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Select the targets, then assess the risk
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Table 4
Treatment Allocation
by therapeutic target and risk categories

HERZineu gene overexpression andfor amplified HER? negative HER 2 positive

Endocrine responsiveness highly responsive incompletely responsive NON-responsive highly responsive incompletely responsive | non-responsive

Menopausal status pre and post pre and post

Hode te gative and all of the
folloairs feabmes:

pT £ 2 an, Grade 1ne vrasoalar
ER. a0 PgFexpressed

Bge X 35y

Hiode twegative and o of the
folloarirs feabmes:

pT > 2 on,Grade 2-3

wraelar frerasion, HEFRD (+ER
arl Pk absert

Figk category

1-3 niodes positive & HD
EFR win PgR expresead and
HEF2-)

1-3 niodes positine & HD

EF and PgF. shsert OF.
HER2(+)

= 4 nodes positive
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Appendix Table 4. Treatment allocation by
therapeutic target and risk categories

Treatment options in each cell are listed in the order of preference

Mode negative amd all of the
inllowing teatres
pT =2 an, Grade 1, E E E
Low s vascoular invasion, HER2{ =),

ER amlfor PgR expresssd,
Age 235 yars

Mode negative and at least ome

- of the ol mwng teatimes
? pT >2 an, Grade 2 =3, E E i — E C— E i C— E C— E i — E C— E i
: vamoubhr mvasion, HER2(+), C—+ E C—+ E E E +Tr + Tr +Tr + Tr +Tr
i Intermeadiats ER aml PgR ahsent,
Age <35 pears
1=3 muntes pos thve AND
, E E i — E i — E
ER amdfor PR expresssd and - - - - - -
HER2{ =] ' '
1=3 muntes pos thve AND - - - - - - - - - -
High B ) FER woweat: (I + Tr + Tr +Tr + Tr +Tr
HER2[+)
=4 meles positive C— E C— E i — E C— E iC C— E C— E i — E C — E i
+Tr + Tr +Tr +Tr +Tr
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Treatment Allocation
by therapeutic target and risk categories

HERZineu gene overexpression andfor amplified HER? negative HER 2 positive

Endocrine responsiveness highly responsive incompletely responsive NON-responsive highly responsive incompletely responsive | non-responsive

Menopausal status pre and post pre and post

Hode te gative and all of the
folloairs feabmes:

pT £ 2 an, Grade 1ne vrasoalar
ER. a0 PgFexpressed

Bge X 35y
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Appendix Table 4. Treatment allocation by

therapeutic target and risk categories

Treatment options in each cell are listed in the order of preference

Endixrine responsiveness” _highly responsive incompletdy responsive non-responsive _highly responsive incompletdy responsive T -TESpAHISI Ve
Menopaumal sttus pr= pst pr= pest pre and paat pr= past pre post pre and post
Mode negative amd all of the
inllowing teatres
pT =2 an, Grade 1, E E E E
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Adjuvant Chemotherapy for Breast Cancer
Reductions in Mortality
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Appendix Table 4. Treatment allocation by

therapeutic target and risk categories

Treatment options in each cell are listed in the order of preference
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Adjuvant Therapy for Very Young Women With Breast

Cancer: Need for Tailored Treatments

Aron Goldhirsch, Richard D. Gelber, Greg Yothers, Robert J. Gray, Stephanie
Green, John Bryvant, Shari Gelber, Monica Castiglione-Gertsch, Alan 8. Coates

Breast cancer rarely occurs in women below the age of 35
years. Data from various sources indicate that diagnosis at
such an age s associated with a dire prognosis mainly be-
cause of a more aperessive presentation. Although the effect
of chemotherapy for premenopausal patients is substantial,
recent evidence on 2233 patients sugeested that very voung
women with endocrine-responsive tumors had a statistically
gienificantly higher risk of relapse than older premenco-
pausal patients with such tumors. In contrast, results for
younger and older premenopausal patients were similar if
their tumors were classified as endocrine nonresponsive. In-
formation from studies on 7631 patients who were freated
with chemotherapy alone in trials of three major U5, coop-
erative groups showed a similar interaction between the ef-
fect of age and steroild hormone receptor status of the pri-
mary tumor. Better treatments for very voung patients are
required and may involve ovarian function suppression in
addition to other endocrine agents in patients with endocrine
responsive tumors and a more precise investigation of che-
motherapy and its timing, duration, and intensity in those
with endocrine nonresponsive tumors. Yery voung women
with this disease are faced with personal, family, profes-
gional, and guality-of-life issues, which further complicate
the phase of treatment decision making. The development of
more effective therapies for younger patients reguires tai-
lored treatment investizgations and cannot rely on informa-
tion predominantly coniributed from older premenopausal
women. [J Matl Cancer Inst Monoor 2001;30:44-51]

might explain this finding. Eesults from the same, as vet unpub-
lished, study also indicated that patients under 35 vears of ape
had a higher grade and higher expression of Kig7, a higher
percentage of vessel invasion, and less expression of estrogen
receptor (ER) and progesterone receptor but similar overexpres-
sion of HEEXneu in the primary tumor.

Eesults from two population-based studies indicate that the
risk of death is highest among the youngest and the oldest co-
horts when compared with the patients of intermediate age (3),
even when the analysis allows for differences in initial tomor
stage (3. A review of the National Cancer Data Base (&) reveals
that patients younger than 33 years of age have more advanced
disease at diagnosis and a poorer 3-vear survival than older
premenopausal patients. Similar findings have been reporied
from the National Cancer Institute SEER' database (7), from the
Finnish Cancer Registry (&), from the Southwest Oncology
Group (SWOG) database (9), and from a recent Danish study
on young patients who did not receive adjuvant therapy (10),
as well as from several series described from single centers
(11-13).

Why Focus on Breast Cancer in Women Less Than
3% Years Old?

In addition to considerations related to presentation of disease
and prognosis, women under 35 vears of age with breast cancer
face some specific problems that are less relevant for older pre-
menopausal patients. It is clear, however, that trials reporting
results for premenopausal women largely reflect outcomes for

atients in their 40s. Table | indicates some of the issues that are




Table 2. Endocrine effects of chemotherapy in premenopausal
patients—percentage of patients with amenorrhea for at least 3 months in
International Breast Cancer Study Group Trial VI according to age (15)

No. of No Amenorrhea followed Permanent
Age patients amenorrhea. by resumption of amenorrhea,
group, y (%) %o menses, % G
<35 90 (8.5) 88 4 8
=33 064 (91.5) 34 7 59
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