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BEHANDELING VAN ERSCLC VANDAAG

A Standard of care in eerste lijn:

- 4x (carbo)platinum/etoposide atezolizumab(Impower 133) g3w
mOS 12.3mvs 10.3 m (HR 0.76)

- 4x (carbo)platinum/etoposide durvalumab (CASPIAN) q3w
mOS 12.9 vs 10.5 (HR 0.75)

- bij goede respons + PS-D. adjuvante thoracale radiotherapie (30 Gy)

- bij goede respons + <75 jaar: adjuvante hersenbestraling te bespreken (25 Gy)

A Standard of care in tweede lijn:
- rechallenge carbo/eto (zo sensitief herval)
- topotecan

- temozolomide (zo MGMT promoter meth+)

1 Liu SV et al. J Clin Oncol 2021 | 2 PaAres L et al. ESMO 2021 | Slotman B et al. J Clin Oncol 2015 | Aupérin A et al. NewlEhMed 1999.



Abstract 8505

Serplulimab, a novel antPD1 antibody, plus chemotherapy versus chemotherapy alone as
first-line treatment for extensivestage smalicell lung cancer: An international randomized
phase 3 study.

Ying Cheng, Liang Han, Lin Wu, Jun Chen, Hongmei Sun, Guilan Wen, Yinghua Ji, Mikhail Dvorkin, Jianhua Shi, &hgie |
Shi, Xicheng Wang, Yuansong Bai, Tamar Melkadze, Yueyin Pan, Xuhong Min, Maksym Viguro, Yan Xu, Qingyu Wang, .

ASCO 2022 ©



STUDIEDESIGN

ASTRUMIOS

IV, Q3W, up to 4 cycles
Main inclusion criteria

» Histologically/cytologically diagnosed Serplulimab (4.5 mg/kg, D1)
with ES-SCLC + Carboplatin (AUC 5, D1) Serplulimab (4.5 mg/kg, D1)

* No prior systemic therapy for ES-SCLC + Etoposide (100 mg/m?, D1-3)

* At least one measurable lesion

. ECOG PS 0/1 until disease progression or

intolerable toxicity

Stratification factors

» PD-L1 expression levels (negative: TPS Placebo (4.5 mg/kg, D1)
<1%, positive: TPS 21%, or NA) + Carboplatin (AUC 5, D1) Placebo (4.5 mg/kg, D1)

» Brain metastases (Yes vs No) + Etoposide (100 mg/m?, D1-3)

» Age (<65 vs 265)
Primary endpoint: OS

Secondary endpoints: PFS, ORR, DOR, Safety and immunogenicity

onbehandel de her senmet aosl33wesigntenittio@\GRIANat en, cfr



STUDIEPOPULATIE

Serplulimab-Chemo
(n=389)

Placebo-Chemo
(n=196)

Age, median (range), years
265, n (%)

Male, n (%)

Asian, n (%)

Smoker status, n (%)
Current
Former
Never

SOD of target lesion, median (range), mm

ECOG PS 1, n (%)

Prior systemic therapy 2, n (%)
Chemotherapy
Other

PD-L1 expression levels, n (%)
Positive, TPS 21%
Negative, TPS <1%
Not available °

Brain metastases, n (%)

Liver metastases, n (%)

63 (28-76)
154 (39.6)
317 (81.5)
262 (67.4)

102 (26.2)

206 (53.0)

81 (20.8)
117.7 (13.8-323.7)

318 (81.7)

62 (15.9)
317 (81.5)
10 (2.6)
50 (12.9)
99 (25.4)

62 (31-83)
77 (39.3)
164 (83.7)
139 (70.9)

48 (24.5)

113 (57.7)

35 (17.9)
120.5 (14.5-269.6)

164 (83.7)

3 (15)
2 (1.0)

34 (17.3)
152 (77.6)
10 (5.1)
28 (14.3)
51 (26.0)




STUDIERESULTATEN

Serplulimab-Chemo Placebo-Chemo
(n=389) (n=196)

Events, n (%) 146 (37.5) 100 (51.0)
Median OS (95% ClI) 15.4 mo (13.3, NE) 10.9 mo (10.0, 14.3)

Stratified HR (95% Cl) = 0.63 (0.49, 0.82) p <0.001

OS 12m:
atezo 51.9%
durva 52.8%

serplu 60.7% é12-mo rate

| 60.7% | 43.1%

| 24-mo rate

| 47.8% | 7.9%
—— Serplulimab-Chemo (n=389) : '
-+ Placebo-Chemo (n=196)

T | l — | | | 1 | | 1 T | I | T
T ey e 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26

mOS, months (95% Cl) 12.9 (11.3-14.7) 10.5(9.3-11.2)

HR (95% Cl) 0.75 (0.62-0.91) Time (monthS)

Nominal p-value 0.0032
0.6

828 288 248 212 186 158 124 100 76 &9 40 23 17 13 11 11 7
04 44 123 106 85 72 656 48 35 29 15 11 7 6 4 4 3

0.2

Probability of OS

0
0 12 15 18 21 24
N y Time from randomization (months)
0. at risk

D+EP 268 244 214 177 140 109 85 66 41
EP 269 243 212 156 104 82 64 48 24




STUDIE

Impower133!

CASPIAN

Keynote6043

CAPSTONE*

ASTRUMNO5

IN PERSPECTIEF

Overzicht fase 3 studies ICI + EP bij 1LSCLC

201

268

228

462

389

IClI

atezolizumab
PDL1

durvalumab
PBDL1

pembrolizumab
PD1

adebrelimab
PDL1

serplulimab
PD1

ORR

60.2%

VS 64.4%

67.9%

vs 58.0%

70.6%

VS 61.8%

70%

VS 66%

80.2%

vs 70.6%

PFS

5.2m

vs 4.3 m

51m

vs 5.5 m

4.8 m
vs 4.3

58m

vs 5.6 m

5.7m

vs 4.3 m

OS

12.3 m
vs 10.3 m

12.9 m

vs 10.5m

10.8 m

Vs 9.7 m

15.3

vs 12.8 m

15.4 m

vs 10.9 m

Besluit:er is een bevestigde meerwaarde van /O bij ERCLC

1 Liu SV et al. J Clin Oncol 2020 | 2 PaAres L et al. ASCO 2020 & ESMO 2021 | 3 Rudin CA et al. ASCO 2020 | 4 Wang J et al et@ncol
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Abstract 8507

SKYSCRAPHR: Primary results of a phase Ill, randomized, douHdind, placebacontrolled
study of atezolizumab (atezo) + carboplatin + etoposide (CE) with or without tiragolumab
(tira) In patients (pts) with untreated extensiv&tage small cell lung cancer (ESCLC).

Charles M. Rudin, Stephen V. Liu, Shun Lu, Ross A. Soo, Min Hee Fswuk leagMaciej Bryl, Daphne W Dumoulin, Achim

Rittmeyer, Chablua Chiu, Ozgur Ozyilkan, Alejandro Navarro, Silvia Novello, Yuichi Ozawa, Raymond Meng, Tien Hoanc
Lee, Xiaohui Wen, Meilin Huang, Martin Reck.

ASCO 2022



TIGIT

anti-PD-1 Ab }. 4/‘ anti-TIGIT Ab

Xstrong
'_

Intratumoral CD8+ T cell Intratumoral CD8+ T cell

12
Ghe Z et al. Front Immunol 2021.



STUDIEDESIGN

SKYSCRAPHER

cfr. CASPIAN
1L ES-SCLC Induction (4 x 21 day cycles) Maintenance
*ECOG PS 0-1 Tiragolumab 600 mg IV Q3W + - Treat until
i : iragolumab + =
«Measurable disease Atezolizumab 1200 mg IV Q3W + AR e progression,
; . Carboplatin + Etoposide (CE)* loss of clinical
*No prior systemic bencht of
treatment for ES disease unacceptable
« Patients with treated or Placebo IV Q3W + Placebo + toxicity
untreated asymptomatic Atezolizumab 1200 mg IV Q3W + Atezolizumab
brain metastases eligible Carboplatin + Etoposide (CE)* No crossover
= cfr. Impowerl33
« ECOG PS (O vs. 1 + OS and investigator-assessed « PFS and OS in Full Analysis Set
. Brain meta(stases)(Yes vs. No) PFS in Prin)ars Analysis Set (all randomized p_atients)y ’ CUt'?ff gate of & Rebruaty 2022
’ (all randomized patients without « Confirmed objective response rate « Median follow-up of
* LDH (= ULN vs. > ULN) presence or history of brain + Duration of response 14.3 months (Primary
metastases at baseline) « Safety o Analysis Set)
* Pharmacokinetics
* PROs

13



STUDIEPOPULATIE

n (%) Tiragolumab + atezolizumab + CE Placebo + atezolizumab + CE
(n=243) (n=247)
Age <65 years 117 (48.1) 116 (47.0)
Male 162 (66.7) 164 (66.4)
Race
White 173 (71.2) 174 (70.4)
Asian 63 (25.9) 67 (27.1)
Other* 7(2.9) 6 (2.4)
Tobacco Use
Previous 153 (63.0) 161 (65.2)
Current 81 (33.3) 76 (30.8)
Never 9 (3.7) 10 (4)
Baseline ECOG PS*
0 86 (35.4) 82 (33.2)
1 156 (64.2) 165 (66.8)
LDH SULN 99 (40.7 101 (40.9
Brain metastases 47 (19.3) 46 (18.6)
Treateds 14 (5.8) 19 (7.7)
Untreated 33 (13.6 27 (10.9
Liver metastases 89 (36.6) 94 (38.1)
9-10% hersenmet ads

n

14

CAS



MedDRA preferred term

Anemia

Neutropenia

Alopecia

Constipation

Nausea

Neutrophil count decreased
Fatigue

Diarrhea

Decreased appetite

Rash

Pruritus

40%

—

ADVERSE EVENTS

All cause AEs
(>15% in at least one arm)

Placebo +
atezolizumab + CE

Tiragolumab +
atezolizumab + CE

\

' '
| |

30% 20% 10% 0 10% 20% 30% 40%

Grade "1 2 " 34 5

toevoegen van

tiragolumab leidt niet tot
significante toename van
de toxiciteit, tenzij cutaan.

50%

15



100

Probability of PFS (%)

No. at risk

Placebo
+ atezo + CE

Tiragolumab
+ atezo + CE

=]
o

[=2]
o

B~
o

N
o

0

STUDIERESULTATEN

PFS in the Full Analysis Set

Tiragolumab + Placebo +
atezolizumab+ CE atezolizumab + CE
(n=243) (n=247)
Patients with event, (%) 213 (87.7%) 215 (87%)
Median (months, 95% Cl) 5.1(44,54) 5.4 (4.5 5.7)

Stratified HR* (95% Cl) 1.08 (0.89, 1.31)

= Placebo + atezolizumab

- + CE (n=247)
= Tiragolumab + atezolizumab
+ CE (n=243)
+ Censored
r r 1 r 1 rrrrrrr+rr 1+ rrrTrr
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22

Time (months)

247 237224207 185128 92 73 66 49 40 34 26 20 11 8 3 3 3 3 2 2 NE

243 232224209 188120 74 59 45 41 35 27 18 18 12 9 5 5 3 2 NE NE NE

100

Probability of OS (%)

No. at risk

Placebo +
atezo + CE
Tiragolumab
+ atezo + CE

=]
o

[~
o

-~
o

N
o

0

Interim OS in the Full Analysis Set

Tiragolumab + Placebo +
atezolizumab+ CE  atezolizumab+ CE
(n=243) (n=247)
Patients with event, (%) 132 (54.3%) 132 (53.4%)
Median (months, 95% ClI) 13.1 (10.9, 14.4) 12.9 (12.1, 14.5)
Stratified HR* (95% CI) 1.02 (0.80, 1.30)
= Placebo + atezolizumab
- + CE (n=247)
= Tiragolumab + atezolizumab
+ CE (n=243)
+ Censored
I I 1 1 1 I I I I 1 | 1 1 1 1 1 1 1 ] ] ] 1 | 1
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
Time (months)
247240232226215207 202190176 165152134109 80 52 40 26 19 12 9 7 5 4 NE NE

56:36 24 14 9 7 7 5 2 1 NE

243235228225216210199190176 161141114 30 70

16



SUBGROEPANALYSE

Placebo + Tiragolumab +
atezolizumab + CE atezolizumab + CE
(n=247) (n=243) Unstratified Tiragolumab + Placebo +
Total Median Median hazard Unstratified a‘ezo"zgft‘é; +CE atezo"%’gg@? +CE

Baseline risk factors n n Events (months) n Events (months) ratio 95% CI «— , >
All patients 490 247 132 12.9 243 132 131 1.04 (0.82,1.32)
Baseline ECOG

0 168 82 31 NE 86 41 14.9 1.34 (0.84,2.14)

1 321 165 101 12.0 156 90 11.7 0.93 (0.70,1.24)
LDH

<ULN 199 94 34 19.4 105 48 14.8 1.48 (0.95,2.31)

>ULN 291 153 98 9.9 138 84 10.3 0.92 (0.68, 1.23)
Brain metastasis

Yes 93 46 27 10.6 47 25 11.7 0.92 20.53, 1 59;

No 397 201 105 13.6 196 107 13.6 1.06 0.81,1.39
Brain metastasis: Yes

Treated 33 19 9 16.0 14 5 NE 0.89 (0.29,2.69) <=

Untreated 60 27 18 10.2 33 20 1.7 0.85 (0.45,1.62)
Liver metastasis at enrollment

Yes 183 94 54 12.3 89 57 9.9 1.32 (0.91,1.92)

No 307 153 78 13.8 154 75 14.2 0.92 (0.67, 1. 26)

17



IN PERSPECTIEF

tiragolumab/atezolizumab i.v.m. geregistreerde molecules bij 1L-EDLC

STUDIE N ICI
Impower133! 201 atezolizumab
fase 3 PBL1
CASPIAN 268 durvalumab
fase 3 PBL1
SKYSCRAPBRS 490 atezolizumab
fase 3 PD1
_ +

OS 1 n her senmgdodntds :
11.7 mvs 10.6 m TIGIT

Besluit:tiragolumab vertoont geen klinische activiteit in SCLC

1 Liu SV et al. J Clin Oncol 2020 | 2 PaAres L et al. . ASCO 2020 & ESMO 2021

ORR

60.2%

VS 64.4%

67.9%
vs 58.0%

70.8%

VS 65.6%

PFS

52m

vs 4.3 m

51m

vs 5.5 m

51m
vs 5.4

OS

12.3 m
vs 10.3 m

12.9m
vs 10.5 m

13.6 m

vs 13.6 m

HR

0.76

0.71

1.04 ns

18



PRESS RELEASE MEI 2022

The SKYSCRAPER-01 study evaluating tiragolumab plus Tecentriq did not meet its co-

primary endpoint of progression-free survival

The other co-primary endpoint of overall survival was immature and the study will continue

until the next planned analysis

The tiragolumab development programme continues as planned in non-small cell lung

cancer and other cancer types

=studiein ILNSCLC,PD1 O50%, =zonder

19
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MOEILIJKE TARGETS
EGFR exon 20 inserties
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BEHANDELING VAN EGFR EXONZ20INS VANDAAG

A Standard of care in eerste lijn:

= platinum/pemetrexedH{ij gebrek aan betgr

Retrospectief 1L N BM+
Yand 105 23%
Sh# 21 ?

Wang?® 49 22%
Xu 77 27%

ORR
19.2%
19.0%
?

41.6%

EGFR ex20ins = heterogene groep mutaties (>30 verschillende beschreven)

I sommige mutaties vb. A763_Y764insFQEA mogelijk sensitief aan klassiek€IEGFR

1 Yang G et al. Lung Cancer 2020 | 2 Shi J et al. Chin J Cancer Res 20217 | 3 Wang G et al. Ann Transl Med 2020 | 4 XulWetres| Lung Cancer Res 2020.

21



WHAT ABOUT OSIMERTINIB?

Dosis Dosis Fase Lijn N ORR
Fand 80 mg RS ? 6 68%
Lul7192 80 mg 2 O2L 15 0%
Yasudd 80 mg 1/2 1/ O2L 12 0%
Van Vegget 80/160 mg RS 1-2L 21 5%
Yang 80/160 mg RS 1/ O2L 62 6.5%
ECOGACRIN 5162 160 mg 2 1L 20 25%
POSITION20 160 mg 2 1L 24 27%

1 Fang W et al. BMC Cancer 2019 | 2 Kim TM et al. ESMO 2019 | 3 Yasuda H et al. Lung Cancer 2021 | 4 Van Veggel B et aCdngeg 2020 | 5 Yang GJ et al. Lung Cancer
2021 | 6 Piotrowska Z et al. ASCO 2020 | 7 Zwierenga F et al. Ann Oncol 2021. 22



Abstract 9007

Phase 1/2a Study of CL81 in NSCLC Patients with EGFR Exon 20 Insertion (ex20ins)
Mutations.

Helena Yu, Daniel ShatiVeng Tan, Egbert F. Smit, Alexander I. Spira, Ross A. Soo, Danny Nguyen, Victdfiiholbee, James

Chih-Hsin Yang, Vamsidhar Velcheti, John M. Wrangle, Marc A. Socinski, Marianna Koczywas, David Witter, Asher Page
Zawel, John E. Janik, Zofia Piotrowska.

ASCO 2022




STUDIEDESIGN

CLNO81

PATIENT ENROLLMENT (Total N = 73)

Dose (BID) Accelerated Titration | Rolling 6 Phase 1 Expansion Phase 2a Expansion

30 mg

45 mg

65 mg

24



STUDIEPOPULATIE

Median age (range) 64 (36-82)
Female 41 (56%)
ECOG PS (0, 1) 22 (30%), 51(70%)

Number of prior systemic anticancer regimens'

1 (%) 22 (30%)
2 (%) 32 (44%)
23 (%) 16 (22%)
Median (range) 2 (1-9)
Prior EGFR TKI (non-Ex20) 26 (36%)
Prior afatinib or gefitinib 13 (18%)
Prior osimertinib 13 (18%)
Prior poziotinib and/or mobocertinib (%) 3 (4%)
Prior immunotherapy (%) 40 (55%)
History of CNS involvement (%) 28 (38%)

sterk voorbehandelde
patiénten

>1/3 EGFRTKI

>1/ 3 hersenmet
(onbehandeld toegestaan)

25



Dose BID

AE Term, n (%)
Rash

Paronychia
Diarrhea

Fatigue

Anemia

Dry skin

Nausea

Stomatitis

Alopecia

Dry eye

AST increased
Decreased appetite
Dose Interruptions
Dose Reductions

Dose Discontinuations

ADVERSE EVENTS

<65 mg (N = 23)

100 mg (N = 39)

150 mg (N = 11) Overall (N =73)

All grade' Grade =3 All grade Grade = 3 All grade Grade = 3 All grade Grade =3
19 (83) 0 32 (82) 7 (64) 1(9) 58 (80) 1(1)
6 (26) 0 12 (31) 5 (45) 0 23 (32) 0
4 (17) 0 14 (36) 4 (36) 2 (18) 22 (30) 2(3)
5 (22) 0 8 (21) 2 (18) 0 15 (21) 0
7 (30) 4 (17) 5 (13) 2 (18) 2 (18) 14 (19) 7 (10)
6 (26) 0 7 (18) 0 0 13 (18) 0
5 (22) 0 4 (10) 3 (27) 0 12 (16) 0

2(9) 0 2:(13) 3 (27) 1(9) 10 (14) 1(1)
3(13) 0 6 (15) 0 0 9(12) 0
1(4) 0 7(18) 1(9) 0 9(12) 0
3(13) 1(4) 3(8) 2(18) 1(9) 8(11) 3 (4)
4 (17) 0 4 (10) 0 0 8(11) 0

5 (22) 6 (55) 24 (33)

2(9) 3 (27) 10 (14)

2 (9) 2 (18) 6 (8)

26



Dose Level

. < 65 mg

100 mg

150 mg

PFS

STUDIERESULTATEN

1.00 L, Kaplan-Meier Estimates of Progression-Free Survival

<65 mg BID 100 mg BID 150 mg BID Overall
;L N=23 N=39 N=11 N=73
ﬁ 11 mPFS, months [95% CI] 8 [5-13] 12 [5, NC] 8[1,10] 10[6,12]
0.75 L g

mPFS = median progression-free survival; Cl = confidence interval; NC = not calculated

0.50
ORR: 41%
0.25 .
MPFS: 12 m
Median time on study = 11 months
0.00 2 e
T T T T T
0 5 10 15 20

Months to Event

Number at Risk
<65mg 23 22 20 16 13 10 9 8 7 6 5 2 2 0

27



POZIOTINIB

(HM781-36B)

AMIVANTAMAB
(INJI372)

MOBOCERTINIB
(TAK788)

CLNO81

SUNVOZERTINIB

(DZD9008)
POSTER OP ASCO 2022

1Le Xetal. ASCO 2020 | 2 Zhou C et al. JAMA Oncol 2021 | 3 Park K et al. J Clin Oncol 2021 | 4 Janne PA et al. ASCO 2022.

IN PERSPECTIEF

structuur en dosis

quinazolinegebaseerd TKI
16 mg OD (PO)
TOX: 8 mg BID (PO)

bispecifieke antistof
1050/1400 mg g2w (IV)

pyrimidinegebaseerd TKI
160 mg OD (PO)

pyrimidinegebaseerd TKI
30-150 mg BID (PO)
dosis 100 mg geselecteerd

pyrimidinegebaseerd TKI
50-400 mg OD (PO)
dosisexpansie 26@00 mg

klinische studie/fase

ZENITH20 fase 2 cohoit 1
n=115

CHRYSALIS fase 1éxp
n=81

EXCLAIM fase 12
n=114

NCT04036682 fase 1/2a
n=73 (100 mg = 39 pt)

WU-KONG 1&2 fase 1/2¢
n=52

% hersenmetastasen

10%

22%

35%

38%

40%



AMIVANTAMAB

Bispecifieke antistof (I1V)
met affiniteit voor MET >>
EGFR.

METamp is een gekend
resistentiemechanisme
tegen EGFR K1 0 s .

Nadeel is zowel de
mogelijke toxiciteit van
EGFRals METinhibitie.

Molecule is groter dan
TKI: quid intracraniéle
penetratie?

29



N

POZIOTINIB 115
(HM781-36B)

AMIVANTAMAB 81
(INJI372)

MOBOCERTINIB 114
(TAK788)

CLNO81 /3

SUNVOZERTINIB 52
(DZD9008)

ORR

15%

40%

28%

39%

41%

IN PERSPECTIEF

mDoR

7.4 m

11.3 m

17.5m

10 m

Immatuur

MPFS

4.2 m

8.1m

7.3 m

10 m
(12 min 100

mg)

Immatuur

mOS

22.8'm

24 m

Immatuur

Immatuur

dosisred.

68%

13%

25%

13%

25%

1Le Xetal. ASCO 2020 | 2 Zhou C et al. JAMA Oncol 2021 | 3 Park K et al. J Clin Oncol 2021 | 4 Janne PA et al. ASCO 2022.

AE G12 (G3)

64% rash (28%)
79% diarree (26%)

83% rash (1%)
9% diarree (4%)
44% paronychia (1%)

63% infusiereacties (3%)

18% oedeem (2%)

45% rash (2%)

70% diarree (21%)
38% paronychia (1%)
23% creatining (2%)

82% rash (0%)
36% diarree (0%)
31% paronychia (0%)

40% rash (0%)

54% diarree (5%)
28% paronychia (2%)
23% creatining (7%)

30



FUTURE PERSPECTIVES IN EXON 20

A Mobocertinib:
> fase 3 * in combinatie met chemotherapieT04129502

A Amivantamab:
> fase 3 * in combinatie met chemotheraieT03178552)

A Poziotinib:
> fase 2 * in combinatie met ramucirumaioT05045404)

A Chemotherapie + immunotherapie:
> fase 3 toripalimab (aPEL) in combinatie met chemotherapieT03856411)
> fase 2/3 B-FAST (cohort F) atezo/beva/carbo/paclitaxelcTo3178552)

AAnder e TKI 6s fiurmonestimib, alirnokectiaih, FWiD1509, BDBY, BAY2927088
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MOEILIJKE TARGETS
cMET ex14skipping
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BEHANDELING VAN cMET VANDAAG

A Standard of care in eerste lijn:

= platinumgebaseerde chemotherapie +immunotherapie

A Standard of care in tweede lijn:

- tepotinib (Tepmetkd 500 mg OD
- capmatinib (Tabrecfd 400 mg BID

beide goedgekeurd door EMiA tweede liima chemotherapie of immunotherapie.

AKennis over resistentie tegen MBTK| 6S neemt t oe:
- ontarget: mutaties op G1163 (crizotinib), D1228 en Y1230 (tepotinib/capmatinib)

- off-target: activatie RAS/RAF/MAPK: KRASmM, KRASamp
- off-target: activatie PISK/ACT: PIK3CAmM

Fukino D et al. Lung Cancer(Auckl) 2021.



Abstract 9008

Amivantamab in NSCLC patients with MET exon 14 skipping mutation: updated results fro
the CHRYSALIS study.

Matthew G. Krebs, Alexander I. Spira, Byoung Chul Cho, Benjamin Besse, Jonathan W. Goldman, Pasi A. Janne, Zhiyor
Aaron S. Mansfield, Anna Minchom, S&long Ignatius Ou, Ravi Salgia, Zhijie Wang, Casilda Llacer Perez, Grace Gao, Jo:
C. Curtin, Amy Roshak, Robert W. Schnepp, Meena Thayu, Roland E. Knoblauch, Chee Khoon Lee.

ASCO 2022



CHRYSALI$S STUDIEDESIGN

Dose Expansion
Cohorts

Post-any EGFR TKI

Part 1:
Dose escalation

(T790M+, C797S+) i ] i
Post-any EGFR TKI Post-osimertinib
(T790M-, C797S") AMI Cohort
Post(;séiTn;e;'tinib n=121
+)a . .
e (Majority biomarker preselected)
(MET amplified)

Monotherapy
1050/1400 mg AMI

55 pt van geplande 100 pt

Post-osimertinib

ﬂ | 1050/1400 mg AMI post-osimertinib n=45
+240 mg LAZ or (Biomarker unselected)
350 mg SOC Chemo
ﬂ All cohorts closed except

MET Exon14 Skipping
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STUDIEPOPULATIE

Characteristic, n (%)
Median age, years (range)
Female / Male
Race
Asian
White
Black
Not reported
History of brain metastases
Smoking history
Non-smoker
Smoker
Median number of prior lines (range)

Previously-treated
Treatment-naive, No Prior MET Prior MET Inhibitor, Total,
n=9 Inhibitor,2 n=18 n=28 n=55

70 (57-75) 69.5 (49-80) 70 (43-88) 70 (43-88)
5 (56) / 4 (44) 11 (61) /7 (39) 16 (57)/ 12 (43) 32 (58) / 23 (42)
5 (56) 9 (50) 14 (50) 28 (51)
4 (44) 7 (39) 10 (36) 21 (38)
0 0 1(4) 1)
0 2 (11) 3 (11) 5 (9)
1(11) 2 (11) 7 (25) 10 (18) |
4 (44) 9 (50) 16 (57) 29 (53)
5 (56) 9 (50) 12 (43) 26 (47)
0 1.5 (1—4) 3 (1-10) 2 (0-10)

slechts 55 patiénten, waarvan 9 niet voorbehandeld
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STUDIERESULTATEN

60 -
50 - Best Overall Response: mPR =SD mPD mNE/UNK
£ 40 _
2R 30 MPFS = 6.7 m
oo g - BB BN SN S S S———— R SS———— S N 8 0 8 0 N W RN SN RS S S AR . I ——
n <
S 10
gﬂ 0 - :
5 o
o D o0 A
gﬂ <304
¥ o3 Y
O o .40 s
%9 50
a? -60 -
-70 A
-80 -
Prior therapy:

Treatment-naive

MET inhibitor

Treatment-naive No prior MET inhibitor
4 PRs / 72; ORR=57% 7 PRs / 15%; ORR=47%

Prior MET inhibitor All patients
4 PRs® / 24; ORR=17% 15 PRs / 46; ORR=33%

ORR 1L in tepotinib (137 pt) = 54%*

37
* Griesinger F et al. ELCC 2022.



DOSISREDUCTIE
Amivantamab: 12%

Tepotinib: 16%*

* Paik PK et al. New Engl J Med 2020.

ADVERSE EVENTS

METex14 Subset (n=3595)

TEAE (215%) by Preferred Term, Median follow up 5.1 months
n (%) All Grades Grade 23
Infusion related reaction 38 (69) 3 (5)
Ras 17 (31) 1(2)
Dermatitis acneiform 22 (40) 0
Paronychia 21 (38) 0
Fatigue 17.(81) 2(4)
Hypoalbuminemia 15 (27) 1(2)
Stomatitis 151(27) 0
Decreased appetite 12 (22) 0
Dyspnea 4
Pruritus 12 (22) 0
Nausea 11 (20) 0
Constipation 10 (18) 0
Hypomagnesemia 9 (16) 0
Aspartate aminotransferase increased 9 (16) 1(2)
Alanine aminotransferase increased 8 (15) 1(2)
Cough 3(5) 0
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INFUSIE AMIVANTAMAB

Weekly Dosing Every Other Week Dosing

Study Period , ; >
(1 cycle=28 days or Cycle 1 Cycle 2 Cycle 3 Cycle 4

4 weeks) 50-75 mi/u | 5 ' max. 125 ml/u
Calendar i Week Week i Week Week i Week Week
week | s 7 || o 11 |i| 13 15
Cycle i Day Day | Day Day | Day Day
day P 1 15 § 1 15 1 1 15
Study drug | i |

administration ! . . ! . . ! . H

D1: 350 mg
D2: 700/1050 mg
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FUTURE PERSPECTIVES IN MET EXON 14

A Capmatinib:
> fase 2 * in combinatie met spartalizumab (aPIINCT04323436)
> fase 3 * versus docetax@liCT04427072)

A Bispecifieke antistoffen:
> fase 1 * Sym015 (METXMETNCT02648724)
> fase 1/2 * REGN5093 (METXMENET04077099)
> fase 1 * MCLAL129 (EGFRXME{NCT04930432)

A Antibody-drug-conjugaten:
> fase 2 * telisotuzumab vedodefincT03539536)

AAnder e TKI 8s sawlitindnmengstirkbk gtumetimbg(SCC244), ningetinib, bozitintbOPLB
APL101, TPX0022, TQB3139, BRS016M



2C

MOEILIJKE TARGETS
EGFR ex 19/21 post osimertinib

ASCO 2022 4l



RESISTENTIE TEGEN OSIMERTINIB

Resistance mechanisms to first-line osimertinib
CHRYSALISLSeX].

8Q

EGFRamp
G724S
E] Acquired EGFR mutations '/—/ S768l|
METamp (7-15%) IN S | G H :|2

———— HER2amp (1-2%)
' SPTBN1-ALK

l L
- RET fusions
BRAF fusions

[] Acquired amplifications

|:| Acquired oncogenic fusions

[[] Acquired MAPK-PI3K mutations

[] Acquired cell cycle gene alterations 40-50% ’\ BRAFV600E (3%)
' PIBKCA (7%)

KRAS (3-4%)
HER2 (1%)

CCND1amp
CCND2amp
CCNE1amp
CDK4amp
CDK6amp

[ ] Unknown

[] Transformations (SCLC, SCC)

42
Leonetti A et al. Brit J Cancer 2019.



Abstract 9006

Amivantamab and lazertinib in patients with EGFRutant nonsmall cell lung cancer (NSCL(

after progression on osimertinib and platinufbased chemotherapy: Updated results from
CHRYSALI3.

Catherine A. Shu, Koichi Goto, Yuichiro Ohe, Benjamin Besse;i&en Li, Yongsheng Wang, Frank Griesinger, James €hih
Hsin Yang, Enriqueta Felip, Rachel E. Sanborn, Reyes Bernabe Caro, Joshua C. Curtin, Jun Chen, Janine Mahoney, Lec
Trani, Joshua M. Bauml, Meena Thayu, Roland E. Knoblauch, Byoung Chul Cho.

ASCO 2022



CHRYSALI3

LAZERTINIB
+

AMIVANTAMAB

COHORT A COHORT B
EGFR ex19del & ex 21 L858R EGFR ex20ins
na osimertinib + chemotherapie na SOC + chemotherapie

COHORT C COHORT D
zeldzame EGFRutaties EGFR ex19del & ex 21 L858R

niet voorhandeld of na-2¢ TKI na osimertinib + geen chemotherapie

primair eindpunt = ORR
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STUDIEPOPULATIE

Characteristic, n (%) m Characteristic, n (%) m

Median age, years (range) 61.5(31-83) Smoking history

Male / female 57 (35) /105 (695) Non-smoker 111 (69)

Race Smoker 49 (30)
White 42 (26) Unknown 2(1
Asian 99 (61) Median number of prior therapy lines (range) 3 (2—14)
Black 1(0.6) 2-3 117{12)
Not reported 20 (12) 24 45 (28)

ECOGPS 0/ 49 (30)/ 113 (70) | Prior therapy regimens

Brain metastases at baseline? 66 (41) Frontline osimertinib = platinum-based chemo 39 (23)
Untreated 30 (19) 1st/2nd-gen EGFR TKI - osimertinib - platinum-based chemo 67 (42)
Treated Heavily pretreated or out of sequence 56 (35)

sterk voorbehandelde patiénten
na amendement enkel nog beh
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STUDIERESULTATEN

60 Prior Therapy Groups BICR ORR (95% CI) INV ORR (95% CI)
50 B Osimertinib 2 platinum-based chemotherapy (n=39) 21% (9-37) 26% (13-42)
40 1st/2nd-generation EGFR TKI - osimertinib - platinum-based chemotherapy (n=67) 36% (25-49) 30% (19-42)
30 B Heavily pretreated or out of sequence (n=56) 39% (27-53) 29% (17-42)

£ 20

g2 10

o)

§s O°

7]

c & 10

2 g -20

o5 -30

c -

S%  -40

29 s

B o - -

go ORR = 33% (vs. 36% in cohort D)
.70 MDOR =9.6 m
-80 MPFS =5.1m : :
s ORR intracranieel = 26%
o mOS =14.8 m

+ 10 efficacy-evaluable patients did not have any evaluable post-baseline target lesion measurements
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ADVERSE EVENTS

TEAESs (215%) bv Preferred Term. n (%) All arade
EGFR-related
Rash 71 (44)
Dermatitis acneiform 55 (34)
Paronychi 84 (52 . .
Sl e 35% dosisonderbrekingen
Diarrhea 36 (22)
Pruritus . .
MET-related 10% dosisreducties
Hypoalbuminemia 70 (43)
Peripheral edema 43 (27) . .
Other 7% pneumonitis (4%
Infusion related reaction
Increased ALT 46 (28) 5(3)
Nausea 40 (25) 3(2)
Decreased appetite 39 (24) 1(1)
Constipation 38 (23) 0
Asthenia 37 (23) 7(4)
Dry skin 37 (23) 0
Vomiting 36 (22) 1(1)
Increased AST 35 (22) 3 (2)
Dyspnea 33 (20) 13 (8)
Thrombocytopenia 33 (20) 2(1)
Fatigue 32 (20) 4 (2)
Headache 29 (18) 2(1)
Anemia 27 (17) 4(2)
Hypocalcemia 26 (16) 1(1)
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/-EGFR
ex19del or
L858R

UM' -Locally

advanced or
metastatic
-non-5SqCC
\NSCLC

~

/

Nagasaka M et al. Lung Cancer(Auckl) 2022.

FUTURE PERSPECTIVES IN EGFR POST OSI

1stgen
EGFR TKI
OR
2" gen
EGFR TKI

MARIPOSA-2 (NCT04988295) Phase 3 schema

Osimertinib

Osimertinib

C Carboplatin/Pemetrexed x 4 +

amivantamab + lazertinib =
pemetrexed/amivantamab/lazertinib
\_ maintenance

A 4

/R Carboplatin/Pemetrexed x 4 +
1

101 amivantamab —
N=500 pemetrexed/amivantamab maintenance

=( Carboplatin/Pemetrexed x 4 =
L pemetrexed maintenance

Primary endpoint: Progression-Free Survival
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4 A

-11IB/IV

-EGFR ex19del
or L858R
-Asymptomatic
brain mets
allowed

-No x-over of
amivantamab to
single TKI arm(s)
on progression

-Stratifications:
-ex19del v.
L858R

-Race

(Asian v. Non-
Asian)

-baseline brain
mets: (Yes v. No)

\_ J

FUTURE PERSPECTIVES IN EGFR EX19/21

MARIPOSA1 (NCT04487080) Schema

f

2 Lazertinib 240 mg daily +
Amivantamab IV g2 weeks 1050 mg (< 80 kg) or
1400 mg (> 80kg) (N ~ 400)

I Osimertinib 80 mg daily + Matching Lazertinib
L Placebo (N = ~400)

Lazertinib 240 mg daily + Matching Osimertinib
Placebo (N = ~200)

r p

Triple
blinded
(patient,

investigator,
outcome
assessor)

- _/

Primary endpoint: mPFS; Secondary endpoints: mOS, ORR, DoR, PFS2, time to symptomatic progression (TTSP), IC-PFS, safety ]

49



/ -EGFR N\
ex19del or
L858R
-Locally
advanced or
metastatic
-non-SqCC

\NSCLC _J

KEYNOT&HS89
CHECKMATE22

Primary endpoint: Progression-Free Survival, Secondary endpoints: OS and ORR

Nagasaka M et al. Lung Cancer(Auckl) 2022.

EGFR TKI

EGFR TKI

OFFTARGET OPTIES

ORR = 44%

ORIENT-31 (NCT03802240) Phase 3 schema

1s-gen
EGFR TKI
OR
2™ gen
EGFR TKI

T790M negative

MPFS =6.9 m

Cisplatin/Pemetrexed + sintilimab
IBI305 (Bev biosimilar) x 4 =
sintilimab/IBI305/pemetrexed
maintenance

MPFS = 5.6 m

1s-gen

OR Osimertinib

2n:! gen

T790M+

Cisplatin/Pemetrexed + sintilimab +
placebo 2 x4 -

Sintilimab + placebo 2 + pemetrexed/

maintenance

Cisplatin/Pemetrexed + placebo 1 +
placebo 2 x4 =
placebo1 + placebo 2 + pemetrexed
maintenance

ORR = 25%
MPFS =4.3 m
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OFFTARGET OPTIES

Interim Objective Response Rate

ORR,* n (%)
Category N [95% CI]
EGFR ex19/21 Teliso-V dose
post osimertinib 1.6 mg/kg 7 3 (43) [10, 82]
50% post chemo (1.9 mg/kg) 1.9 mg/kg 12 8 (67) [35, 90]
Total 197 11 (58) [34, 80
. . c-Met level
tellsc_)tuzu_m_ab vedotin 1.9 mg/kg High (250%, 3+ staining) 5 (50) [19, 81]
+ osimertinib Int (25—-49%, 3+ staining) 5 (63) [25, 92]
Total
in MET IHC 2+/3+ EGFR mutation
L858R 9 5 (56) [21, 86]
Del19 9 6 (67) [30, 93]
abstract #9013 Total 19" 11 (58) [34, 80]
Last prior regimen
Contained Osi 8 4 (50) [16, 84]
Did not contain Osi 11 7 (64) [31, 89]
Total 19 11 (58) [34, 80]

51
Goldman JW et al. ASCO 2022.



OFFTARGET OPTIES

Overview of Interim Treatment-Emergent

Interim Objective Response Rate Adverse Events

ORR.* n {%} Teliso-V Teliso-V
Category N - MedDRA 24.1 Preferred | (1.6 mg/kg) +| (1.9 mglkg) +|  Total
[55% Cl] Torm Osi Osi N=25
Teliso-V dose n=7 n=18
1.6 mg/kg 7 3 (43) [10, 82] Any-grade TEAE [215% total], n (%) 7 (100) 18 (100) 25 (100)
1.9 mgkg 12 8 (67) [35, 90] Peripheral sensory neuropathy 3 (43) 6 (33) 9 (36)
Total 19t 11 (58) [34, 80] Peripheral edema 2 (29) 4 (22) 6 (24)
Anemia 2 (29) 3(17) 5 (20)
c-Met level e Fatigue 2 (29) 3(17) 5 (20)
Hfgh 1'25&%, 3+ Sfﬁfﬂ]ﬂg} 10 S {SD} [15, B"] Nausea 0 5 (28) 5 (20)
Int (25—-49%, 3+ staining) 8 5 (63) [25, 92] Cough 2 (29) 2 (11) 4 (16)
Total 18% 10 (56) [31, 79] Diarrhea 1(14) 3(17) 4 (16)
EGFR mutation gizziness 1 (34) 3 E;g :ﬂg;
yspnea
Laocr 9 9 (96) [21, 86] Paresthesia 2 (29) 2 (1) 4 (16)
Del19 9 6 (67) [30, 93] Pulmonary embolism 0 4 (22) 4 (16)
Total 100 11 (58) [34, 80] Blurred visior 4 4 (16
SIS Maldlal MaTallaal= Grade 23 TEAE [210% total], n (%) 3(43) 11 (44)
Contained Osi 4 (50) [16, 84] Anemia 3(12)
Did not contain Osi 7 (64) [31, 89] Pulmonary embolism 3(12)
Total 11 (58) [34, 80] Serious TEAE [>1 patient], n (%) 6 (24)
Malignant neoplasm progression 2 (8)
Pneumonia 2 (8)
Pulmonary embolism 2 (8)

ORR = 58%

Goldman JW et al. ASCO 2022.

aanvaardbare toxiciteit
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WAT NA IMMUNOTHERAPIE?
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HUIDIGE STANDAARD IN alIGEEN DRIVER

NIEFTSQUAMEUS SQUAMEUS
|O mono* |O mono*
PDL1 O5 0 % + 4 cycli chemo 1O + 4 cycli chemo
1O/10 (+ 2 cycli chemo) 10/10 (+ 2 cycli chemo)
PDL1 1-49% 1O + 4 cycli chemo 1O + 4 cycli chemo
1O/IO (+ 2 cycli chemo) 10/IO (+ 2 cycli chemo)
PDL1 <1% 1O + 4 cycli chemo 1O + 4 cycli chemo
IO/IO (+ 2 cycli chemo) 10/IO (+ 2 cycli chemo)

NB: niet alle opties zijn beschikbaar in Belgié; + bevacizumab in schema hipower



HUIDIGE 2L/3L = DOCETAXEL (+ NINTEDANIB?)

1.0 r - 1.0
G | DOCETAXEL § ----- BEST SUR CARE
0.9 K - 0.9
g DOCETAXEL BEST SUP. CARE
087 y No of Potients 137 70 - 08
Death 121 (88%) 67 (96%)
E 0.7 Censored 16 (12%) 3 (4%) - 0.7
\ Median Survival F.O Mos.] 5.7 Mos.]
| 95% Cl 5.0, 8.0 (4.4, 6.8
2 0.6 i 1—yr Survival 25% 16% - 0.6
2 1 1—yr 95% Cl (17, 32] 7, 25]
Bu
0.5 - -1 B 0-5
¢ Stratified Log._Rank p_volue = 0.0401
E 04 - " Unstratified Log_Rank p_value = 0.0258 L 04
g 0.3 - 0.3
0.2 - - 0.2
0.1 - 01
0-0 n B 000
I ! 1 | | I 1 | ] | I i
0 3 6 9 12 15 18 21 24 27 30 33

SURVIVAL TIME (MONTHS)

Fig. 1. Overall survival analysis — ITT population.

Roszkowski K et al. Lung Cancer 2000.



WAT NA IMMUNOTHERAPIE?

CYTOKINES . ; TARGETS
~ ’

\\ /
CMK0284 (ILT3) S / CABOZANTINIB (0.a. AXL)

MODAKAFUSP(IFN 2B) S y PATRITUMAB DERUXTECAN (HER3)
SUBASUMSTAT (SUMO)

SRF388 (I27)
NEMVALEUKIN @R")
SOT101 (IR/IL-15 )
NADUNOLIMAB (ILRAP)

.~
.~
~h

|
1
I
I
I
\ 4

COBOLIMAB (T+B)

TIRAGOLUMARB (TIGIT)

RAMUCIRUMARB (0.a. VEGFP) EFTILAGIMOD(LAGS)

ASCO 2022 26



Abstract 9005

Cabozantinib Plus Atezolizumab or Cabozantinib Alone in Patients with Advanced ANamall

Cell Lung Cancer Previously Treated With an Immune Checkpoint Inhibitor: CO&EMIStudy
Cohorts 7 and 20.

Joel W. Neil, Armando Santoro, Santiago Viteri, Santiago Ponce Aix, Bruno Fang, Farah Louise Lim, Ryan
Gentzler, Jerome Goldschmidt, Polina Khrizman, Erminia Massarelli, Shiven Patel, Sonam Puri, Ramu Sudr
Christian Scheffold, Dominic Curran, Enriqueta Felip.

ASCO 2022



CABOZANTINIB

Figure 1. Cabozantinib Targets Pathways Associated With Tumor
Immune-Suppression

A Cabozantinib = multikinaseremmer:
O. a. A X I_ y M E T , R E T , VntEas@uFbesz , é Decreases number/function

circulating and of regulatory T cells and MDSCs

tumor-infiltrating
CD8+Tcells
A Geregistreerd voor de behandeling van « Promotes macrophage @

. phenotype transition « Blocks MET-induced
RCC, H CC en med u "a”’ from M2 -(im)Tu:Ae{ l MDSC @ tumor expression of PD-L1
. . . suppressive) to « Blocks mobilization o
schildkliercarcinoom. (mmune-stimuating) ei—l
neutrophils

A Zou de tumormicro-omgeving (TME) ! l Regulatory T cel
permissiever maken voor immuno . ’
- Neutrophil

therapie. oot

ry

MHC-I

Macrophage

Increases tumor MHC class | expression
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STUDIEDESIGN

COSMIEN21

T e lagere dosis cabozantinib in
Key Eligibility Criteria associatie met 10
« Stage I\ non-squamous NSCLC jvith Cohort 77
radiographic progression on or after one  wap ACtlabo_zantnmb 40 mg QD PO + P
. ST ezolizumab 1200 mg Q3W IV
prior ICl for metastatic disease (N=80) per RECIST v1.1 by
» <2 prior lines of systemic anticancer investigator every 6
therapy* weeks for the first year
- Patients with known EGFR, ALK, ROST,  _ Cohort 20* Al
or BRAF V600E tumor mutations excluded Caboza“t"z;\?_%%)mg QD PO Siaalisl
Primary endpoint: ORR per RECIST v1.1 by investigator
Secondary endpoint: Safety (AEs, SAEs, AESIs)
Exploratory endpoints: DOR, PFS per RECIST v1.1 by investigator, OS

chemotherapienaief toegelaten | associatie atezolizumab bij progressie in cohort 20 mogelijk
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STUDIEPOPULATIE

Cabozantinib + Atezolizumab Cabozantinib
(N=81) (N=31)

Median age, y (range) 67 (38-93) 70 (48-92)
Female / Male, % 43 /] 57 42/ 58
ECOG performance status, %

0/1 35/64 29 /71
Smoking history, %

Current / former / never 17/68/15 10/74716

Adenocarcinoma/ large cell carcinoma / other histoloay. % 94 00/0/0
PD-L1 status available / PD-L1 positive*t, %
umor sites, %

Lung / liver / bone 84/21/30 87/23/29
Lymph node / brain / adrenal 54 /14 /16 61/6/23
Prior lines of systemic anti-cancer therapy*, %
() () /] § /i
Prior platinum-based chemotherapy', % 83 84
Viost recent therapy, %
ICl alone / ICI + chemo / ICI + other / chemo / other 52/23/5/16/4 991231611610

ASCO 2022 | COSMI@?21 o0



ADVERSE EVENTS

40% dosisreductie 58% dosisreductie
Cabozantinib + Atezolizumab (N=81) Cabozantinib (N=31)t

Any grade Grade 3/4 Any grade Grade 3/4
81 (100) 43 (53) 31 (100) 22 (71)

Any TEAE, n (%)

Diarrhea 36 (44) 1(1) 16 (52) 3(10)
Decreased appetite 30 (37) 1(1) 11 (35) 1(3)
Fatigue 29 (36) 4 (5) 11 (35) 2 (6)
Nausea 28 (35) 2(2) 15 (48) 2 (6)
Asthenia 24 (30) 5 (6) 12 (39) 3 (10)
Constipation 21 (26) 5 (16)
Pyrexia 20 (25) 2 (6)
AST increased 19 (23) 9(29)
Hypertension 19 (23) 10 (32)
Vomiting 19 (23) 9 (29)
ALT increased 17 (21) 10 (32)
PPE 17 (21) 6 (19)
Hypomagnesemia 16 (20) 5 (16)
Weight decreased 16 (20) 4 (13)
Pneumonitis 3 (4)¢ 0
Gastric ulcer hemorrhage 0 1(3)¢

1 graad 5 pneumonitis 1 graad 5 upper Gl bloeding
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STUDIERESULTATEN

ORR: 19% ORR: 6%

(ORR 11% zo PEL1 <1%)

ORR docetaxel + nintedanib/placebo in LUMIENg-1 bedraagt 4.4% (D+N) en 3.3% (D+P)

Reck M et al. Lancet Oncol 2014.



