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; i P ion- i
§ 41 ETOP 9-15 PROMISE-meso — Study Design & Objectives L = sodressionEree SurvivalbyjRICR

criteria 80

t until prog
RECIST 1.1, max 2 years*
*beyond PD allowed in case of clinical benefit

Malignant pleural
mesothelioma (all
histologies)

Progression after previous
platinum-based
chemotherapy

H ECOG PS 0-1

i« Measurable or evaluable

’ disease according to

Chemotherapy 56/71 34m(2.2,43) 27.4%(17.1,38.7)

/Key eligibili
i Pembrolizumab 6273 2.5m (2.1,4.2) _ 25.0% (155, 35.6

[ Events/N Median PFS (95%Cl) 6m PFS%(95%Cl)

byi

HR* (95%Cl):
1.06 (0.73, 1.53)
p'=0.76

RECIST 1.1 Assessment:

Every 9 weeks for the first 6 months
and 12 weeks thereafter

RECIST 1.1 criteria
« Adequate haematological,
renal, and liver function
+ » Availability of tumour tissue

Progression-Free Survival (%)

20

*Stratification factor

\for translational research

subtype:
Epithelioid vs. Non-epitheliold

— Chemotherapy

Primary endpoint:

Progression-free survival (PFS) assessed by
blinded independent central review (BICR)

Correlative endpoints:
Outcome by PD-L1 status

Secondary endpoints:
+ Objective response rate (ORR) &
+ Time to treatment failure (TTF)

+ Overall survival (OS)

« Investigator assessed (IA) PFS

- Adverse events

eron

s1 PFS (BICR) for subgroups defined by variables of clinical interest

Median PFS =
. Events/N (months) HR (95% CI) Pembrolizumab N (%) Chemotherapy N (%)

Gender ORR (95% Cl) 22% (13%, 33%) 6% (2%, 14%)
Female 22126 42 e — 0.79 (0.33, 1.88) iy 1S N ies
Male 96/ 118 25 —;— 1.13 (0.75, 1.69) Stable Disease (SD) 17 (23.3)
Age Progression of Disease (PD) 33 (45.2)
<70 62/ 71 23 = 1.07 (0.64, 1.78) Not Evaluable (NE) 7(9.6) 2.7)
=70 56/73 4.1 — 0.85(0.56, 1.63) Median DOR" (95% Cl) 4.6 months (2.2, 10.3) 11.2 months (6.2, 15.3)
ECOG PS * Updated as of August 2019 16 responders g r
o 29/35 37 —.——————— 1.10 (0.51, 2.39) - 7 PD and 4 deaths
1 88/ 108 34 —— 1.04 (0.68, 1.58) — =
EORTC score - Pembrolizumab o Chemotherapy
Good prognosis 77/ 99 a1 - ;| 0.97 (0.62, 1.53) 252 Z w
Poor prognosis. 41745 20 - ~ 1.04 (0.55, 1.95) ; i 3 .
Histological Subtype 2wl 4 -
Non - epithelioid 14/ 16 34 L — - - 1.76 (0.58, 5.33) ! ol ; . ...
Epithelioid 104/ 128 32 B 0.99 (0.68, 1.47) i= i _-I‘Ilﬂ‘
— R == — . = %
All patients 118/ 144 3.4 . 1.04 (0.72, 1.50) g - g -

05 1 15 2 25 "HRs unstratified, unadjusted - - N=60, excluding 9 NE patients.

. s L3P T N=66, excluding 7 NE patients 1o PO B 50 M R and 2 with missing (%) change
superior ci superior etop '

ETOP 9-1§ PROMISE-meso | 2019 ESMO Congross, Barcelona

01 = pembrolizumab

Co, T e A
o 2 4 6

No at Risk

Chemotherapy 71 55 29 16

Pembrolizumab 73 50 33 17

+ Censored

10 12 14

92% (91/99) BICR PDs were
identified also by IA

etob

| Best Overall Response — Duration of Response (DOR) by BICR

etop
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Lt ase Overall Survival: ITT analysis
80 Deaths/N Median OS (95%Cl) ©6m OS%(95%Cl)
Chemotherapy 34/71 1.7 m (7.4, NE) 72.9% (60.8,81.7)
Pembrolizumab 37173 10.7 m (7.6, NE) ©8.5% (56.5,77.8)
z 60 NE: Not estimable
H
-
=
T 40
2
= HR" (95%Cl):
1.04 (0.66, 1.67) = =
20 p*=0.85 Analysis HR" (35% C1) ®
Censored 144(077,267) 025

i 1.07 (0.67.1.71) ore
—— Chemotherapy weighting (IPV

01 = Pembrolizumab + Censored
[ 2 4 6 8 10 12 14 16
oprf ey Months d by histological subtype
Chemotherapy 71 64 58 51 39 2 15 1
Pembrolizumab 73 66 55 50 39 27 17 9 3 '
etop
11 PFS (BICR) by PD-L1 status
Events/N Median PFS (95%Cl)  6m PFS (95%CI) Events/N Median PFS (95%Cl)  6m PFS (95%Cl)
Chemo. 117 44m(1.4,7.4) 46.3% (20.2, 69.1) Chemo. 29134 3.2m(21,4.1) 25.8% (12.1, 42.0)
Pembro. 16/19 42m(21,7.6) 34.0% (14.0, 55.3) Pembro. 28/32 3.2m(1.9,4.2)  20.0% (8.2, 35.5)
100 100
- HR* (95%CI): * HR* (95%Cl):
z 1.26 (0.56, 2.83) i 1.06 (0.63, 1.80)
E = p*=0.57 g o p'=0.82
:
_g “
TPS 21%
—— Chemotherapy
01— pembeubiman Cemored 01— Pembrokeumat + Censored
PR T e 0 e HEEEER S v
Nosehuk Mooty No s Risk Months
Omethersy 17 5 " o s @ e Chemethersy " ' ? . 2 o
Pembeolimat 19 16 12 . ‘ ' ' ' Pembeoliumay 32 2 1 . . 2 H :
etop
ETOP 9-15 PROMISE-meso | 2019 ESMO Congress, Barcelona U,
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121 OS (ITT) for subgroups defined by variables of clinical interest

| Safety summary (N=142 patients, safety cohort)

Pembrolizumab Chefnotherapyi
N of patients (%) N of patients (%)

Most frequent treatment-related AEs (210%)

ot e s
Diarrhea I s 2 ¢

‘ Nimt.t:ul —
Anorexia I —

Safety cohort 72 70

Patients experiencing:

Any Adverse Event (AE) 70 (97.2) 65 (92.9) ——(:umnpmum i 1.6
Any Treatment-related AE 50 (69.4) 51(72.9) —
(TrAE) _m\ s 0ral Iile—
TrAEs of grade 3-5 14 (19.4) 17 (24.3) e———
Vo

TrAEs leading to 6(8.3) 571 omiting I e
treatment discontinuation & Rash maculo-papular | [ e——

Neuthrophil count decreased
TrAEs leading to death 1" (1.4) 1** (1.4) L =

* Confusion
**Dyspnea, with disease progression being the primary cause of death

ETOP 945 12019 ESMO
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Median OS A
VVVVVVVV Deaths/ N (months) HR (95% CI)
Gender
Female 12/26 99 — . 0.67 (0.21, 2.08)
Male 59/ 118 17 =] 1.15(0.69, 1.91)
Age
<70 35/71 143 —_—— 0.99 (0.50, 1.96)
270 36/73 17 —.— 1.08 (0.56, 2.09)
ECOG PS
0 13/35 NR - - > 0.94 (0.30, 2.91)
1 57/108 9.9 —— 1.12 (0.67, 1.89)
EORTC score
‘Good prognosis 40/ 99 15.0 — — 1.02 (0.55, 1.89)
Poor prognosis 31745 7.0 — 0.82 (0.40, 1.68)
Histological Subtype
Non - epithelioid 10/ 16 9.1 - — > 1.34 (038, 4.74)
Epithelioid 61/ 128 143 —— 1.01 (0.61, 1.66)
All patients 71/ 144 1.7 1.04 (0.65, 1.66)
........................ e e e e e -
0 05 1 15 2 25 “HRs unstratified, unadjusted
superior [ superior etop.
ETOP 9-15 12019 ESMO C: e

\
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Second or 3rd line Nivolumab vs Nivo + Ipilimumab in MPM
patients: Long-term results of the IFCT 1501 MAPS 2 LUNG (ANCER

randomized phase Il trial with afocus in hyperprogression UPDATES

ESMO HIGHLIGHTS

0 an | MAPS-2 trial (NIFCT

Mesothelioma Anti-PD-1 Study 2 - IFCT 1501
Randomized, non-comparative phase 2 trial - One-step Fleming design (each arm independently)
® Histological diagnosis of 57 patients
Malignant Pleural \
Mesothelioma ’ ;
® Unresectable cancer with Anti-PD-1 Nivolumab until progr 275‘0" !
documented progression 3mg/kg IV / 2 weeks unacceptable toxicity
after maximum 1or2 \ / (or 2 years max)
previous lines of |
chemotherapy including a \® 11 "
pemetrexed/platinum 57 patients CT-scan reassessment at Week 12...
doublet

Anti-PD-1 Nivolumab l . )
until progression or

g 3mg/kg IV / 2 weeks
® ECOGPS 01 +An:'gC|:’gLA4I 'IZNeem b unacceptable toxicity
®  Weight loss <10% We Al (or 2 years max)
® Age:>18years lmg/kgW/Sweeks

\
\\
® Life expectancy > 12 weeks ‘
® Available tumor tissue (at J

least 4 slides) - Primary Endpoint = Disease control rate (DCR) at 12 weeks in the first
2x 54 accrued eligible patients in each arm separately: 57 pts to be

included assuming 5% ineligibility

% ongress .
Primary Endpoint= Disease Control Rate at 12 weeks assessment in the first ‘ EERESMD . aIFeT
108 evaluable patients : had to be >40% By an independent By @ binded, independent aisn folowe-ugrse 260, LrONINS KL 10-20.51
panel of 3 radiologists panel of 3 Radiologists
blinded to the ST P G e
DCR in Nivo arm was : 44.4% p1.2577%) in 54 patients randomization arm - e _}?-1'8-3) . e _',‘_‘;’7%?-7'““\
DCR in Nivo+Ipi arm was : 50% (36.7-63.3%] in 54 patients =
f2 z
60
£ » i
. — g o i
In the ITT population of 125 patients: § =
20+
DCR in Nivo arm was : 39.7% p7.6sts% in 63 patients ] | i ' . ‘ _
s 10 15 2 ° s 10 15 2 =
DCR in Nivo+Ipi arm was : 51.6% (30.2-64.1%)in 62 patients e e it bt
Navolumab 63 (0) 28 1B3©) 9(0) 1(5)  (mumber cansoved)
Novolormab phus 62 (0) 34(0) 19(0) 1(0) 20) Navolumab 63 (0) 44(0) 35(0) 71 507 o@2)
perrexmab W. phs 62(0) 49(9) 40(0) 320 8@) Lle )

Scherpereel A. et al. Lancet Oncol 2019 ScherperesiAx st it Lancet Onect 2016
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OS updated curves (ITT)
data cut-off= 15t March 2019

IFCT

32.5 months, 1QR (31.5-34.0), of median-follow-up

Median OS, 1C95%: 15.9 [10.7-22.2), events = 49, censored = 13

Ty, (20-5-439)

NIVO+Pl arm (n=62)
15.9 months
95% Cl (10.7-22.2)

31.7% 2-years OS

' NIVO arm (n=63) ! |
09 1 11.9 months 09 44 £
il 95% Cl (6.7-17.4) 1
08 + H ;,. 08
s o

S 25.4 % 2-years OS i
oo B
2% (15-5-36-6) 3 os
a 3 A
v o5 T ey v 05
i i
3ot 3 94

"""" S

03 - ey e 03

02 1 s W 0.2

0,1 : Hm"’“------ Ol

Median 0S, 1€95%: 11.9 [6.7-17.4), events = 52, censored = 11
0 + + -+ + § - — 0
0 5 10 15 20 5 30 35 0 5
Time (months)

10

4—

15 2
Time (months)

25 30
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Usando los criterios TGR de hiperprogresion del Gustave Roussy (50% de incremento por unidad de tiempo)

* 6 pacientes (4.8%) presentaron HPD: 4 en Nivo, 2 en Nivo-Ipi. Mas frecuente en Nivo que Nivo-ipi
* No correlacion entre HPD y OS
* HPD en MPM es menos frecuente que NSCLC (13.8%)

HPD pattern (TGK definition) does impact Overall Survival EEEMD ™
(both arms mixed) f Hyper-progression vs. classical progression pattern at 12w instiwcCurie
A Dis. control mOS= 23.1 months (16.1-26.7), n=57 ‘ definition
- Progr. mOS= 5.5 months (2.6-8.9), n=42 ‘
= HPD m0S=2.6 months (0.8-7.7), n=11 .,: Y0 arm Nivo+ipi arm
® 3 o & HR (pts with Prog vs. HPD):
208 & K = "
ot § 1 §u 0.42 [0.17-1.03], p=0.058 1
e 05 5 l—,
definition % HR (pts with DCR vs. HPD): | Zos =% =
z 0.12 [0.06-0.25], p<0.0001 5 f —
03 - 03 03
02 HR (progr. pts vs. HPD): 27 mO0S=4.4 months (2.4-10.8), n=27 **7  m0S=5.8 months (2.4-10.8), n=16
o 0.37 [0.19-0.75), p=0.006 %1 7 mO0S=1.6 months (0.8-7.7), n=7 o1 mO0S=5.6 months (0.8-7.7), n=4
EEEE s . ;. RS
0 t g Time (months) Time (months)
0 5 10 15 20 5
Time (months) ——HPD  —— Progression (Non HPD) ——HPD  —— Progression (Non HPD)

____ . a— (RJIFET )

Nivo o Nivo ipi son dos regimenes activos en MPM 22 0 32 linea mOS 11.9 y 15.9 m comparado con QT (7.7m)

Iniciativa cientifica de:

g
GecCP

lung cancer
research



