LUNGMAP Turns 10

Our Partnerships, Achievements, and Lessons Learned

a [ dMAR is an umbrella master screening protocol whosesties operate as a
registration intent studies for both targeted, single agents and immunotherapy
combinations in patients with ifractory nonsmall cell lung cancer of all
histologiesb €

Roy S. Herbst MD, PhD P o i o
October 17, 2023 '
Lung Map PI Emeritus and Senior Advisor
Ensign Professor of Medicine ﬂﬂ LU NG_MAP X SWOG %QE/EECH

Professor of Pharmacology
Deputy Director, Yale Cancer Center
Assistant Dean for Translational research YaleNewHavenHealth Yale CANCER

Yale School of Medicine Smilow Cancer Hospital by Netna Carr it

Yale sCHOOL OF MEDICINE




Disclosures: Roy S. Herbst, MD, PhD

A Consulting: AstraZeneca; Bolt Biotherapeutics; Brigiggrs Squibb Candel
Therapeutics, Inc.; Checkpoint Therapeut€gbrexal herapeutics ;
DynamiCureéBiotechnology, LLeFFECTORherapeutics, Inc.; Eli Lilly and
Company; EMD Serono; Genentech; GiléaderCell Inc., ;iMab
Biopharma; Immun&®ncTherapeutics, Incilmmunocore Janssen; Johnson
and Johnsont.oxoOncology; Mirati TherapeuticttextCure Novartis; Ocean
Biomedical, Inc. ; Oncocyte CofpncternalTherapeutics; Pfizer, Regeneron
PharmaceuticaldRevelaBiotherapeutics, Inc; Ribbon Therapeutics; Roche;
Sanofi,WindMILTherapeuticsXencor Inc

A Research Support: AstraZeneca; Eli Lilly and Company; Genentech/Roche;
Merck and Company

A Board Member (norexecutive/ independent)immunocore Junshi
Pharmaceuticals



Plan for the Talk

1. The Birth of LUngAP

2. Top Ten: Partnerships, Achievements, and Lessons Learned

3. Pragmatic thoughts for the Future



Plan For the Talk

1. The Birth of LUngMAP




The Genesis of LUAAP

October 2011¢ Creativity Inspiration motivated by TCGA and Battle trials at the
SWOG Group Meeting

February 2012; NCI TMSC, FDA, Leading Academicians, Clinicians, Industry,
Government representatives

November 2012; Lung Master Protocol Trial Design Proposal hosted by Frienc
of Cancer Research

L-R: M. Redman, J. Abrams, V. Miller, A. Ashby,
V. Papadimitrakopoulou, D. Gandara, J. Woodcock, R. Herbst, J. Allen

March 2013¢ Development of the Lung Master Protocol

NCI: National Cancer Institute;

June 2014, LungMARP trial launched T G AThe Cance Genome Atas
4 . . . SPECIAL ARTICLE
APublicPrivate Partnerships SWOG IND Sponsor
APrimary Objective Consensus Report of a Joint NCI Thoracic Malignancies
AOverall survival of biomarkeselected patients treated with standard of care (SoC) versus t Steering Committee: FDA Workshop on Strategies for
experimental targeted therapy Integrating Biomarkers into Clinical Development of New
. i Therapies for Lung Cancer Leading to the Inception of
ADrugs and Biomarkers “Master Protocols” in Lung Cancer
A Steering Committee to evaluate each applicant o N P i e B
. ) , ‘S‘/l(//\unr:‘\l. i\!(f/l/x, :\\.ID. 'V.RI('/I(II‘(/ f"u:(/fu: :\l‘[), i Jeffirey S. .4'/‘7/'1‘1111.\'. MD,* .”;ll'/\ .4..57(‘/11.\/\’1, :‘\/D.,‘; .
AStudy Design e o Dansky Ulimenn, MD,» and Fed & Firsch MDPADA

A Phase I/l in patients with advanced squamous cell carcinoma as thestineed
A Foundation Medicine as the central lab for biomarker testing
A Targeted treatment based on biomarker results

(J Thorac Oncol. 2014:9: 1443—-1448)




Design of a Diseas&pecific Master Protocol

2012 Friends of Cancer Research / Brookings Institution
Conference on Clinical Cancer Research

FRIENDS

A Sy g

ISSUE BRIEF

Conference on Clinical
Cancer Research

November 2012

Design of a Disease-5Specific Master Protocol

Roy Herbst, Chief of Medical Oncology, Yale Cancer Center

Eric Rubin, Vice President, Clinical Research Oncology, Merck

Lisa LaVange, Director, Office of Biostatistics, CDER, FDA

Jeffrey Abrams, Associate Director, Cancer Therapy Evaluation Program, NCI
David Wholley, Director, The Biomarkers Consortium, PNIH

Earen Arscott, Patient Advocate, Lung Cancer Alliance

Shakuntala Malik, Medical Officer, FD A

Introduction

Deespite several impressive therapeutic advances in recent years, cancer remains the second-leading cause
of death in the United States, and effective new therapies are still desperately needed. Developing a
potential therapy from the initial discovery stage through climical testing and regulatory review is a
complicated, expensive, and often inefficient process that can take up to 135 years. Included among the
many challenges of dmg development are the difficulties in recimiting cancer patients to clinical trials, the
extensive bureancratic processes required to initiate any clinical trial and lengthy regulatory review.
Modernizing this process with innovative approaches and new clinical trial designs is of high importance.

FRIENDS

dened  http://www.focr.org/events/design-lung-cancer-master-protocol

RESEARCH



Advanced NSCLC as an Ideal Tumor Type for a Master Protocol

Genomically complex
Molecular Subtyping of Adenocarcinoma’

B KRAS mutation
B EGFR mutation
B ALK fusion

B ROST fusion

B RET fusion

B NTRK1 fusion

B BRAF mutation
m MET exon 14 mutation
B HER2 mutation
B PIK3CA mutation
HRAS mutation
B NRAS mutation
B AKT mutation

MAP3K1 mutation
B Unknown

Immunologically Well Suited
3 I

Ti/Tv frequency (%)~

Goals of the Lung MAP Master Protocol:

A Test new antcancer therapies in uncommenare genotypes of
NSCLC?

A Test new antcancer therapies in NSCLC patients refractory to
[@]

A Apply broadbased molecular screening (NGS) in the clinic

A Achieve an acceptable tuaround time for molecular testing
In the clinic (<2 weeks)

A Expedite the clinical trials process (through a pupligate
partnership)

A.NAy3 [dzy3d a!t (02 b/ ¢b O2YYdzy
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Al NBIlF an§ QOAbSYy OS¢ FTNRY [dzy3d alt I



The first open suistudies

Open June 2014

AstraZeneca?

Squamous only Patients with squamous cell
2d line lung cancer

SWOG
Genentech
El0ONCcOL0GY]
Tumor sample analyzed m——
Ao > 4"')4’\\
0

CCND1/2, FGFR amp, alle]y

PSR or CDK4 mutation or MET

mutation : :
mutation fusion

protein

/ \

Medi GDC Pablo AZD __|( Erlotinib
[CHEMC%[ 4736] [CHEMO][ 0032] [CHEMO][ CiCIib] [CHEMC%[ 4547] [Erlotlnlb] +Rilo

tumumab




Recognized by 21st Century Cures: Modernizing Clinical Trials

Recommendations to the committee:

w

w

Biomarkersincrease rate of per patient reimbursement to ,]’, ',J M"”“
support and incentivize studies that evaluate biomarkers @

DiagnosticsDevelop a framework of policies to govern 6~ P
advanced diagnostics =T “- Ll

PartnershipsExamine incentive structures and processes to
help establish more mulstakeholder partnerships to
accelerate the clinical trials process

ResourcesSustained funding for NIH and FDA and a
diminution of the constraints on education, travel and
paperwork that complicate the process
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2. Top Ten: Partnerships, Achievements, and Lessons Learned



@Mt takes a Village: Teamwork breeds success

Oversight Committee IEAI Dt
NCI, FDA, ex-Industry, Advocates, PI's (ex-officio), FNIH | STITUTE
m [supported by FNIH] — l,!“' Bristol Myers Squibb
NCTN, CTSU,
Y CTEP, oversight
Executive Operations Group
Roy Herbst, Vali Papadimitrakopoulou, co-
hai
S Genentech
BIO®NCOLOGY]|
Southwest
Oncology Group

A National Clinical Research Group

'l
L ]
Medimmune

‘ Working Groups ‘

SFNIH

Contracts, Fundraising,
Data Sharing, IP

Partner Science Focus Group ‘

‘ IND management ‘

Project Management ‘

‘ Clinical Project Management ‘

Drug and Biomarker

Selection Committee Sites 12,3..n 9 MERCI( m
; - CLOVISIONCOLOGY

Assay Company RFP,
selection

CflfmmunityBio



22 Evolve with the treatment landscape

Original Schema Revision Responding to Immunotherapy Approval

Biomarker Biomarker Biomarker-Driven Non-match
Profiling (NGS/CLIA) Non-Match Non- Sub-Studies Sub-Studies
Match [

Multiple Phase lI- lll Sub-studies with “Rolling Opening & Closure” Drug -

SingleArm | $1400B || S1400C || S1400D S$1400I
Biomarker A Biomarker B Biomarker C Biomarker D Phase I PI3K+ || CCGA+* || FGFR+ Checkpoint
J’ \L ‘L Naive

GDC-0032 Palbociclib AZD4547 BMN 673 ABBV-399
o BRI =

Nivolumab/ MEDI4736/
Primary Endpoint  Primary Endpoint  Primary Endpoint Primary Endpoint Ipilimumab Tremelimumab
PFS/0S PFS/OS PFS/0S PFS/0S vs.
Nivolumab

Squamous Only, SWOG, 2014

Current Schema _ , _
*New umbrella screening protocol (LUNGMAP) will allow the trial
to expand to include all NSCLC histologies and include more
patients.

#Qnly new sub-studies open to all NSCLC histologies.

I:l Actively Accruing
. In Development
. Completed

. Closed

Screening Protocols

Biomarker-Driven Non-match
Sub-Studies Sub-Studies
1 1 1 1
Completed Completed Completed Closed Completed Open Anticipated Anticipated  Anticipated Completed Completed Open Anticipated
12/12/16 09/01/16  10/31/16 11/25/14 06/20/18 Q42018 Q12019 Q12019 12/18/15 04/23/18 Q42018 F u I I
514008 $1400E $1900A% 519008* 51900C* S1400A 514001 51800A%
PI3K+ c-Met LOH/BRCA+ RET+ mut LKB1+ mut Checkpoint Checkpoint Checkpoint H
Naive Naive Refractory I nte rg ro u p
v v v v 7 v
Taselisib  palbociclib  AzZD4547 Rilotumumab Talazoparib Teliso-V Rucaparib LOX0-292  Talazoparib Dur Nivolumab+ Durvalumab+ Pembroli k
(GDC-0032) + (ABBV-399) + Avelumab Ipili b Tremeli b R irumab g Ove rn an Ce
Erlotinib vs. Nivolumab vs. SOC

vs. Erlotinib



Protocol Infrastructure

The structure of Lung-MAP has been improved with the expansion

= Standalone Protocols

= Set within a defined module (i.e. — Legacy, Biomarker-Driven, Non-Match) FIGleI!Ity of
= Equal governance between SWOG, Ecoag/Acrin, Alliance, NRG Des'Qn

LungMAP
Screening Protocol

\

I

- .=

Legacy S1400

$1400 A-E | S1400G |
S1400F | S14001 |
S1400K

Clinical Trial Component

*$1900" symbolizes sub-studies
that are all NSCLC histologies
and Biomarker Driven.

“S1800" symbolizes sub-studies
that are all NSCLC histologies,
non-match immunotherapies.

S1900A S1900 “X"
Biomarker Driven Future Biomarker
LOH/BRCApos driven

S1800A S1800 “X"
Non-Match 1D Future Mon-
'Relapsed/Refractory | | Match IO combo

My LUNG-MAP




current LUuneMAP

I:l Temporarily Closed

. In Development

. Completed/Closed

Schema 2022

Screening Protocols’

51400

Biomarker—Driven
Sub-Studies
| |
Closed/Completed Open Open Q12023 Q2 2023 DSC Approved Qs 2023
5$1900G 519001 519001 S1900K
EGFR resistant EGFR exon MET Previously
wi MET 20 insertion amplification treated
amplification MET Exon
1 I
l l skipping
otorasib Capmatinib + EGFR TKI EGFR-MET
0 MG 510) elpercatinih + Osimertinib + vs. bispecific
51900¢C Carboplatin + Pemetrexed p. o cirumab EGFRTKI + antibody
VS, MET TKI Vs.
Vs, anti-VEGFR2
arboplatin + Pemetrexed Capmatinib + MET TKI + anti-
P VEGFR2
Osimertinib

Non-match
Sub-Studies
Open DSC Approved DSC Approved

Closed/Completed

ICl Naive:
514

Refractory:
aF

d

N-803 +
Pembrolizumab
vs. So0C

51800E S51800F
Checkpoint

Refractory

Checkpoint
Refractory

anti-PD1 + anti- PR: anti-TIGIT +

VEGFR2 + anti-PD1 + VEGFR-TKI
Docetaxel vs.
SoC AR: anti-TIGIT +
anti-PD1 + VEGFR-TKI vs.
SoC

*LUNGMAP screening protocol (activated 1/28/19) allows all histologic types of NSCLC. 51400, the original screening/umbrella protocol included only
squamous lung cancer. S1400 accrued patients between 6/16/2014 and 1/28/2019. While $1400 is closed to accrual, patients enrolled to $1400 may

participate in sub-studies they are eligible for.
TRIAL POINTS OF INTEREST:

+  Each of sub-study operates independently of the others

*  Prescreening can be perfarmed while the patient is on any line of therapy for stage |V disease

+  Repeat or fresh biopsy necessary for tissue screening is paid by the trial

+  "Biomarker-driven sub-studies may progress to Phase lll if study meets endpoint and Phase lll is feasible, at which point the standard of care arm will be determined.



—— Current Lung-MAP Schema 2023

Temporarily Closed

- In Development

Non-match

Sub-5Studies

e e v

Open 02 2023 Q3 2023

03 2023 Open Open D&EC Approved
519001 519004 S1900kK S51800E
EGFR exon MET MET Exon Phase Il
20 insertion amplification 14 skipping l
l l anti-PD1 + anti-
Sotorasib EGER TKI Ii:_iFR_"?ﬁEr MET TKI Vs. l l CEELE IR
ispecific . Docetaxel vs.
(AMG 510) V5. anti MET TKI + anti- selpercatinib EGFR-TKI + MET-TKEI + DDESZ::E -
EGFR TKI + tibody VEGFR2 + Carboplatin anti-VEGFR2
anti-VEGFR2 + Pemetrexed Vs.

EGFR-TKI + MET-TKI

L acquired Resistance is defined as progression at least (2) 84 days from initiation of the most recent line of anti-P0-1/PD-L1 and best response of stable disease, partial response, or complete response.

2Primary Resistance is defined as progressicn less than (<) 84 days from initiation of the most recent line of anti-PD-1/PD-L1 or best response of progressive disease.
TRIAL POINTS OF INTEREST:

Each of sub-study operates independently of the others

Prescreening can be performed while the patient is on any line of therapy for stage IV disease
Repeat or frezh biopsy necessary for tissue screening is paid by the trial

*Bicmarker-driven sub-studies may progress to Phase 111 if study meets endpeoint and Phase 11l is feasible, at which point the standard of care arm will be determined.

M LUNG-MAP




Sub-study: S1900E

S1900E A Phase Il Study Of AMG 510 In Participants With Previously Treated Stage IV Or
Recurrent KRAS®?2¢ Mutated Non-squamous Non-small Cell Lung Cancer (ECOG-

ACRIN Lung-MAP Sub-study)

S1900E Substudy
Recurrent or metastatic
KRASS12C mutated non-
squamous NSCLC

Received at least one prior
systemic therapy
No uncontrolled brain

metastasis

Primary Endpoint

-  Objective response rate
Secondary Endpoints

- Duration of response

-  Progression free survival
- Overall survival

- Safety

KRASS612C/Tp53MUT
Target N=40

KRASS12C[STK11MUT

Target N=25

KRASS2¢/Other @
Target N=40

SCs: Padda, Gerber

Lead Group/Committee Chair:

ECOG/Brahmer

Study Champion Lead: Neal
Stats: Redman, Minichiello,

AMG 510/Sotorasib
960 mg QD

AMG 510/Sotorasib
960 mg QD

AMG 510/Sotorasib
960 mg QD

Treatment Period
until disease progression,

intolerance, or consent withdrawal

Clinic visits/labs every 3 weeks
Imaging every 6 weeks

%ther co-mutations (e.g., KEAP1, NFE2L2, CUL3), double or triple co-mutations (e.g., STK11/TP53, STK11/TP53/KEAP1), or no co-mutations

DC: Highleyman
PM: Beeler

End of Treatment

v

If Progression
Liquid biopsy to
determine resistance
mechanism



e Cohesive project management is crucial

A Neutral third-party purseholder, project manager, and
FRIENDS contractor is beneficial

of CANCER
RESEARCH

A Migration to a centralized IRB and introducing other
protocol efficiencies is crucial for lostgrm survival and
enrollment in the trial




Foundation for the National Institutes of Health

Established by Congress in

1990; began work in 1996 é FNI H

Foundation for the
National Institutes of Health

Stacey Adam, PhD

501(c)(3)

Key roles: establish and Non-governmental
manage research not-for-profit & independent
collaborations, serve as Board of Directors
neutral convener, fundraiser,
program entrepreneur More than 600

Jennifer Newsome projects supported

~120

Focus: advancing science activeresearch partnerships,
leveraging resources, fostering scientific education/training,
collaboration, defining ROI for conferences/events and
Tagwa EHussein stakeholders, presompetitive capital programs
efforts, public good

$1 Billion+

raised by the FNIH since 1996

Lung Map Trial
Approximately $100
Million to date

of funds directly
support programs

14 years

of outstanding
Charity Navigator ratings

]



#4

designs

A More than 30 formal drug selection
committee meetings since 2013
>40 drugs
>20 companies engaged in discussions
A Additional ad hoc meetings to discuss
pathways and targets
A Monthly internal drug selection committee
meetings started in 2017 managed by Beverly
Smolich from CCS Associates

S
Hossein Borghaei, DO, MS Shakun Saiama
Martin Edelman, MD Malik, MD Wagqar, MD,

MBBS, MSCI

Drug selection is critical with a choice of trial

Targets and combinations evaluated since 2013:

c-MET
EGFR
FGFR
PI13K
CDK4/6

PDL1

PARP

ERBB3
TKI

Glutaminase

KRAS (G12)
HDAC
PD1/CTLAA
PDL1/CTLA
EGFR/PR

c-MET, AXL

IL-2 (Prodrug)/PEL

TORC1/2ZCTx
RET

PARP/PDL

PDL1/TIM3 £ PARP
HDAC/PEL

IL-15/PD1
c-MET/EGFR/VEGFR
TIGIT/PEL/TKI
c-MET/VEGFR
EGFR/VEGFR
PD1/CTXVEGFR



Presscreening provides access to a large
number of patients

"5

~4,600 patients screened since 2014

As of 07/18/23 Total $1400 LUNGMAP| .p 2
[Screening Registrations 4972 1864 3108 \% syl

Screened at PD 2269 1127 1142 4

Pre-screened 2703 737 1966 £ TN
ISub-study Assignments 3153 1484 1669 K5 I T

Among Screened at PD 1941 996 945 o

Among Pre-screened 1086 414 672

Additional Assignments after PD

on a Sub-study 126 74 52
[Sub-study Registrations 1143 690 453 David Gandara. MD




Z50 Improved clinical trial diversity

LungMAP SWOG NSCLC (N=2,2: US NSCLC

(N=3,556) Population

1 3S x cp &SI N& 57.2% 46.3% * 69.8% *
Female 38.6% 47.2% * 46.0% *
Race: Black 8.2% 14.1% *
Race: Asian/Pacific Islander 2.8% 51% * 4.8% *
Race: Native American 0.5% 0.4% 0.5%
Ethnicity: Hispanic 2.4% 3.8% * 5.1% *
Rural residence 17.3% 14.4% * -8

Areas with highest social needs 42.2% 36.7% * --§
Medicaid/No Insurance (if age < 6¢ 27.6% 17.8% * =
years)

* Difference versus LURBIAP statistically significant (p<0.01)
8 No populationlevel data available for geographic/SES comparisons

Mary Redman, PhD

Vaidya R, Unger JM, Qian L, et al. Representativeness of Patients Enrolled in the Lung Cancer Master PreMAét)(Lung
JCO Precis Oncol. 2023;7:€2300218. doi:10.1200/P0.23.00218



Enrollment by Area Deprivation (Rural)

NSCLC Studies Accruals 1/1/2001 - 12/31/2020

LUNGMAP Accruals 1/1/2014 - 12/31/2020




A Translational medicine iIs our future

A SCl e ntlfl Cal Iy d rlve n CI | n | Cal trl al S ﬁ%ﬁ L U N G - M A P A Master Protocol to Evaluate Biomarker-Driven and Immune Therapies

in Previously Treated Non-Small Cell Lung Cancer

A Comprehensive NGS tissue screening le:
to assignment to biomarkedriven sub .,

é. U dZR é 2 NJ S y NK%J’FRLEKQWD%% .;9. ‘,}~ :. : ’. °. i !.:.‘.;'.‘).: o ® Active Community Sites ’ ...

study

A Represents a significant patient molecula} .
resource £2,700 screened patients;
>25,000 specimen$rom a realworld

B
%%

population £0% accrual from community . O D s

sites). ) R B AL RRGNY" oo
A Ongoing, multievel data analyses leadingl B | ke T

to translational medicine publications in & . P ow comuny

preparation

David Kozono MD, PhD Philip Mack, PhD



LungMAP Translational Medicine

\GU

cancers of previously treated patients

tion of #variants / patient

/81400: Largest NGS dataset of advansgda cell lung

Novel finding: mutual exclusivity of

KEAP 1IN
NFE2L2 | I

PARPA 11" 'l
1S1400 (n=1672) I TCGA (n=495)

N=1672

Kozono et al. WCLC 2020

/ Immuno-oncology biomarkers in S1400 sgudies \

0S KM by TMB at 10 and PDL1 pos/neg

Combination of higher tumor
mutational burden (TMB) and PD
L1 expression impacted survival It
outcomes in the S14001 randomizeck .
study of nivolumalx ipilimumab

4 06 08 10

cent Surviving

2 0
=

00 0

0 10 20 30 40 50
Month since randomization

Hirsch et al. WCLC 202y

-~

PARP4, KEAP1 & NFE2L2 alterations

"

Use of liquid biopsy data in LUNGMAP \

High tumor tissue PR,
> . .. CtDNA concordance & ”’Os,,,;;\
supports use of ‘, ‘9°° 108 "’r\._‘\
o | mutations found in [© [ ) e |
- . CtDNA for enrollment;as, | (2%) |
 onto LUNGMAP sub
R ' studies L 7

Mack et al. W(SLC ZOZy

Upcoming Highlights

A Composite Immune Checkpoint Inhibitor signature for
efficacy of ICI therapy in advanced squamous cell lung
cancer (Gandara et al.)

A ctDNA analyses in LIMAP substudies

A Addition of protein biomarkers to LUAGAP to

facilitate novel immuneoncology and antibodyrug

conjugate substudies

/




z2eM 1800A: Trial Met its Primary Endpoint: ASCO 2022

Journal of Clinical Oncology*

e i Phase Il Randomized Study of

Standar of Care In Advanced Non-SmalGel Ramucirumab and Pembrolizumab

imanaherapy LA STBOOR Versus Standard of Care in Advanced

SRS S R Y Non-Small-Cell Lung Cancer Previously
EE S Treated With Immunotherapy—Lung-

MAP S1800A

Konstantin H. Dragnev, MD




S1800A: A NeMatch SubkStudy of LUundviAP

APatients not eligible for a biomarker

matched substudy
ADesign: Randomized Phase Il
ASample size: 130 eligible

APrimary Endpoint: Overall survival

APrimary Analysis:
AAt 1-sided 10% level

ATesting based on better of standard {og

rank and weighted logank test

AUsed to better detect delayed effects

) LUNG-MAP

S1800A Schema—Randomized Phase Il trial

Stratified by 1) PD-L1 | Primary endpoint: OS5 |

expression, 2) histology. —
3 intent to receive Secondary endpoints:

ramucirumakb in standard HR-, DEH DoR, PF3,
of care am Toxicities

Investigator's Choice F’fe_.r_'_nhmlizl.!mab

Standard of Care 200 mg O o
docetaxel + ramucirumab; R(1:1) Up to 35 oyl

docetaxel; gemcitabine N= 130 Ramun:;irumab
pemetrexad (nonSCC anly) 10 ke CIAW

Key eligibility: 1) Previously received PD-1 or PD-L1 inhibitar therapy with PD at
least 84 days after initiation of ICI and platinum-based doublet therapy; 2) ECOG 0-1

NCT03971474 ncEEEes




Pﬁr agmatica

A real-world clinical trial for
patients whose non-small
cell lung cancer has returned
after immunotherapy

a2l Pragmatica

Breakthrough Designation Under Review

Working closely with FDA, NCI and NCTN partners on a Pragmatic trial

RichardPazdurMD Harpreet Singh, MD KarenReckampMD, MS Konstantin Dragnev, MD  Mary Redman, PhD

Ellen Sigal, PhD ShakurMalik, MD Yy : S Z. Z‘E v MERCK



Clinical Evidence Generation Continuum

Clinical Trial Data

(
Traditional
ClinicaliTrials

Prospective

Ability to Randomize

Systematic Assessment ang
Evaluation Frequency

Highly Monitored
Protocol Based Care

Strict Eligibility Criteria

il

-

~

J

f

-

Decentralized
and Hybrid

Prospective

Ability to Randomize

Systematic Assessment ang
Evaluation Frequency

Highly Monitored
Remote or Virtual arm

Strict Eligibility Criteria

{1

-

\_

Pragmatic

Prospective

Ability to Randomize

il

Pre-specified
Clinical Practice Assessmen
(Embedded)

Selective Monitoring

Broader Population Eligibilit

Real World Data

J

Traditional
Observational
Studies

Often Retrospective

l

Non-Interventional

Routine Clinical Assessmen

Unmonitored (not protocol
based); Routine Clinical Car

BroadestPopulation Eligibility

~

J
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everyone involved. Even after 48
visits for myopdivoinfusion!

Most Imﬁ/l rtantly, we are grateful ~Annie B.
LungMAP has helped man
patients and we Want to amp
our success so far b%/ openmg he
trial to more patients!

| am more confident than |
have been in a long time.
LungMAP gave me my life
back.~ Clifford C.




And We Have Helped Many Patients
Lung Map By the Numbers

Nearly 30 Public and Private Gollaborators and Supporters in Partnership since 2014

13 1 8

PARTNERING PRECISION MEDICINE SUPPORTING PATIENT ADVOCACY GROUPS ORGANIZATIONS, INCLUDING NCI AND

L N G M A P A Master Protocol to Evaluate Biomarker-Driven and Inmune Therapies
U - in Previously Treated Non-Small Cell Lung Cancer

900+

TRIAL SITES WITH PHYSICIANS
AND RESEARCHERS FROM
CUTTING-EDGE ACADEMIC AND
COMMUNITY TREATMENT CENTERS

~50%
ACCRUAL FROM COMMUNITY
BASED SITES

DIAGNOSTIC COMPANIES AND LEADING
PHARMACEUTICAL COMPANIES
15

INVESTIGATIONAL DRUGS OR
DRUG COMBINATIONS TESTED

16 Initiated | 14 Completed

SUB-STUDIES CONDUCTED

10

AGENTS AGAINST SPECIFIC TUMOR
MUTATIONS/GENETIC SIGNATURES
TESTED IN NSCLC

12

MONTH AVERAGE SUB-STUDY STAND UP
TIME FROM APPROVAL BY THE LUNG-MAP
DRUG SELECTION COMMITTEE TO ACTIVATION

22

MONTH AVERAGE TIME TO TARGET ACCRUAL
COMPLETION FOR ~80 PERSON STUDY, DRIVEN
BY BIOMARKER PREVALENCE

~4,250 | ~650 Per Year

PATIENTS SCREENED

~2,150

PATIENTS ELIGIBLE FOR A TREATMEN

IN A WELL-DESIGNED TRIAL

~1,000 | 150+ Per Year

PATIENTS TREATED WITH
CUTTING-EDGE THERAPIES

300+

ALTERED GENES INTERROGATED
IN EACH PATIENT'S TUMOR

24%

UNDERSERVED MINORITY
PARTICIPANTS ENROLLED

FDA, WORKING TOGETHER TO
CONDUCT AND OVERSEE THE STUDY

10,000+

ANNOTATED SPECIMENS IN A TISSUE
BANK TO ALLOW DEEPER SCIENTIFIC
STUDIES TO INFLUENCE FUTURE TRIALS

35+

PUBLICATIONS AND ABSTRACTS

Additional Benefits of Lung-MAP

SHARED COSTS AND RISKS OF TESTING
THERAPEUTICS FOR COMPANIES
FOSTERING DRUG COMBINATION
COLLABORATIONS BETWEEN COMPANIES
ACCELERATED TIMEFRAMES FOR
EVALUATION OF TREATMENT EFFICACY DUE
TO THE LARGE NETWORK

STRONG SUPPORT FROM THE FDA WITH ABILITY
FOR STUDIES TO HAVE REGULATORY INTENT

Highly Motivated Expert Partners for Trial Conduct
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Thoughts for the Future

AMaster protocols provide efficiencies and can be very successful

Almplementation can be complicated: Oversight, conduct, and monitoring are more

iInvolved than a single study, or even the same number of independent studies

AA major lesson learned is the need forfupnt planning, communication, and

specification or roles. Need for constant innovation, aggressive timelines and teamwc
AA major key to success is flexibility within a principled set of constraints
ALet the science drive the triallearn from translational research

APromote access and diversitp help the most patients with NSCLC!!
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Where are we now?

As of 07/18/23 Total S1400 LUNGMAF
Screening Registrations 4972 1864 3108
Screened at PD 2269 1127 1142
Prescreened 2703 737 1966
Substudy Assignments 3153 1484 1669
Among Screened at PD 1941 996 945
Among Prescreened 1086 414 672
Additional Assignments after PD

on a Sukstudy 126 74 52
Substudy Registrations 1143 690 453
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