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RANTIEBYEE low dose ACT
XERTFZOVEE [EESEnBEINEROE
Overwhelming majority of MBC pts will die.
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BRIRERDOZHRIE

™ILE VA - aromatase inhibitors, pure antiestrogen
MmN AEl | taxanes, navelbin, capecitabine, S1 ...
HDC with stem cell support : cure the disease?
HERCEPTIN : HER2 (++), probably ER(-)

BEBEEDZRKIE
Palliation : control symptom, improve QOL

Prolongation of Life
Cure the disease
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Median Survival Time : 28 months
5 Year Survival Rate :22.5%

PROPORTION SURVIVING

12 24 36 48 60 72 84 96 108 120 132 144
MONTH AFTER DIAGNOSIS OF MBC

Jpn J Clin Oncol 28(6):368 1998

19985FE/ERRA 71 N

Construction and Validation of Practical Prognostic
Index for Patients With Metastatic Breast Cancer
(J Clin Oncol 16(7):2401 1998)

0 1
Adjuvant Chemo (ADJCT) no
Liver metastasis (HEP) no
Distant LN metastasis (DLN) no
Elevation of serum LDH no
Disease free interval (DFI)

Low risk
Intermediate risk
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_\'\ Risk Category MST(mo.)

Intermediate risk 22.8
Low risk 49.6
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PROPORTION SURVIVING
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J Clin Oncol 16(7):2401 1998
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Five Steps of EBM
Step 1:
ERPRD5ERZ [EIEnIaeRER ] ORICEDZEZS

Step 2:
Best Evidence Zi%9

Step 3:
B5NJ/zEvidenceZ#tHH (CI5ERT S

Ste -
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Step 5:
Steps 1-4H'5% A LHEEL TS D\ 25T U TREIDIEE T 5
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Best
Evidence

- UpToDate.

R . PROVIDING ANSWERS TO
- CLINICAL QUESTIONS

l FRNISER/RENM

review articles

original reports
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BCC 2017

15" St.Gallen International Breast Cancer Conference 2017

Primary Therapy of Early Breast Cancer — Evidence, Controversies, Consensus

Information
St.Gallen Oncology Conferences (SONK)
¢/o Tumor and Breast Center ZeTuP

4 Rorschacherstrasse 150
CH-9006 St.Gallen/Switzerland
info@oncoconferences.ch
www.oncoconferences.ch

© & ongology

St. Gallen International Breast Cancer Conference

[o] BAfESE
1978
1984
1988
1992
1995
1998
2001
2003
2005
10 2007
11 2009
12 2011
13 2013
14 2015
15 2017
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n(-)fERFI%Z Tlow riskl Thigh risk] (C9%E (UROHFTU-—)
n(-)fERI%Z [minimal risk] [low risk] Thigh risk] (C5%E
n(-)iEF% llow risk] [intermediate riskl [high risk] (C9%8
n(-) En(+H)BVEDDRICHS
FREFEFARFZXERNTDERAZEA
IRESEZE FERRETE LU GBI (ZDEDASCO THiittrastuzumab)
UXROKDES 5w SNLESZEA. HER2)ERR,
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HI 51 TRAEEE LN ADEFHNZAREADRG
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EHHARE EDOBIOREITE RIBITHI BEIDFRE
Biology Based Diagnosis and Treatment
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2. ANATOMY (MORPHOLOGY, PATHOLOGY)M"5
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5. iR ERBEULSTEDIFTHERTHD
6. 2ERESMLTIZN

The APHINITY Study

Adjuvant Pertuzumab and
Herceptin in Initial Therapy
BIG 4-11 / BO25126 / TOC4939g

A randomized comparison of chemotherapy plus trastuzumab plus
placebo versus chemotherapy plus trastuzumab plus pertuzumab as
adjuvant therapy in patients with HER2-positive early breast cancer

G. von Minckwitz, M. Procter, E. de Azambuja, D. Zardavas, M. Benyunes, G. Viale, T. Suter, A. Arahmani, N.
Rouchet, E. Clark, A. Knott, I. Lang, C. Levy, D. Yardley, J. Bines, R. Gelber, M. Piccart, J. Baselga
for the APHINITY Steering Committee and Investigators

-39~ ASCO ANNUAL MEETING 17| #ASCOTT << BIG

Breast International Group
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APHINITY: Trial Design

Chemotherapy* + trastuzumab
+ pertuzumab

Central
confirmation
of HER2 status

(N = 4805) Chemotherapy* + trastuzumab

+ placebo

< XX M @ X C w

Anti-HER2 therapy for a total of 1 year (52 weeks)
(concurrent with start of taxane)

Radiotherapy and/or endocrine therapy may be
started at the end of adjuvant chemotherapy

A

»
>

Randomisation and treatment
within 8 weeks of surgery

*A number of standard anthracycline-taxane-sequences or a non-anthracycline (TCH) regimen were allowed

oo ASCO ANNUAL MEETING ‘17 | #ASCO17 < BIG

property of BIG. Permission required for reuse

Breast International Group

APHINITY: Intent-to-Treat Primary Endpoint Analysis
Invasive Disease-free Survival

6% A% 94.19 3Y%
100 98.6% 96.4% 94 1% 92 3%
=
T—{ 804 98.8% 95.7% 93.2% 90.6%
= '\
= expected: 89.2%
g 60
<
w
§ 40
5 Number needed 1112
b — Pertuzumab, 171 events umber needed to treat
.% 20 = Placebo, 210 events
g Stratified hazard ratio, 0.81 (95% CI, 0.66—1.00)
= p=0.045
0 T T T T T T T 1
0 6 12 18 24 30 36 42 48
Months
No. at Risk
Pertuzumab 2400 2309 2275 2236 2199 2153 2101 1687 879
Placebo 2404 2335 2312 2274 2215 2168 2108 1674 866
. ; &y
« ASCO ANNUAL MEETING 17 | #ASCO17 < BIG

Breast International Group
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EEHMBAAALZE (50-54F)
B£157.26 cm 4KE&E53.16 kg AKME E 1.52 m?2

_—"e Bty | B2B58 M7
258 | (o [ mm | wm | Gem | @E

N—tTFL S 60mg 24,567 3 73,701
mg/kg
(F5t) 150mg 57,515 1 57,515
IN—D14
(F150) 420 mg/body 420 420mg 238,491 1 238,491

T “iooms | aasaos| 2| amoaus)
) Cseoms | amess| o | o
e Ciome | am| o | o

“some | sen| 2 | il

e B Cioome || o | o
s g

131,216

238,491

470,216

11,344

2,508

CER:10[0)

cesrenL | o,
5/50 '

£

Dkinawa Breast Cancer S *‘JJJJJJ‘M’ 2017

“Toru Watanabe MD PhD
Hamamatsu Oncology Center
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Change through Periods

anatomy = extent of disease biology - response to treatment

tumor node metastasis ER PgR HER2 Gene expression

main matter of concern

Medical
Therapy

main treatment modality

Surgical
Therapy

AJCC Cancer Staging Manual Editions

Edition Year of Publication Effective dates for cancer diagnosis

st 1977 1978-1983
2nd 1983 1984-1988
3rd 1988 1989-1992
4th 1992 1993-1997
5th 1997 1998-2002
6th 2002 2003-2009
74 2009 2010-2016
gth 2016 2017-

* AJCC

Amarican Joint Committoe on Cancor
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AJCC
Cancer Staging
Manual

Eighth Edition

@ Springer

anatomic stage groups

T: tumor
N: Node
M: Metastasis

prognostic stage groups
TNM
+ Grade
+ ER
+ PR
+ HER2
+ Ki67

+ Recurrence Score
of Oncotype DX

in ER(+) HER2(-) n(-)
T 1-3 patient
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yclin Dependent Kinase Inhibitor

name brand price/month
name (28days)

Palbociclib Ibrance $13155.66 (¥ 1,453,985)
Ribociclib Kisgali $13140.00 (¥1,452,255)

Abemaciclib

PALOMA-1: Phase 2 Study Design’
Part 1 Part 2
n=66

PAL 125 mgld* +
LELZ5mold ER+, HER2-
BC with
CCND1 amp

and/or loss
of p16

113 1
Stratification factors: + Diseasesite (visceral vs bone only vs other)

+ Disease-freeinterval (>12 vs €12 months from end of adjuvant therapy
to recurrence or de novo advanced disease)

ER+, HER2-
BC

RANDOMIZATION
RANDOMIZATION

“Palbociclib schedule: 3 weeks on/1 week off (28-day cycle)
r, ER=estrog

Amp=amplification; BC=breast cancer, E jen receptor; HER2=human epidermal growth factor receptor 2, LET=letrozole; PAL=palbociclib

1.clinicaltrials.gov
1 4

Presented By Richard Finn at 2017 ASCO Annual Meeting

NPOEAN DY ABHERR 20174 117 248
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OS: Phase 2 (ITT)

PAL+LET LET
(N=84) (N=81)

Patients with events, n (%) 60 (71) 56 (69)

Median OS, months 375 345
(95% Cl) (31.4, 47.8) (27.4, 42.6)

Hazard ratio (95% Cl) 0.897 (0.623, 1.294)
P value 0.281

Overall Survival Probability (%)

0 12 36 48
Time (Month)

Number of patients at risk
PAL+LET 84 73
LET 81 67

Presented By Richard Finn at 2017 ASCO Annual Meeting
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« XIAGUK - omab

« Ibritumomab- RI (€7 1>)

FASHUR - ximab
+ Cetuximab (Z7—E#&wv2UX)
« Retuximab (UwW=F+H>)

« & METUER -zumab
« Trastuzumab (\—tFF>)
+ Pertuzumab (J\—=x4)
« Gemutuzumab-CCT (¥-rO4—2))
+ Mogamulizumab (GRFUZ )
+ Bevacizumab (77/{XF>)

« T2 b MUK - umab

+ panitumumab  (ROF 4 EwWIX)

\Y 4
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-zumab

-mumab
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I FIEREH (/J\ﬁ?) DO EBIVEH 201741181857

EOFHHEERUEUR.

Panitumumab and KRAS

’____—_\
ant-EGFRAb =

KRAS wild type KRAS wild type

EGFR, HER2, EGFR, HER2,
HER3, or HER4 HER3, or HER4

EGFR

panitumumab

’__'_—_\
ant-EGFRAb =

KRAS mutation

EGFR, HER2,
HER3, or HER4

EGFR

panitumumab
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