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KEYNOTE-604: Pembrolizumab (pembro) or placebo plus etoposide and
platinum (EP) as first-line therapy for extensive-stage (ES) small-cell lung

cancer (SCLC)
Overall Survival, ITT: FA
* Pembrolizumab + EP vyznamneé zlepsSily PFS . i A
(HR 0,75 [95% CI: 0,61-0,91]; p = 0,0023; vl
median 4,5 vs. 4,3 meésice) a prodlouzily OS " . PP
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Rudin CM, et al. J Clin Oncol 38: 2020 (suppl; abstr 9001)
Horn L, et al. N Engl J Med. 2018;379:2220-9; Paz-Ares L, et al. Lancet. 2019;398:1929-39



Nivolumab + ipilimumab versus platinum-doublet chemotherapy as first-
line treatment for advanced non-small cell lung cancer: Three-year
update from CheckMate 227 Part 1

CheckMate 227: 3-year update

3-year update: OS with NIVO + IPI vs chemo vs NIVO (PD-L1 2 1%)

CheckMate 227: 3-year update

3-year update: OS with NIVO + IPI vs Chemo vs NIVO + Chemo (PD-L1 < 1%)

Part 1a Part 1b
NIVO + IPI NIVO + IPI
100 14, NIVO+IPl  NIVO  Chemo _ Chemo 100 4y NIVO + IPI NIVO + chemo Chemo Chemo
(n=396) (n=396) (n=397) (n=187) (n=177) (n=186) NIVO + chemo
Median OS, mo 171 15.7 14.9 Median OS, 17.2 15.2 12:2
907 HR (vs chemo) 079 __ 0.90 94 L
63% (95% Cl) (0.67-0.93) (0.77-1.06) HR (vs 0.64 0.82
chemo) 0.51-0.81  0.66-1.03
~ 607 : 60 (95% CI)
& & Rt 40%
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 4 45 48 51 0 3 6 9 12 15 18 21 24 27 30 33 36 39 4 45 48 51
) Months ) Months
No. at risk No. at risk

NIVO+IPI 187 165 142 120 110 100 87 80 73 69 65 62 59 43 23 16

NIVO +IPI 396 341 295 264 244 212 190 165 153 145 132 124 121 97 67 27 5 0 6 0
NIVO 39 330 299 265 220 201 176 153 139 12 119 112 108 83 45 4 0 NIVO +chemo 177 159 139 119 102 88 78 67 60 48 42 39 34 25 15 4 0 0

£79 £0) LLV LUl /0 oh 157 L7 LR & Uo 0J J L

Database lock: February 28, 2020; minimum follow-up for 0S: 37.7 months.
Dosages were NIVO (3 mg/kg Q2W) + IPI (1 mg/kg Q6W) and NIVO (240 mg Q2W). Among patients who were alive at 3 years, subsequent systemic therapy was received by 35% in the NIVO + IPl arm, 45% in 7
the NIVO arm, and 76% in the chemo arm; suSsequent immunotherapies were received%y 13%, 21%, and 71%; and subsequent chemotherapy was received by 28%, 33% and 30%, respectively.

Database lock: February 28, 2020; minimum follow-up for OS: 37.7 months.
Dosages were NIVO (3 mg/kg Q2W) + IPI (1 mg/kg Q6W), and NIVO (360 mg Q3W) plus chemo. Among patients who were alive at 3 years, subsequent systemic therapy was received by 49% in the NIVO + IPI arm, 8
38% in the NIVO + chemo arm, and 78% in the chemo arm; subsequent immunotherapies were received by 12%, 12%, and 74%; and subsequent chemotherapy was received by 46%, 35% and 33%, respectively.

Nejvyraznéjsi prospéch u subjektl PD-L1 > 1 %, ktefi

Ramalingam SS, et al. J Clin Oncol 38: 2020 (suppl; abstr 9500) méeli do Sesti mésicl CR nebo PR: tfileté OS 70 %



Nivolumab (NIVO) + ipilimumab (IPI1) + 2 cycles of platinum-doublet
chemotherapy (chemo) vs 4 cycles chemo as first-line (1L) treatment (tx)
for stage IV/recurrent non-small cell lung cancer (NSCLC): CheckMate 9LA

. CheckMate 9LA: NIVO + IPI + 2 cycles of chemo in 1L NSCLC
CheckMate 9LA: NIVO + IPI + 2 cycles of chemo in 1L NSCLC

CheckMate 9LA study design? Primary endpoint (updated): Overall survival®

100 - NIVO + IPI + chemo  Chemo
(n=361) (n=358)
e e Median 0S, mo 15.6 10.9
Key Eligibility Criteria = 361 NIVO 360 mg Q3W + [Pl 1 mg/kg Q6W 30 (95% CI) (13.9-20.0) 9.5-12.6)
+ Stage IV or recurrent NSCLC — + HR (95% Cl) 0.66 (0.55-0.80)
+ No prior systemic therapy N =719 Chemod Q3w (2 CCIES) Until disgase :
* No sensitizing EGFR mutations progression, o 607 ! !
or known ALK alterations 6— unacceptable 3 i !
+ ECOG PS 0-1 toxicity, 2 : : L. i s
or for 2 years 40 : R
Stratified by d for immunotherapy ! i RE.
PD-L1b (< 1%¢ vs > 1%), — C_hemo s (4 : ;les) , ! ! B — v apoe0-00 Chemo
sex, and histology (SQ vs NSQ) (kALY with optional pemetrexed maintenance (NSQ) 20 - : :
0 I : I i I I T I I 1
Primary endpoint Secondary endpoints 0 3 6 9 12 15 18 21 24 27 30
« 05 2 PFS by B|CRe No. at risk MOchS
+ ORR by BICR® NIVO +IPI + chemo 361 326 292 250 227 153 86 33 10 1 0
Chemo 358 319 260 208 166 116 67 2 11 0 0

+ Efficacy by tumor PD-L1 expression

Interim database lock: October 3, 2019; minimum follow-up: 8.1 months for OS and 6.5 months for all other endpoints.
Updated database lock: March 9, 2020; minimum follow-up: 12.7 months for OS and 12.2 months for all other endpoints.

Minimum follow-up: 12.7 months.
3Patients remaining in follow-up were censored on the last date they were known to be alive; 47% of patients in the NIVO + IPI + chemo arm and 32% of patients in the chemo arm

3NCT03215706; “Determined by the PD-L1 IHC 28-8 pharmDx assay (Dako); “Patients unevaluable for PD-L1 were stratified to PD-L1 < 1% and capped to 10% of all randomized patients;

9NSQ: pemetrexed + cisplatin or carboplatin; SQ: paclitaxel + carboplatin; “Hierarchically statistically tested. were censored. Subsequent systemic therapy was received by 31% of patients in the NIVO + IPI + chemo arm and 40% in the chemo arm; subsequent immunotherapy was received by 5%

and 30%, and subsequent chemotherapy by 29% and 22%, respectively. Among patients with BICR-confirmed disease progression on study, subsequent systemic therapy was received by 12
40% in the NIVO + IPI + chemo arm and 44% in the chemo arm; subsequent immunotherapy was received by 7% and 34%, and subsequent chemotherapy by 38% and 24%, respectively

Reck M, et al. J Clin Oncol 38: 2020 (suppl; abstr 9501)



CheckMate 9LA: kratky soubéZzny béh chemoterapie + 10 vyznamneé zlepsuje
preZiti a zabranuje rychlé progresi u ¢asti subjektu v prvnich mésicich l1éCby

Overall survival by PD-L1 expression level

CheckMate 9LA: NIVO + IPIl + 2 cycles of chemo in 1L NSCLC
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Reck M, et al. J Clin Oncol 38: 2020 (suppl; abstr 9501)
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Primary analysis of a randomized, double-blind, phase Il study of the anti-TIGIT
antibody tiragolumab (tira) plus atezolizumab (atezo) versus placebo plus atezo
as first-line (1L) treatment in patients with PD-L1-selected NSCLC (CITYSCAPE)

Updated Investigator-Assessed PFS: PD-L1 TPS = 50%

Median (95% CI)  HR (95% Cl)

Tira + Atezo NE mo (5.49-NE) 0.30*

Placebo + Atezo 4.11 mo (2.07-4.73) (0.15-0.61)

*unstratified HR

:\; 100
S 801
e .
=
wv 60.
(]
@  Aemmmmmmmme
o
£ 401
K] E
a
o 207
a0 ]
2]
a 01
0 1 2
No. at risk

T+A 29 28 26
P+A 29 24 20

3 4 5 6 7 8 9
Time (months)

10 11 12 13 14 15

Events
26 26 23 19 18 18 12 10 A 3 0 0 0 12 (41%)
17 13 8 8 6 6 5 4 3 3 1 1 0 24 (83%)
NE = non-evaluable; P+A = placebo + atezolizumab; T+A = tiragolumab + atezolizumab; TPS = tumor proportion score Follow data cutoff: 02 December 2019

Updated Investigator-Assessed PFS: PD-L1 TPS 1-49%

Median (95% Cl)  HR (95% Cl)

Tira+ Atezo  4.04 mo (1.61-5.55) 0.89*
Placebo + Atezo  3.58 mo (1.45-5.49) (0.53-1.49)

*unstratified HR
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No. at risk

T+A 38 36 23
P+A 39 37 25

NE = non-evaluable; P+A = placebo + atezolizumab; T+A = tiragolumab + atezolizumab; TPS = tumor proportion score

3 4 5 6 7 8 9 10 11 12 13 14 15

Time (months) Events
2 29 35 W & 1 28 W - 6 1 1 0 29 (76%)
21 19 14 12 9 9 5 5 4 4 0 0 0 31 (80%)

Follow data cutoff: 02 December 2019

Updated Immune-Mediated Adverse Events

Tiragolumab + Atezolizumab (n=67)  Placebo + Atezolizumab (n=68)

Immune-Mediated Adverse Event*, n (%) 46 (69%) : 32 (47%)
Grade 3-4 12 (18%) | 9(13%)
Rash—{ I l [T
Infusion-Related Reactions —| i =il : i
Pancreatitis (Lab) — - : I]
_‘Fé e Hypothyroidism — ) | il
v E :E, Hyperthyroidism — i F
og3X itis I
S %8;2 Colitis ¥ Grade
9mQ Diabetes Mellitus | 1
= Ocular Inflammatory Toxicity — | [ )
Adrenal Insufficiency — L I 3
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= P . | |
. 4 Pneumonitis i
v Eg g Hepatitis (Diagnosis and Lab) I = | il I
6 N wai
g 0 §§ Myocarditis |
oz g Vasculitis [ |
r < }
| ] ! I I |
40 30 20 10 0 10 20 30 40
*imAE's captured using Atezo AESI basket strategy to identify possibly immune related PT’s Relative Frequency (%)

Posileni ucinnosti

Undated data cutoff: 2 Dec 2019

10 — jen pro PD-L1 TPS 2 50 %?

Rodrygez-Abreu D, et al. J Clin Oncol 38: 2020 (suppl; abstr 9503)



* IMpower150: Exploratory analysis of * IMpowerl50: Exploratory efficacy

brain metastases development analysis in patients (pts) with bulky
« Ve studii IMpowerl50 prokazala disease
kombinace ABCP (atezolizumab +
bevacizumab + chemo) vyznamné A g e
lepsi PFS a OS oproti BCP.
Beva C i Z u m a b m LOJ ze Od d al I it VZ n i k ABCP BCP ABCP BCP ABCP BCP ABCP BCP
mozkovy’ch metasta'z (Fu Y’ et aI Burden n=91 i n=85 n =266 n=252 n=210 n=190 n=149 n=148
J C h e m Ot h e I 2 O 1 6 ) (OQSSI%HEI) (O.Sié).097) (0.608?1??02) (0.5%-702.90) (0.6%?29.1 7)
mOS, mo 15.5vs 10.7 203 vs 17.1 17.6vs12.5 22.5vs 21.5
., . .. v, PFS, HR 0.52 0.59 0.56 0.56
* Data prokazuji, ze pridani atezo (95% ) (037072) (0:49-071) (0:45-069) (0:43-072)
k beva-CP nemuze redukovat ¢etnost mPFS, mo 7315538 9.6V 7.1 7.7vs 6.0 11.0vs 7.9
VZN i ku novych mozkovy’ch m etasta’ Z, ORR,%¢ 62 vs 41 53vs 40 57vs 40 53vs40
TTR, mo 1.5vs 1.6 1.8vs 1.5 1.6vs 1.5 1.7vs 1.5

ale mulze prodlouzit obdobi pred
jejich objevenim

8 High = SLD 2 3rd quartile; low = SLD < 3rd quartile; 3rd quartile = 108 mm

® High = no. of met sites 2 median; low = no. of met sites < median; median = 2
* Nemocni s ,bulky” postizenim maiji
prizniveéjsi HR pro kombinaci ABCP

€ Pts with Bl meastirahle disease

Socinski MA, et al. N Engl J Med. 2018; Capuzzo F, et al. J Clin Oncol 38: 2020 (suppl; abstr 9587); Jotte RM, et al. J Clin Oncol 38: 2020 (suppl; abstr e21637)



IMpower110: Clinical safety in a phase Il study of atezolizumab (atezo)
monotherapy (mono) vs platinum-based chemotherapy (chemo) in first-line
non-small cell lung cancer (NSCLC)

Atezo Chemo Atezo mono pooled®

n (%) N = 286 N = 263 N =3178
Gr 3-4 AEP 86 (30.1) 138 (52.5) 1482 (46.6)
Related Gr 3-4 AEP 37(12.9) 116 (44.1) 496 (15.6)
Gr 5 AE 11 (3.8) 11 (4.2) 119 (3.7)
Related Gr 5 AE O 1 (0.4) 11 (0.3)
AE leading to any 18 (6.3) 43 (16.3) 226 (7.1)
tx withdrawal

ImAE 115 (40.2) 44 (16.7) 1097 (34.5)
Gr 3-4 imAEP 19 (6.6) 4 (1.5) 248 (7.8)
IMmAE requiring corticosteroids use 30 (10.5) 3(1.1) 247 (7.8)

2 Pooled atezo mono-treated pts (cross indications and therapy lines).

b Gr 3-4 AE/imAE: number of pts whose highest grades of AE/imAE are 3 or 4

Atezolizumab: dobra tolerance bez novych bezpecnostnich signali

Jassem J, et al. J Clin Oncol 38: 2020 (suppl; abstr e21623)



Moznosti 1. linie Iécby NSCLC

study | selection | Deswn | PFs | o5

KN024'

KN0422

CHKMTE 2273

KN1894

IMpower150°

KN407¢

IMpower1307

Impower 1108

ADENO AND SCC
PD-L1 > 50%

ADENO AND SCC
PD-L1 > 1%

ADENO AND SCC
PD-L1 > 1%
PD-L1 < 1%

ADENO
PD-L1 0%-100%

ADENO[Bev elig]
PD-L1 0%-100%

SCC
PD-L1 0%-100%

ADENO
PD-L1 0%-100%

ADENO AND SCC

PD-L1 > 50% (or IC >10%)

Pembro vs Chemo

Pembro vs Chemo

Ipilimumab + Nivo
vs chemo

Chemo/pembro
vs chemo

Chemo/bev/atezo
vs chemo/bev

Chemo/pembro
vs chemo

Nab-pacli/atezo
vs chemo

Atezolizumab v Chemo

10.3 vs 6.1
HR = 0.62

7.1vs 6.4
HR: 1.07

>1% HR 0.82
<1% HR 0.75

8.8 vs 4.9
HR = 0.52

8.3vs 6.8
HR =0.62

6.4 vs 4.8
HR = 0.56

7.0 vs 5.5
HR = 0.64

30 vs 14.2
HR =0.63

20 vs. 12
HR: 0.81

>1% 17.1 vs 14.9
HR: 0.79
<1% 17.2 vs 12.2
HR: 0.62

22vs11.3
HR = 0.49

19.2 vs 14.7
HR =0.78

15.9 vs 11.3
HR = 0.64

18.6 vs 13.9
HR =0.79

20.2vs 13.1
HR 0.59



Cilena lécba metastazujicich NSCLC



Abstract 9518: Updated overall survival (OS) and safety data from the
randomized, phase Ill ALEX study of alectinib (ALC) versus crizotinib (CRZ)

in untreated advanced ALK+ NSCLC

Overall survival

= The median duration of follow-up was 48.2 months (range 0.5-62.7) with alectinib and
23.3 months (range 0.3-60.6) with crizotinib.

= OS data remain immature with 37% of events recorded (stratified HR 0.67, 95% CI
0.46-0.98) (Figure 1).

= At the updated data cut-off, the median OS was NR with alectinib vs 57.4 months with
crizotinib (95% C| 34.6-NR) (Figure 1).

Figure 1. OS in the ITT population
— Alectinib (n=152)

~— Crizotinib (n=151)

100 -
+ Censored
80 -
§ 60
bo-g P
7)) | e
(o] 2
40 57.4
months
20 1 HRO0.67 (95% CI 0.46-0.98)
p=0.0376
o 1 Ll 1 1 T Ll ] 1 1 T
0 6 12 18 24 30 36 42 48 54 60

. ] Time (months)
No. patients at risk:

Alectinib 152 142 131 127 120 111 103 98 84 94 88 87 81 81 81 80 77 62 46 23 8
Crizotinib 151 141 128 116 104 100 93 84 73 71 67 63 60 59 55 51 48 35 18 12 3

Peters S, et al. J Clin Oncol 38: 2020 (suppl; abstr 9518)

Figure 3. OS benefit in different patient subgroups (unstratified analysis)

Interaction test

Log-rank p-value
Subgroup p_?,ame HR 95% ClI (likelihood ratio)
All 0.0609 —eo—i 0.70 (0.48—1.02)
Age group (years)
<65 0.1481 —e— 0.73 (0.48—1.12) 0.6768
=65 0.2189 e ——— 0.63 (0.30—1.33)
Sex
Female 0.3020 F—e— 0.76 (0.45—-1.28) 0.6923
Male 0.1155 EF——H] 0.66 (0.389—1.11)
Race
Asian 0.3288 F—— 0.74 (0.40—-1.36) 0.8575
Non-Asian 0.1161 —— 0.68 (0.43—1.10)
Smoking status
Active smoker n=17 0.4126 I 1.97 (0.38-10.20) 0.5471
Non-smoker c.1181 —e— 0.68 (0.42—.11)
Past smoker 0.1339 —e—— 0.62 (0.33—-1.17)
ECOG PS
(o] 0.1266 —e— 0.52 (0.22—-1.22) 0.4636
1 0.0860 iyl 0.68 (0.44—1.07)
2 n=20 0.6440 3 - 1.30 (0.43—-3.80)
CNS mets at baseline (IRC)
Yes 0.0477 —e— 0.58 (0.34—1.00) 0.4677
No 0.2851 —e—— 0.76 (0.45—-1.26)
Prior brain radiation
Yes 0.0889 tH—eo———f 0.38 (0.13-1.19) 0.2064
No 0.1956 ——= 0.77 (0.52—-1.14)
I I I | 1
0.0 0.5 1.0 1.5 2.0
Favors alectinib Favors crizotinib
Safety

= Median treatment duration was 28.1 months with alectinib vs 10.8 months with crizotinib.
= No new safety signals were observed in this updated analysis of the ALEX data with almost

three-times longer median treatment duration with alectinib vs crizotinib (Table 1).

Table 1. Safety summary

Event, n (%)

All grade AEs

Serious AEs

Grade 3-5 AEs

Fatal AEs

AEs leading to dose reduction

AEs leading to dose interruption

AE, adverse event

AEs leading to treatment discontinuation

Alectinib (n=18562)

147 (97)
59 (39)
79 (52)
7 (5)
22 (15)
31 (20)

40 (26)

147 (97)
48 (32)
85 (56)
7 (5)
22 (15)
30 (20)

40 (27)

Crizotinib (n=1861)




Trastuzumab deruxtecan (T-DXd; DS-8201) in patients with HER2-
mutated metastatic NSCLC: Interim results of DESTINY-LungO1

-l iy
ZAA

a

DESTINY-LungO1 Study Design

An open-label, multicenter, phase 2 study (NCT03505710)

Patients
Unresectable/metastatic Cohort 1 (n = 42)
nonsquamous NSCLC » HER2 expressing (IHC 3+ or IHC 2+)
Relapsed/refractory to standard
treatment ‘ Cohort 2 (n = 42)
HER2-expressing or HER2- HER2 mutated

activating mutation? T-DXd 6.4 mg/kg q3w

No prior HER2-targeted therapy,
except pan-HER TKils

Primary endpoint Data cutoff: November 25, 2019

« Confirmed ORR by independent central review * 45.2% of patients (19/42) in Cohort 2 remained on
treatment

* 54.8% discontinued, primarily for progressive
disease and adverse events (21.4% each)

2 Based on local assessment of archival tissue.

Smit EF, et al. J Clin Oncol 38: 2020 (suppl; abstr 9504)



DESTINY-LungO1 — vysledky

@iy

DESTINY-Lung01 HER2-Mutated NSCLC 2 Select phase Il trials in HER2 altered NSCLC
Treatment-Emergent Adverse Events in >15% of Patients

Nausea
Alopecia

Anemia s
- Afatinib’ | 13 7.7% 4 mos
Neutrophil count decreased RN RG] 0
p—— Dacomitinib [l 30 || 11.5% 3 mos
Diarrhea Poziotinib3 Il 12 50% 5.6 mos
Weight decreased .
Constpation Patents i =42) Pyrotinib* I 15  53.3% 6.4 mos
Fatigue Grade 1 or2
WBC count decreased Grade 23 Monoclonal Antibodies/ ADC
AST increased
Malaise Ado-Trastuzumab Il 18 44% 5.0 mos
Lung infection emtasine?
Pyrexia
o 1w o B o % o 1 o % w0 Trastuzumab [l 42 61% 14 mos
Patients (%) Deruxtecan®

Smit EF, et al. J Clin Oncol 38: 2020 (suppl; abstr 9504)



Nové moznosti posileni Uc€innosti anti-EGFR terapie

|

EGFR TKl ' Anti -VEGF Stratification Factors -

Trial Phase n EGFRTKI  Anti-VEGF PFS 0S " ol et | 8 > ﬁ‘ea:.ymb s0mo o O
JO25567'2  Phase? 154 FErlotinb  Bevacizumab 16v59.7 47 vs 47.4 EQrtpmie [ | — "
(HR. 0.54, p =0.005) (HR. 0.81, p=0‘32) FA5182 A _| osimertinib 80mg ) u
NEJ026  Phase3 228 Erlotinb ~ Bevacizumab 16.9vs 13.3 50.7 vs 46.2 . rondony | L2
(HR: 0.605; p=0.015) (HR: 1.00) I
ALLIANCE*  Phase 2 88 Erlotinib Bevacizumab 17.9vs 13.5 32vs50.6 f;“a‘j;ﬁljafj:fjff;’;yj;nsAandB
(HR: 0.81, p= 0.39) (HR : 1.41; p = 0.33) 2 gy;lggzc(;rénﬁlelgk:;lllbe obtained every 3 cycles (9 weeks) and CNS imaging will be obtained every

3. Patients will continue on study treatment until progressive disease or unacceptable toxicity
4. Al patients, including those who discontinue protocol therapy early, will be fdlowed until progression,

RELAY5 Phase 3 Erlot]mb Ramuurumab 1 9.4 VS 1 2.4 |m mature even if non-protocol therapy is initiated, and for survival for 10 years from date of registration
(HR: 0.591; p<0.0001)

EGFR TKI +Chemotherapy

Osimertinib Maintenance
+ cisplatin / carboplatin (Osimertinib +
+ pemetrexed pemetrexed)

EGFRm (Ex19del,

L858R) locally

(1:1) uonesiwopuey

; x4 cycles
Tial  Phase  n  EGFRTKI  Chemotherapy PFS 0S FLAURA2 sl
(N=556) Osimertinib

NEJOO9®  Phase 3 345 Gefitinib Carboplatin + 20vs 11.2 52 vs 38.8

Pemetrexed (HRZ 0.494; p =0.001 ) (HRZ 0.65, p=0.01 3) » Osimertinib given at a dose of 80 mg QD during induction and maintenance

* The osimertinib d be reduced to 40 mg QD f f AEs; chemotherapy d

Noronha’ Phase 3 350 Gefitinib Carboplatin % 16vs8 NR vs 17 int:r?:;?:r:}lr::iuc(t’iziicsa?o be[:rigrci(teisetg over:‘rgeducti‘;rnTnatZrarz;?‘:c:er1n :J?osimser:iniel;mt R

Pemetrexed (HR: 0.51; p=0.001)  (HR 0.45; p=0.001) * Randomisation will be stratified by race, WHO PS (0 vs 1), and tissue EGFR mutation test at enrolment

* Planned to involve approximately 248 sites in 27 countries




Concurrent osimertinib plus gefitinib for first-line treatment of EGFR-mutated NSCLC

Study Schema . .
Phase /1l study, EGFR-mutated stage IV NSCLC without prior treatment Rad 10 g I'a p h IC Respo nse ' R Ec I ST 1 ] 1

DOSE ESCALATION DOSE EXPANSION _ )
” Primary Endpoints
DL1 Gefitinib 250 mg + * Dose Escalation: MTD 5 .
Cohort A Osimertinib 40 mg PO daily* * Dose Expansion: Feasibility, Endpoint (n=27)
(n=3) Gefitinib 250 mg + defined ot S 2l
Concurrent — ; efined as receipt 0 v Objective Response rate - 88.9% (71.9% -
Osimertinib 80 mg PO daily . C I . v o1
Dosing (D2 Gefitinib 250 - n=24 combination therapy for 2 6 : [ | % of patients (95% Cl) A%
Osimertinib 80 mg PO daily 28-day cycles é Disease Control Rate - % of 100% (87.5% -
(n=3) ® & | patients (95% Cl) 100.0%)
Secondary Endpoints < Type of Response - n(%)
CohortB | Gefitinib 250 mg, Gefitinib 250 mg, * ORR PeflREUST -3 2 %01 Partial 24 (88.9%)
Alternating OSImertl‘nlb 80 mg PO daily » Osnmertllnlb 80 mg PO daily ’ Progressmn.free survival % — 3 (11.4%
Dosing Alternating monthly (n = 3) Alternating monthly (n = 3) ¢ QOverall survival & . '
. , o + fDNA clearance f; %1 s B % Progression 0 (0%)
Cohort B enrollment terminated July 2018 following FDA approval of first-line T ——— I Median Depth of Response  58.6% (6.5% -
osimertinib, excluded from present analysis _ Partial Response - % (range) 94.2%)
progression * DL1 (osimertinib 40mg/gefitinib 250 mg), Escalation Phase

*Intrapatient dose escalation to osimertinib 80 mg po daily following study e

amendment NCT03122717

*All responses confirmed

Kombinace zabranuje tvorbé rezistentnich mutaci, bezpecnost IéCby je zachovana

Rotow JK, et al. J Clin Oncol 38: 2020 (suppl; abstr 9507)



First-line tyrosine kinase inhibitor with or without aggressive upfront local radiation
therapy in patients with EGFRm oligometastatic non-small cell lung cancer: Interim
results of a randomized phase lll, open-label clinical trial (SINDAS)

Study Design and Enroliment

2016.1-2019.6, Investigator-initiated, multicenter, open label, parallel-group, phase 3 randomized clinical trial from 5
centers located indifferent provinces of China

Kaplan-Meier plot of PFS (A) and OS (B)

Inclusion criteria

o) = SBRT+TKI

» 18 years or older . ‘
v ECOGQ 25 Gy - 40 Gy in 5 fractions

S

=3
=3
i

+ life expectancy of at least 6 months

HR 0.618(95%Cl 0.394-0.969)
P<0.001

+ pathological confirmed NSCLC with
EGFRm

2

HR 0.682(95%C1 0.456-1.001)
P<O.001

1
- TKlonly o TRony
more than 5 metastasesin total 1 TKMSBRT 04 — TKHSBRT .I‘I...“
* NO BRAIN METS ALLOWED #

¢ All metastatic lesions a maximum

s

of 2 lesionsin any 1 organ, and no

Percent survival

I
2
4
3
2
£
¢
0
¢
o

>
=3

A ' ‘ R
Number at risk PFS(months) Number at risk OS(months)
SR The primary endpoint : PFS

+ Descriptive statistics The secondary endpoint : 0S
» Chi-square test

+ Kaplan-Meier method and logrank est Safety
* Multivariate analyses using Cox
regression models

Randomization and Blinding TKlonly 65 52 10 TKlonly 65 58 19 3

+ Open-label study not blinded to the
treatment arm
+ Randomization assignment : , , , ; , , :
SBRT=stereotactic body radiotherapy. HR=hazard ratio. (A) PFS and (B) 0S. PFS,=progression-free survival; 0S,=overall survival; C= confidence interval

Wang X, et al. J Clin Oncol 38: 2020 (suppl; abstr 9508)



Kombinace lokalni + systémové |écby u metastazujicich NSCLC??

Questions? Future Trials

Patients with
metastatic NSCLC

~ . s g having completed 4
at 1s the definition o
first-line/induction
L] i systemic therapy
oligometastatic? s | smamousss
Restaging studies Non-sc Juamous Arm 2:
reveal evidence SBRT or SBRT and Surgery to all
of prog Systemic Therapy: | ! sites of metastases (< 3 discrete

limited (< 3 discrete Immunotherapy* sites) plus irradiation (SBRT or

Wh at 'l S th e O pt'l m al t'l m'l n g Of LAT? disease, all of which J Chemotherapy S | prims ite followed by
. must be amenable to P maintenance systemic therapy.
SBRT +/- Surgery Arn 2 patients, even if treated with
Surgery, must have one site of
disease (metastasis or primar
reated with rachation.**

NRG-LUO0O?Z

Concurrently? After induction? At
the time of oligoprogression?

Eligibility
-TKI naive Non-PD

How will this strategy evolve as R e e

Randomization

- Acquired

frontline treatment combinations Irodm

p 3a

emerge for EGFR patients oL

NORTHSTAR




Hyperfrakcionace u malobunééného karcinomu



Randomized phase Il trial comparing the efficacy of standard-dose with
high-dose twice-daily thoracic radiotherapy (TRT) in limited disease small-
cell lung cancer (LD SCLC)

Study design

Median 95% Cl

PE: Cisplatin 100 mg/m2IV or carboplatin AUC 5-6 IV day 1
plus etoposide 100 mg/m21V day 1-3 g 60 Gy 19 9 monthS 11 1 L] 28 7

1123|4567 [8]9(10[11/12[13|14(15|16 IS 456y WUdmonths  9.6-193

Thoracic radiotherapy Prophylactic cranial irradiation™ 3 0.6

. 25Gyin 10
fractions or
30Gyin15

- fractions

Twice daily, Once daily,
10 fractions per week 5 fractions per week i 0.0

0

Median  95%Cl
02 .60Gy 416months 32.1-512
-45Gy 229 months  14.9-30.9

*If 60 Gy was not applicable, a dose of 254 Gy was allowed  **Offered to patients who responded to chemoradiotherapy 0 12 24 36 48 60

Gronberg BJ, et al. J Clin Oncol 38: 2020 (suppl; abstr 9007)



Adjuvantni terapie EGFR-mutovanych NSCLC



Osimertinib as adjuvant therapy in patients (pts) with stage IB—IIIA EGFR
mutation positive (EGFRm) NSCLC after complete tumor resection: ADAURA

ADAURA Phase lll double-blind study design

Planned treatment duration: 3 years

Patients with completely resected
stage* IB, I, llIA NSCLC, with or without

Osimertinib

Treatment continues until:
« Disease recurrence
» Treatment completed

80 mg, once daily

adjuvant chemotherapyt
Key inclusion criteria:

=18 years (Japan / Taiwan: =20) Stratification by: L. ! _ : i

WHO performance status 0 / 1 stage (IB vs Il vs IIIA) Randomization » Discontinuation criterion met

Confirmed primary non-squamous NSCLC EGFRm (Ex19del vs L858R) | 1:1

Ex19del / L858R* race (Asian vs non-Asian) (N=682) Follow up:

Brain imaging, if not completed pre-operatively * Until recurrence: Week 12 and 24,

Complete resection with negative margins$ then every 24 weeks to 5 years,

Max. interval between surgery and randomization: - /- then yearly

» 10 weeks without adjuvant chemotherapy » After recurrence: every 24 weeks

» 26 weeks with adjuvant chemotherapy for 5 years, then yearly
Endpoints

« Primary: DFS, by investigator assessment, in stage II/llIA patients; designed for superiority under the assumed DFS HR of 0.70
- Secondary: DFS in the overall population™, DFS at 2, 3, 4, and 5 years, OS, safety, health-related quality of life

* Following IDMC recommendation, the study was unblinded early due to efficacy; here we report an unplanned interim analysis
« At the time of unblinding the study had completed enroliment and all patients were followed up for at least 1 year

Herbst R, et al. J Clin Oncol 38: 2020 (suppl; abstr LBAS5)



ADAURA — UcCinnost

Primary endpoint: DFS in patients with stage Il/llIA disease DFS by stage

10 97% 0 Stage IB
‘ B ﬁ—ﬁﬁ—l—_ Stage IB Stage Il Stage lIA
0.9 - d
Median DFS, months (95% Cl) % 2 year DFS rate,
2 06
0.8 — Osimertinib NR (38.8, NC) - % (95% Cl)
204 (166, 24.5) =04 ~ Osimertinib 87 (77, 93) 91(82, 95) 88 (79, 94)
0.7 J e
HR (95% Cl) 0.17 (0.12, 0.23); 2 4 73 (62, 81) 56 (45, 65) 32 (23, 42)
Z 06 p<0.0001 56 Overall HR 0.50 0.17 0.12
E Maturity 33% o 6 12 18 24 30 36 42 48 (95% Cl) (0.25, 0.96) (0.08, 0.31) (0.07, 0.20)
g 054 osimertinib 11%, placebo 55% No. at risk Time from randomization (months)
P Osimertinib 108 95 83 69 40 22 8 2 0
B 0.4 Placebo 106 88 81 67 36 26 " 2 1
1.0+ Stage Il 1.0- Stage IIIA
0.3 4 —_—M"—’—‘——;._._._._
5. 084 o, 08
02 2 05 Y
€ €
0.1+ ‘E 0.4 § 0.4
1 ' (=] (=}
0.0 T T T T T T T 1 0.2 0.2
0 6 12 18 24 30 % 42 48 i 60
No. at risk Time from randomization (months) "o 6 12 18 24 30 3% 42 48 "o 6 12 18 24 30 3% 42 48
Osimertinib 233 219 189 137 % 51 17 2 0 : izati i izati
Plasbo poe 160 12 # 51 2 o 3 0 g:r:g:m = = = Time 'r;;m rando‘:r;lzatlon (;:onths) . : ) g;’,,.fé,?.:f; e . %Tlme 1r:;n randomization (r;mnths) 4 , .
Placebo 18 ] 74 49 N 15 7 1 0 Placebo 19 91 54 33 20 12 2 0

Secondary endpoint: DFS in the overall population (stage IB/II/IIA)

i 7% 3 . = 2 - =
Early snapshot: overall survival in patients with stage IlI/llIA disease
89% 100%
0.9 10
Median DFS, months (95% CI) M
081 -Osimertinib N (NC,NC) 7 Median OS, months (95% CI)
) 28.1(22.1,358) 0.8 3 — Osimertinib NR (NC, NC)
k HR (95% Cl) 0.21(0.16, 0.28); = : NR (NC, NC)
Z 06 : p<0.0001 g i ‘ HR (95% Cl) 0.40 (0.18, 0.90)
g ' Maturity 29%: 3 06 ; Maturity 5%:
g 064 : osimertinib 12%, placebo 46% = - 1 osimertinib 3%, placebo 7%
H 2 .9 -]
E 0.4 q 5
4 = 04
03 S s
02 f 02
0.1 } 0.1
00 . T . . . ; . . 00 T T . T T v ; v !
0 6 12 18 2 30 36 4 48 0 6 12 18 % 3 36 42 48 Lod
No. at risk Time from randomization (months) go- at ;Sl:] 253 20 21 102 L, fron: ;ndomization ;rznonth:; " " o
o simertinil
Osimertinib 330 14 a2 26 1% 73 5 4 2 Placsbo 237 231 21 1% 127 69 2 1 1 0
Placsbo 343 288 209 149 87 5 2 3 1

Herbst R, et al. J Clin Oncol 38: 2020 (suppl; abstr LBA5)



ADAURA —toxicita a zavery e Prvni cilend 1é¢ba prokazujici

v adjuvantnim podani statisticky

| | | klinicky vyznamne prodlouzeni

All causality adverse events (210% of patients) PFS v 1écbé stadia IB/II/IIIA
u EGFR-mutovaného NSCLC

Median duration of exposure: osimertinib: 22.3 months (range 0 to 43), placebo: 18.4 months (range 0 to 48)

e P — - — * 79% snizeni rizika recidivy nebo
Paronychia % 1 ' frade 112 interstitial lung dlsegse um rt| ( D F S H R O’ 2 1 [95% Cl .
‘ grouped terms) was reported in 10
Dry skin L (3%) patients in the osimertinib am* 0 , 16—0 , 28], P <0 ,OOO 1)
Pruritis (IR + QTc prolongation was reported in 22
Cough | In (%) patients in the osimertinib arm
- | d 4 (1%) patients in the placeho am' v ’

St umn |f -  ZlepSeni DFS bez ohledu na
oy " podani adjuvantni chmt ANO/NE
Decreased appetite 3 1] ¢

Ll W [O0simertinib, al grades
Dermatitis acneiform (RE I Osimertib, Grades 34

Mouth ulceration [ ]2 Pecebo,  gades * Konzi S\te Nntn é’ . P Fizn IVV
""""""""""""" bezpecnostni profil

100 9 8 70 60 50 4 30 20 10 0 10 20 30 4 50 60 70 & 90 100
Patients with adverse event (%)

Herbst R, et al. J Clin Oncol 38: 2020 (suppl; abstr LBA5)



CTONG1104: Adjuvant gefitinib versus chemotherapy for resected N1-N2 NSCLC
with EGFR mutation—Final overall survival analysis of the randomized phase Il|
trial

DFS, then and now Overall survival (ITT population)

100
Median (m ,95% CI)

Group Events/N
GefitinibGrowp ~ sy111 - (466-NO)
1 VP Group i 628(458-NO)

Mql Hazard ratio (95% C1) =092 (0.62-1.36) p=0.674
v

Y
b 53.2%

Zhong, Lancet Oncology 2017

ITT population (n=222)
— Gefitinib
— Vinorelbine plus cisplatin Group Events/N Median (m, 95% CI)
gefitinib ~ 76/111 30.8 (26.7 — 36.6)
-1 VP 68/111 19.8 (15.4 - 23.0)
Hazard ratio (95% CI) = 0.56 (0.40 - 0.79)
p=0.001

Hazard ratio for recurrence

8 060(95% C10-42-087),p=0.0054
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>
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o i Y
|51‘2% Ryt

G: 39.6% I

w:;/\_\n_ o, 0226% ; |

o ¥ bt 0 12 24 3 48 60
Number at risk l I

0 VP:232%

(number censored) s s Number at Risk (number censored) Time (months)
Gefitinib 111(0) ) ake) 0@ 146) : N - : e
Vinorbine us ispltin 111(0) @ *p)  sen 0@ R e s e o) Gefitmb ~ 111(0) 103(5) $Q) 61() 50) 90
) 41()

[
2 60
¢
T 40
¢
o

20

Disease- Free Survival (%)

0

55(
Gefitinib  111(0) 91(6) 61(5) 33(7) 21(@2) 12(6) 4(©6) 0@3)  00) (

2 VP 111(0) 6321) 33(Q) 26() 19Q) 152) 6@ 06  00) VP 11(0) 87(16) 73(1) 58(6) 47
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Maligni mezoteliom pleury

So What is the Current SOC?

Platinum + Pem

Likely OK to substitute CbP
Probably add bev

Maybe add TTF

Maybe do pem maintenance

What do we expect with these options?
* PFS about 7-9m

e OS about 16-18m




PrEO505: Phase Il multicenter study of anti-PD-L1, durvalumab, in combination
with cisplatin and pemetrexed for the firstjlinehreatment of unresectable
malignant pleural mesothelioma (MPM)—A PreECOG LLC study

Patients and Methods

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

Durvalumab 1120 mg +
Pemetrexed 500 mg/m2+ | SD Durvalumab 1120 mg

- Cisplatin® 75 mg/m’ ‘ or ‘ every 3 weeks until
PR P

D**

% Unresectable MPM
% No prior therapy
% ECOG0-1

« Baseline tumor specimen
P every 3 weeks x 6 cycles

* 90% power to detect a 37% reduction in the OS hazard rate of 0.058 to 0.037 based on Wald
test for the log failure rate parameter (one-sided type | error rate of 10%)

19 months (goal)

* Pre-specified safety review after enrollment of the first 6 and 15 patients. No DLTs noted for
the combination with durvalumab 1120 mg

* Carboplatin was substitutedif cisplatin was contraindicated, or due to toxicity during treatment
** Max duration 1 year from start of study

Forde PM, et al. J Clin Oncol 38: 2020 (suppl; abstr 9003)

Probability of Progression-free Survival

Probability of Overall Survival
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Randomized phase Il study on gemcitabine with or without ramucirumab as
second-line treatment for advanced malignant pleural mesothelioma
(MPM): Results of Italian Rames Study

What do we expect in 2L Mesothelioma?

m_ Genftamut2ms 105 i U
Durva/Tremi 5.7 Calabro, Lancet (15.5-7.6) HR 0-71 (70% C10.59-0.85,
Resp. 2018 \ P=0.260 o p=0.;)5|7)b o
! L Gem/Placebo 7.5m (70%
Pembrovs. 2.5 10.7 Popat, ESMO 2019 B i%';/g:azcesbﬁ s -
Gem or Vin 3.4 1.7 by, | (HeCI et
Gem 8 Van Meerbeeck,
Cancer 1999
Gem 4.1 Kindler, Lung
Cancer 2001
Gem 6 1.2 Toyokawa, 1JCO,
2014

Pagano M, et al. J Clin Oncol 38: 2020 (suppl; abstr 9004)
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