Hoogtepunten van

ASCO 2020

Jo Raskin
TOGA virtueel
23 juni 2020



DISCLOSURES

A Speaker fees: Astra Zeneca, BMS
A Travel grants: Roche, MSD

A Advisory boards: Pfizer, Lilly

ASCO 2020 .



1

MALIGNE PLEURAAL
MESOTHELIOOM

ASCO 2020 ?



MESOTHELIOOM VANDAAG

A 1L: platinum + pemetrexed ! (+ bevacizumab 2)
- pleurectomie/decorticatie in geselecteerde gevallen (EORTC 1205)
- adjuvant dendritische celvaccinatie (DENIM -studie in UZA)

A 2L: geen erkende tweede lijn
- medical need nivolumab niet meer beschikbaar sinds april 2020
- vinorelbine o0.b.v. fase 2 -evidentie 3, geen terugbetaling
- gemcitabine nauwelijks actief 4

1 Vogelzang NJ. J Clin Oncol 2009 | 2 Zalcman G. Lancet 2016 | 3 Stebbing J. Lung Cancer 2009 | 4 Van Meerbeeck J. Cancer 19 99
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Abstract 9003

PrE0505: Phase |l multicenter study of anti -PD-L1 durvalumab, in combination with

cisplatin and pemetrexed for the first  -line treatment of unresectable malignant
pleural mesothelioma (MPM) - a PrECOG LLC study.

Patrick M. Forde, Zhuoxin Sun, Valsamo Anagnostou, Hedy L. Kindler, William T. Purcell, Bernardo
H.L. Goulart, Arkadiusz Z. Dudek, Hossein Borghael, Julie R. Brahmer, Suresh S. Ramalingam
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STUDIEOPZET (primair eindpunt = OS vs. historische controles)

1 Nowak AK. ASCO 2018 en WCLC 2018
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OVERALL SURVIVAL

0'9} Median |6 month (12 month |24 month
z OJ N at Risk 47 37
i
£ ..
01} One-sided P=0.0014
O:OL compared tohiftorical control | | | | | N=55
0 6 - 3 . 30 . % or months (95% Cl)
Median Overall Survival 20.4 mos (13.0, 28.5)
*One-sided P = 0.0014
Overall Survival 6 mos 87.2 % (75.1, 93.7)
Overall Survival 12 mos 70.4%  (56.3, 80.7)
Overall Survival 24 mos 44.2 % (30.2, 57.3)
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SECUNDAIRE EINDPUNTEN

6 month |12 month |24 month

69.1% 16.4%

N at Risk
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N=55*

Variable® N (%)
Partial Response 31 (56.4)
Stable Disease 22 (40.0)

Progressive Disease 1 (1.8)
Not Evaluable’ 1 (1.8)
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TOXICITEIT

Results: Adverse Events of Special Interest™

Grade 1-2 (n)? Grade 3/4 (n)
Hypothyroidism 7 0
Rash ) 0
Pruritus 3 )
AST Elevation 3 )
Hyperthyroidism 3 0
Dermatitis 2 )
Neuropathy 2 0
ALT Elevation 1 0
Lipase Increased 1 0
Pneumonitis 1 0
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BIOMERKERS (EXPLORATOIRE ANALYSE)

OS -- by PD-L1 Status OS -- by TMB estimates

Log Rank Test p=0.97 Log Rank Test p=0.21
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IN PERSPECTIEF

A Preos05 (cis/pem/durva): mOS 20.4 m

A Vergelijk met: EMPHACIS (cis/pem) 1 mOS 12.1 m
MAPS (cis/pem) 2 mOS 16.1 m
MAPS (cis/pem/beva) mOS 18.8 m
LUMEMESO (cis/pem/nint) 3 mOS 14.4 m NS
SWOG S0905 (cis/pem/cedir) 4  mOS 10.0 m NS

A Lopende studies: cis/ pem /pembrol fase 2-3 (NCT02784171) => 2022
cis/ pem /atezo /beva fase 3 (NCT03762018) => 2024
DREAM3Rfase 3(NCT04334759) => 2025

1 Vogelzang NJ. J Clin Oncol 2009 | 2 Zalcman G. Lancet 2016 | 3 Scagliotti GV. Lancet Res Med 2019 | 4 Tsao AS. J Clin Onco 12019
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IN PERSPECTIEF

d Bristol Myers Squibb’
P re SS Re I ea S e See All Press Releases Sign up for Email Alerts Press Release RSS

Bristol Myers Squibb Announces Positive Topline Result from Pivotal
Phase 3 Trial Evaluating Opdivo® (nivolumab) plus Yervoy® (ipilimumab)
vs. Chemotherapy in Previously Untreated Malignant Pleural

Mesothelioma

Opdivo plus Yervoy prolonged survival compared to chemotherapy at interim analysis in CheckMate -743
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Abstract 9004

Randomized phase Il trial on Gemcitabine with or without Ramucirumab as
second -line treatment for advanced Malignant Pleural Mesothelioma (MPM):

results of Italian RAMES study.

Maria Pagano, Giovanni Luca Ceresoli, Paolo Andrea Zucali, Giulia Pasello, Marina Chiara
Garassino, Federica Grosso, Marcello Tiseo, Hector J. Soto Parra, Francesca Zanelli, Federico
Capuzzo, Francesco Grossi, Filippo de Marinis, Paolo Pedrazzoli, Roberta Gnoni, Candida Bonelli,

Annalisa Berselli, Luca Boni, Nicola Normann, Carmine Pinto
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STUDIEOPZET (primair eindpunt = OS)

gemcitabine 1000 mg/m2 IV d1+8 q3w
+

’ placebo

MPM, progressief na 1L
platinum/pemetrexed
ECOG 0-1
geen anti-VEGF gehad

‘ gemcitabine 1000 mg/m2 1V d1+8 q3w
+

ramucirumab 10 mg/kg IV d1
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STUDIEPOPULATI(R=161)

e R T Aem (GomRamucirumab)
Age median 69 (44-79) 69 (45-81)

Sex Male 60 (74.07%) 59 (73.75%)
Female 21 (25.93%) 21 (26.25%)
Asbestos exposed No 37 (45.68%) 36 (45.00%)
Yes 40 (49.38%) 40 (50.00%)

Missing 4 (4.94%) 4 (5.00%)
ECOG/PS 0 46 (56.79%) 50 (62.50%)
1 34 (41.98%) 29 (36.25%)

2 1(1.23%) 1(1.25%)
Histotype Epithelioid 70 (86.42%) 68 (85.00%)
non-Epithelioid 11 (13.58%) 12 (15.00%)
Tumor Stage Local Advanced 42 (51.85%) 56 (70.00%)
Metastatic 36 (44.44%) 24 (30.00%)

Missing 3(3.71%) 0 (0.00%)

PFS first-line < 6mths 48 (59.26%) 47 (58.75%)
> 6 mths 33 (40.74%) 33 (41.25%)
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OVERALL SURVIVAL

Product-Limit Survival Estimates _ GEM + P GEM + R

m#cycli

Arm A 7.5 mths (70% Cl 6.9-8.9)
Arm B 13.8 mths (70% C| 12.7-14.4) OS (m) 7.5 13.8
HR 0-71 (70% CI 0.59-0.85, p=0.057) 0S 6m (%) 63.9 247

OS 12m (%) 33.9 56.5
mDOR (m) 5.4 8.4
ORR (%) 0.88 6.25
DCR (%) 51.86 72.5
MPFS (m) 3.3 6.2
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OS consistent voor:
- stadium Il vs. IV

- epitheloid vs. niet-epitheloid J
- herval <6m vs. herval >6m

Nivolumab?; 11.9
Nivolumab/ipilimumab?': 15.9
Pembrolizumab?; 18.0
Vinorelbine3: 9.6

1 Scherpereel A. Lancet Oncol 2019 | 2 Alley EW. WCLC 2017 | 3 Stebbing J. Lung Cancer 2009
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TOXICITEIT

Any Grade Grade 3-4
| - | -
= _ . N ] —
Hypertension Protenuria Bledding Thromboembolism Thromboembolism

NIEFSIGNIFICANT
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KLEINCELLIG LONGCARCINOOM
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SCLC VANDAAG

A Stadium I -1I-11l: concurrente chemoradiotherapie +/ - PCI
4 cycli cisplatinum/ etoposide
2 radiother api es c A5eGym 80sfracties van 1.5 Gy BID!
- 60-70 Gy in 30-35 fracties van 2 Gy OD 2

A Stadium IV: palliatieve chemo -immunotherapie:
carboplatinum/etoposide/  atezolizumab (Impower 133) 3

1 Faivre-Finn C. Lancet Oncol 2017 | 2 Bogart JA. Int J Radiat Oncol Biol Phys 2004 | 3 Horn L. N Engl J Med 2018
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Abstract 9007

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).

Bjorn Henning Gronberg, Kristin Toftaker Killingberg, Oystein Flotten, Maria Moksnes Bjaanaes,
Tesfaye Madebo, Seppo Langer, Tine Schytte, Odd Terje Brustugun, Jan Nyman, Kristin Stokke,
Tarje Onsoien Halvorsen
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STUDIEOPZET (primair einpunt = OS op 2 jaar)

PE PE PE PE PE: ay1
plus etoposide 100 mg/m+<1V day 1-3

A 4 v A 4 L 4

o|1|2[3|4a|5[6|7]|8]9|10[11]12]13]14|15]16| Weeks

Thoracic radiotherapy Prophylactic cranial irradiation™*

45 Gy in
30 fractions ' 25 Gy in 10 N

fractions or
30Gyin15 /
fractions

60 Gy in
40 fractions™

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

*If 60 Gy was not applicable, a dose of 254 Gy was allowed **Offered to patients who responded to chemoradiotherapy

ASCO 2020 | SCLC ot



STUDIEPOPULATIE (n=160/170)

45 Gy (n=76)

n

%

60 Gy (n=84)

n

Age

Median (range)

>70 years

65 (36-80)

Gender

Female

Performance status

0
1
2
Missing

31.5%
60.5%
45.3%
44.0%
10.5%

1.3%

2

%

2

26.1%

47

40
35

56.0%
48.8%
42.7%
8.3%
2.4%

/
Il

3.9%
13.2%
83.9%

1.2%

79.8%

ASCO 2020 | SCLC
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FEASIBILITY

45 Gy (n=706) 60 Gy (n=84)

n % n %

No. of chemotherapy courses

Completed thoracic radiotherapy

Received prophylactic cranial irradiation

Received second line chemotherapy

ASCO 2020 | SCLC 2



OS OP 1 EN 2 JAAR

1-year survival
% 95% CI
92.9% 85.1-97.3
85.5% 756-925 0.20

2-year survival
% 95% CI
70.2% 59.3-79.7
46.1% 34.5-57.9 0.002

2‘4 months

ASCO 2020 | SCLC 4



mOS (preliminair)

Median 95% ClI

41.6 months 321512

22.9 months 14.9 - 30.9

HR 0.63, 95% CI 0.41 - 0.95

p=0.027

60 months

ASCO 2020 | SCLC 2



MPFS(preliminair)

Median 95% CI

19.9 months 11.1-28.7

14.4 months 9.6-19.3

HR 0.80, 95% CI 0.556 - 1.18

p=0.257

60 months

ASCO 2020 | SCLC 20



TOXICITEIT

CTCAE grade 3-4 toxicity

45 Gy (n=76) 60 Gy (n=84)

n % n %

Anemia 18 23.7% 20 23.8%
Thrombocytopenia 19 25.0% 20 23.8%
Neutropenia 61 80.3% 67 80.7%
Neutropenic infections 27 35.5% 18 21.4%
Esophagitis
Pneumonitis

Deaths during the study treatment period

Neutropenic infection - - 1.2%

Thrombocytopenic bleeding 1 1.3% -
Aorta dissection - - 1.2%

ASCO 2020 | SCLC
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IN PERSPECTIEF

A Waarom vertaalt het grote verschil in OS zich niet in een verschil in PFS?
A Waarom is er geen toegenomen toxiciteit in de experimentele arm?

A Waarom zijn er meer neutropene infecties in de controlearm?

CONVERT! CONVERT!? Gronberg 2020 | Gronberg 2020 | Gronberg 20162 | Gronberg 20162

66 Gy OD 45 BID 45 GY OD 60 Gy BID 45 Gy OD 45 Gy BID

33x2 Gy 30x1.5 Gy 30x1.5 Gy 40x1.5 Gy 25x1.8 Gy 30x1.5 Gy
mOS 25.0 m NS 30.0mNs ~22.9m ~41.6m 18.8 m NS 25.1 m NS
0OS 2] 51% NS 56% NS 46.1% 70.2% 42% NS 53% NS
oesofagitis 19% NS 18% NS 18.4% NS 19.0% NS 31% NS 33% NS
pneumonitis 1% NS 1% NS 0% NS 3.6% NS 2% NS 3% NS

1 Faivre-Finn C. Lancet Oncol 2017 | 2 Gronberg B. Acta

Oncologica 2016 | NS = niet significant
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IN PERSPECTIEF

meer dan radiotherapi e al

Table 1 Ongoing smdies evaluating immunotherapy in L5-5CLC patients

Study narr.'le Phase  Arm | Arm Arm I Primary
(start date| andpoints

NRG LU00s 1 ChemoRT: etoposide + ChemoRT + 10: treatmant as in MR PFS, OS5
cisplatin or carboplatin g21 Arm | + atezolizumak IV on day
days =3 cycles with eithar 1 or 2 of each chema cycle and
BID or daily radiation therapy  then every 3 weaks =17 cycles

ETOP ChemoRT: atoposide + ChemoRT + 10: treatment as

STiMuL clzplatin or carboplatin g21 in Arm | followad by g3 weak
days =4 cyclas with elthar nivalumab + Ipiimumab =4 cyclas
BID or daily radiation therapy  then g2 week nivolumab =1 year

ADRIATIC ChemoRT + 10: ChamoRT ChemoRT + 10: ChemoRT as in ChemoRT: etoposide +
as in Arm | followed by Armn 1l followed by durvalumab platinurm-basad chemo g21
Durvalumab and placeto and tremelimumab IV g4 weeks days =4 cyclas with either BID
saline solution IV g4 weaks =4 followed by durvalumak or daily radiation therapy then
x4 followed by durvalumab manotherapy qd weaks two placabo saline solutlons
monotherapy g4 weeaks IV} g4 weak =4, followed
by placabo salina solution
monotharapy g4 weeks

| S-SCLC, limited stage small cell lung cancer; ChemoRT, concurrant chemotherapy and radiation therapy; 10, immuno-oncology; PFS,
progression-free survival, OS5, overall survival; NfA, not applicable.

Higgins K. Transl Lung Cancer Res 2019
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STUDIEOPZET IMPOWER 133 (atezolizumab)

Fig. 1. Study Design of IMpower133

7

Patients with (N = 403):

* Measurable ES-SCLC
(RECIST v1.1)

« ECOGPSOor1

* No prior systemic
treatment for ES-SCLC

» Patients with treated
asymptomatic brain
metastases were eligible

Stratification:
« Sex (male vs. female)
« ECOGPS(0vs.1)

* Brain metastases
(yes vs. no)?

\

A

Induction (4 x 21-day cycles)

Atezolizumab (1200 mg IV, Day 1)
+ carboplatin
+ etoposide

Carboplatin: AUC 5 mg/mL/min IV, Day 1
Etoposide: 100 mg/m? IV, Days 1-3

Maintenance

S—

Atezolizumab

Treat until

PD or loss

of clinical
benefit

PCI per local standard of care

Co-primary end points:
Overall survival
* Investigator-assessed PFS

Key secondary end points:
Objective response rate

* Duration of response

» Safety

Survival follow-up

*Only patients with treated brain metastases were eligible.

Abbreviations: ECOG PS, Eastern Cooperative Oncology Group Performance Status; IV, intravenous; PCl, prophylactic cranial
irradiation; PD, progressive disease; PFS, progression-free survival; R, randomized; RECIST, Response Evaluation Criteria in Solid
Tumors.
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Abstract 9002

Durvalumab +/ - tremelimumab + platinum -etoposide in first -line extensive stage
SCLC: Updated results from the phase Ill CASPIAN study.

Luis Paz Ares, Mikhail Dvorkin, Yuanbin Chen, Niels Reinmuth, Katsuyuki Hotta, Dmytro Trukhin,
Galina Statsenko, Maximilian J. Hochmair, Mustafa Ozgtiroglu, Jun Ho Ji, Oleksandr Voitko, Artem

Poltoratskiy, Francesco Verderame, Libor Havel, Igor Bondarenko, Jon Armstrong, Natalie Byrne,
Halyi Jiang, Jonathan W. Goldman
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* Treatment-naive ES-SCLC
« WHOPS Oor1

Asymptomatic or treated and
stable brain metastases
permitted

+ Life expectancy 212 weeks

* Measurable disease per
RECIST v1.1

N=805 (randomized)

STUDIEOPZET CASPIAN (durvalumab)

Stratified by
planned
platinum

(carboplatin vs
cisplatin)

Durvalumab +

tremelimumab + EP*
g3w for 4 cycles

Durvalumab + EP*
q3w for 4 cycles

EP*

g3w for up to 6 cyclest

ASCO 2020 | SCLC

Durvalumab?*
g4w until PD

Durvalumab
q4w until PD

Optional PCIt

Primary endpoint
« OS

Secondary endpoints
« PFSS

« ORRS

« Safety & tolerability
* PROs

32




UPDATED OS CASPIAN (durvalumab)

HR (95% CI)
Nominal p-value

52.8%

n
O
S
>
—
=
@®
o)
O
pu—
o

22.2%

24.8%

1 14.4%
I | I |
12 15 18 21 24

. Time from randomization (months)
No. at risk

D+EP 268 244 214 57 140 109 85 66 41
EP 269 243 212 156 104 82 64 48 24
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UPDATED OS CASPIAN (durvalumab)

* Median duration of follow-up in censored patients: Tremellmumab_verbetert OS niet
25.1 months (range 0.1-33.7) verder, maar leidt wel tot meer
graad 3 -4 AEs (70.3% vs 62.3%)

Probability of OS

24.8%

T | i
12 18 18 21
Time from randomization (months)

D+T+EP 200 156 114 92 80 67 47 1 -
D+EP 214 177 140 109 85 66 41 Aantal patiénten met

No. atrisk

EP 212 156 104 82 64 48 24 .
hersenmetastasen te klein om

conclusies te trekken

Brain/CNS metastases Yes (n=55) 0.79 (0.44-1.41)
No (n=482) 0.76 (0.62-0.92)

ASCO 2020 | SCLC o



Abstract 9001

KEYNOTEG604: Pembrolizumab or Placebo plus Etoposide and Platinum as First
Line Therapy for Extensive Stage Small -Cell Lung Cancer.

Charles M. Rudin, Mark M. Awad, Alejandro Navarro, Maya Gottfried, Solange Peters, Tibor Csoszi,
Parneet K. Cheema, Delvys Rodriguez -Abreu, Mirjana Wollner, Grzegorz Czyzewicz, James Chih
Hsin Yang, Julien Mazieres, Francisco J. Orlandi, Alexander Luft, Mahmut Glmds, Terufumi Kato,
Gregory P. Kalemkerian, Yiwen Luo, M. Catherine Pietanza, Hye Ryun Kim
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STUDIEOPZET KHBO4 (pembrolizumab)

Pembrolizumab 200 mg (d1)
+

Key Eligibility Criteria Pembrolizumab

Etoposide 100 mg/m? (d1-3) 200 mg on d1
« Stage IV SCLC (AJCC 7t ed) + for up to 31 Q3W cycles
» No prior systemic therapy Carboplatin AUC 5 (g") OR +
« ECOGPS0Oor1 Clsplahn 75 mglm (d1) 0phona| PC|b

= for 4 Q3W cycles
* Provision of a sample for

biomarker assessment

« No unstable brain
metastases?

Placebo (normal saline) (d1)
+

Etoposide 100 mg/m? (d1-3)
+

Carboplatin AUC 5§ (d1) OR
Cisplatin 75 mg/m? (d1)

for 4 Q3W cycles

Placebo (normal saline)
on d1
for up to 31 Q3W cycles
+

Optional PCI®

* Adequate organ function
« Life expectancy 23 mo

Stratification F
« Platinum (cisplatin vs End Points

carboplatin) * Dual primary: PFS per RECIST v1.1 by BICR and OS
« ECOGPS(0vs1)

+ LDH (SULN vs >ULN)

» Secondary: ORR and DOR per RECIST v1.1 by BICR
and safety

ASCO 2020 | SCLC



Abstract 9000

Randomized Phase |l Clinical Trial of Cisplatin/Carboplatin and Etoposide (CE)
Alone or in Combination with Nivolumab as Frontline Therapy for Extensive Stage
Small Cell Lung Cancer (ES -SCLC): ECOG-ACRIN EA5161.

Ticiana A. Leal, Yating Wang, Afshin Dowlati, DeQuincy A. Lewis, Yuanbin Chen, Amit R. Mohindra,

Mohammad Razaq, Harish G. Ahuja, Jijun Liu, David M.King, Christopher J. Sumi, Suresh S.
Ramalingam
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STUDIEOPZET EA5161 (nivolumab)

@ Cisplatin/CaI:boplatin = " Nivolumab )
: Etoposide Maintenance
A Nivolumab 240mg every 2
© ) \ 4 . CELS.
ES-SCLC N
PS 0-1 D 1.1 *Until PD or up to 2 years
No prior therapy O '
N=160 M
- ¥ I
4 s _
c Cisplatin/Carboplatin :
Etoposide Observation
Patients with treated brain metastases allowed
4
Dose information:
Stratification factors: Carboplatin AUC5-6/ Cisplatin 75 mg/m?
Gender (Male vs. Female) Etoposide 100 mg/m?
LDH < ULN or >ULN HitaRmat 360mg

Every 3 weeks x 4 cycles

ASCO 2020 | SCLC



IN PERSPECTIEF

N mOS OS OS mMPFS | ORR | mDOR AE IrAE PD-L1 | TMB
12 m 24 m graad 3-4 | alle graden
ATEZ 201 12.3m | 31.7% | ~22% | 5.2m | 60.2% | 4.7m | 58.1%
DURV 268 129 m | 52.8% | 222% | 5.1m | 67.9% | 5.1 m | 62.3% | 20.0%
PEM 228 1O.NSS m | 45.1% | 225% | 45m | 70.6% | 42m | 76.7% | 24.7%
NIVO 75 11.3m | ~48% NR 5.5m | 52.0% | 5.6 m | 77.0%

ASCO 2020 - SCLC




0OS Comparison --All patients

IN PERSPECTIEF

Progression-free Survival Pro

Patients Who Survived %)

Log Rank Test p=0.038

{12-mo rate
145.1%

NIVO + IPI Placebo
(n =279) (n = 275)
24-mo rate

Events, n (%)

189 (68) 211.(71 22.5%

Median OS, mo
(95% CI)

2%
9.2 9.6 ki
(8.2-10.2) (8.2-11.0)

HR*
{95% CI)
P value

0.92
(0.8-1.1)

0.37

, Nivolumab + ipilimumab

Placebo

Median in the placebo group,
10.3 mo (95% CI, 9.3-11.3)

L riTIguZUImag

: Median in the atezolizumab group Placebo
12.3 mo (95% CI, 10.8-15.9

T
4

Owonikoko T. ELCC 2019

T T T T T

L] |
13 14 15 16 17 1

Months

ASCO 2020 - SCLC

114.4%
I 1

1 24.8%

f T T T T
12 15 18 21 24 27 30 33

Time from randomization (months)

40
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NSCLC
adjuvante behandeling
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Abstract 9005

CTONG 1104: Adjuvant Gefitinib versus Chemotherapy for Resected N1-N2
NSCLC with EGFR Mutation o Final Overall Survival Analysis of the Randomized
Phase 3 Trial.

Yi-Long Wu, Wen-Zhao Zhong, Qun Wang, Song -Tao Xu, Wei-Min Mao, Lin Wu, Yi Shen, Yong-Yu
Liu, Chun Chen, Ying Cheng , Lin Xu, Jun Wang, Ke Fel, Xiao -Fei LI, Jian Li, Cheng Huang, Zhi-Dong
Liu, Ke-Neng Chen, Hong -Hong Yan, Xue-Ning Yang, Qing Zhou, SkYang Liu
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STUDIEOPZET (primair eindpunt = DFS)

64% was stadium I[IIA

Gefitinib 250 mg/day for 24 months or
until disease progressionor
unacceptable toxicity

Completely resected pathological stage II-llIA
(N1-N2) NSCLC

EGFR activating mutation
(exon 19 deletions orexon 21 L858R)

ECOG PS 0-1
Age 218 years & <75 years
n=220

Vinorelbine (25 mg/m?Days 1 & 8)
plus cisplatin (75 mg/m? Day 1) every
3 weeks, for up to 4 cycles

Stratification factors:

EGFR mutation Primary endpoint:
N stage + DFS
_ Secondary endpoints:
Efficacy Shesssan + 3-year DFS rate, 5-year DFS rate, 0OS, 5-year OS rate,
Every 12 weeks in 3 years safety, HRQoL (FACT-L, LCSS, TOI),
Every 6 months after 3 year exploratory biomarker analyses
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DFS NA 36 M + 60 M OPVOLGING (ITT)

ITT population (n=222)

— Gefitinib Group Events/N Median (m, 95% CI)
— Vinorelbine plus cisplatin gcﬁlimb 76/111 30.8 (26.7 — 36.6)
Hazard rat o = 100 =
0-60 (95% C10-42- < I VP 68/111 19.8 (15.4 - 23.0)
o -
o Hazard ratio (95% CI) = 0.56 (0.40 -0.79)
< o
L 80 p=0.001
=
=
—
7
L 60
L
—
&
: G: 39.6%
Mumber at risk 3 40
(number censored) <
Gefitinib 111 () 23[9 27 (16) 10{43) 0 (46) L 3.7 A0
Vinorelbine plus cisplatin 111 {0) 54 (32) 26 (36) 5 (51) ] 0(52) R VP:32.5% 2 G:22.6%
-\ a.s
A 20 l \"}’:23,2001 : H
DFS 3 jaar: 28.7 m vs. 18.0 m (p=0.0054) I I
0
0 12 24 36 48 60 72 84 96

Number at Risk (number censored)
Gefitinib 111(0) 91(6) 61(5) 33(7) 21(2) 12(6) 4(6) 0(3) 0(0)
VP 111(0) 63(21) 33(2) 26(2) 19(2) 15(2) 6(8) 0(6) 0(0)

Zhong W-H. Lancet Oncol 2018
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OVERALL SURVIVAL (per protocol)

100 e
Group Events/N Median (m, 95% CI)
Gefitinib Group 52/106 75.5 (46.6 - NC)
= 80 = VP Group 45/87 62.8 (42.6 - NC)
= Hazard ratio (95% CI) = 0.92 (0.62-1.37) p = 0.686
-
s A
35 60 v
(V0!
= b 53.2%
L
P : el #Subsequent TKI in VP group:
o 4() 'l"._-_ h_i-_i_i-- _+ "lﬁ'flw_:xmmxl:~!‘Iul|n|l«lllxl-|‘.lml-
l 50-70/0 2.9% afatinib/dacomitinib
17.1% osimertinib
5.7% others
I 61.3% 82.9% received 1 EGFR TKI
‘)() | 14.3% received 2 EGFR TKIs
&\ . 2.8% received 3 EGFR TKIs
| e
\
0 . -
: \
0 12 24 36 48 60 72 84 96 —_ .
Number at Risk (number censored) Time (months) \\ 26.4%
\
Gefitimb 106 (0) 103(0) 88(2) 67(5) 55(1) 49(2) 43(4) 15(25) 0(15)
VP (n =111) Events for DFS in
VP 87 (0) 79(0)  67(0) 56(3) 46(1)  40(1) 33(5) 14(18)  0(14) VP (n = 68)

Beide armen mOS >> historische controles
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LOPENDE STUDIES ADJUVANT EGFR+

Drug Control arm Patients Design
Duration of TKI
icotinib Observation HA-IIA N=318
GASTO1002, NCT01996098 6 months, 12 months
icotinib Placebo [-IA N=124
BD-IC-IV-59, NCT02125240 Continuous therapy
icotinib Cisplatin + vinorelbine H-11IA N=320
EVIDENCE, CCTC-1501, NCT02448797 |2 years
Cisplatin + vinorelbine -IA N=230
WJOG6401L, IMPACT 2 years
Observation IB—-IIIA N=450
ALCHEMIST EGFR, NCT02193282 2 years
osimertinib Placebo IB-11A N=682
ADAURA, NCT02511106 3+ years
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Abstract LBAS

Osimertinib as adjuvant therapy in patients with stage IB -1IIA EGFRmutation
positive NSCLC after complete tumor resection: ADAURA.

Roy S. Herbst, Masahiro Tsuboi, Yhomas John, Christian Grohe, Margarita Majem, Jonathan W.
Goldman, Sang -We Kim, Dominika Marmol, Yuri Rukazenkov, Yi -Long Wu
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STUDIEOPZET (primair eindpunt = DFS in Il en 11l1A)

Planned treatment duration: 3 years

Patients with completely resected i
stage* IB, Il, llIA NSCLC, with or without Osimertinib
adjuvant chemotherapyt 80 mg, once daily

Key inclusion criteria:

Treatment continues until:
» Disease recurrence

218 years (Japan / Taiwan: 220) Stratification by: o . Tfeatmgnt cc‘)mple‘ted.
WHO performance status 0 / 1 stage (IB vs Il vs IlIA) Randomization » Discontinuation criterion met
med primary pon-squamous NSCLC EGFRm (Ex19del vs L858R) 1:1

Ex19del / L858R! race (Asian vs non-Asian) (N=682) Follow up:
Brain imaging, I 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

Kostprijs behandeling: 236 000 euro!
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POPULATIE (N=682)

Characteristic, %

Sex: male / female

Osimertinib
(n=339)

32/68

28172

Age, median (range), years

64 (30-86)

62 (31-82)

Smoking status: smoker™ / non-smoker

32/68

25/ 75

Race: Asian / non-Asian

64/ 36

64/ 36

WHO performance status: 0/ 1

64 / 36

64 /36

31/35/ 34

31/34/35

AJCC staging at diagnosis (7" edition}} IB / II / llIA

Histology: adenocarcinoma/ otherT

95/5

96 /4

EGFR mutation at randomization*: Ex19del / L858R

55/45

56/ 44

Adjuvant chemotherapy:yes / no

55/45

56/ 44

ASCO 2020 | ADJUVANT
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DFS IN HIIA (immature data)

1.0 5
0.9
Median DFS, months (95% Cl)

- Osimertinib NR (38.8, NC)
204 (16.6, 24.5

HR(95%Cl) 0.7 (0.12, 0.23);
p<0.0001

Maturity 33%:
osimertinib 11%, placebo 55%

0.8 4

0.7 ~

0.6 4

0.5 -

DFS probability

0.4 -

0.3 -

0.2 -

0.1 4

1
1
1
|
|
1
1
|
|
1
I
I
|
|
|
1
1
|
1
|
|
|
1
|
|
|
|
1
|
|
|
I
1
|
|
|
|
|
|
1

0.0 ‘ T T
0 18 24 30
No. at risk Time from randomization (months)

Osimertinib 233 137 96 51
Placebo 237 82 51 27
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DFS PER STADIUM (immature data)

Stage 1B

—_‘—‘—‘_‘_\"ﬁ Stage I1B Stage Il Stage IlIA

2 year DFS rate,
% (95% Cl)
- Osimertinib 87 (77, 93) 91 (82, 95) 88 (79, 94)
73 (62, 81) 56 (45, 65) 32 (23, 42)

Overall HR 0.50 0.17 0.12
(95% Cl) (0.25, 0.96) (0.08, 0.31) (0.07, 0.20)

DFS probability

12 18 24 30 36
Time from randomization (months)

No. at risk
40 22 8

Osimertinib 83 69

Placebo g 81 67 36 26 1
Stage |l ; Stage IIIA

ey BRI

e e
» o
'

DFS probability

e
()

DFS probability

0.0

0 12 18 24 30 0 6 12 18 24 30 36
Time from randomization (months)

Time from randomization (months) No.akiiek
69 47 28 Osimertinib 115 109 98 68 49 23

49 3 15 Placebo 119 91 54 33 20 12

No. at risk
Osimertinib 118 91

Placebo 118 74
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Subgroup

Overall (N=682)

Sex

Age

Smoking status

Race

Stage

EGFRm

Adjuvant chemotherapy

Stratified log-rank
Unadjusted Cox PH
Male (n=204)
Female (n=478)
<65 (n=380)

265 (n=302)
Smoker (n=194)
Non-smoker (n=488)
Asian (n=434)
Non-Asian (n=248)
Stage IB (n=212)
Stage Il (n=236)
Stage llIA (n=234)
Ex19del (n=378)
L858R (n=304)

Yes (n=378)

No (n=304)

SUBGROEPANALYSE

T.TrTrrT T

001 - 0.1
HR for disease-free survival (95% Cl)

Favors osimertinib

- .

-

ASCO 2020 | ADJUVANT

95% ClI

0.16, 0.28
0.14, 0.29
0.11, 0.36
0.12, 0.30
0.10, 0.28
0.14, 0.38
0.06, 0.27
0.15, 0.34

0.14, 0.33
0.08, 0.31

0.25, 0.96
0.08, 0.31
0.07, 0.20
0.07, 0.20
0.21, 0.55
0.11,0.29
0.13, 0.38
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Diarrhea
Paronychia

Dry skin

Pruritis

Cough

Stomatitis
Nasopharyngitis
Decreased appetite
URTI

Dermatitis acneiform
Mouth ulceration

Graad 3+ adverse events: 20%

SUBGROEPANALYSE

23
19
18

17|

15

13|
13

11

12

+ Grade 1/2 interstitial lung disease
(grouped terms) was reported in 10
(3%) patients in the osimertinib arm*

* QTc prolongation was reported in 22
(7%) patients in the osimertinib arm
and 4 (1%) patients in the placebo armt

[JOsimertinib, all grades
B Osimertinib, Grades 3/4

Placebo, all grades

20
Patients with adverse event (%)

vs. 14%

50 60 70 80 90 100

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

ASCO 2020 | ADJUVANT
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IN PERSPECTIEF

100%

1.0 :
- W .
; Median OS, months (95% CI)

0.8 - | — Osimertinib NR (NC, NC)
' NR (NC, NC)
HR (95% Cl) 0.40 (0.18, 0.90)

0.6 1 Maturity 5%:
; osimertinib 3%, placebo 7%

Early snapshot: overall survival in patients with stage Il/lllIA disease

0.7 4

0.5 4

0.4 -

>
=
=
©
-
[=]
-
(=%
©
i
=
w
©
e
@
>
o

0.3 1

0.2 H

Overall Survival (%)

0.1+

1
1
1
1
1
L
1

0.0 T T
0 18 24 30

No. at risk Time from randomization (months)

Osimertinib 233 192 137 82
Placebo 237 190 127 69

ASCO 2020 | ADJUVANT 54



A

NSCLC
metastatisch
EGFRmutatie

ASCO 2020 o2



] Acquired EGFR mutations

[] Acquired oncogenic fusions
[ Acquired MAPK-PI3K mutations
[ Acquired cell cycle gene alterations

[] Unknown

B Transformations (SCLC, SCC)

Leonetti A. Br J Cancer 2019

RESISTENTIE TEGEN OSIMERTINIB

Resistance mechanisms to first-line osimertinib

CTa7x

ASCO 2020 | EGFRm+

METamp (7=15%:)

HERZamgp (1=2%)

SPTBN1-ALK
RET fusions
BRAF fusions

BRAFVEDDE (334)
PIAKCA (73%)
KRAS [3—=4%)
HER2 (1%}

CCMD1amp
CCND2amp
CCHE1amp
CDE4amp
CDKGamp

INSIGHT 2studie
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Abstract 9508

First Line Tyrosine Kinase Inhibitor With or Without Aggressive Upfront Local

Radiation Therapy In Patients With EGFRm Oligometastatic Non

-Smalll Cell Lung

Cancer: Interim Results of A Randomized Phase Ill Open  -Label Clinical Trial

(SINDAS).

Xiao -shan Wang, Ming Zeng
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Background

T

<3 non-
progressing
lesions:
Randomize
.

FrontLine
Systemic
Therapy

OLIGOMETASTATISCHE ZIEKTE ALGEMEEN

Maintenance Therapy/Observation (MT/0)

Consider
Standard maintenance PD/ r::;?:z fo
therapy or surveillance Toxicity | primary and

metastases

Local Consolidation Therapy (LCT)

Progression-free survival (%)

—— Local consolidative therapy
— Maintenance treatment

J

Primary Endpoint = Progression-free
survival (powered for 4 months MT/O
vs. 7 months LCT, n=94)

Gomez D. Lancet Oncol 2016

Surgery £
radiation to Standard maintenance

— PD

primary and therapy or surveillance
metastases

Number at risk

(number censored)
Local consolidative therapy 24 (0)
Maintenance treatment 24 (0)

ASCO 2020 | EGFRm+
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STUDIEOPZET (primair eindpunt = PFS)

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

/ Inclusion crite:ia \ N=68 SB RT + TKI

(N=133) _
18 years or older 25 Gy - 40 Gy in 5 fractions | 1

* ECOG =2
» life expectancy of at least 6 months L 11

* pathological confirmed NSCLC with

EGFRm
¢ All metastatic lesions a maximum of

2 lesionsin any 1 organ, and no

more than 5 metastasesin total N=65
NG i :
Hersenmetastasen niet toegelaten!
4 Statistical Analysis A The primary endpoint : PFS r
- . . Randomization and Blinding
+ Descriptive statistics The secondary endpoint : OS
+ Chi-square test Safet « Computer-generated randomization
« Kaplan-Meier method and log-rank test atety - Open-label study not blinded to the
* Multivariate analyses using Cox treatment arm '
regression models - Randomization assignment
4 o 4
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PFS en OS

HR 0.618(95%C1 0.394-0.969)

P<0.001 HR 0.682(95%Cl 0.456-1.001)

P<0.001

Percent survival

~+~- TKlonly
—— TKI+SBRT —— TKHSBRT

Percent survival

10 10 20

PFS(months) Number at risk OS(months)

umber at risk

TKl only 65 52 TKlonly 65 58 19 3

TKH+SBRT 68 TKI+SBRT 68 65 47 19

TKI + SBRT 30% pneumonitis vs 15% TKI alleen (NS)
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Abstract 9506

NEJO026: Final overall survival analysis of bevacizumab plus erlotinib treatment for
NSCLC patients harboring activating EGFR -mutations.

Makoto Maemondo, Tatsuro Fukuhara, Naoki Furuya, Haruhiro Saito, Kana Watanabe, Shunichi
Sugawara, Shunichiro lwasawa, Yoshio Tsunezuka, Ou Yamaguchi, Morihito Okada, Kouzou
Yoshimori, Ichiro Nakachi, Akihiko Gemma, Koichi Azuma, Koichi Higawara, Toshihiro Nukiwa,
Satoshi Morita, Kunihiko Kobayashi
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STUDIEOPZET (primair eindpunt = PFS)

-Chemotherapy-naive BE combination

*Non-Sq NSCLC Bevacizumab 15mg/kg q3w Platinum + Pemetrexed (PEM)
-Stage IIB/IV + 5 followed by

or postoperative Erlotinib 150mg qd maintenance with PEM
recurrence (n=107)

-Activating EGFR mutations

Ex19 del, Ex21 L858R E monotherapy
*Asymptomatic CNS Erlotinib 150mg qd

metastases allowed (n=107)
UMIN 000017069

l Study period

Platinum + Pemetrexed (PEM)
+ Bevacizumab (BEV)

followed by maintenance
with PEM+BEV
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PFS

[
=
T

—— Erlotinib plus bevacizumab

(median 16-9 months [95% Cl 14-2-21-0])
—— Erlotinib alone

(median 13-3 months [95% Cl 11-1-15-3])

oo
T

o
T

I
T

MJ
T

—
=
e
©
=

-
=
w
[<F)
&
ST
c
2
w
W
28]
i
o
o
L
o

HR 0-605 (95% Cl 0-417-0-877); p=0-016

D - r < +r 1 +&© ° ° 1
O 2 4 6 8 10 12 14 16 18 20 22 24

Time (months)
Number at risk

(number censored)
Erlotinib plus bevacizumab 112 (0) 100 (6) 83(7) 64(17) 34(35) 10(52) 1(59)
Erlotinib alone 112 (0) 94(4) 73(12) 51(15) 18(34) 5(43) 0(47)

E + B 88% graad 3-4 AE vs. E 46%
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BE group

2"9-line osimertinib + -
n 31 54
100% —— BEn=112 [
0,
80% " 1.007 o 0.63
(95% CI : 0.681-1.490) (95% CI: 0.33-1.20)
= 60% " Pvalue* 0.973 100% - .

% ......................................................................................................... == *log-rank test osimertinib +
(,3) 40% - _ 80% - osimertinib -
: : <

0% % 60% -
Median follow up : 39.2 months 5
40% -
0% : g N
0] 12 24 36 48 60 20% -
Time (months)
00/0 ) T T T 1
0 12 24 36 48 60

Time (months)
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IN PERSPECTIEF

Strategie Studie Behandeling mPFS PFS mOS OS
in maanden HR (95% CI) in maanden HR (95% CI)
3de generatie osimertinib vs. 189 m 0.46 0.799
EGFR-TKI gefitinib vs. 10.2m (0.37-0.57) vs. 31.8 m (0.641-0.997)
1s® generatie NEJO026 erlotinib + 16.9m 0.61 1.007
EGFR-TKI bevacizumab vs. vs.13.3m (0.42-0.88) Vs. 46.2m (0.68-1.49)
+ angiogenese- erlotinib
remmer 10255672 erlotinib + 16.0m 0.54 0.81
bevacizumab vs. vs. 9.8 m (0.36-0.79) vS.47.4m (0.53-1.23)
erlotinib
RELAY? erlotinib + 19.4 m 0.59 NR 0.832
ramucirumab vs. vs. 124 m (046-0.76) immatuur (0.532-1.303)
erlotinib immatuur
3de generatie NCT03909334 | osimertinib +
EGFR-TKI + ramucirumab vs. rekruterend
angiogenese- osimertinib
remmer
EGFR-TKI + EGFR | IFCT 1503 afatinib + cetuximab
mAb vs. afatinib vervroegd gestopt wegens futiliteit bij interimanalyse
3de generatie FLAURA 2 osimertinib +
EGFR-TKI + chemotherapie vs. rekruterend
chemotherapie osimertinib

1 Soria JC. N Engl J Med 2018 | 2 Saito H. Lancet Oncol 2019 |3 Nakagawa K. Lancet Oncol 2019
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Abstract 9507

Concurrent osimertinib plus gefitinib for first  -line treatment of EGFR -mutated non
small cell lung cancer (NSCLC).

Julia K. Rotow, Daniel B. Costa, Cloud P. Paweletz, Mark M. Awad, Paul Marcoux, Deepa
Ranchagari, David A. Barbie, Jacob Sands, Michael L. Cheng, Bruce E. Johnson, Geofrey R.

Oxnard, David M. Jackman, David J. Kwiatkowski, Kenneth L. Kehl, Monika D. Izdebski, Christie J.
Lau, Kevin A. Vasquez, Pasi A. Janne
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RATIONALE VOOR COMBINATIE

EGFR L858R Ba/F3 . .. EGFR C797S s
Osimertinib » Gefitinib

~ e 0, ®
& T790M 7-25% Active

B L718Q
Bl C797S

e . EGFR T790M Osimertinib
Gefitinib » gl » Arttve

"
@
e
o
3}
-
c
®
et
L.
®
o
—
o
o~

. EGFR Prolonged

Gefitinib Osimertinib  Both Osimertinib »Second_sne Treatment

Adapted from Ercan et al. Clin Can Res. + Gefitinib Mutations 5
2015. 21(17):3913-23 Response?

ASCO 2020 | EGFRm+ o7



STUDIEOPZET (primair eindpunt = MTD + feasibllity)

DOSE ESCALATION DOSE EXPANSION

DL1 Gefitinib 250 mg +
Osimertinib 40 mg PO daily*
Cohort A (n = 3) . 4 Gefitinib 250 mg +
Concurrent » Osimertinib 80 mg PO daily
Dosing DL2 Gefitinib 250 mg + (n = 24)

Osimertinib 80 mg PO daily

(n=3)

Cohort B Gefitinib 250 mg, Gefitinib 250 mg,
Alternating | Osimertinib 80 mg PO daily » Osimertinib 80 mg PO daily

Dosing Alternating monthly (n = 3) Alternating monthly (n = 3)

Cohort B enrollment terminated July 2018 following FDA approval of first-line
osimertinib, excluded from present analysis

ASCO 2020 | EGFRm+
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Adverse Event
(n=27)

Diarrhea

Grade 3
n (%)

3 (11.1%)

TOXICITEIT

Grade 4 Grade 5

n (%)
0 (0%)

n (%)

ALT Increase

2 (7.4%)

0 (0%)

Rash

1(3.7%)

0 (0%)

AST Increase

1(3.7%)

0 (0%)

Nausea

1(3.7%)

0 (0%)

Decreased LVEF

1(3.7%)

0 (0%)

Vomiting

1(3.7%)

0 (0%)

ASCO 2020 | EGFRm+

29.6 % of patients experienced a
Grade 3 treatment-related adverse
event

48% experienced a Grade 3+ adverse
event due to any cause

In the FLAURA study, 34%
(osimertinib) and 45% (erlotinib or
gefitinib) experienced G3+ adverse

events of any cause (Soria et al.
NEJM. 2018. 378:113-25)

There were no G4/5 treatment-
related adverse events
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FEASIBILITY

B

Primary Endpoint (Expansion Phase):
Feasibility, defined as completion of > 6 28-day
cycles combination therapy

Outcomes
(n=27)

Feasibility (= 6 cycles) 22 (81.5%) 63.3% - 91.8%

Gefitinib Discontinued 8 (29.6%) ] 15.9% - 48.5%
for Toxicit

n (%) 95% CI

Yy

|l|||

m Osimertinib + Gefitinib

-

Osimertinib Monotherapy

A Progression Event

G2-G3 Diarrhea

G3 LVEF reduction

¥ Ongoing Treatment G3 Increased ALT
G2 Arthralgia

' Osimertinib Discontinued 1 (3.7%)  0.2% - 18.3%

for Toxicity
G3 LVEF reduction 1
36

X Intrapatient Dose Escalation

N
T———————
—_—--
—_— 7
o=

-
——— — —  —
S -
==
——— e

UI'
" B

18
Months
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PFS EN RESISTENTIE

NGS at Resistance
(n=17)

% Progression Free Survival

No
Mechanism
Identified
57%

1 1

T
6 12 18

Months
No.atrisk 27 27 26 23 15 11 7 5 3 3

* At median 15.3 months follow up, 33% of
patients had experienced a progression

event

16.5 months — NE) however data immature

FLAURA: mPFS 18.9 maandeni

1 Soria JC. N Engl J Med 2018

T 1
30 36

2 1 0

MET and EGFR Amp
15%

h CDKN2A/B Loss

i 14%

MYC Amp and
CDKN2A/B Loss
14%

» 7 patients with NGS at disease progression
* 6 with tissue, 1 with plasma NGS

* No known pathogenic EGFR second-site mutations
* Estimated median PFS 22.5 months (95%Cl observed

ASCO 2020 | EGFRm+

* No patients with histologic transformation

ORR 89.9% vs. 80%
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Abstract 9500

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.

Suresh S.Ramalingam , Tudor-Eliade Ciuleanu , Adam Pluzanski, Jong -Seok Lee, Michael
Schenker, Reyes Bernabe Caro, Ki Hyeong Lee, Bogdan Zurawski, Clarisse Audigier -Valette |,
Mariano Provencio , Helena Linardou, Sang-We Kim, Hossein Borghaei , Matthew David Hellmann ,
Kenneth John OO0 By rLuieG. Paz-Ares, Martin Reck, Faith E. Nathan, Julie R. Brahmer
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STUDIEOPZET (primair eindpunt = PFS in TMB hoog + OS in PBL 1

Part 1a

Key Eligibility Criteria

= Stage IV or recurrent NSCLC

« Mo prior systemic therapy

« Mo sensitizing EGFR mutations
or known ALK alterations

« No untreated CNS metastases
« ECOG PS 0-1

Stratified by SQ vs NSQ

PD-L1
expression
=z 1%

PD-L1

» expression

< 1%

M = 550

NIVO + IPI®
n= 396

Chemo*
n= 397

NIVOd

NIVO + IPI®
n=187

Chemo*
n =186

NIVO® + chemo*
n=177

ASCO 2020 | IMMUNOTHERAPIE

Independent primary endpoints:
NIVO + IPI vs chemof

« PFSin high TMB (= 10 mut/Mb)
population’

« 05 inPD-L1 = 1% population?

75

Ol %)




OSinPDL1 O1%

NIVO + IPI
(n = 396)

Median OS, mo

17.1

HR (vs chemo)
(95% Cl)

0.79
(0.67-0.93)

33%

No. at risk
NIVO + IPI 396 341 295 264 244 212

ASCO 2020 | IMMUNOTHERAPIE

NIVO + IPI
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OSinPDL1 O1%

NIVO + IPI NIVO Chemo
(n=396) (n=396) (n=397)
Median OS, mo 17:1 19.7 14.9

HR (vs chemo) 0.79 0.90
(95% Cl) (0.67-0.93) (0.77-1.06)

NIVO + IPI
. .if.‘&ﬂ‘ai‘;s*}'{V)f\‘jfv:_‘r‘“.fi‘::-. NIVO

iy
i
|
|
|
|
|
|
|
L
|

|

27
Months

N
NN

No. at risk
NIVO + IPl 396 - . ¢ 7.5 : 53 145
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OS in PD-L1 <1%

NIVO + IPI NIVO + chemo Chemo
(n = 187) (n=177) (n = 186)
Median OS, mo G4 192 12.2

HR (vs chemo) 0.64 0.82
(95% Cl) 0.51-0.81 0.66-1.03

40%
35%

5 NIVO + IPI

NIVO + chemo

|
|
!
|
|
|
|
|
1
|

21 24 27
Months

No. at risk

NIVO + 1Pl 187 165 142 120 110 100 87 80 73 69
NIVO + chemo 177 159 139 119 102 88 78 67 60 48
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OS in functie van RESPONS

CR of PR op 6 maanden

PD-L1 > 1%

Post-landmark
1-y:
90% Post-landmark
Post-landmark
3-y:

89% =% 70%

»
e

_F
z 3
|

(0

RS ST, P

|
|
!
I
|
I
!
|
!
I
|
|
|
|
|
!
|
|
|
[
1

—

ey T T 1 1 T 1
6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Time From Randomization (Months)
No. at risk

116 113

- L NIVO + IPI

SD op 6 maanden

PD-L1 2 1%

Post-landmark
1-y:
69%
67% Post-landmark
Post-landmark
3-y:

Q9
2 7/

34%

1IN 22
)Y\‘i!\l’( )

|
|
: NIVO + IPI
I
f

6

No. at risk

W

I
9

-0
39

T
12
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T T 1 1 1
15 18 21 24 27 30 33 36 39 42 45 48 51
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Hellmann M. N Engl J Med 2019

No. of
Patients

Randomized Groups
PD-L1 expression level
All patients
=1%
=1%
Additional Exploratory
Subgroup Analyses
PD-L1 expression level
1-49%
=50%
Turnor mutational burden
Low, <10 mut/Mb
High, =10 mut/Mb

PD-L1 and tumor mutational burden
{mut/Mb) combined

PD-L1 <1%
Tumor mutational burden <10
Tumor mutational burden =10
PD-L1 =1%
Tumor mutational burden <10
Tumor mutational burden =10
PD-L1 =50%
Tumor mutational burden <10
Tumor mutational burden =10

BIOMERKERS

Unstratified Hazard Ratio for Death
(95% Cl)

Median Overall Survival
Nivolumab +

ipilimumab Chemotherapy
(N=583) (N=583)

months

——

13.0 —_—

11.2

121

18.1 —_—

81 —_—

17.2 &

T T
0.25 0.50

1
I
1.00

0.73 (0.64-0.84)
0.62 (0.49-0.79)
0.79 (0.65-0.96)

0.94 (0.75-1.18)
0.70 (0.55-0.90)

0.75 (0.59-0.94)
0.68 (0.51-0.91)

0.69 (0.46-1.05)
0.51 (0.30-0.87)

0.78 (0.59-1.02)
0.77 (0.54-1.09)

0.67 (0.44-1.03)
0.63 (0.37-1.07)

1
2.00

-

o

Nivolumab + Ipilimumab Chemotherapy

Better
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HYPERPROGRESSIE?

NIVO + IPI
(n =396)
Median OS, mo 17.1

HR (vs chemo) 0.79
(95% Cl) (0.67-0.93)

40%
O 33%

@ ® NIVO + IPI

J
i
|
|
|
|
|
|
|
i
|

No. at risk
NIVO + IPI 396 341 295 264 244 212
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Abstract 9501

Nivolumab + ipilimumab + 2 cycles of platinum -doublet chemotherapy vs4
cycles chemotherapy as first -line treatment for stage 1IV/ recurrent NSCLC:
Checkmate 9LA.

Martin Reck, Tudor-Eliade Ciuleanu , Manuel Cobo , Michael Schenker, Bodgan Zurawski, Juliana
Menezes , Eduardo Richardet , Jaafar Bennouna , Enriqueta Felip, Oscar Juan -Vidal , Aurelia
Alexandru , Hiroshi Sakai, Arnaud Scherpereel , Shun Lu, Thomas John, David P. Carbone ,
Stephanie Meadows -Shropshire, Jinchun Yan, Luis G. Paz-Ares
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STUDIEOPZET (primair eindpunt = OS)

Key Eligibility Criteria NIVO 360 mg Q3w + IPI 1 mg/kg Q6W
Stage IV or recurrent NSCLC +

* No prior systemic therapy Chemod Q3W (2 C CIES) l;?égrglifsse

No sensitizing EGFR mutations

or known ALK alterations 6— UnaCC?Ptable

ECOG PS 0-1 toxicity,

\ or for 2 years

Stratified by Chemo®9 o3w (4 cvcles for immunotherapy
PD-L1P (< 1% vs 2 1%), ' B e

sex, and histology (SQ vs NSQ)

& =)
Primary endpoint Secondary endpoints
« OS * PFS by BICR®
* ORR by BICR®
» Efficacy by tumor PD-L1 expression

e
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OVERALL SURVIVAL (interim analyse na 12 m FU)

NIVO + IPl + chemo Chemo
(n = 361) (n = 358)
Median OS, mo 15.6 10.9
(95% CI) (13.9-20.0) (9.5-12.6)

HR (95% ClI) 0.66 (0.55-0.80)

NIVO + IPl + chemo

12

No. at risk Months
NIVO + |IPl + chemo 361 227

ASCO 2020 | IMMUNOTHERAPIE o



BIOMERKERS

PD-L1 < 1%

HR 0.62 (0.45-0.85?%)

63%

NIVO + IPl + chemo

|
|
I
I
I
|
I
|
!
1

L

1 1 I 1 1

1
12 15 18 21 24 27 30
Months

PD-L1 1-49%

HR 0.61 (0.44-0.84?)

NIVO + IPl + chemo

1
12 15 18
Months
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PD-L1 2 1%

HR 0.64 (0.50-0.82?)
66%

NIVO + IPl + chemo

I
I
1
I
|
I
I
|
I
l
1

OO e e Vs e ke

1 I I ) !

|
12 15 18 21 24 27 30
Months

PD-L1 > 50%

HR 0.66 (0.44-0.99?)

NIVO + IP| + chemo

O Sl o s T

1

T
12 15 18
Months
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TOXICITEIT

NIVO + IPI + chemo
(n=358)

, TRAE, %
Anemia &A i Any grade | Grade 3-4 | Any grade

NIVO + IPI + chemo (n = 358) Chemo (n = 349)

Any TRAE 92 47 88

TRAEs leading to discontinuation of
Alopecia any component of the regimen

Serious TRAEs 30 ! 18

Neutropenia

19 16 F)

Thrombocytopenia

Treatment-related deaths®

Mucosal inflammation

Febrile neutropenia

, ; +|Pl +
Peripheral neuropathy B Grade 12 j Ty NIVO + IPI + chemo

N Grade 3-4 j 4 Grade 3-4 (I'I = 358)

Pancytopenia

P 4o [ |Duration of therapy, median (range), mo 6.1 (0-23.5) 2.4 (0-24.0)
19 (5)

Patients (%) Treatment discontinuation, n (%)
265 (74)

IPI
NIVO + IPI

Not applicable

ASCO 2020 | IMMUNOTHERAPIE %



IN PERSPECTIEF

Strategie Histologie en PD-L1
Nivo + ipi NSQ en SQ
Checkmate 227 alle PD-L1
Nivo/ipi + 2x chemo NSQ en SQ
Checkmate 9LA alle PD-L1

OS PD-L1 <1%

OS PD-L1 1-49%

OS PD-L1 >50%

Pembro + carbo + pem

NSQ (KN-189)

of (nab)-paclitaxel SQ (KN-407)
Keynote-407 en -189 alle PD-L1
Pembrolizumab NSQ en SQ
Keynote-024 PD-L1 O50%
Pembrolizumab NSQ en SQ OS voordeel gevolg van
Keynote-042 PD-L1 O1% PD-L1 >50%
Atezolizumab NSQ en SQ ,
Impower-110 PD-L1 O50% of (I C O10%
Atezo + carbo + nab- NSQ
paclitaxel alle PD-L1
Impower-130
Atezo + beva + carbo NSQ en SQ
+ paclitaxel alle PD-L1
Impower-150

ASCO 2020 | IMMUNOTHERAPIE
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KEYNOTEO42

HR 0-81 (95% C1 0-71-0-93), p=0-0018

PD-L1 =1%

Pembrolizurmab

- "I.|| T I T |

Chemotherapy

Mok T. Lancet Oncol 2019

12 18 24 30

Time simce randomisation (months)
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HR 0-92 (95% C1 0-77-1-11)

PD-L1 1-49%

-*---'.u.u.l.,u.J '-u..._:ll Permbrodizumaky

N —

"'._-I'lni_u1'|r_;r|:|'nﬂr;|'|_'|!|r

12 24 30 16 42

Tirme since randormisation | momths)
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Abstract 9502

A Randomized Trial of Durvalumab and Tremelimumab +/- Platinum -Based
Chemotherapy in Patients with  Metastatic (Stage IV) Squamous or Non -
Squamous Non-Small Cell Lung Cancer (NSCLC).

Natasha B. Leigl, Scott A. Laurie, Glenwood D. Goss, Brett Hughes, Martin Stockler , Ming - Sound
Tsao, Swati Kulkarni, Normand Blais, Anil A. Joy, Mihaela Mates, Punam Rana, Sunil K. Yadav ,
Craig Underhill, Christopher Lee, Penelope A. Bradbury , Janet Dancey , Andrea Hiltz, Genevieve
Acteau , Keyue Ding, Francisco Vera -Badillo

ASCO 2020 | IMMUNOTHERAPIE



STUDIEOPZET (primair eindpunt = OS)

'd

Metastatic squamous or non-squamous NSCLC: m Durvalumab + Tremelimumab
Stage IVA (high risk) or IVB*
No prior chemotherapy for Stage IV
EGFR wild type, ALK fusion negative**
ECOG PSOor1
Adequate organ function
No prior autoimmune disease
No untreated CNS metastases
Measurable disease (RECIST 1.1)

Durvalumab 1500 mg IV + Tremelimumab 75 mg IV q28 days x 4
then Durvalumab 1500 mg IV until Disease Progression

Crossover between treatment arms not permitted

m Durvalumab + Tremelimumab + Chemotherapy

Stratification factors: Durvalumab 1500 mg IV + Tremelimumab 75 mg IV + Platinum
*  SQUamous Versus non-squamous Doublet Chemotherapy" IV g21 days x 4, then Durvalumab

*+ Stage IVA vs B 1500 mg alone (squamous) or plus Pemetrexed 500 mg/m? IV
(non-squamous) q28 days until Disease Progression

\

)
[SS]
=
=
o
&)
2
<
o

* Never vs current vs former smoker
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OVERALL SURVIVAL

Median OS, months (90% C.1.)

HR (stratified)

4.1(10.6, 18.3)
16.6 (12.6, 19.1)

0.88 (0.67, 1.16)
log-rank p value=0.4¢

T
16

Time (months)
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BIOMERKERS

Treatment Effect on Overall Survival Patiens
by Biomarker Subgroup MNe. HR (P0%C1)  p-Valus

<20 mut b 5 {0.43-0.81)
220 mutfkih j j0.54-1.71)

Link rcn 5 0. 30-0.90)

1% , {0.40-0.92)
1% {0.50-1.06)

Lk riven 4 {0.2340.97)

{0.45-0.86)
(0.42-1.22)

LIk rcnven i ! (0. 23-0.97)

<50% {0.51.0.94)

=505 1 10.32-1.19)

Lindk rcnen i } 10.2340.97)
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Anemia*

Leucopenia®

Neutropenia®

Fatigue

Nausea

Thrombocytopenia®

Rash

Diarrhea

Anorexis

Vomiting

Pruritus

Constipation

Fever (including neutropenic)
Peripheral sensory neuropathy
Oral mucositis

Alopecis

Colitis

TOXICITEIT

Percent

R O+7 (Grade23) BN D+T + Chemo (Grade>3)

BN D«T (All Grades) BN D47 » Chemo (ANl Grades)
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Abstract 9504

Trastuzumab Deruxtecan (T-DXd; DS 8201) in Patients with HER2-Mutated
Metastatic Non-Small Cell Lung Cancer: Interim Results of DESTINY -LungO1

Egbert F. Smit, Kazuhiko Nakagawa , Misako Nagasaka , Enriqueta Felip, Yasushi Goto, Bob T. LI,
Jose M. Pacheco , Harayasu Murakami , Fabrice Barlesi, Andreas Saltos, Maurice Perol, Hibiki
Udagawa , Kapil Saxena, Ryota Shiga, Ferdinand Guevara, Suddhasatta Acharyya , Javad
Shahidi, David Planchard , Pasi A. Janne
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STUDIEOPZET (primair eindpunt = ORR)

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 TKIs

45.2% hersenmetastasen
Median prior lines of treatment: 2 (range, 1-6) Data cutoff;: November 25, 2019
Prior Treatment, % * 45.2% of patients (19/42) in Cohort 2 remained on

Platinum-based therapy 90.5 treatme nt

Anti-PD-1 or —PD-L1 inhibitor 54.8 X ) . : -
— 190 * 54 8% discontinued, primarily for progressive
disease and adverse events (21.4% each)

= 3 patients received prior poziatinib, 2 recelved afatinib, and 1 received mobocertinib

ASCO 2020 | PIPELINE -



Confirmed ORR by ICR

LR
PR
S0

PD

Mot evaluable

Disease control rate

Duration of response, median

PFS, median

RESPONS

Patients (N = 42)

61.9% (n = 26)

(95% CI, 45.6%-76.4%)

2.4% (n=1)

59.5% (n = 25)

28.6% (n = 12)

4.8% (n=2)

4.8% (n=2)

90.5% (95% CI, 77.4%-97.3%)

Mot reached (95% CI, 5.3 months-MNE)

ASCO 2020 | PIPELINE

14.0 mo (95% Cl, 6.4-14.0 months)
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TOXICITEIT

Mausea | ——

.|!l.||:|-|:||'E'|:|-I!|

creased appetite [ E—
Meutrophil count decreased”
Vomiting
Diarrhea

- 'm=
- nm
Weight decreased I
Constipation |
|
- nm
|
-
]
. m

Patients (N = 42}

Fatigue

WEBC count decreased
AST increased
hAalaize

Grade 23

Lung infection
Pyrexia
0 40 S0 &0
decreased, I 2N Pati=nis 'Iﬁ:l

All Patients (N = 42)

Grade Any Gradef
n (%) 1 Grade 2 Grade 3 Grade 4 Grade 5 Total

Interstitial lung disease 04 5(11.9) 0 0 0 5(11.9)
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Abstract 9505

Efficacy and safety of the antibody -drug conjugate (ADC) SAR408701 in patients
(pts) with non -squamous non-small cell lung cancer (NSQ NSCLC) expressing
carcinoembryonic  antigen -related cell adhesion molecule 5 (CEACAMS).

Anas Gazzah, Charles Ricordel , Sophie Cousin, Byoung Chul Cho, Emiliano Calvo , Tae Min Kim,
Carole Hélissey, Jin-Soo Kim, Maria Vieito, Valentina Boni, Mustapha Chadjaa , Marie Hospitel,
Semra YOruk, Fabrice Barlesi
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CEA-related Cell Adhesion Molecule 5

" \ 1 / y . | " ’ - ~ ARA
\* | :g) Humanized antibody: Specific for CEACAMS

Cytotoxic agent: Maytansinoid DM4 (inhibits

tubulin polymerization)

DM4
Cytotoxic agent
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STUDIEOPZET (primair eindpunt = ORR)

NSQ NSCLC *

High Expressor) 64 Patients Treated

CEACAMS 22+ in 250%

NSQ NSCLC

28 Patients Treated

Dose Escalation | (Moderate Expressor)

Advanced Solid |=y MTD ,L'E-c-answnrni’rase CEACAMS 22¢ In 21% and <SO%

lumors | B -
SCLC
CEACAMS 22+ in 21%

MTD determined as

3 Gastric carcinoma
m m* f
100 E/ QzW CEACAMS 22+ In

250%

Colorectal cancer
All comers

ASCO 2020 | PIPELINE

Expansion Phase in NSCLC

Inclusion restricted with
CEACAMS expression, via IHC
testing in most recent archival
tissue sample

High expressor cohort:
CEACAMS at 250% at 22+
intensity

20% of NSQ NSCLC

Moderate expressor cohort:
CEACAMS between 21% and
<50% at 22+ intensity

24% of NSQ NSCLC

*  Tumor assessments - every
4 cycles (8 weeks)
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Overall Population

Response,
n (%)

ORR
_[95% Cl]ﬂ

' Confirmed PR

High expressors

(n = 64)

13 (20.3%)

13 (20.3%)

RESPONS EN TOXICITEIT

Moderate
expressors
(n = 28)

2 (7.1%)

| [12.27-31.71} | [1.98-22.65]

2(7.1%)

50D

28 (43.8%)

15 (53.6%)

' DCR

41 (64.1%)

17 (60.7%)

PD

21 (32.8%)

10 (35.7%)

b———

| NE

2 (3.1%)

1 (3.6%)

Pref T
referred Term Al

Any class, TEAEs 2 10% |
Corneal AE ’
(Keratopathy/Keratitis)|
| Ast_hema‘ |
Peripheral neuropathy
|_(smQ*)
Diarrhea

. Dyspnea

Grades, n (%)
92 (100%)

35 (38.0%)
34 (37.0%)

25 (27.2%) |
21(22.8%) |

SAR408701 100 mg/m* Q2W (n=92)

Grade 23, n (%)
47 (51.1%)

10 (10.9%)
4{4.3%)

1(1.1%)
1(1.1%)

20 (21.7%)
19 (20.7%)

10 {(10.9%)
0

. Cough

Nausea

14 (15.2%)
12 (13.0%)

0
1 (1.1%)

. Arthralgia

|

!
Decreased appetite E

I

!

l
Constipation |

10 (10.9%)
10 (10.9%)

|
|
|
|

0
0

ASCO 2020 | PIPELINE
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NIEUWE DATA IN MET

A Prevalentie van MET exon 14 skipping: 2.3% ( N=60 495)1.
TMB distribution across METex14 NSCLC

Median TMB
(mut/mb)
7.0 METex14 WT NSCLC =_=

A MET exon 14 skipping gaat gepaard met een O | e ANMETetA e ——
lagere TMB en hogere PD -L1. e

60

A Resistentie tegen MET -remmers is in 25% oL
van de gevallen secundair aan een tweede | hlf; |
mutatie in MET en in 8% aan amplificatie |
van MET.

% of samples
N W & w
e ©° ©o ©

—
o

o

n=15747 n=352
METex14 All METex14
WT NSCLC mut NSCLC

1 Awad M. ASCO 2020
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NIEUWE DATA IN MET

A GEOMETRY mono-1: capmatinib, cohortes  METFamplificatie
- ORR 29%(voorbehandeld) en  40% (behandelingsnaief)
- vergelijk met ORR in METex14 skipping (41% en 68%)

A VISION: tepotinib, METex14 skipping
- ORR 50.0%(MET bevestigd in tumorweefsel)
- ORRIiquid biopsy en tumorweefsel vergelijkbaar (48.5% vs. 50.0%)
- ORR bij hersenmetastasen hoog (54.5%)
- HRQoL blijft bewaard tijdens behandeling

A FASE 2: savolitinib, METex14 skipping (cohort 1)
- ORR 46.0%(voorbehandeld) en  54.2% (behandelingsnaief)
- 35.7% pulmonair sarcomatoid carcinoom (PSC)

ASCO 2020 | PIPELINE



METADb | STUDIEOPZET (coprimair eindpunt = ORR/PFS)

BASKET Cohort
MET-amplified

Disease

Phase 2a Progression

or
(0245) NSCLC MET‘ treatment
RP2D amplified® discont.
Loading: 18mg/kg C1D1

due to
other
reasons

Maintenance: 12mg/kg Q2W

NSCLC |
&METedeel‘ ‘

ASCO 2020 | PIPELINE 105



RESPONS

DCR
n (%)

DoR (months)
median (95% CI)

mPFS (months)
median (95% CI)

Overall (n=20)

16 (80.0%)

13.8 (3.8-18.4)

5.5(3.8-9.7)

MET TKI Naive (n=10) 10 (100%) 13.8 (3.8-18.4) 74 (3.4-21.9)

METE44 (n=3 ) 3 (100%) 3 (100%%) 6.5(3.8-9.2) 9.2(7.4-11.0)

W ET-Amphfication (n=7) 2 (28.6%) 7 (100%) 18.4 (NE) 5.5(3.4-21.9)
MET TKI pre-treated (n=10) 6 (60.0%) -

WET*4 (n=7)

54(1.2-9.7)
5 (55.6%) - 5.4(1.2-9.7)

MET-Amplification (n=7?) - 1 (100%) - 6.2 (NE)

SYMO1S-01 NSCLC Patients with MET Amplification/Exon 14 deletion
Expansion Starting dose 18 myg/kg

= MET . Ampl
’ Orgoing Prior MET T a on

Trestment Bl mer

Prior Met TKI treated-MET®x'44
subgroup: mOS 9.1 months

mOS not reached for overall NSCLC
population and other subgroups

On-Study Messurerment)
& = -

hange from Basebne in Sum of Diametens

Lowerest
\ \\‘Q\‘\(\\\(\‘\\\‘C-CQQ v
SUUNRNRARARRARNAN AN

,
S

AN
NN

Range of 0S- 0.13, 34.79 months

Percent
NN
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Cabozontinib @

PIPELINE VOOR MET

Tyrosine kinase Inhibitors

Crizotinibe

Glesatinib ®

Savolitinib »

Capmatinib ®

Merestinib »

Tepotinib »

ASCO 2020 | PIPELINE

Monoclonal Antibodies

Specific HCF

PR
.\,//"‘ ) /f:\
’ I i
/'-»‘\\‘/".

S e 4
\\“\ | T

Bispecific
Antibody

Antibody-
drug
conjugate

Specific-MET
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NIEUWE DATA IN RET en EGFR exon 20

A LIBRETT@OL1: selpercatinib, RET -fusie
- ORR 85%(behandelingsnaief) en  64% (voorbehandeld)
- ORR intracranieel 93%

A ARROW: pralsetinib, RET-fusie
- ORR 73%(behandelingsnaief ) en 61% (voorbehandeld)

A ECOG-ACRIN 5162: osimertinib 160 mg, EGFR exon 20 inserties
- ORR 24% / PFS 9.6 m

A CHRYSALIS: amivantamab, EGFRMET bispecifiek Ab
- ORR 36%
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Anti-TIGIT + ant-PD-L1 | STUDIEOPZET (coprimair eindpunt = ORR/PFES)

TIGIT

N

Figure adapted from Manderi et al

Trends Immunology 2017

1L Stage IV NSCLC
» EGFR/ALK wild-type

| Tumor PD-L1 TPS = 1% py

IHC by local or
central assay

N=135

Tiragolumab 600 mg IV q3w +
Atezolizumab 1200 mg IV q3w
No
crossover
Placebo 600 mg IV q3w +
Atezolizumab 1200 mg IV q3w

Stratification Factors: - Co-Primary Endpoints: ORR and PFS

* PD-L1 TPS (1-49% vs 2 50%)

* Histology (Non-Squamous vs
Squamous)

* Tobacco use (yes vs no)

ASCO 2020 | PIPELINE

Key Secondary Endpoints: Safety,

PD or loss
of clinical
benefit

DOR, OS, Patient-reported outcomes (PROs)
Exploratory Endpoints: Efficacy analysis by

PD-L1 status

109




PD-L1 TPS 2 50%
(n=58)

PD-L1 TPS 1-49%
(n=77)

ORR en toxiciteit

66%

Tiragolumab + Atezolizumab [n=67) Placebo + Atezolizumab (n=58)

Immune-Mediated Adverse Event®, n (%)
Grade 3-4

4 Rash
Infusion-Related Reactions
Pancreatitis {Lab)
Hypothyroidism
Hyperthyroddism
Calitis
Diabetes Mellitus
Ocular Inflammatory Toxicity

Adrenal Insufficiency
Nephritis

a6 (bS]
12 (18%)

32 (47%)
Tiragolumab+  Placebo + 9 [13%)
Atezolizumab Atezolizumab

(n=29)

Tiragolumab+  Placebo +
Atezolizumab Atezolizumab
(n=38)

(n=29) (n=39)

b il | | | | (N
o

ragolumalk +
Aterolizumab

Prneumanitis

Hepatitis [Diagnosis and Lab)
hhyocarditis

Vasculitis

10 10 20 p 4n

Ralativa Frequancy (%) Upeluted dataeistedi: 2 Dee 2018

ASCO 2020 | PIPELINE 110



ASCO In 10 conclusies

1. | mmunot herapie |1 )kt naar eerste | 1] n
maar in combinatie met chemotherapie of als combo -immunotherapie?
2 . Ramucirumab mogeli J k een nieuwe opti €

in combinatie met gemcitabine, bij fitte pati€nten en bij gebrek aan beter.

3. 60 Gy I n 40 fracties BID i n SCLC | 1]k
maar bevestiging iIis nodig. Bovendien is immunotherapie op komst
4. Atezoli zumab krijgt concurrentie | n n

maar de winst in overleving blijft gering.

5. Na resecti e van een EGFRm+ NSCLC Dbl 1 |

maar misschien brengt osimertinib verandering.

ASCO 2020



ASCO In 10 conclusies

6 . | mmunot herapi e + chemotherapie voorkec

maar brengt zonder biomerkers ook meer toxiciteit.

7 . Ni vol umab + 1 pil 1 mumab heeft dringenc

effectieve therapie zoekt  patiénten.

8. MET wordt stilaan het nieuwe E GF R é

testen op MET moet standard of care zijn.

9. RETinhibitors zijn klaar voor de kl 1 ni eké

en veranderen de SOC voor symptomatische hersenmetastasen.

10. Antibody -drugconjugaten zi1 jn terug van weg gewees

maar de weg is nog lang.
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