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Small-Cell Lung Cancer

SCLC 13% of all lung cancers

Neuroendocrine high-grade features

Strong association to tobacco (only 2% are never
smokers) formerly almost only men...

Unique biology: rapid proliferation, large (bulky)
central tumors, hematogeneous metastase

70% of cases with metastatic disease at diagnosis

High response rates with 1st line chemotherapy

(~75%)

Rapid emergence of resistance and poor long-term
survival rates
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Treatment outcomes of SCLC

* Very little progress has been made in the treatment of

: OS in Pts With SCLC (1975-2012)
SCLC during the last 30 yrs!-2] ( )
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1. Koinis F, et al. Transl Lung Cancer Res. 2016;5:39-50. 2. Waqar SN, et al. Pharmacol Ther.
2017;[Epub ahead of print]. 3. Faivre Finn et al.; Vol 18, 8, p1116-1125, Aug 01, 2017.



Genetic alterations in SCLC

* High mutational burden (8.6 mutmut/Mb)

Comprehensive ge
national weekly journal of science
g * Universal loss of function mutations in TP53 and RB1
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4. Rudin CM, et al. Nat Genet. 2012;44:1111-1116.



SCLC is not a uniform disease

a ‘ | e SCLC subtypes defined by differential
ﬁ; J_\ expression of 4 key transcription regulators:
RIS = e R e R = 0 R |, 0 N T ASCL1, NeuroD1, YAP1 and POU2F3
NE [ NGANE ~15 Study |
SCLC-A _ iy WCELE | * Correlations with sensitivity to treatment are
T T T : 1 [ George !
{4 etal. | underway
S los 7(201'5) :
i 3 . il * One of the subtypes seems to correspond to an
g g “inflamed” phenotype
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Is there a subgroup of SCLC that can benefit from immunotherapy?
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Rudin, Charles M et al. “Molecular subtypes of small cell lung cancer: a synthesis of
human and mouse model data.” Nature reviews. Cancer vol. 19,5 (2019): 289-297.



SCLC therapeutic advances in:

Small cell lung cancer limited Small cell lung cancer Further line treatments
disease extensive disease « Immunotherapy
e The always recurring question of RxT e Immunotherapy + chemo, are all ICI * Lurbinectedin
fractioning and PCI antibodies equal? e Other molecules
® Does Immunotherapy maintenance e Irinotecan vs etoposide with

have a role in this setting platinum
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Ipi-Nivo consolidation for limited stage SCLC
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Other studies are underway

IMMUNOTHERAPY FOR SCLC LIMITED DISEASE

Study | Numberof | Primary [EEY{IyFIi<le
gl e i m completion

ICI Consolidation after chemoradiation

Nivolumab + ipiimumab -> nivolumab vs STIMULI | 260 PFS, 0S

observation

Durvalumab + tremelimumab vs placebo ADRIATIC Il 600 PFS,08  January 2022
Atezolizumab ACHILES I 212 2year 0S  December 2023

ICI + concurrent chemoradiation

Atezolizumab + cisplatin/etoposide vs CRT NRG-LU005 i 506 PFS,08 ¢ Opened end 2019
Pembrolizumab + CRT (EP/ECb) NCI-2015-00598 I 80 Safety

Durvalumab ¢ tremelimumab + CRT (EP) CLOVER | 30 Safety ~ End 2022

Durvalumab + CRT (EP) 2018-01-103 I 51 PFS
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IMMUNOTHERAPY IN SCLC

Immune mediated paraneoplastic syndrome (LEMS)
* Immune check point inhibitors represent a paradigm shift in oncology i associated with better outcomes

e Standard of care in NSCLC
* (lear rationale in SCLC

* Remarkable high number of somatic non-synonymous mutations

Probability of survival

related to tobacco smoking exposure

* Immunogenic disease

¢ 15%-20% of newly diagnosed SCLC have clinical evidence of 4 ,

some paraneoplastic syndromes

" ”"(%"(‘.%“Q%% ’v°"~7 %%”' aa’o"ff%%
* Paraneoplastic syndromes are associated with longer survival. i «  High Neoantigens Load
* SCLC induces an immune suppressive phenotype i LA ,472%++727Z%7“7L7L]Z'”717‘E
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Adapted from Pilar Garrido ESMO precept. 10/2020

Gelsomino F. Cancer Treat Rev 2019



CT-IO NEW STANDARD OF CARE IN FIRST LINE SCLC

Phase Il
ECOG-ACRIN

Phase Il Phase Il Phase Ill

IMpower133 CASPIAN KEYNOTE 604

EA51611 study

PLATINUM +

CARBOPLATIN + _ PLATINUM + PLATINUM +
SCHEME ETOPOSIDE +/- DﬁL%iEﬁﬁE;i . ETOPOSIDE +/- ETOPOSIDE +/-
ATEZOLIZUMAB e 2 PEMBROLIZUMAB  NIVOLUMAB
POSITIVE FOR POSITIVE PFS POSITIVE PFS
RESULT POSITIVE DURVALUMAB NEGATIVE 0S (POSITIVE 0S)

underpowered

Adapted from Pilar Garrido ESMO precept. 10/2020



Impower 133

IMpowerl33: Phase 1/3, of carboplatin + etoposide +/- atezolizumab

in first line extensive stage SCLC

>
Patients with Induction (4 x 21-day
(N = 403):

Atezolizumab (1200 mg IV, Day 1)
+ carboplatin
+ etoposide

e Measurable ES-SCLC
(RECIST v1.1)

« ECOGPSOorl
» No prior systemic
treatment for ES-SCLC

« Patients with treated
asymptomatic brain
metastases were eligible

Placebo
+ carboplatin
+ etoposide

Carboplatin: AUC 5 mg/mL/min IV, Day 1

Stratification: Etoposide: 100 mg/m? IV, Days 1-3

+ Sex (male vs. female)

Maintenance
(
Atezolizumab
Treat until
PD or loss
of clinical

benefit

PCI per local standard of care

Co-primary end points:
Overall survival
Investigator-assessed PFS

« ECOGPS (0Ovs.1)

* Brain metastases
(yes vs. no)2

Key secondary end points:
Objective response rate

Duration of response

Safety

Survival follow-up
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Immune-related AEs — no. (%)

Impower 133

Safety

Atezolizumab + CP/ET

Atezolizumab
+ CPIET
(N=201)

Placebo
+ CP/ET
N=202)

Placebo + CP/ET

Atezolizumab 201 190 178 158 147 98
Placebo 202 193 184 167 147 80

Liu SV, et al. WCLC 2018. Abstract PL02.07

58 48 4 32 29 26 21 15 12 1 3 3 2 2
44 30 25 23 16 15 9 9 6 § 3 3

.Horn L, et al. N Engl J Med. 2018;379

100 = > 1% Grade 3-4 AEs in either treatment group (N=198) (N=196)
90 = Grade 1-2  Grade 34 Grade 5 Grade 34 Grade 5
S Rash 33 (16.7) 4(2.0) 0 0 0 36)
= 80 Hepatitis 11 (5.6) 3(1.5) 0 0 0 b
% 70 = Infusion-related reaction 7(3.5) 4 (2.0) 0 1(0.5) 0 1.5)
g 60 Pneumonitis 3(1.5) 1(0.5) 0 2(1.0) 0
@ Colitis 1(0.5) 2(1.0) 0 0 0
E 50=  Pancreatitis 0 1(0.5) 0 2(1.0) 0
& 40+ ,12-month PFS
@ 30= '
@ 1 Atezolizumab
5 20 ' Placebo
— I .
o : ndﬂ?s_ﬁ?’éty signals 4+  Censored
& 0= 122.4% Y -
1 1 5.4% 3
Atezo 0 N B B G mm p p me m m m p ma p e e e | |
Place o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
Ne. at risk Months



IMPOWER 133: LONG TERM SURVIVAL

More than one half of the patients Lo | e | e
treated with atezolizumab plus mm

. . Treatment arm (ref; atezolizumab) 0.76 (0.61, 0.96) 0.71(0.56, 0.90) <0.01
chemotherapy were still alive at the e T B B
12-month landmark anaIYSiS Age (ret 265 y) 117 (093, 147) o 118 (093, 150) 07
compa red with fewer than 40% Of ECOG PS (ref: 1) 164(128,2.10) <001 143(1.11,185) o0
patie nts treated With Ch e mothe ra py Metastatic sites (ref: 23) 1.53(1.18,1.97) <00 1.22(0.93, 161) 0.15
LDH (ret:> ULN) 159121, 1.04) <001 1.30 (101, 166) 004
alone. SLD (ef:2 111 mm) 160(134,212) <001 1,56 (1.22, 200) <001
LTS (n=100) Non-LTS (n = 268) * Treatment by covariate interactions were tested, but no signfficant interactions were observed at the 5% level
i % % L—:'iaza
cutoff 10 210 23— 30
e D m— ESMO 2020 UPDATE (N=373):
. W 1 ke
cutoff 16 >16 6 mmw— 11 ' .
" ot 1 + 05218 months in atezolizumab arm vs placeboarm
<X u * 8 c ' . .
i I e + No association between biomarker (0 TMB, PD-L1) status and
cutofl 1% TCorlc21% { 13— LTS Nond TS
O e PO gl o 0S 218 months
cutoft 5% Toriczs% { ¢ mmp

Unlmmm‘{ 40 ee— €

100 8 60 40 20 0 20 4 60 80 100
Baseline biomarker status (%) Liu S, ESMO 2020

Adapted from Pilar Garrido ESMO precept. 10/2020



CASPIAN

C Ov LU LU uUpdated Confirmed Objective Response: D+EP vs EP

ORR* Duration of Response
— 100 - o 1.0- BT =
. ] o Responders, n 182 156
9%?)'/"2{:"5’81-25‘1”8 S e Median DoR, months 5.1 5.1
.\ < 80 - | 129%Cl 1.08-2. )l g O (95% Cl) (49-53)  (4.8-53)
o 5 2 0.6
s é ‘5 '
f ) ©
2 G g
.l £ 6
= c
o I S
F % g 0-2 i : - = L - i 1?.?0/? 1)
2 o 1 y U T ey ey wl
® o : | 3.9%
o o : ! 1 = |
0 ] ] 1 I I I I 1 I ] 1
—_— 0 3 6 9 12 15 18 21 24 27 30 33
Time from confirmed objective response (months)
Nc No. at risk
D+EP EP D+EP 182 170 70 45 40 35 27 17 12 6 0 0
(n=268) (n=269) EP 156 145 50 17 10 6 6 4 4 0 0 0

*Investigator assessed per RECIST v1.1
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CASPIAN: LONG-TERM SURVIVAL, EXPLORATOY ANALYSIS

BN
2020

* Exploratory subgroup analyses were conducted to characterise patients deriving long-term benefit
~ PFS 212 months was used as a preliminary threshold to identify potential predictive parameters in treated patients

~ D+EP and D+T+EP arms were also combined for the analyses fo increase the sample size of the subgroup, given the
consistent overiap in PFS throughout the Kaplan-Meier curves

Exploratory Subgroup Analyses

2 - Patients with PFS 212 months
~ 151
§
HER
E

5 o
D+EP D+T+EP 10 arms combined EP
nN 45/265 421266 87/531 12/266
|0, immuno-oncalogy

v

Overall Survival (PFS 212 & <12m Subgroups) ] |

Due to potential post-randomisation selection bias, cross-ireatment comparisons should be considered with caution

PFS 212 months PFS <12 months

D+EP 10 arms combined EP D+EP 10 ams combined EP
Patients, n (% of reated) ~ 45(17) 87 (16) 12(5) Patients, n (% of treated) ~ 220(83) 444 (84) 254 (95)
Events, N (%) 10145 (22) 16/87 (18) 412(1) Events, N (%) 197220 (90)  307/444(89) 228254 (%0)

moS, montis(95%C)  NR(NE-NE)  NR(NE-NE)  NR(168-NE)  mOS,monhs(%%C)  110(09-120) 101(92-108)  10.0(30-108)

10 104
0.8+ 0.8
2 3% 2
5 06- ' 82.2% 5 06+
2 \76.7% 2
8 | 304
§0‘4 , g0
o | o
024 5 024
L J e (B (i et et L) o [ | e 1L e v o R W R e e e [ T
0 3 6 9 1215 18 211 24 21 3 B B 0 3 6 9 12 15 18 21 24 21 0 B ¥
No.alik Time from randomisation (months) Ntk Time from randomisation (months)

DiEP 45 45 45 45 45 M4 4 B X 16 T
EP W oR R s W 8§

Qwmo & & & & & % 8 u % %

2 0 D#P 20 197 168 191 94 64 45 N 15 5
0 0 FP B 20 1M B N . sy N 300 0
0 iOcombo 444 302 3256 244 165 113 & % 2 15 5 0 O

In CASPIAN, >3 times more patients derived long-term benefit when treated with durvalumab + EP vs EP alone MO
Patients in all arms with PFS >212m had improved ORR, DoR and OS vs the PFS 75% —

Adapted from Pilar Garrido ESMO precept. 10/2020



KEYNOTE-604

Rudin KN604 ASCO 2020

k C P g Immune-Mediated AEs, As Treated: FA

Pembro-EP Placebo-EP

L 10 All AEs (n=223)  (n=223)
! e] Any grade 24.7% 10.3% Grade
: 8 20 - Grade 3-4 7.2% 1.3% 12 3-5
< . TORR 18 Led to death 0 0.4%2 Pembro-EP [ M
‘ ’ 16 Led to discontinuation, any tx 5.8% 0.9% Placebo-EP 1l
X R 6‘ 59 147 Led to discontinuation, all tx 0.9% 0
) o5 Bestrt °12 |
o L h 10.3
4l CR g 10 -
8 g |
. PR 2, 67
2! I 40
SD 4 -
1 5 22 27 ‘_2.2 22 .5 -
T 0.9 0.9 0.9 09 09
1 PD 0 | _‘ ‘ - pe B Ees s’ 0 - 0
NE2 ' 6\6@ . b\r’@ 0(.\\.\\6 9\{_\0(; o 6_\&?) o_\ig., &0({:(}\ \\%\\}9 ‘6\\“9
€ & S © W & &
y NAP Q‘QO@ & Q€ @ & Q‘*Qo
‘2§ $
Particpents. Supsriorty th Moostiovoh AEs With Incidence 22 Participants

of cycle 4; st Data cutoffda Data cutoffdate Data cutoffdate: Data cutoffdate: Dec 2, 2019.



ECOG-ACRIN EA5161

Efficacy

Objective Response Rate

000k ORR=52%

50.00%

ORR=47% Nivolumab + CE

40.00% Median duration

30.00% of response

(months)
20.00%
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CE + Nivolumab
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COMPARISON OF |0 + CT TRIALS IN FIRST LINE SCLC-ED

Phase Ill

IMpower133 CASPIAN KEYNOTE 604
Placebo X X
Untreated Brain Metastases X
PCl allowed in control arm X X X
PCl allowed in experimental arm X X
Up to 6 cycles of CT (control arm) X
Cisplatin/Carboplatin Only Carboplatin X X
|0 Maintenance q3w qdw q3w
Primary Endpoints PFS/OS X Only OS X
Only Investigator Assessed PFS X X EV0

Adapted from Pilar Garrido ESMO precept. 10/2020



COMPARISON OF 10 + CT TRIALS IN FIRST LINE SCLC-ED (ll)

IMpower13312 CASPIAN34
Atezolizumab + EP vs placebo + EP? Durvalumab + EP v ebo + EP
HR, 0.70 (95% CI, 0.54-0.91)
P=0.007

—_—
BN
)

12.3

ths

o S—
xR O N
| 1 1

MedianOS, mon
D

T

EP + durvalumab Placebo

-month OS: 12-month OS:
-month OS: 24-month OS:
PS21:  B4% 67% 74%
Brain mets: 9% 10% 10% 14% 10%

1. Hom L, etal. N Engl J Med 2018,379:2220-29. 2. Liu SV, etal. ESMO 2020; Abstract 1781MO. 3. Paz-Ares L, et al. Lancet 2019,394:1929-39,
4 Paz-Ares L, et al ASCO 2020; Abstract 3002; 5. Rudin CM, et al. J Clin Oncol 2020; 38:2369-79; 6. Rudin CM, et al. ASCO 2020; Abstract 3001.

Adapted from Pilar Garrido ESMO precept. 10/2020



IS maintenance immuno a good idea?

G ELHNVEICH NG  OS in P Vantenance Fembiolizumab
1L SCLC

in ES-SCLC: PFS
e eﬂou .;’ts (N = 45)

0‘ ’(,O ‘0 1.4 (1.3-2.8)
6-mo PFS, % (9097 _‘ Seems N 21(12-32)
O

2 -+ O\X" C‘ﬂ L, u.8-
w
Wit $
e
anCe 2 06 -
40 - g )
=1
8
o
= 049
20 e
0.2
0 e — —
Vi I—|
D L] L] L] L] 1
: . i (N/I) No. at risk 0 3 6 g 12 15 18
xpected average NIVO 107 96 81
Arms were well-balanced NIVO + IP1 11 LS, PFS a Mos
Placebo 18 ) RISI(, n 45 17 9 5 2 0 0
' HRs are based on unstratified 3-arms
| *Rates of subsequent chemotherapy
PRESENTED AT: : 2019A PRESENTED | 3% R\IIG‘S‘ of subsequent chemother

ANNUAL } placebo, 2
Gadgeel SM, et al. ASCO 2017. Abstract 8504.
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Second line Topotecan

“chemosensitive” patients with relapse > 90 days after 1st line

1,0 B
E ~Topatecan _ Carboplatine
L ICarboplatine etoposide
A P p Topotecan Etoposide
08 % Events 81 81
. 1 mPFS 2.7 mo 4.7 mo
s 0,6 "|_. h
£ % Carboplatin Etoposide (95%Cl) (2.3-3.2) (3.9-5.5)
[ - ' '
8 0,4 R ' :
£ = \ One sided p< 0.001
Ll Topotecan| By stratified log-rank test
]1-_H R Hazard ratio, 0.6; 95% CI 0.4-0.8
0,0 = '
,L'!O E.IOO 4_1130 5.([)0 s.ém lGI,l}D 12:{]0
Months after randomization

Median follow-up: 16 months

ORR: 25% (topotecan) vs. 49%, (carbo/etoposid), p= 0.002
more neutoropenia (36% vs. 23%), p=0.035, 2 deaths with topotecan arm

WLCC 2019 Monnet et al



s another combination chemo an option?

HigherD OS bene PEIl: Too much?

 Hematol. grade 3-4 tox.
— >80% neutropenia/anemia,
— >40% tc-penia

Key patient inclusion

+ SCLC 10-= — >30% febrile neutropenie (1 pt grade 5)
* Responded to first .
treatment w» 0.8- * 50% dose reduction
» Relapse/PD 290 djiie PEI
treatment g 06 ° NO Qol_
- ECOGPs0-2 [
(n=180) g 0.4+  Comparator arm?
5 Topotecan
Primary endpoint 0.2- * Western population?
* OS
0.0 T T

Goto Lancet Oncol 2016
Adapted from Martin Frilh ESMO precept. 10/2020



What about immunotherapy in second line?

A —=@—— Nivolumab
100 ——¥—— Nivolumab + ipilimumab
90
Nivoli'~
c let 80 Nivolumab :
omplete (n = 147) ed\
70 Median OS, mo - 0(\‘5es Q(O\l
95% Ch - (50" _n3®
60 O\ \aX
— \G el
= o OV \edv X
o A RN do¢
40 - efov 3\ 3
S 20 C 3(\6
30 — .Sx,o‘/*\
S\ oo
QP of = o
prog (\%ed |
unaccef 10 0\0 I I
|
i
0 | | f I I I | I |
18 21 24 27 30 33 36 39 42
Nivolumab+ oo Months

Ready N et al: JTO; Vol 15, 3 P 426-435 (March 2020)



Potential therapeutic opportunities for SCLC

b \ Immunology ¢ NOTCH pathway

5 RN * Rovalpituzumab

PD-1/PD-L1
CTLA-4

DNAdama;e pa c;“cyde * Cell cycle and DNA damage
Shorwe repair pathway

e Aurora kinase A inhibitors

* PARP inhibitors

e Lurbinectedin

* Irinotecan liposome injection

WEE1
Aurora kinase A W

Epigenetics Developmental
\»_ﬁ/ regulatory
pathways e oTK|s
* Apatinib
Sabari, Joshua K et al. “Changing the Therapeutic Landscape in Non-small Cell Lung Cancers: e Anlotinib

the Evolution of Comprehensive Molecular Profiling Improves Access to Therapy.” Current
oncology reports vol. 19,4 (2017)



Lurbinectidin

Lurbinectedin + Irinotecan in Advanced Solid Tumors:
Tumor Size Decrease at Recommmended Dose

1009
80
60 -~

40 -
20
0

-20 -
~AQ0 -
-60 -
-80 -

-100 -

B SCLC B Endometrial carcinoma [ STS [ Glioblastoma
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https://clinicaltrials.gov/ct2/show/record/NCT02566993
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Antibody-Drug conjugate

Two novel immunotherapy agents targeting DLL3 in SCLC:

AMG757 & AMG 119
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Aurora Kinase Inhibitor : Alisertib
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PARP Inhibitors

Combination olaparib and temozolomide in relapsed SCLC
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Anti-angiogenesis TKIls in SCLC
Anlotinib and Apatinib
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Liposomal irinotecan (nal-IRl)

RESILIENT Phase 2/3 Study Seamless Design

A Randomized, Open Label Phase 3 Study of Irinotecan Liposome Injection (ONIVYDE®) versus Topotecan in Patients with
Small Cell Lung Cancer Who Have Progressed on or after Platinum-based First-Line Therapy
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