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CANCER DE PULMON MICROCITICO
Abstract 9000 - Ticiana Leal et al.

ECOG-ACRIN 5161 Study Scheme Fase |l randomizado
1L
e e M1 SNC tratadas
Nivolumab 240mg every
ES-SCLC YAVEE S
Nt)spor-ilr - SLP
therapy
- SG
- TRRECIST 1.1
- - Seguridad CTCAE v5
Reclutamiento: mayo a diciembre 2018 = 160 ptes T

— 145 elegibles/tratados




Baseline Characteristics

Parameter Nivolumab + CE

Number of pts 80 80
Number of eligible pts 75 70
Median age (yrs) 65 65
Female sex 45 (56%) 44 (55%)

PS 0 23 (49%) 24 (51%)

Progression-free Survival (Primary Endpoint) Overall Survival (Secondary Endpoint)

0OS Comparison --Eligible and Treated Patiens

Nivolumab + CE CE
Log Rank Test p=0.14
wn

HR (95% Cl) 0.73 (0.49-1.1)
p=0.14

PFS Comparison --Eligible and Treated Patiens

10 Nivolumab + CE
09/ T Log Rank Test p=0.047 CE
'
| m-

HR (95% Cl) 0.68 (0.48-1.00)
p=0.047
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Month from randomization

TOTAL DEATH CNSR MEDIAN
e X 75 as 30 1.3

——————— Y 70 65 s 47 T 70 a8 22 93

X=Nivolumab + CE; Y=CE X=Nivolumab + CE; Y=CE

e

TR 52% vs 47% - O

Mediana de duracion de respuesta: 5.6m vs 3.3m r :




CANCER DE PULMON MICROCITICO
Abstract 9001 - Charles Rudin et al.

KEYNOTE-604 Study Design  N=453

Pembrolizumab 200 mg (d1)
+

A o Pembrolizumab = ~ .
IDIIty Criteria q .
Sy 2l Gl Etoposide 100 mg/m? (d1-2) So0Tmelend Baseline Characteristics: FA
- Stage IV SCLC (AJCC 7™ ed) + for up to 31 Q3W cycles
« No prior systemic therapy Carboplatin AUC 5 (d1) OR + Pembrolizumab-EP Placebo-EP
. ECOG PS 0 or 1 Cisplatin 75 mg/m? (d1) Optional PCIP (N = 228) (N = 225)
S ProviSion of a'sample for for 4 Q3W cycles . Age, median (range), years 64 (24-81) 65 (37-83)
biomarker assessment Placebo (normal saline) (d1) Men 152 (66.7%) 142 (63.1%)
g Notun?tableabrain - . 10; it Placebo (normal saline) ECOGPS 1 168 (73.7%) 169 (75.1%)
metasiases RIS O o Former/current smoker 220 (96.5%) 217 (96.4%)
« Adequate organ function * for up to 31 Q3W cycles = s
) o ‘ Carboplatin AUC 5 (d1) OR & LDH >ULN 127 (55.7%) 129 (57.3%)
* Life expectancy 23 mo Cisplatin 75 mg/m? (d1) Optional PCIP )
for 4 Q3W cycles Brain metastases 33 (14.5%) 22 (9.8%)
Stratification Factors . Liver metastases 95 (41.7%) 92 (40.9%)
. E;arggglr:ﬁ(g;splatm Vs End Pomts. Sum of Iargqst diameters of target 134.8 (24.4-431.7) 126.6 (20.8-408.8)
Srtrs g G « Dual primary: PFS per RECIST v1.1 by BICR and OS lesions, median (range), mm
e (<ULl\(l v\;s>L:LN) » Secondary: ORR and DOR per RECIST v1.1 by BICR PD-L1 CPS 212 88 (38.6%) 97 (43.1%)
and SRty Received carboplatin 161 (70.6%) 156 (69.3%)

3All brain-targeted treatment completed 214 d before starting study, no new or enlarging brain lesions, and neurologically stable without steroids for 27 d before starting study.

bParticipants with CR or PR after cycle 4 could receive up to 25 Gy of PCl in 10 fractions at investigator's discretion; PCI was to begin within 2-4 wk and no later than 6 wk after last dose 2cps was unknown for 43 (18.9%) in the pembrolizumab-EP arm and 50 (22.2%) in the placebo-EP arm.
of cycle 4; study treatment could continue during PCl. KEYNOTE-604 ClinicalTrials.gov identifier, NCT03066778. BICR, blinded independent central review. Data cutoff date: Dec 2, 2019.




Progression-Free Survival, ITT: FA

100 = Pts w/
Event Median (95% Cl)
90+ Pembro-EP  86.0% 4.8 mo (4.3-5.4)
80+ Placebo-EP  97.8% 4.3 mo (4.2-4.5)
70+
= 60+ 12-mo rate
& 50- 15.9% HR 0.73 (95% C1 0.60-0.88)
'8 5.0%
R 40+ 18-mo rate
10.8%
304 2.1%
20-
-“‘!—Lh_‘_u_' " A
104 T Overall Survival, ITT: FA
e T y
0Tt —r——————
0 3 6 9 12 15 18 21 24 27 30 33 100+ Pts w/
Time. months Event Median (95% CI)
No:atrisk me 90+ Pembro-EP  74.1%  10.8 mo (9.2-12.9)
228 182 76 42 32 26 15 10 1 1 0 0 — ' : i
225 189 56 23 1 4 3 1 1 1 0 0 80+ 451% Placebo-EP 83.6% 9.7 mo (8.6-10.7)
ata cutoff date: Dec 2, § 70= 39.6%
Pt bren B ol HR 0.80 (95% CI 0.64-0.98)
® P=0.0164
y 50+
8 24-mo rate
40+ 22.5%
30- 11.2%
- - 20"
(Flnal Analysis (FA) h . .
* Planned to occur ~31 mo after study start or =TTt T 71T
when 294 deaths accrued, whichever was later o 3 &6 92 T_‘S 1::‘ S
a Iime, montns -
 Data cutoff date: December 2, 2019 s e BR O B N B & % 8 @ 8
) 223 211 169 122 89 63 44 19 8 3 0 0
- NO' Of deaths' 357 Superiority threshold: one-sided P = 0.0128.
Data cutoff date: Dec 2, 2019.

\ — OS superiority threshold: one-sided P = 0.0128 j




CANCER DE PULMON MICROCITICO
Abstract 9002 - Luis Paz-Ares et al.

CASPIAN Study Design

Phase 3, global, randomized, open-label, active-controlled, multicenter study

Baseline Characteristics

« Treatment-naive ES-SCLC Durvalumab + Durvalumabt ) )
* WHOPS O'or 1 o qw unil PD Primary endpoint D+T+EP D+EP EP
« OS = — —
« Asymptomatic or treated and " ieiin) P {nezed)
stable brain metastases 1;\1 TS S Secondary endpoints Median age (range), years 63 (36-88) 62 (28-82) 63 (35-82)
ermitted urvalumab + EP* urvaluma . 0
p. \'3/ q3w for 4 cycles q4w until PD PFS§ Male; | Lk ik B
« Life expectancy 212 weeks Stratified by . ORRS White / Asian / Other, % 80.2/17.5/2.4 85.4/13.4/1.1 82.2/156/2.2
. planned
* Measurable disease per platinum - Safety & tolerability WHOPS0/1,% I 40.7/59.3 | 36.9/63.1 33.5/66.5
RECIST v1.1 e e EP* Optional PCIt . PROs Disease stage Ill / IV*, % 6.7/933 10.4/89.6 8.9/91.1
N=805 (randomized) q3w for up to 6 cyclest .
Current / Former / Never smoker, % 41.8/52.6/5.6 44.8/47.0/8.2 46.8/476/5.6
Brain or CNS metastases, % 14.2 104 10.0
Liver metastases, % 43.7 40.3 38.7

"EP consists of etoposide 80-100 mg/m2 with either carboplatin AUC 5-6 or cisplatin 75-80 mg/m2, durvalumab dosed at 1500 mg, tremelimumab dosed at 75 mg
TPatients could receive an additional 2 cycles of EP (up to 6 cycles total) and PCI at the investigator's discretion
*Patients received an additional dose of tremelimumab post-EP; SBy investigator assessment per RECIST v1.1
AUC, area under the curve; ORR, objective response rate; PCI, prophylactic cranial irradiation; PD, disease progression; PFS, progression-free survival;
*All patients were confirmed as having ES-SCLC
CNS, central nervous system

PROs, patient-reported outcomes; PS, performance status; q3w, every 3 weeks; q4w, every 4 weeks; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1
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Overall Survival: D+T+EP vs EP (Primary Endpoint)

185 D+T+EP EP
Events, n/N (%) 207/268 (77.2) 231/269 (85.9) H R O . 8 2 (O . 68_ 1 . OO)
08 mOS, months (95% Cl) 10.4 (9.6-12.0) 10.5(9.3-11.2)
' HR (95% CI) 0.82(0.68-1.00)
8 p-value 0.0451*
5 067 p 0.0451 - p <0.0418 para considerarse
= 43.8% (cti : ifi i
e}
2 04 , estadisticamente significativa
[e] 1
DL- E k
0.2 i :
o 1 14.4%
T T T I T I T I T T T 1 H . 1
5 3 & 6 12 15 18 2 o 27 30 33 % Overall Survival: D+T+EP vs EP Subgroup Analysis
p— Time from randomization (months) HR (95% Cl)
D+T+EP 268 238 200 156 114 92 80 67 47 30 11 1 0 All patients (n=537) —e—| 0.82 (0.68-1.00)
Planned plati t Carboplatin (n=401 0.84 (0.67-1.04
EP 269 243 212 156 104 82 64 48 24 8 0 0 0 anned platinum agen gart Igg:(wz(?ss) ) I— oo 50_55_1_153
*p<0.0418 required for statistical sianificance  Age <65 years (n=311) —e— 0.76 (0.59-0.97)
265 years (n=226) —et— 0.92 (0.69-1.22)
LT I sREET
emale (n= I _
Safety S u m ma ry Performance status 0 (n=199) —e—1 0.79 (0.58-1.09)
1 (n=338) —e— 0.87 (0.69-1.10)
Smoking status ﬁmoker (E=5?7)30) —e— 832 Eg Zg—} 83
on-smoker (n= I | R -
D+T+EP D+EP EP Brain/CNS metastases Yes (n=65) I | 0.91 (0.53-1.59)
(n=266) (n=265) (n=266) No (n=472) —e— 0.81 (0.66-0.98)
Li tastases* Yes (n=221 —e— 0.90 (0.68-1.20
Any-grade all-cause AEs, n (%) 264 (99.2) 260 (98.1) 258 (97.0) ver metastases No (reat) — 074 055050)
AJCC disease stage at diagnosis Stage lll (n=42) | { 0.96 (0.47-1.88)
Grade 3/4 AEs 187 (70.3) 165 (62.3) 167 (62.8) Stage IV (n=495) —e—1 0.81 (0.67-0.99)
R Asian (n=89 T 0.86 (0.53-1.38
Serious AEs 121 (45.5) 85 (32.1) 97 (36.5) ace NomAuian (h=447) —e | 089 (066-100)
Region Asia (n=84) _t 0.90 (0.55-1.46)
AEs leading to treatment discontinuation® 57 (21.4) 27 (10.2) 25(9.4) Europe (n=404) ) —eo— 0.78 (0.62-0.96)
North and South America (n=49) I { 1.08 (0.58-2.03)
Immune-mediated AEs' 96 (36.1) 53 (20.0) 7 (2.6) 0135 ols 1 5
AEs leading to death 27 (10.2) 13 (4.9) 15 (5.6) Favors D+T+EP  Favors EP
Size of circle is proportional to the number of events across both treatment groups. *Post hoc analysis; other subgroups were pre-speci AJCC, ican Joint C i on Cance
Treatment-related AEs leading to death* 12 (4.5) 6 (2.3) 2(0.8) 5 o '

“Includes patients who permanently discontinued at least one study drug

TAn event that Is associated with drug exposure and with an | diated of action, where there is no clear alternate etiology and the event required treatment with systemic
i i andlor, for specific endocrine events, endocrine therapy; majority of immune-mediated AEs were low grade and thyroid related

*AEs assessed by the investigator as possibly related to any study treatment. Causes of death were death, febrile neutropenia, and pulmonary embolism (two patients each), and enterocolitis, general physical
health Jltiple organ respiratory failure, and sudden death (one patient each) in the durvalumab + tremelimumab + EP arm; cardiac arrest,
dehydration, hepatotoxicity, interstitial lung disease, pancytopenla and sepsis (one patient each) in the +EP am; ytopenia and (one patient each) in the EP arm
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Probability of OS

0.2

Updated Overall Survival: D+EP vs EP

D+EP EP

Events, n/N (%)

mOS, months (95% Cl)
HR (95% Cl)

Nominal p-value

210/268 (78.4) 231/269 (85.9)
12.9 (11.3-14.7) 10.5(9.3-11.2)
0.75 (0.62-0.91)

0.0032

14.4%

No. at risk
D+EP 268
EP 269

244
243

214
212

177
156

T T T
12 15 18 21 24

Time from randomization (months)

140 109 85 66 41
104 82 64 48 24

HR 0.75 (0.62-0.91)

p 0.0032

Overall Survival: D+EP vs EP Subgroup Analysis

All patients (n=537)
Planned platinum agent

Age

Sex

Performance status
Smoking status
Brain/CNS metastases

Liver metastases*

AJCC disease stage at diagnosis

Race

Region

Carboplatin (n=402)
Cisplatin (n=135)
<65 years (n=324)
265 years (n=213)
Male (n=374)
Female (n=163)

0 (n=189)

1 (n=348)

Smoker (n=500)
Non-smoker (n=37)
Yes (n=55)

No (n=482)

Yes (n=212)

No (n=325)

Stage Ill (n=52)
Stage IV (n=485)
Asian (n=78)
Non-Asian (n=458)
Asia (n=76)
Europe (n=405)

HR (95% CI)

—e— 0.75 (0.62-0.91)
——e—o 0.79 (0.63-0.98)
k { 0.67 (0.46-0.97)
—e—- 0.72 (0.56-0.91)
—_—— 0.84 (0.62-1.12)
—e— 0.79 (0.63-0.99)
} ~ | 0.65 (0.45-0.93)
—— 1 0.77 (0.56-1.06)
—e— 0.76 (0.60-0.96)
—e— 0.75 (0.62-0.91)
[ { 0.83 (0.41-1.71)
I | 0.79 (0.44-1.41)
—e— 0.76 (0.62-0.92)
D . E— 0.87 (0.66-1.16)
—e— 0.68 (0.53-0.88)
t | 0.83 (0.44-1.54)
—e——— 0.75 (0.62-0.92)
' { 0.86 (0.52-1.40)
—e— 0.75 (0.61-0.92)
I i 0.87 (0.53-1.43)
——e—A 0.74 (0.60-0.92)
North and South America (n=56) | 0.77 (0.42-1.43)
T T
0.5 1 2

Favors D+EP Favors EP

Size of circle is proportional to the number of events across both treatment groups. *Post hoc analysis; other subgroups were pre-specified




Comparacion indirecta de la SG a los 24 meses - EC Fase Il

1.0
100
o IMpower 133 e CASPIAN (D)
804 ¢
£ 704 8
ﬁ “6 0.6 -
60 = >
504 2-month OS E gon |
E 40+ O 1
& 34 139, 0.2 : :
209 ! A H M
104 : 121.0% e : 1 14.4%
1 \ I 0 T T T i T f T i T T T 1
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KEYNOTE 604

Pembrolizumab plus EP
Placebo plus EP
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Probability of OS




CANCER DE PULMON MICROCITICO — ENFERMEDAD LIMITADA
Abstract 9007 - Bjorn Henning Gronberg et al.

Study design

0(1 |2

PE: Cisplatin 100 mg/m2 1V or carboplatin AUC 5-6 |V day 1
plus etoposide 100 mg/m2 |V day 1-3
6

3 | B 718 9f10]11]12]13]14]15]16] weeks Patient selection

[ Enrolled (n=176) ]

. : : o AP
Thoracic radiotherapy Prophylactic cranial irradiation (E T—— ]
Withdrew (n=2)

45 Gy i ‘ Prior RT to the chest (n=1)
e [ Randomized (n=170) ]
SHiractions " 25Gyin10 .

fractions or

e A oY

LTI [Allocated to 60 Gy (n=89)] (Allocated to 45 Gy (n=81)]
. ; i fractions A
e S Did not receive TRT (n=5
40 fractions* i et (rni(':)ewe (n=5)
(Not able to deliver 254 Gy (n=5) }— E’:J: :‘:ffaarr::m ((:: )}
Renal failure (n=1)
Twice daily, Once daily, Deatn (n=1)
10 fractions per week 5 fractions per week

[ Analyzed (n=84) } { Analyzed (n=76) ]

*If 60 Gy was not applicable, a dose of 254 Gy was allowed **Offered to patients who responded to chemoradiotherapy




CTCAE grade 3-4 toxicity

45 Gy (n=76) 60 Gy (n=84)

n % n % p
Anemia 18 23.7% 20 23.8% 0.99
Thrombocytopenia 19 25.0% 20 23.8% 0.86
Neutropenia 61 80.3% 67 80.7% 0.94
Neutropenic infections 27 35.5% 18 21.4% 0.05
Esophagitis 14 18.4% 16 19.0% 0.92
Pneumonitis - - 8 3.6% 0.23

1.0 - Median 95% CI 1.0
- 60 Gy 19.9 months 11.1-28.7
0.8 0.8
-45 Gy 14.4 months 9.6 -19.3
0.6 0.6
0.4 0.4 . s
Median 95% ClI i
0.2 02 .g0Gy 41.6months 32.1-51.2 &
-45Gy 229 months 14.9-30.9
0.0 0.0

0 12 24 36 48 60 0 12 24 36 48 60




MESOTELIOMA - 1L

Abstract 9003 - Patrick Forde et al.

Patients and Methods

Between June 2017 and June 2018, 55 patients were enrolled at 15 US sites

" Durvalumab 1120 mg +
% Unresectable MPM >
’ : Pemetrexed 500 mg/m? + SD Durvalumab 1120 mg
*** No prior therapy ispolatin® 2 .
. - Cisplatin® 75 mg/m - or - every 3 weeks until
%+ ECOGO0-1
% Boceline t . PR PD**
%* baselline tumor specimen
& P every 3 weeks x 6 cycles
* Carboplatin was substituted if cisplatin was contraindicated, or due to toxicity during treatment . Characteristic Number Range or (%)
** Max duration 1 year from start of study Demographlcs Age, years 68 (median) 35-83
Study Objectives Gender
N=55 Female 10 (18.2)
Primary Objective Male 45 (81.8)
* Overall survival (vs. historical control?) ;
L ECOG PS
e : =
* Sarety an olerabllity
* Progression Free Survival (PFS) . 1. 2t ok
* Objective Response Rate (ORR)’ Histologic Subtype
Epithelioid 41 74.5
Exploratory Objectives ks . { )
Sarcomatoid 7 (12.7) L
* Baseline tumor PD-L1 expression and intra-tumoral CD8 T cell density, . . k:
Biphasic 6 (10.9)

whole exome sequencing tumor-normal pairs, and immunologic

analyses Desmoplastic 1 (1.8) !

"using modified RECIST 1.1 for mesothelioma




Results: Overall Survival

N=55 o

N =55
% or months (95% Cl) e Median |6 month |12 month (24 month
E . o8 204 mos | 87.2% | 70.4% | 44.2%

Median Overall Survival 20.4 mos (13.0, 28.5) - = - = =

*One-sided P = 0.0014 0.
Overall Survival 6 mos 87.2% (75.1,93.7)
Overall Survival 12 mos 70.4%  (56.3, 80.7) EpM
Overall Survival 24 mos 44.2 %  (30.2, 57.3) NN ®

®11  compared to historical control (12 m to 19 m)

* Calculated using the Kaplan-Meier method
Month

Results: Best Objective Response
- Dual PD-L1/CD8 IHQ: 41/55

N=55*
- WES: 42/55

Variable® N (%)
Partial Response 31 (56.4)
Stable Disease 22 (40.0)

No correlacion con la
expresion de PD-L1 o TMB

Progressive Disease 1 (1.8)

Not Evaluable’ 1 (1.8)

*Data cutoff date April 24, 2020

€Best Objective Response using RECIST 1.1 modified for mesothelioma
*One subject discontinued treatment before the first disease assessment



MESOTELIOMA - 2L
Abstract 9004 - Maria Pagano et al.

RAMES Study: Phase Il comparative design

Stratification factors
ECOG/PS 0-1 vs 2 Primary endpoint
Age<70vs>70 e OS

* Histological subtype Secondary endpoints
e TTP * PFS, ORR, Safety, QoL

Predictive markers

Mediana edad: 69 afos

~74% varones

% similar en cuando a exposicion a asbesto vs no
85% epitelioides

Localmente avanzado > metastasico

RAMES Study: Enrollment

Time of enrollment: Dec 2016 - July 2018
Number of enrollment’s centre: 26 Italian Institutions



RAMES Study: OS ITT

Product-Limit Survival Estimates

+ Censored

Arm A 7.5 mths (70% Cl 6.9-8.9)
- Arm B 13.8 mths (70% Cl 12.7-14.4)
=g HR 0-71 (70% CI 0.59-0.85, p=0.057)

Survival Probability

400 600

dos
ArmA — —— AmB |

Overall Survival Arm A Arm B
Gem/Placebo Gem/Ramucirumab

6 months 63.9 % 74.7 %
33.9% 56.5 %

12 months




RAMES Study: Safety

ArmA ArmB
(Gem/Placebo) (Gem/Ramucirumab)

Toxicity

Anemia

Neutropenia

Thrombocytopenia

Nausea/Vomiting

Fatigue

Diarrhea

AST/ALT increase

Febrile neutropenia

Any Grade

25 (30.87%)
23 (28.39%)

1(1.23%)
7 (8.63%)
13 (16.05%)

5 (6.17%)
5 (7.4%)

Grade =23
4 (4.94%)
1(1.23%)

1(1.23%)
1(1.23%)

0
3 (3.70%)
1(1.23%)
2 (2.47%)

27 (33.75%)

Any Grade

15 (18.75%)

0
11 (13.75%)
26 (32.5%)

11 (13,75%)
19 (23.75%)

Grade >3

0
3 (3.75%)

0

2 (2.50%)

1(1.25%)

4 (5.00%)
0

2 (2.50%)
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