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Safety of pregnancy following breast cancer diagnosis: A meta-analysis of 14 studies

2| i
FLIES

Author, year RR (95% CI)
Cooper 1970 = 0.64 (0.31,1.31)
Mignot 1986 0.86 (0.34,2.18)
Ariel 1989 —— 0.85 (0.55,1.33)
Sankila 1994 - 0.21 (0.10, 0.45)
Malamos 1996 —— 0.55 (0.39,0.77)
Lethaby 1996 —il— 0.78 (0.58, 1.05)
Velentgas 1999 0.80 (0.30, 2.30)
Birgisson 2000 - 0.54 (0.25,1.13)
Gelber 2001 - 0.44 (0.21,0.96)
Blakely 2004 = 0.47 (0.27,0.82)
Mueller 2003 —il— 0.54 (0.41,0.71)
Ives 2007 — 0.59 (0.37,0.95)
Kroman 2008 —il— 0.73 (0.54,0.99)
Largillier 2009 - 0.23 (0.10,0.52)
Pooled Relative Risk* < 0.59 (0.50,0.70)

| I T T I T 1
0.1 0.3 05 07 10 15 2.5
Q test for Heterogeneity=22.8 (p=0.04), df=13 12=43.1

*Mixed effect model: estimates adjusted for the heterogeneity between studies

Healthy Mother Effect !!

Azim Jr HA, et al.: EJC 2011
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Gene expression patterns of 85 experimental samples representing 78 carcinomas, three benign tumors, and
four normal tissues, analyzed by hierarchical clustering using the 476 cDNA intrinsic clone set.
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GOy
Overall and relapse-free survival analysis of the 49 breast cancer patients, uniformly treated %
in a prospective study, based on different gene expression classification. R

A 5 tumor subtypes (based upon Fig 1) B 5 tumor subtypes (based upon Fig 1)

1 1 L“—”—
0.8 1 0.8
".Ev 0.6 %
0.6 1
g g —['—'—' p<0.01
b b
o o
0.4 1 0.4 4 %
x-X »
0.2 1 0.2 1 < X
0 - - 0
0 24 48 72 96 0 24 48 72 96
survival months RFS
X Censored, mmmm | um A, Lum B+C, NorB-like, mmsm Basal. msss= ERBB2+

C 6 tumor subtypes (based upon Fig 1) D 5 tumor subtypes (based upon Fig 5)
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MIB1 index
St. Gallen 2009
Low: <15%, Intermediate: 16~30%, High: >30%
St. Gallen 2011
Cut-off 14% 16
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(nearly equal)

ER (+) ER (-)

HER2 (-) ‘Luminal A’ “Triple negative’
‘Luminal B (HER2-)’ (‘Basal-like’)

HER2 (+) | ‘Luminal B (HER2+)’ ‘HER2-type’
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ER (+) ER (-)
(Allred 3-8) | (Allred 0-2)
600
HER2 537 60 597 | s00
=) (76.3%) (8.5%) (84.8%) .
HER2 53 54 107 | ™
(+) (7.5%) (7.7%) (15.2%) | 200
100 7.5% 7.7%
590 114 704 HER2(H)
(83.8%) (16.2%) 0 FR() FRO)

2009 @St. Luke’s International Hospital B HER2(+) CTHER2(-)
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St. Gallen 2009, 2011

ER (+)

ER (-)

HER2 (-) ET (consider adding | CT
CT for high risk)3
HER2 (+) ET + Trastuzumab* | Trastuzumab® + CT

+CT>

ET: R gL, CT L EEE
3. Addition of chemo based on ER level and risk
4. Trastuzumab not standardin N —-ve T < 1cm
5. No trial evidence for trastuzumab w/o chemo
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B Mgrade Grade 3 Grade 2 Grade 1
1858 = h &
E) 2/ \E5F (&1 (4B LL LD ER G (1~3EDEFE | 2t
1) /\Ei) 1> 7 \NEf)
EEREOIRERE | [LEGPVIHY [LERHEPVIZEL
(PVI)
R HIIES (pT) & >5cm 2.1-5cm <2cm
BHEDETF ER At -3 N I E kIR ELT-
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Goldhirsch A. et al: Ann Oncol 2009, 20 1319-1329




Oncotype DX" 21-Gene
Recurrence Score (RS) Assay

16 Cancer and 5 Reference Genes From 3 Studies

PROLIFERATION ESTROGEN RS = +0.47 x HER2 Group Score
Ki-67 ER - 0.34 x ER Group Score
STK15 PR + 1.04 x Proliferation Group Score

Survivin Bcl2 + 0.10 x Invasion Group Score
Cyclin B1 SCUBE2 +0.05x CD68
Categor RS (0 -100
Stromelysin 3 CD68 sory ( )
i Low risk RS <18
Cathepsin L2 REFERENCE Wl
Beta-actin Intermediate RS 18 - 30
HER2 GAPDH risk
GRB7 RPLPO .
High risk RS > 31
HER2 GUS
TFRC Paik et al. N Engl J Med. 2004,351:2817-2826.
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Oncotype DX 4/




Oncotype DX® Patient Report

* The patient report includes:
— Recurrence Score® (RS)

— Average 10-year distant
recurrence rate for
that RS

— Graph of 10-year recurrence risk
as a function of RS in tamoxifen-
treated patients

* The report is sent to:
— Treating physician
— Submitting pathologist

aramic Fasith, o
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PATIENT REPORT
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Birw: i i Dl Risgvisd: 120012004

DOB: S181710% Digber Riepuarteds 1200102004

Medicnl ReeordiPationt #: 5IRT77T1 Clbert: Greenre =y Werlieal Coenlm

Digbw of Surgery: 1" 2R04 Tramting Physician: Mir Harsy 0 Serick
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Proportion without Distant Recurrence

PN

‘;@V )

TAM vs TAM + Chemo.

Low RS
Int RS

Low Risk Patients (RS<18) ' Int Risk Patients (RS 18-30)
N Events : \ Events

TAM + Chemo 218 8 T TAM + Chemo

— TAM 135

28% absolute benefit
from

High RS (TAM) + Chemo.
p < 0.001

High Risk Patients (R$>31)

\ Events

TAM + Chemo 117 13
- TAM .y 18

Paik et al. J Clin Oncol. 2006.



FLIBABDKELIGERN

LIEDOMHAE s

(B




V?‘iii\"’b\
“«'é"@v )

NREEETICEETSZALOAF

ERIEFERERIDIELE. k5=, B,
[

bR R IR R D Fln
MERADT BEEODAE
YIEF

BRE

Ovarian failure due to anticancer drugs and radiation ©2013 UpToDate®



&

FoaN,,
[ — V \
[ cl
A Ny ﬂg"

mER|I N REEES

BExEHY HTo{BEEHY BTo<EELZL
22024 R273F | FFRULELY AL Ft—h
TR T7Y "EVISRAFY -2)LAOH350
EETOAHILIANDY | -Ara-C 6-AILHTRTY>
o905 LTFIL D RTSFY EVOURFY

-VP-16 JLARALY

‘Fe42%tiL “FHOF/)RA2D

JAVUSES 9]V S RYXTT
SINF=T

Knobf MT et al. The influence of endocrine effects of adjuvant therapy on quality of life
outcomes in younger breast cancer survivors : Oncologist 2006 ; 11 : 96-110 — &K ZE




American Society of Clinical Oncology &
Recommendations on Fertility Preservation in Cancer
Patients
Chemotherapy Induced Amenorrhea (CIA)

Estimated risk of Permanent Amenorrhea in Adjuvant
chemotherapy regimens for breast cancer

High risk (>80%)

CMF, CAF and CEF x 6 cycles in >40 y/o

Intermediate risk

CMF, CAF and CEF x 6 cycles in 30-39 y/o

AC and EC x 4 cycles in >40 y/o

Taxane-containing combinations

Low risk (<20%) or no risk

CMF, CAF and CEF x 6 cycles in <30 y/o

AC and EC x 4 cycles in <40 y/o Lee et al. JCO 2006
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Incidence of return of menses by adjuvant chemotherapy regimen type.

Chemotherapy regimen Incidence of return of menses
Classic CMF?4 39% (<40 yrs)
5% (>40 yrs)

AC* 66%

FAC?® 67%

TAC?® 48%

FEC?’ 28%

FEC-D?’ 32%

AC-Taxane?8 85% (<40 yrs)

AC-Taxane?® 50% (>40 yrs)

E. Amir et al.: The Breast 2010



Chemotherapy Induced Amenorrh

Disease-free Survival (%)

No. at Risk

Total

Amenorrhea

No amenor-
rhea

TEWRTFREXEZTD

AC-T sequential and AT, TAC concurrent in Node-positive, Premenopausal pts.
Amenorrhea = No menstruation >6 months during 24 months F/U

No.of No. of
Status Patients Events
—  Armenorrhea 1868 424
- =~ Noamenorrhea 475 173
100+
80+
Hazard ratio, 0.70 e S s o s
601  p<0.001 T
40+
20+
0 T . T |
0 4 6 8
Years since Randomization
2343 2101 1838 974 323
1868 1705 1519 797 250
475 396 319 177 73

&
=
S
[
3
)
=
o
>
(o)
No. at Risk
Total

Amenorrhea
No amenor-
rhea

No.of No. of
Status Patients Events
— Amenorrhea 1868 247
- == Noamenorrhea 475 103
100+
80 Hazard ratio, 0.76 Tt ==smeaooon e
P=0.04
60
40-
20+
0 I 1 1 |
0 2 4 6 b
Years since Randomization
2343 2251 2067 1111 373
1868 1825 1685 897 284
475 426 382 214 89

Swain SM, et al.: N Engl J Med. 2010



Percentage
- N WA
o O O O

CAF—>Zoladex

N Events 9-Year (%) (S.E)
CAF — 138 73 48 (4)
CAF-Z ====- 151 68 55 (4)
CAF-ZT »=~-=~ 149 54 64 (4)
2 3 4 5 7 10
Years
100
; 90
80
70
%so
% 50
2
S 40
30 N Events  9-Year (%) (S.E.)
CAF —_ 138 58 60 (4)
20 CAF-Z  —me-. 151 53 65 (4)
10 CAF-ZT -—-= 149 41 73 (4)
o 1 2 38 4 5 & 7 8 9 10
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ER+/HER2- (Luminal type)

($=HI (3~64 A ) =) TAM 54 [
LHRH7Z =X 2~34EfM+TAM 5Y
LHRH7 I =X 2~34Ef]

ER-/HER2+ (HER2 type)

IEFI(3~65A) =S53RV XD 14£]
ER-/HER2- (Triple negative)
hEHlI(3~64 )

ER+/HER2- (Luminal-HER2 type)
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#L.9% D fE 15 2 N BF A (tumor doubling time) : FR
9&1@ 130 FEﬁ (80'260 FEﬁ) Michaelson J, et al.: ] Women’s

Imaging 2003
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The influence on survival of delay in the presentation
and treatment of symptomatic breast cancer
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Figure 1 Survival measured from date of diagnosis, all patients. (a) Delay

< 12 weeks (n = 2022). (b) Delay 12-26 weeks (n = 691). (c) Delay Richards MA, et al.: JBC 1999
> 26 weeks (n=413). P<0.0001

Influence of delay on survival in patients with breast cancer:
a systematic review

Delays of 3-6 months are associated with lower survival.
Richards MA, et al.: Lancet 1999
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@Triple Negative Breast Cancer
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BRCA1/2 %E%#ﬁﬁmﬁi*ﬁﬂﬁ
HEABIVKRE DL

B 135 36 26. 7%
KE 2865 990 20. 6%

HR DB ABSNEINRMSAZFRIELT-
MOEBABHENIMENAZRELI-CEDHS
B1EERF2EERENDLEIELTIAND

REDT—2IZIE. Askenazi Jewish DFEFRITEENTLVLY,

SZ 3k Sugano K et al. ; Cancer Science: Vol.99, No.10: p.1967-1976, 2008
Frank TS et al.; Journal of Clinical Oncology : Vol20, No. 6: p.1480-1490,2002
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Characteristics of hereditary breast and ovarian cancer syndromes©2013 UpToDate®
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* |Invasive lobular carcinoma (ILC)

o FAFHES% (USA 8%). T 8 IN{E R
MAIRLERE., ZHIOERENTE

- BHIBERETECIER (RFEERLERE(IDC)ELATS
FEEFEIBIFEN, 10FEFETIEIELNEGLY)

- HREIX/NE., E-DARAY VM, UEAEDZTE

* ER+/PgR+/HER2- (Luminal type)HiZ L\

- EIBREEDBEEIZIDCELLRTEMNGUVAS, IRRE, A
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* CDH1 gene mutation disease



7 éixi\i,‘)

/% @ 87\

Metastatic sites involved during tfte
course of ILC (n=96)

Metastases (n=247) Subtype of ILC

Sites N (%) Classical Pleomorphic Others

Bone 70 (28.3) 62 5 3

Liver 38 (15.4) 33 4 1

Lung 8 (3.2) 8 — —

NALN 12 (4.9) 111 —

CNS 9 (3.6) 8 1 —

Others 110 (44.5) 101 8 1
Peritoneum 36 (14.6) 35 1 —
Skin 22 (8.9) 19 2 1
Pleura 18 (7.3) 14 4 -
Ovary 11 (4.5) 10 1 —
Meninges 10 (4.0) 10 — —
Stomach 7 (2.8) 7 — -
Uncommon? 6(2.4) 6 — -

ILC, invasive lobular carcinomas; NALN: non-axillary lymph nodes
including cervical (n=28), abdominal (n=3) and inguinal (n=1); NS,
not specified; CNS, central nervous system.

4 Adrenal gland (n=1), gall bladder (n=1), pancreas (n=1), kidney
(n=1), bladder (n=1), eyelid (n=1).

Ferlicot et al.: European Journal of Cancer 40 (2004) 336—341.
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Screening/eligibility:

Patients with ER+
early breast cancer

2 18 and <42 years at
enrollment

Completing 18-30
months of ET (SERMs
alone, GnRH
analogue + SERM or
Als) 1

Pregnancy desire

lecr
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POSITIVE SCHEMA

2 No more than 1 month prior enroll.

Translational
research
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30-70 (ARfEIJ R %)

<30 YK R7)

6xCMF, 6XFEC, 6xFAC =40

High-dose EC(;%‘E’/7D77J‘ <40
AI73R) (BRRFHERDH)

ACx4 + DTX or PTX <40
6XCMF, 6XFEC, 6XFAC 30-39
4xAC =40
Bevacizumab (B R ER D &)

6xXCMF, 6XFEC, 6XFAC <30

Lowren et al. JCO 2013
Lee et al. JCO 2006
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