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Overview of Immunotherapy as Second-line or Subsequent

Therapy for Advanced NSCLC

/anlumab CheckMate 017! 20.0 3.5(2.1-4.9) 9.2(7.3-13.3) \
CheckMate 05712 19.2 2.3(2.2-3.3) 12.2(9.7-15.0)
Pembrolizumab  KEYNOTE 010*E! 18 3.9(3.1-4.1) 10.4(9.4-11.9)
4.0(2.7-4.3) 12.7(10.0-17.3)
\ Atezolizumab OAK 14.0 2.8(2.6-3.0) 13.8(11.8-15.7) /
Avelumab JAVELINB! 12.0 11.6 wks 8.4(7.3-10.6)
(8.4-13.7) wks
Durvalumab ATLANTICT#6] 7.5(3.1-14.9) 1.9(1.8-1.9) 9.3(5.9-10.8)
16.4(10.8-23.5)  3.3(1.9-3.7) 10.9(8.6-13.6)
30.9(20.2-43.3)  2.4(1.8-5.5) NR (5.9-NC)

*2 and 10 mg/kg at PD-L1 TPS = 1%. "PD-L1 < 25%, = 25%, and = 90%. *EGFR/ALK wild-type
patients.

1. Brahmer J, et al. N Engl J Med. 2015;373:123-135. 2. Borghaei H, et al. N Engl J Med. 2015;373:1627-1639.
3. Herbst RS, et al. Lancet. 2016;387:1540-1550. 4. Rittmeyer A, et al. Lancet. 2017;389:255-265. 5. Gulley JL,
et al. Lancet Oncol. 2017;18:599-610. 6. Garassino MC, et al. Lancet Oncol. 2018;19:521-536.
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Nivolumab vs Docetaxel in Previously Treated Advanced NSCLC

Nivolumab * Primary endpoint

3 mg/kg IV Q2W - 0S

* Stagelllb/IV SQ NSCLC BESSE  until PD or unacceptable -

> [ 3 i toxici
CheckM ate 017 Failed 1 prior platinum doublet t::';';;] el el sttt
S [1] * ECOGPS0/1 — Investigator-assessed ORR
qua mous * Pretreatment (archival or fresh) — Investigator-assessed PFS

Docetaxel

tumor samples required for 75 mg/m2IV Q3W — Efficacy by tumor PD-L1 expression
PD-L1 analysis until PD or unacceptable — Safety
) B
(N=272) oxicity — Quality of life (LCSS)

(n=137)

« Stage lIB/IV non-SQ NSCLC Nivolumab
. . . 3 mg/kg IV Q2W Primary endpoint
* Failed 1 prior platinum doublet ol S - 05

= Prior maintenance therapy allowed unacceptable toxicity

CheckMate 057 ° EcOGPso/1 e Additional endpoints

— Investigator-assessed ORR
* Prior TKI therapy allowed for known

[2] ! " Investigator-assessed PFS
Nonsqua mous ALK translocation or EGFR mutation Docetaxel Efficacy by tumor PD-L1 expression
75 mg/m? IV Q3W

HIPD Safety
until PD or . .

| f life (LCSS
unacceptable toxicity Quality of life )

(N =582) (n=290)

* Pretreatment (archival or recent) tumor
samples required for PD-L1

Patients stratified by prior maintenance therapy
and line of therapy (second line vs third line)

The protocols of both studies were amended in September 2016, when minimum follow-up was approximately 2.5 years, allowing patients to
switch to nivolumab 480 mg Q4W starting 2 weeks after their last 3-mg/kg Q2W dose. After completion of the primary analyses, patients in the

docetaxel arms who ended treatment at any time during the studies were allowed to cross over to nivolumab.

1. Brahmer J, et al. N EnglJ Med. 2015;373:123-135. 2. BorghaeiH, et al. N Engl J Med. 2015;373:1627-1639.
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CheckMate 017 and 057
OS With a Minimum 2-Yr Follow-up

CheckMate 017: Squamous CheckMate 057: Nonsquamous
100 - Nivo Docetaxel 100 = Nivo Docetaxel
(n=135) (n=137) (n=135) (n=137)
20 . Median OS, mos 97 6.0 20 4 Median OS, mos 12.2 9.5
1-yr0S, % A7 24 1-yrOS, % 51 39
2-yr 0§, % 2-yrQ5S, % 29 16
€0 . yr 23 8 60
9 HR (95% Cl) 0.62 (0.47-0.80) g HR (95% Cl) 0.75 (0.63-0.91)
7 n :
© 40- © 40-
20 A " . Nl\j,olu nﬁab 20 4 Ty, T . |\J’O|U FT"‘ab
80— 6000 o Docetaxel
O T T T T T T T L] T ] ] ] ] 0 1 L L | L] L] L] L) L] L] 1 ] ]
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Maos Mos
\ 135 113 8 69 57 51 38 34 29 19 14 7 1 0O 292 233 194 171 148 128 112 97 81 46 18 6 0 0
Docetaxel 137 104 69 46 33 22 17 14 11 9 6 4 1 0 Docetaxel 290 243 194 150 111 89 66 53 45 25 6 3 1 0O

Horn L, et al

.J Clin Oncol. 2017;35:3924-3933.



Verona 30/10/2018 — NSCLC avanzato: quali novita nel 2018? — A. Tuzi

Three-Year Follow-up From CheckMate 017/057: OS

CheckMate 017 (SQ NSCLC)

100
—— Nivolumab (n = 135)
~=~ Docetaxel (n = 137)
80
HR (95% Cl): 0.62 (0.48, 0.80)
. B0~
=
w y OS = 42%
a 1.y OS = 42
40
2y OS5 = 23%
20 - 1y 05 = 24% 3y 05 =16%
" 2y 0S8 = 8% Q}' 05 M ]
T T T T . T | T |
0 6 12 18 24 30 36 42 48 54
Months
No. of patients at risk
Nivolumab
135 86 57 38 3 26 21 16 8 0
Docetaxe
137 69 33 17 1 10 8 7 3 0

Cl = confidence interval; HR = hazard ratio

0S (%)

CheckMate 057 (non-SQ NSCLC)

100
—=— Nivolumab (n = 292)
—=— Docetaxel (n = 290)
80
HR (95% CIl): 0.73 (0.62, 0.88)
60 -
40
1y OS = 39% !
20
1 2y OS = 16% |
0 T i T i 1
0 6 12 18 24 54
Months
No. of patients at risk
Nivolumab
292 194 148 112 82 58 49 39 7 0
Docetaxe
290 195 112 67 46 35 26 16 1 0

Felip et al. ESMO 2017 —1301PD
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CheckMate 017: OS by PD-L1 Expression

Median OS by
PD-L1 Expression Nivolumab Docetaxel
Level,* Mos

= 1% : : 0.69(0.45-1.05
<1% : : 0.58(0.37-0.92

Unstratified HR Interaction
(95% Cl) PValue

=5% : 0.53(0.31-0.89
<5% : : 0.70(0.47-1.02

=10% : 0.50(0.28-0.89
<10% : : 0.70(0.48-1.01

Not quantifiable 0.39(0.19-0.82)

OS benefit seen with nivolumab vs docetaxel independent of PD-L1

expression; similar trend in PFS, ORR.

Spigel DR, et al. ASCO 2015. Abstract 8009.
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CheckMate 057: OS by PD-L1 Expression

Median OS by

PD-L1 Expression Nivolumab Docetaxel
Level, mos

Unstratified HR Interaction
(95% Cl) PValue

0.59(0.43-0.82
0.90(0.66-1.24

0.43(0.30-0.63
1.01(0.77-1.34

0.40(0.26-0.59
1.00(0.76-1.31

Similar interaction results based on baseline PD-L1 expression observed for PFS
and ORR.

Paz-Ares L, et al. ASCO 2015. Abstract LBA109.
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Three-Year Follow-up From CheckMate 017/057: SAFETY

Pooled nivolumab (N = 418)

TRAEs, %
Any AE 67.7 10.5
AE leading to discontinuation 6.0 4.1

Most frequent TRAEs, %
Fatigue 17.0 1.0
Nausea 11.0 0.5
Decreased appetite 11.0 0.2
Asthenia 10.5 0.2
Diarrhea 8.9 1.0
Rash 8.1 0.5
Pruritus 6.9 0.2
Hypothyroidism 6.0 0
Arthralgia 5.7 0.2
Vomiting 5.0 0

There were no grade 5 TRAES; *Reported in 25% of patients

Felip et al. ESMO 2017 —1301PD
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Three-Year Follow-up From CheckMate 017/057:
treatment-related select AEs

Pooled nivolumab (N = 418)

Any grade

Overall, % 37.1 4.8
Skin 16.3 1.0
Gastrointestinal 9.1 1.2
Endocrine 8.6 0
Hepatic 5.7 1.0
Pulmonary 4.5 1.4
Renal 2.6 0.2
Hypersensitivity/infusion reaction 2.4 0

Felip et al. ESMO 2017 —1301PD
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KEYNOTE-010
Pembrolizumab vs Docetaxel in Advanced PD-L1—-Positive NSCLC

Stratified by ECOG PS (O vs 1), PD-L1
expression (2 50% vs 1% to 49%), *
region (East Asia vs non-East Asian)

I Pembrolizumab 2 mg/kg IV Q3W
Patients with advanced NSCLC who (n=345)
progressed after platinum-based
chemotherapy (and TKI if EGFR+ or Pembrolizumab 10 mg/kg IV Q3W Treatment continued
> 19 . T _ — forupto24 mosor
ALK+); 2 1% PD-L1+ tumor cells; (n=346) P
ECOGPS 0/1 until PD or
(N = 1034) unacceptable toxicity

Docetaxel 75 mg/m? IV Q3Wt
GEEYE)

*After 441 patients enrolled.
TPerlocal guidelines.

" Primary endpoints: OS, PFS

= Secondary endpoints: DoR, ORR, safety

Herbst RS, et al. Lancet. 2016;387:1540-1550.
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KEYNOTE-010
OS in Patients With PD-L1 TPS 2 1% and TPS =2 50%

Patients With PD-LL1TPS 2 1%
ORR,% mOS,Mos 1Yr0S,%  HR(95% Cl)
18 10.4 432 0.71 (0.58-0.88)
Pembrolizumab
10 gk (n =~ 346) 18 12.7 523 0.61 (0.49-0.75)
Docetaxel (n =343) 2 85 346 Patients With PD-L1 TPS > 50%
100 -‘:‘_“‘
., ORR,% mOS,Mos  HR(95% Cl)
807 e 30 14.9 0.54 (0.38-0.77)
X 60 - ‘
by {P::’f_r:‘l’)"z“ mab 10 mg/kg 29 17.3 0.50 (0.36-0.70)
O 40 - :
Docetaxel (n=152) 8 8.2
20 1 100 1
0 ) L) ] T T -
0 5 10 15 20 25 80
Mos X 60-
(7))
O 40-
20 1
0 T T T T 1
0 5 10 15 20 25
Median follow-up 13.1 months Mos |

Herbst RS, et al. Lancet. 2016;387:1540-1550.
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KEYNOTE-010
Long term survival (follow-up 42.6 months)

Efficacy in the PD-L1 TPS 250% and 21% Populations

Figure 2. Kaplan-Meier Estimates of OS. (A) PD-L1 TPS 250% Population. (B) PD-L1 TPS =1% Population.

A 100

90
80
70
60 -
50 1
40
30 5
20
10
a

Overall Survival, %

Events, Median 085, HR

N (%) mo (35%CI) (95% CI)
Pembrolizumab 230 199 (63) 16.9 (12.3-21.4) 0.53 (0.42-0.66)
Docetaxel 152 127 (84) 8.2(6.4-9.8) P<(.00001

35%

13%

Mo. at risk
Pembrolizumab 290
Docetaxel 152

B. 100 o
90
80
70+
60
50
40
30 4
20
10+
0

Overall Survival, %

R

229

a7

131
29

S

Fam

115

23

30 35
Time, months

101 94

21 18

40 45 50 55 60
50 26 1 0 0
10 8 1 0 0
Events, Median 05, HR
M n [%) mo {35%CI) {95% CI)
Pembrolizumab &30 3548 (r9) 11.8(10.4-13.1) 0.69 (0.60-0.80)
Docetaxel 343 235 (86) 8.4 (7.6-9.5) P=0_00001

0

Mo. at risk
Pembrolizumab 590
Docetaxel 343

323

226

10

374
135

20

248
57

25

211
44

30 35
Time, months

171 151

40 a5

40

86
20

45 50 55 60
45 5 0 0
13 2 0 i}

Herbst RS, ESMO 2018
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KEYNOTE-010
Safety

35 Grade Grade
30 1-2 3-5
© 25 Pembrolizumab [l
Treatment-Related | - Docetaxel .
AEs With Incidence | § 15
210% in AnyGroup | £ 1©
in the Overall 0
0
Study Population @ g < @
X " o\ S
%\093 Q‘Z'“g G@N 6?&) © \;‘3‘}6 %-&o@@ ‘P’S\e %er' 6.03
)
o?rde@e
Grade Grade
1-2 3-5
Pembrolizumab [l
= Docetaxel [ |
‘;‘; Immune-Mediated
% AEs and Infusion
a Reactions in the
B = = e o Overall Study
A A A AR AN Population
0\& Qd'\e'é\} OQ‘\ N Q\QQ‘S'\} %3\\10‘.:}\ ,ﬂ’\o Y\@Q@\ p

T1DM, type 1 diabetes mellitus.

Herbst RS, ESMO 2018
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OAK
Atezolizumab vs Docetaxel in Progressive Advanced NSCLC

= Multicenter, randomized, open-label phase Il trial

Stratified by PD-L1 expression,
histology, prior chemotherapy regimens

l Atezolizumab 1200 mg IV Q3W Until PD or loss of
—_—
(n=425) clinical benefit
Metastatic or locally advanced /

NSCLC (2L/3L), PD on prior No crossover allowed

\ Docetaxel 75 mg/m?IV Q3W .
—_— Until PD
(n=425) nH

= Primary endpoints (first 850 patients enrolled): OS in ITT population; OS in patients
with 2 1% PD-L1 expression

platinum-based treatment
(N = 1225)

= Secondary endpoints: ORR, PFS, DoR, safety

Rittmeyer A, et al. Lancet. 2017;389:255-265.
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OAK
Overall Survival

OVERALL SURVIVAL, ITT (N = 850)

=3

MNa. st Risk

AMoeviingmoly 425 40T 382 2R3 842 106 805 270 200 248 234 203 215 206 198 108 176 #52 167 141 118 74 64 41 28 15
Docabmol 425 300 385 336 i1 268 282 238 210 198 179 160 161 140182123 118104 99 90 W0 5 I7

Overall Survival (%)
03885883888

== Atezolizumab
—— Docetaxel

HR, 0.732
(95% ClI, 0.62, 0.87)
P =0.0003

Minimum folfow up = 19 months

Median 9.6 mo | Median 13.8 mo
(95% CI, 8.6, 11.2)  (95% CI, 11.8, 15.7)
0 3 8 9 2 15 18 210 24 %

Months

IOS, PD-L1 EXPRESSION ON21% TC ORIC
TC1/2/3 OR IC1/2/3; 55% OF PATIENTS
100

HR, 0.742
90 - (95% ClI, 0.58, 0.93)
— 80 P=0.0102
?_e, 70 Minimum folflow up = 19 months
S g0
z %
E . ;
2 40 i i
g 30{ = Atezolizumab E 1
o> 20 ] —— Docetaxel i i
101 Median 10.3 mo | iMedian 15.7 mo
LE (95% CI, 8.8, 12.0) 1(95% CI. 12.6, 18.0)
0 3 6 9 12 15 18 21 24 27
No. atFink Months
Moaovknerch 241 230 216 207 168 180178 183 160 146139132 13 1M B 11611 104 BB BB 71 47 37 28 18 0 2 1
Dioostasl 222 200 185 172 181 145138124 HE 108 96 B9 &1 74 72 5 62 B3 506 B1 41 23 16 16 & 3 1

Rittmeyer A, et al. Lancet. 2017;389:255-265.

Barlesi F et al, Annals of Oncology (2016) 27 (6): 1-36. 10.1093 ADAPTED for ESMO PRESENTATION
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OAK

Overall Survival by histology

100

Non-squamous

HR, 0.73+
(95% Cl, 0.60, 0.89)
P=0.0015°

Minimum follow
up = 19 months

Owverall Survival (%)
.

Median 11.2 mo Median 15.6 mo

10
0 (95% ClI, 9.3, 12.6) (95% CI, 13.3, 17.6)
0 3 8 B 12 16 11 2 24 27
Months
ot =k
Sbioribneval A MADR TN NN DIEON D N TR TH ST BT S M B & X 0 H 1 1
Ooneeanl MIAANDMBSEIY M EMWMIEWMITFEIMNMET EEEEAADALANNNE 3

al Instratified HRs.

bP values for descriptive purpose only.
Histology information from eCRF.
05, overall survival.

Squamous

HR, 0.73¢
(95% CI. 0.54, 0.98
P=0.0383

Minimum follow
up = 19 months

Overall Survival (%)
sgs2s2888

-

[~ I =]

Median 7.7 mo
(95% Cl, 6.3, 819)

Median 8.9 mo
(95% CI, 7.4, 12.8)

1
L
i

T T
0 3 8

e M MH Y EA
T

12 1B 18 M M
Months
FOMAETY PEHMEHVMOWE 4
A MBI ENRAEYET & 42

Rittmeyer A, et al. Lancet. 2017;389:255-265.

Barlesi F et al, Annals of Oncology (2016) 27 (6): 1-36. 10.1093 ADAPTED for ESMO PRESENTATION
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OAK:
Long-term survival benefit by histology and PD-L1 expression subgroups

Median OS, mo

On-study Prevalence Atezolizumab Docetaxel
Subgroup 0.41 1 n=425 n =425
TC3orlIC3 * 20.5 8.9
TC2/3 orIC2/3 0.67 . 16.3 10.8
0.74 :
TC1/2/3 or IC1/2/32 L 2 i 15.7 10.3
TCO and ICO 0.4 | 126 8.9
0% 20% 40% 60% 80%  100% I
T e | 138 96
0.2 1 2

Hazard Ratio?

In favor of  In favor of
atezolizumab docetaxel

Atezolizumab
43% .
10 1 | [ Docetaxel
35% | 35%
i ; 32%
—_ 31% : ;
2 30 A : : 30%
2 :
5 : % : 23% v
x 21% ! 0 ‘
@ 2 : 20%
(o] : o 189
1=
@
]
?\ 0,
N g
O i
ITT i Non-squamous Squamous § TC3oriC3 TC23o0rIC2/3 TC1/2/3or TCOandICO
(n=425) ! (n=313) (n=112) 3 (n=72) (n=129) IC1/2/3 (n=180)
(n=425) ; (n=315) (n=110) 3 (n=65) (n=136) (n=241) (n=199)
. : w (n=222)
Barles' F et aI' Annals Of OnCOIOgy (2016) 27 (6)' 1-36' 10' 1093 IC, tumer-infiltratingimmune cells; TC, tumer cells. Data cutoff: 23 January, 2017,
. TC3orIC3=TC=50%or IC 2 10% PD-L1+; TC2/3 or IC2/3=TCor IC 2 5% PD-L1+; TC1/2/3 or IC1/2/3=TC or IC 2 1% PD-L1+; TCO and ICO=TC and IC < 1%
Satouchi, et al. WCLC 2017 PO-LL+.
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OAK

Safety summary and Treatment-Related AEs

Atezolizumab Docetaxel
n =609 n=578

Median treatment duration 3.4 mo? 2.1 mo
Patients treated = 12 months 20.5% 2.4%
All Grade AEs, any cause 94% 96%

Treatment-related AEs 64% 86%
Grade 3—4 AEs, any cause 37% 54%

Treatment-related Grade 3—4 AEs 15% 43% _
Grade 5 AEs, any cause 2% 2%

Treatment-related Grade 5 AEs 0% 0.2%"
AEs leading to treatment withdrawal 8% 19%
AEs leading to dose modification, delay or interruption 25% 36%

>

Atezolizumab
n =609

Selected immune-mediated AEs All Grade Grade 3—+4
Pneumonitis 1.0% 0.7%
Hepatitis 0.3% 0.3%
Colitis 0.3% 0%

Barlesi F et al, Annals of Oncology (2016) 27 (6): 1-36. 10.1093 ADAPTED for ESMO PRESENTATION




Verona 30/10/2018 — NSCLC avanzato: quali novita nel 2018? — A. Tuzi

AGENDA

Immunotherapy post-chemo (“true 2/3L")

Immunotherapy in oncogene addicted NSCLC (yes/no? when?)

Immunotherapy beyond progression (“false 2/3L”)

Conclusions



Verona 30/10/2018 — NSCLC avanzato: quali novita nel 2018? — A. Tuzi

Immunotherapy in oncogene addicted Adv NSCLC

EGFR mutation status

I
|
|
Positive 82 L - 1.1% (0.69-2.00)
Mot detected 340 —— | 0.66 (0.51-0.86)
Mot reported 160 —— 0.74 [0.51-1.06)
NIVO - CM 057, Borghaei et al. NEJM 2015
EGFR status
Mutant 46/86 u 0-88 (0-45-170)
Wild-type 4471875 - 0-66 (0-55-0-80)
Overall £21/1033 —— 0.67 (0-56-0-80)
C'I-l 1 lil:l
“«— —>

Favours pembrolizumab

Favours docetaxel

PEMBRO - KN 010, Herbst et al. Lancet 2016

EGFR mutant 85(10) 105 16-2
EGFRwildtype 628 (74) 153 95
T 850(100) 138 9.6

+

I:II.] ! !

L
Favours atezolizumab

Ili

Favours docetacel

124 (071-2-18)
0-60 (0-57-0-83)
073 {0-62-0-87)

ATEZO - OAK, Rittmeyer et al. Lancet 2017
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Immunotherapy in oncogene addicted Adv NSCLC

1980 patients enrolled 1536 excluded
1460 screen failures*
. 43 deaths
Phase Il ATLANTIC Trial > 28 patient’s decision
2 lost to follow-up
A 4 2 other
444 treated 1 unknown
v v v
111in cohort 1 265 in cohort 2 68 incohort 3
EGFR+/ALK+ EGFR-/ALK- EGFR-/ALK-with =90%
tumour cells expressing PD-L1
] | |

\Q

Durvalumab = NSCLC with disease progression following at least two previous systemic
regimens, including platinum-based chemotherapy (and tyrosine kinase inhibitor

therapy if indicated).

Primary efficacy endpoint: proportion of patients who achieved an objective response.

Garassino MC, et al. Lancet Oncol. 2018;19:521-536.
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Immunotherapy in oncogene addicted Adv NSCLC

Best change from baseline in

Best change from baseline in

target lesion size (%)

target lesion size (%)

A
100 EGFR/ALK+
&0 PD-L1< 25%

Bl Non-squamous NSCLC
Bl Squamous NSCLC

60
“ II
“ Ill.llll---____.l

EGFR/ALK+
PD-L1 = 25%

22 ‘IIIIIIIIIIIIIIIII. Il Renmsn

: .-llIIIIIIIIIIIIIII
40

Evaluable patients,

PD-L1 < 25%

PD-L1 = 25%

N 28 74
Confirmed ORR, n 1 (3.6) 5(12.2)
(%) ' '
Cconnirmed DLR at

6 mos, n (%) 2(7.1) 15 (20.3)
CR, n (%) 0 0
PR, n (%) 1(4) 9(12)
SD, n (%) 5(18) 23 (31)

ORR 12% seen in EGFR/ALK+ patients with PD-L1 > 25%, but only 4% in those with PD-L1 < 25%
Among the EGFR+ responders (n = 10), 6 were current/former smokers and 8 had PD-L1 > 90%
Typically, 26% of EGFR+ NSCLC patients have PD-L1 > 25% and 15% have PD-L1 > 90%
No responses seen in patients with ALK+ and PD-L1 > 25% (n = 16)

Garassino MC, et al. Lancet Oncol. 2018;19:521-536.




Verona 30/10/2018 — NSCLC avanzato: quali novita nel 2018? — A. Tuzi

Immunotherapy in oncogene addicted Adv NSCLC

*  Upcoming studies

— NCT02864251 (CM-722): nivolumab + chemotherapy or nivolumab + ipilimumab vs chemotherapy
in EGFR mutation—positive NSCLC after TKI

— KEYNOTE-789: chemotherapy * pembrolizumab in EGFR mutation—positive NSCLC after TKI

* Unanswered questions
— How should EGFR mutation—positive patients with PD-L1 expression of 100% be treated?
— What is the best timing of immunotherapy and TKl in these patients?
— Isthere a role for immunotherapy + chemotherapy after progression on TKI?
— Isthere a role for immunotherapy/TKI combinations?
— Isthere arole for immunotherapy in BRAF or KRAS +ve?
— What is the role of bevacizumab in the responses seen in IMpower1507?

I
Median PFS, mo =~ 1004
Populations n (%)? ArmB ArmcC S o — Arm B:atezo + bev + CP
1] PR .
ITT (including EGFRIALK+) 800 (100%) 0614 8.3 6.8 2 80 Arm C: bev + CP
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Kowanetz M, et al. AACR 2018. Abstract CT076.
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Immunotherapy beyond progression (“false-2L")
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Evidence in other settings suggests immunotherapy may have a survival benefit extending beyond response

- Pooled melanoma meta-analysis: 51% were treated beyond progression, of which 14% had a subsequent PR
from disease measurement at time of progression (4% of all patients treated); adverse event profile similar
when treating beyond progression

- Subset of a phase Il RCC study: 23% were treated beyond progression, of which 69% had subsequent tumor
reduction or stabilization

1. Beaver JA, et al. Lancet Oncol. 2018;19:229-239.
2. George S, et al. JAMA Oncol. 2016;2:1179-1186.
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Immunotherapy beyond progression: OAK
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Overall Survival Post-PD (%)

1004

zumab Post.PD

er NPT Post-PD
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‘\\
\ i
\\‘ 18_|_r“° 0S No PD per PD per
-\\ 37% RECIST v1.1 RECIST v1.1
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L”“--., |
— ' Continued | |Other anti-cancer|| No anti-cancer
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3 - , o “'”“’C”‘“;R‘"‘ 95% Cl  (9.3,14.9) (6.0,12.1) (1.9,3.4)

40% of pts who progressed on atezo

continued beyond progression

— 7% (12/168) had subsequent
PR;

—  49% (83/168) had SD

Clinical characteristics similar at

baseline and upon progression
between those who continued atezo

or who switched to new treatments.

No increased safety risk in those

treated beyond progression.

BIAS - Recist Criteria inadequate? (Pseudoprogression?)

Gandara DR, et al. ASCO 2017. Abstract 9001.
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Immunotherapy “second course”: KEYNOTE 010

Figure 6. Treatment Duration and Time to Response in Patients Who Received a Second Course of Pembrolizumab?

*

W End of First Course
First Course PD

= Start of Second Course
Second Course PR

A Second Course SD
Second Course PD

. Death

Time, months

KEYNOTE 010:
14 patients who had
progressive disease
after stopping
pembrolizumab
were able to receive
a second course of
pembrolizumab
treatment

Of the 14 patients who received second course pembrolizumab, 6 (43%) had a partial

response and 5 (36%) had stable disease per RECIST Criteria.

Herbst RS, ESMO 2018



AGENDA

* Immunotherapy post-chemo (“true 2/3L"”)

* Immunotherapy in oncogene addicted NSCLC (yes/no? when?)

* Immunotherapy beyond progression (“false 2/3L”)

e Conclusions



Verona 30/10/2018 — NSCLC avanzato: quali novita nel 2018? — A. Tuzi

Conclusions

Immunotherapy post-chemo (“true 2/3L")

Use of a PD-1 or PD-L1 antibody in pts with advanced NSCLC after progression on platinum doublet
chemotherapy, regardless of histology or level of PD-L1 expression, is associated with better OS and less

toxicity compared with single-agent docetaxel.

Higher levels of PD-L1 expression are associated with higher response rates and better survival in all

reported randomized studies.

Immunotherapy in oncogene addicted NSCLC

Role of PD-L1 expression and response to immuno-oncology treatment needs to be defined
Other treatments should be considered before choosing an 10 agent in the second-line setting

Some EGFR+/ALK+ pts may benefit from 10 + chemo combinations, in contrast to the lack of benefit seen

with single-agent immunotherapy in this population

Not enough information is currently available to support the use of combination treatment with 2

immuno-oncology agents or an immuno-oncology agent plus chemotherapy

Randomized studies are needed to explore regimens, timing, and patient characteristics for possible

benefit in this patient subset
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Conclusions
Immunotherapy beyond PD (“false 2/3L”)

*  We await outcomes of the ongoing trials of treatment after progression on first-line immunotherapy
monotherapy or combinations; currently, there is no way to identify patients who will benefit from

treatment beyond progression.
* The clinical benefit is crucial to choose whether or not to continue with immunotherapy.

. Role of iRECIST in new trials

Other considerations

* Second-line immunotherapy will become less relevant as more patients receive first-line immunotherapy

as single agent or in combinations

* Immunotherapy always and for all patients? - Doce (+/- antiangiogenesis drugs) remains a choice in

some situations (eg Adenoca/PDL1<1%/fast PD; autoimmue diseases)
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