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Disclaimer

The view expressed herein represents those of speaker and not necessarily those of the
Roche Taiwan

The scientific content is followed by updated publication at the time of the presentation.

Roche Taiwan does not recommend the use of any Roche product in any different manner
than as described in the approved prescribing information.

Physicians are advised to consult the prescribing information issued by the manufactures
before prescribing any drug discussed or described at this meeting.

The satellite symposium is invited by Roche Taiwan which is followed the Taiwan IRPMA
Code of Practice.
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Distribution of Breast Cancer Subtype

6-19%

42-59%

7-12%

- Luminal A I_ Luminal B D TNBC (- HER2+

The tumor subtypes are classified as':
Luminal A: ER+ and/or PR+, HER2-, low Ki67

Luminal B: ER+ and/or PR+, HER2+ (or HER2- with high Ki67)
TNBC: ER-, PR-, HER2- cytokeratin 5/6+ and/or HER1(EGFR)+
HER2+: ER-, PR-, HER2+

'These are the most common profiles for each subtype. However, not all tumors within
each subtype will have all these features.

TNBC: Triple-negative breast cancer.

Adapted from [102).
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1.Pertuzumab SmPC; 2.Pertuzumab TW PI; 3. Gianni L, et al. Lancet Oncol 2012;13:25-32;
4. Schneeweiss A, et al. Ann Oncol 2013; 24:2278-2284; 5. Swain SM, et al. Ann Oncol 2018; 29:646-653; 6. Shao Z, et al. JAMA Oncol 2019 [Epub ahead of print];

=5%—4#7 ; BC=32 ; tpCR: AL EMERE 7. von Minckwitz G, et al. N Engl J Med 2017; 377:122-131 (suppl info); 8. Piccart M, et al. SABCS 2019 (Abstract GS1-04);
522 K FE(ypTO/is ypNO) ; chemo = 1E%& ; eBC = 9. Dang C, et al. ESMOBC 2021 ; 10. Baselga J, et al. N Engl J Med 2012; 366:109-119; 11. Swain SM, et al. N Engl J Med 2015; 372:724-734;
EHA%L%E ; H = Trastuzumab ; mBC = iﬁwu* 12. Xu B, et al. ASCO 2019 (Abstract 1026); 13. Bachelot et al . Ann Oncol 2019; 30:766-773; 14. AGO Breast Cancer Guidelines 2019;
N = &% ; P = Pertuzumab ; pla = Z&H ; PFS 15. NCCN Breast Cancer Guidelines — Version 5. 2020; 16. Cardoso F, et al. Ann Oncol 2018; 29:1634-1657; 17. Cardoso F, et al. Ann Oncol 2019; 30:1194-1220; PHESGO" ﬂ
= E35{!:?" JEER; OS = ZEETHH 18. Burstein HJ, et al. Ann Oncol 2019; 30:1541-1557.
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Gianni L, et al. Lancet Oncol2012;13:25-32; 2. Schneeweiss A, et al. Ann Oncol 2013; 24:2278-2284;
2. vonMinckwitz G, et al. N Engl J Med 2017; 377:122-137;

3. Piccart M, et al. SABCS 2019 (Abstract GS1-04. 4 Swain SM, et a/. ASCO 2019, abstract 1020.
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1. Pertuzumab TW PI; 2. Trastuzumab TW PI; 3. De Cock E, et al. Cancer Med 2016; 5:389-397; PH ESGO
4. De Cock E, et al. St. Gallen 2013 (Abstract 209); 5. Shivakumar SP, et al. J Clin Oncol 2009; 27:4858-4864; PERTUZUMAB-TRASTUZUMAB

kg H = Herceptin (Trastuzumab) ; IV = 3AK;E 57 ; P = Pertuzumab ; SMPC = E RS HHE . Jackisch C, et al. Geburtshilfe Frauenheilkd 2014, 74:343-349; 7. Fallowfield L, et al. The Breast 2015; 24:166-170.
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Trastuzumab SC R4 28 E SC I FRIERS

. Trastuzumab SC [ME&E EREEMAIETERER ALK Trastuzumab IV - EBFHELINZ
B PR SE E 2L

e 2 s RZERE (86%) fREF Trastuzumab SC* E& Trastuzumab V2
e BERENREERE | 8 - B/DERBIAE/RE fER24

B Trastuzumab IV 48EE + KEFH9 HCP (81%) ¥#% Trastuzumab SC* im B2 E R 52
B2EAEN B2 Trastuzumab IV 48EE + Trastuzumab SC BlE /D B PR B E5E 2 HCP B5 RS
=3 HCP 1815 SC o s U BB EESHERNER - BVEYRE - WIBNEEEHTIEAER
TEMEFZRIBE SIS
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1. Ismael G, et al. Lancet Oncol 2012; 13:869-878; 2. Pivot X, et al. SABCS 2013 (Abstract P4-12-11);
PERTUZUMAB-TRASTUZUMAB

* DIF 5 5880 E 5T Trastuzumab SC - 3. Pivot X, et al. Lancet Oncol 2013; 14:962-970; 4. Pivot X, et al. Ann Oncol 2014; 25:1979-1987;
kll HCP=BEAE ; IV=#lofs ; SC= K5 - 5. De Cock E, et al. Cancer Med 2016; 5:389-397; 6. De Cock E, et al. EBCC (Poster 033).
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1.Roche. Data on file (FeDeriCa trial protocol); PERTUZUMAB-TRASTUZUMAB

k13 IV = BHREST ; mAb = BEHKI52 ; rHUPH20 = 3R EEEs ; SC= R FoEst - 2. PHESGO TW PI.
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PIV : EHJ/EJEH/E 1ﬁ/{§1
EZYE HIV : BTREARE ; 3 Kz N ESRIBEI AR vial
P B H DI {E D FaY IV B EigEes

B s ] 2 4 840 mg 8 mg/kg B E : 1200 mg Pertuzumab &2 600 mg
REIaRIE Trastuzumab (15 mL) SC
. 0 5 iE 5y 45 KK 8 NiE
AT 7 09 s
30-60 7= 30 &
RIS 420 mg 6 mg/kg E M= : 600 mg Pertuzumab &2 600 mg
Trastuzumab (10 mL) SC
B RS R 30-60 73 §E 30-90 7> §& %15 788
ENiEE 30-60 77 i 5 D&
=E VER = = =
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1.Pertuzumab TW PI ;
2.Trastuzumab TW PI ;

k14 H = Herceptin (Trastuzumab) ; IV = 8#ik)¥ 57 ; P = Pertuzumab ; SC = &2 N)F57 » 3. PHESGO TW PI

PERTUZUMAB-TRASTUZUMAB
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1.Jackisch C, et al. Geburtshilfe Frauenheilkd 2014; 74:343-349; PH E SGO" *
2. Roche. Data on file (FeDeriCa trial protocol); MABTRASTUZUMAS
3. Frost Gl. Expert Opin Drug Deliv 2007; 4:427-440. PERTUZU

k17 rHUPH20 = 3 REAEE ; SC=&F - Images courtesy of Halozyme Therapeutics.



rHuUPH20 o] 788F SCiEH AR 1 mL B =

BRIEEE 10 mL 10% IgG B

AE rHUPH20
b T

2 2000 U/mL rHUPH20
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PERTUZUMAB-TRASTUZUMAB
Shpilberg O & Jackisch C. Br J Cancer 2013; 109:1556-1561.
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[t PHESGO EE P+ H IVEI PK &

FeDeriCa 2—I8% || EBTHZE -
MNMZZEH

VTR R — o R
S EE 23 Hrat B a Paclitaxel gw x 12
g O] F s/ E - A SNEE
1:48/% % HER? I8 14 BC scasuva— ST |
V] Docetaxel q3w x 4
(REZRETE >2 cm TME R i BB
15 ) L1 & b
5 1-111C 38 2 48 (0 = 249
ddAC g2 4 == =P
s Paclitaxel gw x 12 PHESGO
(N = 500) = MRASRERE (q3w)t
ACQq3w x4 ==p i =) AN
Docetaxel q3w x 4
( N ( Eﬁag . Vaxawd S H —/}\I -J L Pl AY H \
FERE . 57 BHRSFSE FELIRTE 8 HE)

Pertuzumab [M)& Cyqyqn

AERF . HERZIENE ; BRI AR2H (1-1INA B8E% 111B-11IC HB) ; BRI AR B - ﬁﬁgﬁg%%@

25 K T Ve St - .
fesRad 55 8 M Trastuzumab M5 Cy,q, * tPCR * ZZE 1% ~ IDFS
L Y \EFS * DRFI ~ OS D

*P IV IBIAMIE : 840 mg ; #¥F 1 420 mg q3w - H IV EEIAEIE (BEHE) : 8 mg/kg ; #%F : 6 mg/kg IV q3w -
T PHESGO #E#AMIE : P 1200 mg/H 600 mg 15 mL ; #%F : P 600 mg/H 600 mg - 10 mL g3w ° PHESGO" —i
AC = doxorubicin + cyclophosphamide ; C, = IIEAERE ; ddAC = B|E2 & doxorubicin + cyclophosphamide ; eBC = RH#FL%E ; DRFI = i&ln R 2R ;
EFS = SB35 % ; H = Herceptin (Trastuzumab) ; IDFS = BEMEREER ; IV=FIES ; 0OS=#7F/EX ; P = Pertuzumab ; PK = BB HE ; qw =58 ;
kZO pw =8 x¥;SC=KTF ; tpCR = BFE=2 K FEE (ypT0/is ypNO) - Tan AR, et al. Lancet Oncol 2020
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1. Roche. Data on file (FeDeriCa trial protocol); ~ PERTUZUMAB-TRASTUZUMAB
2. Tan AR, et al.Lancet Oncol 2020



FeDeriCa ZZIHFFE4EL : PHESGO ey 7 iBHE (FELIR T 55 8 HHER)
Pertuzumab M5 C,oyyn A5 P IV
N saET EE /I PK HERE*

GMR FDC vs. IV (90% CI)
1.22 (1.14, 1.31)
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Pertuzumab Mi& C,,,,, GMR BY 90% CI FFREEIRIFSE5TIR 0.8

el
* ILBHREIRTT S PK AT AR RTEERGENRBS - PHESGO

Cl = B[ ; Cypqn = MBEBRERE ; FOC = BIEHEHS ; GMR ; Z@FIEE ; H = Herceptin (Trastuzumab) ; IV = KIS ; P = Pertuzumab ; PK = Z2¥)E) PERTUZUMAB-TRASTUZUMAB
. B . Tan AR, et al.Lancet Oncol 2020
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GMR FDC vs. IV (90% CI)
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|
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44.1

PHESGO
n =206

Trastuzumab Mi& C,,,4, GMR BY 90% CI FFREEIRIFSEFTIR 0.8

* LB RREIRTT S PK IR TESSIEE RGBS -
Cl = EHEBE ; Cyoqn = WBEBERE ; FDC = EEEIEMES ; GMR ; A FILE | H= Herceptin (Trastuzumab) ; IV = kS ; P = Pertuzumab ; PK = Z¥)%) 7]
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Tan AR, et al.Lancet Oncol 2020
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ERE2RRY tpCR REAZ A EBIAE P PH + {EEAFTAIEIR— 225

iy
1. Tan AR, et al.Lancet Oncol 2020; P H E S G O

H = Herceptin (Trastuzumab) ; IV = Bik/E5Y ; P = Pertuzumab ; Cl = FBEMH ; 2. Schneeweiss A, et al. Ann Oncol 2013; 24:2278-2284; 3. Loibl S, et al. Ann Oncol 2017; 28:497-504; PERTUZUMAB-TRASTUZUMAB
k25 tpCR = AR T E R EZ (ypT0/is ypNO) - 4. Hurvitz SA, et al. Lancet Oncol 2018; 19:115-126; 5. Swain SM, et al. Ann Oncol 2018; 29:646-653.
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PHESGO

REEHE ' n (%) = n =243

{217 AE? 251 (99.6) 248 (100)
% >3 AEL 133 (52.8) 121 (48.8)
BRE AE! 45 (17.9) 40 (16.1)
T 1 (0.4)* 1(0.4)t
AE T o & a1 2 k& 72 26 (10.3) 17 (6.9)

4 Z R AE ERAYEE P ETRE L2

iy
* T HER2 AR - T BRI REE - PHESGO

TRTRERS A ONEE - WS 2 BH®RE ; Bt - BREERBA PHESGO #1TH HER2 B 7T - LTan AR, et al.Lancet Oncol 2020;  PERTUZUMAB-TRASTUZUMAB
k26 AE = RRZE# ; H = Herceptin (Trastuzumab) ; IV = K 75 ; P = Pertuzumab - 2.Roche, Data on file (CSR 11/09/2019).
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AE BOSSEREIEIE PH + (LBTERYELfth 5 95 — B

PHESGO

n = 248

191 (77.0)
146 (58.9)
145 (58.5)
84 (33.9)

70 (28.2)

* B— AHRWZRHAEE AE EFTA—K -

k27 AE = RRZE ; H = Herceptin (Trastuzumab) ; IV = 33k;E57 ; P = Pertuzumab °

PHESGO™ ™

1.Tan AR, et al. Lancet Oncol 2020; 2. Gianni L, et al. Lancet Oncol 2012; 13:25-32; ~ PERTUZUMAB-TRASTUZUMAB
3. Schneeweiss A, et al. Ann Oncol 2013; 24:2278-2284; 4. Swain SM, et al. Ann Oncol 2018; 29:646—653.
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4 (1.6)
1 (0.4)

5 (2.0)
5 (2.0)

PHESGQO™ —=

1.Tan AR, et al. Lancet Oncol 2020;  PERTUZUMAB-TRASTUZUMAB

2. Roche, Data on file (FeDeriCa Primary CSR).



F/REEDP L IR ADA BYE R4 XK <59

P+HIV PHESGO

ADA-fzt& =Y ADA-fzt4

1 Pertuzumab g

HEHE - n (%) 7/230 (3.0)  230/237 (97.0)  11/231(4.8)  220/231 (95.2)

Jm,%%‘ 7 BH (RSEIR T 8 1BH) Crougy 80,0 56,0 90,6 93,6

tpCR 2 - n (%) 5/7 (71.4) 143/230 (62.6)  132/220 (63.6)  7/11 (60.0)
7|</$EJ/$7|‘H BARIE (EFR P +HIV) 1/7 (14.3) 31/230 (13.5)  42/220 (19.1) (0/11) 0

&%*ﬁﬁ%ﬁf (£F8 PHESGO) ' n (%)
1 Trastuzumab ¥ 52

WEEE  n (%) 1/237 (0.4) 236/237 (99.6) 2/232 (0.9) 230/232 (99.1)

Jm,%% 7 B (FARIR T 8 BHA) Cyougn 57.0 48,8 41.3 63,0

tpCR ' n (%) 0/1 (0) 147/236 (62.3) 2/2 (100) 138/230 (60.0)
mlﬁﬂJEE’l‘E BANRE(EAP+HIV) L 0/1 (0) 32/236 (13.6) 0/2 (0) 43/230 (18.7)

Tx%’l‘ﬁ?‘%ﬁr_(ﬁﬁﬁ PHESGO) - n (%)

REMDTETR - 77 ADA 1% tpCR R LE RIS AFE

PHESGO™ —%

PERTUZUMAB-TRASTUZUMAB
k30 ADA = I ZE)H82 . H = Herceptin (Trastuzumab) ; IV = BR;EET ; LVEF = £ OEHMAE ; NYHA = AL ERE ; P = Pertuzumab - Roche, Data on file (FeDeriCa Primary CSR).



WA
NH

FeDeriCa &5 3R 5

PK

+ FeDeriCa ZREEEHR : PHESGO BRI 7 1B (A& T 56 8 BHA) Pertuzumab MiE C,yyqn A5
Pertuzumab IV - GMR : 1.22 (90% Cl = 1.14, 1.31)!

« ZF PK RELF  PHESGO F895 7 B (FAJLIR T 56 8 BHA) Trastuzumab [I/E C gy, A58 Trastuzumab IV -
GMR : 1.33 (90% CI =1.24, 1.43)

I (REELLED)
« PHESGO B9 tpCR Z (59.7%) B P + H IV (59.5%) %&F4#HE" - HEAZAIM P + H + {EEABRITHNER —K2S

ZEM (RELE)
« PHESGO MIZZMIFME P+ H IV HHE! - WE AW P + H+ {EEAER— ; RAEZIRTPL Z HHIE236
—  EZEE SAE - 54k 23 AE ] AESI £ HAF?
- MEAZENOESBERIAREER!
- EEMS - 1% HER2 (514 BC #17 PHESGO OJ{E{HE R (SC /EG4 5-8 D #ENIR T - 1M Pertuzumab IV BEA
30-60 7% ; Trastuzumab IV &;ERIZ 30-90 7#%) - HEAKE/NEY PH I8 F AL

1.Tan AR, et al. Lancet Oncol 2020;;
2. Schneeweiss A, et al. Ann Oncol 2013; 24:2278-2284;
3. Swain SM, et al. Ann Oncol 2018; 29:646-653;
4. Loibl S, et al. Ann Oncol 2017; 28:497-504; ™ ﬂ
5. Hurvitz SA, et al. Lancet Oncol 2018; 19:115-126; PH E S G O
6. Gianni L, et al. Lancet Oncol 2012; 13:25-32; PERTUZUMAB-TRASTUZUMAB

AE = ARZEMH ; AESI = HRIFEMNARSEN ; Cypyqn = MIBBERE ; GMR = Z{IFIILE ; H = Herceptin (Trastuzumab) ; . PHESGO TW P!

k31 IV = B3R}EST ; P = Pertuzumab ; PK = ZE4E) 1B ; SAE = REFRBSE# ; SC= KT ; tpCR = BRIBT 2R EX (ypTo/is ypNO) -
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BNESMO BREAST CANCER

2024 ESMO BC EeDeriCa EEREMBIZ &1 547 \@:
Phesgo EZTE%V&U@E%@%ME%VEU@ﬁ*ﬁﬁ"]’?fx‘ﬂ,ﬁiﬁ,ﬂﬂE"Jf%'f’i

- Data cut-off was 2 June 2023; median follow-up was 51.4 months in the P + H IV arm and 51.2 months in the PH

FDC SC arm.
P+HIV PHESGO

Pts, n (%) n =252 n =248
Any AE 251 (99.6) 248 (100)
Grade 3-5 AE 149 (59.1) 132 (53.2)
Serious AE 52 (20.6) 49 (19.8)
Cardiac AE 65 (25.8) 52 (21.0)

Grade 23 12 (4.8) 3(1.2)
Anaphylaxis/hypersensitivity 3(1.2) 3(1.2)

Grade 23 1(0.4) 0
Systemic reactions* 28 (11.1) 1(0.4)

Grade 23 2 (0.8) 0
Local site reaction 1(0.4) 37 (14.9)

Grade 23 0 0
AE leading to study drug discontinuation 32 (12.7) 22 (8.9)
AE leading to HER?2 targeted therapy discontinuation 15 (6.0) 12 (4.8)
AE leading to any chemotherapy drug discontinuation 23 (9.1) 14 (5.6)

114P Fixed-dose combination of pertuzumab and trastuzumab for subcutaneous
* Systemic IRR related to HER2-targeted therapy and occurred within 24 hours of administration of HER2-targeted

injection (PH FDC SC) plus chemotherapy in HER2-positive early breast cancer ™ Q
therapy. (EBC): Long-term efficacy and safety analysis of the randomised, open-label, P H E S G O
AE, adverse event; FDC, fixed-dose combination; H, trastuzumab; IRR, injection- and infusion-related reactions; 1V, multicentre phase Ill (neo)adjuvant FeDeriCa study. Jackisch, C. et al. ESMO BC ~ PERTUZUMAB-TRASTUZUMAB

intravenous;P, pertuzumab; pts, patients; SC, subcutaneous. 2024 Open, Volume 9, 103102
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2024 ESMO BC FeDeriCa BEIEMHEZE U 717
Phesgo B F S BEIR B A B SIS EREENENERHNE S S

IDFS in pts who underwent surgery EFS

Q (14
A; 1.0 =gttt B"F.:} 1.0 =
E 0.9 = *uc: 0.9 =
c — c -—
507 m— PHFDCSC (n=234)| & 07 —— PH FDC SC (n = 248)
t 0.6m P+HIV(n=239) £ 06=— P+HIV(n=252)
8_ HR 1.20; 95% Cl = 0.68, 2.11 d= Censored I:GL HR 1.20; 95% ClI = 0.72, 1.98 Censored
o 0.5= o 0.5 =
o | | | | | | | | | | I 1 | | | | | | | | | |
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 B0
Pts remaining at risk Time (months) Pts remaining at risk Time (months)
PHFDOCSC 234 229 222 213 205 204 199 193 23 NE NE PHFDCSC 248 258 235 297 218 211 209 203 198 24 NE
P+HIN 239 228 219 215 208 204 194 185 31 1 NE P+HIV 252 240 237 229 224 217 212 203 191 29 NE
DRFI OS
Q (14
€8 roq MDET—} R I e N —
"5 0.9 ‘u:: 0.9 m
S 0.7 = _ C 0.7 = _
i=] === PH FDC SC (n = 248) o == PH FDC SC (n = 248)
T 0.6 === P +HIV(n=252) T 0.6 = = P+ HIV(n=252)
8_ 0.5 HR 1.17; 95% Cl = 0.61, 2.24 == Censored I:OL 0.5 HR 1.26; 95% Cl = 0.58, 2.72 =k Censored
(=] o) — o U.o =
o | | | | | | | | | | I & | | | | | | | | | | |
0 6 12 18 24 30 36 42 48 54 60 0 & 12 18 24 30 36 42 43 54 &0
Pts remaining at risk Time (months) Pts remaining at risk Time (months)
PHFDCSC 248 241 239 231 224 219 216 213 210 39 NE PHFDCSC 248 241 240 237 230 227 226 223 221 42 NE
P+HIV 252 249 244 240 231 225 221 217 212 40 NE P+HIV 252 249 245 243 241 236 232 227 223 41 NE
114P Fixed-dose combination of pertuzumab and trastuzumab for subcutaneous injection P H E S G O’" ﬂ
Cl, confidence interval; DRFI, distant recurrence-free interval; EFS, event-free survival; FDC, fixed-dose combination; H, trastuzumab; (PH FDC SC) plus chemotherapy in HER2-positive early breast cancer (EBC): Long-term
PERTUZUMAB-TRASTUZUMAB

efficacy and safety analysis of the randomised, open-label, multicentre phase IlI

HR, hazard ratio; iDFS, invasive disease-free survival; ITT, intention-to-treat; IV, intravenous; NE, not evaluable; OS, overall survival;
(neo)adjuvant FeDeriCa study. Jackisch, C. et al. ESMO BC 2024 Open, Volume 9, 103102

k33 P, pertuzumab; pts, patients; SC, subcutaneous.
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EREMD
2020

¥} HER2 5 L*..E HAZ|.9= (EBC) 1T Pertuzumab-
Trastuzumab [& ﬁ“z..HAIE_F/IQ'J (PH FDC SC)
YR 2 (pt) R : BAARAC ~ FEHIEIIRRE X
PHranceSCa F; ijl’\J?*)]*ﬁﬁJ\*ﬁ

Joyce O'Shaughnessy,! Susana Sousa,? Josefina Cruz,3

Lesley Fallowfield,* Paivi Auvinen,” Catarina Pulido,® Ana Cvetanovic,’
Sharon Wilks,® Leonor Ribeiro,® Mauricio Burotto,° Dirk Klingbiel,!
Dimitri Messeri,*? Ari Alexandrou,!3 Peter Trask,'* Judy Fredriksson,®
Zuzana Machackova,®> Ljiljana Stamatovic'®

1Baylor University Medical Center, Texas Oncology, US Oncology, Dallas, TX, USA; 2Department of Medical Oncology, Portuguese Oncology Institute of Porto,
Porto, Portugal; 3Department of Medical Oncology, Hospital Universitario de Canarias, La Laguna, S/C Tenerife, Spain; *Sussex Health Outcomes Research &
Education in Cancer (SHORE-C). Brighton & Sussex-Medical School, Falmer, UK; >Cancer Center, Kuopio University Hospital, Kuopio, Finland; éCentro de
Oncologia, Hospital Da Luz Lisboa, Lisbon, Portugal; “Department of Medical Oncology, Medical Faculty Nis and Clinical Centre Nis, Nis, Serbia; 8Department of
Hematology & Medical Oncology, Texas Oncology San Antonio, San Antonio, TX, USA; °Centro Hospitalar Universitario Lisboa Norte/Hospital Santa Maria
(CHULN/HSM), Lisbon, Portugal; *®Medical Oncology Department, Bradford Hill Clinical Research Center, Santiago, Chile; *'Pharma Development Biometrics,
Biostatistics, F. Hotfmann-La Roche Ltd, Basel, Switzerland, 2PDG Clinical Operatonis Oncology, E. Hoffmann La Roche Ltd, Basel, Switzerland; *Portfolio Clinical
Safety and Product Development Safety, Roche Products Limited, Welwyn Garden City, UK; *Patient Centered Outcomes Research, Oncology, Genetech, Inc.,
South San Francisco, CA, USA, >Global Product Development/Medical Affairs Oncology,

F. Hoffmann-La Roche Ltd, Basel, Switzerland; '®Clinic for Medical Oncology, Institute for Oncology and Radiology of Serbia, Belgrade, Serbia

kss https://bit.ly/2DVwjOR
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PHranceSCa =RMNITaC * MEE BRI X
{LmE¥ PHFDC SC B2 P + H IV BY{REF

=

EREMD
2020

75
111
=

AEEEEA

P+ H IV* PH FDC SCt 3

s LR EEAR FRBiE

¢ R R B B A 7R A BIEE
PHFDCS.C.B{P+HIV -
18 {E 1= HH

P+ H + chemo + F{ij
N=150

PH FDC SCt P+H IV
x 3 {El3E5A x 3 fEE5A

D1C3 D1C6 TEF A3 FL A T B i R 58 B R BL I 57T/ %

TASQ PPQ - TASQ
@ ™, VY N
nEEF FEHE : PH FDC SC WA B IR iT
. NACT 3% FRREEE  REREE  FEYTANENESEE  REERNEIRE - HCP HWABRX YR SEEN
* pCR %335 pPCR MIEB/ERERBER - UMM ENEE (B SC URE IV EANZEN - DIRKRZINR)
« HR REE
\ Y )
FIEmEBBERYNE ; PAIFERS 495 -
*p IV = (EBFEE) : 840mg - 415 420mgg3w ° HIVEEIATEIE (BB EE) : 8mg/ke ; #3F - 6mg/kg IV q3w ©
+ PH FDC SC #BYATHIE (2B FEE) : P 1200 mg/H 600 mg 15 mL ; 435 : P 600 mg/H 600 mg * 10 mL 3w °
REEMERBREERE—RP+HIVHENEE 268  EMRPBERE —RFAFTAE 26 BNRESFEZREEE . FRAFEHENEREERERTHESILE <68
DXCX =25 X KZE X BH ; EBC= R HIZLIE ; H=Trastuzumab ; HCP=BEEHHEAE ; HR=TTWEEE ; IV=FIR)EET ; NACT= #1EHB1{ERE ; P=Pertuzumab ; pCR = fBIESTE & ; PHFDC SC = Pertuzumab # Trastuzumab
METEEEHAEE TEH ; PPa=FERFESE ; sc=FT ; TASQ=AERTHEERS -
PHESGO" —™
PERTUZUMAB-TRASTUZUMAB

1. von Minckwitz G, et al. N Engl J Med 2017;377:122-131; 2. Baselga J, et al. N Engl J Med 2012;366:109-119; 3. Tan AR, et al.
SABCS 2019 (Abstract PD4-07)



YIS - 85% mERYEF PH FDC SC -
M“"g“’ss BAR7&EIER

PPQQ1: "ZEZHHE - BLERESMERT AN ?

® {RiF SC u R IV ﬂ

100 - 8 i . HAZEHFEMS - PHFDC SC

90 & 83 85 HRIF BIEE BRI HE R (93%)

80 - « SC REFMNEZIRA :

70 4 o TRDEEZER L (42%)
60~ « "RTHEEREE . (26%)
SR o FHARHAPHST—BL
ﬁg 40 - - 87% #E PH FDC SC ; %,.;,m
304 (FHERAR 13% P+ H IV « 2 PPQ

20 - ERFE

10 =

[V

P+HIV — PH FDC SC — PRER R
PH( r|1:=DS%)SC P( ::g O|)\/ \_ (N=160 K

BRPRELE : 2020 F2 H24 H -
*MAEZRER TRARE . - PHFDC SC RiFZ 95% ClI : 79-90.
1: O’'Shaughnessy J, et al. ESMO Breast Cancer Virtual Meeting 2020; Abstract 800. PHESGO" *

Cl={E3EM ; H=Trastuzumab ; IV = 8&/E5 ; P = Pertuzumab ; PH FDC SC = Pertuzumab #] Trastuzumab WEEEISHE K FE5 ; PPQ = mERIFREE ; SC=KF -
PERTUZUMAB-TRASTUZUMAB



Blp+HIVAELE - BEZRELE PHFDC SC &El "=
m‘“"g'ess =l 3 TIRE L (88% M 68%)

TASQ Q1 :

A& (%)

100 =
90 =
80
70 =
60 =

58

G G

CIRE SCOEF/IV BRRUm B RERM ? |

wIF AN
LSS AR
PR S

42

6
4 5 4 .
N e N
TASQ-SC, TASQ-IV,
FhiBEmRE FiBRE
(N=160)* (N=160)

H = Trastuzumab ; HCP = B85 525 A 5 (GEIERTELEEEM) ; IV = FFAk EET

-

AEERERE HCP KRGS

E/?EB .
o .

« PHFDC SC : 85%

e P+HIV: 79%

- RIEURBREAEREERSHN
i HCP 338 .

« PHFDC SC : 90%

c P+HIV: 83%

.

smmmsrRnssEE. PHESGQ™ —W

= Pertuzumab ; PH FDC SC = Pertuzumab *ﬂ Trastuzumab Y PERTUZUMAB-TRASTUZUMAB
J HEET I%T SC=K'F; TASQ = AERTHREERS -



ksg

KEFSTBI HCP 324 » 1€ IV BisEN A SC EHo]1E#
E 2N | MG EENAET

- CRoche)

THNEIRRSR - RRAMEAAS -~ 384 - H = Trastuzumab ; HCP = BEEEH# A8 ; HCPQ = BEEE A BNRBERAE ; IV = 8IS ; P = Pertuzumab ; PH
FDC SC = Pertuzumab #] Trastuzumab fWEEEISHER T /E5 ; SC= KT »

r P N 2 N
AosE= AEE
- SCH |V EERBBPNELE : 5 9 vs 15-20 78E ~ Nk . \ prpes
. ; e SC H |V & FREFME : 7-8 788 vs 60-150 734
. 88% E/\Jr%uﬂ% PH FDC SC Mﬁ'ﬁﬁL\—%ﬁﬁmW&% = f?lﬁ"] . BE=mh SXC Ei;“/ %%\H%Féﬁqjmgfz -
\_ , J J
HCP ¥#) PHFDC S.C. Bl P + H IV BN EE reesE|as ot el £
g HCP o=, 8 ' [@=1 8BY
BREZ - n (%) FEREZEL = "AEL NER
AC#EZ= HCP BYFE+t N =160
EFEBEIAZ PH FDC SC B/ V&Y RE 123 (76.9)
A/ B R AR T E A ERE 128 (80.0)
AEZE HCP IUE A N = 159
’“Eﬁﬂ’ﬁﬁﬁﬁ“%u AR TR EI AR 152 (95.6)
BT TR EIRT 137 (86.2)
HREMESELE 138 (86.2)
 EEHAEEMUANER R RERE(L 126 (79.2) _
E#HEREABERX X BENAEEE -
* REBADAIMNECZEZR HCP - TE/AER X HA (957/960 HCPQ -+ 99 7%) HAE £ /D58 HCPQ —ERIE - T AZ BN T - HCPQ 2 HZERH|EM (52%) 5 ETE
B (31%) TEECEEZESERY - AR E PRBAZEH HCP FEABER X aE RSN HCPQ MZE /D —EREE (950/960 HCPQ E99%) _;7: A%ztEET Hé:PQ PHESGO *
i e (98%) PERTUZUMAB-TRASTUZUMAB



PH FDC SC E#S AP ABRRAMNZ E NN ;
VIRTUAL mﬂﬂgress AE ELZai# P + H V12 #1 PH FDC SC3 HYIF 35—

PHD FDC SC &ff | P+ H IV GHEE(E PH FDC S.C.
P+HIV&HZEX X 2 SHEEFER
BT 21 IER®E - n (%) (N = 160) (N = 160) (N = 21) (N = 137) FRrE®mE (N = 160)
1 AE 113 (70.6) 120 (75.0) 13 (61.9) 70 (51.1) 144 (90.0)
( SAE* 6 (3.8) 2 (1.3) 0 3(2.2) 10 (6.3) ]
| %4 >3 AE * 6 (3.8) 4 (2.5) 2 (9.5) 4 (2.9) 13 (8.1) J
hE&RE R AE (BEER >5% KR R)
IR EBEE 27 (16.9) 17 (10.6) 0 1(0.7) 44 (27.5)
ST MU 2 fET 0 36 (22.5) 0 10 (7.2) 42 (26.3)
PN 16 (10.0) 13 (8.1) 4 (19.0) 14 (10.2) 35 (21.9)
I 55 9 (5.6) 9 (5.6) 1(4.8) 4 (2.9) 17 (10.6)
BRI 6 (3.8) 8 (5.0) 2 (9.5) 1(0.7) 17 (10.6)
BREREARM AE 0 0 0 0 0
EREFMHIABE P AE ° 109 1(4.8) 0 2(13)

O EZEMFRAEERZETHE  BRE "FARSE ) BPEt8—R -
* TEMEDA AR - PH FDC SC B SAE #1 23 #& AE RIS AEREE - IEiRAREILEAH - ZFRRAME 4 R 5 A& AE ° - *
IEMNFEHA - PH FDC SC HESIEIMIRIEES (31975 1 A&l 2 #R) - '8 AR PH FDC SC ME AL SIS R EMIFZE - PHESGO
T von Minckwitz G, et al N Eng J Med 2017;377:122-131; 2. Baselga J, et al N Eng J Med 2012,366 109-119; 3. Tan AR, et al SABCS 2019 (Abstract PD4-07). PERTUZUMAB-TRASTUZUMAB
k40 AE = RES% ; H=Trastuzumab ; IV = 88lK)E4T ; P = Pertuzumab ; PH FDC SC = Pertuzumab ] Trastuzumab HEEEIEHS K TS ; SAE= BmEAREH ; SC= K
S



e A SO HpyiEigpE AE BEXEMEEL(P+HIV - PHFDC SC :
78% — 73% ; PHFDC SC > P +H IV : 78% — 64%) - EHMNZE

mcongress 4 &R 5%
2020

P+HIV— PHFDC SC PHFDC SC —» P +H IV
P+HIV PHD FDC SC PH FDC SC P+HIV
5 % 1-3 B4 55 4-6 B % 1-3 85 5 4-6 BHA

HEZRER AE (58 >5% BI%EE) © n (%) GEED) (n = 80) (n = 80) (n = 80) FRrE®mE (N = 160)
s e 17 (21.03) 7 (8.8) 10 (12.5) 10 (2.5) 43 (26.9)

ST ad A g fE 0 12 (15.0) 24 (30.0) 0 36 (22.5)
= 12 (15.0) 7 (8.8) 6 (7.5) 4 (5.0) 25 (15.6)

T 55 5 (6.3) 4 (5.0) 5 (6.3) 4 (5.0) 15 (9.4)
a2 6 (7.5) 4 (5.0) 5 (6.3) 0 15 (9.4)

TESEREPBERRETHE - BR%E TFARS, BhtE—= - PHESGO" v
AE = RARZE# ; H=Trastuzumab ; IV = ElEST ; P = Pertuzumab ; PH FDC SC = Pertuzumab #1 Trastuzumab HEIEEIEHE K TE PERTUZUMAB-TRASTUZUMAB
57 -



— PHranceSCa ¥ S i

mRRE
- 85% HIEE (136/160 ; 95% Cl : 79-90%) {®miF PH FDC SC ; 14% (22/160) f&%f P + H IV*
« PHFDC SC [RIFHNEERH :
- TRV TEZER .
- TRFHBNSEERT
mEMEE
« HEP+HIVHELL BEFEZHEEY PHFDC SC BE "IEEmE, 3 " WA
« ARZEURBRR - AEHMWFIEAEIEAM/BEIRRNEBRETE - MEBEESAER - thfiE 20 E IR
IB BR3¢
HCP RIS/ ERS ENEE
e HCP X B P+HIV4ELE - PHFDC SC #BZE&18 /58 - BFfEERTE®R/D
ZE2H
« PHFDCSC BEMXMEY - £EMEZRIER P+ H IV WIff5E—812
o RERZEIEAFNEZ M - BFE IV UIBE SC - RZIMA
o MR FeDeriCa iff5589 PH FDC SC #& R AR

*mfrEgEs DeAERT.  PHESGO™ ——

1. von Minckwitz G, et al. N Engl J Med 2017;377:122-131; 2. Baselga J, et al. N Engl J Med 2012;366:109-119; 3. Tan AR, et al. SABCS 2019 (Abstract PD4-07).H =
Trastuzumab ; HCP = BEEH#E A S ; IV = 50E5 ; P = Pertuzumab ; PH FDC SC = Pertuzumab #] Trastuzumab WEELI S A& K T4 ; PERTUZUMAB-TRASTUZUMAB

SC=KT ; TASQ = 8B TREERS -



#R#% FeDeriCa # PHranceSCa Y&} - PHESGO #% 2020 £F 6 B
1S FDA 1242

PHESGO * & & Pertuzumab £ Trastuzumab - YU RIRRESEE(— NI IEERS) - WA :

a) EECICEER .

- FRBHIRERESERAEN—7 - B HER2 Bt - FERIRER - SSXENRHAZLE (B
BRI 2 cm MELERZY) WEBZFHEWMBNARE -
BEASEREMA HER2 F14 R HIFL ERBAVEBNSE

b) Bc & Docetaxel £ - LUAESLRIRER B HER2 /aESER 4 &M {EEN HER2 B3
MR HILE (MBC) /W& -

FDA

PHESGO ~
UZUMAB-TRASTUZUMAB
k43 *US EmmE 2 EERRKEEEN 1. PHESGO US PI (accesse d Nov 2020);



PHESGO BHIER 2021 £ 10 B 27 BHA&EE £z E

EHRZ|%E (EBC)

ECEaBEYSHERR !

o foRIERBNBEEAR HER2 514 - BEBIRER - R MR HZEEERBREE AR 2 cm M EARE )
ZRA - (FRRHIAERBARERZ 87 -

- o BB BN HER2 IRt ERAASEHEREM ZRHAZLERA -

sifR: R1% Aphinity ERFREBRASR - TR EWBENGET - AASEREAMZ HER2 R R HZLER A
ERFREHAEEMNELRIE -

B EELE (MBC)

Bl docetaxel FARBEEBEARE LN HER2 EEFEEEZ HER2 [FHEBHIERA -

PHESGO™ —=

PERTUZUMAB-TRASTUZUMAB
1. PHESGO TW PI



H113F12H1 HiRREXK

PMALE

SHAF R 8 DIAER RSB EGER SR AR MEN AR B FAMENTAREE - AR
HERZBERJ(IHCI+EFISH+) - EARTHEEHBERIEREVSZLHINERA - &
EERE TR - RERE FER(PCR) -
2 FA-NERRANFENEZENESOHE - ARSRERN1SERER LR
LAZES |ltrastuzumab Ill:pertuzumabitrastuzumabdit B
(3 ;g;m:;&fmﬁm ERES SRARMRMVEEHENRH SERHB{LWEE
17

Uﬁﬁﬁ,ﬁ

1) Bdocetaxelfff BN ABWB A XS LUMHER2F LB EAFZHER2AFERB(IHC3+5%
FISH+)M#BMILERA -

2) AEBHBEEHER BB 1SRABMBNFARHERSH  SERARLAEE
TERETHR  SURAZSHMESER -

T~ ERREBE I EERESGHN - LE2S18ERALR:

L&EBESR |l:)pertuzumabBitrastuzumabii B

4) ER RIS E R AEE SsipertuzumabBitrastuzumabiff ¥ - THBEIEREES - 1§

RERILEARERTE AR E2MBIHEEA 1288 L L ¥HE X5 -

=3 =

' Phesgo® i IRRIEFHATE N

-  Perjota® FilBRRIEFHRTE
PHAE

(1) 4194 F 7891 Ll pertuzumabBltrastuzumab B 1E G4 B E (G 5T S Bh A ML 2N AR It BB
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Mechanisms of trastuzumab induced
cardiotoxicity — is exercise a potential
treatment?

Holden Eaton' and Kerstin Mina Timm®

Abstract

The use af the adjuvant therapeutic antibady Trastunamaty in bréast cancer is associated with a |ang&¢furﬂmmu
diche affects despite successhully reducing the sevarity of GUICGIET Cander patants, Tha sl common candac
affact, & reduction in BT senric ular apEction fraction (LVEF), is @ krwn precarsar i beart fadure and often reguines
intermuption of chemotherapy o avoid endangeing patients further. An understanding of rastuzamabs candiac-
specific imeractions is therefore Citical in desising newe methods 1o not only seoid parmanaent cardiac damane,

bur also prelong treatrrent time, and tharsfone effectiveness, for breast cancer patients Incraasingly, he we of
axaitisg & & eatrment has been indicated aciess the fisld -:‘:tl'-l.'.irdln‘.'i-l.'ll'ﬂ'.ﬂl.'lg}' due 10 @ncouraang evidénce hat

it cam profect against LVEF reductions ard heart falure. This review explones the mechanisms of rastuzarmal-
mediatad cardiotmdcity, a5 well & the physiclogical effects of eseicise an the hean, in onder o asess the sutabiliy
of emercise imersantion for breast cancer patients on tastuzumab antibody-therapy. 'We furtharmone drze
COMMPErSen 10 @asling evidance [or @xaicise interanion & a candiopralactineg Trealment in dascrubidn-induced
cardictaxicity. Althaugh preclinical evidancs seemd 10 Suppart exertise-Dased spproaches A0 in [razuhab-
cardictaxicity, cument clinical esidence i§ 100 limitad 10 -i-'.'i-l"lfllJE-r'lEl‘:.' recommend it as a treatment, langely owing

1o issues of sdherence. Future stedies shoukd therefone exarming B the vanety and duration of exercise can be
Bopusted o improve Ireatrmen affacrivenass ar & rmone pesonalised el

Keywords Trasiusumabs, Cadiotaxicity: Exercise, Mearabalism, Chesmatherapy, Heart failure, Cardicerolaction
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