Sheet 1 of 68

1 'DOld

A
'd N\
A
NOIDIHE AHOLYTIND3Y >>
3SYNIM INISOMAL
INVHEWINVIXNE NI
INVHBWINSNYYEL
11dSYNDIYIIONAAT 0c9-~ 1n0
AAJISHIONIADAOOYOFTIAdANM I ANAS TATAADSADEYAI I AHYOVADDAYIIDIDIA (249} Al NIVWOQ
SONDADDIIHIA TOHEYNAATEA TODTANDTIADIVOYTIDSONADDLI OI OMOHDUYDTOHD egy—1
YIOEDAIIGAGUNY LHTTYDHINSATOGNAALHAI O THLNHHI
TYIOSOTRITSUTOIMS IDTO0TL IS AYONHTI YOS IADINDIASTAATSUIMYS IR TADIIA {7 1 Nivwoa
ATLAIADTOTADIAVINSYAADTASHITIVISOI IMIDOVIADINYS IAVHAT Y THIWDTOAD
6Le
ATIINSONIIYOLOATVIATONHTIOATIOSOAGLS TANAGOYINDSYDI LA BOAININS T (149) 1| NIVWOQ
JLALNALATYIOHTIED TOSHNIHIOVTOASHNd OLIOVYODEHIOALA TAONIAYODOVIAL
G611

¥11s00aas
STOMDYSONINGSOZHIVUSUNICITL TYIONIDIHS IDIMTILADADIOANIO I TADDNTIH

LISUTO TN IODE SYDLAL LINNTIUDNATAYTYANGE I TOLOUA TN TIO TIADIADNHY LT
AXODABOIADTISTSYNIA TAL TAINOOANCO DDA THY TWATHLEd SYA TITANALOLOADL

(1M1 NIvWOQ

F\




Sheet 2 of 68

Variable Light

10 20 30 40
2Ca DIVMTQSHKIMSTSVGDRVSITC [KASQDVSIGVA] WYQQRP
* *hkr W * *
574 DIQMTQSPSSLSASVGDRVTITC ([KASQDVSIGVA] WYQQKP
* kk *hk

hum kI DIQMTQSPSSLSASVGDRVTITC [RASQSISNYLA] WYQQKP

50 60 70 80

2C4 GQSPKLLIY [SASYRYT) GVPDRFTGSGSGTDFTFTISSVQA
* ¥ *  * * * %

574 GKAPKLLIY [SASYRYT] GVPSRFSGSGSGTDFTLTISSLQP

* hhkhdkw

hum kI GKAPKLLIY [AASSLES] GVPSRFSGSGSGTDFTLTISSLQP

90 100
2C4 EDLAVYYC [QQYYIYPYT]} FGGGTKLEIK (SEQ ID NO:1)
* % * *
574 EDFATYYC [QQYYIYPYT]) FGQGTKVEIK (SEQ ID NO:3
LR & B

hum kI EDFATYYC [QQYNSLPWT] FGQGTKVEIK (SEQ ID NO:S5)

Variable Heavy
10 20 30 40
2C4 EVQLQOSGPELVKPGTSVKISCKAS [GFTFTDYTMD] WVKQS
* % * % * * Wk * * W
574 EVQLVESGGGLVQPGGSLRLSCAAS [GFTFTDYTMS] WVRQA

*hk * &

hum III EVQLVESGGGLVQPGGSLRLSCAAS [GFTFSSYAMS) WVRQA

50 a 60 70 80

2C4 HGKSLEWIF ([DVNPNSGGSIYNQRFKG] KASLTVDRSSRIVYM

* o« *w hk * *hhE *

574 PGKGLEWVA [DVNPNSGGSIYNQRFKG] RFTLSVDRSKNTLYL
EheERE EEE RREK * * *

hum III PGKGLEWVA [VISGDGGSTYYADSVKG] RFTISRDNSKNTLYL

abc 90 100ab 110

24 ELRSLTFEDTAVYYCAR [NLGPSFYFDY] WGQGTTLTVSS (SEQ ID NO:2)
* k& * & * %

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

LA S RS AR 2

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

FIG. 2B
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Amino Acid Sequence for Pertuzumab Light Chain
1 10 20 30 40 S0 60
éIQM%QSPSéLSAS&GDRV%ITCKASQDVéIGVA&YQQKéGKAPKLLIYSASYRYTGVPS
70 80 90 100 110 120
RFSGéGSGTéFTLT}SSLQgEDFA%YYCQéYYIY£YTFGéGTKVEIKRTVAAPSVFIFPP
130 140 150 160 170 180
snaoiKSGTAsvvcinnupipRsaévowx¢DNALéscnséESVTAQDSK£STYSLSSTLT
190 200 210

LSKAAYEKH&VYACéVTHQéLSSP&TKSFARGEC I:I(}. 3/\

Amino Acid Sequence for Pertuzumab Heavy Chain
1 10 20 30 40 50 60
éVQLéESGGéLVQPéGSLRASCAAéGFTFLDYTM$WVRQAPGKGLEWVADVNPNSGGSIY
70 80 90 100 110 120
NQRP{GRFTASVDRéKNTL%LQMNALRAE&TAVY&CARNLGPSFYFDYWGQGTLVTVSSA
130 140 150 160 170 180
STKG£SVFPLAPSSéSTSGéTAALéCLVKAYFPEéVTVSWNSGALTSGVHTFPAVLQSSG
190 200 210 220 230 240
LYSLS!SVVT\IIPSSSI'JGTQT\LICNV!!THKPS!!ITKVDI,(KVEPII(SCDKTHTCPPCPAPELLGGP
250 260 270 280 290 300
SVFL£PPKP&DTLM}SRTPéVTCV¢VDVSAEDPE&KFNNYVDGVEVHNAKTKPREEQYNS
310 320 330 340 350 360
TYRVVSVLTVLHQDWLNGKéYKCK&SNKALPAPIéKTISKAKGQPREPQVYTLPPSREEM
370 380 390 400 410 420
TKNQ&SLTCAVKGF&PSDIAVEWEéNGQPéNNYKTTPPVLDSDGSFFLYSKLTVDKSRWQ
430 440 448
QGNVILSCSW!IHEAL!!INHYT(')KSLSIIJSP(!; FIG. 3B
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Progression-Free Survival Rate
Survival Rate

Number at Risk;
Gem

— Gem+Pert
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FIG. 10A
1.0
Gem Gem + Pertuz
T Median(mo) 26 30
Hazard Ratio 0.67
0.8 4 (95% Cl) {0.43,1.02)
< P-value 00635 .
1 K 4moPFS 3% 49%
06 - %
. TTReeay
0.4
0.2 -
00 - +
] 1] 4 14 1) ¥ L
0 2 4 6 8 10 12
Duration of Progression-Free Survival (months)
65 2 18 6 2 0 0
65 45 25 7 3 0 0
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FIG. 10B

4 Gem + Gem +
10 placebo pertuzumab
: Median Time {mo) 26 29
2 08 : Hazard Ratio* 0.66
< * (95% CIy* (0.43, 1.03)
s : Log-Rank p-value 0.0708
= i
5 06+ "
<D .
D - -'ﬁ.
& b
S 044 14%
@
b3
S
o
a 02-
wod T e +
¥ 1 T 1 ] 1 ]
0 2 4 (- 8 10 12
i Duration of Progression-Free Survival {months)
Number at Risk:
----Gem + placebo 85 34 20 8 2 1 1
~——Gem + pertuzumab 65 47 25 7 3 0 0
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FIG. 11A
Predicted Negative (70% highest pHER2)
10~ Gem Gem +Peduz I
} Median (mo} 24 41
Hazard Ratio 0.63

0.8

(95% CH) (0.39, 1.02)

o

(2]

1
adrmend LI

o

semel

Progression-Free Survival Rate

2 4 6 8 0 12
Duration of Progression-Free Survival (months)
33 19 10 3 1 0
43 30 17 4 2 0 0
Predicted Negative (30% highest pHER2)
1.04
0 Gem Gem + Pertuz
2 7 Medaamo) 41 28
& 0.8 Hazard Ratio 1.30
s (95% Cl) (0.58, 2.94)
£
3 06
(4
3 -
.
< 04
S
a 1  |leeseee-- .
hed .
gv 0.2+ 5
a e +
00-
¥ 1 ] 1 [ 4
2 4 6 8 10 12
Duration of Progression-Free Survival (months)
19 10 0 2 1 0
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)
107 Gem Gem + Periuz
1 Median (mo) 1.6 4.1
0.8 Hazard Ratio 0.60
) (95% CI) (0.37, 0.97)

D

<

@

™

2

>

3 06

D

8 -

u.

< 04-

2

(24 -

o

e ------

g 0.2+

[+ W 4

0.0«1 1 ¥ ¥ .----l--- 1
0 2 4 6 8 10
Duration of Progression-Free Survival (months)

41 20 1 5 1 0
44 32 19 6 3 0

Predicted Negative {30% highest pHER?2)

Gem Gem + Pertuz
Median (mo) 4.1 28
Hazard Ratio 1.46
(95% Ci) (0.65, 3.27)

Progression-Free Survival Rate

0.2+ ]
0.0
1 L] 1 i 1
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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FI1G. 12B
Exploratory analysis:
TOC3258g: PFS by gqRT-PCR EGFR Cutoffs

15 !\ - 1.000
b A g
] I, ! If‘ .! '/ ‘ H l ‘. P-value !
il ﬁ‘ [ oy , \ For HR & L 0.8000
BRI AT R AN AP -
I T R AR - 07000
1.0 ' II ii i 1 1 MM i
2 i ‘ - 0.6000
= .
(04
° L 0.5000
o
T . 0.4000
0.5 -
HR in EGFR (Low) HRin EGFR (High) | 0-3000
- 0.2000
- 0.1000
004 ‘ . . i . ~F <0001
0 1 2 3 4 5 6
10% HER1 90%
Number at Subjects:
= HER1 (High) 102 64 42 21 15
= HER1 (Low) 20 58 80 101 107

~ P-values were not adjusted for multiple comparisons

Interaction P - value
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FIG. 13B
TOC3258q: PFS by qRT-PCR HER2 Cutoffs
15 L 1.0000
/| oso00
HR in HERZ (High) / L
- 0.8000
L 0.7000
19 070
2 - 0.6000
(]
[0 4
- L 0.5000
@
s L. 0.4000
= )
05 - .
'L- 0.3000
L 0.2000
L 0.1000
r i
004 N . . . : . . . i <0001
1 2 3 4 5 6 7 8 9
0,
10% HER? 90%
Number at Subjects:
— HERT (Highy 109 87 63 48 30 21 16 14

— HER2 {Low) 13 335 59 74 92 101 106 108
P-values were not adjusted for multiple comparisons

Interaction P-value
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FIG. 14A
HR p-value
i L 10
5. 5
- 0.8
2] - 0.6
HR in Dx
{High) N i
7 - 04
1 1= i
HR in Dx-\ - 0.2
) {Low) o~ |
0 L] L L] } 4 L1 L 1 R T ¥ L) L4
‘ 1 2 | 3 4 5 6 ‘ CNR
10% 50% 90%

HER3 Cutoff

P-values were not adjusted for multiple comparisons

P-value for diff
in HR between
Dx (High)
and Dx (Low)

" Groups: Interaction

p-value
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FIG. 14B

5.0 1
5]
20
25
30 -

2.5

Hazard Ratio

201

1.5 4

HR in Dx (High)

r———r

1.0

0.5

0.0 -

-

HR in Dx {Law)
o~ P-value for HR diff

Number at Subjects:
— HER3 (High)
= HER3 (Low)

\. _________ —— T e e e T ——
1 2 3 4 ] 6
0,
10% HER3
96 65 43 25 2 13
26 57 79 97 101 109

P-values were not adjusted for mulliple comparisons

1.0000

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. 15A
Cutoff Low HER3 Expression
.| Abs. # Logrank
% | vatue N levents| HROB%C) 1| po.gae
20 | 0.99 . . 20 16 0.09(0.02,042) | 0.0002
HR versus %tile lowest expression ¢ )
25 | 119 08 ' 28| 21 | 0.13(004,045) | c.0002
07
30| 14 35| 28 | 0.18(006,052) | 0.0004
086 /S(O
35 | st y 2 a1 | 2 | 016(006,043 | <oo0t
05
4 |11 | x / 7! 36 | 019(008,047) | <0001
- 04 //
03 53| 40 | 023(0.11,050) | <0001
02 e 4

0.1 o

0.36 {0.20, 0.65)

65 | 314 %tile lowest HER3 expression .'" 6 | 057034095 | 0029
70 ] 359 83 ] 69 | 0.62(0.38,1.00) | 0.0488
751 38 89 75 | 0.67(042,1.06) | 0.0838
B0 | 428 95 78 | 0.59(0.37,092) | 00196

P-values were not adjusted for multipie comparisons
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S:itl?g Low HER3 Expression

] 125 N || PRGN 18
25 1119 30 | 23 [0.13(0.04.041)| <0001
2 |13 07 HR versus %file lowest expression 36 | 28 |0.22(0.09,056)| 0.0005
35 [156] gp o 42| 33 |020(0.09,048)| <0001

40 14.70 05 48 38 {0.22(0.10,0.50)| <.0001
)yl

0.29 (0.1, 0.58)| 0.0002

45 {187| 04 54 | 42
3 A
50 224 03 / 61| 48 |0.34(0.18,063){ 0.0004
0.2 o,
55 | 2.38 ‘V" 66 | 53 |0.36(0.20,0.65)| 0.0005
60 |275] O 73| 59 |0.48(0.28,084)| 0.0080
0 : T :
65 {3.08 0 20 40 50 g0} 79| 65 {0.56(0.34,0.94)| 0.0255
70 | 356 Yile towest HER3 expression 85 | 71 |062(038. 1.00)| 0.0459
75 (3.77 91 | 76 10.65(0.41,1.03)| 0.0650

FIG. 15B
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42

1. 72 (0 78 3 75)

FIG. l6A
Cutoft High HER3 Expression
%ile \%)Se N Evznts HR (36%Cl) l,‘;?gggg HR versus %tile highest expression
3
20 |099; 96 | 78 |1.06(0.67,1.65)] 0.8083 ‘\
25 11190 91 | 73 [1.13(0.71, 1.81)) 0.5875] 25
30 | 14| 84| 66 |1.28(0.77.2.10)} 0.3318 *
2
35 {1571 78 | 62 |1.49(0.89,2.51}} 0.1280 \)&L
40 {171 72 | 58 [1.55(0.90,2.68)] 0.1141 | £ 15
4 | 188 66 54 154(094 288) 0.0817 \
05
0

70 359 36 | 25 {167(0.72, 3.90)
75 (38{30] 19 [200(0.71,562)
80 [4.20] 24 | 16 |2.85(0.89,9.20)! 0.0667

UL AR N U AU UL
0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 85
%tile lowest HER3 expression

P-values were not adjusted for multiple comparisons
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FIG. 16B

S::Sg High HER3 Expression
lile \gﬁe N Evgnts HR (96%Cl) If’?g;?::

HR versus %tile highest expression
25 11.19) 92| 74 [1.16(0.73,1.84)] 052221 25
30 {139 86 | 68 |1.20{0.74,1.94)] 0.4674
35 {1.56] 80 [ 64 |1.37(0.83,2.26)} 0.2230 2 N
40 1170 74 { 59 |1.50(0.88,2.55)| 0.1381 | £15
45 11.87] 68 { 55 |1.50(0.87,2.61){0.1468 \
50 |2.24] 61 | 49 |1.48(0.83,2.63){0.1809 !
55 }2.38] 56 | 44 [1.74(0.93,327){0.0816| 05
60 12.75| 49 | 38 |1.81(0.90C,3.67)|0.0945
65 {3.08] 43 | 32 |1.78(0.82,3.86)|0.1382 0 0 2 4 60
70 {356) 37 | 26 |1.73(0.75,3.99) 1 0.1943 Y%tile highest HER3 expression
75 {3771 31| 21 1190(0.73,4.93)! 0.1804
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1,88 (0.92, 3.84)$0.076¢
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FIG. 17A

Cutoff High HER3 Expression Low HER3 Expression
A A T o I R TC O
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){ 0.0002
30 | 14 84| 66 [1.28(0.77,2.10){0.3318| 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 |1.71| 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)| 00817 53 | 40 |0.23(0.11,0.50) | <0001
KM 226 6 1160 (0.89,267) 01761 0(0.16,0.58)410,0002
55 |241] 5 42 '“1.-87“(0“.97. 3.57) 65| (

72 0.47 (0.27.0.81) #0.0060°

3.14| 42 1.72 (0.78, 3.75) 77 0.57 (0.34, 0.95)
70 |359] 36 | 25 {1.67(0.72,3.90)|0.2270| 83 | 69 |0.62(0.38, 1.00)| 0.0488
75 |38| 30| 19 {200(0.71,5.62)|0.1790| 89 | 75 |0.67(0.42, 1.06)|0.0898
80 |4.29] 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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FIG. 19B (Part 1)

PFS by HER3 qRT-PCR 50/50 split
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FIG. 19B (Part 2)

High HER3 Expression (>=50th percentile, N=61)
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FIG. 20A Low HERS3 Expression {<25th percentile, N=28)
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FIG. 20B (Part 1)
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FIG. 20B (Part 2)

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

107 Gem Gem + Per
Median Time {mo) 3.9 28
08- Hazard Ratio 1.16
o (95% CI) (0.73, 1.84)
§ Log-Rank p-value 05222
3 06-
u-
S
m """
8 04+
g
o
0.2 1
0.0 R B -
T | 1 T 1 ¥ 1
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.....



Sheet 37 of 68

FIG. 21A
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Suirvival Rate
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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 iest by randomization stratification factors
(ECOG PS, number of prior regimens for platinum-resistant disease, and disease measurability)



Sheet 39 of 68

FIG. 22A Low HER3 Expression (<50th percentile)
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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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Survival Distribution Function
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FIG. 23B
PFS by HER3
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FIG. 25 (Part 1)
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FIG. 25 (Part 2)
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Cutoff: 25th Percentile (2.62)
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FIG. 30A-1
High HER2/HER3 Ratio
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Cutoff: 50th Percentile (1.53)
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FIG. 30A-2
High HER2/HER3 Ratio
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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

Kaplan - 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

Study B017931: Pertuzumab in Ovarian Cancer
Kaplan - Meier Plot for PFS - Variable: HER3 - CR (qRT - PCR) - Group: Pertuz + Chemo
Stratified Analysls - HER3>=0.65 vs. HER3<0.65 (Cutpoint is Median) - Total N = 59
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FIG. 33

Kaplan - Meier Estimate [%]

v Study 8017931: Pertuzumab in Ovarian Cancer
KM Plot for PFS - Chemo/Pertuz & HER3<0.65/HER3> =0.65 (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

Study BO17931: Pertuzumab in Ovarian Cancer
Kaplan - Meier Plot for PFS - Group: HERZHER3 - CR (qRT - PCR)> = 1.86 {Cutpoint is Median)
Stratified Analysis - Pertuz + Chemo vs. Chemo Only - Total N =59
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FIG. 34-2

Study BO17931: Pertuzumab in Ovarian Cancer

Kaplan - Meier Plot for PFS - Variable: HER/HER3 - CR (qRT - PCR) - Group: Pertuz + Chemo
Steatified Analysis - HER2_HER3> =1.86 vs. HER2_HER3< 1.86 (Cutpoint is Median) - Total N=58
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Kaplan - Meler Plot for PFS - Group: HERZHERS - CR (qRT - PCR)< 1.86 {Cutpoint is Median)
Stratified Analysis - Pertuz + Chemo vs. Chemo Only - Total N = 58
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FIG. 35

Kaplan - Meier Estimate [%]

Study BO17931; Pertuzumab in Ovarian Cancer
KM Plot for PFS - Chemo/Perluz & HER2_HER3<1.86/HER2_HER3> =1.86 (Cutp.: Median)
N={17, #Events=03 - Interaction; HR= 0.384, p=0.051 - Stratified Analysis for HER2HER3-CR
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