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B Median OS in 1L Advanced NSCLC
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B How Can We Improve Outcomes

* In PD-L1 > 50% (KEYNOTE-24)

A 70.3 No. of Events HR (95% CI)
54.8 Pembrolizumab 73 0.63 (0.47 to 0.86)
100 Chemotherapy 96 P=.002*
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Pembrolizumab 154 136 121 112 106 96
Chemotherapy 151 123 107 88 80 70
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KEYNOTE-42 Subset

PD-L1 TPS > 50%

Chemotherapy
(n = 300)

Pembrolizumah

Outcome (n = 299)

0S

Months, median (95% Cl) ~ 20.0 (15.9 to 24.2) 12.2 (10.4 to 14.6)

HR (95% Cl) 0.68 (0.57 to 0.81)

5-year rate,® % (95% Cl) 21.91(17.3 10 26:9) 9.8 (6.6 t0 13.7)




Next Generation of Immune Checkpoint
Inhibitors and Beyond
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Fig. 1 Inhibitory immune checkpoints and other inhibitory targets and their effects on immune-cell function and tumorigenesis
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B | ct’s Go Beyond—ADCs
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FIG 1. Overview of ADCs for lung cancer. In the illustration are reported the main ADCs for lung cancer treatment. For each ADC molecule, the
corresponding payload and cell surface antigen are represented. ADC, antibody-drug conjugate; CEACAMS, carcinoembryonic antigen-
related cell adhesion molecule 5; HER, human epidermal growth factor receptor; TROP2, trophoblast cell surface antigen 2.
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Synergy with IClIs?

ADCs work by triggering various

processes in cancer and immune
cells:

* Immunogenic cell death
e Ab-dependent cell-mediated
cytotoxicity

Dendritic cell activation



B Tusamitamab ravtansine + 10 +/-CTx

CARMEN-LCO05 (NCT04524689): Phase 2, open-label study assessing efficacy and safety of
tusa rav in combination with pembro + platinum' with or without pemetrexed

Tusa rav IV Q3W at 150 or 170 mg/m?

* Adults with
e ) Any PD-L1 level T2 + Pembro IV Q3W
metastatic CEACAMS-pOSItIVG
NSQ by IHC Primary Endpoint:
NSCLC *Moderate: Tusa rav IV Q3W at 150 or 170 mg/m? « DLT

« Without 2 2+ intensity in i o Secondary Endpoints:
EGFR, 1-49% of tumor + Platinum? TEAEs. SAE ORR.
BRAF, or cells S, S,
ALK/ROS High:
aberrations 2 2+ intensity in Tusa rav IV Q3W at 150 or 170 mg/m?

« ECOG PS 2 50% of tumor +Pembro IV Q3W
0-1 cells + Platinum?

+ Pemetrexed
Paz-Ares, ELCC 2023
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B Tusamitamab ravtansine + 10 +/-CTx

CARMEN-LCO05: Safety summary

Regimen

Tusa rav dose (mg/m?) ; (;Zg) (n£g5)

Any TEAE, n (%) 3(100)  2(100)  4(100)  1(100) 12(100)  3(100)  25(100)
Grade 3 TEAE, n (%) 2(66.7)  2(100)  2(50.0)  1(100)  8(667) 2(66.7) 17 (65.0)
Any treatment-emergent SAE 1(33.3) 0 1(25.0) 1(100) 6 (50.0) 2 (66.7) 11 (44.0)
Grade 5 TEAE including due to PD, n (%) 0 0 0 0 4(33.3) 0 4(16.0)
QgiEcAEnltienaud;;gr:cz;)lle{g:pn?::ﬂs), (%) 0 0 0 1(100) 3@50) 1(83)  5(200)
Corneal TEAE, n (%) 2(667)  1(50.0) 0 1(100)  1(83) 1(333)  6(24.0) CARMEN-LCO05: Summary of best overall response

Overall safety:
DLT: increase aspartate aminotransferase (n=1, 170 mg/m?2 dose) As 1L therapy, at the time of data cut-off, confirmed ORR was 52% (95% CI: 31.3-72.2),
Grade 23 events occurred in 68% and Grade 5 events in 16% of patients in the treatment period (all unrelated to tusa rav or any treatments) and DCR was 88% (95% CI: 68.8-97.5) across all treatment regimens and dose levels
Corneal TEAEs of any grade occurred in 24% of patients and were manageable with dose modification
Only 1 was Grade 3 (keratitis) and occurred in the T2 tusa rav 170 mg/m? group; and no Grade 4 corneal events occurred
Pneumonitis/ILD and peripheral neuropathy occurred in 16% (4% Grade 3) and 28% (all Grade 1-2) of all patients, respectively Regimen

Tusa rav dose (mg/m?)

Best Overall Response,” n (%)

) PR (confirmed) 3(100) 0 2(50) 0 6 (50) 2(66.7) 13 (52)
SD! 0 2(100) 2 (50) 1(100) ‘ 3(25) 1(33.3) 9 (36)
PD 0 0 0 0 3(25) 0 3(12)
ORR,* n (%) 3(100) 0 2 (50) 0 ‘ 6 (50) 2(66.7) 13 (52)
DCR S n (%) 3(100) 2(100) 4(100) 1 (100) 9(75) 3(100) 22 (88)
Median treatment duration, weeks 924 132 48.2 6 21 8333 243

Paz-Ares, ELCC 2023
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Datopotamab Deruxtecan (Dato-DXd) + Durvalumab
+ Carboplatin in Advanced/Metastatic NSCLC:
Initial Results from the Phase 1b TROPION-Lung04 Study

Kyriakos P. Papadopoulos,’ Debora S. Bruno,? Satoru Kitazono,® Shuji Murakami,*
Martin Gutierrez,5 Kazushige Wakuda,® Alexander Spira,” Kristof Cuppens,8?®
Susan Lovick,'® Adriana Hepner," Gabriel Mak,!" Saiama N. Wagar?'?

1 Part 1: Sequential dose escalation® 2 Part 2: Dose expansion

Key eligibility Cohort1  Dato-DXd 4 mg/kg + durvalumab 1120 m
Adults (218 years) [~ (poublet) Q3W (n=5) o .
with previously v
treated or Cohort2  Dato-DXd 6 mg/kg + durvalumab 1120 mg, _, Dato-DXd 6 mg/kg + durvalumab 1120 mg,
treatment-naive (Doublet) Q3W (n=3) Q3W (n=16)
advanced or |
metastatic NSCLC?
No actionable s
genomiczalterations Cohort4  Dato-DXd 6 mg/kg + durvalumab 1120 mg Dato-DXd 6 mg/kg + durvalumab 1120 mg
ECOG PS 01 (Triplet)  + 4 cycles carboplatin AUC 5, Q3W (n=6) + 4 cycles carboplatin AUC 5, Q3W (n=8)

Primary endpoint: Safety and tolerability
Key secondary endpoints: ORR and disease control rate by investigator assessment per RECIST v1.1
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B TROPION-Lung04

Safety Summary

Events, n (%)

Cohort 2 (doublet)

Cohort 4 (triplet)

N=19 N=14
TEAEs 19 (100) 14 (100) There were no DLTs in
Study treatment-relateda 19 (100) 14 (100) Cohort 1 or Cohort 2 during
Part 1 (dose escalation)
Grade 23 TEAEs 8 (42.1) 10 (71.4)
Study treatment-related® 6 (31.6) 8 (57.1) Dy patientsirepored BEISIn
Cohort 4 (1 patient had Grade 3
SAEs 7 (36.8) 5 (35.7) febrile neutropenia and 1 patient
had both Grade 3 stomatitis and
Study treatment-related? 6 (31.6) 5(35.7) ) L B Sy
TEAEs associated with Death 0 0
. . . Dose expansion subsequentl
Discontinuation of any drug 4(21.1) 3(21.4) occurredpin Cohort 2 (d?)ublet))/
Discontinuation of Dato-DXd 4 (21.1) 2(14.3) and Cohort 4 (triplet)
ILD adjudicated as drug-related 3 (15.8) 1(7.1) TEe e io @Eeh &
Grade 1 1 (5.3) 0 adjudicated ILD events. There
was one Grade 4 adjudicated
Grade 2 1(5.3) 1(7.1) ILD event in a patient in
Grade =3 1(5.3)° 0 Cohort 2°
M Northwestern Medicing’

Feinberg School of Medicine 11/18/23 Wagqgar, WCLC 2023




B TROPION-Lung04

Best Change in Sum of Diameters of Target Lesions? Depth and Durability of Response?

Cohort 2 (doublet), 1L setting (N=14) Cohort 4 (triplet), 1L setting (N=13)

Cohort 2 (doublet), 1L setting (N=14) Cohort 4 (triplet), 1L setting (N=13)
ORR: 50.0%; DCR: 92.9% ORR: 76.9%;" DCR: 92.3%
PD-L1 status PD-L1 status 1004 PD-L1 status 1004 PD-L1 status
100+ <1% (n=5) 100 4 <1% (n=5) _ <1% (n=5) _ <1% (n=5)
S w0 = 1-49% n=t) P = 1-49% (1=3) 8 807 u 1-49% (n=4) s 807 5 1-49% (n=3)
e | u 250% (n=5) e€ = 250% (n=5) ° J 500 e @ J i
ag + Treatment ongoing ag © + Treatment ongoing £ ® # 2B0%n=6) £ " 250% (n=5)
£< 40+ £ ] | Discontinued study 0 | Discontinued Study
38 204 28 3 + Treatment ongoing 3 + Treatment Ongoing
5 o I £ e 20 q -
s H
Gg 5¢ 2 £
EE b T e s 3
§5 o £ g g
£ E 604 £ 5 o
¥ # ; §
~100 5 5
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Time from the First Dose Date (months) Time from the First Dose Date (months)
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Sacituzumab Govitecan + Pembrolizumab in

A 1L Metastatic Non-Small Cell Lung Cancer:

Preliminary Results of the EVOKE-02 Study

Byoung Chul Cho,! Manuel Cobo Dols,? Roxana Reyes Cabanillas,® David Vicente,* Jose Fuentes Pradera,®
Salvatore Grisanti,® Afshin Eli Gabayan,” Ki Hyeong Lee,® Eun Kyung Cho,® Sabeen Mekan,'® Farnoush Safavi,®
Nelumka Fernando,'® Michael J. Chisamore,'' Martin Reck'?

EVOKE-02: An Open-Label, Multicohort Phase 2 Study

>

Cohort A
PD-L1 TPS 2 50%

Nsq or Sq
n =30

CohortB

PD-L1 TPS < 50%

21-day cycles:
SG 10 mg/kg IV on D1 and D8

(until PD or unacceptable toxicity) +
Pembro 200 mg IV on D1
(up to 35 cycles)

™ Northwestern Medicing’
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Nsq or Sq
n =60
Cohort C
Any PD-L1 TPS
Carboplatin Nsq only
Safety Run-in2 n=40
Any PD-L1 TPS
qu or Sq CohortD
n=6-18 Any PD-L1 TPS
Sq only
n=40

I

21-day cycles:

SG RP2D IV on D1 and D8
(until PD or unacceptable toxicity) +
Pembro 200 mg IV on D1
(up to 35 cycles) +
Carboplatin® IV on D1
(up to 4 cycles)

End points

Primary

* ORR°

* DLTs in safety
run-in

Secondary
» DCR, DOR, and




B F\VOKE-02

Safety Summary

Total
SG + Pembro

Safety-evaluable patients, n (%) n =63
Any-grade TEAEs 63 (100)

Related to study treatment 57 (90)
Grade 2 3 TEAEs 44 (70)

Related to study treatment 24 (38)
Serious TEAEs 34 (54)

Related to study treatment 9 (14)
TEAESs leading to treatment discontinuation 11 (18)

TEAEs leading to discontinuation of SG 9 (14)

TEAEs leading to discontinuation of Pembro 8(13)
TEAEs leading to SG dose reductions 11 (18)
TEAESs leading to death? 4 (6)

Related to study treatment 1(2)
aTEAEs leading to death included: malignant lung neoplasm (n = 1), respiratory tract infection (n = 1), sepsis (n = 1), and sudden death (n = 1). The 1 case of sepsis
leading to death was deemed related to study treatment. @1

M Northwestern Medicing’
Feinberg School of Medicine 11/18/23 Cho, WCLC, 2023



B F\VOKE-02
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407 w Cohort A (PD-L1 TPS 2 50%)
_60 | ™ Cohort B (PD-L1 TPS < 50%)
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Best overall response
A Partial response (n = 30)
O Stable disease (n = 20)
O Progressive disease (n = 4)
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Participant

Depth and Duration of Response

Cohort A (PD-L1 TPS 2 50%)
SG + Pembro

1004

90

Best overall response 80

® Partial response (n = 18) 70
® Stable disease (n=7) 60
® Progressive disease (n = 3) ig 1
O Last assessment before data cutoff 30

Cohort B (PD-L1 TPS < 50%)
SG + Pembro

Best overall response
® Partial response (n = 12)
o Stable disease (n = 13)
® Progressive disease (n = 1)

O Last assessment before data cutoff

Percent change from baseline — target lesions

-100

Percent change from baseline — target lesions

Cho, WCLC, 2023




A \What else? Anti-VEGF?

Ivonescimab (AK112/SMT112) a novel PD-1/VEGF

Study Design’

Cohort 1
1L without EGFR/ALK
alterations

Ivonescimab +
pemetrexed 500 mg/m? +
carboplatin AUC 5
mg/min/ml
(non-squamous)

Ivonescimab +
paclitaxel 175 mg/m? +
carboplatin AUC 5
mg/min/ml
(squamous)

Cohort 2
(non-sq)

EGFR+ adv
Progressed after
EGFR-TKI

Cohort 3
Progressed after
platinum-doublet

and PD-1

Ivonescimab +
pemetrexed 500 mg/m? +
carboplatin AUC 5 mg/min/ml

Ivonescimab +
docetaxel 75 mg/m?

™ Northwestern Medicing’
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Chemo C
Median follow up 13.3 months

inlL A

Percent Changes from Baseline in Target Lesions

Sum of Diamaeters (N=129*)

60

Best Change in Sum of Diameters from Baseline (%)
P

NSCLC

# Squamous (n=60)
» Non-Sguamous (n=69)

Zhang, ASCO, 2022, P9087

+20%

i

Anti-VEGF

Engineered
Fc-null Region

/. Anti-PD-1

Ivonescimab Chemo Combination 1L Advanced/Metastatic NSCLC
Overall Survival (N=135) - Median follow up 13.3 months
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B Efficacy of Chemo with Atezo/Bev

OS in the ITT population

T T T
0 2 4

1004 192.7% ABCPem/Pac  BCPem/Pac
187.5% n=152) n=153
m Patients with an
% 7260 event, n (%) 73 (48.0) 76 (49.7)
80 | 168.3% Median, mo 207 18.7
| (95% CI) (15.4,256)  (14.6,25.2)
709 1 Stratified HR (95% CI) 0.93 (0.67,1.28)
oo | |
3 : : Minimum follow-up, 10.5 mo
PR \ | Median follow-up, 14.0 mo
40+ | |
| |
304 | |
| |
209 | 1
104 | |
Induction Maintenance 0 : |
Inclusion criteria: (4 cycles®) (no crossover) T T T T T T } T T T T T T T T T
. Stage IV nonsquamous NSCLC |y _s0s o 2 4 6 8 10 12 1;0“‘";5 18 20 2 24 26 28 30
. Chemotherapy naive Arm A Atezo or No. at risk
Sensitizing EGFR or ALK Erriell  Atezo (1200 mg IV) Arm A placebo 52 146 39 126 121 102 8 60 48 37 20 26 13 7 5
ey agnemﬁons mitteds blind + Bev (15 mglkg) Atezo (1200 mg IV) treatment until a ABCPem/Pac 152 146 a4 1se e a2 “ ! 3
?patients with WT di:ease + Carbo (AUC 6) + Bev (15 mg/kg) unacceptable 3 BCPem/Pac 153 149 140 133 120 114 95 72 60 51 37 28 22 18 1 4 I
capped at 50% of the + Pem (500 mg/m2) or + Pem?d (500 mg/m2) toxicity or g
total population) Pac (175 mg/m?) ~ loss of 8
clinical benefit K]
. Patients with sensitizing EGFR =
or ALK alterations must have Am B Bev and >
progressed after >1 prior TKI Placebo (1200 mg IV) Arm B Pemd 2 1009 EGFR?/ALK+
9 + Bev (15 mglkg) Placebo (1200 mg IV) treatment until 3 0
Stratification factors: + Carbo (AUC 6) + Bev (15 mg/kg) PD per @
. EGFRIALK status (genomic + Pem (500 mg/m2) or + Pemd (500 mg/m?) RECIST 1.1 807
alterations vs WT) Pac (175 mg/m2) \ ), 0
. PD-L1 expression® b
\_ (TC <50% vs TC 250%) ) 60 |
g
g o | 33.4%
= 40 }
30 |
|
204 | ]
| |
10
— ABCPemPac | | 1
04 -+ BCPem/Pac } }
T T
6

Zhou, WCLC 2023 No.atrisk

ABCPem/Pac 81 74 Al 54 42 32 25 17 7 5 3 3 3 1 1 0

'\VI Northwestern Medicine@ BCPem/Pac 82 73 66 53 41 31 16 10 8 3 3 2 2 0 0 0
Feinberg School of Medicine 11/18/23



B Frontline: Beyond ICI

* Antibody Drug Conjugates are promising

- Unclear if they can overcome the “KN198 bar” in terms of efficacy and
tolerability

- Likely in select populations
* Anti-VEGF continues to be of interest
- Modest and inconsistent benefit in front line
* Optimization of first line therapy remains a challenge
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