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Yariable Light
10 20 30 40
2C4 DTVMTQSHKIMSTSVGDRVSITC [KASQDVSIIGVA] WYQORP
* % A%k & * &
574 DIOMTQSPSSLSASVGDRVTITC [KASQDVSIGVA] WYQQKP
* ko hdk

hum x1 DIOMTOSPSSLSASVGDRVTITC [RASQSISNYLA] WYQOQKP

50 &0 0 80

2C4 GOSPRLLIY [SASYRYT] GVPDRFTGSGSGTDFTFTISSVQA

* % * & * * &

574 GEKAPKLLIY [SASYRYT] GVPSRE3GSGSGTDETLTISSLQP
* Ak dkk

hum xI GKAPKLLIY [ARASSLES] GVPSRFSGSGSGTDFTLTISSLOP

90 100
2C4 EDLAVYYC [OQYYIYPYT] FGGGTKLEIK (SEQ ID NO:S)
& * *
574 EDFATYYC [QQYYIYPYT] FGQOGTEVEIK (SEQ ID NO:7}
*kk K

hum kI EDFATYYC [QOYNSLPWT! FGOGTRVEIK {SEQ ID NO: 9}

FIG. 2A

Yariable Heavy

10 20 30 40

2C4 EVQLOOSGPELVKPGTSVKISCKAS [GFTFILYTMD] WVKOS

%k * Kk ¥ * kk*% * * K

574 EVOQLVESGGGLVQPGGSLRLSCAAS [GPTFIDYTMD] WVRQOA
% Kk %

hum 111 EVQLVESGGGLVQPGGSLRLSCAARS [GFIFSSYRMS] WVRGQA

50 a 60 70 80

2C4 HGKSLEWIG [DVNPNSGGSIYNQRFKG] KASLTIVDRSSRIVYM

* % ® & kkk % kkk kK

574 PGHKGLEWVA [DVNPNSGGSIYNORFKG] RETLSVDRSKNTLYL
KREEEY FAE KEXK * % %

hum III PGRGLEWVA [VISGDGGSTYYADSVKG] RFTISRDNSKNTLYL

abc 90 160ab 110
2C4 ELRSLTFEDTAVYYCAR [NLGPSFYFDY] WGQGTTLTVSS (SEQ ID RO:5)
* k& * & * %
574 OMNSLRAEDTAVYYCAR [NLGPSFYFDY] WGQGTLVTVSS (3EQ ID NO:B8)

kkkhk i kk

hum IIT  QMNSLRAEDTAVYYCAR [GRVGYSLYDY] WGOQGTLVTIVSS (SEQ ID NO:10)

FIG. 2
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Amino Acid Sequence for Pertuzumab Light Chain

Lo ’ 20 30 40 5060
DIQW &LbXbVGDRVTITLKASQBVSIGVA%YQOKPGKAﬁKLLIYHASYRYTGVPS

7? | 80 50 . 100 1190 ; 120

RFSGSGSGTDFTLTISSLQPEDFATYYCQQYYIYPYTFGQGTKVEIKRTVAAPSVFIFPP

13? ’ 140 ' 15? - 160 l ? - 180

SDEOLKoGTAQVVCLLQNFYPREAKVQWKVDNALQSGQSOE&VTBQDHKDQTYSLSSTLT

19€l) | 200 216

LSKAﬁYEKHKVYACEVTHQéLSSPVTKSFNRGEC {SEQ ID NO: 113}

3A

Amino Acid Sequence for Pertuzumab Heavy Chain

1 1? ’ 20 30 40 50 60

EVOLVESGGGLVOPGGSLRLSCAASGF TF TD Y TMDWVROAPGKGLEWVADVNPNSGESIY

7(|3 | 80 94 , "00 110 . 170

NQRFKGRFTL&VDRHKNTLYLOWNSLRABDTAVYYCARNLGFSFYFEYWGQGTLVTV&SA

136 140 150 , *60 179 . 180

bTKGPSVFjLAPSSKSTSGGTAALGCLVKDYFP“PVTVSWNSGALTSGVHTFPAVLQDSG

190 ; 200 210 | 2?0 ; 230 240

LYSLS&VVTVPHoHLGTQTYILNVNHKP&NTKVDKKVEPKSLDKTHTLPPCPAPELLGGP

25€l) | 260 270 . 280 290 ; 300

SVPLPPPK?KDFLMEQRTPE VICVY VDV?HEDP%VKFNWYVBGVPVHNAKTKPREEQYNS

31? 320 339 ; 340 350 . 360

TYRVVSVLTVLHQDVLWGKEYKCKVSNKALPAPIEKTISKAKGQVRE”QVYTLPPSREE%

37(') | 380 399 i 400 416 , %?O

TKNOV&LTLLVKGFYP3DIAVBWE&NGQPENNYKTTPPVLD&DGQFFLYHKLTVDKSRWQ

430 440 448

QGNVFSCSVMHEALHNHYTQKSLSLSPG {SEQ ID NO: 12)
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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 to part 2 of the study

FDC not feasible
FDC feasible

N N

FDC = fixed-dose combination: SC O subcutaneocus.

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

)

£ 500+ - SC. No Herceptin (N=NA)
E -1 SC, With Herceptin (N=NA)
o 200

oy

O

G 100

ke

48]

M 50-

3]

E

%c? 204 A

2 10-

£33

E 5” X ¥ H 5 ]
© 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) rHuUPH20

-0~ 1200 mg SC + H + standard rHuPH20 (N=6)
-2 1200 mg SC + H + Low rHUPHZ20 (N=8)

R’ 9]
o o
- o)
] ]

100

GM Dose-Normalized Conc {(ng/mL)
£
<2

20+
10-
5“ ¥ L] < ¥ 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)
rHUPHZ0.

FIG. 10
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Farameter Estimations - Historical IV and

B0O30185 SC Data vs. BO30185 IV and BO30188 SC Data

500- ~o- PTZ 420 mg IV (N=6)
5 - PTZ 400mg SC (N=6)
;g 500, I+ PTZ 600mg SC (N=6)
3 P <7 PTZ 1200mg SC (N=6)
3 - ) |
= 50- S *g
£3 y AN . ~~~~~~~~~ ! X R
g 20~ G . ]
= el T e
5 A |-~ PTZ 1200mg SC + H (N 6)
5§ 107 ¢ |- PTZ1200mg SC + H (N=6)
8. P 1..... Historical (N=481)
0 10 20 30 40
500 -o- PTZ 420 mg IV (N=6)
2 - PTZ 400mg SC (N=6)
S 200- 3+ PTZ 600mg SC (N=6)
2 Yo | -7 PTZ 1200mg SC (N=6)
g 1 Q 0 i Sed
Q
3 54
S 50 |
o %
2 i
E 204 O o =
2 A |0 PTZ 400mg SC + H (N=6) >
2 101 |-e- PTZ 1200mg 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 Pacific 3
Islander

Native Hawaiian
or Pacific 2
Islander // White

Race {d)

[l Age Distribution
107

# of Subjects

FIG. 12
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FIG. 21

Mean Serum Pertuzumab Concentration-Time Profile by Cohort
{HMVY
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FIG. 22

Seomeiric Mean Dose-Normalized Serum Perluzumadh
Concantration-Time Profile, With and Withowt Concomitant
Herceptin
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FIG. 23

Seometric Mean Serum Perluzumab Concentration-Time Profile,
With 887 Wimb or 2,080 Uiml rHoPHZ0 {(HMV)
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FIG. 24

Geomelric Maan Serum Trastuzumad Goncantration-Time Profile,
With 687 Ulmbl or 2,080 Uimb rHuPH20 (HMV)
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FIG. 25
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Geomealric Mean Serumm Perluzumab Concentration-Time Profile
following Perjeta 800 mg SO and Perjela 420 mg IV Doses
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FIG. 26

Geomelric Mean Ssrum Perluzumab Concenlration-Time Profile
in HEY or EBC Patients
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FIG. 27

Geomelbic Mean Dose-Nomalized Serum Pectuzumab
Concentration-Time Profils, With 8687 Usmd, 1,008 Uimb or
2,000 Liimb eHuPH2G
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FIG. 28

F Geometric Mean Serum Trastuzumab Concentration-Tims Profile,
With 687 Uimb, 100D UlmL, or 2,800 Ulel rHuPHZ20
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52 weeks SEC overiay of S&8 test samples
stored at -20C: irehalsoe {(F3) vs sucrose (F4)
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