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w NSCLC before 2018

Oncogenic No Oncogenic
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2. Metastatic NSCLC

Novelties in targeted therapies
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wm EGFR mutant NSCLC (+/- 10%)
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m EGFR mutant NSCLC
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w 2nd vs 1st generation TKI
Lux-Lung7: phase 2 afatipib vs gefitinib

» RR 70 vs 56%; p=0.008

0
§4

» mPFS 11 vs 10.9 mo;
HR 0.73; p=0.007
> mOS 27.9 VS 24-5 mO ; A 104 — Afatinib (n = 160)
: 086 (9% 01066112
HR 0_86; p:O.26 go.s- Log-rank P = 0.2580 )
g 0.6+
§ 04
é 0.2-

T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)

4 Number at risk
Afatinib 160 156 153 148 139 125 111 104 94 81 74 61 50 36 30 12 2 O
Universitair Gefitinib 159 153 148 142 133 119 105 90 80 71 62 56 48 44 27 7 0 O
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2nd vs 1st generation TKI
ARCHER 1050: phase 3 dacomatinib vs gefitinib

100 Patients Events Median progression-free
survival (months)
> R R 7 5 VS 7 2 p - O . 4 2 = 80 Dacomitinib 227 136 14-7 (95% C1 11-1-16-6)
= Gefitinib 225 179 9-2(95% C19-1-11-0)
2
E o
&
c
> mPFS 14.7 VS 9-2; % w —— Dacomitinib
§ — Gefitinib

HR 0.59; p<0.001 et

Hazard ratio 0-59 (95% C1 0-47-0.74;

p<0-0001)
0 I 1 1 1 I 1 1
0 6 12 18 24 30 36 42

» mOS43vs 27; -

+ + + + Censored
. _ 90 4 HR, 0.760; 95% Cl, 0.582 to 0.993; P = .0438
HR 0.76; p=0.04
70 +
'.‘;5 60 -
; 50 -
o
» More G3/4 AE ; %0 S i
. 30 + Dacomitinib Gefitinib
more diarrhea 2 n=227) n=225)
10 { No. of deaths 103 117
Median (95% CI) OS, months 34.1(2951037.7)  26.8(23.7 10 32.1)
1 I I 1 1 I I T
_ 0 6 12 18 24 30 36 42 48
Tiekenhuts. Time (months)

Pl Wu et al. Lancet Oncol 2017; Mok et al. J Clin Oncol 2018 | -



3rd generation EGFR TKI:
osimertinib

Osimertinib Wild-type

» Third generation EGFR

* Irreversible

EGFR-T790M-

resistant mutant =

\

EGFR-TKI-
sensitizing
mutant




w 3rd gen TKI: Osimertinib

AURA-3 studie 2nd line if T790M vs chemo

> RR 71 vs 31%; p<0.001

» PFS 10.1 vs 4.4 mo;
HR 0.30; p<0.001

(Z Braseel Mok et al. N Eng J Med 2017

Probability of Progression-free
Survival

No. at Risk

Osimertinib 279 240 162 88 S0 13 0

Platinum~ 140 93 44 17 7 1 0
pemetrexed




3rd gen TKI: Osimertinib

FLAURA: phase 3 osimertinib vs ge

» RR 80 vs 76%; p=0.24

» mMPFS 18.9 vs 10.2 mo;

Probability of Progression-free
Survival

1.0+

0.8+

0.6

0.4

0.2

Ist line

fitinib/erlotinib

Hazard ratio tor disease progression or death,
0.46 (95% C1,0.37-0.57)
P<0.001

-\'\‘e‘i':\:;nib

Standard EGFR-TKI

HR 0.46; p<0.001 o

1] 13 1] 1] 13 1 3 L] 1 ] L)
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Month

Hazard ratio for death, 0.63 (95% Cl, 0.45-0.88)
P=0.007

> mOS immature
HR for death 0.63 i os~\m~b
‘g;; 0.6+ Standard EGFR-TKI
23 04+
2
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(2 ot Soria et al. N Eng J Med 2018
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3rd gen TKI: Osimertinib 1st line
»Sub-analysis of brainM+ in FLAURA

> ICR 91% vs 68% (p=0.066)
» Median CNS PFS NR vs 13.9 mo (HR 0.48;p=0.14)

> Lower probability of CNS progression: 24 vs 35% at 1y

A C
100 A 1.0 A
@ ‘S ‘E. Osimertiik  Standard EGFR-TKIs
et 80 @ = — progression CNS progression
ué —_ g -g 0.8 1 on S progression Non-CNS progressi on
L = 60 _g = @ath
= = 4 o
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gg o5 0
23 ¥ e 1 @I g
; Median CNS PFS, months (85% CI) s9 ===
= 20 | = Osimertinib (n =61} NR (16.5 to NC} S 2
o nda : - : E 2 02
HR, 0.48 (95% CI, 0.26 1o 0.86); P=.014 a E
L) T L) L] L) L T L] T n—
0 3 6 9 12 15 18 21 24 27 . . . . . .
Time Since Random Assignment ] 3 6 9 12 5 18 21
(months) Time (months)
No. atrisk:
Osimertinib 61 54 44 40 34 21 8 4 1 ] :
''''''' . o Reungwetwattana et al. J Clin Oncol 2018 |18

standard EGFR-TKIs 67 50 37 N A 13 4 1
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Less grade 3/4 toxicity
Rash all grade 58 vs 78%
Similar all grade diarrhea 58 vs 57%

Adverse Events (Grade 3 or Higher)
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20

0
Osimertinib Standard

EGFR-TKI

Soria et al. N Eng J Med 2018
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ALK translocated NSCLC (5%)
PROFILE 1014 Crizotinib 1%t line

A Progression-free Survival
100+ Hazard ratio for progression
or death in the crizotinib group,
0.45 (95% Cl, 0.35-0.60)
P<0.001 (two-sided stratified log-rank test)

» ORR 74% vs 45%

60

40

Crizotinib

20+

Progression-free Survival (%)

> PFS 10.9 vs 7 mo
HR 0.45; p<0.001 TR R

Months

No. at Risk

> HR for death 0.82 Chomatbrapy 111 105 56 12 2 1 o

o o

(Z Zikenhurs Solomon et al. N Eng J Med 2014 L ME



> RR 55%
» 52% respons in CNS
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3 460 mg
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Patients

U s Gadgeel et al Lancet Oncol 2014




m ALEX: Alectinib vs crizotinib

RR 82,9 vs 75,5; p=0.09

MPFS NR vs 11 mo;
HR 0.47; p<0.001

OS immature;:
HR for death 0.76

Peters et al. N Eng J Med 2017

Progression-free Survival
(% of patients)

20

Overall Survival (5 of patients)
g

Hazand ratio lor dsease progression o death,
047 (35% CI. 0.34-0065)
P=000L by bog-rank mest

Crizatinib

T — R — —
3 & 9 1 15 1§ 21 24 EF 30

Month

100
Q0
80 u Alectinib
04

Crizatinib

Hazard ratio for death, 0.76 (95% CI, 0.48-1.20}
P=0.24 by log-rank test

Mo, at Risk

Alectinib 152
Crimsbinilb TE7

T T T T T T T T 1
L I o1 1x 1d 21 24 I A0

Month

142 131 127 11% 107 &7 31 24 5
141 197 115 I3 @@= 731 311 13 1



A
A

mulative incidence, %

“u

o~

Alectinib delays CNS progression vs crizotinib

Baseline CNS M+ No baseline CNS M+
CIR 12mo 16 vs 58% CIR12mo 5vs 31%

100
20 = 80
S
60 - - e S 6
A5 " ;2’ 4
40 rt HR 0.18 8 40 =3
' P<0.001 - ZEY
2 = 3 20 s HR 0.14
| P<0.001
0 6 2 18 24 0 6 12 8
Time, months me, months
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Less AE grade 3/5: 41 vs 50%

Less Gastrointestinal and visual AE

Nausea 14 vs 48%
Diarrhea 12 vs 45%
Vomiting 7 vs 38%
Visual 1 vs 12%

» More myalgia (16 vs 2%);
photosensitivity (5 vs 0%) and anemia
(20 vs 1%)

A\

s Peeters et al. N Eng J Med 2017



Brigatinib vs crizotinib 1st line
" ALTA-1L

A Progression-free Survival

(9% 1) (95% 1)
>ORR 7-| VS 60% mo %
Brigatinib NR 67 (56-75)
Crizotinib 98 (9.0-129) 43 (32-53)
100 -
» MPFS NR vs 9.8 mo s
R
> HR 0.49; p<0.001T Egg e ey
> ] 2m0 PFS 67 VS 43% g% ﬁ: Crizotinib
£ 104
: % 204 "G5 IO 035000y T o O desth
» OS immature 10 P<0.00L by logrank test
% 31 & 3 & B 1 2
Months
Mo. at Risk
Brigatn ib 13r 114 S0 [ 26 3 1
Crzotimib 1318 117 Fi 50 18 3

(Z Camidge et al. N Eng J Med 2018 e



Brigatinib vs crizotinib 1st line
" ALTA-TL

with Brain Metastases at Baseline

Median AtlYr
(95% CI) (95% CI)
mo %
Brigatinb  NR (11-NR) 67 (47-80)
Crizotinib 5.6 (4.1-9.2) 21 (6-42)
100
- 904
2 30
> |CR 78 vs 50% tr o
wn =
48 60
E® 5o
c o
2% 40
S 304
] 204 Hazard ratio for disease Crizotinib
. - E progression or death,
» Longer mPFS in brainM+ o] o emciols is
0 I I I I I I I

0 3 6 9 12 15 18 21
Months
No. at Risk
Brigatinib 43 39 32 22 9 5 1
Crizotinib 47 37 16 9 2 0 0

» Lower cumulative incidence
Of intracranial progression

= Brigatinib (n=137)
== Crizotinib (n=138)

o
=)

Hazard ratio for
intracranial progression,
0.30 (95% CI, 0.15 to 0.60)

o
o
1

Cumulative Incidence of
Intracranial Progression
o
»

o
(%]

Crizotinib

j_J_I’__,_,—'_I‘_' Brigatinib

0.0 T T T T T T 1
0 3 6 9 12 15 18 21

Q Universitair Camidge et aI- N Eng ./ Med 2018 No'mg:i;;:,;ﬁ 5 Time‘“""“"?zl "
Ziekenhuis Crizotinib 20 26 26

Brussel




NSCLC ROST1 translocation (1-2%)

> Crizotinib:

> RR 72%
» PFS 19.2 mo
» 1yOS 85%

Ziekenhuis
sssssss

A Best Response
100+

80+
60+
40+
20
0 *
20
—40+
_60-]
_804
-100

Change from Baseline (%)

B Disease progression
n Stable disease

® Partial response

m Complete response

A

Bergethon et al. J Clin Oncol 2012; Shaw et al N Eng J Med 2014




2. Metastatic NSCLC

Novelties in immunotherapy
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m NSCLC: 2¢ line anti-PD(L)1

Checkmate-017 | Checkmate-057 | Keynote-010 OAK

Nivolumab vs Nivolumab vs Pembrolizumab | Atezolizumab

docetaxel docetaxel vs docetaxel vs docetaxel
Histology | squamous Non-squamous | all all
PD-L1 selection No No YES; 21% No
Response | 20 vs 9% 19vs 12% 18 vs 9% . 14 vs 13%
m duration NRvs 8.4 m 17.2vs5.6m NR 16.3vs 6.2 m
response
mMPFS 3.5vs2.8m 2.3vs4.3m 39vs4dm 2.8vs4dm
1yPFS | 21 vs 6% 19 vs 8% NR NR
mOS 9.2 vs 6 m; 12.2 vs 9.4; 10.4 vs 8.5 m; 13.8 vs 9.6m; I
HR 0.59 HR 0.72 HR 0.71 HR 0.73
1y 0S | 42 vs 24% 51 vs 39% 43 vs 35% NR
(Z Eaurtat?nn;s;i :L I/\L/ clvz-:fe{‘ /2\2?7 2015; Borghaei et al N Eng J Med 2015; Herbst et al Lancet 2016; W



KEYNOTE-024: 1 st line ‘
Pembrolizumab in PD-L1>50% NSCLC

0 § - %_.‘\q.,.
> RR 44.8 vs 27.8% 1~ S
- | Lo s Pwebroiramats
» mPFS 10.3 vs 6 mo; L oo
HR 0.50; p<0.002 -
» mOS NR; H 0.60; p=0.005
» 6 mo 0OS 80% vs 72%
§ 0 (95 )
“"" " Reck M et al. N Eng J Med 2016 pmbelzmab 1 16w @ om




» Keynote-189:
pembrolizumab/platinum/pemetrexed

» IMPower 150:
atezolizumab/avastin/carboplatin/paclitaxel

> IMPower 130:
atezolizumab/carboplatin/nabpaclitaxel

> IMPower 132:
atezolizumab/platinum/pemetrexed

Ziekenhuis



KEYNOTE-189: non Squamous:
platinum/pemetrexed +/- pembro \

» RR 47.6 vs 18.9%, p<0.001

» mPFS 8.8 vs 4.9 mo;
HR 0.52; p<0.001
(PDL1 neg: 6.1 vs 5.1 mo; HR 0.75)#cws

» mMOS NRvs 11.3 mo;

HR 0.49; p<0.001
» PDL1 neg 1yOS 62 vs 52; HR 0.59
> PDL1 high 1y0OS 73 vs 48; HR 0.42

Patients Who Survived (%)

MMMMMM

(Z mte Gandhi et al. N Eng J Med 2018 VB
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33

w IMPower150: non Squamous:
Atezo/beva/carbo/paclitaxel

A Kaplan—Meier Esti of Progression-free Survival
Rate of Progression-free Survival
At 6 mo At 12 mo
ABCP  66.9% (95% CI, 61.9-71.8)  36.5% (95% Cl, 31.2-41.9)
BCP  56.19% (95% Cl, 50.7-61.5)  18.0% (95% Cl, 13.4-22.6)
o Stratified hazard ratio, 0.62 (95% Cl, 0.52-0.74)

Median in the ABCP group, P<0.001

8.3 mo (95% Cl, 7.7-9.8)

Progression-free Survival (%)
3

mPFS 8.3 vs 6.8 mo;
> .3vs 6.8 mo;
104 Median in the BCP group, |
6.8 mo (95% Cl, 6.0-7.1) |
H R O 62 * <0 OOO 1 0 T T T T T T ‘\ T T T T T T T T T T T T T T T T T T T T T T 1
. ’ . 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 25 26 27 28 29 30

Months
No. at Risk
ABCP 356 332 311 298 290 265 232 210 186 151 124 111 87 77 58 55 42 39 27 24 16 12 4 3 2 2 2
BCP 336 321 292 261 243 215 179 147 125 91 69 55 39 32 21 18 12 9 7 6 3 2 1 1

» mOS 19.2 vs 14.7 mo;

100
. —
— 904 Rate of Overall Survival
. Vi . At12 mo At24 mo
30 ABCP  67.3% (959 Cl, 62.4-72.2)  43.4% (95% Cl, 36.9-49.9)
BCP  60.6% (95% Cl, 55.3-65.9)  33.7% (95% Cl, 27.4-40.0)
704 Stratified hazard ratio, 0.78 (95% Cl, 0.64—0.96)
s_\"_ P=0.02
= 60
2
- I .. SO ™ ,
“w 1 '
T 40 i :
5 | :
o : :
| ' BCP
i 1
20 | |
| :
10 Median in the BCP group, | ! Median in the ABCP group,
147 mo (95% Cl, 13.3-16.9) ! 119.2 mo (95% Cl, 17.0-23.8)
0 T T T T T T T T T T T T T T I| T T T T T T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33
Months
No. at Risk
ABCP 359 339 328 323 314 310 296 284 273 264 256 250 235 218 188 167 147 133 119 103 84 66 57 41 34 28 16 9 2 2 2
BCP 337 326 315 308 287 280 268 255 247 233 216 203 196 174 152 129 115101 87 77 66 56 40 32 29 22 13 6 3 1 1 1 1

Universitair
ol Socinscki et al. N Eng J Med 2018 Reck M, et al. IMpower150 PFS analysis. m



"IMPower150: Special populations

A)
10 EGFR/ALK+
2 - PFS Rate (s5%C) ABCP BCP
g 0.9 4 6-month 65.1% (50.9-79.4) | 52.7% (40.4-65.0)
e 0.8 12-month 36.8% (21.0-52.7) | 21.0% (10.7-21.4)
;E‘ 0.7
% 0.6 HR, 0.59 (95% CI, 0.37-0.94)
5 ooy
a 05
8 04
[re
& 0.3
=
g 0.2
0.1 - ’ s
2 Median, 6.1 mo Median, 9.7 mo = =
X 0 1 (95% Cl, 5.7-8.4) (95%Cl, 6.9-15.2)

T T T T T T T T T T T T T T T T T T T T T T
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22
Months

Universitair
Ziekenhuis @
34 Brussel Reck M, et al. IMpower150 PFS analysis. I

Socinscki et al. N Eng J Med 2018



IMPower130: non Squamous
Atezo + carboplatin/nabpaclitaxel

Investigator-assessed PFS (ITT-WT) EEEMD

1004
904 PFS (%) | 6 months | 12 months
804 Atezo + CnP 56.1% 29.1%
704 CnP 42.5% 14.1%
> RR 49 vs 32%
B 50f-=—-—=—=--
i 1 HR: 0.64
407 ! (95% CI: 0.54, 0.77)
304 . P <0.0001
1 1
204 1 I
1 I
> I I IPFS 7 VS 5 5 I I IO. 104 Median:5.5mo: :Median:7.0mo
° ) o (95% Cl: 4.4,59) , | (95%Cl:6.2,7.3) —
L} L) T T L} T T T T L] L) L) L) T T L] L] T L) L} T T T L] L]
7

)
L) T L] L] L) L)
01 2 3 45 6 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30
L] - "
I I R O 64 <O OOO I . Months after randomisation
[} ’ [} Number at risk

Atezo + CnP 451 432 383 351 329 281 242 213 183 157 138 132 118 108 83 738 62 60 41 36 20 23 13 12 7 4
CnP 228 214 174 150 136 110 90 75 61 48 40 35 20 23 18 15 7 6 5§ &5 3 3 2 2 1 1 A1

OS (ITT-WT) EEEMY ™™
» mOS 18.6 vs 13.9 mo;

90 0S8 (%) 1 year 2 years
H R O 79 . p_o 03 3 801 Atezo +CnP |  63.1% 39.6%
° ) * 704 CnP 55.5% 30.0%
T o HR: 0.79
¢ 50 ----—mm oo (95% CE 0.64,0.98)
o . P =0.033
40 | '
| 1
301 I 1
1 1
20 1 1
1 1
104 Median: 13.9 mo | | Median: 18.6 mo
o (95% CI: 12.0,18.7) |  (95% C1:16.0, 21.2)
0123456 7 8 910111213141516 17 18 19 2021 22 23 24 25 26 27 28 29 30 31 32 33 34
Aumber at risk Months after randomisation
Atezo + CnP 451 435422 400 334 365 351 333 315 305294 284 268 253217 194 167 147 129103 88 75 59 49 40 29 19 12 10 6 4 2 1

CrP 228 218 206 190 176 167 161 154 147 136 132124 119109 96 90 75 65 58 49 39 31 24 17 13 9 & 3

Universitair

. Ziekenhus Cappuzzo et al. ESMO 2018 B
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m |[MPower130: special populations

100
904
804
701
60

Ef) e - - - —— -—— -

0S (%)

404

HR: 0.98

(95% CI: 0.41, 2.31)

301

204
104
e

Median: 10.0 mo

Median: 14.4 mo

L] L] LJ Ll T L] L] L] L) Ll L]

1] 2 4 g a 10 12 14 16 18 20

) Months after randomisation
umber at risk

Atezo + CnP 32 31 k1l 28 2 20 18 14 10 T g
CnP 12 12 12 11 -] [} E 4 3 2 1

OS in EGFR/ALK NSCLC

Universitair
Ziekenhuis
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Cappuzzo et al. ESMO 2018

OS in key subgroups (ITT-WT)

2|
2018

Median OS (mo)

Population n(%) Atezo+CnP CnP HR (95% CI)
Female 279 (41.1) 214 12.8 —— 0.66 (0.46, 0.93)
Male 400 (58.9) 16.0 142 — 0.87 (0.66, 1.15)
<65 years 341 (50.2) 19.2 16.6 —— 0.79 (0.58, 1.08)
265 years 338 (49.8) 16.1 12.6 — i 0.78 (0.58, 1.05)
ECOG Ps2

0 280 (41.3) 20.8 19.7 — 0.85 (0.59, 1.22)

1 397 (58.6) 15.2 11.9 — 0.77 (0.58, 1.00)

2 1(0.1) N/A N/A N/A (N/A, NIA)
Never smoker 65 (9.6) 28.2 19.5 — 1 0.55(0.26, 1.19)
Current/previous smoker 614 (90.4 18.1 13.9 0.81(0.65, 1.02
No liver mets at enrolment B .2 0.
Liver mets at enrolment 8 1.

gl 0 9. . 6.9 T— 0.84 (0.51, 1.39
PD-L1-ow (TC1/20r IC1/2) 193 (284)  23.7 15.9 — 0.70 (0.45, 1.08)
PD-L1-negative (TCO and IC0) 356 (52.4)  15.2 12.0 o 0.81(0.61,1.08)
ITT-WT 679 (100) 186 13.9 i 0.79 (0.64, 0.98)

[]‘1 ‘IIU

1
Atezo better

Placebo better

‘Stratified HR for ITT-WT; unsiratified HR for all other subgroups.
2 One patient had an unknown ECOG PS

Role of angiogenesis in liver

Cappuzzo et al. IMpower130 — efficacy and safety
hittpi/bit ly/2C2uzC8
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IMPower132: non Squamous
atezo + platinum/pemetrexed

PFS in the ITT population?

700 HR, 0.60 (95% CI: 0.49, 0.72)

0 0 90 P < 0.0001
Minimum follow-up: 11.7 mo

> 80

R R 47 A) VS 3 2 A) Median follow-up: 14.8 mo

70

60
50

40
30

» mPFS 7.6 vs 5.2 mo;
HR 0.60; p<0.0001 lemaiafn ]| | Gondonos

1 T T T T T T T T T T T T T T T T U T T T T I 1
o1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23
No. at Risk Time (months)
APP 202 280 260 231 224 191 169 149 140 120 110109 88 74 48 43 31 26 11 10 2 2

PP 286 273 236 195 176 142 115 88 87 72 59 53 44 39 15 1 6 6 3 3

Progression-Free Survival (%)

» mOS 18.1 vs 13.6 mo;

1004 HR, 0.81 (95% CI: 0.64, 1.03)
HR 0.81; p 0.079 P T
. ) p . o Minimum follow-up: 11.7 mo 12-mo 0S, % 59.6% 55.4%
0 0 ] Median follow-up: 14.8 mo
1y0OS 34% vs 17% =
( y o VS 0) S 60
£
3 50
7] """"1
T 40 !
g 30 ==
20
10 13.6 mo 18.1 mo
) (95% CI- 11.4, 15.5) (95% CI: 13.0, NE)

I I 1 1 1 I Ll L L) 1 I Ll 1 1 1 I I | Ll
o 1 2 3 4 5 6 7 B & 10 11 12 13 14 15 18 47 16 18 20 29 22 23
No. at Risk Time {months)

APP 202 284 273 258 252 230 228 212 202 184 187 179168 140 107 79 62 48 32 23 10 7 1
/ FP 286 278 265 246 233 219 210 163 170 166 163 151 147 126 @2 58 43 30 22 15 8 4 2 1

Unversieic Barlesi et al ESMO 2018 m

Brussel



> Keynote-407: pembrolizumab +
carboplatinum/paclitaxel or nabpaclitaxel

> IM Power 131: atezolizumab + carboplatinum +
nabpaclitaxel

Ziekenhuis



KEYNOTE-407: Squamous
Pembro + carbo/nabpaclitaxel

A Progression-free Survival

Hazard ratio for disease progression or death, 0.56 (95% Cl, 0.45-0.70)
P<0.001

» RR 58 vs 35%; p=0.0004

Pembrolizumab combination

Placebo combination

Patients with No Event of
Disease Progression or Death (%)
3

» MPFS 6.4 vs 4.8 mo;

0 3 6 9 12 15 18 21
HR 0.56; p<0.001 Months
L ’ L
No. at Risk
Pem A~ Overall Survival
Placi
100
90+
» mOS 15.9 vs 11.3 mo, g ]
70
j:
H R O 64 p:o 0008 E 60 Pembrolizumab combination
. ) . ? 5o
=
= 404
]
?. 309 Placebo combination
£ 204
Hazard ratio for death, 0.64 (95% Cl, 0.49-0.85)
109 p<0.001
0 T T T T T T T T T T T T T T T T T T T T ]
0 3 6 9 12 15 18 21
Months
No. at Risk
Pembrolizumab combination 278 256 188 124 62 17 2 0
Placebo combination 281 246 175 93 45 16 4 0

Universitair
Ziekenhuis m
| 40

prossl Paz-Ares LG et al. N Eng J Med 2018



IMPower131: Squamous
Atezo + carboplatin/nabpaclitaxel

INV-Assessed PFS in the ITT Population (Arm B vs Arm C)

100 4 Arm B: Arm C:
90 4 Atezo + CnP CnP
80 Median PFS 63 56
704 (95% Cl), mo (5.7,7.1) (5.5,5.7)
> R R 49 VS 4 1 (y o HR® (95% CI) 0.71(0.60, 0.85)
o < P value 0.0001

12-month PFS

Minimum follow-up, 9.8 mo
Median follow-up, 17.1 mo

s

=3

Progression-Free Survival (%)
-
o

(=]
"

-------------------------------

» mPFS 6.3 vs 5.6 mo;
) S ) O’ 0123 4567 8 9101 1213141516 17 18 19 20 21 22 23 24 25 26 27 28 29 30
No. at risk Time (months)
H R 0 71' p=0 0001 Atezo +CnP MIMNS204268257 212172151134 111 88 76 61 61 44 42 X3 2. M4 21 B % 12 1 5 5 4 3 2 1
(] ) °

ChP M032227T9244227183120 65 79 57 48 40 26 26 21 19 12 12 11 10 6 € 4 4 3 3 2 2 21

Data cutoff. Jarusary 22, 2018,
1INV irastiastar  Siratified MR

. First Interim OS in the ITT Population (Arm B vs Arm C
> Interim 0S 14 vs 13.9mo; .o Gl me)_

1004 Arm B:
Atezo + CnP
HR 0 96 =0 69 Median OS 14.0
. ) p (] 12 h OS (95% Cl), mo (12.0,17.0)
hons HR* (95% CI) 0.96 (0.
56.9% P value 06

55.6% 24-month 0OS

31.9%

Overall Survival (%)
82 8 8 8 8 2 8 8

24.1% !

s

<

vvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvv

012345678010MN uaau wwnwm:onzznzazszezrnzomsnz
No. ot rlsk Time (months)
Aezo+CaP JMIJNIS0VENO7ONOB62W 200177017 18103 06 1 I O T 2 N X D W 2 § 3 2

(Z vesiee - Jotte RM et al ASCO 2018 VUB
41
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Nivo 3 mg/kg g2w + Ipi 1 mg/kg q6w
> RR 45.3 vs 26.9% High TMB > 10 mutaties per Mb

» mPFS 7.2 vs 5.5 mo;  ropesion e Suie
HR 0.58; p<0,001 Hazard ratio for disease progression or death,

0.58 (97.5% Cl, 0.41-0.81)

100+ <0
1yPFS 42.6 vs 13.2% g ] oo
£ 80
% . 70
Enfj 60 MNivolumab +
» mOS 23 mo vs 16.7 mo; $5 50 43 plimumsb
§ A 304
HR 0.77 E_ :lfg: . 13 Chemotherapy
= 0 T T T t T T T 1
12 1 1 21 24
> Inlow TMB <10 mut/Mb e a o

> m0S16.2vs12.4 mo HRO0.78

(/ sl Hellman et al.. N Eng J Med 2018 45 @



m NSCLC 2019

Oncogenic
driver

PD-L1 low

Osimertinib/ <50%

PD-L1 high \
Alectinib (brigatinib) >50% AN

Pembrolizumab/platinum/

pemetrexed
or

pembrolizumab/platinumpl

atinum/ pemetrexed if high
tumor volume Atezolizumab/bevacizumab

Chemo /platinum/ paclitaxel if
Atezo/bev/plat/paclitaxel liverM+?

Other TKI
Chemo
Atezo/bev/plat/paclitaxel



m NSCLC 2019

PD-L1 high PD-L1 low
>50% <50%

or pembrolizumab/platinum/

pembrolizumab/platinum/ (nab)paclitaxel
(nab)paclitaxel if high
tumor volume

docetaxel




3. Locally advanced NSCLC
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PACIFIC: NSCLC stage Ill after
chemoradiotherapy

Phase Il study with Durvalumab (PACIFIC), unselected!

NSCLC stage Ill, unresectable

Treatment with chemoradiotherapy

- Platinum based chemotherapy
- Radiotherapy 54-66 Gy

No disease progression

G

Durvalumab g2w
12 months

Antonia SJ et al. N Eng J Med 2017

Placebo

| 49




PACIFIC
Durvalumab after ccRTCT

No. of Events/

Total No. Median PFS 12-Mo PFS 18-Mo PFS
of Patients (95% Cl) (95% CI) (95% Cl)
1.0+ mo % %
Durvalumab  214/476  16.8 (13.0-18.1) 559 (51.0-60.4) 44.2 (37.7-50.5)
0.94 Placebo  157/237 5.6(4.6-7.8) 353 (20.0-417) 27.0 (18.9-34.5)
g
» mPFS 16.8 vs 5.6 mo; £ ]
L] L] ’ [
E 0.7+
R :
HRO.52; p<0.0001 5 ocf
a |
g 05| !
o | Durvalumab
9 w T — : :
& 04 ; :
=] ! !
0 £ 034 ! :
1yPFS 55.9 vs 35.3% : | .
. . 2 o024 | ! Placebo
E Stratified hazard ratio for disease progression |
0.1  ordeath, 0.52 (95% CI, 0.42-0.65) | :
Two-sided P<0.001 ! i
0.0 \ T T 1 \ : \ T 1
0 3 6 9 12 15 18 21 24 27
Meonths since Randomization
No. at Risk
Durvalumab 476 377 301 264 159 36 44 21 4 1
Placebo 237 163 106 87 52 28 15 4 3 0
|
Universitair
Ziekenhui Antonia SJ et al. N Eng J Med 2017 I 50 ‘m
russe



PACIFIC
Durvalumab after ccRTCT

No. of Events/ Median 12-Mo 24-Mo
Total No. Overall Survival  Overall Survival Rate  Overall Survival Rate
of Patients (95% CI) (95% CI) (95% CI)
mo % %
> N lOS N R VS 28’7 N I; Durvalumab 1837476 NR (34.7-NR) 83.1 (79.4-86.2) 66.3 (61.7-70.4)
Placebo 116237 28.7 (22.9-NR) 75.3 (69.2-80.4) 55.6 (48.9-61.8)
H R O 68 . _O OO 2 5 194 Stratified hazard ratio for death, 0.68 (99.73% Cl, 0.47-0.997)
. ) p_ . 0.9 Two-sided P=0.0025
= 0.3
=
g 0.7
e
g 0.6+ Durvalumab
3 0.5
0/ > 0.4 -
> 1y 0S 83 vs 75% :

g 03
g
& 24

0.1+

0-0 | I | I ; T I 1 I I T I I T 1

BUT NO OS beneﬁt in PD_L1<1% 01 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Months since Randomization

Subgroup Durvalumab Placebo Unstratified Hazard Ratio for Death (95% ClI)
no. of events / no. of patients (%)

All patients 183476 (38.4) 116/237 (48.9) @ | 0.68 (0.53-0.87)

PD-L1 status I
21% 700212 (33.0) 45/91 (49.5) i 1 0.53 (0.36-0.77)
225%"° 37115 (32.2) 23/44 (52.3) — | 0.46 (0.27-0.78)
1-24% 3397 (34.0) 22/47 (46.8) . 0.60 (0.35-1.03)
<1% 41/90 (45.6) 19/58 (32.8) 1.36 (0.79-2.34)
Unknown 721174 (414) 52/88 (59.1) 0.62 (0.43-0.89)

L

T T T 1
0.25 0.50 1.00 200

= .
>

( , Du;lalumab better Placebo better
Ziekenhuis ‘m
susel Antonia SJ et al. N Eng J Med 2017 I 51



4.Immunotherapy in advanced SCLC
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» Carboplatinum/etoposide + atezolizumab/placebo

B Progression-free Survival

100~ Rate of Progression-free Survival
90 at 6 mo at 12 mo
5 % Atezolizumab  30.9% (95% CI, 24.3-37.5)  12.6% (95% Cl, 7.9-17.4)
£x M Placebo  22.4% (95%Cl, 16.6-28.2)  5.4% (95% Cl, 2.1-8.6)
3 : 70+ Stratified hazard ratio for disease progression or death,
B2 ol 0.77 (95% Cl, 0.62-0.96)
38 P-0.02
S 504 —————— —— i —
> m P FS 5 2 VS 4 3 m O . v ﬁ.o' 1% Median in the atezolizumab group,
. o ) 2% a0 ‘ 5.2 mo (95% Cl, 4.4-5.6)
B I
na 30 |
E "':'-” Median in the |
HRO.77; p=0.02 B ol
. ) . [-% 104 4.3 mo | Atezolizumab
95% Cl, 4.2-45) | Placebo
|

> 1y PFS 12.6% VS 5.4% O0 ‘] é 3| /‘1 !‘3 ‘6 } é é ]‘O 1‘1 1‘2 1‘3 ]‘4 1|5 1‘6 1‘7 1|8 1|9 2‘0 le ZIZ 2|3 2‘4

Months
No. at Risk
Atezolizumab 201 190 178 158 147 98 58 48 41 32 29 26 21 15 12 11 3 3 2 2 1 1
Placebo 202 193 184 167 147 80 44 30 25 23 16 15 9 9 6 5 3 3

A Overall Survival

» mOS 12.3 vs 10.3 mo; v
. * ) 90+ Atezolizumab 51.7% (95% Cl, 44.4-59.0)
= 304 Placebo 38.2% (95% Cl, 31.2-45.3)
H R O 70 o _O 07 < Stratified hazard ratio for death, 0.70 (95% Cl, 0.54-0.91)
. , p_ . 30 P-0.007
S 604
wv
(o) ZA 1 s
VS (] g w
. . R ‘
a I
‘g 30+ }
g Atezolizumab
£ 204 ! ezolizuma
10 Median in the placebo group, } Median in the atezolizumab group, Placebo
0 10.3 mo (95% Cl, 9.3-11.3) I 12.3 mo (95% Cl, 10.8-15.9)
T T T T T 1 T T 1 T 1 T T 1 1 T T 1 T T T T 1
o 1 2 3 4 5 6 7 & 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
Months
No. at Risk
Atezolizumab 201 191 187 182 180 174 159 142 130 121 108 92 74 58 46 33 21 11 5 3 2 1
Placebo 202 194 189 186 183 171 160 146 131 114 96 81 59 36 27 21 13 & 3 3 2 2

Universitair ‘m
Ziekenhuis
Brusse! Horn et al N Eng J Med 2018 5



» New generation TKls are becoming standard of
care in first line NSCLC with an oncogenic driver

» 10 has changed the landscape of NSCLC without
an oncogenic driver and of SCLC

Need to identify those patients that benefit the most!!

Ziekenhuis



¥

Future ...

Proportion alive

Untreated

Immunotherapy
S combination
Long term survival
Immunotherapy
TN ~a monotherapy

-
-
-
TE-——-— - -

T ——— W . - —

Long term survival

Chemotherapy / TKI
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Time from treatment

.




