Breast cancer 1n young women

Niels Kroman

Overlege, dr. med.
Brystkirurgisk afdeling
Rigshospitalet, Kgbenhavn




Sir George Thomas
Beatson

1848 - 1933




S OF CARCINOMA OF THE MAMMA. [Juiy 11, 1896,

ON THE TREATMENT OF INOPERADLE
CASES OF CARCINOMA OF THE MAMMA:
SUGGESTIONS FOR A NEW METHOD
OF TREATMENT, WITH ILLUSTRA-
TIVIE CASES!

Dy GEORGE THOMAS DBEATSON, M.D.EDIN.,

SURGLEON TO THE GLASGOW CANCER IIOSPITAL: ASSISTANT SURGERON.
GLASGOW WESTLRN INFIRMARY ; AND ENAMINEER 1IN SURGERY
1o THE UNIVERSITY OF EDINBURGH.

. 5. Thas
clinically it is a matter of common observation that the

younger the patient the more rapid the cell proliferation ard
the more quickly fatal the disease
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Breast cancer in young women
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About 2% of
women are less
than 35 years at

time of diagnosis
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Breast cancer in young women

High risk of:

e Node +

* High grade
e ER -
* Diagnostic delay




e 10,356 women with primary breast cancer

e Operated 1978-1996
* Less than 50 years at time of diagnosis

e 52,462 person-years of follow-up
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Patients receiving no
adjuvant treatment
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Patients receiving
adjuvant cytotoxic treatment
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Adjusted relative risk of dying for

women <35 years at diagnosis receiving
no adjuvant cytotoxic treatment:

2.18 (1.64-2.89)

(Women 45-49 years at diagnosis reference = 1)




Breast Concerving Treatment

* In generel less than 10% local relapses

in the first ten years

 More than 30% local relapses among
women less than 35 years at diagnosis




Breast Concerving Treatment

* Is local relapse an independent risk
tactor?




e 9,825 premenopausal women with primary

breast cancer

* Less than 50 years at time of diagnosis

e Operated 1982-1998

e 60,246 person-years of follow-up




 Mastectomy: 7,165 (77.2%)

* Breast conserving treatment: 2,120 (22.8%)




e Breast conserving treatment: 22.8%

e <35 years: 30.5%

e 45-49 years: 21.8%

e Significantly more patients <35 years received

breast conserving treatment (p<0.001)




Age at Mastectomy
diagnosis

(years)
<35

35-39

40-44

45-49




Age at Mastectomy Lumpectomy
diagnosis All

(years)
<35 . 0.87 (0.64-1.19)

35-39 . 1.02 (0.78-1.34)

40-44 : 0.80 (0.62-1.04)

45-49 : 0.66 (0.50-0.88)




Age at Mastectomy Lumpectomy Lumpectomy
diagnosis All No adjuvant
(years) Treatment

<35 : 0.87 (0.64-1.19) 1.31 (0.77-2.22)

35-39 : 1.02 (0.78-1.34) 1.18 (0.74-1.90)

40-44 : 0.80 (0.62-1.04) 0.94 (0.59-1.48)

45-49 : 0.66 (0.50-0.88) 0.63 (0.41-1.01)




Age at Mastectomy Lumpectomy Lumpectomy Lumpectomy
diagnosis All No adjuvant Cytotoxic
(years) Treatment Treatment

<35 : 0.87 (0.64-1.19) 1.31(0.77-2.22) 0.73 (0.44-1.22)

35-39 : 1.02 (0.78-1.34) 1.18 (0.74-1.90) 0.69 (0.43-1.12)

40-44 : 0.80 (0.62-1.04) 0.94 (0.59-1.48) 0.81 (0.54-1.21)

45-49 : 0.66 (0.50-0.88) 0.63 (0.41-1.01) 0.64 (0.41-1.01)




e Results were unchanged when analysis were
restricted to women with tumours <2 cm




e No general risk associated with breast

conserving treatment among young patients




e No general risk associated with breast
conserving treatment among young patients

e Adjuvant cytotoxic treatment seems to be

outmost important in young women receiving
breast conserving treatment
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146 SYUPTOIMS.

The rate of growth is not, contrary to the generally
received opinion, influenced by the early age of the
patient, since I have failed to discover that the in-
crease is more rapid before the age of forty than when
the tumor develops later in life.  When, however,
carcinoma appears during pregnancy or during lacta-
tion, its growth is wonderfully rapid, and its course is
excessively malignant, of which fact several striking
instances are recorded by Klotz® and Paget.” In a
case reported by Billroth,® the disease developed In
both breasts five weeks before the woman’s eighth
confinement ; and on death, one week after an easy
and npatural delivery, or six weeks after the first ob-
servation of the disease, the mammee were larger
than a child’s head, and secondary deposits were
found in the thyroid gland, pericardium, liver, omen-
tum, and kidneys.

When, however,
carcinoma appears during pregnancy or during lacta-
tion, its growth is wonderfully rapid, and its course 1s
excessively malignant,




Breast Cancer Etiology
Age at First Childbirth According to Calender Year

Median Age at First Childbirth (years)

28

26

24

22

20
1900 1910 1920 1930 1940 1950 1960 1970 1980 1990 2000

Calender Year




Time Since Childbirth
5 Years Crude Survival

~
N
~—"
p—(
]
>
©
>
P
=]
N

Nulliparous <2 year 2-3Year 4-5Year 6-7Year 8-9Year >=10 Year

Time since childbirth




Time Since Childbirth
10 Years Crude Survival

~
N
~—"
p—(
]
>
©
>
P
=]
N

Nulliparous <2 year 2-3Year 4-5Year 6-7Year 8-9Year >=10 Year

Time since childbirth




Time Since Childbirth

Adjusted relative risk of dying

1.58 (1.24-2.02) for women given

birth less than two years before

diagnosis of breast cancer




Fertility after treatment of breast cancer

Proportions reporting regular bleedings at start of CMF and
two years later (Grgnvold et al.)

Regular bleedings Amenorrhea

Age group

Years N At start At 2 years At 2 years
30-34 10 90% 80% 0%
35-39 20 15% 55% 25%
40-44 49 74% 8% 59%
45-49 88 65% 0% 93%
50-54 22 71% 0% 100%

Total 189 69 % 14 % 73 %

Only women reporting bleeedings within 12 months before chemotherapy were included.

Amenorrhea was defined as no bleedings within the last 12 months. Patients

from two trials combined
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Should wom @ against pregnancy after
breast aﬂnent"

Niels Kroman Maj-Britt Jensen Mads Melbye
Jan Wohlfahrt Henning T Mouridsen




Pregnancy after treatment of breast cancer

10.236 women treated for primary breast cancer
1978-2005
<= 45 year at time of diagnosis

95.616 person-years follow-up




Pregnancy after treatment of breast cancer

e 371 women pregnant after time of diagnosis

e 465 pregnancies

— 236 full-term births

— 36 spontaneous abortions

— 193 induced abortions




Pregnancy after treatment of breast cancer

e Birth: RR of death: 0,73 (0,54-0,99)
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Adjuvant! for Breast Cancer (Version 7.0)

Mo additional therapy:

[ 95.1 alive in 10 years.
M 4.0 die of cancer.
M 0.9 die of other causes.

With hormonal therapy: Benefit = 1.3 alive.

With chemotherapy: Benefit= 1.2 alive.

With combined therapy: Benefit= 2.1 alive.

Chemo:  |CMF-Like (Overview 2000) |

Horrnonal Therapy: 32
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Cormhined Therapy: |52
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About Tamoxifen + Ov: ﬂ

For wornen < 35 vears old, particularly if ER positivee,

poung age may confer addional nsk of poor outconme.

See addibional intarmation in the online help under
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Prognosis according to age and ER status (Ref.: ER+)
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n= 28,652 aged under 80
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n= 20,573 postmenopausal women aged under 80
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n= 8,079 premenupausal women
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n= 489 women < 35 years
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Preliminary Communication

MENSTRUAL INFLUENCE ON SURGICAL
CURE OF BREAST CANCER

WILLIAM J. M. HRUSHESKY! AVRUM Z. BLUMING?
ScoTT A. GRUBER? ROBERT B. SOTHERN!

Departments of Medicine and Microbiology| Immunobiology, Albany
Medical College of Union Umiversity and Albany V.A. Medical
Center, Albany, New York, USA;* Hematology-Oncology Medical
Group of the San Fernando Valley, Encino, Califormia,* and
Department of Surgery, University of Minnesota Hosptals,
Minneapolis, Minnesota®

Summary In a retrospective study of 44

premenopausal women who underwent
resection of a primary breast cancer and were followed for 5
to 12 years, disease recurrence and metastasis were more
frequent and more rapid in women who had been operated
upon during the perimenstrual period (days 0—6 and 21-36
of the menstrual cycle). By multivariate analysis, the time of
resection in relation to the menstrual cycle is an independent
predictor of the likelihood of future metastatic disease.
Patients who underwent resection during the perimenstrual
period had a more than quadrupled risk of recurrence and
death compared with women operated upon during days 7
to 20 of the menstrual cycle.




VOL 337: MAY 25, 1991

Timing of surgery during menstrual cycle and
survival of premenopausal women with operable
breast cancer

R. A.BADWE W.M. GREGORY M. A. CHAUDARY
M. A.RICHARDS A.E.BENTLEY R.D.RUBENS 1I.S. FENTIMAN

e 249 patients included

e Day 3-12 associated with high risk




DBCG study

* 1,635 patients included

* No prognostic influence of menstrual

timing of surgery
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Breast Cancer Research and Treatment

Manuscript # BREA 92-040
Authors: KROMAN/HOJGAARD/ANDERSEN/GRAVERSEN/et. al
Reviewer: Dr. Hrushesky, #2

Comments to the Authors:

This study is neither positive nor negative, it is not conclusive

nor inconclusive; it is not good science.




Menstrual Timing of Breast Cancer Surgery

Andreas A. Hagen, MD, Berlin, Germany, William J. M. Hrushesky, MD, Albany, New York

Hagen & Hrushesky

Am J. Surgery
1998
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18 Qcrober 1993

Dear Dr Kroman
Contribution muwber: 93/ 1137

The Hditor of the British Journal of Surgery acknowledges receipt
of your article entitled:

Timing of surgery in relation to menstrual cycle does not
predict the prognosis in primary breast cancer

Your article will be considered by the Editorial Committee and a
decigion given as soon as possible.

Please quote the contribution number at the beginning of this
letter in all future correspondence regarding your manuscript.

Thank you for submitting your work to the Journal.
Yours sincerely
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S e

Emma Lawrence
Editorial Secretary
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Dear Dr Kroman
Contribution no: 93/ 113

Title: Timing of surgery in relation to menstrual cycle does
not pred - prognosis in primary breast cancer

The Editorial Tesam has now congidered your paper in the light
£ om our refere . I am sorry to say that we are
ept the article for publication. Some of t
decision are outlined in the enclesed comments
referees. Although the paper was congidered to be of
intere it failed to gain sufficient support at a time when
the Journal has many papers awaiting publication.

I would like to tha ou for sending your work to the Journal
and look for receiving future submissions.

N
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RCN Williamson
Seniocr Editor

7 January 1994

am soiry to éay that we
icle for publication.




British Journal of Surgery 1994, 81, 217-220

British Journal of Surgery 1994, 81, 217-220

Tlmmg of surgery in relation to the menstrual cycle in premenopausal

women with operable breast cancer

Z. SAAD, V. BRAMWELL, J. DUFF*, M. GIROTTIf, T. JORY}, G. HEATHCOTEZ. [. TURNBULLH,

B. GARCIA* and L. STITT

Departments of Medical Oncology and Clinical Studies, The London Regional Cancer Centre. and Departments of Surgery and Pathology at
*University Hospital, tVictoria Hospital and 1St Joseph's Hospital, London, Ontario, Canada
Correspondence to: Dr Z. Saad, Department of Medical Oncologj', The London Regional Cancer Centre, 790 Commissioners’ Road East, London,

Ontario N6A 4L6, Canada

Recent studies have suggested that the timing of surgery in
relation to the menstrual cycle might influence survival of
premenopausal women with operable breast cancer. The
data of 96 premenopausal patients who underwent primary
surgery for operable breast carcinoma between 1975 and
_ ‘88 were analysed. At 10 years, disease-free and overall
survival rates of patients whose initial surgery was 1-12
days after the starting date of the last menstrual period

days after the last menstruation (luteal phase) (disease-free
survival rate 40 versus 72 per cent, P=0-002; overall
survival rate 40 versus 79 per cent, P=0-001). These
differences in survival remained significant in a second
analysis based on the menstrual phase at the time of both
initial and definitive operation. Menstrual phase had the
greatest impact on the survival of patients with positive
axillary nodes (P=0-009). Prospective studies are required

(follicular phase) were significantly poorer compared with to elucidate the relationship between the timing of all

data of 96 premenopausal patient

survival rates of patients whose initial surgery was 1-12
days after the starting date of the last menstrual period
(follicular phase) were significantly poorer compared with
survival of those who underwent operation more than 12
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Studies supporting the unopposed
oestrogen theory

* Result not significant

Badwe, 1991 TResult only significantly
Senie, 1991 positive among 119
patients operated in a

M arques, 1993
two-step procedure

Saad, 1994

Veronesi, 1994 + Result only
on-M inckwitz, 1995 31g.n1f1.cant1y p051.tlve n
: univariate analysis
urebayashi, 1995

-

K

Holli, 1995 § Result only

Goldhirsch, 1997 significantly positive

Chang, 1997 among 300 oestrogen
receptor negative patients




Badwe et al

Veronesi et al.

w
£
b
[
(@]
S
o
o
(@)
~
~
Q
Q
|
[J]
=
3
[&]
()
o o

0] 7 14 21 28 35
Day of menstrual cycle at time of surgery

Figure 1: Smoothed rates of recurrence of disease according to
the days of the cycle when surgery was done




e 6735 breast cancer patients from San Antonio
Tumor Bank

 Randomly assigned day of the menstrual

cycle 100 times

* Identification of a 14 day window with a
significantly impaired survival.

McGuire et al. INCI 84: 346-48, 1992




Fig. 4. Summary
of the IR
nificantly”
vorable  14-day
windows found in
100 trials of the
random  assign-
ment experiment.
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Average impact tfactor ot journals
publishing results of menstrual timing
of breast cancer surgery

e Studies with positive results: 6.5

» Studies with negative results: 1.5
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