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Variable Light

10 20 30 40
2C4 DTVMTQSHKIMSTSVGDRVSITC [KASQDVSIGVA] WYQQRP
% % *hkkk % * *
574 DIQMTQSPSSLSASVGDRVTITC [KASQDVSIGVA] WYQQKP
* * %k kxok

hum xI DIOMTQSPSSLSASVGDRVTITC [RASQSISNYLA! WYQQKP

50 60 0 80

2C4 GQSPKLLIY [SASYRYT] GVPDRFTGSGSGTDFTFTISSVOA

% % * * * * %

574 GKAPKLLIY [SASYRYT] GVPSRFSGSGSGTDFTLTISSLQP
* kkkkk

hum «I GKAPKLLIY [AASSLES] GVPSRFSGSGSGTDFTLTISSLOP

90 100
2C4 EDLAVYYC [QQYYIYPYT] FGGGTKLEIK (SEQ ID NO:5)
* % % *
574 EDFATYYC [QQYYIYPYT] FGQGTKVEIK (SEQ ID NO:7)
Kkk *

hum kI EDFATYYC [QQYNSLPWT] FGQGTKVEIK (SEQ ID NO:9)

FIG. 2A

Variable Heavy

10 20 30 40

2C4 EVQLQOSGPELVKPGTSVKISCKAS [GFTFTDYTMD] WVKQS

k% k% kK k%% ok * %

574 EVQLVESGGGLVQPGGSLRLSCAAS [GFTFTDYTMD] WVRQA
k% * %

hum III EVQLVESGGGLVQPGGSLRLSCAAS {[GFTFSSYAMS] WVRQA

50 a 60 70 80

2C4 HGKSLEWIG [DVNPNSGGSIYNQRFKG] KASLTVDRSSRIVYM

* * * * k% & khkkk K

574 PGKGLEWVA [DVNPNSGGSIYNQRFKG] RFTLSVDRSKNTLYL
kxkhkkk kkk hk¥k * * %

hum III PGKGLEWVA [VISGDGGSTYYADSVKG] RFTISRDNSKNTLYL

abc 90 100ab 110
2C4 ELRSLTFEDTAVYYCAR [NLGPSFYFDY] WGQGTTLTVSS {SEQ ID NO:6)
* k% * % %* %
574 OMNSLRAEDTAVYYCAR {NLGPSFYFDY! WGQGTLVTVSS (SEQ ID NO: 8}

khkkhkk k&

hum III QMNSLRAEDTAVYYCAR [GRVGYSLYDY] WGQGTLVTVSS (SEQ ID NO:10)

FIG. 2B
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Amino Acid Sequence for Pertuzumab Light Chain
1 190 20 30 40 50 60

!
DIOMTOSPSSLSASVGDRVTITCKASQDVS IGVAWYQOKPGKAPKLLIYSASYRYTGVPS
70 80 %0 100 110 120

RFSGSGSGTDFTLTISSLOPEDFATYYCOQYYIYPYTFGOCTRVEIKRTVAAPSVFIFPP

N AT Y AU OO O Wy
SDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQOSGNSQESVTEQDSKDSTYSLSSTLT
190 200 210

| | | | |
LSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 11y

FIG. 3A

Armino Acid Sequence for Pertuzumab Heavy Chain

10 20 30 40 50 &

—

1

| | ] l i l |

EVQLVESGGGLVOPGGSLRLSCAASGFTFTDYTMDWVRQAPGKGLEWVADVNPNSGGS IY
70 80 80 1900 110 1290

NORFRGRFTLSVDRSKNTLYLOMNSLRAEDTAVYYCARNLGPSFYFDYWGOGTLVTVSSA

130 140 150 160 170 180
STKGPSVFPLAPSSKSTSGéTAALéCLVKéYFPEéVTVSWNSGALTSGVHTFPAVLQSSé
1?0 | 2?0 | 2%0 | 2?0 | 2?0 | 24?
LYSLSSVVTVPSSSLGTOTYICNVNHKPSNTKVDKKVEPKSCDKTHTC PPCPAPELLGGP
250 260 270 280 290 300
SVFLFPPKPKDTLMLSRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQY;S
310 320 330 340 350 360
TYRVVSVLTVLHQDWLNGKBYKCKVSNKALPAPIéKTISKAKGQéREFQéYTLPPSREEM
370 380 390 400 410 420
TKNQVSLTCLVKGF&PSDIAVEWEéNGQPENNYK%TPPVLDSDGSFFLYSKLTVDKSRWQ
430 440 448

l 1 |
QGNVFSCSVMHEALHNHYTQKSLSLSPG (SEQ ID NO: 12)

FIG. 3B
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Study Schema

HER2-positive® inoperable |  arm A
locally advanced or
recurrent and/or metastatic
adenocarcinoma of the
stomach or
gastroesophageal junclion,
ECOG PSof0or1(n=30)} ArmB

Trastuzumab® until PD
Pertuzumab 840/420 mg for six 3-week cycles®

Capecitabine 1000 mg/im? + cisplatin 80 mg/m?
for six 3-week cycles

Trastuzumab® untit PD
Pertuzumab 840 mg for six 3-week cycles

Capecitabine 1000 mg/m? + cisplatin 80 mg/m?
for six 3-week cycles

\ J
FIG. 6
Schema HERZ2 Positive, Neoadjuvant Breast Cancer,
Patients with Low Cardiac Risk Factors
5FU/Epirubicin/Cyclophosphamide x 3 //
Docetaxel x 3 Trastuzumab
Plus Trastuzumab/Pertuzumab :> :> to 1 Year*
2 5FU/Epirubicin/ Docetaxel x 3 Plus >
@ Cyclophosphamide | Trastuzumab/ Lti Trastuzumab
= f— 0]
g x3 Perfuzumab :> % :D to 1 Year*
B - %]
Docetaxel/Carboplatin/Trastuzumab (TCH)
Plus Pertuzumab Trastuzumab
x 8 :> Q to 1 Year”
\ )

Y
FIG. 11
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Pathological Complete Response (%)

Pathological Complete Response (%)

14734

Pathological Complete Response

100+
- ypT0fis ypTO ypNC
28] K
80+
516 86.2
70+ . 546-76.8
[49.5 - 72.8] 57.3 { !
604 77
504 %
407 / :’4’6
30- / PR
/ PR
v .90
20~ / “""‘
/ XS
10- / 35S
FEC+H+P x3 TCH+P x6
—» T+H+P x3 —T+H+P x3 (n=77)
(n=73) (n=175)

Pathological Complete Response by Hormone Receptor Status

[Z}ER and PR Negative [ ] ER andior PR Positive

jE_A {62%/91.3] {48‘;?29,4] % :
22: Z R // [31:8-'26.0} % [33.29‘26.2]
o % 30.1-62.8] % %
01 % % %
20- % % %
il 1iN N

FIG. 14
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Potency Dose Response Curves of Pertuzumab/Trastuzumab Mixture,
Pertuzumab Alone, and Trastuzumab Alone in Infusion Bags

1 Co-admin Saline Bag at Ty

14000+

120004

A Y
100004 Pertuzumab + /“ 2
Trastuzumab s

RFU

8000+

6000-

-~ e BX
i I e egpeigy & 2

4000 T T
0.01 0.1 1 10 100

Concentraton (pg/mL)

5 Co-admin Saline Bag at Tog4

17000+

15000+

13000+

L 11000+

RFU

9000-

7000+

5000 :
0.01 0.1 1 10 100

Concentraton (pg/ml)

FIG. 23
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Patients with
epithelial ovarian,
primary peritoneal,

or faliopian tube
cancer, with low

HER3 mRNA

expression
(n=30)

Patients with
epithelial ovarian,
primary perifoneal,

or faliopian tube
cancer, with low

HER3 mRNA

expression
(n~154)
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Pertuzumab + Chemaotherapy

[ Pertuzumab

+
( Topotecan (Cohort 1)

or

)

)
( Paclitaxe! (Cohort 2) )

e

Choice of chemotherapy at
- investigator's discretion
Until disease progression,
unacceptable foxicity, withdrawal of
consent; or death

FIG. 30

Arm 1

( Pertuzumab ]
+
( Topotecan, Paclitaxel, or Gemcitabine ]

Choice of chemotherapy at
- investigator’s discretion -
Until disease progression,
unacceptable toxicity, withdrawal of
consent; or death

Arm 2

( Pertuzumab-placebo )
+
[ Topotecan, Paclitaxel, or Gemcitabine ]

Choice of chemotherapy at
- investigator’s discretion -
Until disease progression,
unacceptable toxicity, withdrawal of
consent; or death

FIG. 31
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Demographics

Arm A Arm B
420mg (N=15) 840mg (N=15)

Age (yr) ,

Mean (SD) 60.6 (14.7) 57.3 (11.5)

Median 67.0 59.0

Min-Max 29-76 27-72

<65 (%) 6 (40.0) 10 (66.7)

265 (%) 9 (60.0) 5¢33.3)
Sex

Male (%) 14 (83.3) 10 (66.7)

Female (%) 1(6.7) 5(33.3)
Race

Asian (%) g (60.0) 8 (53.5)

White (%) 6 (40.0) 7(46.7)
Weight (kg) at baseline

Mean (8D) 67.55 (8.64) 67.69 (11.68)

Median 67.00 66.80
ECOG

0 10 (66.7) 6 (40.0)

1 5(33.3) 9(60.0)

N

y
FIG. 33



32134

Gastric Cancer History

Pertuzumab  Pertuzumab
420mg (N=15) 840mg (N=15)

Extent of Disease on Entry

n 15 15

Metastatic disease 13 (86.7%) 12 (80.0%)

Unresectable locally advanced disease 2 (13.3%) 3 (20.0%)
Primary Site

n 15 15

Stomach 12 (80.0%) 13 (86.7%)

Gastroesophageal junction 3 (20.0%) 2 (13.3%)
Measurability

n 15 15

Measurable disease 11 (73.3%) 13 (86.7%)

Non-measurable evaluable disease only 4 (26.7%) 2 (13.3%)

Histological Subtypes

n 15 15
Intestinal 6 (40.0%) -5 (33.3%)
Diffuse v 1(6.7%) 3 (20.0%)
Not known 8 {(63.3%) 7 (46.7%)

N\ J

-~
FIG. 34

Patient Disposition

Arm A Arm B

Pertuzumab Pertuzumab

840mg (N=15) 840mg (N=15)
Completed six cycles of pertuzumab (%) 5(33.3) 5(33.3)
Discontinued treatment (%) 1(6.7) 3 (20.0)
Safety (%) 0 2(13.3)
Adverse event (%) 0 1(6.7)
Death (%) 0 1(6.7)
Non-safety (%) 1(6.7) 1(6.7)
Physician decision (%) 0 1(6.7}

Progression of disease (%) 1(6.7) 0

FIG. 35
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Overall Response Rate

Arm A Arm B
Pertuzumab Pertuzumab
420mg (N=15) 840mg (N=15)
Total number of patients with 15 15
tumor assessment at baseline
End of Cycle 3
n 12 8
Partial response (%) 8 (66.7) 5(62.5)
Stable disease (%) 2{16.7} 2(25.0)
Non-complete response/ 1(8.3) 1(12.5)
non-progressive disease (%) 2
Progressive disease (%) 1(8.3) 0
End of Cycle 6
n 4 4
Partial response (%) 3(75.0) 3(75.0)
Stable disease (%) 1(25.0) 1(25.0)

a

with non-measurable disease.

\.

Non-complete response/non-progressive disease is stable disease in patients

w

Y
FIG. 36
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~ Pertuzumab Day 42 Concentration Assessment:
GC (JOSHUA) vs. MBC (CLEO)
2504 o
. 200+
w—d
9E
>
©
0 0 ¢
=5
> O 100
55 ——
E 3 o ——
= 50- e 8 @
Se—— 5 8
204----= S e, B —mmm—— < J
D-n []
JOSHUA  JOSHUA CLEO
F iG 37 -< » 840/420mg 840/840mg 840/420mg

Pertuzumab - Day 42 C,,,,q, (ug/mL)

JOSHUA JOSHUA CLEO

840/420mg | 840/840mg?2 | 840/420mg
N 15 12 19
Mean (SD) 40.0 (17.3) 62.7 (29.1) | 63.7 (46.8)
Median 36.7 65.9 56.0
Range (15.8-78.7) (17.1-135) (19.3-245)
Geometric 36.8 56.4 549
Mean
Estimated % 81.6% 88.6% 84 .1%°
of Patients (79.6-98.1) | (92.2-99.97)
220 ug/mLP
(95% C1I)

2 Patient 8100 Day 42 concentration considered abnormally low
{0.66ug/mL) and was excluded from summary statistics

b Estimated using Bootstrap analysis, assuming log-normal disfribution

€ Based on observed concentrations

.



