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Variable Light

10 20 30 40
2C4 DIVMTQSHKIMSTSVGDRVSITC [KASQDVSIGVA} WYQQRP
** Ewkw W - *
574 DIQMTQSPSSLSASVGDRVTITC [KASQDVSIGVA] WYQQKP
* L I X

hum kI DIQNTQSPSSLSASVGDRVTITC [RASQSISNYLA] WYQQKP

50 60 70 80

2C4 GOSPKLLIY [SASYRYT] GVPDRFTGSGSGTDFTFTISSVQA
*h *  * * * &

574 GKAPKLLIY [SASYRYT] GVPSRFSGSGSCGTDFTLTISSLQP

w*  kkdk ok

hum kI GKAPKLLIY [AASSLES} GVPSRFSGSGSGTDFTLTISSLQP

90 100
2C4 EDLAVYYC [QQYYIYPYT] FGGGTKLEIK (SEQ ID NO:1)
- +* * *
574 EDFATYYC [QOYYIYPYT] FGQGTKVEIK (SEQ ID NO:3
ke W
hum kI  EDFATYYC [QQYNSLPWT] FGQGTKVEIK (SEQ ID NO:5)
Variable Heavy

10 20 30 40

204 EVOLQQSGPELVKPGTSVKISCKAS [GFTFTDYTMDl WVKQS
- " * * +* * Wh¥% L ] L

574 EVQLVESGGGLVQPGGSLRLSCAAS [GFTFTDYTMS] WVRQA

*k K &®

hum III EVQLVESGGGLVQPGGESLRLSCAAS [GFTFSSYAMS] WVRQA

50 a 60 70 a0

2C4 HCGKSLEWIF [DVNPNSGGOSIYNQRFKG]! KASLTVDRSSRIVYM

* % e TR whww &k

574 PGKGLEWVA [DVNPNSGGSIYNQRFKG} RFTLSVDRSKNTLYL
HREAKA REE KR v o

hum III PGKGLEWVA [VISGDGGSTYYADSVKG] RFTISRDNSKNTLYL

abc 90 100ab 110

2¢4 ELRSLTFEDTAVYYCAR [NLGPSFYFDY) WCGQGTTLTVSS (SEQ ID NO:2
h ok * W * W

574 OMNSLRAEDTAVYYCAR [NLGPSFYFDY] WGQGTLVIVSS (SEQ ID NO:4)

LEE R R RS

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

FIG. 2B
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Amino Acid Seaquence for Pertuzumab Light Chain
1 10 20 30 40 50 60
%IQM%QSPSALSAS&GDRV%ITCKLSQDVéIGVA&YQOKPGKAPKLLIYéASYRYTGVPS
70 80 a0 100 110 120
RFSGéGSGT$FTLT£SSLQéEDFA%YYCQéYYIYéYTFGQGTKVEIKRT¢RAPSVFIFPP
130 140 150 160 170 180
SDEQ£KSGTASVVC£LNNF&PREA&VQWK&DNAL&SGNSéESVTéQDSK&STYSLSSTLT
190 200 210

| | | | | |
LSKADY EKHKVYACEVTHOGLS S PVTKS FNRGEC FIG. 3A

Amino Acid Sequence for Pertuzumab Heavy Chain
1 10 20 30 40 50 60

éVQL&ESGGéLVQPéGSLRéSCAAAGFTFLDYTM£WVRQAPGKGLEWVAéVNPNéGGSIY
70 80 90 100 110 120
NQRP%GRFTASVDRAKNTL&LQMN&LRAE$TAVY$CARNLGPSFY?DYW&QGTLVTVSSA
130 1490 150 1860 170 180
STKGLSVFPiAPSS&STSG&TAAL&CLVK%YFPEéVTVS$NSGALTSGVHTFPAVLQSSG
130 2900 210 220 230 240

LYSLéSVVT$PSSSiGTQTéICNV&HKPS$TKVDLKVEP&SCDKTHTCPPCPAPELLGGP
250 260 270 280 290 200

SVFLéPPKPéDTLM%SRTPéVTCV&VDVSAEDPE&KFNWYVDGVEVHNAKTKPREEQYNS
310 320 330 340 aso0 350

TYRV&SVLT&LHQD&LNGKéYKCK&SNKALPAPIEKTISiAKGQPREPQVYTLPPSREEM
370 380 350 400 410 420

TKNQ&SLTC&VKGF&PSDIAVEWEéNGQPéNNYK%TPPViDSDGéFFLYéKLTVDKSRWQ
430 440 448

QGNVéSCSV&HEAL&NHYTéKSLSiSPé I:I(BQ 313
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Progression-Free Survival Rate
Survival Rate

Number at Risk:
-==:Gem
— Gem+Pert

Sheet 12

of 68

FIG. 10A
1.0
Gem Gem + Periuz
) Median {mo) 26 30
Hazard Ratlo 0.67
0.8 - {95% Cl) (0.43,1.02)
K P-value 0.0635
1 K 4-moPFS 3% 49%
06 - i
. TRe- T
0.4 -
0.2
0.0 +
L) L1} ¥ 1 ¥ T T
0 2 4 6 8 10 12
Duration of Progression-Free Survival (months)
65 32 i8 6 2 Q 0
65 45 25 7 3 0 0
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FIG. 10B
Gem + Gem +
194 placebo pertuzumab
1 : Median Tie (mo) 26 28
2 084 Hazard Ratio® 0.66
& (85% Cy* {043, 1.03)
5 ELog-Rank p-value 0.0708
=
5 06+ .
<« .
g T
w
£ 044 14%
7]
]
2
a 024
wd T e oaenes +
T 1 i L] 1 i
0 2 4 ] 8 10
i Duration of Progression-Free Survival {months)
Number at Risk:
===+ Gem + placebo. 65 34 20 8 2 1

~— Gom + pertwzumab 65 47 25 7 3 (1]
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FIG. 11A
Predicted Negative (70% highest pHER2)
107 Gem Gem + Pertuz '
2 Median (mo) 2.4 4.4
& 08 ! Hazard Ralio 0.63
= : {95%.Cl) (0.39, 1.02)
2 )
<
& 087
2 4
v
& 044
2
w
g | el
P 02+
a
0.0.‘ i | L] ---l.- T
2 4 6 8 10 12
Duration of Progression-Free Survival {months)
33 19 10 3 1 0 0
43 30 17 4 2 0 ]
Predicted Negative (30% highest pHER2)
1.0
0 Gem Gem + Pertuz
) Median{mo} 4.1 28
0.8 Hazard Ratio 1.30
{95% Cl) {0.58, 2.94)

(1)
®
o
®
=
c% 0.6
14 ]
g
W
& 0.4
0
gl_, ;.
o =T H
g» 0.2+ :
. tmmeoc +
0'0_1 T ¥ T T T
2 4 6 8 . 10
Duration of Progression-Free Survival (months)
19 10 0 2 1 0
15 12 ] i} 0 0 0

Note: Dx (+): the Amphi, Her2, Her3 sum score 2 70th percenlite, Dx (-} Others
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FIG. 11B
Predicted Negative (70% highest pHER2)
7 Gem Gem + Pertuz
X Median (mo) 1.6 4.1
0.8 Hazard Ratio 050
‘ {95% CI) {0.37, 0.97}

0.6+

-4

Progression-Free Survival Rate

........

0 2 4 R 10
Duration of Progression-Free Survival (months)
41 20 1 5 1 0
44 32 19 8 3 0
Predicted Negalive (30% highest pHER2)
Gem Gem + Pefluz
Q Median (mo) 4.1 28
& Hazard Ratio 1.46
- (95% CI) (0.65, 3.27)
2
-
=
[72]
QO
&
ki Hraooen 1
5 :
5 i henkmerana :
W 1
@ *
S 0.2 ]
a
0.0- Y T T T T T
0 2 4 6 8
Duration of Progression-Free Survival (months}
8 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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F1G. 12B
Exploratory analysis:
TOC3258g: PFS by qRT-PCR EGFR Culoffs
15
[!, f" || / t i\ " P-value
Sy i f o LE 1 ForHRd
il d TS
‘0 111” L | ol
o il ‘
o i
o
o
&
~
T
0.5 4
HR in EGFR {Low} HRin EGFR {High)
0.0<' . . . . .
0 1 2 3 4 5 6
Number at Subjects:
= HER1 (High} 102 4 42 2 15
— HERT (Low) 20 58 80 101 107

* P-values were not adjusted for multiple comparisons

1.000

0.8000

0.8000

0.7000

0.6000

0.5000

0.4000

0.3000

0.2000

0.1000

<0001

Interaction P - value
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FIG. 13B
TOCB2589_: PFS by gRT-PCR HER2 Cutolfs

1.5 4 - 1.8000
/| osoo

HR in HERZ {High} / L
- 0.8000
- 0.7000

10 1
2 | 0.6000

[}

o 3
© - 0.5000

5 .
F L 0.4000

05 4 g
= 0.3000
- 0.2000
- 0.100¢

'r\.‘ L
u'n-l ~ T T T T T T T — ‘(mg"

i 2z 3 4 L) 6 7 8 L
0,
10% HER? 90%
Number at Subjects:
—— HER1 {High) 109 a7 63 48 n | 16 14

—— HER2 {Low) 13 B §9 74 82 101 106 108
P-values were not adjusted for multiple comparisons

Interaction P-value
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FIG. 14A
HR p-vaiue
| - 1.0
3 !
- 08
2 - - 06
| 04
14
— HR in Dx: - 0.2
A {Low) \ e s Pvallie for diff
051 2 in HR between
/FJ / Dx (High}
L og  and Dx (Low)
0 T T T v ' . . ~J  Groups: Interaction
p-value
b 2y 3 | owe
10% 50% 80%

HER3 Cutoff

P.values were not adjusted for mulliple comparisons
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FIG. 14B
5.0 4 - 1.0000
45 - 0.9000
4.0 1 HR in Dx (High) L 0.8000
3.5 - 0.7000
2 301 - 0.6000
() 4 L
o
o 254 . 0.5000
3 ) I
= z_nj - 0.4000
1‘5_ o 0.3()00
10 — - 0.2000
054 W - 0.1000
1 . P-value for HR dilf i
004 N S e | <0008
0 1 2 3 4 5 6 7
\J 0,
Number at Subjects:
~== HER3 {High) 9 65 43 25 2 13
— HER3 (Low) 26 57 79 97 101 109

P-values were not adjusied for muitiple comparisons

{nteraction P-value
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Cutoff

%lile

Abs.
Value

20

0.59

2

118

30

14

429

[k

0.7
05
05

X 04
03
02

o

0

FIG. 15A
Low HER3 Expression
# Logrank
N Evenls HR (86%C) P-value
. 20| 16 | 009(0.02,042) | 00002
HR versus %lile towest expression ¢ d
281 20 | 0.13(0.04,045 | 0.0002
/%( B 28 | 0.48(0.06,052) | 0.0004
L
o at| m | 06006,043) | <0001
/ 47 | 36 | 019008040 | <0001

s

T

0 5 10 1520 25 30 35 40 45 50 55 60 65 70 75 80 8|

%tlle lowest HER3 expresston

Ritiidaiial
] 61 | 057030085
Lx} 69 1 0.62(0.38,1.00} { 00488
B9 I 0.67 (042,1.06) | 0.0898
g5 | 78 | ossqpar.092) | ooigs

P-values ware no{ adjusted for multipie comparisons
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Cutoff
Value

Ytile

Abs,
Value

25

1.19

kllj

1.39

1.56

40

1.70

45

1.87

50

224

g5

238

60

2.75

65

3.08

70

356

75

kX¥4

HR

07
06
0.5
0.4
0.3
0.2
0.1

HR versus %lile towesl expression

e

y
7

A

4

ya

T i

20 40 60
%tile lowest HER3 expression

80

Low HER3 Expression
N Evgnls HR {36%Cl) Iﬁog;?‘:\:
30 | 23 }0.13(0.04,0.41)| <.0004
36 | 29 |0.22(0.09,0.56)| 0.0005
42 | 33 [0.20(0.08,0.48)] <.0001
48 | 38 0.22(0.10,0.506)| <.0004
54 | 42 |0.28(0.14,0.58)| 0.0002
61 | 48 |0.34(0.18,063)) 0.0004
66 | 53 1{0.36{0.20, 0.69)( 0.0005
73 { 59 ]0.4B(0.28,0.84)| 0.0080
76 | 65 |[0.56(0.34, 0.84)] 0.0255
85 | 71 10.62(0.38, 1.00)1 0.0459
g1 | 76 |0.65{0.41,1.03)( 0.0650

FIG. 15B
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FIG. 16A
Cutoff High HER3 Expression
Yetile \ﬁ?‘fé N levents] TR (98%Cl) '@‘feﬁﬂg HR versus %tile highest expressian
20 |0.99f 96 | 78 |1.06(0.67,1.65)) 05083 ? \
25 |118) 91 [ 73 [113(071. 180 05875 | 25
0 {1484 | 65 [1.28(0.77,2.10)| 0.3318 AN
3 |157] 78 | 62 1149089 250 o.1280] - \)X\
40 [1.79] 72 { 58 |1.55(0.90,268}| 0.1141 | %15 -
45 |188] 66 | 54 |1.64(094,2.88)| 00817 \
e o yron ) e
55 |241| 54 | 42 {187(097,350 | 00565] 05
180 28 a8 3R 86 (005, 304150 07064 _
5 [a14] 92 | 3t [1720078.379 01693|  °G § 70 15 20 25 90 %5 40 45 50 %5 60 65 70 75 80 85
70 §1359] 36 | 25 {167{0.72,3.9M] 0.2270 Ytila lowest HER3 expression
75138130 | 19 [200(071.552) 01790
80 429] 24 { 16 |2.85(0.89,9.20)| 0.0667

P-values were ot adjusted for multiple comparisons
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FIG. 16B

Ciof High HER3 Expression
eliatel N |evans| HROS%CH [RRES

HR versus %lile highest expression
25 11.19| 92| 74 |1.16(0.73,1.84}} 05222 25
30 11.39| 86 | 68 |[1.20(0.74, 1.94)| 0.4674
35 11.56) 80 | 64 |[1.37(0.83, 2.26}] 0.2230 2 N
40 11.70| 74 | 59 |1.50(0.88, 2.55)] 0.1381 | L 15 -
45 |187| 68 t 55 §1.50(0.87, 261} 0.1468 \
50 [2.24) 6% | 49 {1.48(083,263)|0,1809 !
55 (238 56 | 44 |1.74(0.93 3.2N|00816| 05
60 {2.75] 49 | 38 {1.81(0.90,357}] 0.0945
65 [3.08] 43 | 32 |1.78(0.82,3.86)| 0.1382 90 20 40 £0
70 [356| 37 | 26 [1.73(0.75,3.99)|0.1943 %lile highest HER3 expression
15 377 317 21 1180(0.73,4.83) 1 0.1804




Sheet 26 of 68

FIG. 17A
Cutoff High HER3 Expression Low HERJ Expression
i el N [vents| HRIOFCY (U N e S| HROESUO) 19
20 {099} 96 | 78 {1.06(0.67,1.65)|0.8083| 23 | 16 [0.09(0.02,0.42}|0.0002
KM}>1.19 91 | 73 |1.13(0.71,1.81)| 0.5875] 28 | 21 |0.13(0.04, 0.45) | 00002
30|14 84| 66 |1.28(0.77,2.10){0.3318] 35 | 28 |0.18(0.06,0.52) | 0.0004
35 {1571 78 | 62 |149(0.89,251){0.1280] 41 | 32 |0.16(0.06, 043} | <.0001
40 1171 72 | 58 |1.55(0.90,2.68){ 0.11411 47 | 36 |0:19(0.08,0.47)| <0001
45 {188| 66 | 54 {1.64(0.94,2.88)[ 00817} 53 | 40 |0.23 (011 050) <0001
65 [3.14| 42 | 3 |1.72(0.78,3.75)( 01693 77 | 63 057 (0 34 095} 0.0299
70 [359] 36 | 25 |1.67(0.72,3.90)| 022701 83 | 69 |0.62(0.38, 1.00)|0.0488
7513830 | 19 [200(0.71,562){0.1790] 89 | 75 |0.67{0.42, 1.06)|0.0898
80 14291 24 | 16 |285(0.89,9.20)|0.0667| 95 | 78 |0.59(0.37,0.92)| 0.0196
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FIG. 19A (Part 1)
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FIG. 19A (Part 2)

High HER3 Expression {>=50th percentile, N=60)
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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

Al palients Gem Gem+ Perluz
Median (mo} 26 29
Hazard Ratic* 0.66
{95% C1) {0.43, 1.03)
P-value* 0.07

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

1.07 Gem Gem+Per
o 1 Median {mo) 1.4 53
T 0.8+ , Hazard Ratio 0.34
o ! {95% Cl) (0.18, 0.83)
o . H Log-Rank p-value 0.0004
o™ .
o 3
o 067 :
pd '
W] e
S 044
w e
]
®
on ‘1"'!
S 0.2+
a e
- :+_ _____ ,
0.0+ T 1 T . T Y T
0 2 4 6 8 10 12
Duration of Progression-Free Survival (months)
Number at Risk:
--- Gem 33 12 5 1 0 0 0
— Gem+Pert 28 2 13 3 2 0 it
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High HER3 Expression (>=50th percentile, N=61)
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FIG. 20A Low HERS Expression (<25th percentite, N=28)
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High HER3 Expression (>=25th percentile, N=92)
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FIG. 21A
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FIG. 21B

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

*Estimated using stratified Cox model and stratified log-rank fest by randomization stratification factors
(ECOG PS, number of prior regimens for platinum-resistant disease, and disease measurability)
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FIG. 22A Low HER3 Expression (<50th percentite)
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FIG. 22B
Preliminary OS by HER3 qRT-PCR 50/50-split
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FIG. 23A
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FIG. 23B
PFS by HER3
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FI1G. 25 (Part 1)

Survival Distribution Function

Progression-Free Survival

1.00-]

HR=0.43 (95% Cl: 0.20-0.91)
Logrank P=0.02

0.757

0.50
Low HER3

0.25-

High HER3 Il
0.00

1 ¥ 1 ] L] J 1

°c {1 2 3 4 5 6 1 8 9
Progression-Free Survival Time (mo)
STRATA: —— HER3_Level=< 4,045 —— HER3_Level=>= 4.045

High HER3: HER3 >= 75th percentile
Low HER3: HER3 < 75th percentile
75th percentile = 4.045



Sheet 48 of 68

FIG. 25 (Part 2)
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FIG. 30A-1
High HER2/HER3 Ratio
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FIG. 30A-2
High HER2/HER3 Ratio
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FIG. 30B-1

TOC3258g: PFS by HER2/HER3 Ratio
High HER2/HER3 Ralio

T Gem Gem+Pert
T I Median Time (mo) 1.8 6.5
5 08 : Hazard Ratio 0.10
o R (95% CI) {0.03,0.37)
® : Log-Rank p-value <0001
@ '
& 06]
c -
B \
wr [
2 041
o '-.
8 “ %
o 0.2 RAL
-
0.04, . . . . ,
0 2 4 6 . 8 10 12
Progression-Free Survival (months)
Number at Risk:
ww = Gem 19 8 3 0 0 0 0
— GemtPer 12 12 7 3 2 0 0

Low HER2/HER3 Ratio

101 Gem Gem+Pert
Median Time (mo) 3.5 28
Z o8- Hazard Ratio 1.12
e (95% CI) {0.70,1.80)
@ Log-Rank p-value 0.6370
- 0.6-
&
L2
2 04
o
e
o Q.24
0'0- Y T T Y T : ------- -*l-
0 2 4 6 8 10 12
Progression-Free Survival (months)
Number at Risk:
---.Gem 40 23 15 7 2 1 1
-— Gem+Pert 50 3 18 - 4 1 0 0




Sheet 60 of 68

FIG. 30B-2
High HER2/HER3 Ratio
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FI1G. 32-1

Study BO17931: Perfuzumab in Qvarian Cancer
Kaplan - Meier Piot for PFS - Group: HER3 - CR (qRT - PCR)> =065 {Cutpoint is Median)
Stratified Analysis - Pertuz + Chemo vs. Chemo Only - Total N = 53
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FIG. 32-2

Sludy BO17931; Pertuzumab in Ovarian Cancer

Kaplan - Meier Plot for PFS - Variable; HER3 - CR (gRT - PCR) - Group: Pertuz + Chemo
Siratified Analysls - HER3>=0.65 vs. HER3<0.65 (Cutpoint is Median} - Tolal N = 59
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FIG. 33

. Study BO17931; Perluzumab in Ovarian Cancer
KM Piot for PES - Chemo/Pertuz & HER3<0.65/HER3> =065 (Cutp.: Median)
N=117, #Events=93 - interaction: HR= 1,693, p=0.244 - Stratified Analysis for HER3-CR
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FIG. 34-1

Siudy BO17931; Pertuzumab in Cvarian Cancer
Kaplan - Meier Plof for PFS - Group: HER2/HERS - CR (gRT - PCR)> = 1.86 (Cutpoint is Median)
Stratified Analysis - Pertuz + Chemo vs. Chemo Only - Total N = 59

= L Chomo Peruz]f |00
o, 9D %Evenls 758 69.2 jf 90
@ and 1. Median Time (d) 207 254 i g
© MR 0.658
E (85%C)  (0.393, 1.101)F 70
o 601 K Log-Rark p 02392 60
s 60 . E 50
2 407 E 40
;R T £
----------- E-}
5 201 20
§ 104 10
o.b'v‘l’-'l""r‘f‘l"’ﬂ' 'W‘O‘T"‘I"'.“"’"v"r'I"f“‘U"T’]"'"\"I’"‘"' ""\"l v 1"' LI} | LU "' LA ) ’ AL "l 3 0
0 50 100 150 200 250 300 350 400 450 500 550
N al Risk: PES {days]

---Chemo 33 26 23 19 17 9§ 7 2 2 2 0 0
—Peruz 26 25 23 2 19 13 8 6 2 2 2 0

Study BO17931: Pertuzumab in Ovarian Cancer
Kaplan - Meier Plot for PFS - Group: HER2/HERS - CR (qRT - PCR]< 1.88 {Cutpaint is Median)
Stratified Analysls - Pertuz + Chema vs. Chemo Only - Total N = 58
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FIG. 34-2

Study BO17931; Periuzumah in Ovarian Cancer
Kaptan - Meier Plot for PFS - Variable: HER2/HER3 - CR {qRT - PCR) - Group: Pertuz + Chemo
Stratified Analysls - HER2_HER3> =1.86 vs. HERZ_RER3< 1.86 (Cutpoint is Median} - Total N=59
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FIG. 35

Kaplan - Meiar Estimate [%]

Study BO17931: Pertuzumab in Ovarian Cancer
KM Pigl for PFS - ChemofPeriuz & HER2_ HER3<1 B6HER2_HER3> =1.86 {Cutp.: Median}
N=117, #Events=83 - Interaction: HR= 0.394, p=0.051 - Stralified Analysis for HER2/HER3-CR
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