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Overview

* Diagnosis — when to use liquid biopsies
* Targeted therapies for advanced NSCLC

* New agents
e Use in first vs second line

* Progression on TKIs
* Management of oligoprogression
* When to repeat a liquid/tissue biopsy
* Role of targeted therapy, chemotherapy, and immunotherapy

* Early-stage and locally advanced NSCLC with driver mutations
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Use of ctDNA analysis to identify actionable
biomarkers

e ctDNA is complementary to tissue testing
* Nile Study:

e 282 patients with NSCLC underwent ctDNA analysis AND standard-of-care tumor tissue testing,

with the primary objective of demonstrating noninferiority of ctDNA-based vs SOC tumor tissue-
based genotyping

Detection of the eight guideline-recommended biomarkers

by tissue versus cfDNA first cfDNA Turn around time (TAT)
Guideline-recommended biomarker positivity by sample type Tissue 20+
Positive Negative Total TissueFirst 67% 33% 154
e /
<
ciDNA Positive 48 29 77 =
& 104
Negative 12 193 205 E
: ' 51
Total 60 222 282 cIDNArst 87% o 1%
...........................
100 200 281
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100% Cumulative number of patients enrolled

M Detected M Incrementaladd
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EGFR Sensitizing:
Osimertinib

EGFR sensitizing 19.4%

EGFRex20ins:
Amivantamab
Mobocertinib

EGFR 28%

Targeted Therapies for NSCLC

No Mutations 1.2%

UMD 12.0%

Other Drivers 2.9%
PTENoss 0.7%
CDKN2A loss 1.9%

BRAF nonV600E 1.3%
NF1loss 1.9%

EGFR T790M 5.5%
ALK:
Alectinib EGFR exon20 2.1% =
e EGFRWT Amp 1.0% &
Brigatinib _ KRAS 25.3%
Lorlatinib ALK fusion 3.8% ~ \
. ROS1 fusion 2.6% KRAS 25.3% 4
RO_S 1 T RET fusion 1.7%
Crizotinib — BRAF V600E 2.1%
. MET splice 3.0%
Entrectinib MET Amp 1.4% FGFR1/2 0.7%
ERBB2 Amp 1.4% NRAS 1.2%
RET fusion: BRCA1/2 loss 1.3% B ;}4’1(%07‘},/2-0%
Selpercatinib TSC1/21088 0.7% papoMut 2.3%
Pralsetinib BRAF V600E: || METex14:
Dabrafenib + Capmatinib HER2: NTRK fusion:
#LGOFHAC' trametinib Tepotinib Trastuzumab Entrectinib
© 2021-2022 Society tor Inmunotherapy of Cancer deruxtecan Larotrectinib

KRASG12C,
Sotorasib

Jordan EJ, et al. Cancer Discov 2017
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Targeted Therapies for NSCLC

EGFR Sensitizing:
Osimertinib

No Mutations 1.2%
UMD 12.0%

EGFR sensitizing 19.4%

EGFRex20ins:
Amivantamab
Mobocertinib

Other Drivers 2.9%
PTENoss 0.7%
CDKN2A loss 1.9%

BRAF nonV600E 1.3%

EGFR 28% NF1loss 1.9%

First-line treatments

Second-line treatments

KRASG12C,
Sotorasib

EGFR T790M 5.5%
ALK:
Alectinib EGFR exon20 2.1%
. . . EGFRWT Amp 1.0% /
Brigatinib _ | KRAS 25.3%
Lorlatinib ALK fusion 3.8%
. ROS1 fusion 2.6% KRAS253% — _ /
RO_SI '_ : RET fusion 1.7%
Crizotinib —BRAF V600E 2.1%
.. MET splice 3.0%
Entrectinib MET Amp 1.4% FGFR1/2 0.7%
ERBB2 Amp 1.4% NRAS 1.2%
RET fusion: BRCA1/2 loss 1.3% A ;,4’1(%07{\,/2-0%
Selpercatinib LSC1/21088 0.7% papoMut 2.3%
Dabrafenib + Capmatinib HER2: NTRK fusion:
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New treatments for EGFR exon 20 insertion mutations

Amivantamab Mobocertinib
MoA

Administration

Efficacy

ORR, %
mDoR, mo
mPFS, mo
mOS, mo

Toxicities

= Both FDA approved for treatment of advanced NSCLC with EGFR ex20ins
mutations with disease progression on or after platinum-based chemotherapy

# Lea rnACI Park et al. JCO 2021.

© 2021-2022 Society for Inmunotherapy of Cancer Zhou et al. JAMA Oncol 2021.
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Targeted therapy for KRAS G12C mutant NSCLC

NScLC .,..m":.‘:“}“m, CodeBreaK100: Phase 2 trial of

= s sotorasib, a small molecule
inhibitor of KRAS G12C
. § mP;;"."ii;:::ffll:lf‘":"s'iildimse s ropoe @G et | S a0 10,
KRAS Alleles in NSCLC 0] DCR 80.6%
. SEL‘““\A 7 Median DOR 11.1m
B ———LLLL ) ”H |Wﬂwmwmmm

B Time to Response and Duration of Response in 46 Patients

KRAS co-mutations

Best Percentage Change
from Baseline (%)

C Response According to Mutational Status in Both STK11 and KEAP1 2 q_—;
80+ 50 s
(11/22) 3 2
707 14 2 e
o
| 23 1/7 42 g
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2 (41/104) &
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o- ——
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Skoulidis et al. Nat Rev Cancer 2019
© 2021-2022 Society for Inmunotherapy of Cancer Skoulidis et al. NEJM 2021
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DESTINY-LungO1: Phase 2 trial of trastuzumab deruxtecan, an antibody-drug
conjugate of an anti-HER2 antibody linked to a topoisomerase | inhibitor

H * ORR55% (50/91 patients
* Median DOR 9.3 months
e Median PFS 8.2 months
nerzmuavion B REREREREEREE R R e R R R R R R R R R R R e R R R R R B e R R R R R R e R R R EE .
TIE I e e e * Median OS 17.8 months
e, | B O O BB BO O GG GEGNGEEEE GE O G@E 6 HEEES § 6N HEGE
e aR S 020 S B Sa 02 o eeE o a2 e e 40 E RS
#learnAC
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Overview

* Progression on TKIs
* Management of oligoprogression
* When to repeat a liquid/tissue biopsy
* Role of targeted therapy, chemotherapy, and immunotherapy

#learnAC]
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mutant and ALK-rearranged lung cancer

Treatment of oligoprogression

Local therapy for oligoprogression in EGFR-

Site of first progression | Number of PFS1 PFS2 Site of 224 progression
patients (months) (CI) | (months)(CI)
2 (20%) no prog
109 7.1
CNS 10 _ _ 3 (30%) CNS
7.3—183 1.7—-113
5 (50%) eCNS
4 (27%) no prog
- _ 2.0 4.0
eCNS—- 15 3 (20%) CNS
65—-138 27-74
8 (53%) eCNS
6 (24%0) no prog
9.8 6.2
All patients 25 7 (28%0) CNS
8.8 -13.8 3.7—-8.0
12 (48%) eCNS

% Progression-free

Time to Progression

Median time to progression 10 months

12

24 36 48
Time (months)

* Can be a strategy in asymptomatic patients with one or a few sites of progression
* |[s this still relevant in the setting of newer agents?

#LearnACI
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Weickhardt AJ, et al. J Thorac Oncol 2012

Yu, H et al. J Thorac Oncol 2013
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What can we learn from molecular analysis (from tissue or blood)
at resistance to osimertinib?

Resistance mechanisms to second-line osimertinib Resistance mechanisms to first-line osimertinib

C797X
L792X
‘_ G796X [C] Acquired EGFR mutations

f L718Q
‘— EGFRamp/other EGFR tertiary mut*

METamp (7-15%)
10-26% & ©x20ins [ Acquired ampiifications

4-15%
HER2amp (1-2%)
SPTBN1-ALK
% RET fusions
K BRAF fusions
k BRAFVG00E (3%)

' PIBKCA (7%)
KRAS (3-4%)
& ere (1%)

METamp (5—50%)‘ [ Acquired oncogenic fusions

[ Acquired MAPK-PI3K mutations

HER2amp (5%)*
B Acquired cell cycle gene alterations

L PI3KCAamp (5%) 0 un

: FGFR3 fusions
% NTRK fusions
ALK fusions CCND2amp
CCND1amp BRAF fusions CCNE1amp
CCND2amp CDKdamp
CCNE1amp BRAFVB00E (3%) CDK6amp

CDKéamp PI3KCA (4-11%)
CDKN2A E271s KRAS (2-8%)

* Other EGFR tertiary mutations include G719X, G724S AND S768!
4 Mutations have also been reported

#LearnACI
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Targeted therapy after EGFR TKI resistance

Osimertinib plus savolitinib for patients with Osimertinib plus pralsetinib for RET-
MET amp after progression on an EGFR TKI fusion-mediated EGFR TKI resistance

B1: previously received third-generation EFGR TKI

* RET fusion at progression on 2"-line osimertinib identified

100+
€. 7o : :
e O as a mechanism of resistance (CCDC6-RET)
g2 25 . : . o .
g2 o * Treated with osimertinib plus pralsetinib with a partial
By 25 i
5P ol response ongoing at 4 months
g5 -754

-100

Osimertinib (80 mg qd PO) + savolitinib (300 mg qd POT)
Osimertinib (80 mg qd PO) + gefitinib (250 mg qd PO)
‘Osimertinib (80 mg qd PO) + necitumumab (800 mg IVz)
Osimertinib (80 mg qd PO) + alectinib (600 mg bid / 300 mg bid PO in Japan)
Osimertinib (80 mg qd PO) + selpercatinib (160 mg bid PO)

Potential future treatments 1,2 etc.

Durvalumab (1500 mg IV) + carboplatin (AUCS IV) + pemetrexed (500 mg/m?2 BSA IV) g3w
up to 6 cycles; followed by durvalumab (1500 mg IV) + pemetrexed (500 mg/m? BSA IV) q4w

Biomarker non-matched
Sequential allocation Osimertinib (80 mg qd PO) + necitumumab (800 mg IV*)

Potential future treatments 1,2 etc.

Group C

Observational group for patients whose optimal treatment is not available within Group A/B. Patients will receive further anti-cancer care
(SoClother e penmemxl therapies) or supportive care, in accordance with local practice guidelines

Sequist L, et al. Lancet Oncol 2020
r————— Piotrowska Z, et al, Cancer Discovery 2018

#learn

© 2021-2022 So
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Immunotherapy for molecular subsets of NSCLC

0s PFS
8 J 2
(n=37) BRAF v
(r=32) MET § § g
: £
(0‘2‘6) KRAS Globa’l’:::;llanon g § ] .§ §
(n=27) HER2 § g
(7=115) EGFR St = ° -
(r=19) ALK e Mosts
g :
(n=16) RET i § )
{n=6) ROS1 Oncogenic driver 3 s E il
subgroups S § ©
n=543 g "
! T T  § Y T T T T a o
0O 1 20 30 4 50 60 70 80 10 . -
Percent of patients - N " LT = =

#LearnACI
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Mazieres J, et al. Annals of Oncology 2019.
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Chemotherapy plus immunotherapy for EGFR-mutant NSCLC

* IMpowerl50: Randomized phase 3 trial of atezolizumab/bevacizumab/carboplatin/paclitaxel (ABCP) vs atezo
plus carbo/paclitaxel (ACP) vs bev/carbo/paclitaxel (BCP)

» Allowed patients with EGFR mutations or ALK translocations after disease progression on one or more

approved TKls

Landmark overall survival (95%Cl)

12 months 18 months 24 months
~— ABCP 78.9%(650-928) 650%(461-840) 650%(461-840)
— BCP  689%(554-824) S39%(387-690) 497%(337-657)

100y
- 1‘—‘—‘7‘—\_\_\

B0+ : . HR 061 (95% C1029-128)

£ 70 ‘\\ “

s 6o 5 Wy ..

E 50~ b

= 404

& 3% : o
20+ Median 18-7 months : Median NI
104 (95% C1134-NE) | (95%C117.0-NE)
Gll’llll e D el el L ]y e g B R P DO P Y st G s S

01234567 é 9101112131415161718192021222324252627282930
Time since randomisation {months)
umber at risk

ABCP MR NnoBrox5371521988643 3311

#LearnACI
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Landmark overall survival (95% Cl)

12 months 18 months 24 months

750% (62-2-87-8) 603%(455-750) 402%(22.6-57.8)
689% (554-82.4) 539%(387-69-0) 497%(337-657)

HR 0-93 (95% C1 051-1.68)

Median 18-7 months &
95% C113.4-NE)
IR L L L L

ACP 45

BCP 4545454342 4139393837232 N 2092521 1914111111108 6 4 2

» 44 41424241414140 07 35

LI
0 101112131415161718192021222324252627282

—

1

B 9
12345678 X

“

Time since randomisation {months

PRNB2NWI1915151512108 7 65 41

Reck M, et al. Lancet Respiratory Medicine 2019.
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Overview
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Immunotherapy for early-stage NSCLC

IMpower010: Adjuvant atezo CheckMate 816: Neoadjuvant chemo/nivo

DFS, Stage II-llIA, PD-L1 TC 21%
(Primary Endpoint; n = 476)

1004 Primary Endpoint: pCR (ITT; ypTONO)
80 40 Difference: 21.6%
€ 307 l OR: 13.94
< 60 = :; 24.0 (99% Cl: 3.49-55.75)
s 5 50- P <.0001
2 -
40+ 48.2% o}
Atezolizumab 10
20=- 2.2
Stratified HR: 0.66 (95% Cl: 0.50-0.88; P = .004) 0 Nivo + CT CcT
O || || || || || || || || || || || || || || || || || || n/N = (43/179) (4/179)
O 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54
Mo
#learnACI Are these studies applicable to driver-mutation positive NSCLC? Wu, et al. NEIM. 2020.

© 2021-2022 Society for Immunotherapy of Cancer Forde, et al. AACR 2021
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Adjuvant osimertinib for early-stage EGFR-mutant NSCLC

DFS in Overall Population (Stage IB/1I/11IA; N = 682)

1- Median DFS, 24-Mo
Mo DFS,%
0.8 Osimertinib  NR 389
F Placebo 27.5 52
S ;6 Osimertinib
8 HR: 0.20 (95% Cl: 0.14-0.30;
o
s P <.001)
v 0.4+ )
o Maturity: 33%
Placebo (osimertinib: 11%;
0.2- placebo: 55%)
O | | || || | || | 1
0 6 12 18 24 30 36 42 48 54
No. at Risk Mo Since Randomization
Osimertinib 339 313 272 208 138 74 27 5 0
Placebo 343 287 207 148 88 53 20 3 1 0
#learnACl Wu, et al. NEJM. 2020.

© 2021-2022 Society for Inmunotherapy of Cancer
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Immunotherapy for locally advanced NSCLC

Pacific: Consolidation durvalumab Durvalumab after chemo/RT in
after chemo/RT EGFR-mutant NSCLC
5-Yr OS (ITT)
Median OS; Mo Aegimen =+ CAT wo Durvalumab =+ CRT + Durvalumab Regimen =+ CAT Albna =+~ CRT + Durvalumab =+ CRT + EGFR TKI
(95% ClI) 1100 .00
Durvalumab (n=476) 47.5(38.1-52.9)
Placebo (n=237) 29.1(22.1-35.1) _ om 5, 07
5-yr stratified HR (95% Cl): 0.72 (0.59-0.89)
Primary analysis stratified HR (95% Cl): 0.68 (0.53-0.87) g = g
1.0 83.1%
8 0.8 66.3% e — e 8
: 06 - . e 0 6 12 18 24 30 36 b 0 6 12 18 24 30 a8
E I Months Month
.-a 04 = - CRT NOD&MT 24 1 2 ::T’:" : 16 10 5 3 1 1 1
g : : 43.6% : r:'—«rvt::n.e::ar::: 13 98 140 : ? Z 0 (cHn EGFRT:In 183 g ; g ; g 1
© 0.2 - | - ' 36.3%  33.4%
a 1 I | 1 °
0 I | ! I I
013 6 9 12151821242730333639424548515457606366697275
Mo
# LeG rnACl Spigel et al. ASCO 2021

© 2021-2022 Society for Inmunotherapy of Cancer Aredo JV, et al. JTO 2021
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Summary

e ctDNA analysis can increase the detection of driver oncogenes which is
critical to determining the best treatment strategy for patients with
advanced NSCLC

* Most targeted therapies are used as first-line treatment, but some are
reserved for second line (i.e. therapies for EGFR exon 20 and KRAS G12C)

* Treatment options at progression on targeted therapy include local
therapy for oligoprogression or chemotherapy +/- immunotherapy
* Repeat biopsy (tissue or blood) may identify a potentially actionable mechanism
of resistance

* The benefit of immunotherapy for early-stage or locally advanced driver-
mutation positive NSCLC is unclear

,(‘ \,‘i'. L"A‘b’ﬂ 2~V ‘,""‘VI"'I,‘I {r;r-ﬂ ‘
#+LedrnALw
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