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Kapkivoc tov Maotou

v Erukouptkn Beparmeia: pertuzumab oe HER2 (+)

von Minckwitz G, et al. N Engl J Med 2017; 377:122-131.
v 1" ypap A HETOOTATIKA VOOoOC: abemaciclib og HR (+)

Di Leo A et al. Presented at ESMO 2017. Abstract 2360

v 1n-31  ypapupun Ospormeiog  METAOTATIKAC VOOOU:
olaparib oe BRCA (+)

Robson et al. N Engl J Med. 2017; Epub ahead



MeA€tn APHINITY: @aonc Il peA€tn extipnong tng
Oepamneioc pertuzumab pe trastuzumab otnv
eTiIKOUPLKN Beparneia o HER2 (+) vooo

3 - ~\ Chemotherapy* + trastuzumab
R Central confirmation *pe ab
G — of HER?2 status
= (N = 4805) Chemotherapy* + trastuzumab
R L ) + placebo
Y
< — > < >
Randomisation and treatment Anti-HER2 therapy for a total of 1 year (52 weeks)

within 8 weeks (concurrent with start of taxane)

of surgery Radiotherapy and/or endocrine therapy may be

started at the end of adjuvant chemotherapy

* Standard anthracycline or non-anthracycline (TCH) regimens were allowed

® Primary endpoint: IDFS
® Secondary endpoints: IDFS with second non-breast primary cancers included, DFS, OS, RFI, DRFI, safety and HRQoL

Stratification factors: Chemotherapy regimen, HR status, nodal status, geographic region, Protocol version (A vs. B)

von Minckwitz G, et al. N Engl J Med 2017; 377:122-131.
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APHINITY: teAko KataAuTtiko onpeio DFS

/A Intention-to-Treat Population

~

KPIacebo

100 98.6 96.4 94.1 923
%
o 98.8 95.7 93.2 90.6
&__oﬁ 80-
8
g2 60
2 &
o_
g S 404 = Pertuzumab, 171 events
'g g == Placebo, 210 events
s W0
= 20" Stratified hazard ratio, 0.81 (95% Cl, 0.66-1.00)
P=0.045
0 T T T T T T T |
0 6 12 18 24 30 36 42 43
Months
No. at Risk
Pertuzumab 2400 2309 2275 2236 2199 2153 2101 1687 879
2404 2335 2312 2274 2215 2168 2108 1674

366 /

—

von Minckwitz G, et al. Adjuvant Pertuzumab and Trastuzumab
in Early HER2-Positive Breast Cancer. N Engl J Med 2017; 377:122-131.
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APHINITY: DFS otnv umo-opada
aocBevwv pe LNs+

/C Population with Node-Positive Disease \
100 93.1 94.9 92.0 89.9
———
s
S W 98.2 93.7 90.2 36.7
&
e
2
?, S 40- = Pertuzumab, 139 events
'é S === Placebo, 181 events
(7
E 204 Unstratified hazard ratio, 0.77 (95% Cl, 0.62-0.96)
P=0.02
0 | | I | | | | |

0 6 12 18 24 30 36 42 48
Months

No. at Risk

Pertuzumab 1503 1444 1419 1387 1358 1327 1283 912 423
Placebo 1502 1453 1439 1408 1359 1319 1264 882 405

—

von Minckwitz G, et al. Adjuvant Pertuzumab and Trastuzumab
in Early HER2-Positive Breast Cancer. N Engl J Med 2017; 377:122-131.
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APHINITY: DFS otnv urmto-opada
aocBevwv ue HR-apvntikn vooo

/ A. Hormone receptor-negative \
26 1 06,2 92.6 I1.0%
100
< .
t N —
8 20 )1 2% 7%
2
pe
"
o 50-
£
H
8 404
o
T - Portuzumab, 71 ovents
L] i
2 % — Placebo 91 events
0 <Y
s Unstratified hazard ratio, 0.76 (95% CI. 0.56-1.04)
£ p=0.085
0 | T I | I | T |
0 6 2 18 24 30 36 42 A8
Months
No. at Risk
Peruzumab 864 836 821 813 797 774 7% 600 314
Placebo 858 827 811 793 771 758 730 559 302

o J

von Minckwitz G, et al. Adjuvant Pertuzumab and Trastuzumab in Early HER2-Positive
Breast Cancer. N Engl J Med 2017; 377:122-131 (supplementary information).




APHINITY: Aodalela

4 Pertuzumab Group Placebo Group

Event (N=2364) (N=2405)

no. of patients (%)

Grade =3 adverse event 1518 (64.2) 1379 (57.3)
Neutropenia 385 (16.3) 377 (15.7)
Febrile neutropenia 287 (12.1) 266 (11.1)
Neutrophil count decreased 228 (9.6) 230 (9.6)

| Diarhea 232 (9.8) 90 (3.7)
Anemia 163 (6.9) 113 (4.)

Fatal adverse event; 18 (0.8) 20 (0.8)

Primary cardiac event{ 17 (0.7) 8 (0.3)

NYHA class |1l or IV heart failure and substantial decrease in LVEF§ 15 (0.6) 6 (0.2)

Definite or probable cardiac death 2(0.) 2(0.1)

Secondary cardiac event| 64 (2.7) 67 (2.8)

Identified automatically from LVEF assessments 50 (2.1) 47 (2.0)

Identified by cardiac advisory board 14 (0.6) 20 (0.8)

\S >

o
o B

20| %\IYIl.tAt'New York Heart Association; LVEF, left ventricular ejection fraction.
e

von Minckwitz G, et al. Adjuvant Pertuzumab and Trastuzumab
in Early HER2-Positive Breast Cancer. N Engl J Med 2017; 377:122-131.



MONARCH 3: MeAetn xopnynonc Abemaciclib
otnv a’ YPOUUN LETAOTOTLKAC VOOOU

N-493 .
Abemaciclib

¢HR+/HER2-ABC Y Argwice daily Primary endpoint:
¢Postmenopausal (continuous schedule) Investigator-assessed PFS
OMetastatic_ or Iocal.ly recurrent .S Anastroque: 1 mg ora Secondary endpoints:

disease .Wlth_no prior systemic = Letrozole._2.5 mg QD OS, response rates, safety

therapy in this setting N until PD e

, , = Stratification factors:

¢If neoadjuvant or adjuvantET = .

administered, a disease-free o - - ¢ Metastatic site

torval f>1’2 h go) Placebo twice daily (visceral, bone only, or other)

Interval o o monf E§I' S (continuous schedule) #Prior ET

since compietion o Y Anastrozole: 1 mg ora (NSAI, no ET, or other)
¢ECOG PS =1 Letrozole: 2.5 mg QD

until PD

aPer physician's choice: 79.1%received letrozole, 19.9 % received anastrozole

¢ Statistics: Study powered to 80% at one-sided a=0.025 assuming a hazard ratio of 0.67with prespecified
analyses at 189 and 240 PFS events; positive study at the interim required hazard ratio <0.56and
two-sided p<0006

¢ Enrollment: From November 2014 to November 2015 patients enrolled in 158 centers from 22 countries

¢ Median follow-up: 17.8 months

1. Goetz MP et al. J Clin Oncol 2017;(Ahead of print)

o
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o
; 2. Dileo A et al. Presented at ESMO 2017. Abstract 2360
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MONARCH 3: TeAkO kKataAuTtiko onueio PFS

Median PFS

< 100j Abemaciclib + NSAI: not reached
% 90 Placebo + NSAI: 14.7 months
2 80- HR (95% CI): 0.54 (0.41, 0.72)
S5 70— p=.000021
U) -
o 60+
GJ .
L 50?
E 40
§ 30
5, 207
E 10

00. A P e IR aan

Time (months)
Patients at Risk:

Abemaciclib 328 271 234 205 125 25 1 0
Placebo 165 127 105 82 45 7 0 0

PFS benefit confirmed by blinded independent central review: HR (95% CI): 0.51 (0.36, 0.72); p=.000102

|83 ! L Goetz MP et al. J Clin Oncol 2017;(Ahead of print)
20| ;
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MONARCH 3: AvermuBupuntec evepyetec 210%

Abemaciclib + NSAI Placebo + NSAI
n=327 n=161

Grade, n (%) Any G2 G3 G4 Any G2 G3 G4
Any laboratory abnormality 315(99.7) 146 (46.2) 121(38.3) 21(6.6) 150(94.9) 38(24.1) 14(8.9) 1(0.6)
Creatinine increased? 308 (98.1) 166 (52.9) 7(2.2) 0 131(84.0) 7(4.5) 0 0
White blood cell decreased 258 (82.4) 134 (42.8) 40 (12.8) 0 42 (26.9) 11(7.1) 1(0.6) 0
Anemia 256 (81.8) 122 (39.0) 5(1.6) 0 43 (27.6) 14 (9.0) 0 0
Neutrophil count decreased 251 (80.2) 120(38.3) 60(19.2) 9(2.9) 32(20.5) 4(2.6) 4(2.6) 0
Lymphocyte count decreased 165 (52.7) 63(20.1) 23 (7.3) 2(0.6) 40(25.6) 15(9.6) 3(1.9 0
ALT increased 149 (47.6) 29 (9.3) 20(6.4) 2(0.6) 39(25.2) 3(19 3(1.9 0
AST increased 115 (36.7) 12 (3.8) 12 (3.8) 0 36(23.2) 6(3.9 1(0.6) 0
Platelet count decreased 113(36.2) 10(3.2) 4 (1.3) 2(0.6) 18(11.6) 0 1 (0.6) 0
Hypercalcemia 96 (30.6) 0 0 2(0.6) 50(32.1) 1 (0.6) 0 0
Hypokalemia 92 (29.3) 0 22(7.0) 1(0.3) 18(11.6) 0 0 0
Hyponatremia 90 (28.7) 0 15(4.8) 1(0.3) 37(23.7) 0 0 0
Hypocalcemia 72 (22.9) 10 (3.2) 1(0.3) 1(0.3) 28(17.9) 3(1.9) 0 1(0.6)
ALP increased 54 (17.2) 8 (2.5) 1(0.3) 0 21 (13.5) 3(1.9 1(0.6) 0

Goetz MP et al. J Clin Oncol 2017;(Ahead of print)
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MeAetn OlympiAD: Olaparib cuykpttika pe emhoyn
Bepamnovta os aoBeveic pe BRCA (+) petaotatiko Ca
TleloavelV

Primary endpoint
« PFS (RECIST 1.1,
Independent Review)

Olaparib
* :
Randomise 2:1 300mg7po bid Secondary endpoints
Approximate 0S
N=310 PFS2

ORR
HRQoL
Development of a

companion diagnostic
Stratlflcatlon by PK

Prior chemotherapy regimens for Safety and tolerability
metastatic breast cancer
* Hormonal status
* Prior platinum therapy

FSI May 2014
* tablet formulation (2 tablets twice daily) Status: Recruitment completed

12%3[; @ Robson et al. N Engl J Med. 2017; Epub ahead
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Probability of progression-free survival

MeAetn OlympiAD : TeAlko KataAuTkO onpeio PFS

The risk of progression or death over the course of the
study was reduced by over 40%?

1.0
0.9

0.8
0.7 1

0.6
0.5

0.4
0.3 1
0.2 |

0.1
0.0

Olaparib
Chemotherapy

Olaparib 300 mg bd (N=205)
TPC (N=97)

n

Events (%)

205 97

163 (79.5%) | 71(73.2%)

Median (m) 7.0 4.2
HR =0.58
95 % CI (0.43, 0.80)
0p=0.0009
PFS free at 6m 54.1 32.9
(%)
PFS free at 12m 25.9 15.0
. (%)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 (

Time from randomisation (months)

Number of patient’s at risk

205 201 177 159 154 129 107 100 94 73 69 61 40 36 23 21 21 11 11 11 4 3 3 2 2
11 1 1 1

1 1 1
97 88 83 46 44 29 25 24 21 13 11 11 8 7 4 4 4 1 1 1 0O 0 O

0
0

&

~N

Median PFS was improved by 69% with
olaparib treatment compared to standard
of care chemotherapy?

J

Robson et al. N Engl J Med. 2017; Epub ahead




MeAetn OlympiAD : AverlBuunTeg EVEPYELEC

This is consistent with the safety profile seen in other indications, such as ovarian cancer

Olaparib
Preferred Term N=205 (%) N=91 (%

CTCAE Grade All grades m- All grades m
Nausea 44.9 5.5

Anaemia* 40.0 9.8 14.6 16.1 26.4 9.9 14.3 4.4
Neutropenia* 27.3 6.3 12.3 9.3 49.5 4.4 18.7 26.4
Vomiting 29.8 22.0 7.8 0 15.4 13.2 1.1 1.1
Fatigue 28.8 19.0 6.8 2.9 23.1 5.5 16.5 1.1
Diarrhoea 20.5 16.1 3.9 0.5 22.0 14.3 7.7 0
White blood cell count 16.1 6.8 5.9 3.4 20.9 3.3 7.7 9.9
decreased

Palmar-plantar

erythrodysaesthesia 0.5 0.5 0 0 20.9 8.8 9.9 2.2
syndrome

Headache 20.0 14.1 4.9 1.0 15.4 8.8 4.4 2.2
Cough 17.1 11.7 5.4 0 6.6 5.5 1.1 0
Pyrexia 14.1 11.7 2.4 0 17.6 11.0 6.6 0
Aspartate aminotransferase

s e 9.3 4.9 2.0 2.4 16.5 12.1 4.4 0
Alanine aminotransferase

] 11.2 6.8 2.9 15 17.6 8.8 7.7 1.1
Decreased appetite 16.1 11.7 4.4 0 12.1 9.9 2.2 0

5
’ZQI; 1 Robson et al. N Engl J Med. 2017; Epub ahead
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Kapkivoc QoBnkwv

* Oepamneia ovvtnpnonc He PARP avaotoAeic o€
acBeveic pe mAatwvoevaiobntn vnotponn:

v'Niraparib

Mirtza et al. N Engl J Med 2017; 375:2154-2164

v'Rucabarib

Coleman et al. The Lancet 2017;390(10106):1949-1961
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MeAetn NOVA: Tuxatlomotnpevn HeEAETN dAoNC
Il ekTipnonc niraparib wc¢ Beparmeia cuvtnpnonc
o€ aoBeveic pe Ca wobnkwv

I |

Platinum-Sensitive Recurrent High Grade Serous

Ovarian Cancer
N=553

gBRCAmut Non-gBRCAmut
N=203 N=350
2:1 Randomization 2:1 Randomization

Niraparib Placebo Niraparib Placebo
N=138 N=65 N=234 N=116

l l

46 12
Ongoing Ongoing
Treatment®* Treatment*

47 4
Ongoing Ongoing
Treatment* Treatment*




MeAetn ARIEL3: Tuxatomolnpevn LeAETn paonc
1l ektipnong rucaparib w¢ Bepamneia
ouvtnpnonc o aoBeveic pe Ca wobnkwv

ARIEL3: STupY DESIGN

Patient eligibility Stratification
| A Rucaparib
+ High-grade serous or endometrioid » HRR status by NGS mutation analysis 600 mg BID
epithelial OC, primary peritoneal, or « BROA? of BRCA n=375
fallopian tube cancers o -
+ Sensitive to penultimate platinum 5 : N°"'BF:CA B genc:
» Responding to most recent platinum c * None of the above
(CRorPR)" § » Response to recent platinum
» Excludes patients without assessable £~ QR K
disease following second surgery s PR
+ CA-125 within normal range §  °* Progression-free interval after
» No restriction on size of residual tumour = penultimate platinum
+ ECOG PS <1 * 610 <12 months
» No prior PARP inhibitors * 212 months

“CR {defined by RE v1.1) or PR (defined by RECIST v1.1 andier a G S response [CA-125 within nommal 2ange]) mantaned untl entry 1 ARIEL (£5 weexs of last dose of

chemctangy "ATM ATR, ATRI. BARDY, BLI, BRIPY, CHEX', CHEXS FANCA FANGE, FANGD2 FANGE, FANGE. FANGS, FANG] FANCL FANGH MBE1TA NEN, PALE2 RADS:
RADS1, RADSTE, RADSIC RADSID, RADS2 RADSAL RPA!
~RR -cnvfoy:«.s recombinaton nepair, NGS, rext ;t*e') 0 S8QRND '5;

R T A KOO




PFS otig peleteg dpaong Il o BRCA (+)

4
aoBevelC
Solo-2 (Olaparib) | NOVA (Niraparib) ARIEL-3
(Rucabarib)
mPFS (months) mPFS (months) mPFS (months)
PARPI 19.1 HR=0.30 21 HR=0.27 16.6 HR=0.23
Placebo 55 (p<0.000 55 (p<0.000 54 (p<0.000
1) 1) 1)
A
100+
i A
5h dbehoc mPFS: 11.2-15.5 prvec
250- . ,\A.ﬂ
E,y "'-\,_q”!.
525 t_|ll ¥ ]
82 e —
o
183 E;? v 002 4 6 B W 12 WK B AN2ZMN
’Z,QI; ;,% Tine Sice Rendonizaion onisy COl€ManN et al. The Lancet 2017;390(10106):1949-1961




PFS otic peAéteg daonc Il oe BRCA (-)

aoBevel
Exploratory Analysis: PFS in Subgroups of Non-gBRCAmut Cohort

HRD-positive HRD-negative
sBRCAmut BRCAwt

& UNSGO vy

% of Patients % of Patients % of Patients
PFS Hazard without PFS Hazard without PFS Hazard without
BMedian Ratio | Progression or Median Ratio | Progression or Median Ratio Progression
@5%CH | (@%C) | Desth @%C) | @s%c) | Death @5%Cl | (ss%cCy | orDeath
Treatment | (Wonths) | pvalue | 12mo | 18mo | | Treatment | Wonths) | pvalue | 12mo |18mo | | Treatment | (Months) | pvalue | 12mo | 18mo
Nirapanb 209 027 - ‘ Niraparib 93 038 . . Niraparib 8.9 058 -~ .
Placeba 0903] Placebo 0628) Placebo i 0322) .
’f,, ?1019 R 1 | Bl Pl s | ew gl 5.4 ol s | o
N=12) v U, Ry ' p:.rJ{IE-!.E! I'IFA*“I [.9,0.0] p:ﬂ,EUIH I ‘l=‘-1é} |‘3,J 2 -J.bj F':CDI:QE

8

100

8

o

g g g
¥ En. S
3 z z
S H F
$ - 3 2o
i ; i §
[ [ £
=3 > 2 2
. i S -
225 : g 25. 225
o i = E-3
° v 2 2
T o a
°. T T T T 1 T T T T T l o- L] T T T L T 1 1 T T ] ol T T T T T T T T T T T
0 2 4 6 8 10 12 4 16 18 20 2 24 0 2 4 B B 10 12 14 16 18 20 2 M 0 2 4 B8 8 10 12 14 16 18 20 2 X

NE=Nof reached

ENGOT-OV16/NOVA trial presented by Mansoor R Mirza EREM - TR Tﬁp

Coleman et al. The Lancet 2017;390(10106):1949—1961
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KokonBeLec MeMTIKOU GUOTAMOTOC

v 1" ypapuny  Oepameia¢ O HETAOTOTIKO
HIotoKUTTaPLKO Kapkivwpa: lenvatinib

Cheng et al. J Clin Oncol 2017;35(Suppl):Abstr 4001
v ALAPKELOL XOPNYNONC ETLKOUPLKAC OBepameiac o€
KOPKLVO TIAXEWC EVTEPOU

Shi Q et al. J Clin Oncol 2017;35(Suppl):Abstr LBA1



Tuxatomotnpevn pehetn dpaonc Il ektipnonc
lenvatinib vs sorafenib wc¢ Beparmeia 16
vpoppng o aocBeveic pe HCC

Key results

0S PFS
1.0 1 1.0 %
= Lenvatinib = Lenvatinib

0.8 1 Sorafenib 0.8 1 Sorafenib
g 06 = HR (95%Cl) 0.92 (0.79, 1.06) +_§‘ 06 = HR (95%CIl) 0.66 (0.57,0.77)
] < Log-rank p<0.00001
S 041 3 044
o o

0.2 1 0.2 4

0.0 4 0.0 1 ] [

r I 1T 1T 1T 1T 1rrrrrrrrhrai r r1r1r1rrrrririrrrrtcii
0 3 6 91215182124 273033363942 0 3 6 91215182124 273033 363942
Time, months

Time, months

Median OS,

Median OS,
months (95%Cl)

months (95%CI)

Lenvatinib 136 (121, 14.9) Lenvatinib 74(69 88)

Sorafenib 123(104,13.9) Sorafenib 37(36,48)

Cheng A-L, et al. J Clin Oncel 2017;35(Suppl):Abstr 4001
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MeAgtn IDEA: Meta-avaAuon 6 TUXOLLOTIOLNLEVWVY
neAetwv paonc lll ektipnoncg dltapkeLlac xopnynonge
ETILKOUPLKNC Beparmeioc oe Ca TTAXEWC EVIEPOU

Study objective

* To assess the non-inferiority of 3 months compared with 6 months of adjuvant oxaliplatin-
based treatment in patients with stage lll colon cancer (a pooled analysis of six phase 3
studies™)

3 months
FOLFOX or CAPOX

(investigator choice)

Key patient inclusion criteria (n=6424)

- Stage Ill colon cancer R
n=12,834 6 months
FOLFOX or CAPOX
(investigator choice)
(n=6410)
* DFS * Pre-planned subgroup analyses by

regimen and T/N stage

*SCOT, TOSCA, Alliance/SWOG 80702, IDEA France,
ACHIEVE, HORG Shi Q, et al. J Clin Oncol 2017;35(Suppl):Abstr LBA1
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MeAgtn IDEA: Meta-avaAuon 6 TUXOLLOTIOLNLEVWVY
neAetwv paonc lll ektipnoncg dltapkeLlac xopnynonge
ETILKOUPLKNC Beparmeioc oe Ca TTAXEWC EVIEPOU

Key results
Primary DFS analysis (mITT)
100 ==
- — 3-month duration
S g0 - 6-month duration
= - ]
b . =
> 60 '
;E? _ Duration 3.year DFS :
240 - 3 months 74.6% :
E i 6 months 75.5% : DFS HR 1.07
C 9o - 3-year DFS difference -0.9%, I (95%Cl 1.00, 1.15)
K | (95%CI 2.4, 0.6) :
|
0 I I : I I 1
0 1 2 3 4 5 6
Years from randomisation
No. 6424 5446 4464 3000 1609 826 321
at risk 6410 5530 4477 3065 1679 873 334

Shi Q, et al. J Clin Oncol 2017;35(Suppl):Abstr LBA1



N—

C

=W

MeAgtn IDEA: Meta-avaAuon 6 TUXOLLOTIOLNLEVWVY
neAetwv paonc lll ektipnoncg dltapkeLlac xopnynonge
ETILKOUPLKNC Beparmeioc oe Ca TTAXEWC EVIEPOU

Key results (cont.)

DFS comparison by risk group

T1-3 N1 (58.7%) T4 or N2 (41.3%)
3-month treatment better 6-month treatment better 3-month treatment better  6-month treatment better
< | > < | >
DFS HR 1.01 : DFS HR 1.12 :
95%C10.90, 1.12 . 95%Cl1 1.03, 1.23 .
Non-inferiority 1 i Inferiority -
I I
HR 1.0 1.12 HR 1.0 1.12
NI Margin NI Margin

Interaction p-value = 0.11

Shi Q, et al. J Clin Oncol 2017;35(Suppl):Abstr LBA1



Mn MLKPOKUTTAPLKOC KOPKIVOC TVEU Loval

v' 3taduw I, un xewpoupynotpo: Xopnynon durvalumab
w¢ Bepamneia ocuvtnpnong

Antonia SJ, et al. N Engl J Med. 2017;[Epub ahead of print].

v 1" ypappA HETOOTATIKA VOoOU o€ EGFR+:
Osimetrinib

Ramalingam S, et al. ESMO 2017. Abstract LBA2_PR.

v 1" ypappn HeTooTATKA vVOoou o ALK+: Alectinib

Shaw A, et al. ASCO 2017. Abstract 206.
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MeAetn PACIFIC: Durvalumab peta amo
ouyxpovn XMO- AKO ot aveyxeipnto
otadiov Il MMKIT

Stratified by age (< 65 vs > 65 yrs), sex, and
smoking history (current/former vs never)

Pts with locally advanced,

unresectable, stage Il |l Durvalumab 10 mglkg IV Q2W, Until
NSCLC with = 2 cycles foflupio 12 o3 disease
platinum-based W=, __progression
chemotherapy with radiation "\ Placebo IV Q2W or cabl
therapy and no progression, for up to 12 mos unaccepta
WHO PS 0/1 (n = 236) e toxicity
(n=713)

* Primary endpoints: PFS, OS
e Secondary endpoints including: ORR, DoR, OS at 24 mos

|83; Lf;. Antonia SJ, et al. N Engl J Med. 2017;[Epub ahead of print].



MeAetn PACIFIC: TeAKO KATAAUTIKO
onueto (PFS)

Median PFS, Mos 12-Mo PFS, %  18-Mo PFS, %
(95% CI) (95% Cl) (95% CI)

10 Durvalumab 16.8(13.0-18.1) 55.9 (51.0-60.4) 44.2 (37.7-50.5)

90 Placebo 5.6 (4.6-7.8)  35.3(29.0-41.7) 27.0(19.9-34.5) ORR* 28.4 16.0

80 Ongoing

response

< 70 = 12 mos 72.8 56.1
2 60 = 18 mos 72.8 46.8
E 50 New lesions 20.4 32.1
o 40 * Brain 5.5 11.0

30

20 Placebo *P <.001

10| HR: 0.52 (95% CI: 0.42-0.65; P < .001)

0
O 3 6 9 12 15 18 21 24 2
Pts at Risk, n Mos

Durvalumab 476 377 301 264 159 86 44 21 4
Placebo 237 163 106 87 52 28 15 4 3

o =~

Antonia SJ, et al. N Engl J Med. 2017;[Epub ahead of print].



MeAetn PACIFIC: AverulBupuntec

EVEPVYELEC

Adverse Event (2 15% in Either Arm), Durvalumab (n = 475) Placebo (n = 234)

Z Any Grade Grade 3/4 Any Grade Grade 3/4
Any 96.8 29.9 94.9 26.1
Cough 354 0.4 25.2 0.4
Pneumonitis/radiation pneumonitis 33.9 3.4 24.8 2.6
Fatigue 23.8 0.2 20.5 1.3
Dyspnea 22.3 1.5 23.9 2.6
Diarrhea 18.3 0.6 18.8 1.3
Immune-mediated 24.2 34 8.1 2.6

» Discontinuations due to AEs: 15.4% with durvalumab and 9.8% with placebo

= Deaths due to AEs: 4.4% with

Antonia SJ, et al. N Engl J Med. 2017;[Epub ahead of print].



MeAeTn FLAURA: Xopnynon Osimertinib og
aoBeveic ye EGFR petaAAagn pyeractanko MMKIT

EGFR mulation {del19 vs 1 B58R) and
race {Asian vs non-Asian)

Treatment-naive pts with [ R S T _
advanced NSCLC Osimertll;:'bfmg PO daily dggg; .
adenocarcinoma withan © S et ' progression
EGFRexon 19 or 21 Erotinib 150 mg or or
mutation, Gefitinib 250 mg unacceptabl
WHO PS 011, PO daily e toxicity
stable CNS mets permitted (n = 277)
(N = 596)
Primary endpoint: PFS

Secondary endpoints including: ORR, DoR, OS5, safety

Ramaingam S, etal ESMO 2017. Abstract LBAZ PR



MeAETn FLAURA: TEAIKO KATAAUTIKO ONMEIO

PFS

Osmertinb S0ty
10 = {n=279) {n=277)
0 \ Median PFS, mos 189 10.2
8 N—— HR {95% Cl) 0.46 (0.37-0.57); P<
T h 0001
= 0 E e 8
® 0 e ‘
0 L::Ji‘
2
0
0
el i 0 3 6 9 12M°s 15 18 21 24 27
Csmeriinb 279 262 233 210 178 139 71 26 4 0
277 239 197 152 107 78 37 10 2 0

Ramalingam S, etal ESMO 2017 Abstract LBAZ PR



MeAgtn ALEX: Tuxatomotnuevn peketn daonc Il
ektipnonc alectinib cuykpttika pe crizotinib otnv o’

VPO METAOTATIKNC VOoOU o€ aoBeveic ALK+
MMKTTI

Study design

(" )
(KEY ELIGIBILITY o | Alectinib ENDPOWTS
e Advanced or metastatic R 600 mg BID PO SaEY
ALK+ NSCLC A - PFS (RECIST 1.1), by
investigator review
e ALK+ by central I[HC N
testing D NO CROSSOVER S Eetni
< 0 - PFSby IRC
= per protocol
o Trealment-naive M — Time to CNS progression
e ECOGPS0-2 | - ORR, DOR
e Measurable disease Z Crizotinib - OS
e Asymptomatic brain » 250mgBIDPO = iafety ahd to':;ab'my
3 . _ — Patient-report
\ metastases allowed o N=286 , o
> ECOGPS (U182 . v,
» Race (Asian vs non-Asian)
| 85; + Brain metastases (present vs absent)
20|

ALK anaplastc ymphoma kinase; IMC, immunohistochermisiry, NSCLC, non-smal.cell ung cancer, ECOG PS, Eastern Cooperative Oncology Group Performance Status: PO, by mouth



MeAétn ALEX

Primary endpoint: PFS, investigator-assessed

100
Cri Alectinib
80 ; . (N=151) (N=152)
g Patientswithevents, n 102 (68) 62 (41)
60 g : (%)
NE Median PFS, months 11 NR

40 (95% C1) (9.1-13.1) (17.7-NR)

20

HR
(95% CI)
P-value (log-rank test)

0.47
(0.34-0.65)
P<0 0001

Crizotinib
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0
Day 1 15 18 21
No. at Risk Months

Crizotinb - 151 132 O 8 46 35 16

Alectinib 1 13 T 1 67 35

s ASCO ANNUAL MEETING 17 | HASCO17  procanioany AtceT Shaw

L50wt ave the pragerty oF INe AUINOC. PeemBiion eQured Rae reuse.

Shaw A, et al. ASCO 2017. Abstract 206.
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Subgroup

Overall
Ageo

Sex
Female
Male
Ethnicity
Asian
Non-Asian
Smoking status
Active smoker
Non-smoker

Foior Lrahn radiation
Yes
\
NO

“Investigator assessment

MeAétn ALEX

PFS: analysis by subgroups*

No. of events/
No. of patients

164130

86

1690

78122

s ASCO ANNUAL MEETING 17 | #ASCO17  pruseciodsy AlceT

SWden are Ihe properfy of the author. Permission reguired for revae.

Hazard ratio
(95% Ci)
0.48 (0.35-0.66)

0.61 (0 36-0 98)
0.46 (0.28-0.7
0,49 (0.32-0.75
0.44 (0
0.42(0.23

0,40 (0.21-0.77)

0,40 (0,25-0.64)
0.51 (0

Shaw A, et al. ASCO 2017. Abstract 206.



MeAetn ALEX

Adverse events, 210% between treatment arms

Crizotinib (N=151) Alectinib (N=152)
N (%) Any grade Grade 3-5 Any grade Grade 3-5

Nausea 5(3)
Diarrhea 68 (45) 3 (2)
Vomiting 58 (38) 5 (3)
Peripheral edema 1(1)
Dysgeusia

ALT increased

AST increased

Visual impairment

Blood bilirubin increased

Myalgia

Anemia

Weight increased

AE. adverse avent, ALT alanine aminotransferase AST, aspartate transaminase

s ASCO ANNUAL MEETING 17 | #ASCO17 1 ueeniedoy AlceT Shaw

Stides are the property of the aUthor. Parmission reQuived for ruse,

Shaw A, et al. ASCO 2017. Abstract 206.




Koipkivoc oupormotnTikou

v Xoprynon auTripatepdvne o€ vEODIAYVWOBEVTEC
ao0¢gveic uE opuovoaUaicONTO HETAOTATIKO KOPKIVO

TTPOCTATN
James DN et al. N Engl J Med 2017; 377:338-351
Fizazi K et al, N Engl J Med 2017; 377: 352-360

v' Xopriynon Nivolumab pe Ipilimumab otnv 1" ypauun o€
aoBeveic pe Ca veppou
Motzer RJ et al. N Engl J Med 2017; epub ahead of print

v’ [pooBrkn ramucirumab oTn 000ITALEAN O€ Q0OEVEIC UE
ouUpPoBNAIOKO KOPKivVo TN 2N ypauun

Petrilack et al. Lancet Oncol 2017; epub ahead of print
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MeAetn STAMPEDE & MeA<tn LATITUDE:
2UYKPLON OUTTILPATEPOVNC UE OPHLOVLKO XELPLOUO
o€ oppovoevaiocBnto Ca npootatn

STAMPEDE: Abiraterone comparisons

2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

A
RN S0CHoedonic acd
[0l SOCHtucstae
D RN
[l 50T okneis s vif contawm|
Rl YOCs2omarumic acdsodmonit
G..

E

m HA

® |4

2

-

B Ptsin comparison A Akiratercre
B Pts not in comparson # SOC+enzalutamide+abiratercns

2006 2007 2008 2009 2010 2011 012 2013 2014 2015 2016 2017 2018 2019 2020 2021 200

A= ~900 pts > ~267 primary outcome me3ssure events
G =~900 pts

Fizazi K et al, N Engl J Med 2017; 377: 352-360

204 >

Patients
Efficacy end
points
sk mHNP( R > ADT Co-primary:
Meets at least 2 of A, acelate 1000 MG ey S
1 high-risk criteria ] QD + TPFS
' \; . 70l D + Prednisone 5 Secondany
o mg QD
M (n=597)
I
z
E
D ADT
—_— e
1:1 (n-602)

= Conmducted at 235 sites in 34 countries in Burope, Asia-Padfic, Latin America, and Canada
=  Designod and fully enwolled prior to publication of CHAARTED/STAMPEDE rosults

James DN et al. N Engl J Med 2017; 377:338-351
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MeAetn STAMPEDE & MeAetn LATITUDE:

OAwkn emBiwon

Hazard ratio, 0.62 (95% Cl, 0.51-0.76)
P<0.001

ADT-abiraterone-prednisone,
not reached

ADT-placebos, 34.7 mo

100 -
;&mndl 9}: 80 -
184 abiraterone plus -
radimnd This répresents a ‘;
A7 improvement = B0
in survival 4
; @
b u = 40+
1]
g
- o 20—
0 T
i e 0 6
P i SEN  S--BE... A G ~ S~ ~ (- No. at Risk
o oo ek cuie b e bl coanr ooprae ADT-abiraterone-prednisone 597 565
ADT-placebos 602 564

12

529
504

T T T T I
18 24 30 36 42

Months

479 388 233 93 9
432 332 172 57 2

James DN et al. N Engl J Med 2017; 377:338-351
Fizazi K et al, N Engl J Med 2017; 377: 352-360



MeA€tn CheckMate 214: Tuyalomolnpevn LEAETN
daonc Il ektipnong Nivolumab pe Ipilimumab
OUYKPITIKA Y€ Sunitinib otnv 1" ypauur o€ aoBeveic

ue Ca veppou
Treatment
*Treatment- - : Arm A
. atients | 3 mg/kg nivolumab IV +
naive advapced Randomize 1:1 § 1 mg/kg ipilimumab IV Treatment until
or metastatic Stratified by | Q3W for four doses, then progression or
clear-cell RCC ||l.imDC 3 mg/kg nivolumab IV Q2W unacceptable
: [ Arm B i
° | toxicit
Measurable prognostic ; 50 mg sunitinib orally once -
disease ;CO“Z (%)VS 1= | daily for 4 weeks
VS o— |
o >700O _ | (6-week cycles)
KPS _70 /o * Region (US (+ Co-Primary End points:
Tumor tissue termediate 4 sk pati
VS * In IMDC intermediate- and poor-risk patients
available for Canada/Euro ORR (per independent radiology review committee, IRRC)
PD-L1 testing pe vs Rest of PFS (per IRRC)
World) 0S

= mcongress
2017

3& ?.k Motzer RJ et al. N Engl J Med 2017; epub ahead of print



MeAetn CheckMate 214: PFS o aoBeveic
evolapeoou kat upnAou Kwvduvou

Median PFS, months (95% CI)
NIVO + IPI 11.6 (8.7-15.5)
SUN 8.4 (7.0-10.8)

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

Hazard ratio (99.1% CI), 0.82 (0.64-1.05)
P=0.0331

Progression-Free Survival (Probability)

T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30
No. at Risk Months
NIVO + IPI 425 304 233 187 163 149 118 46 17 3 0

SUN 422 282 191 139 107 86 57 33 11 1 0

Motzer RJ et al. N Engl J Med 2017; epub ahead of print



MeAetn CheckMate 214: OS o€ aoBevelc
evolapeoou kat upnAov kwvduvou

Co-primary endpoint

Median OS, months (95% CI)

NIVO + IPI NR (28.2-NE)
1.0 -
SUN 26.0 (22.1-NE)
= 09 .
£ s - Hazard ratio (99.8% ClI), 0.63 (0.44-0.89)
Qo
%‘ 07 - — P <0.0001
o = ﬂ“—ﬁ—ﬁ—a
g 05 g S
z 0
2 04
m —
s 03
S 02 -
© o1 ~
00 - :
0 3 6 9 12 15 18 21 24 27 30 33
No. at Risk Months
NIVO + IPI 425 399 372 348 332 318 300 241 119 44 2 0
SUN 422 387 352 315 288 253 225 179 89 34 3 0

Motzer RJ et al. N Engl J Med 2017; epub ahead of print



MeAetn RANGE: Aoottagen He N xwpLc
Ramucirumab og acBeveic oupoBnALako
KOPKLVO HETA armo Beparela pe nAativa

« ECOGPSOor1

1
R
Key Inclusion Criteria: A ,
* Locally advanced, N Ramucirumab 10 mg/kg + Docetaxel 75 mg/m? IV ™ Disease
unresectable or metastatic UC D Day 1 of a 21-day cycle, N =263 progression
: . or other
;:?;5::::‘;'514 mo after 3 Placebo 10 mg/kg + Docetaxel 756 mg/m? IV ™ withdrawal
men Day 1 of a 21-day cycle, N =267 iten
« Prior immune CPI allowed ; : ke J | Civename
E
I

IDMC with two safety interims (2100 and 2250

Stratification factors: evaluable patients)
« Geography (North America vs. ‘Docetaxel 60 mg/m? in East Asia

East Asia vs. Europe/other) *Docetaxel was limited to 6 cycles; up to 4 additional
. ECOG PS at baseline (0 vs. 1) cycles could be given after sponsor approval.

» Visceral metastasis (yes vs. no),
defined as liver, lung or bone.

Primary Endpoint: Progression-free survival (investigator assessment)

Secondary Endpoints: OS, ORR, disease control rate, duration of response,
safety, patient-reported outcomes, PK and immunogenicity

L Petrilack et al. Lancet Oncol 2017; epub ahead of print



Progression-free Survival Probability

MeAetn RANGE: TEALKO KATOAUTLKO
onueto PFS

Investigator assessment Independent blinded assessment
1.0 4
@ Ramucirumab +docetaxel (n=216); median, 4.07 months B Ramucirumab +docetaxel (n=216); median, 4.04 months
Il Placebo + docetaxel (n=221); median, 2.76 months 8.9 I Placebo + docetaxel (n=221); median, 2.46 months
0.8 4
HR,0.757 (95% Cl, 0.607 t0 0.943) HR, 0.672 (95% Cl, 0.536 t0 0.842)
Log-rank P=0.0118 0:47 Log-rank P=0.0005
0.6 4
128.5% 111.9% R Dbty | 8.3%
118.9 % | 4.5% 45 116.7 % :
1 1 :
A , E 0.2 - :
Y™ i i
1 ! | i
i H —t v 3 0.1 :
i g . 4 L+_!_‘ 1 ! } o
T T 'I T T 'I T T I 1 00 T T ; T T ; T T I|
0 2 - 8 8 10 12 14 18 18 0 2 4 8 8 10 12 14 18 18
Progression-free Survival (Month) Progression-free Survival (Month)
216 132 9% 40 28 19 12 4 1 0 216 117 87 34 21 10 7 2 0 0
221 124 77 34 19 7 3 2 0 221 102 67 23 14 4 3 2 1 0

Median follow-up duration in the full ITT population was 5.0 months (interquartile range [IQR], 2.3-8.9)

-

Petrilack et al. Lancet Oncol 2017; epub ahead of print
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MeAetn RANGE: AvemulBupuntec evepyelec

Grade = 3 TEAEs that occurred in 25% of patients or of special interest

Ramucirumab + docetaxel (n=258) Placebo + docetaxel (n=265)

Any Grade Grade 23 Any Grade Grade 23
Any 244 (95%) 156 (60%) 251 (95%) 163 (62%)
Fatigue 110 (43) 20 (8) 121 (46) 25 (9)
Neutropenia 51 (20) 39 (15) 44 (17) 36 (14)
Febrile neutropenia 25 (10) 25 (10 17 (8) 17 (6
Anemia 40 (16) B84 (24)
Leukopenia 26 (10) 17 (7) 24 (9) 21(8)
AEs of special interest
Bleeding or hemorrhage 67 (26) 8 (3) 46 (17) 12 (5)
Epistaxis 36 (14) 0 13 (5) 0
Hematuria 27 (10) 5(2) 17 (6) 5(2)
Gl hemorrhage 10 (4) 2(<1) 10 (4) 3(1)
Pulmonary hemorrhage 1(<1) 0 0
Hypertension 29 (11) 15 (6) 12 (5) 5(2)
Renal failure 15 (6) 8 (3) 19 (7) 2(<1)
Proteinuria 23 (9) 2(<1) 8 (3) 1(<1)
Venous thromboembolic 6 (2) 1(<1) 13 (5) 5(2)
Arterial thromboembolic 8 (3) 6 (2) 2(<1) 0
Fistula 5(2) 3(1) 2 (<1) 2 (<1)
Congestive heart failure 3(1) 2(<1) 1(<1) 1(<1)
Gl perforation 3 (1) 2(<1) 1(<1) 1(<1)

Consolidated: Fatigue, neutropenia, leukopenia, bleeding or hemorrhage, hypertension, renal failure,
venous and arterial thromboembolic, fistula, congestive heart failure, Gl perforation

Petrilack et al. Lancet Oncol 2017, epr ahead of print
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