52008/055502

"PC

WO 2008/109440

1B

. . C : ITdSVIDEYAOONaant
GADSHIINIAIEUOYORIAL DIMIAWASTAIIADSIDIVADId I ARQYAIDTVEIDINLA
. SONDADOIAHOETOHIYNARTNG IO TAYOENADHODYTADSONADDI I DIDMQHEDUT I IOHD

VIDEDADIAISINVIHTTEOHANI S TOAMANLHASOTHLNHRS
TYIDSYTAY IS TOIMS IDTOVIL IS AVONHITIOE TAD INDJASTAdTSAIMYS TATADLIH
FTLEIATIOEAD TIVINS VEADAdSEd TAVISDS INMODYIHOINVS LAVIATY THERD IO XD

Pm«umMmOMNUMGBmedabmdzwqmUbﬁEUmw>QBmahzwmUﬂ&bomdthwmwmmzmzmﬂﬂ

- hBQEZNB>A¢mUmﬂmuHUmmzmmuU@JUQmmmmwaowmﬂoammUUQBmquMUﬁmUOQmU>E

: . . : WLIS00aEs
STOMIYSOUIRAE SOIHOVTISUNIAT TL T IONNHI TTIMNTILAOADTOANIO I TADDNTIE

- TISYIOITETODE SYOLAS I INNTECONCTAY T ANGI I TOLOUATUTEOTIADYADNHY I'L
AXODAFOIADTASISYNII TAL T INODAASODD A THY THA THIHI S YA TE DIRALOLOADL

E_u‘_mmm fioyenbsy

aseupy ausolAt

auelquisLugXnp .

euelquiewsuelj

" (24D) Al urewoQ
..: urewoqg
(14Q) 11 wrewoq

(11} 1 upewog

029

1/56



WO 2008/109440 . PC
Varlable Light
10 20 .30 4
2c4 DTVMTQSHKIMSTSVGDRVSITC [KASQDVSIGVA] WYQQRP
- k% kkEkk K
574 DIQMTQSPSSLSASVGDRVTITC [KASQDVSIGVA] WYQOKP
* . % kk%
hum &I  DIQMTQSPSSLSASVGDRVTITC [RASQSISNYLA] WXQOKP
50 60 70 / . 80
2c4 GQSPKLLIY [SASYRYT] GVPDRFIGSGSGTDFJFTISSVQA
- % * * A
574 GKAPKLLIY [SASYRYT] GVPSRFSGSGSGTDFTLTISSLOP
* kkkk%k
hum kI ~ GKAPKLLIY, [AASSLES] GVPSRFSGSGSGYDFTLTISSLOP
%0 . 100
2C4 EDLAVYYC {QQYYIYPYT] FGOGTRLEAK (SEQ- ID NO:1)
* *
574 EDFATYYC [QQYYIYPYT] FGQGTK EIK (SEQ ID NO:3)
L hkkt ¥
hum kI  EDFATYYC [QOYNSLPWT] FGQGYKVEIK (SEQ ID NO:S)
Variable Heavy _
» 10 20 30 . 40
2c4 EVQLOQSGPELVKPGTSVK SCKAS {GFTFTDYIMD] WVKQS
*k * % * * k% * %
574 EVQLVESGGGLVQPGGS LSCAAS [GETFTDYTMD] WVRQA
k% k % }
hum TII EVQLVESGGGLVQPGGALRLSCAAS [GETESSYAMS] WVRQA.
50 Ja - 60 70 .80 -
2¢4 HGKSLEWIG (DYNPNSGGSIYNQRFKG] KASLTVDRSSRIVYM
* * % % kkk * ****»*
574 PGKGLEWVA [DVNPNSGGSIYNQRFKG] RFTLSVDRSKNTLYL
_' khkkkk kk¥% kEkk% * & *
hum IIT PGKGLEWVA/[VISGDGGSTYYADSVKG) RFTISRDNSKNTLYL
. abc 90 100ab 110
2C4 ELRSLTFEDTAVYYCAR [NLGPSFYFDY) WGQGTTLTVSS (SEQ ID NO:2)
*kk *
574

QMNS RREDTAVYYCAR [NLGPSFYFDY] WGQGTLVTVSS (SEQ ID NO:4)

kkkkk*k&k

hum III QMYSLRAEDTAVYYCAR [GRVGYSLYDY] WGQGTLVTVSS (SEQ ID NO:6) -

FIG. 2B
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Amino Acid Sequence for Pertuzumab Light Chal
10 20 30 40 A 60

NS A T T P N I T Y
IOMTQSPSSLSASVGDRVT ITCKASQDVS IGVAWYQOKPGKAPKLLA Y SASYRYTGVPS
70 80 90 100 110 120

1
|
D

S S . | | |
RFSGSGSGTDFILTISSLOPEDFATYYCQOYY IYPYTFGOGTKVEIKRTVAAPSVFIFPP

I 13? “ 14? I '15? | 16? ' 17?- O _18?
’ SD—EQLKSGT-ASWCLLNNFY; PREAKVQWEKVDNALQSGNSQBS EQDSKDSTYSLSSTLT
|
LSEADYEKHEKVYACEVTHQGLSSPVTKSFNRGEC y
rsrab dissehrsrno: | FIG, A

Amino Acid Sequence for Pertyzumab Heavy Chain

A N s A T T T
EVQLVESGGGLVQPGGSLRLSCAASGFTFTDYTMD WVRQAPGKGLEWVAMPNSGGSIY
70. 80 . 90 100 110 120

| | | | | - | [ .
NQRFKGRFTLSVDRSKNTLYLQWS RAFDTAVYYCARNLGPSFYFDYWGOGTLVTIVSSA
130 "14? ' }--:50" 16? 17? 180
STKGPSVFPLAPSSKSTSGETAALGYLVRDYF PERPVTVSWNSGAL TSGVHTFPAVLQSSG

190 200 /210 220 230 - 240
LYSL$SVVT$PSSS£GTQT$I A lPS&TKVD%KVEP%SCDK%HTCPéCPAPéLLGGé
250 260 /270 280 290 300
SVFnéppxpénTLM{sanlf _' SVSHEDPEVKFNWYVDGVEVENAKTKPREEQYNS

| 310 . £o 330 340 350 360

TYRVéSVLT$LHQDénne'lYKCK$SNKA£?APIéKTIS%AKGQPREPQVYTLPPSREEM

370 380 390" 400 a10 = 420
) TKNQ&SLTCLVKGFI'SDIAVEWESNGQPENNYK%TPPVLDSDGSFFLYSKLTVDKSRWQ
430 440 148

l

| l I | 1
QGNVFSCSVMHEALHNEYTOKSLSLSPG

FIG. 3B
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Trastuzumab
Herceptin

¢ Binds in IV near JM.

« Protects against receptor shedding

. Moderate!y affects receptor do
modulation

. Slaght effect on HER2's role As &
coreceptor

Pertuzumab

* Binds in II at dimerization interface
« Does not prevent receptor shedding

* Moderately affects receptor down-
modulation

+ Major effect on HER2's role as a
coreceptor
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FIG. 28

Pertuzumab IVD Assay

Workflow & Analysis
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Variable Light

10 20 30 40
2C4 DIVMTQSHKIMSTSVGDRVSITC [KASQDVSIGVA] WYQQORP
* ¥ *hkdk K * *
574 DIQMTQSPSSLSASVGDRVTITS [KASQDVSIGVA] WYQQKP
* Ak wkk

hum kI DIQMTQSPSSLSASVGDRVTITC [RASQSISNYLA] WYQQKP

S0 ' 60 70 8o

2C4 GQSPKLLIY [SASYRYT] GVPDRFTGSGSGTDFTFTISSVQA
*h * % * * *x

574 GKAPKLLIY [SASYRYT] GVPSRFSCGSGSGTDFTLTISSLOP

w kodkk ok

hum ki GKAPKLLIY [AASSLES] GVPSRFSGSGSGTDFITLTISSLOP

90 100

2C4 EDLAVYYC ([QQYYIYPYT] FGGGTKLEIK (SEQ ID NO:1}
& W L 3 *

574 EDFATYYC [QOYYIYPYT] FEQGTKVEIK (SEQ ID NO:3

LR

hum kI EDFATYYC [QQYNSLPWT] FGQGTKVEIK (SEQ ID NO:5)

Varlable Heavy
10 20 30 40
2C4 EVOQLQQSGPELVEKPGTSVKISCKAS [GFTFTDYTMD] WVKQS
* %k * ¥ L * WHEw ¥ * &
574 EVQLVESGGGLVQPGGSLRLSCAAS [GFTFTDYTMS] WVRQA

W k& -

hum III EVOLVESGGGLVQPGGSLRLSCAAS [GFTFSSYAMS] WVRQA

50 a 60 70 80

2C4 HGKSLEWIF [DVNPNSGGSIYNQRFKG] KASLTVDRSSRIVYM

* * *k LA & 2 J LA R X

574 PGKGLEWVA [DVNPNSGGSIYNQRFKG] RFTLSVDRSKNTLYL
khkkhrd ke khkk * ¥ &

hum III PGKGLEWVA [VISGDGGSTYYADSVKG] RFTISRDNSKNTLYL

abc 90 100ab 110

2C4 ELRSLTFEDTAVYYCAR [NLGPSFYFDY] WGQGTTLIVSS (SEQ ID NC:2)
rhk  hk *

574 QMNSLRAEDTAVYYCAR [NLGPSFYFDY] WGQGTLVTVSS (SEQ ID NO:4)

LR E R KRR 24

“hum III QMNSLRAEDTAVYYCAR [GRVGYSLYDY] WGQGTLVTVSS (SEQ ID NO:&)

FIG. 2B
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Amino Acid Sequence for Pertuzumab Light Chain
1 10 20 30 40 50 60
éxom%qspséLsas$Gnav4ITchsqnvé:svn%YooxécKAP&LLIYéasvnércvps
70 80 90 100 110 120
RFSGéGSGT$FTLT}SSLQgEDFA%YYCQ&YYIY£YTFG$GTKV%IKRT&AAPSVFIFPP
130 140 150 160 170 180
sDEQLKSGTASVVCLLNNFipREAquwK¢DNALéSGNSéESVTEQDsK£STYSL53TLT
190 200 210

LSKA%YEKH&VYAC&VTHQ&LSSPVTKSFNRGEC I:I(BZ 31*

Amino Acid Sequence for Pertuzumab Heavy Chain
1 10 20 30 40 50 60
éVQL$ESGGéLVQPéGSLRASCAAéG?TF4DYTM£WVRQ£PGKGAEWVADVNPNéGGSI£
70 80 50 100 110 120
NQRF%GRFTLSVDRAKNTLJLQMN%LRAE$TAVY%CARN£GPSFYFDYWéQGTLVTVSSA
130 140 150 150 170 180
STKGéSVFPiAPSSLSTSGéTAALéCLVK$YFPEéVTvséﬂscALTSGVHTFPAVLQSSG
190 200 210 220 230 240
LYSLéSVVT&PSSSiGTQTiICNV&HKPS&TKVDKKVEP&SCDKTHTCPPCPAPELLGGP
250 260 270 280 290 300

I [ | I ! | ' *
SVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS

310G 320 330 340 K114} 360
TYRV&SVLT&LHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEA
370 3BO 350 400 410 420
TKNQ&SLTCAVKGFYPSDIAVEWESNGQP%NNYK%TPPViDSDGSFFLYéKLTVDKSRWQ
430 440 448
QCNVESCEVIHEALINHYTORSLERS PG FIG. 3B
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FIG. 10A

109
Gem Gem + Pertuz

© 7 Median(ma} 26 30

= Hazard Ratio 0.67

& 08 - {95%Cl) {0.43,1.02)

o 2 P-value 0.0835

g : 3 4moPFS 3% 49%

s :

A 3 0.6 - *

3 s oy

-

5 @ 04+

|73

w0 -

g

o

o 02

& -

0.0 +
T 1 ¥ 1 L] T
0 2 4 ] 8 10
Duration of Progression-Free Survival (months)

Number at Risk: .
- - Gem £5 32 18 6 2 1] 0
— Gem+Pert 65 45 25 7 3 i R 0
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FIG. 10B
4 Gem + Gem +
10 placebo pertyzumah
1 : Median Time {mo) 26 29
2 (g Hazard Ratio* 0.66
e (95% CIy* (043, 1.03)
e Log-Rank p-value 00708
S 064 .
a i
u
.g 0.4 14%
<N
4 ]
g
a 02
o4 e *
1 1 1 L) f 1
0 2 4 6 8 0
Duration of Progression-Free Survival {months)
Numnber at Risk:
----Gem + placebo 65 3 20 8 2 1 i
~—Gem + pertuzumat 65 47 25 7 3 g 0
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FIG. 11A
Predicted Negative (70% highest pHER2)

10+ Gem Gem+Petuz |
& Median (mo) 24 41
& 05 ' Hazard Ratio 0.53
- ' (95% Cl) (0.39, 1.02)
g 4 5
= :
& 06 3
3 A bt
u-
5%
w -
[72]
@ | Tull
g 02+
a .
0.0+ T T T .—--l-- T
2 4 6 8 10 12
Duration of Progression-Free Survival (months)
33 19 10 3 1 0 0
43 30 ' 4 2 0 0
Predicted Negative (30% highest pHER2)
1.0
0 Gem Gem + Pertuz
) Median(mo} 4.1 28
0.8+ Hazard Ratio 1.30
: (95% Cly (0.58, 2.94)

@

g

[v'a)

KT

=

&

& 06

@

3

.

& 0.4

R

t(?) .

- e :

'S’ 0.2 :

£ 1 B e +

0.0
[ 1 1} ¥ T T
0 2 4 R 8 10 12
Duration of Progression-Free Survival (months)

19 10 0 2 1 9 ]
15 12 0 1 0 0 0

Note: Dx (+): the Amphi, Her2, Her3 sum score > 70th percentile, Dx {-): Others
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FIG. 11B
Predicted Negative (70% highest pHER2)
1.0 Gom Gem + Per
o] Median {mo) 1.6 41
& 0.8+ ! Hazard Ratio 0.60
—_ . (95% CI) {0.37,0.97)
g p
> .
& 067 :
QD
() b T PP,
I
= 044
2
(7]
W
m ------
‘gs 0.2
[ -
0.0- T T T T -----:-- Y
0 2 4 8 8 0
Duration of Progression-Free Survival (months)
41 20 1 5 1 0
44 32 19 6 3 0

Predicted Negative {30% highest pHER2)

Gem Gem + Peruz
o Median {mo) 41 28
S Hazard Ratio 1.46
— (95% Cl) (0.65, 3.27)
£
2
=
W
Q
2
w LT :
s ;
5 i S L L] '
w ]
& :
g 027 O
Q. .
0.0 T Y T T T T
0 2 4 6 . 8
Duration of Progression-Free Survival {(months)
18 11 7 2 1 1
19 14 6 1 0 0

Note: Dx (+): the Amphi, Her2, Her3 sum score 2 70th percentile, Dx {-): Others
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Exploratory analysis;
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FI1G. 12B

TOC3258g: PFS by qRT-PCR EGFR Cutoffs

15
| ! ”f. !l / \ "‘ " | pvae
al ol | {' - ! 1 \ ForHR &
{ 1 ‘ i 'l AI ‘ ‘ , \ -
i A
10 ‘I % 1 f.‘l. H I ‘ ! bl :
o TR [ U
™ b )
o
©
o
N
T
05
HR in ECFR {Low) HR in EGFR (High)
O.l.'l-1 , \ . . . .
0 i 2 3 4 5 6
Number at Subjecls:
— HER1 {High} 102 64 42 2 15
— HER1 {Low} 20 58 80 101 107

* P-values were not adjusted for muitiple comparisons
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FI1G. 13B

TOC3258g: PFS by qRT-PCR HER2 Cutoffs

15 1.0000
0.8000
HR in HERZ (High} i
0.8006
0 - 0.7000
£ 0.6000
«
o
- 0.5000
N
T 0.4000
05 - i
‘ 0.3000
.ﬂ N J fl N - 0.2000
] i .
N P-value for HR diff 0.1000
ap{ ™ <0001
1 2 4 5 6 7 8 g
0, 0,
10% HERZ 90%
Number al Subjects:
— HER1{Highy 108 &7 48 30 2 16 14
--— HER2 (Low) 13 35 74 92 1™ 106 108

P-values were not adjusted for multiple comparisons

Interaction P-value
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FIG. 14A
HR p-value
- 1.0
3 L
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2 -
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. HR in Dx\ F 02 Puvalus for dif
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W‘M . i o .
: M and Dx {Low)
. y . 00 Groups: Interaction

) ‘ CNR p-vatue

—-—
[y
[~]
[A]
E-%
w
o

HER3 Cutoff o W

P-values were not adjusted for multiple comparisons
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FIG. 14B
6.0 4
45 1
4.0 HR in Dx (High)
354
2 304
] .
o
= 254
a .
S 204
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1.0 —
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00 4 Soafi o PovalueforHR A
0 1 2 3 4 ] 6 7
uf
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P-values were not adjusted for multiple comparisons
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Cutoff
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FIG. 15A
Low HER3 Expression
C# . Logrank
¥ | Events HR (96%Cl} P-value
. . 21 16 | ooepozc42) | 00002
HR versus %lile lowest expression ( )
08 2 | 21 | 0131004 045 | 0.0002
07
A( 35| 28 } 0.18{0.06,052) | 0.0004
06 -
j 41| 32 | 016{0.06,043) | <000t
05
¥ 54 / 471 36 | 0.19(0.08,047) | <0001
04a ﬂ 53| 40

02 /Z

0.1 v
0

%tile lowest HER3 expression

o
%

s osonmm o
Rea RS

L] 51!)1520253035404550556065707580851_\'\

0.23(0.11, 0.50)

{0.20,
roarod

Rty

63 | 057(0.34059)

g3 | 69 | 0620035100 | 0.0488
es | 75 | 067042 106 | 0.0838
o5 | 78 | 0se(ar.092) | ooise

P-values were nol adjusted for mu!tipie comparisons
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Culoff

Valye Low HER3 Expression

il i N g el HRGGG%CY | gk
25 1149 30 | 23 {0.43(0.04,041)] <000t
30 ] 1.39 . HR versus %iife lowest expression 3§ | 20 |022(009,056)] 0.0005
35 |156| o #2 | 42| 33 |020(0.09,048)| <0003
40 |1.70 05 // 48 | 38 |0.22(0.10,0.50)f <.000%

HR

45 [187( . 04 sa | 42 |029(0.14,058) 0.0002
03 e

50124 % 6: | 48 |0.34(0.18,0.63)| 0.0004
0.2 P-,//

55 | 2.38 7 66 | 53 |0.36(0.20,065) 0.0005
0.1

80 | 275 73| 59 [048(0.28 084)] voosn
U T I

65 |3.08 0 20 40 80 go| 79 | 65 |0.56(0.340.84)] 00055

70 | 356 %lile lowest HER3 expression &5 71 1062 (038, 1.00)] 0.0459

75 377 9i | 76 |0.65(041,1.03)| 0.0650

FIG. 15B
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_ FIG. 16A
Cutoff High HER3 Expression
%htile \%ﬁe N Evgnts HR (96%Cl) Ila‘fg;?;l: HR versus %tile highest expression
20 (099} 96 | 78 |1.06(0.67,165)|0.8083 : \
25 (119} 01 | 73 |1.13(071,181) [ 05875] 25
301141 84| 66 |1.28(0.77,2.10)§ 0.3318 AN
35 157] 78 | 62 |149(089.250 ] 01280 ° \}X\
40 11711 72 | 58 |1.55(0.90,268)| 0.1141 [ £ 15
45 1_33 as 54 |1B4 (094 2.88)| 0.0817 : \
. 05
65’ 3.14 4 3 172(0 78, '3?5) 01693 6 5 70 1520 25 30 35 40 45 20 55 50 65 70 75 80 85
70 {359 36| 25 |167(0.72 3.90)| 0.2270 %tile lowest HER3 expressian |
75 (38| 30| 18 |200(071,562)|0.1700
80 [429] 24 | 16 |285(0.89,9.20)| 0.0667

P-values were not adjusted for multiple comparisons
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FIG. 16B
Cutoff High HER3 Expression
Value
.t ADs. # Logrank
olile Value N Events HR (36%CH) P—?ra[ue
HR versus %iile highes! expression

25 |19 92§ 74 {1.16{0.73,184)| 05222 25
30 |1.39( 86 ¢ 68 |1.20(0.74,1.84)| 0.4674 )
35 156 80 | 64 |{1.37(0.83,2.26)| 0.2230 N
40 11.70) 74 | 53 11.50(0.88, 2.55)] 0.1381 %1.5 g
45 }1.87) 68 | 55 {1.50(0.87.261)]0.1468 \

1
50 {2.24| 61 | 49 |1.48(0.83,2.63)|0.1800
55 1238| 56 ¢ 44 |1.74(0.93,3.27) 008161 05
60 275 49 | 38 |1.81(0.90.3.67)] 0.0945

0
65 [3.08] 43 | 32 |1.78(0.82,3.86){ 01382 0 2 40 60 80
70 1356] 37 | 26 |1.73(0.75,399)! .1943 %tile highest HER3 expression
75397 H 21 | 1.80(0.73,4.93); 0.1804
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FIG. 17A

Cutoff High HER3 Expression Low HERS Expression
tofle \g?t?é N Evgnts HR (85%CH) I}.:o-‘glg?gét N Evgnts HR (35%C1) lb?\gl’?igg
20 |099| 96 | 78 |1.06(0.67,1.65){0.8083 | 23 | 16 |0.09(0.02 0.42)]0.0002
k{119] 91 73 {11307, 181 asers| 28 | 21 |0.13(0.04,045) 0.0002
30 |14] 8| 66 |1.28(0.77,2.10)] 03318 35 { 28 |0.18(0.06, 0.52)] 0.0004
35 {157} 78 | 62 |149(0.89,2.51){0.1280 | 41 | 32 [0.16(0.06,0.43){ <0001
40 [1.71f 72 | 58 |1.55(0.90,2.68)] 0.1141| 47 | 36 [0:19(0.08,0.47)| <0001
45 {1.88] 66 | 54 |1.64(0.94,2.88)|0.0817| 53 | 40 |0.23(0.11, 050) <0001
M BF5 35 60 L2 5007 50 (08,2670 .1 0 0000

' 1mbﬁ3mh.

5 [318] 42 | 31 |172078.375)| 0.16%) 77 | 63 0.57(0.34. 0.95') |

70 |3.59) 36 | 25 (167(0723.90){0.2270| 83 | 69 |0.62(0.38, 1.00)| 0.0488
7513830 | 19 j200(0.71,5.62)|0.1790] 89 | 75 |0.67(0.42,1.06)|0.0898
80 |4.29] 24 | 16 ]2.85(0.89,9.20)| 0.0667 | 95 { 78 |0.59(0.37,0.92)| 0.0196
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FIG. 19A (Part 1)

All patients Gem Gem + Pertuz
Median (mo) 2.6 30
Hazard Ratio* 0.67
95% Cl) (0.43, 1.02}
-value* 0.0635
ORR-n{%) 3(5) 5(8)

Low HER3 Expression {<50th percentile, N=59)

1.0 3 Placebo Pertuzu
. Median Time (mo) 1.4 58
oad & Hazard Ratio 0.30
. :, (95% CI} (0.16, 0.58)
; Log-Rank p-value 0.0002
© .
5 0.6- ; ORR-n{%) 0 2(8)
g ¥
5 04-
0.2 .
0.0- ¥
] T T T ' ' ‘
0 2 4 6 8 10 12
Duration of Progression-Free Survival (months)
Number at Risk:
------ Placebo - 33 11 4 0 0 0 0
—— Pertuzu 26 19 11 2 1 0 0

P.value for the difference.....
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FIG. 19A (Part 2)

1.04 Plagebo Pertuzu
7 Median Time (mo) 5.5 28
0.8 Hazard Ratio 1860
) . (95% CH {0.89, 2.87)
. . Log-Rank p-value 0.1161
0.6+ o
...... ORR-n{%) 3(12) 2(6)
0.4+
0.2
4 0 — qauesw
ot
0.0+ .
L) 1 1 ] H |
0 2 4 B 8 10 12
Duration of Progression-Free Survival {months)
Number at Risk: '
---Placebo 25 18 12 5 2 0 0
~—Peruzu 35 23 12 3 1 0 0

P-value for the difference in HR between two dx subgroups is 0.0001
Note: 50th percentile = 2.28 CNR
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FIG. 19B (Part 1)

PFS by HER3 qRT-PCR 50/50 split

All patients Gem Gem+ Pertuz
Median (mo) 26 29
Hazard Rafio* - 0.66
(95% CI) (043, 1.03)
P-value* . 0.07

Low HER3 Expression {<50th percentile, N=61)
' Gem GemiPer

® Median (mo) 14 53
T 0.8- , Hazard Ratio 0.34
e ! (95% Ch (0.18, 0.83)
o 5 Log-Rank p-value 0.0004
423 '
o :
5 067 :
E +
S B ¥
S 04-
wn
w 4
s +-
S 0.2- e
o
. s '
00— 13 T 1 : 1 T ¥
0 2 4 6 8 - 10 12
Duration of Progression-Free Survival (months)
Number al Risk:
--- Gem 33 12 5 1 0 0 0
- Gem+Per! .28 2 13 3 2 0 0

P-value for the difference in HR between two dx subgroups is 0.0005
Note: 50th percentile = 2.24 CNR
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FIG. 19B (Part 2)

High HER3 Expression (>=50th percentile, N=61)

10 Gem Gem+Pert
Median (mo}) 5.5 2.8
© 08 Hazard Ratio . 148
- 95% Cl) (0.83, 2.63)
* %, Log-Rank p-value 0.1809
& 06- i
2
U
S 04
4
g
< 02- 1T
................. +
0.0- ] T ] T T Y
0 2 4 6 8 10 12
‘ , Duration of Progression-Free Survival {months)
~Number at Risk: . '
------ Gem 26 19 13 6 2 1 1
—Gem+Pert 35 24 12 4 1 0 0

P-value for the difference.....
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FIG. 20A Low HER3 Expression (<25th percentile, N=28)
1.0- -—--| Placebo Perluzu
1T = Median (mo) 1.4 0.6
08 ; ; Hazard Ratio 0.13
: E 85% CI) (0.04, 0.45)
5 Log-Rank p-value 0.0002
P .
& 04+ i
0.2- i
L .
0.0 1 T T T T T ' '
0 2 4 6 8 10 12
Duration of Progression-Free Survival (months)
Number at Risk:
------ Placebo 17 5 1 0 0 0 0
—— Pertuzy 11 10 5 2 1 0 0
High HER3 Expression (>=25th percentile, N=91)
10- Placebo Pertuzu
: Median (mo} 3.5 28
0.8- ; Hazard Ratio 1.19
: L 95% Cl) (0.71, 1.81)
Log-Rank p-value 0.5875
5 06
o
g
Soad{ R
0.2
. i +
00 - T T T T T T T 3
0 2 4 B 8 10 12
Duration of Progression-Free Survival (months)
Number at Risk:
------ Placebo 41 24 15 5 2 0 0
—— Perluzu 50 32 18 8 1 0 0
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FIG. 20B (Part 1)

All patients Gem Gem+Pertuz
Median (mo) 2.6 29
Hazard Ratio* 0.66
{95% Cl) {(0.43, 1.03}
P-valug* 0.07

Low HER3 Expression (<25th percentile, N=30)

104 Placebn Pertuzu
Median time (mo) 14 6.6
08 Hazard Ratio 0.13
g : , {95% CI) (0.04, 0.41)
o i : Log-Rank p-value <.0001
@ 1
® 064 : as
s :
= H
2 :
2 04 ‘
bad -
o Yoy
2 3
a p.24 :__
- P .
00 T T T T T T
0 2 4 6 8 10 12
Duration of Progression-Free Survival {months)
Number at Risk:
---Gem 17 5 1 L] 0 0 0
— Gem+ Pert 13 12 7 3 2 0 1]

P-value for the difference i

| n HR between two dx subgroups is 0.0003
Note: 25th percentile = 1.19 CN
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FIG. 20B (Part 2)

High HER3 Expression (>=25th percentile, N=92}

10+ Gem Gem + Pert
Median Time {mo) 3.9 2.8
08 - Hazard Ratio 1.16
o {95% CI) (0.73, 1.84)
E Log-Rank p-value 05222
S 06-
b
&
2044 T
g
[ 18
0.2
0.0- T -
] T ] 1 1] ¥ i
0 2 4 6 8 10 12
Duration of Progression-Free Survival (months)
Number at Risk:
------ Gem 42 26 17 7 2 1 1
— Gem +Pert 50 34 18 4 1 0 0

P-value for the difference.....
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FIG. 21A
b Gem Gem+Periuz
4 Median {mo} 13.1 16.0
Hazard Ratio 077
L {95% Ci) (0.52,1.12)
0.3 - ! P-value 0.3643
ety 6mo0S 72%
06 -
@ .
; L]
= T Y- -4
£ oy
3z 044 : .
.S .:
@ . :
Leoprmmeennen s +
02
00+
T E L§ 1 L L} 1 T
a 3 & g 12 15 18 21
Duration of Survival (months)
---- Gem 65 53 k) 23 14 4 1 0
- Gem+Pet &5 58 41 21 11 6 -2 0
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'FIG. 21B

Preliminary Overall Survival
(71 deaths as of April 20, 2007

“Estimated using stratified Cox modef and stratified log-rank iesl by randomization stratification factors
(ECOG PS, number of prior regimens for platinum-resistant disease, and disease measurability)
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FIG. 224 Low HER3 Expression (<50th percentile)
1.0-
0.8-
ﬁ 0 6 -1 ”i-i'+*-l - ' L )
E ‘l‘*“!" sdmewsa L B | 1
c : X
5 04- "
0.2 s [T +
Gem Gem +Peruz

il6:mo0S 58% 73%
0.6 4 Y T T T T T T T 1 Y T

0 2 4 6 8 1 12 14 16 18 20 22
Duration of Overall Survival {(months)

Number at Risk:
------ Plagebo 33 31 21 13 8 7 4 1 1 1 1 0
—Peftuz 26 24 19 13 1 7 &5 2 0 0 0 O

Low HER3 Expression {>= 50th percenlile)

1.0 - &
0.8 1
5 061
2 :
S 04+
L
0.2~
] Gem Gem +Pertuz
6-mo OS 89% 91%
0.0 T T T T j 1 T T T T T
0 2 4 ﬁ' 8§ 10 12_14 16 18 20 22
Number at Risk: Duration of Overall Survival (months)

-——---Placebo 25 25 19 16 1 11 9 4 1 0 0 0
—Pertvzu 35 34 30 25 15 8 6 5 4 2 0 0
Note: 50th percentite = 2.28 CNR

Al 130 patienis Gem Gem+Pertuz
6-mo 08 72% 85%
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FIG. 22B
- Preliminary OS by HER3 qRT-PCR 50/50-split
Low HER3 Expression (<50th percentile, N=61)
1.0” Gem Gem + Per
Median Time {mo) 8.4 10.2
0.8- ] Hazard Ratio 0.68
' (85% Cl) {0.36, 1.28)
Log-Rank p-value 0.2275
o 0.6- s
®
% 0.4 -
—
[/
0.2 e R +
0.0- T T T T 1 I T T !
0 3 B 9 12 15 18 21 24
Overall Survival (months)
Number at Risk:
------ Gem 33 27 18 15 8 2 1 ] 1

— Gem+Pert 28 25 22 16 8 ) ] 0 0

High HER3 Expression (>= 50ih percentile, N=61)
1.0 - '

o
<0
1

=
=7
H

-

Survival Rate
oo
=
|

bt
| Gem Gem + Pert o
Median Time (mo) 18.2 18.9
0.2 Hazard Ratio 1.23
. (95% Ci) (0.56, 2.73)
Log-Rank p-value 0.6063
0.0 - T T T T T T 1 T T

0 3 6 9 12 15 18 21 24
Qverall Survival (months)

Number at Risk:
------ Gem 26 25 23 18 14 10
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FIG. 23A
1.00-
Gem ~  ------ Low HER3
HR=025 ------- High HER3
- : 3 Gem+0 Low HER3
5 0754 L R R _ .
5 ' HR=141 —— HighHER3
= :
& '-.
e ]
2 h
3 050- :
g
E
- -
S 025 :
@ e ==
0.m R T 1 [] - b L] i T
0 2 4 & 8 10

Note: High: HER3 >= 50th percentile; Low: Her3 <50th percentlile
50th percentile = 2.28 CNR ’




Survival Distribution Function
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FIG. 25 (Part 1)
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FIG. 25 (Part 2)

Survival Distribution Function
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FIG. 30A-1
High HER2/HERS Ratio

=
[=}]
"

=
F-9
i

Survival Rale

™

(=
[on ]
N "

0.0+

107 ' I Gem Gem+*Pert
1 ' Median Time (mo) 1.8 54

o R Hazard Ratio 0.13
: ' (95% Ci) (0.04,0.46)
E L.og-Rank p-valug 0.0003

* _—]

T T T L] LJ

0 2 4 6 8 10
Duration of Progression-Free Survival (months}

Number at Risk:
----Gem 19
e Gem+Pert 1

8 3 0 0 0 0
10 5 2 1 0 0

Low HER2/HER3 Ratio

0.8+

&
o

Survival Rate
o
e

=]
(3% ]
]

0.0+

Gem GemtPert
Median Time {(mo) 3.3 2.8

Hazard Rafio 1.08
{95% ClI) (0.87.1.75)
Log-Rank p-value 0.7534

0 2 4 6 B 10
Duration of Progression-Free Survival {months)

Number at Risk;
----Gem 39
e Gam+Pert 48

21 13 5 2 0 ¢
K} 18 3 1 0 0




Cutoff

50th Percentile (1.53)

Sheet 58 of 08

FIG. 30A-2
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FIG. 30B-1

TOC3258g: PFS by HER2/HER3 Ratio
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FIG. 30B-2
High HER2/HER3 Ratio
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FIG. 32-1

Study BO17931: Pertuzumab in Ovarian Cancer
Kaptan - Meier Plot for PFS - Group; HER3 - CR {qRT - PCR}> = 0.65 (Cutpoint is Median})
Stratified Analysis - Pertuz + Chemo vs. Chemo Only - Total N = 59
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FIG. 32-2

Sludy BO17931; Pertuzumab in Ovarian Cancer
Kapfan - Meier Pict for PFS - Variable: HER3 - CR (qRT - PCR) - Group: Pertuz + Chemo
Stratified Analysis - HER3>=0.65 vs. HER3<0.85 (Cutpoint is Median) - Tolal N = 59
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FIG. 33

Kaplan - Meier Estimate {%]

Study BO17931; Pertuzumab in Ovarian Cancer
KM Piot for PFS - ChemofPeriuz & HER3<0.65/HER3> =0.85 (Cutp.: Median)
N=117, #Events=93 - Interaction: HR= 1,693, p=0.244 - Stralified Analysis for HER3-CR
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FIG. 34-1

Study BO17931: Pertuzumab in Ovarian Cancer
Kaplan - Meier Plot for PFS - Group: HER2ZHER3 -CR (gRT -~ PCR)> = 1.86 (Cutpoint is Median)
Stratified Analysis - Pertuz + Chemo vs. Chemo Only - Totai N = 59
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FIG. 34-2

Study BO17931: Perluzumab in Ovarian Cancer
Kaptan - Meier Plot for PFS - Variable: HER2/HER3 - CR (qRT - PCR) - Group: Pertuz + Chemo
Stratified Ana!ysls HER2_HER3> =1.86 vs. HER2_HER3< 1.86 (Cutpoint is Median) - Total N=59
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FIG. 35

Kaplan - Meier Eslimate [%}]

Study BO17931; Perluzumab in Ovarian Cancer
KM Plal for PFS - Chemo/Peruz & HER2_HER3<1 BBMHER2_HER?> =1.86 (Cutp.: Median)
N=117, #Events=93 - inleraction: HR= 0.394, p=0.051 - Stralified Analysis for HER2/HER3-CR
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