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Targeted therapi:'esbin advanced NSCLC
Small cell lung cancer and others
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Durvalumab consolidation

in patients with stage 111
non-resecable NSCLC

with driver genomic alterations

M. Riudavets® E. Auclin®, Vi, Mosteiro®, N. Dempsey?®, M. NMajem™, R.
Lobefaro®. R. Lopez-Castro’, 1. Bosch-Barrera®, S. Pilotto®, E. Escaleral®,
M. Taglhiamento', J. Mosquera®™, G. Zalcman?', E. Nadal’, G. Lopes?*, D.
Signorelli®, R. Garcia-Campecio??, B. Besse’, D. Planchard®, L. Mezqguita®™™ ~=
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RESULTS (I111/111), Durvalumab outcomes by molecular subgroups
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Bevacizumab + erlotinib vs erflotinib alonmne as
First-line treatment of pts with EGFR mutated
advanced nmnon squamous NSCLC. Final analysis
of the muilticenter, randomiized., phase I
BEBEVERL Y trial.

MNMana Carmela Picacimillo” | Laura Bomnanmnno®, Marina Chiara Garassino=-, Claudio Daz=z=1+%,
Luigi Cavanna®>, Giovanna Esposito”™, Marco Angelo Burgio®, Francesco Rosetti’, Samona
Rizzato®, Laura Arenare’', Piera Gargiulo', Raimondo D Lielio?', Filippo De Marinis®,
Lucro Crinmndo®, Fioriana Morgilio™, Fortunato Crardiiello’, Nicola NorTmanno ', Ciro Galio'™™,
Cesare Gridelhi"', Alessandro Morabito '

Study design

Control arm

NSCLC = Erlotinib 150 mg orally once daily
Untreated
Non-squamous — R —
Activating EGFR mutation e
Stage IIIB o IV 1-1 Experimental arm
PS 0-2 — « Erlotinib 150 mg orally once daily

- Bevacizumab 15 mg/kg iv every 21 days
Strata: Treatment in both arms will be given until disease
PS (0-1 vs 2) progression or unacceptable toxicity or patient’s or
Type of mutation (exon19 del vs 21 L858R mut vs others) physician's motivated decision to stop
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Progression-free survival

Investigator-assessed Blinded independent centrally-reviewed
100 - — EriOtinib> 100 — Erlotini
(median 9.6 months [95%: CiI: 8. 2-10.6]) {mmedian 9.6 months [959% CI: 7_.1-10.6])
s —_— Eriotnib + BEWV — Erlotinit + BEWV
§ (median 15 4 months [959% CI: 12.2-18_6}) §‘ {meaedian 14.8 months [959 CI:12.0-18_3)])
= 75 Unadjusted Log-rank P=0 0057 s 75 Unadjusted Log-rank P. 0.016
5 Adjusted HR 0.66 (95% CI: 0.47-0.92); P=0.01!¢ g usted HR 0.68 (959 CI: 0.48-0.96); P=0.027
B @
2 50 - 2 s0
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[~ = 25
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o _ _ . o
o (=3 2 18 249 30 36 a2 a8 54 Ss0O C') é 112 1'8 2-4 T T 4:2 4'8 54 6-0
Time since randomisation (months) s 2 30 2 ,3 -
Number at risk Nomberat sk Time since randomisation {maonths)
Erotinib s0 s 27 1S 11 s s 2 1 L] o rfotinib eo s 28 17 2 a =3 = 1 1 o
Ernotinib + BEWV s0 €S as 35 20 ic = 2 =2 o o Erliotinib = BEV 80 ss3 48 34 Te 1Q s 3 =2 o o
Overall survival
100 o= E g Progression fZe survival Overall survival
(median 22.8 months [95% CI: 18.3-33.0]) g
= Eriotinib + BEV N HR (9s%ic)  'Mperaction HR (95%IC)  Mracton
(median 33 3 months [95% CI: 24 345.1)) . S value
All patients 160 -l 0.66 (0.47-0.92) 0.72 (0.47-1.10)
~ 15 Unadjusted Log-rank P; 0.1234 :
E Adjusted HR 0.72 (95% CI: 0.47-1.10); P=0.132 ECOG PS 0 29 069 (0.45-1.07)  0.0364 0.79 (0.43-1.42)  0.5650
® 1 55 e 0.51 (0.26-0.99) - 0.49 (0.23-1.05)
> : H
E 50- Age <=65 69 ! q' 057 (0.32-1.01) 08850 —q'-— 0.66 (0.31-1.43)  0.9871
2 65 91 -} 068 (0.43-1.07) M} 067 (0.38-1.16)
- H H
[ '
5 Gender Femala 58 ~—-€— 0.55 (0.30-1.02) 0.7200 @l 0.80 (0.39-1.64) 0.5671
25- Male 102 r'i 0.69 (0.44-1.07) ' - { 0.64 (0.37-1.11)
1 .
1 1
Mutational status  Exon 19 88 ~#  065(0.40-1.05)  0.3393 ﬁl~ 0.93 (0.50-1.72) 0.5142
Exon 21 L858R 66 ' .h 075 (0.42-1.31) @ 059 (0.29-1.18)
0- t 3
T T T T 1 L— ) 15 Smoking history  Never 83 : — 090 (0.52-157)  0.0323 ! ®436 (0.70-284)  0.0077
0 6 12 18 24 30 36 42 48 54 60 Former/Current 77 —®| 049 (0.28-0.82) —a— 0.41 (0.21-0.80)
i Time since randomisation (months) N i
Numer at risk T T i
Erlotinib 80 72 60 a7 3 286 18 10 5 2 0 01 025 ome 152 038 08791 197
Erlotinb+BEV 80 79 72 5 43 24 15 8 3 0 0 = > S
Favours Erfolinib + BEV Favours Erotinib Favours Erlotinib + BEV Favours Eriotinib
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Objective response rate

Investigator-assessed Blinded independent centrally-reviewed
Erlotinib Erilotinib + BEV P Erlotinib Erilotinib + BEV P

Responders 40 (50.0%) 56 (70.0%) 0.01 Responders 43 (53.8%) 57 (71.3%) 0.02
(CR+PR) 95%ClI: 39 0% -60.9% 85%Cl: 60.0%-80.0% (CR+PR) 95%ClI: 42 8%-64 7% 95%Cl: 61.3%-81.2%

CR 1 (1.39%) 1 (1.3%) CR 1(1.3%) 1 (1.3%)

PR 39 (48.8%) 55 (68.8%) PR 42 (52.5%) 56 (70.09%)

sSD 29 (36 .3%) 18 (22.5%) sSD 26 (32.5%) 17 (21.3%)

PD 11 (13.8%) 6 (7.5%) PD 11 {(13.8%) 6 (7.5%)

Safety

More frequent (>5%) or significantly different severe side effects

Erlotinib Erlotinib + BEV
(%) (2%%) G=3
Diarrhea 76 (96.2) 3 (3.8) 76 (95.0) 4 (5.0) 071
Fatigue 79 (100.0) 0 (0.0) O {0.0) 5 (6.3) 0.06
AST increased 75 (94 9) 4 (5.1) 79 (98 .8) 1 (1.3) 0.21
Proteinuria 78 (98.7) 1 {(1.3) 75 (93.8) 5 (6.3) 0.21
Hypertension 75 (94.9) 4 (5.1) 61 (76.3) 19 (23.8) 0.001
Thromboembolic event 78 (98.7) 1 {(1.3) 76 (95.0) 4 (5.0) 0.37
Rash 66 (83.5) 13 (16.5) 53 (66.3) 27 (33.8) 0.01

One toxic death was reported with Erlotinib + BEV, due to intracranial haemorrhage.
Proteinuria was significantly more frequent with BEV (P=0.004) when considering all grades.
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Post-study anticancer therapies

Erlotinib Eriotinib + BEVY

(N=79) (N=80)
Discontinued study treatment, n (%) 78 (99) 1 (89)
No post-treatment anticancer therapy, n (%)¥ A B0
Missing Information® 11 (14) 14 (20)
First post-treatment anticancer therapy. n (%" RE (72) 49 (69)
Osimertinib 32 (57) 24 (49)
Erlotinib (out of the study) T (13) 8 (16)

Gefitinib - 3 (6)
Platinum-based chemotherapy 16 (29) 13 (27)

Single agent chemotherapy 1 (2) 1 (2)

¥ percentages calculated on the proportion of patients who discontinued study treatment;
1 percentages calculated on the proportion of patients who started a post-treatment anticancer therapy
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Primary results of a randomized phase Il study of
osimertinib plus bevacizumab versus osimertinib
monotherapy for untreated patients with
non-squamous non-small-cell lung cancer
harboring EGFR mutations; WJOG9717L study

UMINOOOO30206

On the behalf of West Japan Oncology Group
Hirotsugu Kenmotsu, Kazushige Wakuda, Keita Mori.
Terufumi Kato. Shunichi Sugawara., Keisuke Kirita, Isamu Ckamoto,
Koichi Azuma. Kazumi Nishino, Shunsuke Teracka, Ryo Koyama.

Ken Masuda. Hidetoshi Hayashi, Ryo Toyozawa, Satoru Miura.

Yuki Sato, Kazuhiko Nakagawa, Nobuyuki Yamamoto, Toshiaki Takahash

WJOG9717L: Study Design

Illlli--l-"ZE"r' ELIGIBILITY CRITERIA ™

= Mon-sgquamaus NSCLT
harboring EGFRN activating
mutaticns

= Clinical stag= 1B, 11IC, IV, or
recurrence after surgical
resaction

= Previously unireatad
= ECOG PSS -1
=  Age 20- years

= Absence of symptomatic
. brain metastases A
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Osimertinib (80 mg, daily)

.l.
Bevacizumab (15 mg/kg, q3w)

Osimertinib (80 mg , daily)
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= Primary

- PFS by the BICRs*

= Secondary

- PFS by investigators
- Owverall response rate

- Dwerall survival

N~ Adverse evenis

-

Stratthication factors: Sex [(female vs. male}, Clhinical stage (I IB-1V ws. recurrence]
EGFE mutation (Del19 deletion vws. LESER])
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Primary Endpoint: PFS (ITT), assessed by BICRs Secondary Endpoint: PFS (ITT), assessed by investigators

Osi mono (n=61) Osi+Bev (n=61) 100% v

Number of events 33 a3

Osi mono (n=61) Osi+Bev (n=61)
Number of evenis 37 3B

_ Z
g- =y Median PFS (95%CI) 20.2mo (1179—NE] 22 ‘me [1981—NE] g 5% - Median PFS (85%Cl) 17 1mo (11.68-30.62) 24.3mo [2001-3236)
‘z 1-year PFS (85%Cl)  63.7%(49.5-749%)  73.8% (60.4-83.3%) § 1-year PFS (85%Cl)  60.6% {46.9-71.8%) 77 8% (64.9-86 5%)
= 2year PES (65%CI)  44.5% (31.0-572%) 49 6% (36162 1%) T 2-ear PFS(95%CI)  30.8% (27.3-520%)  51.3%(37.7-63.3%)
i e )
g 5% &
5 Median follow up, 30.4 mo B2
5
g 25% g 25% -
% 0,
§, HR 0.862 (60% CI 0.700-1.060), (95% Cl 0.531-1.397) £ HR 0.801 (95% C1 0.504-1.272)
& p=0.213 (one-sided) 5 '
% ' A 0 6 12 18 24 n 36 47 438
0 8 12 % 24 & % 2 4 prcepiod et T i randomizaten (o)
i : s Osimertnib ol at 50 35 28 (3] 2313 B 0(74)
:‘::b:: ;:xw, Time sincz randomazafion {meaths) mmmgb;ﬂlw;;i‘:’me 81 Egi 56% m {3} 40 :4; 2 H 21(8) o%zs;
QOsimararib monathersp BII0) 475 M) ® B 1T 0028}
Osmartinit plus muigmab 610 54(3)  40(6) 3B  27i6)  20(10)  0(28) 'M“m“ Hiretsugu Kenmotai, M
—— el NIRRT
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PFS assessed by BICRs, by smoking history PFS assessed by BICRs, by EGFR mutation status

Ever-smoker Never-smoker " :
e e Del in exon 19 Leu858Arg in exon 21
cuhssonac o5 AR st s et M o5 Osimono (n=36)  OsitBev (n=35) Osimono (n225]  Osi+Bev (n=26)
. SO PES (SNCH  136wo (A1) HAmo(OSND) o  MedanPESENGH  33mo(136NE)  2dmo (1312 Medan FFS(96%C  203m0(96NE)  NE{20.1NE) Medien PFS (S5%CI)  157mo(115325)  20.0mo (85244)
# - z Zz ' - - —
e i £ =
g 0o & 1o g 1o & 100%
om
i ‘ § £ § HR 1.246 (95% CI 0.621-2.502)
7% B 7% 2 7m0 B 75
2 .
i : : :
g o & s - § & s
gm- 2 a5n 5253“- " gma- e
e HR 0.481 (95% C1 0.227-1.019) = HR 1.444 (95% CI 0.736-2.833) 2 HR 0.622 (5% CI 0.312-1.240) L
% — 0 ‘ e i T § B WM ® B W T L Y u s h o A
Number st risk 0 6 12 18 24 0 6 42 4 0 [ 12 18 24 0 3% 47 48 : 0 8 12 ABL o B0 B4 48
(numbes cenapred) Time since fandorization (mornhs) Time since randomaaticn (reaths Osoatin moneiherapy 2600 2020 B 100 6 oM B0 0@ 1 EE R e
Osmerinib monolherapy 3100} 23(%) 1465} 9G)  7(5)  6B) 0012 N0 #4@ N@ BE 16 106 0116 Osmetinioplos Bev_ d6(0 (1) B03) 2 D) 156 02 Bl DR WE B TH 5@ 0@
Dsimeinib plus Bav "ﬁ& 22(0 1T() 18(1) W) 1@ 0012 B 3203 23(5 20(5 135 9@ 016 " Hirotsugu Kunmotsu, M ' , -
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Secondary Endpoint: ORR (PPS), assessed by BICRs

Osimertinib monotherapy (n=58) Osimertinib plus bevacizumab (Nn=61)
EO e -
= ° ORR 86% (95% CI1 77-96%) P ORR 82% (95% CI1 72-92%)
: .
£ o
2
=
= -0
-CO
_ao ~
-TCcO -

ngress Hirotsugu Hoanmotsu, D .
. = - Coveonl of Ihs ceeseriastan = = 3 Sl sered resssanTye i =¥ e flur. Peoanission iz regured > -y S
Shouchn T=moor =rtce

Secondary Endpoint: Overall survival (ITT)

1003

HR 0.970 (95% CIl 0.505-1.866)

5% -
=
g S0% Osi mono (n=61) Osi+Bev (n=61)
g Number of events 18 18
S Median OS (959%ClI) NE (33.8-NE) NE [(353.2-NE)
1-year OS (95%CIH 88.39% (88.8-99.8%) D0.29% [(79.4-S5.5%])
Z-year OS (95%%Cl) 75.4% (63.5-85.3%) 8779 [(69.5-89.5%)
a3 - - - — — — ~— - -~
a L= 12 13 =24 20 35 42 48
?mmbe: :;::;:ec) Time since randomizaton maenths)
Ossmearanib monothera 51 (00 6141} SO (1) S3 (1) 4S5 {2 27 13} T (43} g E:g;
»

il of Ins ctesscdnlbon = . FPermasSsion iz regured v re-use

ey <
O=mwartinib plus bevascazumab o1 (00 SS9 (0) S5 {0) S3(t) 4T L3 39413} 122
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Amivantamab NMonotherapy and in
Combination with Lazertinib in
Post-osimertinib EGFR-mutant NSCLC:
Analysis from the CHRYSALIS Study

Natasha B. Leighl’ Catherine A Shu?, Anna Minchom?, Enriqueta Felip®
Byoung CThul Cho®, Keunchil Park”_ Ji-Youn Han®, Michae!l Boyer®, Chee Khoon Lese'0,

Victor Moreno!'?, Pascale Tomasini 7, Santiagoe Viten'=, John Xie | Jaime Mert=1*, Eunice Astis'*,
Robert W. Schnepp '™, Roland E. Knoblauch '™ Meena Thayu'' Jose Trigo'™

CHRYSALIS Study Design
(NCT02609776)

. Sophie Cousin®~,

Dose Expansion
Cohorts

Post-any EGFR TKI

(T7S0M~+, C797S+)
Post-any EGFR TKI

(T790M-, C7S7S)

Post-osimertinib
AMI Cohort

Post-osimertinib
(CTOTS+)»

Post-any EGFR TKI
(MET amplified)

n=121
(Majority biomarker preselected)

Monotherapy
1050/1400 mg AMI

(Biomarker unselected)

Post-osimertinib
Combination AMI + LAZ: EGFRm NSCLC, AMI + LAZ Cohort
1050/1400 mg AMI post-osimertinib n=45
+ 240 mg LAZ or R

SOC Chemo

Al cohorts closed except
MET Exon14 Skipping

ongress 18 Apat 2021 dats culioll
<1 =The firs? 33 pabunts wors usssaiodied bofora e cobior! was amendad 1o solect only for CFS7S
AN prrevant ab chamo, ¢

wvan b vormo herspy . GNSCLC, advanced non-senall coll lung cancer, ECFRImM, epetarnmal growth Sactior recepiion mustatad . LAZ lazadedy, NSCLC, non-sans! oodl he
SOC, standare of care, TX], yrocsana knasa snhidor

J Cancos Leigh! et al. #11892MO



Efficacy: AMI Monotherapy and AMI + LAZ

(descriptive cross-cohort analysis) AMI (n=121) AMI + LAZ (n=45)
Best response® 27% 36%
P ORR: 19% (95% Confirmed ORR’ (95% CI) 19% (12—27) 36% (22-51)
Cli, 12-27) CR o 1 (23%6)

PR 23 (199%) 15 (33%)

sD 53 (449%) 14 (31%%6)

PD 39 (32% 11 (24%

AMI + LAZ OR:;: 2216;4,9)5% NE & (5% : 4 (9% ;
'

CTBR o 1295 g5 A (49 =
0% 10% 20% 30% 40% mPFS (95% CI) 4.2 mo (3.2-5.3) 4.9 mo (3.7-9.5)
mF/U (range) 6.9 mo (0.7—-38.6) 11.1 mo (1.0-15.0)

"ORR among pabents with identiied EGFR/MET-based ocsimertinib resistance was
186% for AMI and 47%6 for AMI + LAZY >

Best Response. m Confirmed Unconfirmed

Addition of lazertinib to amivantamab was associated with numerically higher objective response rate
and longer duration of response after progression on osimertinib

Responses over Time for AMI Monotherapy and AMI + LAZ

(descriptive cross-cohort analysis)

s , AmMi AMI (n=121):

§_ i = Median time on treatment = 3.7 mo (range. 0.03—32.2)

§ — Among responders = 8.3 mo (range. 2.8-32.2)

§ ~ em—— Ly - - o - = - |39% ‘had responses =6 months J

E I - progressions was documented among 17% of

S : patients with 13% being new CNS lesions

§ AMI + LAZ (n=45):

E = Median time on treatment = 5.6 mo (range, 0.5—-14.8)

§ — Among responders = 12.0 mo (range, 4.1—14.6)

g = |169% had responses =6 months

5 - progression® was documented among 7% O
patients with 4% being new CNS lesions

Beost Overal Respoose: Bl <X B PR @& SO -;0 B MNEUNK
Cmplecs . D mcormt s o

Trestrren! Status > Ongoing @ <
[=2 Pre

o

AME pict e Tuscabed S 68 weekos [x-axrs) and 1207 (y-xcs ] "ONS montormg s peciormmed per local standands
AW gmevantamab, CNS  ceciral nervoas aystam. CR, comglate respgonse; LAZ Grerend. mo, month, KE not evaluable. PO, progresamnse dssase; PR, partal responss
S0 stabls disaase. Sol). sum of Gameaters. UINK. unenown Leighl et al. #1192M0
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Ammivantamab Plus Lazertinib in
Post-osimertinib, Post-platinum
Chemotherapy EGFR-mutant Non-small
Cell Lung Cancer (INSCLOCOC): Preliminary
Results from CHRYSALIS-2Z2

Catherine A. Shu', Koichi Goto?, Yuichiro Ohe®, Benjamiin Besse®, Keunchil Park™S,
Yongsheng Wang®, Frank Griesinger’, James Chih-Hsin Yang®, Enrigueta Felhip®,
Rachel E. Sanborm ', Reyes Bermabe Caro’', Joshua M. Baumli'¥_ Jun Chen™=,
Elhizabeth Fennema®™3, Janine Mahoney's, Leonardo Trani'?, Roland E. Knoblauch ™3,
NMeena Thayu'™s, Byoung Chul Cho'

CHRYSALIS-2 Study Design: Cohort A

- Prior Therapies -
Osimertinib ; Platinum-based Cohort A 'J?4f’glgt
(13 line or 2™ line with prior = chemotherapy E [ \ 6:8(‘)”")
139279 gen EGFR TKI) (last ine) Amivantamab 1050/1400 mg 29 efficacy-evaluable™
(IV QW Iin C1, Q2W thereafier)
: : i + - b
Platinum-based chemotherapy, osimertinib = other o : Heavily Pretreated
S5 3 : £ S - Lazertinib 240 mg = n=56
{(no restriction toc pror lines, no prespecified sequence) (oral QD) 47 efficacy-evatuable>

Key Eligibility Criteria ; Endpoints
= Metastatic advanced NSCLC : = Owverall response rate (Primary) = Progression-free survival
= EGFR Exoni19del or L858R : : = Clhinical benefit rate = QOwvwerall survival

H = Duration of response = Adverse events




Target Population: Antitumor Activity of Amivantamab + Lazertinib

B ; B el Bepmerme S M 50N PO Among 29 efficacy-evaluable® patients at a median
=& » follow-up of 4. 6 mo (range, 0.4—9.6):
%g bt = [ORR = 41% (95% CI, 24-61)
5 =
g% :ija = CBR = 69% (95% CI, 489-85)
=i - rvledian time on treatment = 4.2 mo (range, 0.03—8.4)
. = Responses observed early
_ e Tramrat Sl | B Orgmimg @ Cormpletedamcontnises — mTTR = 1.4 mo (range, 1.4—4.4)
=+ o - - e e e e o Fromt
§ § = = 8/12 patients who responded are progression-free and
TE e 3 S = remain on treatment
gg =g = 5/12 patients with stable disease remain on treatment
-l (longest at 6.9+ mo)

Heavily Pretreated: Antitumor Activity of Amivantamab + Lazertinib

:: Aest Ouveeal Resporse B O B P W =0 W PD
—
o =
o 3
" =
=03
e
20 3

Among 47 efficacy-evaluable® patients at a median
follow-up of 4.5 mo (range, 0.3—9.7):

=] ORR = 21% (95% CI, 11—36)
= CBR = 51% (95% CIl. 36—66)
IMedian time on treatment = 3.7 mo (range. 0.03-9.7)

Chinge from Baselne n
oD of Tavgel Lesions (%)

O = =

s

ot

100 = Responses observed early

e S TR W T i — mTTR = 1.5 mo (range. 1.3—4.2)
= i‘i 20 - Frog reestve Deaase Pre Post ) )
§ B = 10/10 patients who responded are progression-free
- % 20 e N and remain on treatment

<0 -3
g-% =0 = 10/26 patients with stable disease remain on
53 = treatment (longest at 9.6+ mo)

oo

L O 2 4‘ = = v l - 1w ™"
Months
=Faments who recassad al lesst one dose of Sacly Grug and Were 1o hawe Nderpone & least 3 schadulied POSihan: 556 CRSCRsE ASSeseaTen s Of deconimesad Iraatmens Ior any feason. Noudng deaess Propgressorydentt. prmor 5o T cmecad outon
= . PR Oor S =117 weaks ). TR, Compiste nasponss . o month . m T TR, madian e 10 Arsl comfrmad seaDonss. NE nof ecaluabtie OFRSR. overall responss rals . D Drogreas siue (hsamess
Shu et al. #11393MO

31 RO MRS is &) Ny Pothaseirg s Scsossmmer:!  heae 1our Rehiarss Sro mot ol adoed n The sgeder péot
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Efficacy of Datopotamab Deruxtecan (Dato-DXd)
in Patients With Advanced/Metastatic Non-Small
Cell Lung Cancer (NSCLC) and Actionable
Genomic Alterations (AGASs): Preliminary
Results From the Phase 1 TROPION-
PanTumorO1 Study

Edward B. Garon,” Melissa L. Johnson.,” Aaron E. Lisberg,' Alexander Spira_~
Noboru Yamamoto,® Rebecca S. Heist,.® Jacob M. Sands,.® Kiyotaka Yoh,”

Funda Meric-Bermstam,® Satoru Kitazono,? Jonathan Greenberg.'© Fumiaki
Kobayashi,'” Yui Kawasaki,'" Lori Jukofsky,'? Kota Nakamura, ' Toshio Shimizu®

TROPION-PanTumorO1 Study Design

Key Inclusion Criteria’ Dose Escalation Dose Expansion® AGA Subset Analysis

NSCLC cohort

» Relapsed/refractory
advanced/metastatic solid
tumors

Dato-DXd 0.27

to 10 mg/kg Q3W —_—
- 50 patients at 6 mg/kg

E—
|l MTD established: 80 patients at 8 ma/kg ~—
8 mg/kg Q3wW
= Age =18 (US) or =20 (Japan)
years 6-mg/kg dose chosen for
- ECOG PS 0-1 further development?3

* Measurable disease per TNBC, HR+/HER2—, and other tumor types
RECIST version 1.1 ’ : A

- Stable, treated brain
metastases allowed

Primary objectives Secondary objectives®

Establish MTD,; safety, tolerability Efficacy.® PK, ADAs

ADA, antidrug amibody: ECOG PS, Eastern Cooperative Oncology Group performance status; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; MTD, maximum tolerated dose; P,
pharmacokinatics; Q3W, every 3 weeks; RECIST, Response Evaluation Criteria in Sofid Tumors. TNBC  tnple-nagative breast cances

“ Pratreatment turmor tissue was required for retrospective analysss of TROP2 exprassion. ® Includes patients treated i the dose-ascalation and dose-axpansion portions. = AGAs weare investigator reportad.
4 Addibonal exploratory objectives include analyses of biomarkers assocatad with response. * Response assessments are basad on RECIST 1.1,

1. ClindicalTrials gov. Accessod August 26, 2021 . htpsJicinicaltrials gowca2/showNCTO3401385. 2. Meric-Bernstam F_ et al. ASCO 2021, Abstract B80S8. 3. Spira A ot al WCLC 2020, Abhstract 3407,



NSCLC With AGAs: Baseline Characteristics and Dispositio

Age, median (range), years Received study treatment, %
Weight, median (range), kg 60 (38-107) 4 mga/kg 24
Female, % 56 S ma’/kg 29
Nonsquamous histology. % o7 8 ma’/kg a7
=3 Prior lines of therapy, % 82 Ongoing study treatment, % 12
Previous systemic treatment, % Discontinued from study as
Immunotherapy 41 treatment, %
Platinum-based chemotherapy 91 Progression®© s5
Tyrosine kinase inhibitor 85 Adverse event 15
Osimertinib 6592 Death 3
IActionable genomic alterations, o Others (5]
EGFEFR mutation® 85 Dura-tion on study, 13.4 (7-28)
ALK TUSion 1= median (range), mo
ROS7 fusion 3 Ex sure,
RET fusion 3 me‘:;i)an (range), mo 2. (07-17-2<)

Data cutoff: Apra €, 2021,

RET, ret prot e ROS1, ROS psoto-oncogenae 1.

* Aamong patients with EGFR mutations. ® Among those with EGAR mutations, 10% had exon 20 insertions. © Includes progressive disease per RECIST 1.1 and dimcal progression. © Includes physican decision,
wathdrawal by patient, and octheaer.

~anoaroce

NSCLC With AGAs: Safet

TEAEsS in =10% of Patients® (n=34)

- Nauvsea
Stomatitis
Adverse events, n (%) Fatigue
- Alopoacia
TEAE, % 100 ¥ e
Constipaton
Grade =3 53 Rash
Drug-reiated TEAE, % 88 \Ef:jf’l""'f:
Grade =3 38 infusion-related reacton
= o Mucossal nflarmmaton
Serious TEAE’ Yo 35 Rasnh, maculopapular
Grade =3 29 Diarrhea Grade
Dose adjus ents, °/° Ayny:a; u\-:,f(s.—lr-.rer: p— 1 1.32
tm % INCIoasac S =
TEAEs associated with discontinuation 1S Dry skin
3 N = - Dysgeusis
TEAEs associated with dose interruption 27 Bl taar i
TEAEs associated with dose reduction 15 = 2 ‘30“3"
- = ecreased appeoe (=] —————aa )
ILD adjudicated as drug related, n*= 1 Hyporglycomio
Grade =2 O Lymphopenia
Grade 3/4 o O 10 20 30 40 SO 60 70
<%
Grade S 1 Patients. %

Data cutoff: Apri 6, 2021.

ALP, aikaline phosphatase, ILD, imersttial lung disease. TEAE, reatment-emergaent adveaerse event.
* The case of adjudscated LD occurmred in a patent who recerwed Dato-DXd 8 mg'kg. * Any grade TEAES
occurmnng in <109 of patents but with grade =3 ocowring in =5% of patiems included uliceratve karatitis

Garon EB, at al. WCLC 2021, Abastract MAOC3 02,

EESMD " , .

- The safety profile of Dato-DXd was manageable and

primarily nonhematologic

consistent with that observed in the overall NSCLC
population in TROPION-PanTumorO1:; TEAEs were



NSCLC With AGAs: Antltumor Activity

Best Overall Response (BICR) i Best Change in SOD (BICR) and Tumor Genotype®
Patients® s
i ool RS 8= = {jm
ORR, n (%) 12 (35) EE o+ —— < - s i
CR 0 &2 20- [_
PR 12 (35) R e e
SD, n (%) 14 (41) g 0 “pgtinons ’ .
Non-CR/PD, n (%) 2 (6) 80+ ™ 6 maikg '
PD, n (%) 2 (6) -100 - M 8 ma/kg
NE’ n (OA) 4 (12) Actonable 'l »‘ " g : ; g
DOR, median (95% Cl), mo 9.5 (3.3-NE) oenoc B0 S M 3 S i g i g i g : I
« Clinical activity was observed in EGFR ttions

(Ex19del, L858R) including after
osimertinib and across other AGAs

DAL o0l oy

LD O 4 |
FUGILESD O [
QUL AR [ )

.;
g
:

QL0 O )L

= <
2 .
Z 3
- :
s s

Data cutoff: April 8, 2021,
BICR, blinded independent central review; CR, complete response; DOR, duration of response; incl, inciuding; NE, not evaluable: ORR, objective response rate; PD. progressive disease; PR, partal response;

SOD, sum of diameters; SD, stable disease; w/o, without.
* Includes response-avaluable patients who had 21 postbaseling tumor assessment or discontinued treatment. * 4 patients ware notl mduded in the waterfall plot: 2 who did not have a targat lesion par BICR and

2 who did not have on-study treatment images. © Patant NE. ¢ Patients wath unconfimed PR

021 ongress
Edward B. Garon. MD . MS
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A randomized phase lll study
comparing cisplatin-pemetrexed
with carboplatin-paclitaxel-
bevacizumab in chemotherapy
naive patients with advanced
KRAS mutated non-small cell
lung cancer: NVALT22

,5"': —j-'\ // . 7&‘\\
AR . | \r dAb:
- &N .] W\
NVALT22 Stuy design 00 NVALT22 ResulsnodffenceinPrs (OO

100%
C (AUCS) - P (200
Key Inclusion/Exclusion . mg/m2)- B (15 mg/kg), - CPB
+ Age =18 years 2 — followed by B ‘ ; > 5% - Cls-Pem
3 maintenance | Primary endpoint: 3
+ Pathologically confirmed advanced N Qaw . PFS o Events = 184
KRAS mutated NSCLC ‘ . i Bk Stratified Hazard Ratio = 0.96, 95% C1 0.70 — 1.31, p=0.81
» Chemotherapy naive » O ——  Secondary endpoints: 0] Median PFS CPB = 5.2 months, 95% Cl 4.4 — 6.2
* Previous anti-PD(L1) therapy allowed M ;\- ORR 5 Median PFS Cis-Pem = 4.7 months, 95% C13.9-59
+ Measurable disease (RECIST v1.1) | (‘%g (759, mg/)nf:ﬁl)—PZT ¥ DCR 25%
5 z l mg/m owed by + 0S
ECOG PS0-2 & Pam malntanance
+ Stable brain metastasesallowed Q3w
0%
A 4 y O 6 12 18 24 30 36 42 48 51 60
Time (months)
a) Stratification: Sample size: 240 bR (RECIST v1.1) Q6W
. KRAS mutation (G12C/G12Viother) Number at risk (number censored)
: lEatca?\Gm‘:i(s?a‘sZs’ kol Inclusion from April 2016 to July 2021 € 102{0)39(6) 9(8) 4(8) 2(8) 1(9) 1(9) 1(9) 1(9) 1(9) 0(10)
« 2018: Prior anti-PD(L1) therapy (yesino) ITciusion wals closed prematurely due to L -y (0)35(5) B(7) 7(7) 4(8) 2(8) 1(8) 0(9) 0(8) 0(9) 0(9
O 5 & 12 8 2+ M 3% 42 48 & 60
: Time (months) Carboplatin (C); Paclitaxel (P); Bevacizumab (B)
Carb (C); Pacl (P); Bevacizumab (B)

P Cisplatin (Cis); Pemetrexed (Pem)
OnoTess Cisplatin (Cis); Pemetrexed (Pem) nmmss | ; e
RESMD™™" el
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Primary Data from DESTINY -LungO0O-1:
A Phase 2 Trial of Trastuzumab
Deruxtecan (T-DXd) inmn Patients With
HERZ-Mutated (HERZ2m) Metastatic
MNon—Small Cell Lung Cancer (NSCLOQC)

BEBaoclh T. Lia, MDD, PHD, MIMPH=2, Egbert F. Smiit, vYasushi GGolto, Ka=zuhiko
MNMakagawa. Hibiki Udagawwa, Julien Ma=zigsres, Misako Magasalka.
Lywudmila Bazhaenowa, Andreas N, Saltos, Enriguaeta Felipe, Jose Mo
Facheco, Maurice Parol, Luis Paz-2Ares, Hapil Sa<ena, Ryota Shiga,
Tingkai CTheng, Suddhasatta AAccharywva, JdJavad Shahidi, Dawid FPlanchard,
Fasi & Jdanne

-

DESTINY-LungO1 Study Design

Multicenter, international, 2-cohort phase 2 trial (NCTO0O3505710)

Key eligibility criteria Primary end point
> Cohort 1: HERZoverexpressing© Cohort 1a: HERZoverexpressing© = <
S e Son st e (IHC 3+ or IHC 2+) (IHC 3+ or IHC 2+) Confifraca DRy ICR
Ay e bl e = —. T-DXd 6.4 ma/kg q3w T-DXd 5.4 mg/kg 3w
- Relapsed from or IS refractory N =49 N =41 Secondary end points
1o standard reatment - DOR
- Measurable disease by R PSS
RECIST v1.1 - OS
- Asymptomatic CNS = - DCR
meiastases at baselines Cohort 2: Cohort 2 expansion: - Safety
- ECOG PS of 0 or 1 HERZ-mutated HERZ-mutated
T-DXd 6.4 mgag/kg Q3w T-DXd 6.4 mg/kg q3w Exploratory end point
= A acaly Do A ERe N =42 N =49 - Biomarkers of response

mutation (for Cohort 2%

Data cutoff: May 3, 2021

- 91 patients with HER2MmM NSCLC were enrolled and treated with T-DXd

= 15 patients (16.5% ) remain on treatment to date

- 76 patients (83.5% ) discontinued, primarily for progressive disease (37.4% ) and adverse events (29.7%)

*Patens weh ssympiomatc brain metastases not requiring ongoing stercid or anticonvulsant thecapy weare asllowsed o enrcll "HESZ mutation documented solely from a liquid bicpsy
could Not ber usmaed Sor anrcirmant “THERZ overexprassson without knoarn HESRZ mutastion was sssexssed by local assoassrmant of asrchival tesswe and centrally coafirmed 9Par RECIST 1.1
e m:ongress DCR, disaa=e contral rate; DOR. duration of respanse; ECOS, Fastaern Coogieratres Onoolagy Group; HERZ2, humeen apdarmal growth facior recaptor 2; 1ICR, midespendent cardral
- rasviawy: IHC, immunohistochamistny. ORR, chjscive response rate. OS, overall survival: PFS. progresson-fres surmaval, PS, parformancs status; Qow, avary 2 waaeks: RECIST «+1.1,
Responss Evaluston Critana in Sofid Tumowrs veersaon 1.1




%0 DESTINY-LungO1 #%%s DESTINY-Lung01

Demographics and Baseline Characteristics Prior Therapies

T-DXd
(N =91)
Age, median (range), years 60.0 (29.0-88.0)
Female, % 65.9

Race, % History of any prior systemic cancer therapy,

Asian 34.1 n (%) 90 (98.9)
White 44 0 B _ B

Black 1.1 Prior lines of treatment, median (range) 2 (0-7)p
9“‘9: == Pfior treatment, n (%)

Reg;\c:i‘a' o 25.3 Platinum-based therapy 86 (94.5)
Europe 36.3 Anti—-PD-(L)1 therapy 60 (65.9)
North America 385 Platinum-based and anti—-PD-{L)1 therapy® 57 (62.6)

ECOG PS, % Docetaxel 18 (19.8)
0] 1 25.3|74.7 HER2 TKI® 13 (14.3)

HER2 mutation. %

— *0ne patient was enrolled without receiving prics cancer therapy
Kinase domain 934 *Given separalely or in combmnation
= 6.6 “Patients previously freated with a HERZ antibody or an antibody-drug cenjugate were ineligible, but those whe previcusty

recaived a HER2 TKI such as afatinib. pyrotin®d, or poziotinib wers sllowed

Asymptomatic CNS metastases at baseline, % 36.3
Smoking status, %

Never | Former | Current 571140722
History of prior lung resection, % 22.0

2021 ongress
B . PD-L)1, programmed cell death (ligand) 1: TKI, tyrosine kinase inhibitor.

Confirmed ORR, Best Overall Response, and D(i

o Ny
#%% DESTINY-LungO1

Confirmed ORR?, n (%) (659% 1 44 2 85 4)

Best overall response, n {%)

CR 10(1.1)

PR 49 (53.8)

30 34 (37.4)

PD 3 (3.3)

Mot evaluable 4 (4.4)
DCR, n (%) ‘aee a4 {92.3‘{
h‘ledian DoR, months 9.3 (95% CI, 5.7-14.7)
Median follow up, months 13.1 {range, 0.7-29.1)

APrimary endpoint

= ONEress
i |
m CR, complete response; DoR, duration of response; PO, progressive dissase; PR, partial response; 5D, stable disease.
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o..,s DESTINY-LungO1
Best Percentage Change of Tumor Size From Ba:

0 1 patients (N = 85)= _HERZ mutation COMaln 1GCation »

- B Kinase domain Extracellular domain
g 20 4 S W s P Y = S O W N CEE ESOLAL I 8 ] OO R O T e A S S, SO i O IO L OO U I L TR PRI e Sy S XSS S A P SO N S SO0 3 i o Sl S e i) S e S
2 |
w
C
(s8] @0 D 1 = R ‘
= {
S @
— = -20
@ & OO

a
=
b= s 4G
© £
b —ar— |
S o B0
8 =
[ 2 2
- -80 Responses were observed across HER2 mutation subtypes, as well as in
§ < patients with no detectable HER2 expression or HER2 gene amplification®
HERZ mutation

{exon and subtype)
HER2 protein expression

19]
s
|

i S 5 o S M B B GG o Gl
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“Bast changs in lumar s@e by ICR for 85 of 91 padiants 107 whom basslns and posibasalins dals wera availabls Easalne is 1as! magsuramant 1aken Dadors anralimant “The Cocominag™ DX Tanpst Tasr
ongress Clhoerma Fisher Soenthis) w od to canhrm kel HE HZ mulaban =2 and o deloomene HE RS ssmpdibcabon siatus HE R2 proocin cxpressoco Siatus vaes dotormmneo by smrromaonsincesnsiny aang &
m modified PATHWAY snli HER2 (1B5) (Weevarsm adical Sysisor:, Inc ) gssay. Shown 1B best (mirmum) parcaniags hengs fom basaing in s sum of diamelars for sll targel asions () nagaive, [+,
poanwn; | ranmon N no N sbahhinon Y -.\'w Hw e cals (nxoe rl e =0 onnr HEHZ 1TED Ihariy rinw) naeayde ponnis whnss tumar samnes wera nod valuahie ar assessed  The nprer dxshos borcantal
lins rafivales o 2005 raiesr=e in lumon sy in Sis paleeis who had dosas progession snd Ue ke dazhed s indicaios o 309 docagss in lumun size (ouarlial jesporse)

HERZ2 gene amplification I.

Prior HER2 TKI therapy




100% 7 i . Median PFS
. T L 5.2 months (959% Cl, 6.0-11_.9)

&0%

B0

40%

Percentage of Patients

20%a

D% “ T T T T T T T T T T T T T 1

a 1 = 3 £} 5 & ra a £ 10 11 12 13 14 15 16 17 1B 14 20 21 e 23 24 Z5 bt 27
hdanths

Mo, at Risk: 21 82 83 74 889 535 45 42 385 31 23 21 12 ia 15 15 135 S T T = 1 1 1 1 1 1 a

Median follow-up was 121 months rangs, O.7-Z8_17%
DNENess FFS assassad by ISR using RECIST w11, the median was based an Kaplan-Meiar estimate, arnd 85%, Cl for median wasa computed uasing the
w Broockmeyar-Crowlay mathod, and dashsd linas indicata the 25% CZ1L OF 91 patisnts, 41 had progreseive diseases and 15 had dised by e datas cutoff

dabe . Dela for 359 pabienls werne cemsored as indcated by tick mark:s: ocatients wernes consorned i they discontinesd breastreent.

Owverall Survival

woose | ——— : Median OS
& SRS : s ) 17.8 months (852 CI1, 13.8-22.1)
80%c : -
2
< .
2 =
& s0se ey 0 - oS T
=
= B U SO . — SISl =) e
a1
= 40°c
S
<>
=== e e
20% -
0% <1 Ll T T L Ll T T T r L = Ll T L L L T L3 T T T L v T T T T T L v Ll
o 1 = 3 a s & 7 a g 10 11 12 13 14 15 16 17 18 19 =20 =21 22 =23 =24 25 26 =27 28 29 30
Months
No atRisk: 91 89 88 86 82 77 75 75 70 68 65 S8 51 46 36 29 25 22 19 192 17 15 14 13 13 10 7 = 3 1 o

=1 ongress PAcdian follow-up was 132.1 months (rtange, 0 7-29_1 morths)
Dasned Ines indicatse the 95%: Cl. Of 91 patients. 47 had died by the data cutoff dats. Data for 44 patients wearas cansoraed as indicated by tick marks; patient:



Overall Safety Summary

. Median treatment duration was 6.9 months
n (%) (N =391) (range, 0.7-26.4 months)

Any drug-related TEAE 88 (96.7)
« [The mosi common drug-relaied | EAES
Drug-related TEAE Grade 23 42 (46.2) associated with treatment discontinuation
were investigator-reported pneumonitis
Serious drug-related TEAE 18 (19.8) (13.2%) and ILD (5.5%)
gi;ifg;‘:;ﬁ:‘?:i;ff'; assoclated with 23 (25.3) « | The most common drug-related TEAEs
S a TEAE T associated with dose reduction were nausea
rug-reiaie associate t ose :
mdﬁﬂmn 31 (34.1) (11.0%) and fatigue (8.8%)
Drug-related TEAE associated with an 2 (2.2}

outcome of death

Ralatiomehip to sbudy drug wwas detarminad by the treating invastigator. "Pnaumonitis {n = 12) and intearstitial lung disesass [0 = 5) ware
T mﬂﬂllﬂl’ﬂSS arang the dnesg-related TEAEs aaascciated with discontnuation. 51 patiant exparenced grade 3 ILD as reported by inveatigator and
diad. The reported ILD was subsegqueanthy adjudicated ass grads & by the intarstitial lung dissase adjudication committes.

ILDY, interstitial lung disease, TEAE, reatment-cmaergent adverse evenl.
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Efficacy and Safety of Poziotinib in
Treatment-naive NSCLC Harborin HER2
exon 20 Mutations: A Multinational Phase 2
Study (ZENITH20-4)

Robin Cormelissen, MD

ZENITH20: Multi-cohort Global Clinical Trial

» Primary

Cohort 1 » Objective Response Rate (ORR)
ng[gm"éem axon » Secondary Flm?l‘l’::;::CLG
20 Insertions » Disease Control Rate {DCR} with HER2 exon 20
» Duration of Response (DOR) insertions
» Safety & Tolerability
»ORR based on Central independent e
sl imaging review Exploratoey PravioLsty
usc:.%' 'MthyHERz ExXon HSMg or R BN
20 insertions . P i NSCLC with EGFR or
Cohort 4: Primary Endpoint Criteria: ORR HER2 exon 20 insertions
95% CI Lower Bound >20% i
EGFR Osimertini
Cohort 3 Treatment: Falures
F"‘é‘g':R"sac"""‘ *16 mg QD in first 48 patients (complete)
L8 *8 mg BID in subsequent patients (enrolling) Cehort 7
insertions 9 guent p 9 Atypical EGFR or HER2
mutaticns

Preliminary safety and efficacy data from Cohort 4 QD dosing being presented here



Efficacy of QD Dosing

All treated
Objective Response Rate (ORR)? 21 (43.8%)
95% confidence interval (29.5, 58.8)
Responses, n
Complete response 1(2.1%)
Partial response 20 (41.7%)
Stable disease 15 (31.3%)
Progressive disease 7 (14.6%) .
Not evaluable 5 (10.4%) Duration of Response (DoR)
IDisease Caontrol Rate (DCR), n 36 (75.0%)
ORR including unconfirmed responseZ?, n 23 (47.9%) Median DoR {months) 5.4
95% confidence interval (33.3. 62.8) {range, V8. =08
By RECIST v1.1; “Two additional response nol confirmed by subsequent imaging in 24 weeks Median follow up of
-Mwwess Robirn Cornutssan response (months) L
Response duration
=8 manths ;ﬁ:
=12 months

Best %Change from Baseline in Target Tumor Size

“% Patieuts Progression Free - As-Treated Population, Responders

| Best Overall Response
C o lete Response

5 0 -
g ~10 -
= 20 =
&

1= .30
B

4 40
[=-]

E .so
=
-
:—ﬁ’ =70 44
S

=

Median % tumor reduction = 35%

Fartal Respoase =88% (42/48) had tumor reduction
Stai>le Disease

Progresane Dacase
ot Evaluablie
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EESMI ™

10

0nE+

0é

o4

Survival Probahility
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Progression-free-survival (PFS)

10 |+ Censored
Median PFS it_k

o6
months) (range 08 - =1
) E 0.8
PFS duration A998 <
=56 months 2594 =
=12 months g °* ‘LI
e
oz -
o —
i 3 [ o L2 e L= 2K
T f mocmths:]
Ad Eusk 4= as L4 r 3 L L ik
Exposure and Safety
=245
T reatmeant-raelataed AE A (10095 )
T reatmant-related Sericus AE S (1O )
Cro=se intermaptions 42 (88%%)
CDrose reductions [T AT TF)
AE leading to perrmanent discontinuaticon 5 (132250
Ay Grade Srade 3 Srade 4 5 5
Diarrbhaea A0 (83} F(15) 0
Raskh 24 (S59) 1F (35] O
Stomatiti=s F escos=ml linfleagaraoasatico NG I = [ © o (17 L
Pa=rmonychia 22 (AS)y <4 (&) O
Frneumnmonitis =2 (<31 1 (2] L

EESVIOT T
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Durvalumab = tremelimumab +
platnnum-etoposude in first-line
extensive-stage SCLC (ES-SCLCQC):
3-year overall survival update from
the Phase 3 CASPIAN study

Luis Paz-Ares.' Yuanbin Chen = Niels Reinmuth = Katsuyuki Hotta * Dmytro Trukhin =
Galina Statsenko.* laximelian J. Hochmair,” Mustafa Ozgiiroglu.® Jun Ho N~
Olaeksandr Voitko,'? Aotem Poltoratsioy '' Francesco Verdesamse '? Libor Hawel '~
igor Bondarenko."* Gydrgy Losonczy. ' Nikolay Comev, " Helen Brcadhurst ™™
Tapashi Daivi."™ Halyi Jiang.""™ Jonathan W. Goldman**

A P USRI oS O PRSIy ARCRI o ! s e R

el Cellen Sorawe f Slat rwe wf 1553 A 1

EESMODT T
CASPIAN Study Design

Phase 3, global, randomised, open-label, active-controlled, multicentre study

= Treaiment-mnaive ES-SCLC
= WHO PSS 0 or 1

= Asymptomatic or treated
and stable brain maiasiasaes

Dwu r'.ralun1.'|l:|- + EP* Durvalumak Primary endpoint
Q3w far 4 ¢ T o wril P - OS5

Durvalumakb + Secondary endpoints

permitted tremelimumakb + EP~ nz::_aulr':ﬂ F'I:-* - PFSS
« Life expectancy =12 weeks Stralified by q3w for 4 cycles - DRRS
- planmesd
Measurable disease per plectirinn - Safety & tolerability
RECIST wi_1 {carbaplabn ws EP* Opti
S ptional PCIT - PROSs
MN=805% [randamis=d} ci=plata) GEW far up o & oyches

- Updated analysis of OS5 after median follow-up of approximately 2 years was a planned exploratory analysis
— PFS and OFRER data were not collected since the previous data cutoff
— Sarious AE=s (including deaths) weare analysed, but other safety data weare not collecied

"EF corcists of choposids E0-1000 meg e wWith oiiher carbaaslaiin A UG 55 or ciepliadin 7580 mgem”, dunvalomail dosoed 21 1 2000 e, endd imoenab desed ot 75 g "TFadents ooukd sec o a2n d 2k ral
Zopoic=s of EF jup 1o & cpoics Indal) ard FCO at e inrsesiganors diEcnefon: SRatiemts neoskaed 2n addaral dose of berrel mumab possER, 5 8y isvestHgalor ascr=amaesl per RECIST 1.1

AEs, adsoise cwerls; AUS, arma undor the cursz; SR, ohjiocthse resconss =is; PCL, prostalactic cranizl imasiafion: FD, Slkecase pragressicon PRS, progresshoncfeo sundeal
PROs, patemtnecorted golcomr e FS, pericmranos styus: giw, aveny 3 eesis; gdee, =very £ seocks; SECIET o 1| Respons= Evaluation Srteris n Soled Tumsess seesion 101
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3-year Overall Survival Update: D+EP vs EP
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Efficacy and safety of nivolumab
for patients with pre-treated

pe B3 thymoma and thymic carcinoma:
Results from the EORTC-ETOP NIVOTHYM
phase 1l trial

Nicolas GIRARD, Santiago PONCE AIlIX, Susana CEDRES,
Thierry BERGHMANS, Sjaak BURGERS, Anne-Claire
TOFFART, Sanjay POPAT, Annelies JANSSENS, Radj
GERVAIS, Monique HOCHSTENBAG, Mario SILVA, lrene AL
BURGER, Helmut PROSCH, Rolf STAHEL, Anne-Sophie
GOVAERTS, Alessia POCHESCI, Anouk NEVEN, Solange
PETERS

EORTC-ETOP NIVOTHYM trial: Study Design

NIVOTHYM is an international multicenter phase Il, 2-cohort, single-arm trial evaluating
the use of nivolumab +/- ipilimumab in patients with advanced/relapsed type B3
thymoma or thymic carcinoma, after exposure of platinum-based chemotherapy

Cohort 1: Cohort 2:
Nivolumab (240 mg IV Q2 weeks) Nivolumab (240 mg IV Q2 weeks)

-+ ipilimumab (1 mgag/kg 'V Q6 weeks)
Final results reported

Currently recruiting



EORTC-ETOP NIVOTHYM: Endpoints and Statistics

Primary endpoint:

S eany S Progression Free Survival Rate at 6 months
l (PFSR-6, binary) per independent radiological
review based on RECIST 1.1
Rrachumias 240 mg Iv 127 wewdc
: - Secondary endpoints:
vL = PFSR-6 per local investigator assessment
T [ [ l = Sadely |
of Sestiran, petiare chescad beechin = Overall response rate (ORR) and disease Control
i i e — : ——— - Rate (DCR)
e acd ks loter l - Progression Free survival (PFS)
-‘-i:«::::_r- SDae Haliesat s \”‘ = Overall survival (OS)
e 1 | ) Statistical design
. = Exclude a PFSR-6 of 40% (HO) or less under the
P e aeacs af 8 9h ot e alternative of a PFSR-6 of 80% (H1). The type |

| o%xres

error is 109%, the power 90%
* |Interim analysis for futility and efficacy

EORTC-ETOP NIVOTHYMVI: Safety — safety population

Grade 3
4 > (=5 N _{To) ¥o )
VWorst grade — all AEsS < (7)) 18 (33) 26 (45} S (9> 1 (=)
VWorst grade — treatment related AE 11 (20) 19 (35) 10 (19) 4 (7> -
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EORTC-ETOP NIVOTHYM: PFSR-6 — per-protocol populatic ggptc.ETOP NIVOTHYM: PFS - per-

By central review — PRIMARY ENDPOINT

Mivelumab (n=49}

Nivolumab (n=49)

n (%)
PFS status
No event 15 (31)
Event 34 (69)
Survival rates % (95% Cl)

6 months 52% (37-65)

12 months 29% (16-43)

18 months 21% (9-36)

protocol population

n (%)

FFER-G

Success 17 (35)

Failure 32 (65)

95% ClI 22-50%

80% Cl 26-45%
Reason for failure

PD 24

Death without PO before 6 months 3

Start of new treatment before PD™ 1

Unknown disease status 4

* Patient had PD eccording ta local investiigetor and stared new tresiment

== 2N | A

EORTC-ETOP NIVOTHYM: Overall survival - per-protocol

population

Nivolumab (n=49)

n (%)

Survival status
Alive 33 (67)
Death 16 (33)
Reason for death
PD 12
Other 2
Unknown 2

Hmongr [

Note: In the PFS analysss, patients are censored  at least 2
conseculive dscase assessmnenls have been missed.

2N |

Progrevdcndres watvivel 19
) A K =

Progressiondres survival

A 34049

Events/Total Median (85%CI)

E0131-104)

EORTC-ETOP NIVOTHYM: Response — per-protocol

population

Mivolumalb (n=43)

n{%)

Best overall response during treatment

(investigator)
Partial response (FR) 6(12)
Stable diseaze (SD) 25 (51)
Progressive dissase (PD) 13 (27)
Mot evaluable 510)

Response rate (RR=CR+PR) 12%
9a% Cl for RR 3-23%

Disease control rate (DCR=CR+PR+3D) 63%
95% Cl for DCR 4B8-TT%

* Only palienls which are evaluabks are presenbed on lhe walerlall plol

angwss

Weakmur svissage of s of tauge kesbonis] hom basediae (%)

o A N
E:
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“““lIIun""""

Hivcarmos cohod B Hivolarmis
A moteid popuilin




EORTC-ETOP NIVOTHYM: Overall survival — per-protocol

population

Nivolumab (n=49)

n (%)

Survival status
Alive 33 (67)
Death 16 (33)
Reason for death
PD 12
Other 2
Unknown 2

Survival rates % (95% CI)

6 months 86% (72-93)
12 months 68% (50-80)
18 months 68% (50-80)

Cvecall Survival P9

Overall survwal

Medan (855C0)
21311 CE)
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En resumen

e Bevacizumab no aporta beneficio en pacientes con EGFR mutados ( a valorar el papel
en la poblacion fumadora.

 Amivantamab + Lazertinib postratamiento con osimertinib y en pacientes
previamente tratados presenta buenos datos de respuesta y actividad en pacientes
con mutacion de EGFR. A |la espera de resultados de estudios fase lll.

* Trastuzumab deruxtecan y pozitinib afianzan datos en poblacion con mutacion HER 2

 Durvalumab presenta datos de supervivencia a 3 anos en SCLC y sigue manteniendo
beneficio con aumento de largos supervivientes

* Nivolumab en monoterapia no alcanza su objetivo primario en Timoma o carcinoma
timico a la espera de resultados de la combinacion con ipilimumab



