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Yariable Light
10 20 30 40
2C4 DTVMTOSHKIMSTSVGIRVSITC [KASQDVSIGVA] WYQURP
%k kA% Kk Kk * *
574 DIOMTQSPSSLSASVGDRVTITC [KASQDVEIGVA] WYQQKP
* * % chok &k

hum KI DIQMTOSPSSLBASVGDRVTITC [RASOSISNYLA] WYQQKP

50 &0 0 80

204 GOSPKLLIY [SASYRYT] GVPDRFTGSGSGTDETFTISSVQA

* % * ® * * ok

574 GKAPKLLIY [SABYRYT] GVPSRF3GSGSGTDFTLTISSLQP
K kkkkk

hum xI GKAPKLLIY [AASSLES! GVPSRFSGSGSGTDFTLTISSLOP

90 140
2C4 EDLAVYYC [QQYYIYPYT] FGGGTRKLEIK (SEQ ID NO:5)
P * *
574 EDFATYYC [QQY¥YYIYPYT] FGQGTKVEIK (SEQ ID NO:7T)
Xk kK

hum I EDFATYYC [QOYNSLPWT] FGOGTKVEIK (SEQ ID NO:9)

FIG. 2A

Variable Heavy

10 20 30 40

2c4 EVOLOQSGPELVKPGTSVKISCKAS [GFTFTIDYTMD] WVKRS

Kk * k * * kk*% * E.

574 EVOLVESGGGLVQPGGSLRLSCAAS [GFTFIDYTMD] WVRQA
ko %

hum TI1  EVQLVESGGGLVQPGGSLRLSCAAS [GFTFSSYAMS] WVRQA

50 a 60 76 80

2C4 HGKSLEWIG [DVNPNSGGSIYNQRFKG] KASLTVDRSSRIVYM

% % *k Kk ¥ Kk E K

574 PGKGLEWVA [DVNEPNSGGSIYNQRFKG] RETLSVDRSKNTLYL
Xkkhht¥ Kkt Khk¥¥ L S

hum IIYI PGKGLEWVA [VISGDGGSTYYADSVKG] RFTISRDNSKNTLYL

abc 80 100ab 110

2c4 ELRSLTFEDTAVYYCAR [NLGPSFYFDY] WGOGTTLTVSS (SEQ ID NO:6)
* kk * & * %

574 OMNSLRAEDTAVYYCAR [NLGPSFYFDY] WGQGTLVTVSS (3EQ ID NOC:8)

hkkkkxxk

hum ITT  QMNSLRAEDTAVYYCAR {[GRVGYSLYDY] WGQGTLVTIVSS (SEQ ID NO:10)

FIG. 2
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Amino Acid Sequence for Pertuzumab Light Chain

1 El) | 20 30 40 | 5i|3 60

| | | | i i i

DIQW SS8L VGQRVTITLKASQQVSIGVAWYQOFPGKAﬁKLLIY%ASERYTGVPS
70

| 80 | 90 _ 100 110 , 120

RFSGSGSGTDFTLTISSLQPEDFATYYCQQYYIYPYTFGQGTKVEIKRTVAAPSVFIFPP

-1

13 €'J ”40 150 *60 179 _ 18(}

SDEOLKQGTAQVVCLLVQFYPREAKVQWKVDNALQSGQSQESVTEQD%KDQTYSLE&TLT

190 | 200 | 219

LSKAﬁYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 11}

FIG. 3A

Amino Acid Sequence for Pertuzumab Heavy Chain

110 Izp 30 40 50 60

EVQLVESGGGLVOPGESLRLSCAASGFTF TDY TMDWVROAPGKGLEWVADVNPNSGGSIY

70 | 80 | 9(|) . "00 110 170
| | |

NQRFKGRFTL&VDR&KQTLYLOMNSLRAEDTAVYYCARNLGPSF!FEEWGQGTLVTV&SA

130 | 140 | 1560 ; *60 170 _ 180

STKGPSVFjLAPSSKSTSGGTAALGCLVKDYFP“PVTVSWNSGALTSGVHTFPAVLQDSG

| ,90 | 200 210 220 ‘ 230 2490
‘ ;

LYSLSEVVTVF%Q%LGTQTYIQNVNHKPENTKVDKKVEPKSCDKTHTLPPLPAPELLGGP

250 | 260 | 270 _ 280 290 ; 300

SVBLBPPKJKDFLMIQRTPE TCVVVDV%HEDPhVYF“WYVDGVEVHNAKTKPRhEOYN

310 320 | 339 ; 340 3590 _ 360

| | | | |
TYRVVSVLTVLHQDELVGKEYKCKVSNKALPAPIEKTISKAKGQVREWQVYTLPPSREEW

370 380 390 ; 400 4160 _ 4?0

TKNOV&LTLLVKGFYPSDIAVEWEéNGQ NNYKTTPPVLDSDGoFFLY%KLTVDK&RWQ

430 | 440 | 44|18

QGNVFSCQVMHEALHNHYTQK%L@LSDG {SEQ ID NO: 12)

FIG. 3B
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Decision Diagram

Part 1 of the study completed

U

— Target dose of Perjeta SC identified and

— FDC feasibility information obtained

U

DECISION POINT: move forward {o part 2 of the study

FDC not feasible
FDC feasible

N N

FDC = fixed-dose combination; SC I subcutaneous.

FIG. 7
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No PK Interaction between Perjeta +
Herceptin SC when Administered Simultaneously

500- A~ SC, No Herceptin (N=NA)
-3 SC, With Herceptin (N=NA)

200
100+

GM Dose-Normalized Conc {ng/mL)
(&)}
g

204
104
5‘ L) ¥ H H ¥
0 10 20 30 40
Time (day)

No PK interactions between Perjeta SC and Herceptin SC.
No differences in Herceptin PK as monotherapy, with Perjeta
SC or with different rHuPHZ20 concentrations.

FIG. 9
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No impact of Lower rHuPH20 Concentration/
Amount on Perjeta PK

Pertuzumab Concentrations with standard {2,000 U/m L) and low
{667 Uim L) rHuPH20

-0-- 1200 mg SC + H + standard rHuPH20 (N=6)
-2~ 1200 mg SC + H + Low rHuPH20 (N=6)

I (%3]
o ]
- o3
i i

100+

GM Dose-Normalized Conc (ng/mL.)
(@)
2

20+
10
5“ 1] ¥ T T L}
0 10 20 30 40
Time (day)

No significant differences in Perjeta PK or Herceptin PK (not shown)
when administered with standard (2,000 U/mL) or low (667 U/mL)
rHUPH20.

FIG. 10
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Farameter Estimations — Historical IV and
B030185 SC Data vs. BO30185 IV and BO30185 SC Data

500+ -0~ PTZ 420 mg IV (N=6)
& PTZ 400mg SC (N=6)
- PTZ 600mg SC (N=6)

200+ -7 PTZ 1200mg SC (N=6)

_y
E
(o)
2
§ 100- PTZ 400mg SC + H (N=6)
{a} ...... 4
= 50
&
£2 S’ T T e&e, tvea .
- ™ e e
5 L | -& PTZ 1200mg SC + H (N= 6) T
5 107 < |4 PTZ 1200mg SC + H (N=6)
B b Historical (N=481)
0 10 20 30 40
500+ o~ PTZ 420 mg IV (N=6)
2 -4 PTZ 400mg SC (N=6)
S 2004 o+ PTZ 600mg SC (N=6)
= e - PTZ 1200mg SC (N=6)
g 1 QO i tod,
o]
&)
= 50 )
L&) 3
S : .
5 X [~ PTZ 400mg SC + H (N=6) ~
§ 1071¢ |-e PTZ1200mg SC +H(N=6) o
- ¢ PTZ 1200mg SC + H (N=6)
0 10 20 30 40

Time (day)

FIG. 11
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Demographics
[l Race

White

Asian // Other
than indian 5
subcontinent

Native Hawailan
or FPacific 3
islander

MNative Hawailian
or Pacific 2

Race {d)

islander // White

[l Age Distribution
107

# of Subjects

FIG. 12
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FIG. 21

Mean Serum Perluzumab Concentration-Time Profile by Cohort

(HMV)
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FIG. 22

Geomeiric Mean Dose-Normalized Serum Pedtuzumab
Concendration-Time Profile, With and Withowt Concomitant
Herceplin
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FIG. 23

Seometric Moasn Serum Pertuzumab Concentration-Time Profile,
With 8687 Ulmb or 2 000 Ubel rHePHZE0 MMV}
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FIG. 24

Geometric Maan Serum Trastuzumad Concenfration-Time Profile,
With 887 Ufral or 2,000 Wimb rHuPH20 (HMV)
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FIG. 25

Geomeatric Mean Serum Partuzumah Concentration-Time Frofile
fodlowing Perjeta 800 mg 80 and Parjela 420 mg IV Doses
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FIG. 26

Geomelric Mean Ssrum Parluzumsb Conceniration-Time Profile
fn HAYY or EBC Patients
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FIG. 27

Geomelic Mean Dose-Nomalized Serum Pertuzumasb
Concentration-Thme Profile, With 687 Uhmlb, 10060 Wml or
2. 008 Uil eHuPH2G
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FIG. 28

t Geometric Mean Benvn Trastuzumab Concentration-Times Profile,
With 867 Uil 1,500 Ulmb, or 2,800 Ufel rHuPH20
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Turbidity
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