NIVO + CT (ITT population)”

« Patients who achieved pCR had higher PD-L1 expression than patients who did not

«  pCR rate raised across increasing categornies of PD-L1 TPS

¢ Predictive value of PO-L1 TPS for pCR was AUDC 0.728 (95% C1 058087, p = 0.001)

« ORfor pCR in the PO-L1 posative group (21%) 16.0 (95% C1 1.86-137.61; p = 0.007)
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NIVOLUMAB + CHEMOTHERAPY vs CHEMOTHERAPY AS
NEOADJUVANT TREATMENT FOR RESECTABLE I1IA-B NSCLC

Progression-free survival and overall survival results from the phase 2
NADIM Il trial

Dr. Mariano Provencio

Hospital Universitario Puerta de Hierro-Majadahonda, Madrid
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SECONDARY ENDPOINTS - Overall survival
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SECONDARY ENDPOINTS - Progression-free survival
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ADJUVANT IMMUNOTHERAPY IN NSCLC
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IMpower010: Overall survival interim analysis
of a phase lll study of atezolizumab vs best
supportive care in resected NSCLC

' Nasser Altork: * Enc Valheres.® Ihor O. Vynnychenko * Andrey Akopov.,®
Alex Martinez-Marti." Antonio Chella.® Igor Bondarenko,” Shunichi Sugawara.® Yun Fan.*®

Hirotsugu Kenmotsu, ' Yuh-Min Chen,'' Yu Deng.'* Meilin Huang, '* Virgimia McNally, '~
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IMpower010: Phase Ill randomised trial of
atezolizumab vs BSC in early-stage NSCLC
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« OS biomarker analyses
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Recap of DFS and OS data from the DFS |A1.2

(data cutoff: 21 Jan 21, median follow-up: 32 months)

DFS: PD-L1TC 21% DFS: All-randomised DFS: ITT (randomised
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Results of OS |IA: PD-L1 TC 21%?2 (stage II-llIA)

(data cutoff: 18 Apr ‘22, median follow-up: 46 months)
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Results of OS |A: other primary populations
(data cutoff: 18 Apr ‘22, median follow-up: 45 months)

All randomised nr
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PEARLSKEYNOTE-091 Study Design
Randomized, Triple-Bind, Phase 3 Tnal
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DFS, Overall Population
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DFS, PD-L1 TPS 250% Population

HR 0.82 (95% CI, 0.57-1.18)
P=0.14
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DFS in Key Subgroups, Overall Populatlon
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Summary and Conclusions

* Pembrolizumab provided statistically significant, clinically meaningful DFS improvement versus placebo in the
overal population

Median DFS of 53.6 months with pembrolizumad vs 42.0 months with placebe (HR, 0.76)

Generaly consistent DFS benefit n participants with PD-L1 TPS <1%, 1.49%, and 250%

» O8S data are immature

DFS in the PD-L1-defined populabcns and OS will be lested at future analyses according 0 the analys:s plan

* Pembrolizumab safely profile as expecled

* Data suggest pembrolizumab has the potential to be a new adjuvant treatment option for patients with
stage IB (T 24 cm) to lIIA NSCLC following complete resection and adjuvant chemotherapy when
recommended, regardless of PD-L1 expression

ESMO VIRTUAL PLENARY



ctDNA Minimal Residual Disease in Localized Lung Cancer
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Residual ctDNA after completion of therapy is associated i
with an extremely high risk of recurrence

Chauvdhut: ot al. Cancer Discovery 2017



IMpower010 ctDNA MRD Analysis
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' Benefit of consolidation immunotherapy is strongest in ctDNA-positive patients

Zhou &t al. ESMO Iimmuno-Oncology 2021



ALLIANCE FOR CLINICAL TRIALS IN ONCOLOGY

ALLIANCE A081801
INTEGRATION OF IMMUNOTHERAPY INTO ADJUVANT THERAPY
FOR RESECTED NSCLC: ALCHEMIST CHEMO-IO
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IASLC 2022 Targeted Theraples
2 of Lung Cancer Meeting

FEBRUARY 22:26. 2022 | WORLOWIDE VIRTUAL EVENT

Pre-operative vs. Postoperative |0: General considerations

« Both have the disadvantage that you are treating a lot of people who may

be cured by surgery alone with expensive drugs for a long time
* No robust biomarkers for relapse or benefit from IO

« Postoperative:
* No delay or potential interference with the most effective regimen (surgery)
« Longest experience, more accurate staging
« Patients/surgeons don't like to delay surgery

* Preoperative:
« Ability to assess antitumor efficacy of the intervention, — may not need postoperative |0 if pCR
« Early systemic therapy
* Intact nodal drainage and tumor might be a benefit for immunity/lO therapy
« Access lo pre- and post biospecimens for research

David Carbone, Ohio State University



Metastatic NSCLC with no actionable
genes



First Line Lung Cancer Therapy with no actionable genes

NSQCC:

Carboplatin/Pemetrexed/Pembrolizumab
Carboplatin/Paclitaxel/Bevacizumab/Atezolizumab

SQCC:

Carboplatin/Paclitaxel or nab-paclitaxel/Pembrolizumab

NSQCC and SQCC:

Cemiplimab/Chemotherapy

10 single Agent (NSQCC OR SQCC)

Pembrolizumab
Atezolizumab
Cemiplimab

Immunotherapy combinations:

Ipilimumab and Nivolumab
Ipilimumab and Nivolumab plus 2 cycles of chemotherapy

[Keynote 189]
[IMPOWER 150]

[Keynote 407]

[Empower Lung-3]

[Keynote 024 and 042]
[IMPOWER 110]
[Empower Lung-1]

[Checkmate 227]
[Checkmate 9LA]



ORR slightly in favor of combination

KN 24 KN 42 IMPW 10 KN 407 KN 189
TC3/IC3
(TPS > (TPS > (>50% (TPS > (TPS > 50%)
50%) 50%) and 50%)
>10%)

ORR 45% 39.5% 30.7% 60.3% 61.4%
DOR Nr (1.8-20.6 20.2 m Nr (1.8- 7.7 m (all 11.2 m (all

m) 29.3m) patients) patients)

Reck M, NEJM 2016, Mok T et al, Lancet 2019, Paz Ares, NEJM 2018, Ghandi, NEJM 2018




Adverse Events

KN-24 KN-189 KN-407
Pembro CT Pembro CT Pembro CT Pembro CT
+CT + CT
All TRAE (%) 62.7% 89.9% 76.6% 90.0% 99.8% 99.0% 98.2% 97.9%
Grade 3-5 17.8% 41% 31.2% 53.3% 67.2% 65.0% 69.8% 68.2%
TRAE (%)
Discontinuation 9% 9.4% 13.6% 10.7% 27.7% 14.9% 23.4% 11.8%
rate (any) (%)
Led to death 0.2% 0% 1.3% 2.0% 6.7% 5.9% 8.3% 6.4%




2022ASCO

ANNUAL MEETING

Outcomes of anti-PD-(L)1 therapy with or without
chemotherapy (chemo) for first-line (1L) treatment of
advanced non-small cell lung cancer (NSCLC) with PD-
L1 score 250%: FDA Pooled Analysis

Otadimep Aknboro’. Jonathon Valleso', Enca Nakapma' Yl Ren', Patav Meshra-Kalyare' Enn Laruns’, Paz Vellanis', Nicole Dvezner’
Mathueu Luckson' Shengbut Tang', Martha Donoghue' < Rchard Pazcur ' Juba A Beaver' < Hampeeetl Singh's

'‘Cenler for Drug Evaluation and Research, US Food and Drug Adminisirabion

“Oncology Center of Exceflence U S Food and Dnuag Adminstration
) 3

Oladimeji Akinboro, MD, MPH

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Clinical trials of first-line Chemo-lO and 10
regimens included in FDA pooled analysis

Chemo-0 Trials 10-only Trials
Trial Investigational Regimen Tral investigational Regmen

KEYNOTE-021" Pembrolizumab + Chemo** CheckMate 026 Nivolumab**
KEYNOTE-189 Pembrolizumab + Chemo** KEYNOTE-024 Pembrolizumab*™
KEYNOTE-407 Pembrolizumab + Chamo™ KEYNOTE-042 Pembrolizumab™
Mpower 150 Atezolizumab + Bevaczumab + Chemo™™ | IMpower110 Atezolizumab™

IMpower130 Atezolizumab + Chemo** CheckMate 227 Nivolumab + Ipilimumab*™*

CheckMate-9LA  Nivolumab + ipilimumab + Chemo** EMPOWER-Lung1 Cemiplimab™

ADrevaicons CRamOod0=0iatnum-Daaed SOUDIM ChRamOiNet DY Imunctherapy  1O0smmrunctherapy
*Cohon G

" Cortrol arms. Platnum. Dased 00Ut Chemother sy

" Control arm i IMpower 120 Devacoumab plus platnum-based doubiet chemotherapy

2022 ASCO Continag Adess A3, MY e . ASCUD

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Exploratory OS, PFS, and ORR: NSCLC PD-L1 250%

Chemo-10 10-alone
(N=455) 7 (N=1,298)

0S
Median, months (95% ClI) 25.0(19.0, NE) 209 (185, 23.1)
HR (95% CI) 0.82 (062, 1.08)
PFS
Median, months (95% CI) 9684 11.1) 7.1(6.3,.83)
HR (95% CI) 0.69 (0.55, 0.87)
ORR
% (95% CI) 61 (56, 66) 43 (41, 46)
Odds ratio 1.2(1.1,.1.3)

Aot wwatorn Chemo Foeplatrars-taved foutss chwoBwragy phaa rvuncofer gy Ciscorfderce rderva R Aarerom rade TDverrsuroPe gy Memgeoe NSO L »mor emab-ovl wry
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2022ASCO ining bk, A5, A e~ D %0
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IASLC ((( ’))> PN R WCic2020.1ASLC.com | #WCLC20
" ' on Lung Cancer Singapore

CONQUERING THORACIC CANCERS WORLDWIDE

STK11/LKB1, KRAS mutations and immune-
related adverse events as predictors of
response to immunotherapy in lung cancer

Luis E. Raez, MD™; Richie Uba, PharmD=2:3; Aaron North, PharmD?23;
Katerine Dumais, PharmD, MPH?'; Herman W. Powery Il, PharmD, BCOPT;
Gelenis Domingo, MD?; Brian Hunis, MD?; Paola Izquierdo, ARNPT;
Frank Gentile, PharmD, BCOP'

"Memorial Cancer Institute, Pembroke Pines, FL; 2Florida A&M University, Davie, FL;
SMemorial Regional Hospital, Hollywood, FL

Luis Raez, Memorial Cancer Institute, USA JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT



IASIC ((( ;?Q )) ‘2020 World Conference wcic2020.1ASLC.com | #WCLC20
on Lung Cancer Slngapore CONQUERING .THORACIC CANCERS WORLDWIDE

Results: PFS and OS by STK11 Status

=—STK11 mut —STK11 wt =—STK11 mut —STK11 wt

100 - 100 -

80 - 80 -
g 60 - ;\;; 60 -
w (72)
o 40 - O 40 - _|_|
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0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42 48
Months Months

STK11 wt STK11 mut HR (95% C) STK11 wt STK11 mut HR (95% Cl)

n =96 n =31 n =96 n =31
mPFS 6.3m 5.6m 1.35(0.76-2.1) 0.35 mOS 12.1m 8.6m 1.7 (1.0-3.6) 0.03
- () 0, - =
12-m PFS 45% 43% 0.85 12-m 739% 5504 : 0.03

OS

Luis Raez, Memorial Cancer Institute, USA JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT



Favorable survival with co-mutation of STK11 and KRAS
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Mechanisms of resistance to checkpoint
inhibitors

1) Changes in tumor neocantigen

presentation } A v
Ricciut)

2) Alterations in oncogenic et al,

signaling pathways

3 and 4) Changes in tumor

mmune micrognvironment Paulus et al.
including decreased anti-tumor

. . . . Zhao et al
nflammation and increase in
protumorigenc inflammation

5) Dependence on alternate
mmune checkpoints

Mu-Usakovan of ol Future Oncol 2001

2022 Asco m ) et 1 B o vt &8s pagaty ¥ P Asco e

: pl Detocah Dorosbow, MO PRD S beeee by AV 4 Pe e et S sl o cLCar X
ANNUAL MITTING Lang € . - LW et COMBMMNE Camcin

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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ANNUAL MEETING

Overall survival from a phase Il randomized study of
ramucirumab plus pembrolizumab versus standard of care for
advanced non-small cell lung cancer previously treated with
immunotherapy—Lung-MAP non-matched sub-study S1800A

Karen L. Reckamp, M.D.', Mary W. Redman, PhD?, Konstantin H. Dragnev, M.D.?, Liza Vilaruz, M.D %,
Bryan Faller, MD*; Tareq Al Baghdadi, MD®, Susan Hines, MD’, Lu Qian, M.S.?, Katherine Minichiello,
M.S< David R. Gandara, M.D.*, Karen Kelly, MD*, Roy S. Herbst, M.D., Ph.D.*

Codan-Sinn Medck Cemer, Los AnQeies CA. “SWOG Shatatcs and Data Management Condex & Fred Mutthermson Cancer Research Conler. Sealte, WA
Varimouth-Michoock Nos Cotion Cancat Canfiat, Labanon, NHMAJance for Chncal Trials s Cancer. ‘Usiversty of Pitsburgh Mecical Cender (UPNC) Miman
Cancer Cortier, "VMissoun Bapist Medcal Center, 32 Lous MOMNeartiand NCORP. "THA Mematoiogy Oncology Consuitants Ann ArbonWichigan CRC NCORP
NOovant Health Cancer Insttute - Mount Ay Southeast Cincal Oncology Research Comsartium NCORP L "UC Davs Comprehensve Cancer Cener
Sacramento, CA. "Yale University New Haven, CT




Overall survival

Median OS for RP 14.5
months v. SOC 11.6 months

HR= 0.69: SLR p-value 0.05

Standard of care therapy received.

+ | Docetaxsl + Ramucirumab (n = 45) |
Docetad (n = 3)

« Gemcitabine (n= 12)
Pemetrexad (n= 1)
No treaiment (n = 6)

2022 ASCO Lo  MLUNG-MAP  tvmpemmsesmee . ASCO
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