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1. AMG510 “#pZ5” , JififiE)54A ZHI& 50%

—IZ . TFCL IO AR AL — R /NG5 KRAS™™ S 771 AMG510 FH T+ 39T S 457 £
Aty T2 E. 2Bl (PKD RTRL. ZBFFAIN T 35 il KRAS™™ 838 43 M 31 s i
o, FAMGS10 V69T . fJaA 29 B EF I PRI R ALHE 10 4 NSCLC K& 19 4] CRC. XLk
B AT =2 ZBRIT TR . FEA FUN AV 52, B4E AE R DLT KA,
B2 TN PR SRR 2. ORR. ZRAFFLLIIA]. SD & PFS HIFFELIIA].

SERRIR, AMGH10 224t Kt 32 1% R 4F, 76 DLT, JEEMREME (B D .

Patient Incidence of Treatment Related TEAE

Anemia?®

Diarrhea Proteinuria
: b

Decreased appetite 2 Dry mouth il Diarrhea L
Nausea 2 Flatulence 1
Eievated i 3patient had grade 2 anemia at baseline

evate c.rea ine 2 Vomiting 1 ®Lasting 2 days
phosphokinase
Elevated or change in 1 1 Eatigiie 1
AST & None of the 35 patients reported:

i L]
il&vated or change in . | BE Decrense . DLTs
* Grade 4 related AEs

Elevated alkaline 1|y 1 * Serious related AEs
phosphatase
Cheilitis 1 Arthralgia
Hyperkalemia il Hot Flush 1

A ASCO e PRESENTED BY: Marwan G. Fakih, MD
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B 1R AR A R F 44
AR EER ORR (WA R N 17. 24%, DCR CERAEHIZD N 79.31%, I Hyrakhss
KA. BEELZ, £ 10 I NSCLC H#F b, ORR 6 N2 Efrm, 53] 50%, 1M DCR 52235 100%
(B 2) 1 XFTIEZ A FH ¥ KRAS 58748 NSCLC fR#, AMG510 Bk SRR o



NSCLC: Best Tumor Response* (n=10)

100 5 out of 10 patients had PR
80 - 4 are confirmed
60 - Al 5 are still on treatment

40 1
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= 40 PR PR®
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% Change in from Baseline

PR PRI

in Longest Diameter
]
|

-80 1
a8

100

Patients Receiving AMG 510

* Based on local radiographicscans every 6 weeks using RESIST 1.1 criteria
1 patient had clinical progression prior to week 6 and is not on this graph
 Confirmed response

42 additional patients had confirmed PR post data cutoff PlannedDose [ 180mg [ 360mg [J720mg [J 960 mg
§Patient had a CR of the target |esions at week 18, post data cutoff

p—— 20}9A‘§QQ

K2 NSCLC &3 i HE
HoA—/>NSCLC %tk 61 % BEfEHZ T idbyT PDLRYTHERE S, A AMG510 (180mg)
BIT, JABIT PR, FEEET 27.4 HUL L. H—ANEEEAEE TARYT R (BT, B
% . PD1. dasatinib. M3541) J5H AMG510 (360mg) , JE4E/NT 67%, - HAEHZS 18
JEI B A 31 58 4 22 # CR.

2. HER3 $E 5724 U3-1402 H¥ EGFR i 2h, #&HIZ 100%

E 5T%-67%H] EGFR RAZ B rh Al BLE] 7 A [RZK-F i) HER3 (ERBB3) 3Rik, RXfULHK 1 H
ZjU3-1402. —I0 I #AGPRIFFL AN T EGFR S8R (¥R 1] NSCLC M, fB38 7E REfE B3 EGFR-
TKI CEL4E 1/2 AR TKT R BA 8 Je) y7 e pimstie, Rt i #£52 U3-1402 ¥697 .

ERKM, TERENSHZ VAN 16 B8 b, T BB R N, AN
29%, DCR 3% 100%! A&, U3-14-2 Xt BGFR-TKI Tif 24 Ji5 4k & WA R ER S CRLdE C797S.
HER2. CDK4) #SAIT (B 3) .

U3-1402 Antitumor Activity Across Diverse EGFR TKI Resistance Mechanisms

N=16

B 3.2mg/kg
B 4.8mg/kg
W 6.4mg/kg

PR confirmed
partial
response

Best % change

40 4

-60 4

-80
PR

-100

EGFR activating mutations® | (8588 (8588 (8588 L858R ext9del JIESTY £x19del JELTY
NE  NE  NE  NE T790M NE T790m TI90M T790M TI9M  NE

EGFR resistance mutations®
N N N Ne [BEE NE [ c7975 | [ 797 I3
Amplifications® | v ne N e NE CDK4

NE Mot evalusble for mutation analysis || Genomic alteration not detected

c rease in tumor size. Sixteen patients received »1 dose of U3-1402 and had pre- and post-treatment evaluable tumor assessments.
ed centrally using Oncomine Comprehensive Assay v3 from formalin-fixed, paraffin-embedded tumor tiss

3 HER3 #F £UHr 24 U3-1402 HIFTIR I



3. K% 5 AR ER 29. 6%! FBE e XM —IT BERIE

G IR YT M BB 1) 5 AR AR AR FRAE 5% 10%2 8] A-4F ASCO A i) K 2
(pembrolizumab) HL.Z4[] 5 4 0S (R A1) %K.

Keynote 001 W5E 27N, MRIHWIVG M S8 1 5 A3 23. 2%, Mo PDLL 3Rk
(TPS=50%) HIAELEZENT 30% (29.6%) ! PDL1 Kik 1-49% 8 H M 5 FEAFFE N 15. T%.

XTEIREHE, JaH K 2450 EA7n] [ ng b, Sk 5 GFA 474 15. 5%, PDL1 kil A
FEIAH) 25%, PDL1 1%-49%EA7F%N 12.6%, 1M PDL1 BT (<1%) HA 3.5% (B 4) . BFEE
58, K 21097 ROE MM T PDL1 IX — & 48FR RN, JE3R ok NBERVAEAAIRAT 1 8 LA .

A Events, Median OS, 5-Year OS Rate, B Events, Median OS, 5-Year OS Rate,
n/N mo (95% Cl) % (95% Cl) n/N mo (95% Cl) % (95% CI)
75/101 22.3(17.1t0 32.3) 23.2(14.2 to 33.5) 375/449 10.5(8.6t0 13.2) 15.5(12.2to0 19.2)
100 ' 100
90 -
g E w0
< w© 70 A
> >
S S 601
S S 50
w w
= = 40 A
i o
o o 30 A
3 S 20
10 4 ' 10
T T T T T T T T T T T i T T T T T T T T T T T T T T U T T T
0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75
Time (months) Time (months)
No. atrisk 101 85 77 67 56 49 42 38 32 32 30 27 6 1 0 0O No. at risk 449 306 225 183 150 128 112 92 85 82 74 65 29 11 5 2
c Events, Median OS, 5-Year OS Rate, D Events, Median OS, 5-Year OS Rate,
n/N mo (95% Cl) % (95% CI) n/N mo (95% CI) % (95% Cl)
TPS = 50% 17/27 35.4 (20.3 to 63.5) 29.6 (7.7 to 56.1) TPS = 50% 104/138  15.4(10.6to 18.8)  25.0 (18.0 to 32.5)
TPS 1-49% 43/52 19.5 (10.7 to 26.3) 15.7 (7.3 to 26.9) TPS 1-49% 146/168 8.5 (6.0 to 12.6) 12.6 (7.9 to 18.5)
TPS < 1% 83/90 8.6 (5.5 to 10.6) 3.5 (0.7 to 10.0)
100
— —_ 90 +
= £ w0
© © 70
2 2
E S 60+
=}
7] @ 50
T;E :=U 40
@ & 30 -
> =
o o 20
10 A
T T T T T T T T T T T T T T T T T T T T T T T T T T i T T T
0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75
Time (months) Time (months)
No. at risk No. at risk
TPS250% 27 25 25 23 20 18 16 14 13 13 12 11 1 0 0 0 TPS250% 138 101 83 70 56 52 45 42 40 39 37 32 16 6 3 1
TPS1-49% 52 42 36 30 24 19 16 14 10 10 9 8 2 0 0 0O TPS1-49% 168 112 78 61 51 41 37 28 26 26 23 21 6 3 1 0

TPS<1% 90 58 36 29 25 21 16 10 7 7 5 4 1 0 0 0
K4 0S (ABEFEARSLHITHIES, BEMEREZERITES, CEBAEREHEIT I EE R
PD-L1 TPS 43 )Z, D BEAF#E2 b va )T i S8 AR 4 PD-L1 TPS 43 )2)

4. PACIFIC #f5T: P FEHET 3F! RBEEES!



PACIFIC BFT43# 7 T1T AN AT AR VIR = M NSCLC &3, 7RISy I8 A
PDLL #5T T 25 (Imfinzi, FERERF PUENGST 1 FERIT R AR ASCO £ BUR/R T 3 4 0S
CRVEREID MsEEas R
HREIR, 124 (durvalumab) 4LfAL 0S R L BFIHE K, ANR CRIEFE]D vs
29. 14N H. Pl 34E 05 BAMHIR 125 57% vs 2B 43. 5%, X &Mk 240 = e
BER TR 7 34, SREFMEIZ T 13, 5%fAE S (B 5 !

5 ITT AH#Ef 0S
L BAIAE, 1AM BERZ G RIETT B MR HA R K, Hh28 1 k5800
SRR T —f% (125212 vs 2R 10.4 M) , B8 2 EERITI AN 1
2530.240 0 vs 17.8 M.

. DN

1. Lurbinectedin —#£3H XK 35. 2%, B/ NAMLTHH =

Lurbinectedin (PM1183) DL 1 ¥IERAIEEE T X3R4T 1 FDA AIULZGIAE, HT —2ih
J7 SCLC. AR ASCO Kaxilb— B AM0 T JREREs R o ZAF T T T 105 BIREAE — 24k 7 1k R 1
]2 #1 SCLC #3&, FH Lurbinectedin J&J7 -

SEREIR, TLIAYTHI ORR IAF] T 35. 2%, DCR A 68. 6%, IXTE/NMLJE 68T T O&H
RARPHEETRT « 556, Az DOR U SIFRFEE ) A 5.3 AN . 7 65%H E# T
Lurbinectedin JE#tHIR 7 M AR 4 /N FEAAERT BT, HA7 0S 9.3 M H, 1 AR
0S #2709 34. 2% (1 6) o P AXMER /N Bl iy ok T 7 B o



Antitumor Activity

Duration of Response (DoR)
Overall ” :
= —Tol  (4=37C=9
(n_los) 09 "‘Ce‘nso{ed(\:') 4
(1]
ORR, % 35.2 g
2 0
(95% CI) (26.2-45.2) 2
= 0
Best response n (%) ':; " mDoR= 5.3 months
- 2 (95% Cl:4.1-6.4)
- PR (confirmed) 37 (35.2) % T u
-SD 35 (33.3) Zw
-PD 28 (26.7) .
- NE* (non- evaluable) 5 (4.8) =
00
Disease Control Rate,% 68.6 0 3 6 9 n 1 18
(95% CI) (58.8-77.3) Time (months)
Wumber of patierts atrisk
#5 of 8 patients who failed prior immunotherapy had confirmed response
Totad n u B b 3 1
* Treatment discontinuation without any tumor assessment performed

mesereo . 2019 ASCO'
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2. #E RRX-001 H#4HKMZ, ORR A 26. 9%

RRx=001 2 368 it 15 e A 2 5 Wk 200 AR f8g R DK v e S 4 1) 268 W83 A 272 1 SR s i e
T HAAERTE, DT 00 26 /) A e A7 T 243 PR — b W — G SR 75 o 2t U 26 4112
M 245 (%) SCLC &3 . IXLLBFHHZ RRx—001 V9T, FFA—k, THARELH EP 77 RA0I7. 7EERI
R IR AE F RRx—-001, Ff HAEST RIS — R0 B8 2 FE O FHBRAE D&M 2450 EP 7% (K
FEIAE+ EAECRED .
GERRIL, % RRX-001 697 )5, FHRE)E EP, 1 ASRMG T CR5%EE%ME, 6 A PR N5
ORR 4 26. 9%, A7 0S A 8.6 H, 124 H 0S Foh 44. 1%, RN,

=
d

=. FE

L KAFHPE LK, S ARE!

AR ASCO K2x4iE | KEYNOTE-240 S FE 45 R, K 24x) L2 Je ) — 4yt r s, A PES
F0S FA Grit LR . K 290 ez BRI AL 0S 439530 13.9 A H vs 10.6 MH,
P=0. 0238, #AHXBWBMGHHER (BT



Overall Survival

16 i/ Events  HR (95% CI) P
90 Pembrolizumab 183  0.781 (0.611-0.998) 0.0238
_ Placebo 101 )

—~ 80
X
= 70 Pre-specified p=0.0174 required for statistical significance
2 60
5
@ 50
T 40
g 30 Median (95% CI)
o 13.9 mo (11.6-16.0)

20

10 10.6 mo (8.3-13.5)

0
0 4 8 12 16 20 24 28 32

No. at risk Time (months)

218 237 180 152 110 57 16 1
135 13 84 65 42 z 8 1 0

o

Data Cutoff: Jan 2, 2019,

B 7 K 255%F b 22 R A — 26 vA 97 R B 0S Ehis
PRI AL PFS MBS 25%, 28 3.01MH vs 2.8 40 H (K8 .

Progression-Free Survival

Median (95% CI)
3.0mo (2.84.1) 10
2.8 (2.5-4.1)

Median (95% Cl)
3.0 mo (2.8-4.1)
2.8 mo (1.6-3.0)

Primary Analysis Final Analysis

100 ( Events  HR (95% Cl) -~ 100 ( Events  HR (95% Cl) P_)
I 9 Pembrolizumab 203  0.775 (0.609-0.987) 0.0186 I 0 Pembrolizumab ~ 214  0.718 (0.570-0.904) 0.0022
< Placebo 1 < Placebo 118
T 80 3 T 80 -
2 =
2 70 s o p— o 2 70
a Pre-specified p=0.002 required for statistical significance 7

60 60
o @
& 50 & 50
§ a0 s 40
3 I
1] 7]
g’ e

o

& £

0 4 8 12 16 20 24 28 32 0 4 8 12 16 20 24 28 32
No. at risk Time (months) No. atrisk Time (months)
278 112 57 17 2 0 0 0 278 114 64 38 24 1" 3 0
135 48 9 1 1 0 0 0 135 46 16 7 3 1 1 0

8 K 25} kb 22 B A4 — 2k v 97 e ) PRS Bk
K 2550} b 22 B R A 30R 455 18. 3% vs 4. 4%, P=0.00007. Zipsdss 24 BN 62. 2%
vs 53. 3%,

2. KRIFE! 0+ BRATEIT B IR IE S T e B FH B ¥ 3K %8, ORR 31%

1/2 3 CheckMate—040 IE PRI FEH 0 2 (GARFICHHD) BeA CTLA4 HH 7B VT A Bt
(Y 25> FTREA B2 R b AR JE 167 (¥ ST P 400 g 285 10 1 /NI R 70 45 BEAE 2019 ASCO
I o ZF TR BB BN N =4, [AJO 245 1 mg/kg +HFUL 3 mg/kg Q3W EL[B] 024 3 mg/kg
+ UG 1 mg/keg Q3W, F4L 0 25 240 mg Q2W, BK[C] 0 24 3 mg/kg Q2W + UL 1 mg/kg Q6W.



A HEBEERIRAL 0S 2, X3 22.8 MH, 30 MNHEAEGFR S 44%, 0+Y BEATA I A 4,
B ZHAN C H B E 2 (DCR) 43914 54%, 43%F1 49%. i AFE ORR Ay 31%, £3E 5%/ CR Jz
26%[1) PR (3% 1) o Joi PD-L1 RIE/KFunfal, Y052 21 & W 22/

Am A Arm B Arm C
NIVO1/IPI3 Q3W* NIVO3/IPI1 Q3wW® NIVO3 Q2wW/IP11 Q6W
n=>50 n=49 n=49
ORR by BICR using RECIST v1.1,° n (%) 16 (32) 15(31) 15(31)
BOR, n (%)
CR 4(8) 36 0
PR 12 (24) 12 (24) 15(31)
Spe 9(18) 5(10) 9(18)
PD 20 (40) 24 (49) 21 (43)
Unable to determine 3(6) 4(8) 4(8)
DCR,® n (%) 27 (54) 21 (43) 24 (49)
Median TTR (range), months 2.0(1.1-12.8) 2.6(1.2-5.5) 2.7(1.2-8.7)
Median DOR (range), months 17.5 (4.6 t0 30.5+) 22.2 (4.21029.9+) 16.6 (4.1+ t0 32.04)
ORR by investigator assessment using 16 (32) 13 (27) 14 (29)
RECIST v1.1, n (%)

NIVO1/IPI3 Q3W x 4 followed by nivolumab 240 mg IV Q2W flat dose; *NIVO3/IPI1 Q3W x 4 followed by nivolumab 240 mg IV Q2W flat dose; “Defined as CR + PR; “SD does not
include 2 patients in Arm A and 1 patient in Arm B who were reported as non-CR/non-PD; *Defined as CR + PR + SD + non-CR/non-PD.
PR, partial response; SD, stable disease.

RSN ABE KT R S

3. [E7™= PD1 BX& FOLFOX4 BY GEMOX 4ky7 —#£R¥AYT, DCR A 79. 4%

— I 1T MR RN AR 2 0 4 SR YT IO HOC (JFF8) 1 BTC (IR B, 4 TiH
5 7= PD1 REGFIBRET (3 mg/kg, BHM) , BXAZ LN FOLFOXA J7 58 CHRMEE + 7 I FR 4T
+BLYLFNETD B GEMOX 7R (EABTHIR+BLILRIH) 1677 .

SR BN, 7E 34 BIR VRS ) HCC 3%, BAIAR ORR Jy 26. 5%, DCR =ik 79. 4%; W72
SRR (TTR) A 2.0 /N H . BT, 9 BIZEMEE DA 6 GIUAE THEEEM, AL ZRRFEnT
] (mDoR) WiAIER] (£ 2) o LI PFS N 5.51MH.

32 BT PEAL Y BTC b, Ay I ey 2.9 S H, L) ORR 4 9. 4%, 1M DCR ik
90. 6%, HHZ TTR N 1.9 4 H, mDoR A 5.3 ANH (& 3) o 4L PFS ARk F|. T HCC Al BTC
BEM AL (0S) BImARIAH].

Confirmed objective response, n Confirmed objective response, n
Complete response 0 Complete response
Partial response 9 Partial response
Stable disease 18 Stable disease 26
Progressive disease 7 Progressive disease 3

Not evaluable 0 Not evaluable 15*
ORR in evaluable patients (%; 95% Cl) 9(235. 12.9-44.4) OF able patients (%; 95% CI) 3 (9.4; 2.0-25.0
DCR in evaluable patients (%, 95% Cl) 27 (79.4; 62.1-91.3) DCR in evaluable patients (%; 95% CI) 29 (90.6; 75.0-98.0)

TTR (mo), median (range) 20(1.5-5.7)
DoR (mo), median (range) Not reached DoR (mo), median (range) 5.3 (3.7-7.0)
Ongoing, n/N (%) 619 (66.7) _

* 2 HCC B35 W8 15 10 F 3 BTC B R 22 A I



M. HWEME (B/&8/%4ER/EER

1. FomE! 0 ABLE I RIEBIRIT MSS B B/ & E A 3R 40%

AL N 50 B0 B e sl i R, BEARREZ MR AR T R 3 6, NS
P2 3 AR R+ BT IR YT

W RBL, 19 B PR, 1183 CR, H44 ORR v 40%, DCR A 88% (I 9) . HALiGsT
FREEmtE g 6.1 H o

40

< ;
& Regorafenib 160 mg
20 L 2 B Regorafenib 120 mg . I l .
i PD SD PR CR

g . l;lz.:::g-..... 5 & Regorafenib 80 mg 2 Newlesion
||
£ *ooe
£ ORR 40% (95% C1:26-55) U
s 60 DCR 88% (95% C1:76-96) 53
> ORR 45% in Rego 80mg, 36% in 120mg, and 33% in 160mg *oe
2 -
§ 80

-100 -

B9 AR R B R 2 ff A I
ZEH I 20 ORR A 36%, MSS (Fi BEFER) 45 EE &I ORR N 33%. B EEY
A MSS, ORR A 44% (& 10) .

Colorectal cancer Gastric cancer

*
[ li
li‘----_ I.”

< > > o
-..III lllllilll
-2
-40
ORR 36% ORR 44%
60

20

o

o

(33% with MSS pts) (all responders were MSS)

# MSI-H (all other patients were MSS) & Anti-PD-1/PD-L1 refractory

Change from baseline (%)

-
=)
<)

10 Z5HE e e 5 3 10 o e iR 15
MK AT PRS 6.3 H, S5EmEIAr PFS 6.3 H, BEMITAIPFS N 5.8 H.

2. FHAZRAGER AT E B AT —&I6TT I & E88%, ORR 25 80%

AR ASCO HPHEAR A AR — T 207 M & i (ESCO) 1 LR 78 . WA TN
2H 1% 29 B (RO AN e b H AT BRI R 30 41D R ESCC B3, 45 T RER Ak
PUBCE BT e fAyT CEZEENR R+ ZE8D ¥697 . BEEH REGRIZRPPT. BTia e e s
F [FI AT 4ERRIRTT



H BT NZH 11 30 161 BB 1 54 ORR =1ik 80%,  DCR ik 96. 7%; PES F1 0S [RIELHE 4 A B2,
{H MIE BASE R B R I R IR KR, @A RIS ANHRE (R D .

Number of patients (%)

Best overall response

Complete response 4(13.3)
Partial response 20 (66.7)
Stable disease 5(16.7)

Progressive disease 1(3.3)
Objective response 24 (80.0)
29 (96.7)

Disease control

®4 REBR BGOSR e AT — iR T ] & Bl T Rk

3. ZHBAEIHAS, SEMEHTERKRE!
AR ASCO fE7~ 1 11T HH BEACON B FT I, %M 90 kXt =k LU T BRAF #0155
encorafenib +MEK $if]7 binimetinib+74 % £ B HLA] b FOLFTRI+74 2 B PTIE YT BRAF A%

25 EL e B T R0 RS E TSI 1-2 AT T R

GBS A I R A 48% (B 11) ! A R4 s BRAF I iy
A 160 . a1l . .«
w Encorafenib + Binimetinib + it
Z Cetuximab SRR
Z;g 20 48% RR
g e [
€5
£ S 0
£ v
& ]
10
('2 Y80'1 1'70'2 1700'9 "40'70'8 IvBJ"ﬂ?;?'C?‘JI; :5 \;0'4"' 'I 1')(;12'7;1T0v5 ﬁOD
Patients

B 11 =28Iaih )T 45 B e AT oK

4. CAR-T BRAER SR | YR TT B i M iR B 2 33%
— I CAR-T VA7 B « FRAME SRR FIm IR B R /2 K& A . BFFE# KB Claudin-18 7F
B A s I i 2IA, IR TR Claudin—18 ¥ CAR-T ¥7¥= (CAR-CLDN18.2) . 3t

INT 12 4] Claudin-18 FHPER 2 LMt 24 /5 5 8 A B /. AN4LEBE RS 1-5 DI



CAR-T 4HMfy TV, Heja 11 BIEBE AT A5y 2%, 1 %I CR, 3% PR (2 BB, 1 BIERE) , 5
Wl IERaE, 2 BlmIEHERE. Mk ORR 9 33. 3%, DCR M 75%, {7 PFS A 130 & (E 12) .

Clinical Response

» Disease control rate (DCR) 75%: 1 CR, 3 PR, 5 SD
» Objective response rate (ORR) 33.3%
» mPFS of 136 days [95% CI (44, 237)], mOS of 242 days [95% CI (55, 349)]

[ Gastric cancer
@ Pancreatic cancer

@ Pancreatic cancer
@ Gastric cancer
CR

A PR
A PD
X Death
Discontinuation due to other reasons than PD
s S S S S S S S L S B S S SR S
0 20 40 60 80 100 120 140 160 180 200 220 240 260 280 300 320 340 360 380 400

Time (days)

Target Lesion Best Change From Baseline (%)

mesreo s 2019 ASCQ'  mascots
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PRESENTED BY: Xianbao Zhan 14

e

5. KABBEEEBES: RAMUTHIT! K HBAIIT 0S BARMARFIIT!

2= B A Keynote 062 /& K 25 40J7 vs 4hy7 — 2397 BB 3 WKW 7L . 451
&N, R PDLL FHE (CPS=1) Hid, K 2552541 (P) S5y (O Mk, L 0S %= R,
10.6 M vs 1L 1AH (E13) o Kot AR &2 CPS=10, K 44T BoRBits, iz
0S A 17.4 M vs 10.8 M (B 14)

Overall Survival: P vs C (CPS 21) Overall Survival: P vs C (CPS 210)

100 4 Events HR(99.2%Cl) NP 100 Events  HR (95% CI)

90 Pembro 79% 0.91 12 80 Pembro 66% 0.69

80+ Chemo 86% (0.69-1.18) 80 Chemo 83% (0.49-0.97)

70 12-mo rate 70 12-mo rate

47% 24-mo rate 7% 24-mo rate

. 604 46% ety . 60 7% So%
L W 19% Median (95% CIj : % - 22% Median (95% CI)
@0 6 mo (7.7-13.8) 174 9.1-23.1
© 404 1?:«:&::2:\ © 4 _H‘—‘\i—h_ 108:2‘(65—1351‘

304 30 M

104 10

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

MNo.. Time, m::n!hs i No.stRisk N Time, months
NI n 091 .<‘n‘14 1 :1:1 p= nh«sm:, nﬂum'l'.anP;ﬁ 701; ' navacmﬂﬂ'Mamh;: m«:i A - L R
Kl 13 0S: P vs C (CPS=1) Kl 14 0S: P vs C (CPS=10)

BB IR, KT RS IR AT RRBECE CPS=10 R AREE R IR2E (12.3 M vs
10. 8 H)  (E15) , RHLITIFRIE AT, 1H1=1, BRI RFIE N
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Overall Survival: P+C vs C (CPS 210)

100 Events HR (95% Cl) P
90 1 Pembro + Chemo 76% 0.85 0.158
80 Chemo 83% (0.62-1.17)
70 12-mo rate 5 ;
51% -mo rate
e 601 7% zio
G % Median (95% CI
¢ 50 b ‘233‘{\9514‘8\
O 40 10.8 mo (8.5-13.8)
301
201 :
101
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

No. at Risk Time, months
99 89 74 64 50 40 35 30 2 7 3 3 0 0
%0 82 70 53 42 33 28 20 16 8 7 3 0 0 0

Data cutoff: March 26, 2019

15 0S: PC vs C (CPS=10)

6. B IAR| —LREFRHARYT eBRCAHERRE, PFS BfE!

ITT ] POLO W FTAE 154 4532 — BB IMALIT J5 5 A K A 1E R VIR 2R BRCA 848
(gBRCA+) % R Mk Jit e £ 38 vh VP A T BLREMA R 300mg 8 H 2 YR 253 I N — LR 4ERRT VA
I7 3o

GREIR, BRLMARAH L2 BN R K T R E AL PRS (7.4 vs 3.8 M), B
BEFRANGET KKIFEAC T 47% (HR 0.53) , T H 1 FhHERAFARLE S T ZEFIH (34% vs
15%) , 2 FhdtfRAEMFREZE G T ZENH (22% vs 10%) (K 16) .

PFS at prespecified timepoints by blinded
independent central review*

60 From 6 months onwards, more than

twice the proportion of olaparib-arm
patients were progression-free

50

40

30

X
e
]
P
€ o
O i
&= O
v €
o0
=
4 0
St
S
2RO

e
T S
G5 o
v
(5]
L7}
A
°

20
I olaparib
I Placebo

10

0

12 18
Time since randomization (months)

*Kaplan-Meier method

presenteo a:. 2019 AS}SO(‘ ; ; i eresenTeo v: Hedy L Kindler
ANNUAL MEETING po for reuse.

15

K16 BLhiaA]— R 4EFFiR YT eBRCA+ERIRE, PFS B4
7. KGR RGBT RBEREBTREE
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AR ASCO KA | KEYNOTE-181 (¥ 3 Whikgn ¥, 7EmMoll & 8 B i a7k
Xof 3k A K 25 SRF R E IR M4 . 0S J7TH, 7E PD-L1 CPS=10%E#H, K 24417 0S
EH 9.3 AMH, MAHITAMHN 6.7 NMH, FETRKEEE 31%, ZERBHGIHFE L (HR 0. 69;
P=0.0074) C(E17) . 18 MNHM 0S FHE, A 26%, LIrHAN 11%.

Overall Survival (PD-L1 CPS 210)

109 Events, n HR? Median, mo P-value
90 1 (95% ClI) (95% ClI)
80 1 Pembro 107 0.69 (0.52-0.93) 9.3 (6.6-12.5)
0.0074
- Chemo 115 - 6.7 (5.1-8.2)
70
B
> 607
8 143%
50 1 120%
40 7
26%
30 7 1%
20 7 1 L‘u“_._l_.-h—l_l_h_l_
10 1 H —‘—n_n_n_l
H o
0 +
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
No. at risk Time, months
Pembrolizumab 107 100 8 68 59 49 45 33 29 23 13 9 5 3 1 0 0 0
Chemotherapy 115 102 76 61 48 31 23 19 14 8 4 4 8 2 2 1 0 0
Based S a ariate stratified by region and histology.

Based on Cox regression model with treatment as a cov
Data cutoff: October 15, 2018

K17 K 2582 —8RyT it e, IS 0S L& % (PD-L1 CPS=10)
TERE RO NFED, KZAM oS A IRKR L LS, K5 8.2, rHNT. 1
AH (HR 0.78; P=0.0095) . 18 ¥ 0S ZEPHLLS 5l 23%F1 12%.
7E ITT ANBE, K 2400 0S BT H B LGk %% 57 (PAL0S #N 7.1 A H;
P=0.0560) , {HA MK HES, 18 DHK 0S 73510 18%A1 10%. 1£ PD-L1 P&,
K 2440 54097 401 ORR 43514 21. 5% 6. 1%,

8. B/HEE®: BHRE (S-1 BRAERVFRITHNT S-1 Be& it

— I TTT W FEAN N 1 576 ) 5 s / 50 B B8 A SR e, BEALZE SOX 41 (S-1+B0H
B1) =SP4 (S-1+i41) o SOX ZIAHEL T SP 4l /R B EMRA 0S (13.0 N H vs. 11.84
H, HR=0.764) (P 18) , PFS (5.7 H vs. 4.94H, HR=0.752) FITTF (5.2 ANH vs.
4.7 H, HR=0.763) (K 19) .

Results: Overall Survival (ITT) Results: Progression-free Survival (ITT)

i 09ASCO scon

Kl 18 0S K19 PFS
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fi. RS

1. #74 Margetuximab $#¥ HER2 LA 24, PFS BRIIFRE

Margetuximab &% HER2 #.47i. SOPHIA iXTi 111 #ARFAAN T BEA: #5234 =2 4k HER2
PRI ZG CRUARIHZ RS, MRS PT. T-DML) (¥ HER2 PHYEBEISLARE 5, BENL Y N
Marge tux imab+{by7 Bl it 22 Bk BT+ 9T 1R T .

ZEREIR, Margetuximab HHYH {7 PFS fFRSEK:, 4 5.8 1N vs 4.9 (P=0.033)
(K 20) o JUHAE CDI6A 158F RAREHHI7HCEN R (hAz PFS 2 6.9 MH vs. 5.1 M,
P=0. 005) .

PFS Analysis in ITT Population

24% Risk Reduction of Disease Progression 30% Risk Reduction of Disease Progression
Central Blinded Analysis (Primary Endpoint) Investigator Assessed (Secondary Endpoint)
100 4 Margetuximab Trastuzumab 100 + Margetuximab Trastuzumab
+ Chemotherapy | + Chemotherapy + Chemotherapy | + Chemotherapy
(n=266) (n=270) y (n=266) (n=270)
80 80 % T T 1
g # of events 130 135 = H # of events 160 177
3 o) t 1 1
)] 8 Median PFS 5.8 months 4.9 months ] % Median PFS 5.6 months 4.2 months
2 60 \ (95% CI) (5.52-6.97) (4.17-5.59) g 60 \‘7*& (95% c1) (5.06-6.67) (3.98-5.39)
7} @ 1 1 |
g &\\. HR by stratified Cox model, 0.76 E \ HR by stratified Cox model, 0.70
£ el ’1 (95% Cl, 0.59-0.98) £ 404 Ny (95% Cl, 0.56-0.87)
2 i . Stratified log-rank P=0.033 2 -, Stratified log-rank P=0.001
] e g R, L
<3
i g \ \
T - o 20 oy I,
‘xﬂ“*‘—mﬂ__ﬁ
— + — Margetuximab + chemotherapy '”“j .
o Trastuzumab + chemotherapy 04 i *
T T T T T T T T T T T T
0 5 10 15 20 25 o 5 10 15 20 25
Time from Randomization (Months) Time from Randomization (Months)
Margetuximab 266 174 94 45 21 8 6 4 2 0 Margetuximab 266 206 155 112 72 61 33 32 16 13 8 7 3 2 2 0
Trastuzumab 270 158 74 33 13 2 2 1 1 1 1 Trastuzumab 270184 130 87 59 45 25 21 10 5 4 3 1 1 1 1 1 0

* PFS analysis was triggered by last randomization on October 10, 2018, after 265 PFS events occurred

ITT population: N=536. Cl=confidence interval.

mecoreo . 2019 ASCO

ANNUAL MEETING

20 #r#4 Margetuximab ¥R HER2 #E MY 24, PFS pIh3k

2. PD1 BRATIAE JRvasT —BAFLARE, ORRIAZF] 47. 4%!

—INAT 34 B2 I =2 A RGUATT I =AU (TNBO) 3%, JF
101 BEALEESZ BT Je Rt/ R W45 28K & R BRI BR R PTIRTT .« 18 28 BT AT vl s v,
LG 240 ORR 9 47. 4%, DCR 24 68. 4%, ARISF| PFS; [A]lKreh 2520 WA #fiA 1) ORR, DCR
44. 4%, PFS N2 H.

3. Ribociclib BRk& P 7 MR YT A4 AT HR FH LM BIFLARE, JEACILA AR A ) !

ITT # MONALEESA-7 BFFCV-AL T N WAVAYT £ ribociclib (CDK4/6 $HF)) F T-4a4 i
HR+/HER2-H HAZL % (ABC) f#) 0S £5 5. 7F 192 flaf vEAk g eh, Bl U B+ 20 WAia 7 (ET)
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X bE 22 A 20 30 3 2B K0S, PRZH 0S 3 S ARIE R vs 40.9 /N H (P=0.00973) . Tt 42 1~ H
ISR ZEL () 0S 2240051 70. 2%F0 46. 0% (& 21) &

Overall Survival
* = 29% relative reduction in risk
of death

* The P value of .00973 crossed
the prespecified boundary to
claim superior efficacy

Ribociclib + ET

Placebo + ET

5 Ribociclib+ ET | Placebo + ET Landmark Analysis

Events/N 83/335 109/337 TP
: Sttt Ribociclib + ET | Placebo + ET
2] Median OS, mo Not reached 40.9 Estimate

HR (95% ClI) 0.712 (0.535-0.948) 36 months 71.9% 64.9%
o] Pvalue 00973 42 months 70.2% 46.0%

Overall Survival

— T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46
No. of Patients Still at Risk Months

Ribociclib 335 330 325 320 316 309 304 292 287 279 274 266 258 249 236 193 155 110 68 43 25 7 3
Placebo 337 330 325 321 314 300 301 295 288 280 272 258 251 235 210 166 122 92 62 33 19 7 2

K 21 Ribociclib BE& W Whia T 452555 HR BHMER AL, K 0S

o
[

4. RIPB B+ REIRIGIT REEIT RN ILEE, MAEBERR 44%!

KIRE JEHE S A HERT. HER2. HER4. NALA WFFT4NN T HER2 PHYE. BEEAG. BT
26 A RIS L i SR (92 e 2 I LI TR BT o AT a2 R E e+
i, RE 7 RIAIT. REFREMEASRMEE, 2 ARmnE B RIGITH (BAH) K
iR (3B 4D .

SRR, 16 3A A, MRS I0E ZE ORR = 49%, 3B N5 RE 417G 20K ORR =
33%. 3A ZHF1 3B R4 PFS 38 5.5 AN H R 3. 1AM H, WAL 0S 405 13, 3 AN AR 16. 14
He

ARAE R LR R JE 10 3A ZH I B e 2 R B Je + R BRI VR T J5 R I A% 197 20n 2 5.
RS A B JE 1) 3B 4B BRI B e +- R B IR R T 5 IR ik e 797 24 6.

Composite Criteria,*

Best CNS Response No. (%)
Cohort 3A (n = 37) Cohort 3B in = 12)
Complete response — Complete response —
Partial response 18 (49) Partial response 4(33)
Stable disease six or more cyclest 7(19) Stable disease six or more cyclest 3 (25)
Stable disease fewer than six cyclest 5(14) Stable disease fewer than six cyclest 18
Progressive disease Progressive disease
Progressive disease in CNS only 1(3) Progressive disease in CNS only 1 (8
Symptomatic deterioration or clinical progression 205 Symptomatic deterioration or clinical progression 3t (25)

(CNS or non-CNS) before restaging
Progressive disease in CNS and non-CNS —

(CNS ar non-CNS) before restaging
Progressive disease in CNS and non-CNS —

Off treatment before restaging because of toxicity (n=3) 4(11)
or MD discretion (n = 1)

#£5  3BAHMITI *£6 3BULIT

Off treatrnent before restaging because of toxicity —

14



5. Pyrotinib BREWITIBTTAFSRTTINZS, MBIEEK 7 4H PFS

PHENTX 3K 30 TTT IR FEAMN 1 4552 1oL il 22 2R UM 542 638 10 HER2 FHE B, BEALEE
3 pyrotinib+RIEFMEE 2 RGH+ R EfIEIAIT . 45 EIR, pyrotinib 41H A7 PRS SELC T
TAH, AILIAH vs 414 (P<0.001) (& 23) . B4l ORR 4 pyrotinib 41 68. 6% vs
16%.

Patients with brain metastasis

IRC-assessed PFS

FAS population, double-blind period

= 100

Probability of progression-free survival

6 9 12 15
Time from randomisation (months)
113 7 4 13

*Stratified by metastatic sites and hox

K& 23 IRC ¥fitift) PFS K 24 s H% S8 1) PRS
W T 3, pyrotinib A HH AL PFS tH K, N 6.9m vs 4.2m (P=0.011) (/&
24)

1. BNARELRAEH TN AR EE, FRERLTH 3 15!

CLIO B 782 —TBENL 11 IR T, PPAL BRI B 200 LU AR AEAL T VR T SR U AN FH T 24
CROE—REIZEIRIT I 6 AN A IR 100 S S 78 A RIAT 25 B 4T 25 A 51 (¥
MALGR. EREW, FEFFLL A ORR: BRHFIH )y 18% (12/67) , TNy 6% (2/33)

(& 25) .

Objective response rate (ORR for PROC, n=100) *

33.3% (11/33) Paclitaxel
W Olaparll 30.3% (10/33) PLD

B Chemotherapy —
18.2% (6/33) Topotecan
18.2% (6/33) Gemcitabine

+20% ‘

--1 -30%
2 responses

under chemotherapy
(both taxol weekly)

Best Percentage Change from Baseline

OLAPARIB CHEMOTHERAPY
All patients 18 % (12/67) 6 % (2/33) p=0.13
K25 ORR

15



£ gBRCA 578 g v, B FIZEIY ORR Oy 36%, gBRCA BF/EM B oy 13%. £ BRCA #f
AR, BLRIIGFIZLA ORR 9 13%, gBRCA EFAERY fag rhly 6%,
B EFIZL I DCR Ay 35. 8% (24/67) , TR 42% (14/33) o 1 gBRCA Z84F & AN
gBRCA B AEHY 835 v, BURAFRIZE R DCR 437309 62%F0 30%. SRR ZH AL ST 2 1) a7 DOR
A7 PRS B

2. K 248k & Niraparib (JBRLWAF]D WITHIMZENENE, 413 67%

AUK ASCO #3187 TOPACIO 7T, %458 /& PARP #1fl ¥ niraparib (Zejula) Bt& K Z4iA
T BN 2552 % P SLE IR 78 . 45% 1) B F BEAE Sz =20 P HIRTT, 97%) 3 BRAE A i 46
FRZIWIGRTT, 63% MEEEZ I DURERAPUIARYT, 29%00 B MR E R 2. K2 50 &
& (T3%) AT BRCA 845, 11 44 BRCA %A%, 6 5 A BRCARA .  [FIYRE LB
(HRD) A4 oy 22 fil g 9 BAdE, 31 FIoBIE, 9 BIRA. S AHE ORR Jy 24%, DCR N 67%
(4 26) .

TOPACIO: Phase 1/2 niraparib + pembrolizumab “"miee"
in platinum-resistant ovarian cancer

Monotherapy activity cheat sheet
Olaparib in BRCAmut platlnum re5|stant patlents ORR 25-30%
Olaparib in BRCAwt plati : ORR ~5%
Olaparib in BRCAmut platinum- refractory patients: ORR 0-14%
Nivolumab: ORR 15%
Pembrolizumab: ORR 11%

Platinum status Response tBRGA mut HRD-pos¢ IBRCAwL
(%) (%) (%)

ORR 11/46 (24) 217 (29) 4115 (27) | 9134 (26) 7124 (29)

Evaluable platinum-resistant
and -refractory patients

DCR 31/46 (67) 417 (57) 10/15 (67) | 23/34 (68)  15/24 (63)

» HRD status did not correlate with response to this combo in platinum resistant/ refractory disease

+ Addition of pembrolizumab to niraparib in tBRCAwt and HRD-neg led to similar ORR to PARPI
monotherapy efficacy in tBRCAmut population

Konstantinopoulos et al, SGO 2018

cose 2019 ASCO  #ase sresenreo or: Timothy A. Yap MD PhD

ANNUAL MEETING  permiion

26 ORR # DCR
B BT RS AR B RIRAS TS BRCA BP AR+, ORR J9 26% (9/34) , DCR A
68%; BRAC 28757 34 () ORR &y 29% (2/7) , DCR Ny 57%. HRD-FHEMI#&H, ORR Jy 29%
(7/24> , DCR )y 63%; HRD-FHPERIEF T+, ORR Jy 27% (4/15) , DCR Jy 67%.

3. dF BRAC RZZBRESR: BLBIAFIER & 75 Hh EAf B3 SEK PFS A1 0S

BEAEAIT ST RS CARIE B A& VU e A (PUIMLVE AR 2D i 2 18 K JC BRCAm &35 1)
PFS, X ASCO 1§53 PFS $#is UL & B 0S edhs . &5 ORI, BRI IAAMIE & vat Je A ie 7

16



BRAC 872 [ FARRUR B SLJee j 1) OS L B R M) R 24 B IC, (B BR & 207677 IF BRAC RAZ
YU E 8, BT AR 25, XSRS PRS Hds thg — 2.

L. HIFIE

1. EfRERERIX 83. 3%, WRIMARAFFHRIFIET !

TOPARP-B IS N2 T 98 i, NMHZR: =1 #EEIMIT/EHE, MRSy
FEAT % DDR & A 2000 N e R /RIRRAR . BT 10 B TEREER RIZFBIT (ADD)
JERERE, 735 100% 89. 8% 37. 8WALAEZ VAhAE. K LLRsJe/ B A & il B 36T /5 .

I 92 41 5% 73 B 300mg 7 & A 400mg 74

LERBIR, BIKABEZEEZFR (composite response rate) A 46. 7%, 300mg ZH 1%
EIRNFEHY 39, 1%, 400mg HIZRE BN 54.3% (R T

Results: Primary Endpoint Analyses

* 98 randomized, 92 evaluable for primary endpoint analysis (6 found ineligible/not
evaluable and excluded as per SAP/IDMC).

Dose group
Total (n=92)

300mg (n=46) 400mg (n=46)

% 95% Cl resp/n % 95% Cl resp/n % 95% Cl

Composite Response (confirmed) : 36.3-57.4 | 18/46 5 25.1-54.6 25/46 £ 39.0-69.1

RECIST Response .09 11.4-31.3 6/37 .29 6.2-32.0 8/33 .29 11.1-42.3

PSA Response 250% i 24.0-44.5 13/43 ; 17.2-46.1 17/46 i 23.2-52.5

CTC conversion .9% | 37.1-64.6 13/27 1% 28.7-68.1 15/28 6% 33.9-72.5

RECIST / PSA response 8% | 25.1-45.4 | 13/46 .39 16.0-43.5 19/46 .39 27.0-56.8

Per design, 219 “composite responses” needed in either arm to recommend dose - 400 mg BID cohort
meet threshold = biomarker identified in TOPARP-A is considered validated.

mesareosr:. 2019 ASCO' 74

ANNUAL MEETING

RT  GERRE

WELH4M T, I BRCAL/2+ 5 32. 7%, ATM+d5 21.4%, CDKI12+/j 21.4%, PALB2+/5 7.1%, J&
fib b7 21. 4%. BRCAL/2+HH 456G B Z i, 15 83, 3%. ATMHHMIZEA R BZE N 36. 8%,
CDK12+#H 45 & [ N2 N 25. 0%, PALB2+H[MLEE RIS K 57. 1%, HAWHMLEE RVR A
20. 0%.

2. BREREBSIR T RB BRSBTS AE (uHSPC) , FRINFEK AAF AT ]
ENZAMET 52 B X iR 18 R % B G0 SE 4 (RN $52 2 VAR ARG YT ) 0S Bedls LRI 7% .
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mHSPC S 4% 101 FENL AL 2 TS BRE B4 E % (A 4D sibruE NSAA (B4 . 4555
7~, TSHENZA ZHAN TS+NSAA ZH11) 3 5 0S #4524 0. 80 A1 0. 72 (HR, 0.67, P= 0.002) , R4
SR EIEK T RAEAIE, BRI T 33%HIBE T XS (B 27) o

Primary endpoint: Overall survival

Enzalutamide
NSAA

Proportion alive at 36 months (95% Cl) :

NSAA Enzalutamide
0.72 (0.68 to 0.76) 0.80 (0.75 to 0.83)

Proportion Alive

Hazard ratio= 0.67 (95% Cl: 0.52 to 0.86) |
Log-rank p=0.002 v

|
|
I
1
1
I
il
T

6 12 18 24 30 36 42 48
Months
Number at risk
NSAA 562 551 531 501 452 311 174 86 32
Enzalutamide 563 558 541 527 480 340 189 106 45

K27 08
WHASHTER,  “TSHENZA+Z Fifh 387 XLk “TS+NSAA+Z Fifh 38~ 76 @ s B (n=503
B>, PR PES AT OS I HR 437514 0. 48 F10.90; (ERAfTE#E (n=622) 1, PFS F10S [
HR 43512/ 0. 34 A1 0. 53,

VA3 A2

1. % ADC (PiiABER)) #E[a] NECTIN-4 A Rk 44%, T PD1 iy fa i) & B 2%

ASCO _EAAR T #EA] Nectin—4 TR HTAAIHRIEEZ5Y) (ADC) enfortumab vedotin K 2 Ml
R B

SEREIN, 1F 125 BlEF T, EEN ORR A 44%, H CR 4 12% (R 8) .

EV-201: Cohort 1 Objective Response Rate with EV-201: Cohort 1 Kaplan-Meier Estimates of Survival
Enfortumab Vedotin 1w .

0

0
U AR el e
ORR per RECIST v 1.1 assessed by BICR n (%) Ew (95% CI: 4.9-7.5) 8 (95% CI: 9.1-not reached)
Confirmed objective response rate 55 (44) H v 2n

95% confidence interval (35.1,53.2) e § ‘%jm
Best overall response per RECIST v. 1.1, n (%) QT‘.. * a" i 77”"(7)8

Complete response 15(12) 5 “ E o

Partial response 40(32) é # PES 3w

Stable disease 35(28) ga 2.

Progressive disease 23(18) 1 i

Not evaluable? 12 (10) o

0123456678901 12131W151561718 012345678 931D112131415161718
Time (Months) Time (Months)

ime (I

#8 ORR K 28 PFS A1 0S
HAL PRS A H] 5.8 M, AL 0SB H 11,7
TESCHT /0823t 3 My ik, ORR 4 41%; 7E PD-1 F1 PD-L1 J7yk o R g v,
ORR [FIFEAY 41%; FLRFERAFFNERERL IS T, ORR H1AEILF] 38%.
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2. ADC #7245 RC48 ¥6JT HER2 PRI R B% 1 B, SMRERIX 51. 2%!

RCAS f&—Ff¥#E [ HER2 HIBr LA MBELZG4) (ADC) , ASCO )3 1 HLiBy7T HER2 PHEFE R 1 IR
e b R (R

— I IT SRR SN 43 BIRRAERE 200967 9 HER2 P (THC2+EK 3+) BeRe b ki b H
FE B, NHJGHESZ RCA8 1RYT, WL ILEAR ORR IA % 51. 2%, Ti7E THC2+FISH+ELF THC3+
BET, R T] 58%, fE THC2H+FISH-FBEH, ZZiRARILF] 50%. &4 DCR Jy 90. 7%, 7
PFS A 7ANH, 0S KikE| (E29) .

syvy

v

il

.Il

u n % 2 4 4
Time (week)

29 EAEZRE
i B¥E: PDI+HLILE PK WA A
AR ASCO £ BXTEE T K Z5ESFTE B JE vs 0 Z5+FIL AT BT 3. —RER
PDI+HLIILE vs WAL I Z
fEhEfa N, KB & &8, O+FULIM RIS 77 ZHL T8F E & JE 52, ORR. PFS
Je 0S 7, K ZRhFm— i, Ak 0 5+ ILIM e 2ZM (CR) LT K 4 mi 7 — 16
(9% vs 4.8%) (K9 .

Intermediate/Poor Risk Patients

Intermediate/Poor Risk Intermediate/Poor Risk

Keynote 426 Pembro+Axi Sunitinib CheckMate 214 Nivo+Ipi Sunitinib
(n=294) (n=298) (n=425) (n=422)

ORR* 55.8% ORR* 42% 27%
P value - P value <0,001

CR 4.8% 0.7% CR 9% 1%
Median PFS, months 12.6 8.2 Median PFS, months 116 84

Hazard Ratio (95% CI) 0.67 (0.53-0.85) Hazard Ratio (99.1% C1) 8.2 (0.64-1.05)

P value . P value 0.03
12-month OS 87% 71% 12-month 0S 80% 72%
Hazard Ratio (95% C1) 0.52 (0.37-0.74) Hazard Ratio (99.8% Cl) 0.63 (0.44-0.89)

P value P value <0.001

ent diology review committes by RECIST version 1.1
Pembros Axs Pernbrobizumab « axitinid; Nivo+ipisNivolumab + pilmumab; ORR=0Objective response rate; CR=Complete responte; PFS-Progrestion
free survival, Cl=Confidence imerval. O5:=Overall survival Motzer et al, NEIM, 201

R9 PEEEERIT
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FEARSE R, KRBT UL TR E BB, O+FILIT 2 (ORR K& PFS) T e & e,
AT O+FHUL I CR AL F] 1 11%2 &, KB E AR M CR (3£ 10)

Favorable Risk Patients

Favorable Risk Favorable Risk

Keynote 426 Pembro+Axi Sunitinib CheckMate 214 Nivo+ipi Sunitinib
{n=138) (n=131) (n=125) (n=124)

ORR* ORR* 29%
P value P value <0.001
CR CR 11% 6%

Median PFS, months 17.7 12.7 Median PFS, months 15.3 251
Hazard Ratio (95% CI) 0.81(0.53-1.24) Hazard Ratio (95% Cl) 2.18 (1.29-3.68)

P value P value <0.001
12-month 05 95% 4% 12-month OS 94% 96%
Hazard Ratio (95% CI) 0.64 (0.24-1.68) Hazard Ratio (99.8% Cl) 1.45(0.51-4.12)
0.27

P value

P value

*Pur blinded independent ndology review committee by RECIST version 1.1
Pembro+Axi=Pamivoitrumab ¢ axitinib; Navo+ipis Nivoumad + iplimumab; ORR=Objective retponte rate; CR=Complete response; PrS=Progrestion

free survival, OsConfidence interval, OS+Overall survive Motzer ot al, NEM, 2018

R0 RSB TR

+. BEFE: TIL ST ORR LT 44%

AU ASCO AAi Y innovaTIL-04 BEFER; 27 Ik Fe B 8at B S 38 ) dhE Bor,
ORR Ay 44% (3 45 CR A1 9 5] PR) , DCR Ay 85% (F 11) . HfiBEvGIt ] 7.4 AR, 10 i EE
YERF T IBL, AL DOR MATER . AR ENEIER R A . BFFER A 456 %, F
BT 2.4 FhIEHTBINATT J7 %

Significant Response Observed in Patients with Limited Options

* In heavily pretreated cervical cancer patients Responses N=27 (%)
(2.4 mean prior therapies):
* CR11% Objective Response Rate 12 (44%)
* ORR 44%
¢ DCR 85% Complete Response 3(11%)
* Median DOR has not been reached: )
i Partial Response 9 (33%)
* Median follow-up 7.4 months
* Mean TIL cells infused: 28 x 10° Stable Disease 11 (41%)
* Median number of IL-2 doses: 6.0
Progressive Disease 4 (15%)
Non-Evaluable 0
Disease Control Rate 23 (85%)

L 11 IR
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Gemcitabine and cisplatin (GP) induction
chemotherapy in locoregionally advanced
nasopharyngeal carcinoma:
primary analysis of a phase 3 RCT

Jun Ma," Yuan Zhang,! Lei Chen,! Guo-Qing Hu,2 Ning Zhang,® Xiao-Dong Zhu,* Kun-Yu Yang,?
Feng Jin,® Mei Shi,” Yu-Pei Chen,! Wei-Han Hu,! Zhi-Bin Cheng,® Si-Yang Wang,8 Ye Tian,? Xi-
Cheng Wang,'Yan Sun,"" Jin-Gao Li,'? Wen-Fei Li,! Yu-Hong Li," Ling-Long Tang,' Yan-Ping Mao,’
Guan-Qun Zhou," Rui Sun," Xu Liu," Rui Guo,' Guo-Xian Long,? Shao-Qiang Liang,? Ling Li,* Jing
Huang® Jin-Hua Long,® Jian Zang,” Qiao-Dan Liu,® Li Zou,® Qiong-Fei Su,'9 Bao-Min Zheng,'! Yun
Xiao,' Ying Guo,! Fei Han,' Hao-Yuan Mo, Jia-Wei Lv,! Xiao-Jing Du,! Cheng Xu," Na Liu," Ying-
Qin Li," Melvin L K Chua,'® Fang-Yun Xie," and Ying Sun.'
1Sun Yat-sen University Cancer Center; 2Tongji Hospital and *Union Hospital Affiliated to Tongji Medical College, Huazhong University of Science and
Technology; 3The First People’s Hospital of Foshan; 4The Affiliated Cancer Hospital of Guangxi Medical University; 8Guizhou Cancer Hospital; 7XiJing
Hospital of Forth Military Medical University; 8The Fifth Affiliated Hospital of Sun Yat-sen University; °The Second Affiliated Hospital of Soochow

University; '°The First Affiliated Hospital of Guangdong Pharmaceutical University; ''Peking University Cancer Hospital; '2Jiangxi Cancer Hospital; all in
China & '*National Cancer Center Singapore
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ORIGINAL ARTICLE

Gemcitabine and Cisplatin Induction
Chemotherapy in Nasopharyngeal Carcinoma
BOR—BUEATAL, Zrhat, BEHL, R LD ST, JEAGL 480 (b freEb e 18-64 % 2 il
ISR 11 WIEIIVE IR 5, 45 1o 1 A0, DAL ) B T e I
(P 775 BTN, SURMBEE AT, B ATI R AR, KB
BAEAE (09) | PRI Z A ORI I |, S ST D
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480 Patients underwent randomization

l l

238 Were assigned to receive concurrent
chemoradiotherapy alone
(intention-to-treat papulation)

242 Were assigned to receive induction
chemotherapy with gemcitabine and cisplatin
plus concurrent chemoradiotherapy
(intention-to-treat population)

3 Withdrew consent and did not receive
induction chemotherapy with gem-
citabine and cisplatin

2 Received other induction chemo-
therapy and concurrent chemo-
radiotherapy

1 Received concurrent chemoradio-
therapy alone

239 Started induction chemotherapy with
gemcitabine and cisplatin (safety
populaticn)

8 Discontinued induction chematherapy
5 Received 1 cycle
5 Had adverse event
3 Received 2 cycles
1 Had adverse event
1 Had disease progression
1 Declined to participate

1 Did not receive protocol-defined
concurrent cisplatin (withdrew
consent and received radiotherapy
and weekly cisplatin)

5 Did not receive concurrent cisplatin
4 Received radiotherapy alone
2 Had adverse event
1 Had disease progression
1 Withdrew consent
1 Received radiotherapy and carboplatin
1 Had adverse event

237 Started concurrent chemoradiotherapy
(safety population)
2 Discontinued radiotherapy

234 Started concurrent chemoradiotherapy
141 Discontinued concurrent cisplatin
14 Completed 1 cycle

127 Completed 2 cycles

7 Had adverse event
7 Declined to participate

91 Declined to participate
13 Had adverse event

60 Discontinued concurrent cisplatin

2 Declined to participate

4 Completed 1 cycle
3 Declined to participate
1 Had adyerse event

23 Had other reason 56 Completed 2 cycles
44 Declined to participate
6 Had adverse event

6 Had other reason

l

177 Were included in the per-protocol
population (completed 3 cycles of concurrent
cisplatin and radiatherapy)

218 Were included in the per-pratocal
population (completed 3 eycles of induction
chemotherapy with gemcitabine and cisplatin
and 2 to 3 cycles of concurrent cisplatin and

radiotherapy)
K1 ANHRE

Table 1. Characteristics of the Patients at Baseline.* Table 2. Survival and Response to Treatment.*
Induction Chemotherapy ~ Standard Therapy Induction Chemotherapy Standard Therapy Hazard Ratio

Characteristic (N=242) (N=238) Variable (N=242) (N=238) (95% C1)
Median age (range) — yr 46 (18-64) 45 (20-64) Recurrence-free survival
Sex— no. (%) Recurrence or death — no. (%) 37 (15.3) 63 (26.5)

Male 182 (75.2) 164 (68.9) Percentage of patients alive and without recurrence 85.3 (30.0-89.3) 76.5 (70.4-81.5) 0.51 (0.34-0.77)

Female 60 (24.8) 74 (31.1) L (EE:2E)
Karnofsky performance- Overall survival

status scoref Death — no. (%) 18 (7.4) 35 (14.7)

100 10 (4.1) 10 (4.2) Percentage of patients alive at 3 yr (95% C1) 94.6 (90.6-96.9) 90.3 (85.6-93.5) 0.43 (0.24-0.77)

90 189 (78.1) 198 (83.2) Distant recurrence—free survival

50 36 (14.9) 21 (3.8) Distant metastasis or death — no. (%) 23(9.5) 40 (16.8)

70 7(29) 9(3.8) Percentage of patients alive and without distant 91.1 (86.4-94.2) 84.4 (79.1-88.5) 0.43 (0.25-0.73)
Tumor category — no. (%) metastasis at 3 yr (95% CI)

p 2008) 33 Locoregional recurrence—free survival

T2 16 (6.6) 16 (67) Locoregional recurrence or death — no. (36) 17 (7.0) 22(5.2)

P 115 47.5) 116 (48.7) Per:r::‘ljaf:ntip:tl;e;:s(;shs\:ggd without locoregional 913 (87.3-94.7) 91.0 (86.2-94.0) 0.77 (0.42-1.41)

T4 109 (45.0) 103 (43.3) Response to induction chemotherapyt
Node category — no. (%)% Complete response — no. /total no. (%) 24/239 (10.0) -

N1 114 (47.1) 106 (44.5) Partial response — na. total no. (%) 202/239 (84.5) =

N2 101 (41.7) 108 (45.4) Stable disease — no./total no. (%) 10/239 (4.2) —

N3A 12 (5.0 8(34) Progressive disease — no.ftotal no. (%) 3/239 (1.3) -

N3B 15(62) 16 (6.7) Response to whole treatment — no. (%)
Disease stage — no. (%) Complete response 235 (97.1) 230 (96.6)

n 111 (45.9) 120 (50.4) Partial response 2(0.8) 5(2.1)

IVA 104 (43.0) 94 (39.5) Progressive disease 1(0.4) 1(0.4)

VB 27 (11.2) 24 (10.1) Could not be assessed 4(17) 2(0.8)

® 1 BFFRELHRHE R 2 AR MGENR A
FEPAIREYS 42. TN A G, FPRNRRIL, FHSATT TSI GP 75 5 Sy, Ik 3 4F
TR A7 ZE N T6. 5% B 85. 3% (E KBS K42 HR= 0.51, 95% CI=0.34-0.77, P =
0.001) , 3 4FEEFFFM 90. 3% EH] 94. 6% GUET-HIHZ
(2, K2 .

HR=0. 43, 95% CI=0.24-0.77)
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A Recurrence-free Survival

No. at Risk

Induction chemotherapy 242

Standard therapy

Percentage of Patients

o Induction chemothera
lgg Induction chemotherapy lgg R
" i
80 S 80+
70 £ 704 Standard therapy
60 Standard therapy 2 04
50 3-Yr recurrence-free survival: : 504
40 Induction chemotherapy, 85.3% 8 40 3-Yroverall survival:
30 Vs-standard therapy, 76.5% g 304 Induction chemotherapy, 94.6%
20 Hazard ratio for recurrence or death, 0.51 § 204  vs- standard therapy, 90.3%
10 (95% Cl, 0.34-0.77) & 104 Hazard ratio for death, 0.43
P=0.002 (95% Cl, 0.24-0.77)
e T T T T T T c T T T T T
0 12 24 36 48 60 0 12 24 36 48 60
Months since Randomization Months since R:
No. at Risk
234 215 146 93 35 Induction chemotherapy 242 241 236 162 100 36
238 217 194 130 73 26 Standard therapy 238 232 219 152 87 29

B Overall Survival

C Distant Recurrence—free Survival

No. at Risk

Induction chemotherapy 242

Standard therapy

Percentage of Patients

Induction chemotherapy

Standard therapy

2
T
]
=
&
60
s
50 . ; o S0 . .
2043 distant recurrence—free survival: 8 40 |3Yr locoregional recurrence—free survival:
30 Induction chemotherapy, 91.1% “cg 30 Induction chemotherapy, 91.8%
204 s standard therapy, 84.4% 8 204 Vs standard therapy, 91.0%
Hazard ratio for recurrence or death, 0.43 - Hazard ratio for recurrence or death, 0.77
101" (95% cl, 0.25-0.73) 104" (95% Cl, 0.42-1.41)
0 T T T T T T 0 T T T T T T
0 12 24 36 48 60 0 12 24 36 48 60
Months since Randomization Months since R
No. at Risk
238 226 154 96 35 Induction chemotherapy 242 237 225 152 97 36
238 217 204 140 80 28 Standard therapy 238 230 206 141 81 27,

D Locoregional Recurrence—free Survival

Induction chemotherapy

Standard therapy

K2 EEREMAR, BEAR, BRAERAEGR, TREEREFE GEIRNGT AR
AT 96. Tl B TR 3 AMIE ST . BT A ERMER TR 3/4 HBME AR KA

AR T5. TR 55. T, AT ALK T ERIAE M« /NSRS ST

SR I

R ST AL RRRHEIR ST ALR 3/4 JUBR R MEFEME RN 43N 9. 2%F1 11. 4% (£ 3) .

Table 3. Adverse Events, According to Trial Group and Grade.*

Event

Any acute adverse event
Leukopenia
Neutropenia
Febrile neutropenia
Neutropenic infection
Anemia
Thrombocytopenia
Mucasitis
Vomiting
Nausea
Dry mouth
Diarrhea
Dermatitis
Weight loss
Deafness or otitis
Nephrotoxic event
Hepatotoxic event

Any late adverse event
Symptomatic temporal-lobe necrosis
Cranial neuropathy
Peripheral neuropathy
Eye damage
Deafness or atitis
Dry mouth
Neck tissue damage
Bone necrosis
Trismus

Nephrotoxic event

Induction

Chemotherapy

(N=239)

Grade 1 or 2

58 (24.3)
168 (70.3)
135 (56.5)
]
0
178 (74.5)
91 (38.1)
138 (38.2)
85 (35.6)
176 (73.6)
168 (70.3)
18 (7.5)
141 (59.0)
148 (61.9)
172 (72.0)
46 (19.2)
68 (28.5)
203 (34.9)
14 (5.9)
6(2.5)
21(3.8)
31(1.3)
60 (25.1)
179 (74.9)
62(25.9)
407
7(2.9)
7(29)

Grade 3 or 4

nurmber of patients with event (percent)

181 (75.7)
63 (26.4)
67 (28.0)

1(0.4)
[}

21 (9.6)
27 (11.3)
69 (28.9)
54 (22.6)
55 (23.0)
12 (5.0)

6(2.5)

5(21)

5(2.1)
0

6(25)

6(25)

22(9.2)
[}

2 (0.8)
3(L3)
[}

13 (5.4)
7(29)
1(0.4)
[}

0
0

Standard Therapy
(N=237)

Grade 1 or 2 Grade 3or4
105 (44.3) 132 (55.7)
178 (75.1) 48 (20.3)
147 (62.0) 25 (10.5)

0 o
o o
157 (66.2) 2(0.8)
54 (22.8) 3(L3)
154 (65.0) 76 (32.1)
52 (21.9) 33 (13.9)
188 (79.3) 33 (13.9)
166 (70.0) 6(2.5)
15 (6.3) 4(L7)
152 (64.1) 9(3.5)
145 (61.2) 4(L7)
178 (75.1) 0
27 (11.4) 1{0.4)
53 (22.4) [
208 (87.8) 27 (11.4)
19 (8.0) 2(0.8)
3 (3.4) 2(0.8)
4(L7) [
2 (0.8) o
65 (27.4) 16 (6.8)
190 (80.2) 5(2.1)
74 (31.2) 3(L3)
6(25) 2(0.8)
9(3.5) 0
521 o

R ARFMRER
TS, ERPBULTRTIN L GP 75 R AT, 7T ASGE =) H 0 51 S s (0 Jo g 2B A7 2,

Hiar stE AR, BEXRIT 3 R4
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e S fi e B (M PD-1 BUfRiRT7, 5 RV RIRIR “iR &

Meeting Abstracts

2019 4EH ASCO b, PD-1 L/ penbrol izumab A I {4 BT 5 ERNGREAE, 314 T A
K ZRE: &k 5 FhEV, W E & 4 PD-1 HU& pembrolizumab ¥GT, 15.5-23. 2%
[ R EARORMEETE, IR RIRIK “VR@” .

2019 ASCO pembrolizumab 5%

ZHEFT Keynote 001 L NZH 550 IR S E /N4 o il 28, 046 101 B4R B R0 449 5]
3R 3 o pembrolizumab &8 A 2 B 10mg/kg =& —k, 8L 10mg/kg P —Ik. £EIT7RE
A ORR, REEZ A0S,

AT 60.6 (JEFE 51.8-77.9) NH, 82% (450/550) HiH AT, AFutwnia i, fE/1]
pembrolizumab {EN—2k25%), LAk 5 HEAEAFR 23. 2%, Hrp, PD-LI mRIEEE KT 50%)

[ 5 4F 0S SN 29. 6%, PD-L1 HERIEEH N 15. T%.

Exraia i, A pembrolizumab RN E KRG ZW), Sk 5 FALFEZE 15, 5% HA,
PD-L1 mik B (KT 50%) 5 4F 0S Ny 25%, PD-L1 Wik (1-49%) A 12.6%, PD-LI
REIEHELE OMF 1% N3.5% (R D .

# 1 AN[E PD-L1 TPS &1 0S

OS by PD-L1 TPS.

n Median OS (95% Cl), mo 36-mo OSrate, % 60-mo OS rate, %
Treatment-naive 101* 223 (17.1-323) 37.0 232
- TPS 250% 27 35.4 (20.3-63.5) 481 206
- TPS 1%-49% 52 19.5 (10.7-26.3) 275 157
Previously treated 4497 10.5(8.6-13.2) 209 155
-TPS 250% 138 15.4 (10.6-18.8) 304 250
- TPS 1%—49%% 168 8.5(6.0-12.6) 16.9 126
-TPS <1% %0 8.6 (5.5-10.6) 11.1 35

*PD-L1 TPS was <1%in 12 pts (data not reported due to small pt numbers) and was unknown in 10 pts. TPD-L1 TPS was unknown in 53 pts

KT, KRS S K, ] pembrolizumab VE N —£REiE JELRZGY), BEfE 23. 2%
A 15. 5% TR 5 4, JCHAX T PD-L1 Ik KT 50%H) 2, 5 FEFRERBHHA
1 29. 6%F1 25%.

2018 JCO nivolumab 5%
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% pembrolizumab, #4#h—A>PD-1 Hf& nivolumab 7E 2018 FEH A T — Wil K EE: 24
TRIT I G 9 e B3 1 PD-1 BUAK nivolumab VYT, 5 FAEAFHR FIA 16%.

Zrput. T M CA209-003 BF 74k T nivolumab ZEZSIA MG NSCLC H 1K) 5 4EBE V45 3,
FREIRIX L 5 FEAEE BEHIRME . BEAERESZ IR T MR ] NSCLC J##3% nivolumab 1. 3 B
10mg/kg FFFENAYT, HAIRITIS(E] A 96 JH o

AR TR, 54 0S 2 16% (N=129) , ARG 351 5 4 0S ZAHEL, 7l
16%A1 15% (B 1) o

A PD-L1 < 1% (n = 30) PD-L1 2 1% (n = 38)
100
100
& Overall (N = 129) 9.9(7.810 12.4) 80
= — —
= = 60
2 = £
o w w
o o a0 1-year 0S, 32%
2-year OS, 26%
3-year 0S, 23% 5-year OS, 23%
20
0 1 2 3 a 5 6 7 8 —
Years 0 1 2 3 4 5 6 7 8 0 1 2 3 4 5 6 7 8
No. at risk Years Years
129 29 27 20 7 . 3 1 0 No. at risk: No. at risk:
3 13 7 5 4 3 0 o 0 38 10 8 7 7 7 2 1 0
B sas
PD-L1 250% (n=13) PD-L1 not quantifiable (n = 61)
Nonsquamous (n = 74) 100 100
80 80
— — = 60 = 60
£ g E 1-,2-, 3 d 5- 0S, 43% § 1 08, 44%
— - w -, 2-, 3-, and 5-year OS, e 3
8 8 =] T S a0
I | pyear0s oo
14
o : 1 } el 5-year OS, 10%
i
' R — — — —
0 1 2 3 4 5 6 7 8 01 2 3 4 5 6 7 8 0 1 2 3 4 5 8 7 8 0 1 2 3 4 5 6 7 8
Years Years Years Years
No. at risk: No. at risk: No. at risk: No. at risk:
54 20 12 10 8 8 3 1 0 8 14 10 8 8 0 0 0 35 5 5 5 5 2 1 0 61 26 12 8 6 & 1 0 0

K1 RSANEE. B, JAFBHE ) 0S K2 RIH PD-L1 /K F &34 H 0S

XFF PD-L1 RIS &L 50%1) 13 FIEE, 5 FAFFREIS 43%, BEWEHIL — I EET
DU IE 5 4F; 0 PD-L1 FIA KT 1% 38 B, 5 EALFRR 23%: X T PD-L1 FKik/M T 1%
(¥ 30 Bl 3, b FAAEERSR 20% (B 2)

ZHUEE (88%) IEMHEECE E. 12 4] 5 FAAEE (75%) KB S&4E, 2 B (12%)
BEBIIRRE, 201 (12%) SRR, 4 618E (25%) BARFLHEIERTT, 3461 (19%)
Bk (E 3 .
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@
B Time from diagnosis
._ I Time receiving nivolumab
) [ OS not receiving nivolumal
o ) Prior line of systemic
— therapy
) Q PR
@ Nonconventional
O response
I
10 e B Progressive disease
1 A Adverse event leading
@ to discontinuation
I
12 O » Alive as of database
lock
13 O
[
14
15 SD
I
16 SD
T = T T T T T T T T T T T T T
-73 -36 -24 -12 0 12 24 36 48 60 72 84 96

Time Since Diagnosis (mo)

Time Since Treatment Initiation (mo)

K3 5 EMAEEIER

5 FAFIEHE (T5%) WA GRS 5 BLiR T HAR S m BBV I T Bt ey « 1M1 FTIESE,

nivolumab &7 AJ PAZEK 3 NSCLCL S 1K 0S,  FFHUE K A G2t

gi b, XTI RAS R e BT S, PD-1 PP n] DARR ORI S B 1 A A,

TR R T L
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Olaparib as maintenance treatment following
first-line platinum-based chemotherapy in patients
with a germline BRCA mutation and metastatic
pancreatic cancer: Phase Ill POLO trial

Hedy L Kindler,! Pascal Hammel,2 Michele Reni,? Eric Van Cutsem,* Teresa Macarulla,>
Michael J Hall,® Joon Oh Park,” Daniel Hochhauser,® Dirk Arnold,® Do-Youn Oh,°
Anke Reinacher-Schick,!! Giampaolo Tortora,'2 Hana Algiil,*® Eileen M O’Reilly,**
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ORIGINAL ARTICLE

Maintenance Olaparib for Germline
BRCA-Mutated Metastatic Pancreatic Cancer
% POLO BFFCNBENL. XE . ZZRFIXTEAZ 0. ArBEMERT T, N2 BRCA FEKIIF 25845 H.
HAZRVBIT IR R MG BRI A B . R DL 302 By bkl sz R mp R B 2 B ey (B D L BERH
TEASRTHELEG (PFS), REASAFERARE (0S) FEWEMR (K 2),
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Study design

216 weeks 4-8 weeks Follow-up

Study endpoints

216 weeks 4-8 weeks Follow-up

First-line chemotherapy Randomization Maintenance treatment  Discontinuation First-line chemotherapy Randomization Maintenance treatment  Discontinuation

Key eligibility criteria
Metastatic pancreatic cancer Olaparib

Primary endpoint:
PFS using modified RECIST v1.1 by PFS Progression
blinded independent central review _,,
Key secondary endpoints:
Time to second progression (PFS2)
Objective response rate
HRQoL
Safety and tolerability
Overall survival

Deleterious or suspected Randomized 3:2 tablets Until investigator-
deleterious germline BRCA1 300 mg bid X assessed disease
or BRCA2 mutation No stratification —,/ progression or
216 weeks first-line platinum- et unacceptable toxicity
based chemotherapy with no limit
to duration, without progression
(CR, PR or SD)*

Progression on
second line treatment

Death

K1 Bt K2 Wi
T FEFE L 145 {51 BRCA J PR IR 28 58 A 1 i 301 fe s S8 5 o« 5 R WY, T~ A7 @BRCA RAR 1
Wi SR R VE Rl B, RS IT UG, R A PARP ) SRR I LERRG T, AH L 22 &)
S IELH 25 S K T AT (PFS: 7.4 AN AR 3.8 AN H ; HR=0.53),  BIH 500 13k i XU PG
T 47% (E3).

Primary endpoint: PFS by blinded
independent central review* Olaparib  Placebo
(N=92) (N=62)
Median PFS, months 7.4 3.8
HR 0.53
95% Cl 0.35, 0.82;
P=0.0038
Progression-free at data cut-off:"
30 olaparib patients (32.6%)
12 placebo patients (19.4%)

Probability of PFS

Olaparib

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50
No. at risk Time since randomization (months)
Olaparib 92 69 50 41 34 24 18 17 14 10 10 8 8 7 5 303 3 3 2 1 ak 1 0
Placebo 62 39 23 10 6 6 4 4 4 2 2 2002 1 ak 0
*Dots indicate censorship. 'January 15, 2019. Cl, confidence interval

sssemn 2009ASEO

ANNUAL MEETING

presentep 8y: Hedy L Kindler 14

B3 F LS PFS
BeAt, BRI B AL 2 SEToBE R AR AR 1 2 £, 21 0h 22%F0 10% (& 4D X
TR R e R LB AT R ST T BN MR X PR AR B2 BRI, RIXS T BRCA
LR 2 RAR HAR S BURR IR e S e e, AT LA A FH SRR WA M) A4 45 T A KR 32 A8 s 42 il P
57
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PFS at prespecified timepoints by blinded
independent central review*

60 From 6 months onwards, more than

twice the proportion of olaparib-arm

50 : 2
patients were progression-free

40
30

20

Patients free from
disease progression or death, %

10% I olaparib
B Placebo

10

0

12 18
Time since randomization (months)

*Kaplan-Meier method

mesareon. 2019 ASCO

ANNUAL MEETING

presenTeo 8v: Hedy L Kindler 15

Kl 4 PFS %
I T A BB AR 1) 2 At S BEAE A M RIS — 2L B WA R N EFEZ 1. TH
B S B Csals s MR J8YVE) DAL, & WA 3 A B RN e R Al = 71, (HRAFIE
ANE, FMKRAERN 1% 3EZHRAEREN% (B 5).

Most common AEs
Olaparib (N=91) Placebo (N=60)
Fatigue/asthenia X 35.0
Nausea ; 233
Diarrhea : _ 15.0

Abdominal pain
Anemia

Decreased appetite
Constipation

Vomiting

Back pain : . : B B Algrades
Grade 23

Arthralgia

100 75
Incidence (%)

1 #ASCO1S 28
meseureo . 2019 ASCO - #ascoty e

ANNUAL MEETING

K5 H A REf
POLO Hff FE B A A BRER — UK 4 A= P b Wt xR S0P Al et S A v U6 7 3R A A Tl (R K TTT
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Safety and preliminary
antitumor activity of U3-1402,
a HER3-targeted antibody drug conjugate,
in EGFR TKl-resistant, EGFRm NSCLC
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Shuquan Chen®, Channing Yu?, Dalila Sellami?
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Targeting HER3 to Address Multiple EGFR TKI Resistance Mechanisms

Mechanisms of resistance to EGFR TKis in EGFR-mutant NSCLC

First-line erlotinib, gefitinib, afatinib’ Second-line osimertinib? First-line osimertinib3

Unknown, 15% HER2 amp, 10% Unknown, 25% C797X, 15% C79/7X, 7%
/

L MET amp, 5% \ / /HERZ amp, 5% MET amp, 15%
/' pIK3CA, 2% 7
///BRAF, 1%
MET amp, 19%
—SCLC = 3
\transformation, 5% ___PIK3CA, 7%

HER2 amp, 2%

T790M, 60% EMT, 2% Unknown, " —BRAF, 3%
) —PIK3CA, 5% 67%
"~ BRAF, 3% \ “~Cell cycle, 12%

“Ncell cycle, 12% ~~Other EGFR, 3%

\ Dother EGFR, 6% | “eusions, 1%
Fusions, 3% KRAS, 3%

« Developing therapies to combat all individual resistance mechanisms is likely impractical
« Resistance mechanisms may overlap in an individual patient
« 57%—67% of EGFR-mutant NSCLCs show some level of HER3 expression*>

Targeting HER3 with an antibody drug conjugate may be an
alternative treatment strategy for advanced NSCLC

1. Wu, et al. Mol Cancer. 2018;17:38. 2. Papadimitrakopoulou, et al. Ann Oncol. 2018;29. 3. Ramalingam, et al. Ann Oncol. 2018;29. 4. Yi, et al. Mod Pathol. 1997;10:142-148. 5. Kawano, et al. J Surg Res. 2008;146:43-48.
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U3-1402, a Novel Antibody Drug Conjugate Designed
to Target HER3 Expression in EGFR-mutant NSCLC

U3-1402
Design Features Anti-HER3 antibody Proprietary drug-linker and payload

High potency of payload

High drug-to-antibody ratio
(~8:1)

Payload with short

systemic half-life @ Cysteine residue

(" Drug-linker
Stable linker-payload

Conjugation chemistry 3no
Tumor-selective The drug-linker is conjugated to the Payload (DXd)
cleavable linker antibody via cysteine residues Exatecan derivative

Bystander effect Topoisomerase | inhibitor

2 U3-1402 5 T-45#
T U3-1402 (37 s ae bk, BHEREN X EGFR-TKT (LS 1/2 4% TKI KEAHE) M
(1) 23 B 35 AT T A BRYE T AR 7. 23 B S35 0 452 1 U3-1402 TUANFIE (3.2, 4.8,
5.6, 6.4 mg/kg) MIRIT (B3,

U3-1402 Phase 1 Dose Escalation and Expansion Study

Metastatic/unresectable 7 S
EGFR-mutant NSCLC and: Received 21 dose of U3-1402 IV Q3W: N = 23

. T790M-nggative afte'r‘ 6.4 mg/kg, n =5
progression on erlotinib, Will enroll additional

gefitinib, or afatinib; OR _ O:go;r(:g patients at the
: i 5.6 mg/kg, n = 6 / - recommended dose
Progressed on osimertinib for expansion
Stable brain metastases allowed 4.8 mg/kg, n=8 \ DiscontinGeds
Pretreatment tumor tissue (after n=7

progression on TKI) required for

retrospective analysis of HER3
expression

Study Primary: Secondary: Exploratory:
Obi ‘ Safety and tolerability Antitumor activity Biomarkers of U3-1402
jectives of U3-1402 antitumor activity

Data cutoff of February 25, 2019. calation was guided by the modified continuous r ent method with escalation with overdose control. Additional doses may be added. "Reasons for discontinuation included
progressive disease per RECIST v1. ; clinical progression (definitive clinical signs of d rogression, but did not meet RECIST criteria), n = 1; and adverse event, n = 1. clinicaltrials.gov NCT03260491.
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U3-1402 Antitumor Activity Across Diverse EGFR TKI Resistance Mechanisms

B 3.2mg/kg
B 4.8 mg/kg
W 6.4mg/kg

PR confirmed
partial
response

Best % change

-80 A
PR

-100 -
EGFR activating mutations* | 1858% 18582 (858 L858R Ext9del RS L8S8R
NE | NE  T790M T790m T790M T790M T790M  NE
NE NE 7975 7975 PRI

Amplifications® I NE NE NE NE CDK4 13 CDK4 NE

EGFR resistance mutations®

NE  Not evaluable for mutation analysis || Genomic alteration not detected

Data cutoff date of February 25, 2019. Dotted lines denote 20% increase and 30% decrease in tumor size. Sixteen patients received 21 dose of U3-1402 and had pre- and post-treatment evaluable tumor assessments.
“Local testing as reported by the investigator. tPerformed centrally using Oncomine Comprehensive Assay v3 from formalin-fixed, paraffin-embedded tumor tissue.

4 Pl TE
IR EHRFRE 7 445, % 201942 A 25 H, 16 7 (70%) HEANIEBS U3-1402 V697 .
BRI EEG AR EZET 94N H, A e A R PFS Al AEA7 ] 0S Rk 2k (- 5).

U3-1402 Treatment Duration

HER3 expression Antitumor activity and treatment duration

PR PR

wl|ulo
O|o|=
bl
=
]
£l
wlolo
O|=|=
o

o

o] ja}
o|o

SD SD
PR

(%
o
[
=}
o
Bl

N =23

3.2 mg/kg

® 4.8 mg/kg

= 5.6 mg/kg

® 6.4 mg/kg
-> Treatment ongoing
AE adverse event
CP clinical progression
NE not evaluable
PD progressive disease
PR partial response
SD stable disease
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Membrane H-score2 Treatment duration (weeks)

Data cutoff date of February 25, 2019. Safety analysis set included all patients who received 1 dose of U3-1402. *Membrane H-score is a composite of percentage of positively staining cells and intensity of individual cell
staining. Scores range from 0-300. For patients with multiple H-scores, the highest number was used.

5 JRITFFEEI ]
B FRAR SR A T AL R A AN FIREEE R HERS R34, BB U3-1402 L[5 HER3 1
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5% U3-1402 WIT A, KEMMURAE 1-2 SR ERAR RN, & LA RRMNAE RHES
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TEAEs and DLTs in Patients Treated with U3-1402

Percentage of patients with TEAEs (210%; N = 23) Dose-limiting toxicities (N = 23)
% of patients

0 20 40 60 100
Nausea 3.2 mg/kg @ @ G @
Fatigue
et 'MATATRTRTRTRY
Decreased appetite

Platelet count decreased e :':L‘
Alopecia SO ' Vv

Epistaxis ° 2
Gastroesophageal reflux disease 6.4 mg/kg ' @ ' @
Diarrhea

Constipation

Skin ulcer = Grade <3 O No DLT reported

Memary tmpatrment m Grade >3 {1DLT evaluation ongoing
Dysarthria M Grade 3 febrile neutropenia

. Hypokalenia M Grade 4 platelet count decreased
Weight decreased

Data cutoff date of February 25, 2019. TEAE analysis used the safety analysis set, which includes all patients who received 21 dose of U3-1402 (N = 23). For TEAEs in <10% of patients, there were five Grade 3 events: ALT
increased n = 1; troponin increased n = 1; confusional state n = 1; hypoxia n = 1; febrile neutropenia n = 1. DLT, dose-limiting toxicity.

K6 fyr A RS
M T HEE KT, U3-1402 X471 EGFR-TKI i 24 ) 7 R0E i+ 2, HIA 100%HHEH] %,
XF EGFR-TKI AR ZG AL A 8, A5 28 A EGFR-TKT AN [Hiiif 2 WL I B 58, b ieh
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