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USE OF CHEMOTHEERATY PLUS A MONOCLONAL ANTIBODY AGAINST HER2
FOR METASTATIC BREAST CANCER THAT OVEREXPRESSES HER2
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[1] 5 10 15 20 25
Months after Enrollment

Chemotherapy plus trastuzumab

P=<0.001

Chemotherapy alone

Progression-free Survival (%)

Mo ar Risk

Chemaotherapy 235 152 63 16
plus trastuzumakb

Chemotherapy alone 234 103 25 G

PFS 7.4 vs 4.6m
median OS 25.1 vs 20.3m

HR 0.51(95%Cl 0.41-0.63)
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80 4

AC

£
‘o
=
c 70 -
u:.j Anthracycline, cyclophosphamide,
o B0 - and trastuzumakb
o 50-
b
=  40- P=0.001
(=]
‘w30 B
$ 204 Anthracycline and cyclo- %
’g‘, 10 - phosphamide alone
“o0 . . . T : ; - — i
o 5 10 15 20 25
Months after Enrollment
Mo. ar Risk
Anthrecycline, cyclophos- 143 ag ai 12
phamide, and trastuzumab
Anthrecycline and cyclo- 138 7 20 B
phosphamide alone
PTX £
=
©
2 804
>
= 704
‘g 60+
Paclitaxel and trast b
g 504 aclitaxel and trastuzuma
e 404 P<0.001
(=]
g 30+
o 20+
8; 10- Paclitaxel alone %
i 0 T L] = T L) 1
0 5 10 15 20 25
Months after Enrollment
No. AT Risk
Paclitaxel and 92 54 23
trastuzumab
Paclitaxel alone 96 26 5



TABLE 4. ADVERSE EVENTS THAT OCCURRED IN MoORE THAN 10 PERCENT OF PATIENTS AS A Grour.*

AC+TRA AC PTX+TRA PTX
AN ANTHRACYCLINE, AN ANTHRACYCLINE AND
CHEMOTHERAPY CHEMOTHERAPY  CYCLOPHOSPHAMIDE, CYCLOPHOSPHAMIDE PacuraxeL anp  PAacuTaxEL
Tvre or Locamion PLUS TRASTUZUMABE ALone AND TRASTUZUMAE ALONE TRASTUZUMAE ALONE
oF ADVERSE EVENT (N=234) (N=230) (N=143) (N=135) (N=91) (N=95)
percentage with event (percentage with severe event)
Any type
Abdominal pain 27 (3) 201(3) 23(2) 18 (2) 34 (3) 22 (4
Asthenia 57 (7 56 (7) 54 (7 55(7) 62 (8) 57 (8)
Back pain 3l (4) 22 (4) 27 (2) 16(2) 36 (8) 30 (5)
Chest pain 24 (3) 24 (4 20(3) 21 (2) 30 (3) 27 (5)
Chills 38 (=1 8(<1) 3=l 11(2) 42 (1) 4(0)
Fever 53 (8) 29 (4) 56 (11) 33(7) 47 (2) 23 (1)
Headache 41 (4) 30 (4) 44 (3) 31(5) 36 (7) 28(2)
Infection 47 (2) 29 (2) 47 (2) 30 (2) 46 (1) 27 (2)
Pain 58 (6) 50(7) 57 (4) 42 (8) 60 (10) 6l (6)
Heart failure E {10 5 'IE\J z? (16] 8(3) 13 f%‘.l 1(1)
Diigestive tracr
Anorexia 28 (=1) 22(2) 31 () 26(2) 24 (1) 16 (2)
Constipation 32 (1) 28 (3) 36 (2) 28 (3) 25 (0 27 (2)
Diarrhea 45 (1) 27 (3) 45 (1) 25(3) 45 (1) 30(3)
MNausea 66 (5) 66 (7)) 76 (6) 79 (10) 50 (3) 48 (3)
Stomatiris 22 (=1 21 (0 301 31(3) 10 (0) 70
Vomiting 47 (5) 40 (7 53 (3) 49 (8) 37 (M 28 (5)
Hematologic and lym-
phatic systems
Anemia 27 (2) 19 (2) 351(3) 25(2) 14 (1) 10 (1)
Leukopenia 41 (11) 26 (9) 52 (15) 33(11) 24 (6) 17 (5)
Musculoskeletal system
Arthralgia 20 (4) 14 (2) 8(<1) 10(<1) 37 (M 21 (4)
Myalgia 23 (3) 22(3) 13 (<1) 13(<1) 38 (7) 36 (6)
MNervous system
Paresthesia 29 (=1 23 (=1) 17 () 11 (0) 47 (2) 39 (1)
Respiratory trace
Increased coughing 43 (<1) 26 (<1) 43 (=1) 28 (0) 42 (0 22(1)
Dvspnea not related 36 (3) 25 (3) 42 (4) 24 (4) 28 (1) 26 (1)
to heart failure
Pharyngiris 27 (0 16 (=1) 30 () 18 (0) 22 (0 14 (2)
Skin
Alopecia 57 (26) 58 (35) 58 (25) 59 (42) 56 (26) 56 (26)
Rash 31 (<1) 17 (<1) 27 (0) 17 (<1) 38 (1) 18 (1)

*The analysis of adverse events excluded five patients who were never rreared.
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Trastuzumab after Adjuvant Chemotherapy

in HER2-Positive Breast Cancer
PMID:16236737

— 10{]-
£ E 1 ¥r of trastuzumab
o 90 ——
e
8 &4 T Tr=aa _
8 g4 Observation on
‘s
g o0
;;} 50
= 407
5 307 2-Yr DFS Hazard
n 204 Events (%) 95% Cl Ratio 95% Cl Pwvalue
E 10d — 127 £5.8 83-89 054 043067 <0.0001
= -= 20 77.4 J4-81
S 0 T T T 1
1] 6 12 18 24
Months from Randoemization
No. at Risk
1 fr of trastuzumab 16594 1172 885 532 2638
Observation enly 1603 1108 767 445 224

2FEEREFE|S 85.8vs 77.4%
HR 0.54(95%ClI 0.43-0.67; p<0.0001)
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72V A 7 1EM vs ML FE ARG R
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EE{ToTW3)

100-
a4
80
70
504
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Patients Surviving Free of Distant
Recurrence (%)

i
Il T
L S

Observation only

Hazard
95% Cl Ratio 95% Cl  Pwvalue
288-93 049 038-063 <0.0001
2086

2-Xr TTDR
Events (%)
—_— &9 00.6
-= 171 82.3

0

0 6 12 1% 24

Mo. at Risk
1 ¥r of trastuzumab 16
Observation only 16

Months from Randomization

04 1178 203 533 273
o3 1113 780 453 231

2F R BEZEFES 90.6 vs 82.8%

HR 0.49

(95%Cl 0.38-0.63; p<0.0001)
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Number at risk
Observation
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1 ywoar
Trastuzumals

2 years

HHS Public Access

Author manuscript

Published in final edited form as:

A
00 T Observation
. — Trastuzrumaly 1 yoar
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80O - ——
- — —
70 S — ——
OO
» O -
40
©
3 Patients Events
2O - Trastuzumaby 2 yoars 1700 518 MR O 77 (0-69-0.87); p=0-0001
10 Trantwrwmaly 1 yeouwr A0 SO5, HR O 76 (006H O 86), p=0 000
Obwservation 1697 HO8
o T T T T T T T ¥ T 1
o | ' 3 3 - L 7 =2 9 10
1697 1438 1296 12012 1140 1095 1038 990 Qa6 <211 231
1702 1%%S 1413 1319 1269 1213 1179 11312 1099 1069 DO
17700 1553 1442 1361 121 1222 1156 1125 108 1045 s L LN

N SRR T1E

/_

Y Saitama Citizens Medical Center

Lancet. Author manuscript; available in PMC 2018 March 25.

Lancet. 2017 March 25; 389(10075): 1195-1205. doi:10.1016/S0140-6736(16)32616-2.

11 years’ follow-up of trastuzumab after adjuvant chemotherapy

in HER2-positive early breast cancer: final analysis of the
HERceptin Adjuvant (HERA) trial

PMID:28215665
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a5 — Observation Breast cancers event
Observation non-breast cancer DFS ovent
40 — Trastuzumaby 1 yooar bhreast cancer ovent
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Pertuzumab, Trastuzumab, and Docetaxel in HER2-Positive Metastatic Breast Cancer

HER2@HE|FRIF DB EFJE N = 808
NIV AT T+ b T RY AT T HLFEEE
vs 7o+ b TRV XY T HELEEE

A Overall Survival

4 FHE

Pertuzumab, 168 events

Control, 221 events

Overall Survival (%)
v
>
I

Hazard ratio, 0.68 (95% Cl, 0.56-0.84)

104 p-o.oo:
0.
o 1 ' 1 ] 1 1] ) 1
0 10 20 30 40 50 60 70 80
Months

No. at Risk
Pertuzumab 402 371 318 268 226 104 28 1 0
Control 406 350 289 230 173 a1 23 0 0

median OS 56.5 vs 40.8m
HR 0.68(95%Cl 0.56-0.84), p<0.001

PMID:2569302

A Progression-free Survival ,ﬂﬁ‘}\ i% % /i\ _'?E 7? ,HH FIEﬁ

1

Hazard ratio, 0.68 (95% C1, 0.58-0.80)
P<0.001

Pertuzumab, 284 events

Progression-free Suvival (%)
7P

Control, 3120 events

0 1 1 | 1 1 L U L
0 10 20 30 40 50 €0 70 0
Months
No. at Risk
Pertuzumab 402 284 179 121 §7 a7 3 ) 0
Control 406 223 110 75 51 21 13 0 0

PFS 18.7 vs 12.4m
HR 0.68(95%Cl 0.58-0.80), p<0.001
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Adjuvant Pertuzumab and Trastuzumab in Early HER2-Positive VS
Breast Cancer TR+ N TRV T+ R TT

2k I =20 ) ¥ 3EEE b 1
£a ) Y RENERE 7 L ) Y NENERE & |
A Intention-to-Treat Population B Population with Node-Negative Disease C Population with Node-Positive Disease
100 98.6 96.4 94.1 923 100 99.7 99,1 98.4 96.7 100_M 9
03.8 95.7 93.2 0.6 99.5 99.0 97.5 96.2 ST —————
ga? 80~ & 0 & 80 98.2 93 50.2 86.7
e 5 §%
33 38 §5
g -';' 40-| — Pertuzumab, 171 events e 'g 40-| — Pertuzumab, 32 events 3 72' 40- — Pertuzumab, 139 events
s g —— Placebo, 210 events 2 g — Placebo, 29 events z g — Placebo, 181 events
>0 Sa >0
£ 20 Stratified hazard ratio, 0.81 (95% CI, 0.66-1.00) E 20 Unstratified hazard ratio, 1.13 (95% Cl, 0.68-1.86) £ 204 Unstratified hazard ratio, 0.77 (95% Cl, 0.62-0.96)
P=0.045 P=0.64 P=0.02
0 1 ! 1 1 1 . T 1 0 T T T T T T | ] 0 T T T 7 T 1 T 2 ]
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Months Months Months
No. at Risk No. at Risk No. at Risk
Pertuzumab 2400 2309 2275 2236 2199 2153 2101 1687 879 Pertuzumab 897 865 856 849 841 826 818 775 456 Pertuzumab 1503 1444 1419 1387 1358 1327 1283 912 423
Placebo 2404 2335 2312 2274 2215 2168 2108 1674 866 Placebo 902 882 873 866 856 B49 844 792 461 Placebo 1502 1453 1439 1408 1359 1319 1264 882 405

HR 0.81(95%Cl 0.66-1.00; p=0.045) HR 1.13(95%Cl 0.68-1.86; p=0.64) HR 0.77(95%Cl 0.62-0.96; p=0.02)
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Adjuvant Pertuzumab and Trastuzumab in Early HER2-Positive Breast Cancer

3-Yr Invasive Disease-free P Value for

Subgroup Pertuzumab Placebo Unstratified Hazard Ratio for Invasive-Disease Event (95% Cl) Survival Rate Interaction
Pertuzumab Placebo
no. of patients with an invasive-disease event ftotal no. %
All patients 171/2400 210/2404 —_— 0.82 (0.67-1.00) 94.1 93.2 NA
No. of positive nodes 0.37
0 Positive nodes, tumor =1 cm 2/90 4/84 < A J 0.48 (0.09-2.60) 97.7 97.5
0 Positive nodes, tumor >1 cm 30/807 25/818 ?& - 4 1.23 (0.72-2.10) 97.5 98.5
1-3 Positive nodes 55/907 75/900 ——— 0.73 (0.52-1.04) 94.9 938
=4 Positive nodes 84/596 106/602 l—og—-i 0.79 (0.59-1.05) 875 847
Nodal status - 0.17
Node-negative 32/897 29/902 k - i 1.13 {(0.68-1.86) 97.5 98.4
I) SN "E\ﬁ $1_5 ;%77 % L) Node-positive 139/1503 181/1502 . 0.77 {0.62-0.96) 92.0 90.2
Adjuvant chemotherapy regimen ' 1.00
Anthracycline 139/1865 171/1877 —a— 0.82 (0.66-1.03) 93.8 93.0
Nonanthracycline 32/535 39/527 !—'——l 0.82 (0.51-1.31) 949 94.0
Hormone-receptor status N 0.54
Positive 100/1536 119/1546 D—C——‘ 0.86 {0.66-1.13) 94.8 94.4
Negative 71/864 91/858 ——— 0.76 {0.56-1.04) 92.8 91.2
Protocol version 0.69
Protocol A 120/1828 143/1827 —— 0.84 (0.66-1.08) 94,7 94.1
Protocol B 51/572 67/577 D—Oi-——i 0.77 (0.53~1.11) 91.9 90.6
Menopausal status at screening s 0.07
Before menopause 93/1152 96/1173 b—-—.—c 0.99 (0.75-1.32) 93.5 93.7
After menopause 78/1242 113/1220 ——— 0.68 (0.51-0.91) 94.5 92.7
Age group 0.78
<40 yr 30/326 32/327 ' " 4 0.96 (0.59-1.59) 93.4 93.1
40-49 yr 48/708 53/702 —— 0.89 (0.60-1.32) 94,5 943
5064 yr 69/1051 91/1082 —a— 0.78 (0.57-1.07) 94.3 933
=65 yr 24/315 34/293 b 1 0.70 (0.41-1.17) 929 90.6
Tumor size N 0.20
<2¢m 41/977 64/944 —— 0.62 (0.42-0.92) 97.0 94.6
2to<5cm 108/1273 115/1283 —— 0.96 (0.74-1.24) 925 93.0
=5 cm 22/147 31/174 - ) 0.85 (0.49-1.47) 87.5 87.5
Female sex 1712397 209/2396 . . . "—'rl—' i i 0.82 (0.67-1.01) 94.1 93.2 NA
0.2 05 1.0 20 5.0

Pertuzumab Better Placebo Better
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Fixed-dose combination of pertuzumab and trastuzumab for
subcutaneous injection plus chemotherapy in HER2-positive
early breast cancer (FeDeriCa): a randomised, open-label,
multicentre, nun-inferinritz, phase 3 study

PMID:33357420

TTATE(2486))
5 b a7 £ |

A AC (3!)(4‘74 9"1)

(3Wx49142)) t‘t?#t’.)b

3WXAY (2L

| xne et

HHRIR
JxRd
R d d AC (3Wx49 4 9"/)
2 28/X4Y A2
FiERERS e e
[BPMELT - NTEED =
HER2P5 1 R HAZLEBE
(EEOAXEEI>2cmRUE || SV ALIE
U I\ERIGEBERME 111 N=IJxI9+N\—tTFF (V)8 (2526)

Stagell-lIC) IS—=J 19+
50061 N—tFFY
(BR415)Z230) AC (3WX4 1))
g (3WMx<4912)0) Ko+t

(3MIx4t A 2)L)

|| EBE

HHEIR IS—J 19+

N—=tTF

RRIEF ddAC (33@Wx412)L)

RIVEVSEHRMPCR(ER or PgRMME U ER and PgRE&LE) ’ (28x48 1))
LIRESDERMSIE (Stagell-MA XI3 MB-NC)

IS2U9F )
{L2REOWHACHREIFBIL X2 dIACH TIUSFBIL) (@128 4T)))
ER: TRNOYVBBIE, PgR: TOFRFOVBEHE

FZIA=T
(3Mx14912)L)

IN—=T 19+
N—tFF
(3Wx14912)L)

BERm

SfSai‘rama Citizens Medical Center

FEHMIER -

- ERYBHAE

(A 2 NLTTDO~ILY X< T
mEd b7 7EE)

gX B EEmIE B
- SERYEHRE
(A INLTTDFTRYRATT
mEsd ~ 5 7E2E)

A
SHEBFNELENE £
e
EEER %



Y Saitama Citizens Medical Center

Walk:s

Qu

HER2[ZMHEHIE IZ FHR AR TH - 7=2H'. FIHER2ERIC L > TFRIZBIIICTE L 7=,
MHER2E L ITETHA. AMBWINTHERT %, BAMNEAIX1IERM,

RIVY AR TN TRV AT 7E LM EEE AT 5,

TIHERZEEIC K 2 0 RERRT O HERBE TR L % EHIC LI I—%21TD,

Infusion reaction®RHRIVIEE TS <. ERFTIEISETORBEAIZEA LT
HoT-H. E T ERFNTITIEERICKRIET S A%,

BEDREEAFZEZICD C/cBFANERZ |




M

Ny FH4FT
ﬁﬂ% ....... o .::?—’3?:
Erﬁﬁk%}fﬁ

WEEBEE B WPIE N
MoTHELRXE200RKDER

20 Fundamental Knowledge for
Cardio-oncalogy

RSB &l
3 ﬁLhﬁﬁ'\wﬂ‘l 51/2 !

P u l‘ DRR / 7 x 'lnz L
T AYIES TS, LT CORAR 7 MBI
——— ENEAPXVEMRSTRIDAN O lj\!—ﬁ

,:xﬁawnﬁé$srwk

REFNKCL TREERMIRLELLIRTUBY, TONMENS, BRI
EIRLBTAT T OREFTILY,
m- APZEAR B sanseo-6 B ,g

DA I — =&

Xy YA FTER S EBERZEAM
ISBN-13 : 978-4498134386

HABP - REZRIMDI=HD

DAYRARA /b

%5

"
SH T

DAEYE LIBT3 %
BEERToMISHES >~ be 20
BELL -DHUPTL BOK

— FARPRECHPDIBENRBERETREMEY K-> D)

BE ’é"{w D=sH @
5l.b‘lu :

2B HA I\:7'f /

SfSai‘rama Citizens Medical Center

4
LIz

BRAIKTA>
ChiamiE 2022ms

T e Bt L My St s G S Bt S W

St (wmn S

sezanrsn



	スライド 1
	スライド 2
	スライド 3
	スライド 4
	スライド 5
	スライド 6
	スライド 7
	スライド 8
	スライド 9
	スライド 10
	スライド 11
	スライド 12
	スライド 13
	スライド 14
	スライド 15
	スライド 16
	スライド 17
	スライド 18
	スライド 19
	スライド 20
	スライド 21
	スライド 22
	スライド 23
	スライド 24
	スライド 25
	スライド 26
	スライド 27
	スライド 28
	スライド 29

