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Lung Cancer Incidence and Mortality
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Poor Prognosis in NSCLC

Two-pronged problem

We diagnose pts too late Treatments are ineffective

Stage at Diagnosis Relative 5-Year Survival

48%

VS

6%
0
Stage IV Stage IV

Early detection and treatment are critical to improving clinical outcomes
in patients with lung cancer
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Milestones in NSCLC Treatment &=
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Lung Cancer Survival by Stage

109%
5y OS

Stage llIA: 64%

Stage llIA: 37%

s $ ¥ 3%

0 g | 44 3

Goldstraw P, JTO, 2016
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Treatment for early-stage NSCLC

For local-regional
control

_ To reduce risk of
Systemic therapy » distant relapse

« Chemotherapy

Local Therapy

« Targeted therapy

« Cancer immunotherapy
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Because good surgery is not
enough to cure patients

Lung cancer is a systemic disease
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Basic NSCLC Treatment Strategies 2022 @f 5..1,
WY
IA Resectable IB, Il and IlIA Unresectable IIIB/C
Resection alone : iy ery * Chemotherapy/RT + cancer
iz
Consider Sublobar (neo)adjuvant cancer immunotherapy or immunotherapy or
y
Resection EI IR U targeted thera
+ chemotherapy + RT 9 Py
Tand N NO N1 N2 N3
T1 A A A [IB
T2a/b 1B A [IA/IIB [IB
T3 1B VAN A HIC
T4 A VAN [IB HIC
M1ia/b/c IVA/B/C IVA/B/C IVA/B/C IVA/B/C

IVA/B/C
Systemic therapy: cancer immunotherapy; targeted therapy; chemotherapy

NCCN guidelines for NSCLC v8.2020 (15 September 2020); Postmus, et al. Ann Oncol 2017
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HOW do we incorporate

Immunotherapies therapy
into resectable NSCLC?
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How to incorporating Novel Therapies into Resectable NSCLC

Select appropriate patient

Decide neoadjuvant of adjuvant

Relay importance to the patient

Speaker: Jessica S. Donington, MD, MSCR, University of Chicago W @TLCconference #TexasLung23



Patient Selection

« Targeted therapies and immunotherapies are typically mutually exclusive
« Approvals for use are dependent on biomarkers

* Increases importance of pre-treatment biopsy for molecular analysis

PD-1/PD-L1 inhibitors** Biomarker-directed therapies®®
Iinhibit the interaction between PD-1 and PD-L 1 to activate Inhibit oncogenic drivers, which are present in ~64% of
T celis to recognize and eliminate cancer cells patients with NSCLC

Speaker: Jessica S. Donington, MD, MSCR, University of Chicago W @TLCconference #TexasLung23



Surgical Evaluation for NSCLC
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. CT
. PET . PFTs

- EBUS/Med « Cardiac eval
« Brain MRI « Exercise testing

* Frailty assessment
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Surgical Evaluation for NSCLC
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« CT

- PET  PFTs

- EBUS/Med « Cardiac eval - EGFR
« Brain MRI » Exercise testing * ALK

e Frailty assessment * PD-L1
« NGS
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Sequencing with Resection

Speaker: Jessica S. Donington, MD, MSCR, University of Chicago YW @TLCconference #TexasLung23



Considerations for adjuvant I/O or targeted therapy

Proven standard of care for resected stage : : :
: Poor tolerance and compliance with adjuvant protocols
IB and Il disease

T‘ ey
<3}
% D

IN FED

Tumor biomarkers can guide tx decisions Longer treatment times

No surgical delays Need for biomarker testing from resection specimen

No hilar and mediastinal fibrosis

No risk of disease progression resulting in missed
opportunity for curative surgery

Clinical stage | patients upstaged at resection
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What is the evidence for
adjuvant immunotherapy?
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Impower010

Completely resected
stage IB-IIIA NSCLC
per UICC/AJCC v7
Stage 18 bumors 24 om
ECOG 01
Lobeciomypreumoneciomy
Tumor lissue for PD-L 1T analysis

Stratification factors

Male/Temale
Stage (18 vs Nl vs NIA)
Hislclogy

PD-L1 tumor expression stalus®:

TC2/3 and any IC vs TCO/ and
IC2/3 vs TCO/M and ICOV1

Wakelee, H, ASCO 2021.
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No crossover
Atezolizumab
Cisplatin + f 1200 mg q21d .
pemetrexed, ’ 16 cycles
m“::"'- - Survival
— amor — N=1005
vin e 1{ follow-up
1-4 cycles L .
N=1280
Primary endpoints Key secondary endpoints
« Investigator-assessed DFS tested « OSinITT population
hierarchically: « DFS InPD-LY TC 250% (per SP263)
« PO TC 21% (per SP263) stage 1I-11IA population
stage 11-1IA population « 3y and 5-y DFS in all 3 populations

«  All-randgomzed stage |I-IIA population
« ITT population (stage IB-HIA)
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Impower010: DFS
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PDL1 TC > 1% , Stage I-lIA All randomized, Stage lI-INA ITT, stage IB-IIA
0.66 (0.50, 0.88) 0.79 (0.64, 0.96) 0.81 (0.67, 0.99)
0.004 0.02 0.04

« Adjuvant atezolizumab following resection and adjuvant chemotherapy showed significant
improvement in DFS in PD-L1 >1% stage lI-llIA (HR 0.66) and all randomized stage II-lIA (HR 0.79)

« Safety profile similar to prior atezolizumab monotherapy

Wakelee, H, ASCO 2021.
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Adjuvant I/0: Impower010 early OS data

OS: PD-L1 TC 250% (stage HJIIA) 100
excluding EGFR/ALK+
"0 : - B0
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i s 1 & 042023 078) == No chemoiherspy
% : 0 1 2 3 a 5 26
2 J 6 8 VY w.*xnnv.:‘nunuhus'euuuu nmeFfomRandomization‘years’
IMPower010 LACE analysis
1103 pts IB- IlIA 4584 pts IB-1lIA
Surgery + chemo 1/O vs Surgery + chemo Surgery + cisplatin chemo
85% OS @ 36 month <60% OS @ 36 month

Pigon JP, JCO 2016; Felipe E, Lancet WCLC 2022.
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PEARLS/KEYNOTE-091

> “» ® Pembrolizumab versus placebo as adjuvant therapy for
completely resected stage IB-lIIA non-small-cell lung cancer
(PEARLS/KEYNOTE-091): an interim analysis of
a randomised, triple-blind, phase 3 trial

» : | » . - .- ey e | - a2 - - —
. Lot Ohwe | f Pt L mels SN Loy Ua Aver Ma M

2022 ASCO

ANNUAL MEETING

O’Brien M, Lancet Oncol, 2022, ESMO 2022, ASCO 2022
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PEARLS/KEYNOTE-091

Edgibility for Registration Eligibility for Randomizaticn

* NO evdence of descase
« ECOGPSOo 1
« Adyovant chemothorgy
« Consadered for stage 1B
{T 24 om) disease
« STongly rocommendod Kor

stage 1l and NIA dscase
« Limiad 10 54 Cycles

« Confrmed stage 18 (T 24 am),
I, o HANSCLC per AJCC v/
 Complete stogcal resecton with

PO-L1 testing
307 ooty usng
POLIBC
2203 pharm Dx

nogative mangirs {RO)
o Provison of Samor sssuse iof
PO-L1 lesting

Stratfcation Factors
+ Dscase stage (1B vs |1 vs 18A)
¢ PDLTTPS {<1% vs 1.45% vs 250%)
+ Recent of aduant chemotherapy (yes vs no)

+ Geographc region (Asa vs Eastem Ewcpe vs
Westem Europe vs rest of workd)

Oual Priesary Ead Points
+ DFS in the cveral populaton
* DFSnhe PDLTTPS 250%
pOputaion

O’Brien M, ESMO 2022, ASCO 2022
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Pembrofizumab 200 mg QIW
for S18 administrations (~1 yr)

Flacebo QIW
for S10 administrations (~1 yr1)

Secondary End Points
+ DFS n e PO-LT TPS 21% population
* OS ntheoveral POLY TPS 250%, and
POL1 TPS 21% popuators
* Lung cancerspecic survival n the
overall Dopulation
« Salety
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PEARLS/KEYNOTE-091: Demographics
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PEARLS/KEYNOTE-091: Treatment

Type of surgery. n (%)
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PEARLS/KEYNOTE-091

DFS, Overall Population o i OS, Overall Population
HR 0.76(95% Ci1 0.63.0.91) 7 HR 0.87 (95% Cl1 0.67-1.15)
P=0.0014 \ ‘\ P=017
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¢« DFS benedit generally consistent across most prolocol-speciiied s Jt»]rou'w‘ mrlumm;
POLT1TPS <1% (HR 0.78.95% CI1 0 58-1 03 ) and '-4.’)<~:'{R 067, 95% CI 0 480 92)

« Overall safely profie generally a8 expecied for pembiolzumabd monotherapy

O’Brien M, ASCO 2022
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PEARLS/KEYNOTE-091

DFS, Overall Population
HR 0.76(95% Ci1 0.63.0.91)
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« DFS benedit generally consistent across most prolocol-speciied subgroups, including
POLTITPS <1H (HRO.78. 995 CIO058-103)and 1-49% (HR O 67 . 95% CI 0 480 92}

« Overall safety peofie

O’Brien M, ASCO 2022
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PEARLS/KEYNOTE-091: DFS by PD-L1
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PEARLS/KEYNOTE-091: Subgroup Analysis by Disease Burden and Treatment
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Table. Impower-010 vs KEYNOTE-091/PEARLS Data =
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DFS Subgroups Analysis

IMpower010 PEARLS/KEYNOTE-091

’ So. Lventy/ Hacard Keto 9% {1
MR (¥5% CI)e —

$etgroun N N Patcizere
All patients pa2 . 070064, 09) Overwt aamn i ONRESY)
Age A

<65 y 588 - 0 79(261, 103) Wpn 2y o N R %o w
Why 338 . 078 (254, 105) 63 ey o * C8 @8 07)
Sex e

Ak 20 ®-4 D7G0% 0N W wan = O
Fomale 795 Py 080057, 11) o AR > OR st 0m)
Race Lengaphe regon

"“Tvie on ° 070061, 100 Aza wan - (BT Y SR
Asian 27 . 0805120 Exlen Cope L) —g— CMRS 2
LCoo Ps Vosers [ pe e - 0IT 8 L0%
0 491 . 0720055 099 Az of wore FTRST . 004 RO W

1 8 * OB (004 1 10) [200 parforwance statn

Tobacco uve hinlory 0 N - eBaLom
Neved 190 Py 19077160 ' e e g CRENIN
Pravious a7 * DE2(047.08Y) Smahirg vt

Crareed 12 + < - P Cumen el - oRE0Tm
Histology forme O - 004 081 04)
SQUNTOUS 9% . 030054 113) e e - - (BT T8RS
Non-sgarsces %88 P 078(061,019) ‘ : ' '

02 25 1 i 5
- -
21 10 "0 Powls w grval Pacedo
e . Betr beter

ALe2CAPUMID Detler  BIC e
O’Brien M, ASCO 2022

INTERNATIONAL
ASSOCIATION

FOR THE STUDY Speaker: Jessica S. Donington, MD, MSCR, University of Chicago W @TLCconference #TexasLung23
OF LUN CER -

Conquering Th ers Worldwide




DFS Subgroups Analysis

IMpower010 PEARLS/KEYNOTE-091
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FDA Approved Adjuvant Immunotherapy for NSCLC

PD-L1< 1% PD-L1 1-49% PD-L1 > 50%
IB (>4cm) Pembrolizumab Pembrolizumab Pembrolizumab
1| Pembrolizumab Atezolizumab Pembrolizumab Atezolizumab Pembrolizumab
A Pembrolizumab Atezolizumab Pembrolizumab Atezolizumab Pembrolizumab
Pembrolizumab Atezolizumab Atezolizumab
DFS HR 0.76 (95%CI 0.63-0.91) p=0.0014 DFS HR 0.66 (95%CI 0.50-0.88) p=0.0039 DFS HR 0.81 (95%CI 0.67-0.99) p=0.04
Stage IB-IIIA, regardless PD-L1 Stage II-1lIA, PD-L1 > 1% Stage IB-IlIA, regardless of PD-L1
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What is coming?




Adjuvant I/0 Landscape

IMPower010
PEARLS/Keynote-091

ANVIL
BR31
ALCHEMIST chemo 1/0
Mermaid
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Phase lll adjuvant I/O trials

Inclusion criteria Treatment arms Primary endpoint(s)

;ﬁsggitt?:n)Stage L sty L AL (I Z Atezolizumab 1,200 mg q3w x 16 cycles or 1 year

IMpower010 - =4 cycles chemo DFS
N=1280
?Lﬁ?;egt;g ggait?:nl)B (= 4cm)-lIA NSCLC Nivolumab g4w (up to 1 year)
ANVIL * Adjuvant chemo or RT optional DFS and OS
N=903
PEARLS/ ?Lﬁz?t;g ggait?:nl)B (= 4cm)-IlIA NSCLC Pembrolizumab 200mg g3w (up to 1 year; max 18 cycles)
A=yels « Adjuvant chemo optional <4 cycles DFS
091 N=1177
?Lﬁzegt?etg gga_?e I)B (= 4cm)-lIA NSCLC Durvalumab g4w (up to 1 year)
ition
BR31  Adjuvant chemo optional* DFS
N=1360
Resected Stage IB (= 4cm)-lllA NSCLC* h li b g3w (4 cycl Pembrolizumab q3w (17 cycles
(UICC 7th Edition) Chemo + pembrolizumab g3w (4 cycles) q3w ( ycles)
ALCHEMIST - No prior neoadjuvant or adjuvant therapy Pembrolizumab q3w (17 cycles) DFS and OS
Chemo IO
N=1263
Resected stage II-1ll NSCLC T pr—
MERMAID-1 . t’\rl](;rzrplg adjuvant therapy or durvalumab @: DFS in MRD+
N=332

www.clinicaltrials.gov; September 2020
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CtDNA

DFS in ctDNA-defined subgroups

10 T (stage II-llIIA population) - :"lex:Lj:.
» CctDNA clearance was exploratory endpoint in with an HR
IMPower010 and CheckMate 816 1
» ° CIONA-
* post-treatment clearance was associated " oay
improved DFS, EFS and pCR. —— }m
« Today’s ctDNA assays insensitive to low REREEEEE SEEEEERXEEL

disease levels

heckMate 81
- Currently- CheckMate 816
':I:: "]‘

— ctDNA clearance should not serve as a _ i
marker to de-escalate therapy - hh”"—q

— ctDNA persistence of following initial therapy § ek Borrerpresrs v
could serve as a marker for earlier escalation ] & '
of therapy
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Adjuvant Immunotherapies

CONCLUSIONS

« Two approved agents

» Both for use after adjuvant chemotherapy
» Associated with significant disease free survival improvements
« Pembrolizumab indicated in IB-1lIA regardless of PD-L1 staining (HR 0.76)
. Atezolizumab indicated in II-lIA with PD-L1 staining > 1% (HR 0.66) W 7
» More work for surgeons 1
— Requires understanding agents and indication
— Biomarker testing is essential
— Procedures can be more challenging

« Embrace the change, not going away

IASLC | Xsochmon
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THANK YOU

jdonington @uchicago.edu

W @jdoningtonmd

Speaker: Jessica S. Donington, MD, MSCR, University of Chicago r:_'f'r @TLCconference  #TexasLung23


mailto:jdonington@uchicago.edu

