2\D LINE TREATMENT FOR ADVANCED NSCLC

A moving field

Name

Martin Reck

Department of Thoracic Oncology

Airway Research Center North, German Center for Lung Research
LungenClinic, Germany



DECLARATION OF INTERESTS
Martin Reck

Honoraria for lectures and consultancies (self fee) from:

Amgen, AstraZeneca, Beigene, BMS, Boehringer-Ingelheim, Daiichi-Sankyo, Lilly, Merck, Mirati, MSD, Novartis,
Pfizer, Roche, Sanofi

Institutional Support for clinical trials from:
BMS, Boehringer-Ingelheim

Research funding for clinical trials paid to my institution by:

Amgen, AstraZeneca, Beigene, BMS, Boehringer-Ingelheim, Daiichi-Sankyo, Lilly, Merck, Mirati, MSD, Novartis,
Pfizer, Roche, Gilead

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



CHALLENGES IN SECOND-LINE TREATMENT |

Pretreated Patients
Reduced performance status: Tolerability becomes more important.
Low response rates: Tumor control becomes important.

More symptomatic patients: Symptom control and symptom
improvement become important .

It is hard to show any improvement in efficacy...
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SECOND-LINE TREATMENT - CHALLENGES Il

Socinski et al. 20021
Belani et al. 20032
Brodowicz et al. 20063

von Plessen et al. 2006*
Barata et al. 2007°
Park et al. 2007°
Ciuleanu et al. 2008’
Pirker et al. 20088
Scagliotti et al. 2008°
Fidias et al. 20091° = 20 0 e o o 0 =

Patients receiving 2nd-line therapy (%)

In recent studies, approximately 50% of patients did not receive second-line therapy

1) Clin Oncol 2002;20:1335-43; 2J Clin Oncol 2003;21:2933-39; 3Lung Cancer 2006;52:155-63; “Br J Cancer 2006;95:966—73; >J Thoracic Oncol 2007;2(Suppl.
4):5666 Abs. P2-235; ©J Clin Oncol 2007;25:5233-39; 7J Clin Oncol 2008;26(Suppl. 155):426s Abs. 8011; 8) Clin Oncol 2008;26(Suppl. 15S):6s Abs. 3; °J Clin Oncol

2008;26:3543-51; 19) Clin Oncol 2009;27:
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THE THREE PERIODS OF SECOND-LINE TREATMENT I '

. Before Immunotherapy
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SECOND LINE TREATMENT NSCLC - FIRST RESULTS

Docetaxel Pemetrexed Erlotinib
RR, % 5.0-12.0 7.1-11.8 7.9-9.0
Median PFS, m 2.0-3.1 2.6-2.9 2.2-3.6
Median OS, m 5.7-8.0 6.7-8.9 6.7-7.9
1-year OS,% 28.7-37.0 29.7-38.5 31.0-35.7

Shepherd, et al. JCO 2000; Fossella, et al. JCO 2000; Ramlau, et al. JCO 2006; Paz-Ares, et al. BJC 2008

Kim, et al. Lancet 2008; Krzakowski, et al. JCO 2010; Hanna, et al. JCO 2004, Cullen, et al. Ann Oncol 2008

Shepherd, et al. NEJM 2005; Vamvakas, et al. ASCO 2010; Ciuleanu, et al. IASLC Chicago 2010; Reck M, et al, Lancet Oncology 2014; Garon E et al, Lancet 2014; Soria JC, Lancet
Oncology 2015
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SECOND LINE TREATMENT NSCLC - UPDATED RESULTS

Docetaxel Pemetrexed Erlotinib
RR, % 5.0-12.0 7.1-11.8 7.9-9.0
Median PFS, m 2.0-3.1 2.6-2.9 2.2-3.6
Median OS, m 5.7-8.0 6.7-8.9 6.7-7.9
1-year OS,% 28.7-37.0 29.7-38.5 31.0-35.7

Shepherd, et al. JCO 2000; Fossella, et al. JCO 2000; Ramlau, et al. JCO 2006; Paz-Ares, et al. BJC 2008
Kim, et al. Lancet 2008; Krzakowski, et al. JCO 2010; Hanna, et al. JCO 2004, Cullen, et al. Ann Oncol 2008
Shepherd, et al. NEJM 2005; Vamvakas, et al. ASCO 2010; Ciuleanu, et al. IASLC Chicago 2010; Reck M, et al, Lancet Oncology 2014; Garon E et al, Lancet 2014; Soria JC, Lancet n

Oncology 2015



THE THREE PERIODS OF SECOND-LINE TREATMENT

. Before Immunotherapy
. During Immunotherapy
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ANTI — PD-1 MONOTHERAPY IN PRETREATED PATIENTS
PRIMARY ENDPOINT: OS!

Nivolumab - CheckMate 017 (PIII)’ Nivolumab - CheckMate 057 (PIII)?
2nd Line, squamous, PD-L1 All-Comer 2nd Line, non-squamous, PD-L1 All-Comer

_ ™y -
Nivolumab Nivolumab
Stage lllb/IV SQ NSCLC . = Stage IB/IV non-SQ NSCLC
1 pgor platinun(":l ] 3 mg/kg IV Q2W until PD - Pre-treatment [archival or 3amg/kg IV Q2W

or unacceptable toxici recent) tumor samples until PD or unacceptable toxicity
doublet-based P ty ) P

n=135 required for PD-L1 n=292
chemotherapy - > - ECOG PS 0-1
ECOG PS0-1 ) ~ D T I ™y . Failed 1 prior platinum doublet
Pre-treatment (archival 1-1 ocelaxe i . Prior maintenance therapy Docetaxel
or fresh) tumaor - 75 mg/m? IV Q3W until PD Allruwe 3, - 75ma/m? IV QaW
samples required for or unaccept-la;;e toxicity . 1 ﬂ&e?apélz'ggsg ‘;‘)’r" until PD or unacceptable toxicity
_ n= —
PD-L1 analysis \_ J ation n=290
Patients stratified by region n=582
and prior Paclitaxel use

n=272

Patients stratified by prior maintenance
therapy and line of therapy (2nd- wvs. 3rd-line)

Pembrolizumab - Keynote 010 (PII/III)® Atezolizumab - OAK (PIII)*
2nd+ Line, PD-L1 TPS 21% 2nd+ Line, PD-L1 All-Comer

MNSCLC Pembrolizumab high dose (10 mg/kg) iv g3w Stratification factors

- * PD-L1 expression
n=346 ] i Atezolizu PD or loss of
= At least 2 cycles of + Histology . Atezs imab. D or of
platinum—coataining - Prior chemotherapy 1200 mg IV g3w clinical benefit
- I_/' \_I
based L

doublet chemotherapy Pembrolizumab low dose (2 mg/kg) iv g3w ]

= PD-L1+ {central n=345
laboratory review)
-ECOG PS 01
— Docetaxel
n=1034 =343

1. Borghaei H et al. Poster presentation at ASCO 2016. 9025. 2. Brahmer JR et al. Oral presentation at AACR 2017. CT077. 3. Herbst RS et al. Poster presentation at ASCO
9090. 4. Rittmeyer A et al. Lancet. 2017;389(10066):255-265. Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



IMMUNOTHERAPIES - 5-YEAR OS IN PHASE I-lll TRIALS
A 'TASTE' OF CHRONIC DISEASE

KEYNOTE-001 CheckMate 003

100
901 Previously treated patients e Previously treated patients
ES 80
RS Median OS 10.5 mo _ Median OS 9.9 mo
S ol 5-year OS 16% £ 5-year OS 16%
2 40 H 8 40
5 301 :
S 20 20 } ,
10 - : { E { :
0 é 1'0 1'5 :a] 2'5 3'0 315 4'0 4'5 5[0 5'5 slcn 6I 7'0 7'5 0 1 2 3 ‘Il 5 6 7
Time (months) Years
o KEYNOTE-010 TPS >1% " CheckMate 017/057
a0
= 80- Median OS 11.8 vs 8.4 mo 801 Median OS 11.1 vs 8.1 mo
£ o 5-year OS 16% vs 7% ~ ol 5-year OS 13% vs 3%
Il N HR 0.70 (0.61-0.80) > HR 0.68 (0.59-0.78)
_E 404 O 44
6 ;E: 20 1 i N Nivolumab
@ i T pe—
’ 0 é 1I2 1IE lel 3|U 3IE- -‘IIZ -‘llﬂ- 5I4 Eiﬂ EIB TI2 0 é 1:2 1I8 24 3ID 3I6 4I2 4I8 5I4 Bl{l 66 72 78
Time, months Months

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
Garon E et al. J Clin Oncol. 2019;37(28):2518-2527. Gettinger S et al. Lancet Oncol. 2019;36(17):1675-1684. Herbst R et al. Presented at WCLC 2020; abstract FP13.01. Borghaei H et al. J Clin Oncol. 2021; DOI: 10.1200/JC0.20.01605.



THE THREE PERIODS OF SECOND-LINE TREATMENT

. Before Immunotherapy
. During Immunotherapy
. After Immunotherapy (the reality of today!)
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THE CLINICAL (PRAGMATIC) VIEW ON PD AFTER 10 AND
POTENTIAL TREATMENT IMPLICATIONS

O Months O Type 1:
* Slow, asymptomatic PD

& & * No new tumor related
o
> symptoms

* Good tolerability of 10
e Continuation of 10?

Martin Reck Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



I A S I ( *% > 5 % IASLC 18TH WORLD CONFERENCE ON LUNG CANCER
: @ y;% %' " October 15-18, 2017 | Yokohama, NETED

INTERNATIONAL ASSOCIATION FOR THE STUDY OF LUNG CANCER WWW.IASLC.ORG

Oak — Exploratory Analysis

Key patient inclusion Atezolizumab PD/loss Non-protocol
criteria mg 1200 mg IV q3w of clinical therapy / Survival
(n=425) benefit follow-up

* Locally advanced or
metastatic NSCLC

+ 1-2 prior lines of .
chemotherapy including T )

21 platinum-based Non-protocol
* Any PD-L1 status . 75 mg/m2 IV q3w therapy / Survival

(n=8350) follow-up

No Treatment

Atezo Post-PD  Other Post PD Post PD
Number 168 (51%) 94 (28%) 70 (21%)
. 12.7 m 8.8 m 2.2m
Mtselem ©F (9.3 ; 14.9) (6.0;12.1) (1.9 ; 3.4)
18 m OS 37% 20% 9%

Gandara D et al, ASCO 2017; abstract 9001




THE CLINICAL (PRAGMATIC) VIEW ON PD AFTER 10 AND
POTENTIAL TREATMENT IMPLICATIONS

@) O Type 1/ Slow - PD:
& Months & * Slow, asymptomatic PD
— * No new tumor related

I-L| symptoms

Good tolerability of 10
Continuation of 10?

Type 2 / Oligo-PD:
 Stabilization/Response of primary tumor
* 1-2 new metastases

Good tolerability of 10
Continuation of 10 and local therapy?

o ©

c{m\; —. JW

Martin Reck Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



OLIGO PD / OLIGORESISTANCE

1536 patients, 312 patients with initial response, 143 patients with acquired resistance

OligoAR
<3 new or progressive
lesions
Metastatic disease Response / D
Objective response
(CR/'PR) =
. O
+ PD<{L)1 Acquired
blockade resistance
D S 4 £ New or progressive
> lesions after initial
» response Systemic AR
» >3 new or
\ progressive lesions
&,
® O

Schoenfeld A et al, Clinical Cancer Research 2022
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DIFFERENT CHARACTERISTICS OF OLIGO PD

Oligo PD: No difference in clinical characteristics or PD-L1 expression but higher TMB

Systemic AR
44%

Number of patients

18

124

OligoAR

112.6 months

8.7 months

Systemic AR

I I 1 1 1 1 1 1 I I I
3 6 9 12 15 “18 21 24 27 30 33 /36
Time to resistance (months)

100
—1— OligoAR
—1— Systemic AR
75
P <0.001
0
© 504
=
L1L LAl A A
257 ‘
1 ]
0 T T T T 1
0 12 24 36 48 60
No. at risk Post-progression survival (months)
Oligo 80 47 21 12 5 2
Systemic 63 24 9 5 4 1

Median time to resistance 12.6 vs 8.7 m

Postprogression survival: 28 vs 10 m

Schoenfeld A et al, Clinical Cancer Research 2022
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IMPACT OF LOCAL TREATMENT IN OLIGO PD

75 4

Percent overall survival

—Ii— Local therapy added
—1— Systemic therapy only

P=0.04 Bl Local therapy added

Hl Systemic therapy only

No at risk:
Local s7
Systemic 23

12

24 36 48 60

Months
19 10 4 2
4 2 1 1]

T 1 1 T 1
0 12 24 36 48 60 72

Months post PD-(L)1 blockade progression

Schoenfeld A et al, Clinical Cancer Research 2022
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THE CLINICAL (PRAGMATIC) VIEW ON PD AFTER 10 AND
POTENTIAL TREATMENT IMPLICATIONS

Type 1/ Slow - PD:
* Slow, asymptomatic PD
* No new tumor related
symptoms
* Good tolerability of 10
* Continuation of 10?

Months

|

Type 2 / Oligo-PD:
* Stabilization/Response of primary tumor
* 1-2 new metastases
* Good tolerability of 10
* Continuation of 10 and local therapy?

Months

Type 3 / Systemic PD
* General PD
* Clinical Symptoms
* Change of treatment?

|

Martin Reck Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



Cancer cell

Primary
PD-L1 =0
TMB'®
MSS (CRC, ...)
EGFR™MU (NSCLC)
ALK fusion (NSCLC)
STK11mut
WNT/B-catenin
upregulation
PTEN loss

Secondary
JAK1/2Mut (melanoma)
IFNGR1/2 (melanoma)

IRF1mut
Bszul
Loss of heterozygosity
Subclonal elimination

Cancer cell and/or
stroma

Primary
TGFB
IL6
IL8

Tumor stroma Host

Primary Primary
Organ location (visceral) LDH
CD3/CD8 (d)NLR
PD-L1 Eosinophils
Microbiome
Secondary
TIM3 upregulated on
CD4/8
;_\\
v
. Vg

A Neoantigen loss B Defects of the antigen processing C Abnormal IFNy signaling
machinery
Gene silencing y /
\' \‘ iNRy, MHCA {/ 3 ¥
MHC-I with [ X receptor [ N/ PD-L1
antigen i’ c' ﬂ c - 1
* o S .
- X, ol L@
Tumor cell  Antigen  Proteasome A F Tumor X 7 S
I [STAT)
& ’ TAP ©© X " IFN genes
Dedifferentiation X nnzm;fan
D  Aberrant genomic signaling E  Coinhibitory checkpoints F  Immunosuppressive TME
Immunosuppressive TIGlT Treg
cytokines o @ o Q
e WNT Fnzzled WNT BTLA @
MDSC
® fi s @
TIM3 ‘
CTLA4 M2-TAM . e o e TGFD
= ILo” ¢ . I35
) m ‘I.Vm Q et
Martin Reck

Do we have a standard of resistance?

Resistence after Immunotherapy
A really complex event
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MANAGEMENT - POTENTIAL STRATEGIES

Re Challenge?
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POOLED ANALYSIS REEXPOSITION PEMBROLIZUMAB
KN 024, KN 042, KN 598, KN 189, KN 407

Monotherapy Cohort

........................................................................

Time from sta rtmg second course pembrollzumab to cut Off Median Zgéﬁgnmtéisoﬁgséngt%h% ggp‘))right and responsibility of the author. Permission is required for re-use. m

s
L ]
L ] A E
[ J Fy -
- Fy
L J -
Fy
® a
rFY
I
o A *
-
o=
Fy
=
Y
*
® *
» *
-»
A
*
]
#*
L}
L -
-
* ™
L
A CR
+ PR
A SD
e PD
W Death
B End of first course
Second course
- * Began subsequent therapy
|
48 54 60 66 72

Rodriguez Abreu D, Reck M, WCLC 2022

Cohort 1
(pembro monotherapy)
N =57

ORR,(95% Cl), % 19 (10-32)
DCR2.(95% Cl), % 74 (60-85)
Best overall response.2.n (%)

CR 0

PR 11(19)

SD 31 (54)

PD 8 (14)

NA®, 7(12)
DOR,2 median (range), mo NR (0.0+ to 20.0+)

DOR 26 mo, % 79

PFS 2¢.median (95% Cl), mo 10.3 (5.6-14.0)
6-mo rate (95% Cl), % 61 (46-73)

08,2 median (95% Cl), mo 27.5 (21.7-NR)
6-mo rate (95% Cl), % 85 (72-92)




REEXPOSITION IN PRETREATED PATIENTS

SOME INTERESTING DATA FROM FRANCE
10.452 patients with advanced NSCLC

= ™)

la/mNSCLC 16 Chemotherapy 1 Nivalomah Ongoing treatment
s diagnosis ) @ (21 lines) L (2 12 mo follow-up)
2 N 8 ) 4 )
la/mNSCLC Chemotherapy . Death or no new treatment
; : i Nivolumab
5 diagnosis ] U (21 lines) L (2 12 mo follow-up)
[ la/mNsclc | [ chemoth A A \ [ chemoth )
a .m : emo' Srapy Nivolumab emo. Srapy Death or censored
. diagnosis IR (21 lines) L J (21 lines)
2 N 4 Y ( Ry 2 Y r Y
Ia/.mNSC-LC Chemo'fherapy Nivaliraah No treatment Immunothferapy Death or censored
s diagnosis J @ (21 lines) L J (> 6 weeks) '} | resumption
i la/mNSCLC 1 ( Chemotherapy | [ 1 [ chemotherapy | [ Immunotherapy )
. . : i Nivolumab 3 it Py Death or censored
| diagnosis | | (21 lines) ) U gy U (21 lines) ) rechallenge
Treatment 1 Treatment 2
0Ss1 0S2
> >

Levra MG et al, Lung Cancer 2020
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MEDIAN OS2 EVEN BETTER THAN OS1!

A 100F. :
L Median OS = 14.8 months [95%Cl: 13.4-16.5
\‘N
g“\«

80 |- \\\“
g .
T 60f e
-E ......................................................... ::‘::‘:.?-Uu- ....................................................................
a Yoy "y
3 40f Y
Q
>
O

20

of i | . | : | . | ; |
0 6 12 18 24 30
Patients at risk Time since resumption of immunotherapy (months)
1127 884 657 454 299 177 85 40 18 5
Median OS2 / Resumption: 14.8 m
Martin Reck

b w0oF :
h, Median OS = 18.1 months [95%Cl: 14.6-21.6)
80 - o
S\; ’ "]
-5 60 ™ N
2 :
S PPN ... SO
e J
i
T 40t
o
>
(@]
20 -
0 [ L L 1 I L L l L L I L L l 1 1 1 I
0 6 12 18 24 30
Petlants ok Time since start of immunotherapyrechallenge (months)
390 305 225 168 99 7] 53 31 8 1
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Median OS2 / Rechallenge: 18.1m

Levra MG et al, Lung Cancer 2020




RELEVANT FACTORS DRIVING THE BENEFIT

Univariate and multivariate logistic regression analysis of factors of receiving a second PD-1 inhibitor.

Patients’ characteristics

All patients with 2™ PD-1
inhibitor course (N = 1517)

All patients with post-nivolumab
chemotherapy only (N = 3601)

Univariate analysis

Multivariate analysis

OR (95 % CI) P value OR (95 % CI) P value
Age (mean * SD; years) 63.5 £ 9.7 63.4 £ 9.4 1.00 (0.99-1.01) 0.634 - -
Gender (men: n, %) 1057 (69.7 %) 2526 (70.2 %) 1.02 (0.90-1.17) 0.737 - -
Histology (non-squamous; n, %) 810 (53.4 %) 2047 (56.9 %) 1.15 (1.02-1.30) 0.023 NS NS
Cancer duration
Less than 1 year 689 (45.4 %) 1729 (48.0 %) Reference - -
1 to 5 years 741 (48.9 %) 1678 (46.6 %) 1.11 (0.98-1.25) 0.103 - -
5 years and more 87 (5.7 %) 194 (5.4 %) 1.13 (0.86-1.47) 0.388 - -
Cerebral metastases 254 (16.7 %) 562 (15.6 %) 1.09 (0.93-1.28) 0.310 - -
/Duration of initial nivolumab \
course

< 3 months 695 (45.8 %) 1888 (52.4 %) Reference Reference
3 — 6 months 390 (25.7 %) 912 (25.3 %) 1.16 (1.00-1.35) 0.046 1.17 (1.01-1.36) 0.035
=6 months 432 (28.5 %) 801 (22.2 %) 1.47 (1.27-1.70) < 0.001 1.48 (1.28-1.71) < 0.001
Comorbidities (yes vs. no)
Hypertension 297 (19.6 %) 592 (16.4 %) 1.24 (1.06-1.44) 0.007 1.21 (1.03-1.42) 0.019
Diabetes 138 (9.1 %) 289 (8 %) 1.15 (0.93-1.42) 0.206 - -
Renal failure 68 (4.5 %) 147 (4.1 %) 1.10 (0.82-1.48) 0.515 - -
COPD 222 (14.6 %) 425 (11.8 %) 1.28 (1.08-1.53) 0.005 1.24 (1.03-1.48) 0.021 /

Tcy ZT (1.0 J0) TZTI.2 %0) T.30 (U.832-2.20) 0.230 = =
Other chronic pulmonary 147 (9.7 %) 274 (7.6 %) 1.30 (1.06-1.61) 0.014 NS NS

disease
Levra MG et al, Lung Cancer 2020
Martin Reck Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



MULTIPLE HALLMARKS OF RESISTANCE TO IMMUNOTHERAPY

Oncogenes and
Oncoproteins

Inept Host Immunity » Genetic and
V A Epigenetic Dysfunction
o 3"\

‘ -
~

Influence of
the Microbiome

[ Deregulated Tumor (j

Immunometabolism A
vs

@
Lack of Inflammation
in the TME

{ed
{.;;“5 Loss of Sufficient
‘ and Suitable Antigens

\j: Dysfunctional ]

T-cell Compartment

Karasarides M et al, Cancer Immunol Res 2022
Martin Reck Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



CHALLENGES IN DIAGNOSIS AND THERAPY

Resistance nodes Detecting immune resistance
(see fig. 1)

Pathology

Vg approaChes Mouse models Metabobéics ) Ide nt|f|Cat|on Of
to int t Se= - . .
immuneres- I8 ﬁ s = resistance mechanism

phenotypes

\/
Targeting immune resistance

3
‘Zb\ s '(5} . ,3;%‘; N ‘3@ - Development of
Assay Biomarkers Standardization/ Gene regulatory Data Mechanisms treatments tO overcome
development harmonization networks integration of action re Slstance

I [ I I I |
!

&o

Novel treatments

a

Karasarides M et al, Cancer Immunol Res 2022
Martin Reck Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



POTENTIAL APPROACHES

ADCs - the new weapon for everything?
Antiangiogenic compounds?

Different approaches?

Vaccines?

Cellular therapies? (will be covered later)

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



TROPION LUNG 01 TRIAL
SECOND-LINE TREATMENT AFTER FAILURE OF CT AND CIT

Key Eligibility Criteria

+ NSCLC (stage IIIB, IIIC, or IV)
» ECOGPS of 0 or 1 Dato-DXd

» No prior docetaxel 6 mg/kg Q3W

Without actionable genomic alterations? (N=299)
« 1or2 prior lines, including platinum CT and :
anti-PD-(L)1 mAb therapy

With actionable genomic alterations
* Positive for EGFR, ALK, NTRK, BRAF, ROST, Docetaxel

MET exon 14 skipping, or RET 75 mg/m? Q3W
« 1 or?2 prior approved targeted therapies + (N=305)
platinum-based CT, and <1 anti-PD-(L)1 mAb

Prim EP: PFS & OS
Results of Interim Analysis
Lisberg A et al, LBA12, ESMO 2023

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



TROPION LUNG 01 - RESULTS

Progression-Free Survival: ITT

Dato-DXd | ADoEstRXE

100 =y Median (35% CI), |
months* 44(4256) | 37(2942)
8 - HR  075(062:091)
| Pvalue 0.004
® Prespecified
Z w0 boundary (2:sided) 0008
g 40
&
20 —
0 T T s L T T T T 1
0 2 4 6 8 10 12 14 16 18
No. at risk: Time since randomization, months
DaloDXd 299 216 156 9% 74 46 % 10 2 0
Docetaxel 305 186 120 63 42 19 14 7 0 0
Dato-DXd Docetaxel
ORR (95% Cl), %® 26.4(21.5-318) 12.8(9.3-17.1)
DOR (5% Cl), mo 71(56-109) 56(54-81)

Interim Overall Survival; [TT
100 Frbpig =
! Median (5% 1, Rl
0 months* 124(108148) | 110(98425)
" 0.90(0.72113)
g ¥
3
H
o 41
o}
mq
p— Information fraction
‘ at intenm analysis
° 2 4 6 8 N °r W B w2 2 (eventsfota events
o This st dondiies meat required): 74%.
Dato-DXd 209 m i) 201 166 121 & % kg " 6 1
Docetaxel 305 m pi] 19 1% 15 1] 42 ] 13 4 !
Non-squamous HR (5% Cl): 0.77 (0.59-1.01); Squamous HR (35% CI): 1.32 (0.87-2.00)

Med PFS: 4.4 vs 3.7 M (HR 0.75, p 0.004)
PFS Squamous: HR 1.38, Non Squamous: HR 0.63

RR: 26.4 vs 12.8%

= (S data not mature

Lisberg A et al, LBA12, ESMO 2023
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TROPION LUNG 01 - ADVERSE EVENTS

TRAEs Occurring in 210% of Patients Characteristic AE<.

System organ class N=297 N=290 o
Preferred term, n (% Any grade Grade >3 | Anygrade | Grade>3 * Mucositis

Blood and lymphatic system e Stomatitis
Anemia 43 (15) 11(4) 59 (20) 11 (4) : L.
Neutropenia® 12(4) 2(1) 76 (26) 68 (23) * Pneumonitis / ILD

Gastrointestinal e Skin toxicity
Stomatitis 140 (47) 19(6) 45 (16) 3(1) .
Nausea 100 (34) 70) 48(17) 3(1) * Eye Toxicity
Vomiting 38 (13) 3(1) 22 (8) 1(0.3) g
Constipation 29 (10) 0 30(10) 0
Diarrhea 28(9) 1(0.3) 55 (19) 4(1)

General
Asthenia 55 (19) 8(3) 55 (19) 5(2)

Fatigue 34 (11) 2(1) 40 (14) 6(2)

Metabolism and nutrition !
Decreased appetite 68 (23) 1(0.3) 45 (16) 1(0.3)

Skin and subcutaneous
Alopecia 95 (32) 0 101 (35) 1(0.3p
Rash 36 (12) 0 18 (6) 0
Pruritus 30 (10) 0 12 (4) 0

Lisberg A et al, LBA12, ESMO 2023
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NEGATIVE TRIALS

EVOKE-01
Sacituzumab Govitecan vs Docetaxel

CARMEN-LCO3
Tusamitamab Ravtansine vs Docetaxel

January 22, 2024

Gilead Provides Update on Phase 3 EVOKE-01 Study
FOSTER CITY, Calif--(BUSINESS WIRE)-- Gilead Sciences, Inc. (Nasdagq:
GILD) today announced that the Phase 3 EVOKE-01 study did not meet
its primary endpoint of overall survival (OS) in previously treated
metastatic non-small cell lung cancer (NSCLC). EVOKE-01is evaluating
Trodelvy® (sacituzumab govitecan-hziy; SG) vs. docetaxel in patients
with metastatic or advanced NSCLC that had progressed on or after
platinum-based chemotherapy and checkpoint inhibitor therapy.

sanofi

Sanofi announces end of program evaluating tusamitamab
ravtansine after a 2L NSCLC Phase 3 trial did not meet a
primary endpoint

Press Release

o CARMEN-LCO3 trial did not meet dual primary endpoint of improving progression-free
survival; tusamitamab ravtansine clinical development program will be discontinued

¢ Sanofi reinforces commitment to broader oncology development program including
CEACAMS5-directed antibody drug conjugates (ADC) with additional anticipated trials

PARIS, December 21, 2023. Sanofi is discontinuing the global clinical development program
of tusamitamab ravtansine. The decision is based on the outcome of a prespecified interim
analysis of the Phase 3 CARMEN-LCO3 trial evaluating tusamitamab ravtansine as monotherapy
compared to docetaxel in previously treated patients with metastatic non-squamous (NSq) non-
small cell lung cancer (NSCLC) whose tumors express high levels of carcinoembryonic antigen-
related cell adhesion molecule 5 (CEACAMS).
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VEGF ACTS AS A KEY MEDIATOR OF AN
IMMUNOSUPPRESSIVE TUMOR MICROENVIRONMENT (TME)

Direct effects of angiogenic factors on immune cells'

Tumour

VEGF creates an immunosuppressive (pro-tumour)
microenvironment!

1 Adaptive immunity

1 Innate immunity

Upregulation of immunosuppressive cells:
 Regulatory T-cells (T-regs)

* T Recruitment
= | Phagocytosis
. * T Pro-tumeour M2

. . * T Recruitment ' ' phenatype
* Myeloid-Derived Suppressor Cells (MDSCs) R ‘Q’
cytokines Tl
Impaired antlgen presenta.lt.lon. | S ii}'m
«  Suppression of dendritic cell (DC) maturation, macrophages ZiEEfLTJ?"““
functien
(TAMs) t o
» Impaired T-cell function (CTLs) L=
J-Quantltgr
* | Maturation
* | Antitumour function
J

J

i Calls known to produce VEGF
@ Cells known to preduce ANGZ

1. Fukumura D et al. Nat Rev Clin Oncol. 2018;15(5):
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



COMBINATION TRIALS - MISSING
CONFIRMATION IN PHASE Iil TRIALS

COSMIC-021
Cohort 7

Schedule

N

ORR (%)

PFS (mo.)

0S (mo.)

G=23 TRAE (%)

Phase lll

Cabozantinib
Atezolizumab

80

19*
4.5
13.8*

93

_soumerr

LUNG-MAP
S1800A

Ramucirumab
Pembrolizumab

69
22
4.5
14.5
42

Pragmatica-
lung

‘ MRTX-500

Sitravatinib
Nivolumab

68

18

5.7
14.9
66

W

Phase Il

Bevacizumab
Atezolizumab

24

13

5.6
14.0
4.2

Retrospective
Ramucirumab
Atezolizumab
21
4.8
3.4
16.5
43

Lenvatinib
Pembrolizumab

21
33*
NR
NR

42

_LEARG—

*RR: PD-L1<1%: 11% ; PD-L121%: 20%. PFS: PD-L1<1%: 4.7; PD-L121%: 5.4. OS: PD-L1<1%: 10.4 ; PD-L121%: 17.8
** Includes treatment naive population.

Neal - ASCO 2022 * Reckamp -JCO 2022 * Leal -ESMO 2021 * Lee —-JTO 2022 * Herzog —-Lung Cancer 2022* Brose — ASCO 2019 * Tagl
(There is no intention of rS¥& T WS RIBERUBH]™ 's copyright an

Slide courtesy J Remon, Hendricks L adapted

lor -JCO 2020 *Borghaei Ann Oncol 2023 *Neal ELCC

responsibility of the author. Permission is required for re-use.




SELECTED POTENTIAL CONCEPTS

ONC-392/BNT316

Mechanism of action

Avoiding lysosomal degradation of CTLA-4 in regulatory T cells for safer and more effective immunotherapy

pH insensitive anti-CTLA-4 mAbs pH sensitive anti-CTLA-4 mAbs
Ipilimumab ONC-392/BNT316
Host tissues
m Autoimmunity = 4, ——| Autoimmunity

*  Recycing
endosome

\ Endosome

pH-G 5 !A

| Recycling “

Anti-tumor

Immunity

ADCC/ADCP Anti-tumor

Immunity

Tumor microenvironment An.body dependent cellular cytotoxicity (ADCCY
Antibody dependent callular phagocytosis (ADCP)

Liu Y, Zheng P. Preserving the CTLA-4 Checkpoint for Safer and More Effective Cancer
Immunotherapy. Trends Pharmacaol Sci. 2020;41(1):4-12.doi:10.1016/j.tip5.2019.11.003

He K et al, abstract 9024, ASCO 2023

ONC-392, 10 mg/kg x 2, then 6 mg/kg, q3w
(101-014 and 102-001: 10 mg/kg x 4, q3w)

Percentage Change of Target Lesions From Baseline
8 &

i spl
i POl
. poll
. sof
e |
- soll
 solll
- sofill
G |
PR
PRI
PR
PRI
PRI
PR
+-
cR

203-005

T e e e N T YT T oo oY

% Change in Target Lesions and Best Overall Response (N=27 Evaluable)

Percentage change from baseline

* Long treatment duration despite extensive first-line
immunotherapy in some patients

* Gl Tox CTC Grade 3/4: 43%, irAE CTC Grade 3/4: 34%

* Moving to phase lll trial

f this presentation is copyright and responsibility of the author. Permission is required for re-use.



SELECTED POTENTIAL CONCEPTS
SABESTOMIG - AZD7789 (ANTI PD-1 & ANTI TIM)

Besse B et al, ESMO 2023

Proposed MOAs for sabestomig

T cell MOA:
Targets TIM-3 and
PD-1 to reinvigorate
effector function

Myeloid/DC MOA:

Targets TIM-3 to increase
phagocytosis, tumour
antigen presentation, and
antitumour T cell expansion

Best change from baseline Iin
target lesion size (%)
sl
£
8

-501

-1001

1234

Response: 4/36 (11%) (Dose =/> 750 mg)

45 patients, prior treatment with anti PD(L)-1
Median 2 lines of prior therapy (1-6)

Martin Reck

Number of total expanded clones

Total expanded T cell clones New expanded T cell clones*
Sabestomig Durvalumab' Sabestomig Durvalumab!
=225 mg 2750 mg 1500 mg =225 mg 2750 mg 1500 mg
3004 - 3004 § . 300 o 300
® S g
§ 2504 2504 o8 25 . 250
S8
2 2004 2004 § o 2004 B 2004
-~ 29
2 150 1504 22 1% 1501
s s
c P
£ 100 1004 S = 100 100
.~ - (=3 ] v .
a o
~ ] S
S 50 504 B t% 50 @ so0{ *
= o =
== =z
0+ * o4 == 04 —bile
N-T N=21 N=71 N=7 N=21 N=71
T cell clonal expany atyss using TCR saquencn New expanded T cell clones e 85 not detected at baseline
wt was durvadamat: niaparib 10 represent PO Y mos ooding o d

equired for re-use.

Expansion
of T-Cell Clones



SELECTED POTENTIAL CONCEPTS
HUDSON - PLATFORM STUDY Besse B et al, WCLC 2022

Ceralasertib + Durvalumab

« No targetable alterations in EGFR, ALK, ROS1, BRAF, MET, or RET DCR, PFS, OS, safety and
tolerability

025

* Locally advanced or metastatic NSCLC OS s = Z;r::l:;:; :uahumb
H U DSON . * Previous platinum-based chemotherapy Primary endpoint: ORR g 075
. « Failure of prior anti-PD-(L)1 immunotherapy P
Phase " mUItl'arm « Suitable for new tumor biopsy / biopsy post-progression on anti-PD-(L)1 therapy Secondary endpoints: 2 oow
§

umbrella study

Central molecular screen,* n= 255 (Jan 26, 2018-Apr 14, 2021)

0.00

o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time (months)
= 2 Number at risk
Group A: biomarker-matched, n = 86 Group B: biomarker-non-matched, n = 169 DRvimh oot W B B W I BiEi N B oA S 2 4 88
oy y D lumab Othe:
ol DL Dlapaﬂb {PARP|}, .

ceralasertib. n=66 n=189
Durvalumab + olaparib (PARPI), n = 21
Durvalumab + ceralasertib (ATRi), n = 21*

oo

Median OS, months (80% CI) 15.9 (14.1-20.3)° 9.4 (7.5-10.6)
12-month OS, % (80% CI) 61.6 (53.4-68.8) 39.7 (35.1-44.3)

Primary resistance (disease progression <24 weeks)® | Acquired resistance (disease progression >24 weeks)*

Durvalumab + olaparib (PARPi), n = 22 Durvalumab + olaparib (PARPi) , n =23

ATM Single-agent ceralasertib (ATRI) urvalumab + danvatirsen ( i), n Durvalumab + danvatirsen (STAT3i), n = 22 PFS 7 e Duvamab o cerataserts
€ w— Other regimens.
cD73h | Durvalumab + oleclumab (CD73 mAb), n = 23 Durvalumab + ceralasertib (ATRi), n = 20 Durvalumab + ceralasertib (ATRi), n = 25 § g "
. . 2%
HERZ2e B TV T Durvalumab + oleclumab (CD73 mAb), n=9 Durvalumab + oleclumab (CD73 mAb), n = 25 _gé
it &
HErzm (HERZ) Durvalumab + cediranib (VEGFi)! j o=
| .< Afmes s basrs 1 Al o L1 £ rr edi DY 1119 e wradebnio 98 oaalee | aiba, 24 aak, =
0 3 L] 9 12 15 18 21 24 Fed 30 3 k)
Number at risk Time (months)
Durvalumab + Other regimens
ceralasertib. n=66 n=189
Median PFS, months (80% Cl) 6.0 (4.6-7.5) 2.7 (1.8-2.8)
6-month PFS, % (80% CI) 46.3 (37.9-54.2) 18.0 (14.5-21.9)
Martin Reck Content of this pre 0S (median/1y 0S): 15.9 m/62% - 9.4 m/39.7% (other)

PFS (median/1y PFS): 6.0 m/46.3% - 2.7 m/18.9% (other)



HUDSON - EFFICACY ACROSS SUBGROUPS

Martin Reck

Subgroup Durvalumab-ceralasertib
Other regimens
n Median PFS (80% CI) Median OS (80% ClI)
Primary 28 6.0 (4.2-8.0) —_———— 12.6 (10.5-20.4) S
resistance 82 1.8 (1.5-2.7) s 6.3 (5.9-7.3) 2
Acquired 51 5.8 (4.2-7.5) S ) e—t 19.1(15.8-20.3) ——
resistance 107 |2.8(2.4-3.1) - 12.6 (9.7-14.2) —_——
PD L1 negative 21 7.5(3.0-9.5) . 2 20.3 (11.6-20.7) 2 2
30 2.1(1.6-2.8) —— 10.7 (6.0-15.0) <
PD L1 positive 42 4.6 (1.9-6.8) L 4 14.2 (10.5-20.1) . 2
85 3.0 (2.6-3.3) —8— 9.7 (7.6-11.5) —_———
Squamous 19 4.8 (3.0-8.0)| -®- 15.9 (9.5-20.7) -
histology 43 2.6 (2.1-2.9) — 6.0 (5.2-8.9) —_—
Nonsquamous 60 |6.0(4.6-7.5) —_— 18.8 (14.1-20.3) —_—
histology 146 2.7(1.6-2.8) — 10.8 (8.5-12.0) ————
Liver/bone 32 4.2 (1.9-6.0) @ 12.6 (9.7-24.1) &
metastases 7 1.6 (1.5-2.7) — 6.3 (5.5-7.9) —
No liver/bone 47 6.8 (5.0-8.4) Sr— e— 20.1(15.8-20.6) —_—
metastases 18 |2.8(2.6-3.0) - 1.1(9.4-12.8) ——
Low TMB 42 6.8 (4.6-7.8) —_—— 14.2 (11.8-19.1) e r——
86 2.4(1.7-2.8) —— 7.5(6.0-8.9) e
High TMB 29 4.9 (3.0-6.0) ——s 15.9 (11.0-20.4) 2
60 2.8 (1.8-3.0) — 10.3 (7.6-13.5) —_—
ATM variant 22 8.4 (6.0-9.5) ——— 24.1(12.6-29.9) @
9 1.4 (0.7-1.5) — 5.5(1.4-16.8) &
ATM wild type 50 4.6 (3.0-6.8) S e 14.1 (11.3-19.1) e ]
141 2.6 (1.7-2.8) — 8.8 (7.1-10.7) ——
STK11 variant 13 8.4 (5.6-9.5) 20.3 (11.0-20.4) .
26 1.7 (1.4-3.0) —G— 7.4 (6.0-15.0) —_——
STK11 wild type 57 4.9 (3.6-6.0) —_— 15.9 (12.3-20.3) —
139 2.6 (1.7-2.8) — 9.5(7.6-10.7) ———
KRAS variant 26 7.5 (5.8-9.5) —,—— 20.1(12.3-22.8) <
63 1.6 (1.4-2.7) — 9.4 (7.0-11.5) —_—
KRAS wild type 50 5.0 (3.6-6.0)| e Gt 17.4 (12.0-20.3) —_—
m 2.8(2.6-3.0) B 9.5 (7.5-11.1) ——
NRF2 variant 3 3.0 (1.5-NE) B 17.0 (9.7-NE) ©-
20 2.8(1.5-7.4) < 7.4 (5.8-12.8) —t
NRF2 wild type 73 5.9 (4.6-9.4) - 17.4 (12.3-20.7) S S ——
154 |2.6(1.7-3.0) —— 9.5(7.4-12.3) ——
T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 0 5 10 15 20 25 30
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HUDSON - CHANGES IN TME AND CLONALITY

a b Adjusted P=1.22x10"  agjusted P=1,309 %107 c 151
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E ) " oy 3 '¥‘ I
o @ 0s D 2
2 };\Z k] 1 2 vl r .
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Overall sur

VACCINATION IN NSCLC -
SO FAR NOT A SUCCESS STORY

Relevant steps in optimization
Tecemotide (L-BLP25)

MUC 1 peptide

Cmean | mgn (MAGE-A3) peptide

Overall Survival

80 \\
@ AN
‘z : A Disease-free survival in the overall population
= 100 MAGE-A3 . H
ml Tecemonide 90 —— Placebo nght nght

R T N SR S T R TR TR T _ 8o = : .

g %] antigen delivery
2 60+ ) -
Butts, Lancet Onc, 2013 = Ty
Ratasad ¥ 50 MAGE-A3 ¢
“; 40+ Median: 60-5 months (95% Cl 57-2-undefined)
) 2 Placebo
Bela enoumatu.cel - 2 397 Median: 57.9 months (95% C 557-undefined)
Whole cell vaccine R [
10 KR 1.02 (95% C10.89-118)
1.0 4 0 | | 1 | | 1 | 1 | | | 1
0 6 12 18 24 30 36 42 48 54 60 66 72

0.8 4
Right Right
04 1 Vansteenkiste JF, et al. adjuvant combination
024 _
- 51;206:”.: (95%C1073-120) Lancet Oncol 2016

o 6 12 18 24 30 36 42 48

Time (Months)
Giaccone, European Journal
of cancer_ 2015
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VACCINES - PH |l ATALANTE TRIAL

- Advanced/metastatic NSCLC
- EGFRwt, ALK-negative, all

Arm A: OSE2101

HLA-AZ2+ (blood M| Q3W for 6 subcutaneous injections, then Q8W .
Failure to ;Iatinu)m—based CT up to Year 1, then Q12W until progression or P"mary
and 10, combined or e end pOI nt:
sequenced
L 10 last line with primary or Arm B: SoC (docetaxel or 0S
i e e pemetrexed) Q3w until progression or
- Brain metastases allowed if | Stratification: toxicity
asymptomatic & treated I Histology
- ECOGPSOto1 - Best response to 1st line |
- Line rank of prior 1O
9 EPITOPES (TAA PEPTIDES) TARGETING 5 TAAS a 1PanDRT Helper @
FREQUENTLY OVEREXPRESSED IN MANY CANCERS: Q cell epitope (PADRE) 1
L = I
Wild-type I
st prcpe |
& CEA M 1 heterocyclic*
@& 1 heterocyclic .
& p53 NN 1 hetefocycuc b Emulsified
N 1 fixed-anchor** | in mineral oil
& HER-2 & 1 fixed-anchor ' adjuvant.
& 1 fixed-anchor
MAGE-2 &o° 1 wi[d-type'“ * HetomocRtic 3naiogs hava
2 an Increasad TCR atirey™
& mces hacalio T
2 norassec 3 ty 10 nae ol
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HLAAZ bincing .

Besse Ann Oncol 2023

COVID: prematurely closed (219/400 enrolled)
Final primary analysis in 10 secondary resistance
(>12 weeks 10, N=118, 68% of total)

Stats revised: HR 0.55, power 80%, 2-sided level 5%

100

80

60

40 4

Patients who survived (%)

20

» 1 mOS 11.1mvs 7.5m, HR 0.59, p=0.017 I
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Evolution of NSCLC Vaccines studies

(www.trial.gov registered)

Number of Clinical Trials

r=0.5038; t=2.7969; p =0.0102 <0.05

7.5
5.0
2.5
[ ] o ®
1995 2000 2005

2010
Year

41.88%

18.80%

= Tumor Cell Vaccines = Dendritic Cell Vaccines
= RNA Vaccines = DNA Vaccines
2019 2029 ® Viral Vector Vaccines ® Autophagosome Vaccine

" 5.98%

" 4.27%

" 5.13%

" 5.13%

"2.56%
" 1.71%

» Protein/peptide Vaccines
= T Cell Vaccines

# Telomerase Vaccine

Gu W et al, Frontiers Immunology 2022


http://www.trial.gov/

CONCLUSIONS I '

Second Line Treatment represents an effective and important part of lung
cancer treatment

Second Line Treatment should be offered to all eligible patients (we should be
able to beat the 50%)

Second Line Treatment has undergone signficant changes with the
implementation of immunotherapies

Second Line Treatment will have to undergo significant changes with the
introduction of immunotherapies in first-line treatment

Martin Reck Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m
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