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Ovarian failure

TABLE 3. INCIDENCE OF AMENORRHEA AFTER COMMON
ADJUVANT TREATMENTS FOR BREAST CANCER.

AGE OF AGE OF AGE OF
TreaTrm enT AND DURATION <30YR 30-39YR >40VYR

percent with amenorrhea

None 20-25
Tamoxifen#?

Cyclophosphamide, methotrexate,
fluorouracil (6 mo)*3

Fluorouracil, doxorubicin, cvclophos-
phamide or fluorouracil, epirubicin,
cvclophosphamide (3—6 mo)3844

Doxorubicin and cvclophosphamide
(3 mo)43ss

*No data have been reported on the incidence of amenorrhea among pa-
tients vounger than 30 vears of age who have received doxorubicin and cv-
clophosphamide.

A develops within one year
of therapy in 63%96%
of premenopausal
women, receiving
chemotherapy

A It is in many cases
definitive

Burstein, et al. N Engl J Med 2000;343:10898



Oestrogen deficiency

A 70% of the tumours express
estrogen receptors

A Aromatase inhibitors :
0 More profound E2 deficiency



TABLE 1. Effect of aromatase inhibitors on aromatase activity of human breast tumors
and human fibroblasts and whole-body aromatization in postmenopausal breast cancer patients

In vitro inhibition (IC.,, nw) fmvive '"Q;E'r’f;gﬂ;;{,‘;’n“ ole-body
Breast Breast
Aromatase inhibitors tumors fibroblasts Oral dose (mag/d) % Inhibition
First generation
Aminoglute 20,000 10,000 1,000 90.6
thimide
Second generation
Fadrozole 2 82.4
Formestane 30 30 250 84.8
Third generation
Letrozole 2 0.8 2.5 88.9
Anastrozole 8 15 1 96.7
Exemestane 15 5 25 97.9

Data are derived from Refs. 134 , 136, 141, and 144 145 146 .

Brueggemeiler, et al. Endocr Rev 2005



% change from baseline (pretreatment) level for E2 at 6, 12, 18, and 24
weeks.TAM started at time 0, and letrozole added after the 6 weeks
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P <0.001

Ingle, J. N. et al. Clin Cancer Res 1999;516342



Oestrogen deficiency after Breas
Cancer

A Vasomotor symptoms

A Vaginal dryness and sexual problems
A Osteoporosis

A Cognitive function



Prevalence and Treatment of Menopaus:
Symptoms Among Breast CanB&eirvivors
Harris et al 2002

Controls  Breast Cancer Cases

All cases No Tamoxifen Tamoxifen
n="173 n=110 | OR? | 95% CI n =48 n=62 OR® | 954 CI
Any menopausal symptom 32% 73% 5.3 | 2.7-102 63% 81% 26 | 1.1 625
Under age 55 (n = 88) A2{n=11) 77(n=48) | 17.5 A4,0-77 65 (n=20) 00 (n = 28) 6.4 1.4 =294

Age 55 and over (n =95)  28(n=13) T(n=232) 68 | 25-182 9{n=10) 71 (n =22 19 |06 69

Of those with symptoms
Hot flashes B3% 96 6.0 | 1.2-33 97 96 0.7 |01 -86

Insonmia 42 38 078 | 0.3-2.0 40 36 08 | 03 -22
Vaginal diryness 0 6 e 7 4] 09 |01 56
Mood swings 8 14 1.5 | 03-75 27 6 0.18 | 0.04-074
Other (weight gain, fatigue) 0 4 || - 3 6 2.1 | 0.20-21

Young women and Tamoxifen
users have a 3X higher risk of flushes



Survey among breast cancer survivo

AYounger womesuffered 3 times
more frequently from vasomotor
symptoms

ABut they did not use treatment to
relieve their symptoms more ofter

AAntoine et al Climacteric 2008



Up to 20% of patients with breast
cancer consider stopping or
actually cease endocrine treatmer
because of menopausal symptom

Fellowes et al 2001..



Summary of the two randomized trials that have |

conducted
breast cancer recurrence

HABITS trial (n=434, Median RH = 33’ O500 Cl=151to 7.

time to follow up 2,1 yr)

iecian tme o falow up 41| |8 RH =0.82,95% ClI =0.351t0 1.

yr)

RH = 1.8,

95% CI=1.03t0 3.10
Test for heterogeneity

Antoineet al. Hum. Reprod. 2007 between the two studies
(P=.02),

RH and 95% CI




LIBERATE

AMedian followup: 3.1 years

Acancer recurrence :15% on tibolone vs.
10% on placebo.

AHR 1.40 [95% CI 1.11%.70]; p=0.001).

AKenemans Lancet Oncology 2009
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Alternatives

ExperimentalAnimal data or Phase Il data

o Tissuespecific hormone replacement
therapy (THRT)

ODHEAS
o Estetrol

Berger et al; Visser & Coelingh Bennink T
Journal of Steroid Biochemistry and
Molecular Biology March 2009



Oral clonidine Iin postmenopausal patients witl
breast cancer experiencing tamoxifénced hot
flashes:

A Doubleblind, placebaontrolled :194 using
tamoxifen

A Oral clonidine hydrochloride, 0.1 mg/d/ placebo for
8 weeks.

A Hot flash =37% clonidine grou20% placebo group

A Clonidine more difficulty sleeping (41% vs 21%; P -
0.02).

A gqualityof-life scores (+0.3 points: clonidine-0:8
points placebo; P = 0.02) at 8 weeks, although the
median difference was 0 in both groups.

A Pandya et al Ann Intern Med. May 2000




Paroxetine controlled release In the treatment of
menopausal hot flashes: randomized controlled trial.

O Placebo @ Paroxetine CR ® Paroxetine CR
12.5 mg 25.0 mg

o
=
=

%

s
M

&

e

-
L

D

)

c

@
<
O

c

@

D
=

Stearns V, et al JAMA 2003:289:@827



Antidepressants & P450 enzyme
CYP2D6

A Some antidepressants inhibit cytochrome P45
enzyme CYP2D6 which is needed to metabol
tamoxifen to endoxifen.

A Paroxetine, to a lesser extend Fluoxetine
Sertraline but not venlafaxine

A Loprinzi et al Lancet Oncology 2008



Gabapentin for hot flashes in 420 women with

breast cancer: a randomised debloiel placebo
controlled trial

Hot-flash severity

Hot-flash frequency
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Figure 2: Mean change scores (and 95% CI) for hot-flash frequency and severity

Pandya Lancet 2005




Systematic review & meta-analysis: Gabapentin for hot

flashes iIn women with natural or tamoxifen-induced
menopause:
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Systematic review & meta-analysis: Gabapentin for hot

flashes iIn women with natural or tamoxifen-induced
menopause:

Cabapenmin Placeta R (Foeed], Wegh, R (Fined),
Srudy M n'M %0 % 45% I
Camruso e al"! 'S0 29 6.1 1258 (0-F =205 68)
Fandya et al” 144 11y 1337 &1 [0 -70-448 80)
Redidy er 2™ 410 1120 208 200 [0 41-5.1)
Bt e al" 1y 48 + KR 495 (1.06-1555)
Taral (33% (1) el FLE + Wk 06 d.78 (2 23-10.25)

Taital weencs: 56 gabapentin, 7 placebe

Test for hererogeneiy: x¥ = 1.8, df = 3 (P = 0.48), F = 0%

Test for overall effect: 2= 4,05 (P < 0.007) QoM e &1 1 A0 e o
Fwvors gabagennn  Favors placebo

Figure 5, Relarive nak {RR) of cthe clustering of facigue,'somnalence in women with hot flashes who received gabapentm or placeba """ (The
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Sellateganglion
block on

recorded hot
Flushesnight
Awakenings
severity of hot flus
over 12week
follow-up period

Lipov et al
Lancet Oncol. 20(


http://www.sciencedirect.com/science?_ob=MiamiCaptionURL&_method=retrieve&_udi=B6W85-4SHK131-1&_image=B6W85-4SHK131-1-5&_ba=&_user=5455467&_rdoc=1&_fmt=full&_orig=search&_cdi=6645&view=c&_isHiQual=Y&_acct=C000047720&_version=1&_urlVersion=0&_userid=5455467&md5=10fbb15cf7e85c00f383c6209ab1b6e2

