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Opening statement

In 20 minuti non riusciremo mai a discutere dell'immunoterapia nel:

NSCLC Stadio IV, I e Il linea
NSCLC Stadio Il

NSCLC Neo/Adiuvante
SCLC Il e ll linea

(Per fortuna) all’ultimo ASCO non sono stati presentati ulteriori dati practice changing!
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Agenda

 SCLC, first line

* NSCLC stage Il

 NSCLC stage |V, first line (wild type)

* NSCLC stage IV, oncogene addicted

* What we’ve learned from 10-clinical practice

e Conclusions
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Keynote-024: Pembrolizumab vs chemotherapy in PD-L1 = 50%

Pembrolizumab

Key Eligibility Criteria

* Untreated stage IV NS
I e PROGRESSION-FREE Events, Median,  HR P OBJECTIVE RESPONSE

 ECOG PS04 SURVIVAL L

100 Pembro 73 0_50 <° 001 A1 7°/°
* No activating EGFRm 90- Chemo 116 60  (0.37-0.68) 40 - [TP=0.0011 CR % %
ALK translocation :g {62% 45% PRE B
3 :50% e =_50
* No untreated brain me 2 60- 148% [3)
* No active autoimmune g 501 3240 -
o - 40+ o
requiring systemic the 30 ;;30
o & 20
10 , o
. 0 T ' . ' y . O 10 -
Key End Points 0 3 6 9 12 15 18
No. at risk Time, months 0 -
Primary: PFS (RECI 154 104 80 “ 2 ; ; Pembrolizumab Chemotherapy

Secondary: OS, ORR, safety
Exploratory: DOR

Reck M, et al NEJM 2016
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Keynote-024: 2-Years OS update

A " No_of Events  HR |95% CI)
538 Femtrubnimab L] 0.63 1047 1 0 88
100 4 Chuenstiurapy 46 Pa.002*
su 5
80 4 515
70 - M5 Mudian OF fmanthal (95% C1)
i 300 1182w NR
; 50 o . 342 188 n 10.0) No.of Events HR (95% CI)
- o o 703
2 : \Mw 548 Pambrolzumab 73
} : a3 Chemotherapy 96 0.63 (0.47 to 0.85)
304 100 - g Crossover-adjusied
20 | : ot 3 -
! £ chemotherapy 56 0.49 (0.32 10 0.69)
10 i 90 -
: - . : : - ' : : - Median OS {months) {95% C1)
6 3 s 95 122 1B 1@ N 24 2 2 B 80 4 0.0 (183 to NR
Mot rink: b v 70 - : 14.2 (9.8 10 19.0)
i & R .
Fumbirolimemab 154 19 i 112 108 L1 " = a2 22 ] — B0 - 87(7.310115]
Commothwrigy 151 3 wr ] a0 ] 0 &5 n 1§ 5 [ 32
& = 5O feeveeane TPPOCO T FARRAES Sadnsbias
o 40 -
Subgroup HR (35% C1) E
Overall (N =308) 0.63 0.47 10 0.88) —— 30 -
Age, years ! :
<65 [n = 141} 0.0 {0.38 to 0.96) —— 20 A
265 (n = 164 0.54 {0.42 10 0.98) _— :
Sex ! 10 4 :
Male {n = 187) 0.54 {0.36 10 0.75) —— ¥
Femade In = 118) 0.55 {0.56 10 1.62) -H— 2 T T T T T T T T T T
Enroliment region : 0 3 6 9 12 15 18 21 24 27 30 33
East Asla {n = 400 0.350.12 10 1.07) —_— 2
Non-East Asia (n = 265) 0.67 10.48 10 0.93) —— Time (months)
ECOG PS '
0in= 107 0.78 {0.44 10 1.37) ——— No. at risk:
W ki, b ah ol - Pembrolzumab 154 106 83 52 22 - 0
Histology H
Squamous (n = 56) 0.720.38 10 1.39) ——t— Chamaotherapy 151 BO 56 3 16 5 0
Nonsquamous n = 245} 0.58 {0.41 10 0.83) —T— ~
' Adjusted 151 a5 25 13 9 2 0
Smoking status H chamather soy
Current (n = 65) 0.81 40.41 10 1.60y e pam—
Former (n = 2156) 0.55 {0.41 10 0.85) ——
Never (n = 24) 0.90 (0.11to 7.58) 24
Treated brain metastases E
Yes (n - 28| 0.73{0.20 to 2.62) il
No (n =277 0.64 {0.46 to 0.88) —fr—
Chematherapy regimaen E
With pematrexed in = 199) 0.66 {0.45 10 0.97) ——
Withaut pemetrexed (n = 108} 0.56 {0.32 10 0.95) —
:
0.1 M. 1 e 10
Pambrolizumab bettor Chamotharapy better
HR (95% CI)
Reck M, et al. JCO 2019
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"Pemetrexed maintenance therap

Key Eligibility Criteria
» Untreated locally advanced or
metastatic NSCLC of any histology
*PD-L1TPS 21%
* No sensitizing EGFR or ALK alterations
*ECOGPSOor1

* No untreated or unstable CNS
metastases

* No history of pneumonitis that required
systemic corticosteroids

Stratification Factors
* Region (east Asia vs rest of the world)
*ECOGPS (0O vs 1)
« Histology (squamous vs nonsquamous)
*PD-L1 TPS (250% vs 1-49%)

KEYNOTE-042 Study Design

Ni= €37 Pembrolizumab

200 mg Q3W
‘ for up to 35 cycles

Randomize

1:1

Carboplatin AUC 51016 Q3 i+
Paclitaxel 200 mg/m= Q3W=
OR
~ = A 5 .
- —
ed 501

End points
* Primary: OS in PD-L1 TPS >50%, >220%, and 21%
» Secondary: PFS and ORR in TPS >50%, >20%,
and >1%; safety in TPS >1%

was optional but strongly encouraged for patients with nonsquamous histology.

Keynote-042: Pembrolizumab vs chemotherapy in PD-L1 > 1%

Lopes G, ASCO 2018
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Keynote-042: Pembrolizumab vs chemotherapy in PD-L1 > 1%

Overall Survival: TPS 250%
Events HR (95% CI) P

1004y, Pembro 157 (52.5' 3 Overall Survival: TPS 21-49% (Exploratory Analysis®)
:3 X \ 0.56-0.85 Events HR (95% Cl)
70 . 54 100 Pembro 214 (63.3%)
o ZS
: 50

70
40 .
0 E 60
i ;50
] 40
304
20

Months 10

0
Months

No. at fisk

Overall Survival: TPS 21%

1004\,
90
80
70

N\ * Cross-over not permitted

y 50

o SN« 47% of PD-L1 2 50%

*No aipha allocated to this comparison
Events HR (95% CI) P

Pembro 371 (58.2%)

30
20
10

Months

Lopes G, ASCO 2018; Mok T, et al. Lancet 2019
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Keynote-407: Pembrolizumab +/- chemotherapy in Sg-NSCLC

Pembrolizumab 200 mg Q3W +
Carboplatin AUC 6 Q3W + Pembrolizumab

Paclitaxel 200 mg/m? Q3W OR 200 mg Q3W

nab-Paclitaxel 100 mg/mZ Q1W

Key Eligibility_Criteria
* Untreated stage IV NSCLC
with squamous histology

« ECOGPS0Oor1

for up to 31 cycles

for 4 cycles (each 3 wk)
* Provision of a sample for

PD-L1 assessment

* No symptomatic brain
metastases

* No pneumonitis requiring
systemic steroids

Placebo (normal saline) Q3W +
Carboplatin AUC 6 Q3W + Placebo

Paclitaxel 200 mg/im2 Q3WOR | (normal saline) Q3W

nab-Paclitaxel 100 mg/mZ Q1W

for 4 cycles (each 3 wk)

el

for up to 31 cycles

Stratification Factors
» PD-L1 expression End points

a oo 2 oo
(TPS2<1% vs 21%) * Primary: PFS (RECIST v1.1, BICR) and 0S

Optional Crossover®:
Pembrolizumab
200/mg Q3W:

. forupito 35 cycles

* Choice of taxane
(paclitaxel vs nab-paclitaxel) « Secondary: ORR and DOR (RECIST v1.1,
» Geographic region BICR), safety

(east Asia vs rest of world)

= 42% received subsequent PD-
1/PD-L1 inhibitors

Paz-Ares L, ASCO 2018
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Keynote-407: Pembrolizumab +/- chemotherapy in Sg-NSCLC

100

Frequency of PD-L1 TPS Categc o

50 -
45 -
40 -
§3o !
S 25 A
9i','20 -
w 15 4
10 -
5 J
0 -

<1%

37.1% 37.0%

90+

70+
60+

PFS. %

uP 40+

mP 304

7,7 ., 0, o

Progression-Free Survival at |IA2, ITT

Events HR(95% Cl)

P

Pembro + Chemo 54.7%
Placebo + Chemo 70.1%

Median (95% ClI)
6.4 mo (6.2-8.3)
4.8 mo (4.3-5.7)

1-49% 3

_|Overall Survival at 1A2, ITT

Pembro + Chemo 30.6% 0.64 0.0008
Placebo + Chemo 42.7%

100+
90+
80+
704
604
50

%

Events HR(95% Cl) P

(0.49-0.85)

0s,

40- |
30 |
20- |
10 %

Median (95% CI)
16.9 mo (13.2-NE)
11.3 mo (9.5-14.8)

0 3 6 9 12
No.atRisk

[ v 2] o 24 B
21 246 179 a3 45

O+ —

--------

<0.0001

Paz-Ares L, ASCO 2018
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Keynote-407: Pembrolizumab +/- chemotherapy in Sg-NSCLC

PFS

TPS <1% TPS 1-49% TPS 250%
Events  HR (95% ClI) Events  HR (95% CI) Events  HR (95% CI)
Pembro+ Chemo  57.9%  0.68 (0.47.0.98) 52.4%  0.56 (0.39.0.80) 53.4% 0,37 (0.24.0.58)
Placebo + Chemo 67.7% 70.2% 75.3%
100+ 100 100
904 20 30
80+ 60 80
704 Median (95% CI) 70 Median (95% CI) 70 Median (95% CI)
» B0+ 6.3 mo (6.1.6.5) - B0 7.2 mo (6.0-11.4) - B0 8.0 mo {6.1.10.)
&* 5.3 mo (4.4-6.2) * 5.2 mo (4.2-6.2) * 4.2 mo (2.84.6)
» 50 | s an -« £0 i
[V
. 40-
. TPS <1% TPS 1-49% TPS 250%
20+ Events  HR (95% CI) Events  HR (95% Cl) Events HR (95% CI)
104 : Pembro+ Chemo  30.5%  0.61 (0.38.0.98) 30.1%  0.57 (0.36.0.90) 31.5%  0.64 (0.37-1.10)
0 17— Placebo+Chemo  44.4% 43.3% 41.1%
0 3 6 9 12
Months 100 - 100 -
No. at Risk a0 4 a0 -
6 78 48 16 5
@ T 3% 1 6 804 80+
70 4 70+
.° g. -’» 21 L1l
w 74
© 40 H S 404
304 — 30+
20 Median (95% CI) | 204 Median (95% CI) | Median (95% Cl)
15.9 mo (13.1-NE) 14.0 mo (12.8-NE) | NR (11.3 mo-NE)
109 10.2 mo (8.613.8) ‘ 109 11.6 mo (8.9-17.2) | 104 NR (7.4 mo-NE)
0 ] 1 1 . I 1 1 |} 0 ] 1 1 Il 1 1 1 1 1 || L) 1 1 1
0 3 B 9 12 15 18 21 0 3 6 g 12 15 18 21 0 3 6 9 12 15 18 21
Months Months Months
No. at Risk No. at Risk No. at Risk
85 88 62 41 20 5 0 103 95 68 S0 25 8 1 0 79, @8- 53 28 15 3 0 ©
89 92 63 32 14 4 1 0 104 80 66 I 20 6 0 O 73 60 42 210 9 5 2 O

Paz-Ares L, ASCO 2018



015 NEWS IN ONCOLOGY

Keynote-189: Pembrolizumab +/- chemotherapy in NONSg-NSCLC

ﬂ(&Eﬁi Criteria \

* Untreated stage IV -
nonsquamous NSCLC e

* No sensltuhg EGFRor
ALK alteration

*ECOGPSOor1 R

. :rnegsion of a sample for (2:1)

assessment Placebo (normal saline) + Placebo (normal saline
*No svmptomaﬁc brain Pemetrexed 500 mg/m? + for up(to 31 cycles :
Carboplatin AUC 5 OR + =

\° ymwnm requiring y N = 206 Cisplatin 75 mgin’ - Pemetrexed
Py T EAN s s lowsd f\sw 1

Progression-free survival in the second line, or PFS2

f - Defined by the European Medicines Agency as the time from randomization to objective tumor g
rogression on next-line treatment or death from any cause, whichever occurs first' .

» PD-L1 % Can ] .
(TPS® <1 :

— Can be used to assess the impact of crossover on OS assessment and to assess whether therapy in one
2 line positively or negatively affects efficacy of the next line of thera
« Platinum P y g Yy y PY

coptine: - D GEECETID ) e
\_(never vs for

Gadgeel S, ASCO 2019



Keynote-189: Pembrolizumab +/- chemotherapy in NONSg-NSCLC

Events HR (95% CI)
1004 Pembro/pem/plat 52.0% 0.56 (0.45-0.70)
; Placebo/pemiplat 69.9%
90+ 112-mo rate Sp
80 570.0%
148.1%
704 Z i 24-mo rate
145.5%
e % 129.9%
BT T = i R AR | |7 St Median (95% CI)
(@] 22.0 mo (19.5-25.2)
401 10.7 mo (8.7-13.6)
30+
207 ! !
10 2 i
0 SR———— . R
0 3 8 9 12 15 18 21 24 27 30 33
Months
No. at Risk
410 377 346 316 283 256 234 44 79 28 2 0
206 183 149 115 a9 82 72 45 26 10 0 0

PFS, %

Events HR (95% CI)
1004 Pembro/pem/plat 741%  0.48 (0.40-0.58)
: Placebo/pem/plat 92.2%
90+ i12-mo rate T
80 §38.8°/:|
116.8%
707 24.mo rate
60 20.5%
LT e e e Median (95% CI)
9.0 mo (8.1-9.9)
401 4.9 mo (4.7-5.5)
304
201
104
0 ——r——r—v— RS ESU——_ - T —
0 3 6 9 12 15 18 21 24 27 30 33
Months
No. & Risk
410 328 266 197 149 119 91 54 28 10 | 0
206 142 81 50 31 20 8 3 1 g 0 0

OS

PFS

Gadgeel S, ASCO 2019
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Total Population

Keynote-189: PFS 2

PFS2, %

Events HR (§5% Cl)
100 - Pembro/pem/plat 59.5%  0.49 (0.40-0.59)
90 4 ;12-mo rate R St~ 8.0%
w -
704 i24-morate
e 50 - 138.4%
§- % . 13.8%
o 40
30 4
20 4
104 -HL
0 T T T T 7 L T T
0 9 15 18 24 27 30 33
No, ot Risk Months
110 20 217 185 P 2 0
206 105 fit 50 10 3 0 0
TPS 1-49%, Events HR (95% CI)
100 + ) Pembro/pem/plat 61.7% 0.59 (0.41-0.86
00 - 112-mo rate Placebo/pem/plat 81.0% , ;
80 4
” 70 4
. 60+ :
b i
W :
o 404 H
20 4 :
adl :
10 4 I
0 x . r + r -
0 o 15 18 24 27 30 33
No. ot Risk Monne
128 98 7 55 23 ] 2 0
58 2 19 15 4 1 0 0

TPS 250%
100

90 -
B0 +
704
680 4
50

40
30 -
20 4
104

Events HR [95% Cl)

47.0% .47 (0.33-0.69)
72.9%

No. ot Risk
132
70

TPS <1%

100 +

PFS2, %

No. at Risk

Pembro/pemiplat
Placeboipemiplat
: 24-mo rate
149.6%
121.3%
4 27 30
% E 2
B 1 0

Pembrofpemiplat
Placebo/pem/plat

i24-mo rate
131.0%
10%

Events  HR (95% CI)

89.3%  0.46 (0.33-0.86)
93.7%

M Q5% Cl)
12.6 mo (10Y-16.9)
8.9 mo (6.#-10.5)

-

o
W

1
24 27 30
14 & 0
0 0 0

W
o 4

Gadgeel S, ASCO 2019
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What to do in PD-L1 > 50%

B prs
Pem+Chemo vs Chemo RR (95% CI) Weight(%) Pem+Chemo vs Chemo HR (95% Cl)  Welght(%)
KEYNOTE-021 2.27 (115, 4.47) 15.33 KEYNOTE-189 e — 0.36 (0.25,0.52) 58.21
KEYNOTE-189 2.68 (1.71,4.22) 34.81 — — KEYNGTE407 _— 0.37(0.24,0.58) 40.79
KEYNOTE-407 1.83(1.26,267)  49.86 —— i 0 0.36 (0.27. 0.48) 100.00
Ul
Subtotal 216(1.66,2.82)  100.00 <> Heterogeneity: x? = 0.01, P= 925; = 0,0%
eity: x* = 1.84, P= 441; = 00% Test for overall effect: z = 7.03 (P <.001)
Test for overall effect: z = 5.68 (P <.001)
HR (95% Cf)  Woight(%
Pem v Chemo RR(95%Cl)  Waight(%) Pem vs Chemo % ch ght(%)
—— 0,50 (0.37,0.68) 46.95
KEYNOTE-024 153(1.13,208)  34.30 i KEYNOTE-024
0.81(0.67,0.99) 53.05
KEYNOTE-042 123(099,153) 6570 - KEYNOTE-042 ¢ )
ki P PIRTAERTY S P 1 <>. 0.65 (0.40,1.04) 100.00
Heterogeneity: x* = 1.27, P = 260; £ = 21.1% Heterogeneity: x° = 6,84, P= 009; # = 854%
Test for overall effect: z = 3,18 (P =.002) Test for overall effect: z = 1.82 (P =.069)
L) T L] L] L] 1 B R L ] L] L]
2 5 2 3 4 5 2 3 4 5 6.78M 15 2 253

C os

Pem+Chemo vs Chemo
KEYNOTE-189

KEYNOTE-407

HR (95% CI)  Waight(%)
0.42(0.26,068) 5622

0.64 (037, 1.10) 43.78

Subtotal <> 0.51(035,072)  100.00
Heterogeneity: x¥ = 1,29, P = 256, £ = 225%
Test for overall effect: z= 3.71 (P <.001)
Pem vs Chemo HR (95% Cl)  Weight(%)
KEYNOTE-024 —_— 0683{(047,088) 3230
KEYNOTE-042 —_—— 0.69 (0.56,0.85) 67.70
Subtotal <> 067 (0.56,0.80)  100.00
Heterogeneity: x° = 0.24, P = 627, F = 0.0%
Test for overall effect: z = 4.57 (P <.001)

L L) LJ LA L) L) L] L

2 3 5 67881 15 2 263

D indirect Analysis

&

Pem+Chemo
=225

n Indirect analysis

PFS:1

=1.62 P=0.003
chempes=0.55 P=0.037
08 HR e pumopeas=0-76 P=0.184

ORR: RR oy chermrpemn

2-Years OS in PD-L1 2 50% )

Keynote 024 (Pembro alone): 51.5%

Keynote 189 (Pembro/CT): 51.9%

J

Zhou Y, et al. JITC 2019; Reck M, et al. JCO 2019, Gadjeel SM, ASCO 2019
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Keynote-189: Liver and SNC mets

Progression-Free Survival: Liver Metastases
(RECIST v1.1, BICR)

With Liver Metastases Without Liver Metastases

rassino. AACR 2019

Events, n (%) HR (95% CI) Events, n (%) HR (95% CI)
- - - Pembro/Pem/Plat 55 (83.3) 0.52 Pembro/Pem/Plat 249 (72.4) 0.43
Base I ine C h ara Cte I'IStI CS Placebo/Pem/Plat 47 (95.9) (0.34-0.81) Placebo/Pem/Plat 143 (91.1) (0.33-0.59)
100 2T Qo 100 B
Pembro + Pem + Platinum Placebo = nn:r‘\ ﬂi:f: = unhﬂ i ‘115'5;):‘:

Age, median (range), years
Men

ECOG PS1

Liver metastases?

Stable brain metastases?

Overall Survival: Liver Metastases

With Liver Metastases

Garassino. AACR 2019

Without Liver Metastases

. Events, n (%) HR (35% Cl) Events, n (%) HR (35% ClI)
Previously treated
R ——— Pembro/Pem/Plat 43 (65.2) o 3%_502983 Pembro/Pem/Plat 170 (49.4) o 4[;_5[? ”
PDL1TPS 21% Placebo/Pem/Plat 41 (83.7) : : Placebo/Pem/Plat 103 (65.6) : :
) 100+ :151.0% 100+ - T16%
Carboplatin chosen 904 206% 80 : ;; 5%
Prior thoracic radiation 80+ : Median (95% CI) .= 80 : Median (95% ClI)
704 12.6 mo (&.1-19.1) 237 mo (20.1-25.9)

Prior neoadjuvant therapy

Prior adjuvant therapy

6.6 mo (4.6-7.6)

Data are shownas n (%)unless otherwise specified.
=25 patients had both brain and liver metastases.

Overall Survival, %
w
[=]
!
Owerall Survival,
i

13.2mo (10.0-16.4)

Data cutoffdate: September 21, 2018, 20+ 20
104 104
0 3 6 9 12 15 18 21 24 2T 30 33 0 3 6 9 12 15 18 2 24 27 0 33
No. at risk Time, months Mo, at risk Time, months
;:r:‘*;,'lgt 8 52 45 3@ (a3 [z 27 18 5 2 1 ] F'f':r'l‘]‘LF’,"ljt 344 328 301 277 280 228 207 128 T4 28 0
Placebol = = _ N Placebol ___ . i -
Pomiplay 49 40 28 8 15 12 11 7 4 0 0o o Pemipla 157 143 123 %9 8 70 @ 38 2 10 0 0

Data cutoffdate: September 21, 2013.

Median (95% CI)
92mo(8.8-11.00
5.4 mo{49-6.7)

T T
18 21 24 27 30 33
months

8z 45 27 ] 1 4]

T 3

Garassino MC, AACR 2019
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Keynote-189: Liver and SNC mets

o o . Gfassinu. AACR 2019
=
Progression-Free Survival: Brain Metastases
(RECIST V1 -1 y BIC R) Garassino. AACR 2019
With Brain Metastases 0 " S - I- B i M t t
vera urvival: prain vietasitases
Events, n (%) HR (95% CI
Pembro/Pem/Plat 59 (80.8) - - . -
042 With Brain Metastases Without Brain Metastases
Placebo/Pem/Plat 34 (97.1) (0.27-0.67)
1004 11.7% Events, n (%) HR (95% CI) Events, n (%) HR (95% CI)
E'_E_ 90 8.68% Pembro/Pem/Plat 42 (57.5) 0.41 Pembro/Pem/Plat 171 (50.7) 0.59
= . .
5 80 . Y
£ 5l Median (95% CI) Placebo/Pem/Plat 28 (80.0) (0.24-0.67) Placebo/Pem/Plat 116 (67.8) (0.46-0.75)
a 60 ggrm} -;5.4—11.9_: 100+ | 65.4% 100+ S T71.0%
g 5 mo (2.2-5.5) 90 | 343% 90  50.9%
E 404 s 804 ' o B0 ;
B 30 = 701 Median (95% CI) = 70 Median (95% C1)
n % 50 19.2 mo {15.0-25.9) 2 0l 22 4 mo (19.7-25.4)
& 204 = 7.5 mo (4.6-10.0} s 0 12.1 mo (9.1-15.0)
E 104 E a04.. [T PR § 504 e
0 . e S T 404 7 404
D 3 6 9 12 15 18 21 24 27 30 g 30 g 304
Na. at risk Time, months 20 S 5l
pembrol 73 5 42 20 22 18 14 T 2 1 0 1E' 12' :
Placebol 50 5 m s 3 2z o o o o 0 03 6 8 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 33
} No. at risk Time, months Mo. at risk Time, months
Pembrol . . FPembro!
. ] E 1 4 45 38 25 14 -] a 0 ; 37 311 B85 26 238 21 164 115 BE 23 )
Data cutoffdate: September 21, 2018. Pf“‘-'P"“_ PemiPlat o E SO ®o»
Pempiat 3 (7 (21 18 |12 10 & 5 3 a0 ploehor 171 158 128 100 87 72 64 4 22 @8 0 0
Data cutoffdate: September 21, 2018

Garassino MC, AACR 2019
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4 )

Stage IV or
recurrent metastatic
non-squamous NSCLC
Chemotherapy-naive?
Tumour tissue available
for biomarker testing
Any PD-L1 IHC status

Stratification factors:

* Sex

* PD-L1 IHC expression
* Liver metastases

N = 1202

- /

Impower-150

Arm A

AtezolizumabP® +
Carboplatin® +
Paclitaxeld

4 or 6 cycles

Arm B

Atezolizumab® +
Carboplatin® +
Paclitaxeld
+ Bevacizumab®©

4 or 6 cycles

Arm C (control

Carboplatin® +
Paclitaxeld
+ Bevacizumab®©

4 or 6 cycles

Maintenance therapy
(no crossover permitted)

Atezolibzumab

Atezolizumab
b

+
Bevacizumab
e

Bevacizumab®©

4 )

Treated with
atezolizumab
until PD by
RECIST v1.1
or loss of
clinical benefit

AND/OR

Treated with
bevacizumab
until PD by
RECIST v1.1

- J

o
7
=
©
o
Y—
'©
2
>
S
)
0]

The principal question is to assess whether the addition of atezolizumab to Arm C provides clinical benefit
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Impower-150

Updated PFS Analysis in the ITT-WT (Arm B vs Arm C)

Arm B: /
= 100+ Landmark PFS, atezo + bev + b:;"_: ((::'P
S %0 % CcP
% 80 6-month 66% 56%

704
‘:,’, ~ Median, 8.3 mo 12-month 38% 20%
g o (95% C1: 7.7, 9.8) 18-month 27% 8%
[T a
L o HR?, 0.59
K~ (95% Ci: 0.50, 0.70)
8 1 P < 0.0001%
tw 201 3 Median follow-up: ~20 mo
© 44 Median, 6.8 mo
a ol (85%Ci:6.0,7.1)
012345678 9101112131415161718192021222324252627282930313233 34
Time (months)
No. at Risk
A +HeveCP
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Overall Survival (%)

0+

Median, 14.7 mo
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Arm B:
Arm C:
atezo + bev + bev + CP
Landmark OS, % cpP
12-month 67% 61%
18-month 53% 41%
24-month 43% 34%
HR3, 0.78
(95% ClI: 0.64, 0.96)
P=0.0164

Median, 19.2 mo
(95% Cl: 17.0, 23.8)

Median follow-up: ~20 mo

No. at Risk
Atlezo+BevsCP
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Socinski MA, ASCO 2018



Impower-150

Survival Benefit Was Observed Across All PD-L1 Subgroups in the ITT-WT
(Arm B vs Arm C)

PD-L1-High PD-L1-Low PD-L1-Negative
o TC3oriC3 1004 TC1/2 oric1/2 o TCO and I1CO
90 904 20
.80 HR3, 0.70 - eol HR3, 0.80 __ 8 HR3, 0.82
2 701 (95% CI: 0.43, 1.13) £ 7l (95% CI: 0.55, 1.15) L ] (95% CI: 0.62, 1.08)
® s =
: " £
- R 3 *® a %
= 40 jL = 407 = 4 N
— (™ —
5 5 -
20 204 20+
10 10 10
o 15.0 mo 25.2 mo o 16.4 mo 20.3 mo 3 14.1mo;: {17.1 mo
0246 8 10T7TTeTE0s 578 30 32 34 0246 81071213 T6TE 202223 26 28 30 32 34 0246 8 T0TZISTETE 202223 26 28 30 32 34
Time (months) Time (months) Time (months)
No, at Risk No. at Risk No. at Risk
RtozotBoveCP 71 64 64 61 04 55 83 40 M 0 2D 17 5 0 2 2 AlazosBeveCP 121107105100 93 87 79 63 52 35 32 22 N B MetoBeysCP 1WGTISTIS SIS 130 B2 61 SO 289 77 & 4
BoveCP 66 60 86 43 50 26 33 280 22 16 ¥ 10 6 6 1 BewsCP 105100 91 85 78 68 60 46 3% 30 23 1310 1 1 BoveCP 172WONSISIINS 10679 56 2029 W7 W0 6 1 1 1
—f— Atezo+Bev+CP = Bev+CP
¢ Unstratified HR.
Data cutoff: Januory 22, 2018

Socinski MA, ASCO 2018



Impower-150, OS according to liver mets

Difference, 19.7 ORR mDOR
70 (95% Cl. -0.75, 40.18) Difference, 15.7
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Socinski, et al. Abstract 9012

Socinski MA, ASCO 2019



IrAEs in NSCLC patients: CT-IO combinations

&
o 1 el
%9 fKeynote 189 (Pembro +/- Platino-PEM)
Immune-Mediated and
All-Cause Infusion Reactions®
Pembro/Pem/ Placebo/Pem/ Pembro/Pem/ Placebo/Pem/
Plt Plt Plt Plt Impower 150 (Atezo +/- (beva)carbo-taxol)
Event, n (%) n =405 n =202 n = 405 = =ana
Arm A: Arm B: Arm C (control):
Any grade 404 (99.8) 200 (99.0) 107 (26.4) Incidence, n (%) atezo + CP atezo + bev + CP bev + CP
(n = 400) [n = 393) (n = 394)
Grade 3-5 291 (71.9) 135 (66.8) 44 (10.9) Median doses received (range), n
Atezolizumab 10 (1-43) 12 (1-44) NA
Bevacizumab NA 10 (1-44) 8(1-38)
Led to deathc 29(7.2) 14 (6.9) 2(0.5) Treatment-related AE2 377 (94%) 370 (94%) 377 (96%)
Grade 3-4 172 (43%) 223 (57%) 131 (49%)
Led to discontinuation of 136 (33.6) 33 (16.3) 34 (8.4) Grade 5¢ 4(1%) 11 (3%) 9 (2%)
any treatment component Serious AE 157 (39%) 174 (44%) 135 (34%)
AE leading to withdrawal from any treatment 53 (13%) 133 (34%] 98 (25%)
Immune-related AEs®in = 5 patients in any arm All grade Grade 3-4 All grade Grade 3-4 All grade Grade 3-4
Rash 119 (30%) 14 (4%) 117 (30%) 9 (2%) 53 (14%) 2 (1%)
Hepatitis® 42 (11%) 12 (3%) 54 (14%) 20 (5%) 29 (79%) 3 [1%)
Laboratory abnormalitias 36 (9%) 10 (3%) 48 (12%) 18 (5%) 29 (79%) 3 (1%)
Hypothyroidism 34 (9%) 1 (<1%) 56 (14%) 1 (<1%) 18 {5%) 0
All cause AEs Pneumonitis? 23 (6%) 3 (2%) 13 (3%) 6 (2%) 5 [1%) 2 (1%)
Grade 3-5 Hyperthyroidism 11 (3%) 0 16 (4%) 1 (=1%) 5 (1%) 0
Caolitis 301%) 211%) 11033 223 2113 2 (1%

Led to death

The safety profiles of ABCP and ACP were similar to A, B and C+P individually; no new safety signals were identified
Treatment-related

with the combinations
Led to discontinuation

All treatment? 37 (13.3%) 18 (6.4%)
Any treatment 65 (23.4%) 33 (11.8%)
Immune mediated AEs and infusion reactions 80 (28.8%) 24 (8.6%)
Grade 3-5 30 (10.8%) 9 (3.2%)
Led to death® 1(0.4% 1(0.4%)

Keynote 407 (Pembro +/- Platino-(nab)paclitaxel)

Socinsli MA, ASCO 2018; Paz-Ares L, ASCO 2018; Gadgeel ASCO 2019
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 NSCLC stage IV, oncogene addicted
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Impower-150, oncogene addicted population

* The efficacy and safety of atezolizumab and/or bevacizumab with chemotherapy is being further
analysed in the subpopulation of patients with EGFR mutations

ITT-WT?

(87% patients)
ALK +

(3% patients)

EGFR/ALK +

ITT

(All randomised patients)

EGFR-mt
(10% patients)

a Patients with a sensitizihng EGFR mutation or ALK

translocation must have disease progression or intolerance of
treatment with one or more approved targeted therapies.

Reck M, elcc 2019
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Impower-150, EGFR positive population
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e , o N . MezotBevsCP 34 34 33 32 32 32 32 31 30 26 U % 25 28 1715121 9 8 8 6 4 3 3 3 11
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Progression Free Survival Overall Survival

Reck M, elcc 2019
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Impower-150, EGFR positive population

Median PFS, mo

Subgroup n (%) HR (95% Cl) ABCP  BCP
EGFR Mutation 79 (100%) & 0.61 (0.36-1.03) 10.2 6.9
Sensitising EGFR Mutation? 58 (73%) & 0.41 (0.23-0.75) 10.3 6.1
Received Prior TKI Therapy 50 (63%) k-3 0.42 (0.22-0.80) 9.7 6.1
0.0 0.2 10 20
Median OS, mo
Subgroup n (%) HR (95% CI ABCP BCP
EGFR Mutation 79 (100%) - & 0.61 (0.29-1.28) NE 18.7
Sensitising EGFR Mutation® 58 (73%) E3 0.31 (0.11-0.83) NE 175
Received Prior TKI Therapy 50 (63%) & 0.39 (0.14-1.07) NE 17.5
0.0 02 10 20

Hazard Ratio® .
In favour of ABCP In favour of BCP

Reck M, elcc 2019



Impower-130, EGFR positive population

IMpower130 study design EEEM

- & MUNICH COongress
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chemotherapy-nai
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» PD-L1 tumour
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\  ITT-WT: n=679 B HR: 0.75 2 HR: 0.98
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Cappuzzo F, ESMO 2018
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Liver mets, second line setting

Botticelli etal J Transi Med  (2019) 17299
https://dol.0rg/10.1186/512967-019-1847-x Jou rnal of

Translational Medicine

» . ars ‘
R ' I ™
< <
- vor maots SU' - ! Lover
—— -3 - 0
'= ~1 | |stre | -
= ' @ S
- I S :
' ymana L E
Federic :
w = w -
S N © ;
g 2 z
a o 1
- : < Yot
o = T '
i
- E :
- - . '
S - g - i
e . 5
< ' -.:
= o .
L) ' .l '
. ; ' . ’ = 1 L4 A | 1 ] 1
0 8 10 18 20 2 0 0 5 10 15 20 25 30
Months Months
PFS accoeding 10 liver metastases status e
g Ny x — — / Fg. ¥ OSaccording to liver metastases status
\ »

Botticelli A, et al. JTM 2019



= Fast Progressors: an unmet medical need

¥ ¢ 5 out of 20 NSCLC patients treated with 1stline pembrolizumab were retrospectively collected had HPD
(defined by Time to Treatment Failure £2 months and raising in Tumor Burden >50% compared with basal
CT-scan)

 HPD was defined as RECIST v 1.1 PD at first CT scan and a >50% TGR variation per month, FP was defined
as > 50% increase in the sum of long diameters within 6 weeks from baseline, ED was defined as deaths
due to disease PD within 12 weeks of 10 start

Prevalence of HPD, FP and ED (N=406) Overall survival FP vs HPD-non FP

e I e e e e e e e e e e e e e e e e e e e e e |
| i | 100% -} HPD vs FP ; HR 0.18 [95%Cl 0.08; 0.42); p<0.0001] |}
' : I HPD vs ED : HR 0.19[95%CI 0.14; 0.33]: p<0.0001] ||
! FP vs ED : HR 1.3 [95%CI 0,58; 2.96]: p=0.52 |
I 13.3% | ! ] . RER I
14% 1 80% I
I |
| I
l 12% | l ' - !
| I | 2 60%] I
| £ I
laos | | | i I
1 £ [
I ahpD | POf aoxd HPD: 3.4 months [95% Cl 2.7; 4.0] ,
[z | i °* I
I uFP I 1 |
’ | ED: 1.5 months |
™ =ep | " ol [95% C11.3; 1.7] ,
i ! I
I a% | | FP: 0.7 months |
I § , i [95% CI 0.6; 0.8] I
, I [ I
I : : ! : 5 % 5
| i 1 Months from the start of immunotherapy |
| ox ¢ | | HPD 56 21 10 6 2 |
I ED q | ED 54 0 0 0 0 [
L _FP 9 0 0 0 0 "

Giusti R, et al. ASCO 2019; Ferrara R, et al. ASCO 2019



93 (14.3%) out of 650 patients received = 10
mg of prednisone at the time of
immunotherapy

When analyzed by reason for corticosteroid
administration, mPFS and mOS were
significantly shorter only among patients
who received =2 10 mg prednisone for
palliative indications

There was no significant difference in mPFS
or mOS in patients receiving 2 10 mg of
prednisone for cancer-unrelated indications
compared with patients receiving 0 to < 10
mg of prednisone.

Baseline corticosteroids: needin

g for clarification

_ 25 4 r 1.0 Prednisone 0to < 10 mg
= E « = = Prednisone = 10 mg (cancer-related)
E 20 4 s 0.8 - - Prednisone = 10 mg {cancer-unrelated)
S D - )
= P~ | No. of events Median (months, 95% Cl)
& 15 2 = 06| as2msy 342.71039) Holativete 012 <10 ma Qroup
S R '\, soes 14 (1.2t0 2.1) HR, 1.87; 85% CI, 1.43 to 2.45; P« 001
E‘ 104 5SS osd .2 4.6 (2.8 10 15.3) MR, 0.77; 85% CI, 0.80 to 1.19; P~ 24
= ‘ma |
= - ,
g 54 5 024\
s =
—
0- a. T T T 2 T
Prednisone  Prednisone = 10 Prednisone =10 0 12 24 36 48 60
0to<10mg cancer-unrelated cancer-related : :
Indications palliation Time Since Start of Treatment (months)
No. at riskc
Prednisone 0to < 10 mg 587 91 35 0 4 0
Prednisone = 10 mg (cancer-related) &8 L] 0 0 0
Prednisone = 10 mg (cancer-unrelated) 27 L 2 0 0 o
é* 1.0 4 Prednisone 0 to < 10 mg
E = = = Prednisone = 10 mg (cancer-related)
_g 08 _‘: Prednisone = 10 mg (cancer-unrelated}
o |
a \ No. of events Median {months, 5% CI)
=09 2557 11.2 {99 to 12.8) Aslative to 0 to < 10 mg group
©
= ' 5268 221151059 HR, 238, 95% CI, 1.7810 3.19; P- 00N
o044, y 19727 10.7 {69 to NR) HR, 0.93; 95% CI, 0.89 10 1.48; P = 77
» -,
p— J J \
= 02 -
e o bt -
o
>
o T T T T T T
0 12 24 36 48 60 72
Time Since Start of Treatment (months)
No. at risk:
Prednisone 0 to < 10 mg 557 213 75 7 7 1 0
Prednisone = 10 mg [cancer-related]) &8 8 3 1 0 0 0
Prednisone = 10 mg (cancer-unrelated| 27 n 4 2 0 0 0
FIG 3. Outcomes to immunotherapy in the group of patients treated with = 10 mg of prednisone for cancer-related palliative indications or cancer-unrelated

indications compared with the group of patients receiving less than 10 mg of prednisone according to (A) overall response rate, (B) progression-free survival

(PFS), and (C) overall survival (0S). HR, hazard ratio: NR, not reached.

Ricciuti B, et al. JCO 2019
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Patients with Autoimmune Diseases
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Clinical Outcomes of Patients with Advanced Cancer and

Pre-Existing Autoimmune Diseases Treated with Anti-Programmed
Death-1 Immunotherapy: A Real-World Transverse Study
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Table 2. List of pre-existing autoimmune disease and
immunosuppressant treatments

_AlDsand treatments n (%)  Specifications

Pre-existing AlDs 85
Thyroid disorders 51 (60) 10 GBD, 51
hypothymoidism after
AT
Dermatologic 14 (16.4) 11PSO, 2 vitiligo, 1
lichen planus
Rheumatologic 10 (11.8) 2 PMR, 2SLE, 4 AR,
1 vasculitis
Gastrointestinal/ hepatic 4 (4.7) 3CD,1PSC
Neurologic 1(1.2) 1 Al optic neuritis
Nephrologic 1(12) 1 membranous
glomerulonephritis
Multiple site 4(47) 1GBSandPSO,1
MG and AIT, 1PSO
and AIT, 1
sclernderma and AIT
Clinically active AlDs 15
Dermatologic 6 (40) 6 PSO
Rheumatologic 6 (40) 4 RA, 2 PMR
Gastrointestinal 2(13.3) 2¢CD
Multiple site 1(6.6) 1 scleroderma and
AIT
Treatment of AlDs
Corticosteroids 11(73.3) 4PS0,1
scleroderma and AlT,
3 RA 2 PMR, 1CD
Other 3 {20) 1RA 2 PSO
immunosuppressants
Combinations 1(6.6) 1CD

Abbreviations: AIDs, autolmmune diseases; AlT, avtoimmune thy-
roigitis; CD, Crohn's disease; GBD, Graves-Basedow disease; GBS,
Guillain-Barre syndrome; MG, myasthenia gravis; PMR, polymyalgia
rheumatica; PSC, primary sclerosing cholangitis; PSO, psoriasis; RA
rheumatodd arthritis; SLE, systemic lupus enythematosus.

Cortellini A, et al. Oncologist 2019
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Patients with Autoimmune Diseases

irAEs of any grade—multivariate analysis

Variable (comparator) Coefficient Standard error p value
Pre-existing AIDs (No AIDs)
Inactive 0.9314 0.2673 0005
Active 1.4452 0.6011 0162
Primary tumor
(NSCLC) — —
Melanoma 0.2726 0.1891 1496
Kidney 0.4046 0.2326 0820
Others - - 9977
Sex —0.5762 0.1613 0004
ECOG-PS —0.7432 0.2504 0030

Nagelkerke R* 0.0961

*Binomial confidence interval.

Abbreviations: —, no data; AlDs, autoimmune diseases; Cl, confidence interval; ECOG-PS, Eastern Cooperative Oncology Group Performance
Status; irAEs, immune-related adverse events; NSCLC, non-small cell lung cancer.

.
A irAEs of any grade
Variable (€2) Adjusted OR 5% Cl
Inactive AIDs [ne vs. yes) = 23 1.543
Active ALDs (no vs. yes) == 4.2 13-138
Primary tumor {NSCLC vs. melanoma) - 13 0.9-2.4
Primary tumor (NSCLC vs. dney) - 15 0.9-1.9
Sex (female vs. male) . 0.5 0.4-0.8
LCOG-PS (22 vs. 0-1) —e— 0.5 0308
T TT-TTTrY T T T
0.1 1 10 1%

Adjusted OR (95% CI)

B G3/G4 irAEs

Varlable {(¢2) Adjusted OR 95% Cl
Inactive AlDs [no vs. yes) 03 0423
Active AlDs [no vs. yes) 17 0.4-79
Primary tumor {NSCLC vs. melanoma) AI!_ Fla- res e 16 0.8-3.1
Primary tumaor {NSCLC vs. kidney) _— 07 0.3-18
Treatment lne (nonfirst vs. first) o R o7 0.4-13
T T T T ™TTTTTTY
01 1 »

Adjusted OR {95% CI)

Figure 2. Multivariate analyses. (A): Immune-related adverse events of any grade: forest-plot graph with adjusted odds ratios. (B):
Grade 3/4 immune-related adverse events: forest-plot graph with adjusted odds ratios.

Abbreviations: AlDs, autoimmune diseases; Cl, confidence interval; ECOG-PS, Eastern Cooperative Oncology Group Performance
Status; NSCLC, non-small cell lung cancer; OR, odds ratio.

Cortellini A, et al. Oncologist 2019
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IrAEs in NSCLC patients: real-life

irAEs of any grade G3/G4 irAEs
Patients 231 50

Endocrine 78 (33.8) 4 (8)

Gastrointestinal 51 (22.1) 15 (30)
Skin 59 (24.2) 7 (14)
Pneumological 23(9.9) 12 (24)
Haepatic 10 (4.3) 6 (12)
Others 46 (19.9) 6 (12)

559
“1AGE, (years)

Median 69

Elderly (= 70) 259 (46.3)
SEX

Male 379 (67.8)
ECOG PS

>2 74 (13.3)
Histology

Squamous 235 (42.1)
No. of metastatic sites

> 2 317 (56.8)
Type of anti-PD-1

Pembrolizumab 123 (22)

Nivolumab 436 (78)
Line of Immunotherapy

First 116 (20.8)
irAEs 231 (41.3)

Single Site 191 (82.6)

Multiple Site 40 (17.4)
PD-L1 expression (TPS)

Not-available 354 (63.3)

Negative 45 (8.1)

1-49% 60 (10.7)

> 50% 100 (17.9)

Cortellini A, et al. Clin Lung Cancer 2019



IrAEs: correlation with clinical outcomes

Progression Free Survival Overall Survival

100 : 100 :
. irAEs of any grade irAEs of any grade
90 — No — No
80 - —_ Yes 80 -,-\ — Yes
70 HR 0.57(0.45-0.72) p<0.0001 | \ HR 0.53 (0.41-0.69) p<0.0001
1 60
60 Th'\'m
50 H\_N\
) 40 R piiniim s U
40 .
30 20 e
20 _
10 0
0 10 20 30 40 50 60 0 10 20 30 40 50 60
Number at risk Months Number at risk Months
Group: No Group: No
328 40 3 0 0 0 0 328 74 14 4 0 0 0
Group: Yes Group: Yes
231 67 31 10 1 1 0 231 97 50 18 4 3 0
Variable (comparator) Response/ Ratio ORR (95% CI) p - value
Overall 175/507 34.5 (29.5-40.0) -
irAEs of any grade
Yes 100/215 46.5 (37.8-56.6
( ) < 0.0001
No 75/292 25.7 (20.2-32.2)

Cortellini A, et al. Clin Lung Cancer 2019



irAEs and clinical outcomes

Overall Survival
Multivariate Analysis
Univariate Analysis | . \po of any grade | Sites of irAEs Endocrine irAEs GIirAEs Skin irAEs Others irAEs
HR (95% C HR (95% C HR (95% C HR (95% C HR (95% C HR (95% C HR (95%
VARIABLE (Comparator) (95% CI) (95% CT) (95% CI) (95% CD) (95% CI) (95% CI) (95% CI)
p - value ——— p - value p - value p - value p - value p - value
) 0.47 (0.36-0.60) 0.33 (0.41-0.69)
irAEs of any grade (Yes vs No) L <0.000] - - - - -
) ) 0.76 (048-121)
G3/G4 irAEs (Yes vs No) »=0.2483 - - - - - -
Sites of irAEs
0.45 (0.34-0.59 0.51 (0.38-0.68)
Single site vs No p=0.0001 - p=0.0001
) _ 0.54(0.33-0.87) . 9
Multiple site vs No P=0.0111
Endocrine irAEs (Yes vs No) 048 (0.32-0.72) - -
p=0.0004
) 0.55 (0.340.88)
GIirAEs (Yes vs No) 2=0.0131 - -
039 (0.24-0.63
Skin irAEs (Yes vs No) ( ) - -
.. ) 132 (0.79-2.19)
Pneumological irAEs (Yes vs No) 2=0.2770 - - - - - -
L. ) 1.09 (0.48-2 45)
Hepatic irAFs (Yes vs No) =0.8200 - - - - - _
Others irAE s N AT - - - - i}
ers irAEs (Yes vs No) 1=0.0432
3 — _ - - —
Sex (Male vs Female) 1.43 (1.09-1.88) 1.28 (0.97-1.60) 1.28 (0.97-1.69) 1.33(1.01-1.73) 1.33(1.01-1.76) 1.34 (1.01-1.76)
p=0.0099 p=0.0752 p=0.0797 p=0.0407 p=0.0378 p=0.0366
] 1.18 (0.92-1.51)
Age (Elderly vs Non-elderly) 2=0.1823 - - - - - -
) . 1.38 (0.92-2.086)
Treatment line (Non-first vs First) »=0.1116 - - - - - -
o .. 1.13 (0.88-1.45)
= o - - - - - -
N° of metastatic sites (>2 vs <2) =0.3167
3.15(2.34423) 271 (2.01-3.66) 272 (2.02-3.67) 2.89(2.15-390) 299(2.22-403) 292(2.17-392) 310231417
ECOGPS (=2 vs 0-1)
p=0.0001 p=0.0001 p=0.0001 p=0.0001 p=0.0001 p=0.0001 p=0.0001
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e Conclusions




NEWS W OO0

Keynote-001: 5-years OS update

Pre-treated patients (regardless of PD-L1)

5-Years OS 15.5%

First-line (regardless of PD-L1)
5-Years OS 23%

Events, Median OS, 5-Year OS Rate, Events, Median OS. 5-Year OS Rate, tvuynh_ Meodian OS, 5-Year OS Rate,
B n/N mo (95% Cl) %% {95% Cl) A N mo (96% C1) % (95% C!) c N mo (95% Q1) % (56% C1)
50 127 354(20310635) 296817710 56.1)
375/448 105(8.61013.2) 155(12.21019.2) 75101 223(17.11032.3) 23.2(14.210 33.5) ays2 195(10.710263) 15.7(73 10 26.9)
100 ' 100 \
L '
__ 180+ 5 90 - "
& 80+ 804 : F
= 70- : ™ 704 : =
e ' > b ©
> 60 - ' E 60 4 ' =
= BO fimvmn W rm mawn i o i e AN— = 50 {' <
n : ) ] [eensassngic. . ~eaiNasanaaN. ymeseeees A
= 4U ¥ = 30 - T -
(b} o . ]
=> 2 . g o 20 4 Hﬁ— i
o 0 ] ™~ 20 + § 0 e |
10 A ’ 10 4 ' 10 4 .
! ' L] L L] L] L L L] L] L] LJ L] : L] LJ L]
1 L 1 L l 1 L] 1 1 L | 1 1 1 L) L) T T T Ll L T Ll L) L T ) Ll T L B 0 5 10 152025 30 35“0"55055&65 70 75
0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 .
> _ Time (months)
Time (months) Time (months) No. at riek
No. atrisk 449 306 225 183 150 128 112 92 85 B2 74 65 29 11 5 2 No.astrisk 01 85 77 67 50 49 42 38 32 32 0 77 ¢ 1 0 TPS 2 50%
PS 1-49%

First-line (according to PD-L1)
5-Years OS 29%

Gainor GF, ASCO 2019
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Conclusion

We have to move backward to the first-line setting.... in all the patients!

* First line “Mono-immunotherapy”

* PD-L1>50% (NON ONCOGENE ADDICTED)

* Low disease-burden (Liver/brain mets)
* No corticosteroids?

e Good Performance Status?

* First line “Chemo-immunotherapy”

* Regardless of PD-L1 (NON ONCOGENE ADDICTED)

* High disease-burden (liver/brain mets)
* Requiring corticosteroids?

* Performance status? Oncogene addicted (+bevacizumab/after target therapy!)




What we learn from clinical practice:
“PEMBRO-REAL” STUDY

Universita degli Studi Dell’Aquila
ASL1, Abruzzo - AVEZZANO, SULMONA, L’AQUILA

Ospedale San Salvatore, L’ Aquila
U.O.C. Oncologia Medica

Protocollo

Pembro-REAL: an Italian observational study on clinical outcomes of NSCLC
patients with a PD-L1 TPS = 50%, treated with first-line Pembrolizumab in
clinical practice.

Versione 1.0 del 01/07/2019

Promotore: U.O.C. Oncologia Medica a direzione universitaria, Ospedale San
Salvatore, Universita dell’Aquila

alessiocortellini@gmail.com
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