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QUELLES HORMONOTHERAPIES?
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QUELLE EVIDENCE?

1er degre

POPULATION N 1AL PRINCIPAUX RESULTATS
TAM | NSABP P1 =60 ans ou 13388 | Tamoxifene 3] IBC 7 + risque de cancer invasif de 43% (RR: 0.27, 95% CI: 0.46-
(Fisher et al, 2005) 30—-59 ans et risque a 2 ans: BC = 20mg vs ans ans | 0.70).
1.66%(score de Gail) ou placebo 42,2/1000 (placebo) versus 24,8 cas /1000 (tamoxifene)
ATCD CLIS ou atypie significatif que pour les cancers RH+
IBIS-| trial RRXZ de C35 si age 42-70 ans, 7154 | Tamoxifene 3] IBC 7 + risque de cancer invasif et DCIS de 293 (HR: 0-71, 95%
(Cuzick et al, 2015) RRX4 de C5 si age 40-44 ans, 20mg vs ans | DCIS ans | Cl:
RRX10 de C5 si dage 35-3% ans (Cuzick) placebo 0-60-0-83, p = 0-0001)
Italian Randomized Toute femme ayant eu une hystérectomie 0408 | Tamoxifene 3] IBC 16 Pas de benefice dans la population globale
mﬂmnn 20mgvs ans ans | Si hautrisgue (13%) : T>1.6., au moins 1 ovaire intact, &ge
%EEiHHL, placebo aulere regle <14 ans, pas de grossesse avant l'age de 24
Eﬂlﬂﬂmw ans + risque CSl de 76% (RR: 0.24, 95% Cl: 0.10-0.59).
Royal Marsden trial 1 ATCD de cancer du sein au 1 degre <30 2471 Tamoxifene g8 IBC 13 Pas de beneafice sauf
(Powles et al., 2007) ans ou bilateral ou 2 ATCD famou 1 ATCD 20mgvs ans ans | *+ risque de C3l ER+ de 39% (HR: 0.61, 95% CI: 0.43-0.86, p
de biopsie benine+ 1 ATCD au placebo =

0.005).

(1 Institut de
C Cancérologie
(@ de I’Quest

unicancer
|

PAY5 DE LA LOIRE

Tous droits réservés — Reproduction interdite

Un centre d’excellence pour tous les patients

4



QUELLE EVIDENCE?

RAL | MORE trial Femmes menopauseeas 7705 | Raloxifene 4 Tx 3 + risque de CSl de 76% (BR: 0.24, 95% CIl: 0.13-0.44, p=
{Cummings et avec osteoporose 120 mfjou ans | Fr ans | 0.001) (ggl soit le dosage)
al., 1999) raloxifens 60 IBC Significatif pour les ER+
mgfj ou (M5 pour ER-)
placebo
CORE trial Patientes de l'essai MORE 4011 Raloxifene 60 | +4 | IBC 7.8 | ¥risque de CSl de 66% (HR: 0.34, 93% Cl: 0.22-0.50)
(Martino et al, Mg versus ans ans | ER+IBC : 76% (HR: 0.24, 95% CI: 0.15- 0.40)
2004) placebo
RUTH trial Femme meénopausée avec maladie 10101 | Raloxifene 60 | 5.5 | IBC 0.6 | +risque de C5l de 44% (HR: 0.26, 95%
(Barrett-Connor coronarienne ou a risque de maladie Mg versus ans ans | Cl: 0.38-0.83).Reduction de 1,2 cancer pour 1 000
et al., 2006) ;‘3'”3' ”lE;riE”“E avec risque>1,66% ( score placebo femmes traitées pendant 1 an.
degall
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QUELLE EVIDENCE?

1A Exemestane Fernme ménopausée = 30 ans et au moins | 4060 | Exemestane 2 IBC 3 + durisque annuel de cancer du sein
MAP.3 trial un FdR: age = 60 ans; risque 5 ans2 1.66%, 20mg/fjvs ans ans | invasif de 65% (HR: 0.35, 95% CIl: 0.18-
(Goss et al.,2011) ATCD atypie ou CLIS ou DCIS placebo 0.70, p=0.002)
Anastrozole Femme meénopausee 2864 | Anastrozole1 | o IBC + risque de cancer du sein invasif et CCIS de 49% (HR 0-51,
IBIS-I| trial = 45-60 ans avec RRXZ ou mg /fjvs ans | and 95% C10-39- 0-66, p < 0-0001) + risque de C invasif RH+ de
(Cuzick et al.,2020) agee de 60-70 ans avec RRx 1-3 ou placebo DCIS 2456 (HRO-46, 93% Cl 0-33-0-63, p<0-0001)
o agee 40-44 ans avec RRxd Pas de différence en 5G
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SYNTHESE DES RESULTATS ANCIENS

Figure 3. Risk Reduction of Invasive Breast Cancer: Meta-analysis of Primary Prevention Trials

Favors - Favors
Treatment - Placebo

—_—

—_——

~ =

0.1

0.2 05 1 2
Risk Ratio (95% Cl)

Mean, y
Intended No. With Invasi\redﬂlreast Rate per 1000
Treatment Total Cancer/Total Participants (%) Women-Years Rick Ratio
Source Trial Duration  Follow-up Treatment Placebo Treatment Placebo | (95% Cl)
Tamoxifen, low dose
DeCensi et al,*! 2013 HOT 5 6.2 18/938(1.9) 22/946(2.3) 3.13 3.78 0.83 (0.42-1.62)
Tamoxifen
Fisher et al,®2 2005 NSABP-1 5 6.1 145/6681 (2.2) 250/6707 (3.7) 3.59 6.29 0.57 (0.46-0.70)
Cuzick et al,” 2015 IBIS-I 5 16.0 214/3579(6.0) 289/3575(8.1) 3.86 5.29 0.73(0.61-0.87)
Powles et al, 33 2007 Marsden 5 13.2 82/1238 (6.6) 104/1233(8.4) 4.80 6.10 0.78 (0.58-1.04)
Veronesi et al, &4 2007 Italian 4a 11.2 53/2700(2.0) 66/2708(2.4) 1.77 2.21 0.80 (0.56-1.15)
Combined 0.69 (0.59-0.84)
12=38.7%: Q=4.9 for heterogeneity; P=.18
Raloxifene
Martino et al, 4> 2004 MORE/CORE 4 or 8b 5.4b 40/5129(0.8) 58/2576(2.3) 1.40 4.20 0.34 (0.22-0.50)
Barrett-Connor et al, % 2006 RUTH 5.12 56 40/5044 (0.8) 70/5057 (1.4) 1.43 2.49 0.56 (0.38-0.83)
Combined 0.44 (0.24-0.80)
12=66.4%; Q=3.0 for heterogeneity; P=.08
Aromatase inhibitor
Goss et al, % 2011 MAP.3 5¢ 2.9 112285 (0.5) 32/2275(1.4) 1.66 485 |0.35(0.18-0.70)
Cuzick et al,* 2014 IBIS-II 5 5 32/1920(1.7) 64/1944(3.3) 3.29 6.62 0.50(0.32-0.76)
Combined 0.45 (0.26-0.70)
12=0.0%; Q=0.8 for heterogeneity; P=.39
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SYNTHESE DES RESULTATS ANCIENS

Table. Benefits and Harms of Risk-Reducing Medications Estimated From Meta-analysis of Randomized,
Placebo-Controlled Trials®®

Outcome Tamoxifen Raloxifene Aromatase Inhibitors
Benefits: Events Reduced (95% CI)°
Breast cancer
Invasive 7 (4-12) 9 (3-15) 16 (8-24)
ER+ B(4-13) 8 (4-13) 15 (8-20)
ER- ND ND MND
Noninvasive ND ND ND
Mortality
Breast cancer ND NR NR
All-cause ND ND ND
Fracture
Vertebral ND 7 (5-9) ND Abbreviations: ER-, estrogen
N tebral 31095 D D receptor-negative; ER+, estrogen
onvertenrd (0.2-5) receptor-positive; ND, no difference;
Harms: Events Increased (95% CI)° NR, not reported.
Vascular 3 Gee Nelson et al.**
Venous thromboembolic event 5(2-9) 7(0.3-17) ND B Trials included women whose 5-year
Deep vein thrombosis ND ND NR risk of breast cancer may have been
lower than 39%.
Pulmonary embolism ND ND NR
: “Per 1000 women over 5 years
Coronary heart disease events ND ND ND of use.
Other 4 Results from the National Surgical
Endometrial cancer 4(1-8) ND ND Adjuvant Breast and Bowel Project
Cataracts 26 (5-50)° ND ND Study of Tamoxifen and Raloxifene

(STAR) trial.
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DONNEES RECENTES: BABY TAM
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Effet intéressant avec une excellente tolérance (mais: 70% intracanalaire et 30% de Iésions atypiques)

Femmes </5 ans avec : CCIS,
CLIS ou hyperplasie avec
atypie

>

50
All breast events
HR, 0.58; 95% Cl, 0.35 to 0.95

40 Log-rank P=.028

/ End of treatment
30 - ‘

Cumulative Breast
Cancer Incidence Rate (%)

— Placebo
m— Tamoxifen

Tamoxifene

5 mg/day

3 ans

de traitement

Suivi médian 6 ans (post tam)

Time (years)

No. at risk:
Placebo 247 (11) 233 (11) 218 (7) 202 (7) 170 (4) 92
Tamoxifen 253 (5) 241 (4) 232 (7) 218 (6) 179 (3) 102

US Preventive Services Task Force JAMA 2019
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(0)
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= 50 = Placebo
Pob) Contralateral breast events Tamoxifen
< HR, 0.36; 95% Cl, 0.14 to 0.92
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C o
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T |
@ Lt W
foa) LT : : : :
0 2 3 4 6 8 10 12 14
Time (years)
No. at risk:
0 Placebo 247 (5) 239 (2) 230 (3) 218 (5) 185 (1) 102 (0) 12 (0) O
0 Tamoxifen 253 (0) 246 (1) 240 (3) 229 (2) 192 (0) 109 (0) 12 (0) 0

Lazzeroni et alJ Clin Oncol 2023
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DONNEES RECENTES: LIBER

Results: Patients characteristics
Background: — s 5-year incidence of invasive BC 13.1% with placebo vs 7.8%
acebo arm rozolearm
. ! : ) 8 Pl s . -
zVomen with gg(l;mllne BRCA1/2 mutations (BRCAm) have a 70% lifetime-risk of N = 86 N =84 with letrozole. HR 0.70 (950/0 Cl, 0.29 to 166), P = 416.
reast cancer ) o . o . . . Age median [range] 54.5 [40-70] 55.0 [41-70] NS 5 o /’
* Hormone prevention by aromatase inhibitors (Al) is effective in high-risk patients, 0
including those with familial risk BREALR(%) =2 (50) S NS ® 5 | . 58(y i b th
. . . . BRCA2 n(%) 34 (40) 35 (32) NS year compliance. o IN DOWN arms
* Hormone prevention has not been specifically addressed in women carrying a
BRCAM Prior Cancer n(%) 41 (48) 36 (43) NS
. . Oophorectomy n(%) 79 (92) 75 (89) NS S -
Objective:
Evaluate the preventive effect of letrozole in postmenopausal BRCAm women Breast cancer-free survival o ]
*  Primary endpoint: 5-years invasive BC-free survival (BC-FS). s 8 %
* Secondary endpoints: Toxicity (CTCAE V3.0), Safety including Quality of Life § - = —— %G
(Qol, menopause rating scale, SF36) and bone mineral density (BMD). o E =
S S 2
£ 5 s |
g P : .
Methods: E Non.s.lgnlflcant in €
S 2 - stratified subsgroups: ©
* Double blind randomized phase Il trial, NCT: 00673335 o . HR+ o
. s & >
. EllglbI.e women: aged 4.0-70’. postmenopausal or oophorectomlzed, BRCA1/2 2w »  BRCA1/BRCA2 NredisnifsliowEip: 6 1|2 2.4 3.6 4[8 610 7|2
germline m, No BC or prior unilateral BC > 5 years ago: included from 05/2008 to 3 o 7] . Prior cancer 72.7 months Time since randomization (months)
08/2013 g Number at risk
+ Surveillance include : Annual breast MRI and mammogram, baseline and s § - HR=0.836: 95%ClI [0.30-2.32] p=0.731 Lzlt?cf:o?: gi gg ;; _5,? gé gg 3?
longitudinal clinical and bloods parameters, QOL, questionnaire, BMD. ' ! ! ' ' ' '
0 1e 24 36 48 60 72 " ———— Placebo ——— Letrozole
Time (months)
Design and Flow chart
placebo 86 77 74 71 66 58 41
letrozole 84 & 74 72 66 63 42 Breast cancer-free survival
placebo letrozole o 8
Informed consent v § e = =
Stratification on: 3] —
mutation (BRCA1/2) . -
bilateral oophorectomy Compliance and adverse effects Quality of Life P'a:f'_’:;'m "";”';;"" o g ]
HSECROf PHOPEG: Hot flashes ‘ P Non-significant in
| Placebo arm letrozole arm Baseline n (missing)* 80 (0)* 80 (5)* % o i g
N=86 N=84 P In(%)  66(83.5) 60 (80) NS S 2 - stratified subsgroups:
Arm 1 == I n(%) 14 (17.5) 15 (20) NS = N
nr=m34 Ar_";zé s g e =i NS Gmonthsn 62(2* 74 (2)* 5 ks
} n= In(%) 49(82) 64 (88) NS = n . BRCA1/BRCA2 Median follow-up:
Serious adverse event 37 23 0.05 — I1n(%) 51); g;) :1((12)1 NS §‘ = = . Belor Earcet =2.7 months
letrozole: 2.5 mg / day for 5 years number of patients with In(%) 40(78) 54 (90) NS ©
at least one event B 65 - 11 n(%) 11(22) 6 (10) NS E -
Atralgia 5 Q2 HR=0.836: 95%CI [0.30-2.32] p=0.731
. ) .Yes 268 1 B Baseline n (missing)* 80(1)* 80 (4)* a9 | | | | O[ [ | ] P |
Bone density (Spine/Hip) In(%) 70 (89) 68 (90) NS 0 12 24 36 48 60 72
inclusion med ~ -0.9/-0.7 -0.9/-0.8 NS " IF'n(%) 9((11)) 8 ((10)) NS Time (months)
e ; 12 monthsmed ~ -0.8/-0.9 -13/-11 NS 6 months n 62 (3)* 74(7)*
26 participating centers in France o s i = I n(%) 49(83) 54 (81) b _— -
In%)  10(17) 13 (19) NS umber at ris
24 months n 53 (5)* 61 (2)* placebo 86 77 74 71 66 58 41
I'n(%) 37(77) 42 (71) NS letrozole 84 81 74 72 66 63 42
11 n(%) 11(23) 17 (29) NS
I: None, Light, Moderate; ll: Strong, Very strong placebo letrozole
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QUE NOUS DISENT LES GUIDELINES? NCCN

BREAST CANCER RISK-REDUCING AGENTS
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Tamoxifen?:P:c

Raloxifene®®

Aromatase Inhibitors (exemestane and anastrozole)

« Data regarding tamoxifen risk reduction are
limited to pre- and postmenopausal individuals
235 years of age with a Gail Model 5-year breast
cancer risk of 21.7% or a 10-year risk by IBIS/

Tyrer-Cuzick® of 25% or a history of LCIS.

*» Tamoxifen: 20 mg per day for 5 years was
shown to reduce risk of breast cancer by 49%.
Among individuals with a history of AH, this
dose and duration of tamoxifen were associated
with an 86% reduction in breast cancer risk.
Low-dose tamoxifen (5 mg per day or 10 mg
every other day for 3-5 yaars}ﬂ is an option
if patient is symptomatic on the 20-mg dose
or if patient is unwilling or unable to take
standard-dose 20 mg per day tamoxifen.! This
low dosage needs further investigation in
premenopausal individuals.

* The efficacy of tamoxifen risk reduction in
individuals who are carriers of BRCA1/2 and

other pathogenic mutations is less well studied
than in other risk groups. Limited data suggest

there may be a benefit, likely a larger benefit, for

BRCAZ carriers.

* For healthy, premenopausal individuals at
elevated risk for breast cancer, data regarding
the risk/benefit ratio for tamoxifen appear
relatively favorable (category 1).

* For postmenopausal individuals at elevated
risk for breast cancer, data regarding the risk/

benefit ratio for tamoxifen are influenced by
age, presence of uterus, or comorbid conditions

(category 1). There are insufficient data on
ethnicity and race.

« Data regarding raloxifene risk reduction
are limited to postmenopausal individuals
=235 years of age with a Gail Model 5-year
breast cancer risk 21.7% or a 10-year risk

by IBIS/Tyrer-Cuzick® of 25% or a history of
LCIS.

» Raloxifene: 60 mg per day was found to be
equivalent to tamoxifen for breast cancer
risk reduction in the initial comparison.
While raloxifene in long-term follow-up
appears to be less efficacious in risk
reduction than tamoxifen, consideration
of toxicity may still lead to the choice of
raloxifene over tamoxifen in individuals
with an intact uterus.

* There are no data regarding the use of
raloxifene in individuals who are carriers of
BRCA1/2 and other pathogenic mutations
or who have had prior thoracic radiation.

» For postmenopausal individuals at elevated
risk for breast cancer, data regarding
the risk/benefit ratio for raloxifene are

influenced by age or comorbid conditions
(category 1). There are insufficient data on
ethnicity and race.

* Use of raloxifene for breast cancer risk

reduction in premenopausal individuals is
inappropriate unless part of a clinical trial.

« Data regarding exemestane are from a single large
randomized study limited to postmenopausal individuals
=235 years of age with a Gail Model 5-year breast cancer
risk 21.7% or a 10-year risk by IBIS/Tyrer-Cuzick® of 25%
or a history of LCIS.

» Data regarding anastrozole are from a single large
randomized study limited to postmenopausal individuals
40 to 70 years of age with the following risk compared
with the general population:

» Aged 40 to 44 years - 4 times higher

» Aged 45 to 60 years - 22 times higher

» Aged 60 to 70 years - 21.5 times higher
Individuals who did not meet these criteria but had a
Tyrer-Cuzick® model 10-year breast cancer risk >5%
were also included.

« Exemestane: 25 mg per day was found to reduce the
relative incidence of invasive breast cancer by 65% from
0.55% to 0.19% with a median follow-up of 3 years.

« Anastrozole: 1 mg per day was found to reduce the
relative incidence of breast cancer by 53% with a median
follow-up of 5 years.

*» There are retrospective data that aromatase inhibitors
can reduce the risk of contralateral breast cancer in
BRCA1/2 patients with ER-positive breast cancer who
take aromatase inhibitors as adjuvant agents.

* For postmenopausal individuals at elevated risk for
breast cancer, data regarding the risk/benefit ratio for
aromatase inhibitor agents are influenced by age and
comorbid conditions such as osteoporosis (category 1).
There are insufficient data on ethnicity and race.

» Use of aromatase inhibitors for breast cancer risk
reduction in premenopausal individuals is inappropriate
unless part of a clinical trial.

Footnotes and references on ERISK-B 2 of 2

unicancer
|

PAY5 DE LA LOIRE

Tous droits réservés — Reproduction interdite

Un centre d’excellence pour tous les patients

11



QUE NOUS DISENT LES GUIDELINES? NCCN

Individual desires risk-reducing

« Known genetic predisposition®9 therapy

or

« Pedigree suggestive of genetic
predisposition®9:"
or

« Personal history of atypical Counsel on healthy

hyperplasia (AH)/lobular carcinoma lifestvles and risk
in situ (LCIS) or a strong family - |lrestyles optionsh™

history of breast cancer?!
« Elevated risk of breast cancer based

on validated risk estimation® models
(BRISK-C) Individual does not desire risk-

and reducing therapy (ERISK-T)
Life expectancy =10 y9:K

BRISK-5

and

Life expectancy 210 y*

3 NCCM Guidelines for Genetic/Familial High-Risk Assessment: Breast, Ovarian, and Pancreatic.

' The routine use of polygenic risk scores (PRS) in breast cancer risk assessment is discouraged. Further validation is required to understand interaction of single
nucleotide polymorphisms (SNPs) with environmental or hormonal risk factors and disease subtype in diverse populations. Ongoing research will shed light on utility of
PRS in comprehensive risk assessment models to guide personalized therapy.

g In patients with at least one intact breast for whom risk-reducing therapy is recommended.

M Individual meets one or more of the familial risk criteria (BRISK-1).

| For risk models that are largely dependent on family history (eq, Tyrer-Cuzick, BRCAPro, CanRisk/BOADICEA), see Comparison of Risk Assessment Models

(BRISK-C). For breast cancer screening recommendations, see NCCN Guidelines for Breast Cancer Screening and Diagnosis.

| A change in family history, or a recent breast biopsy, would affect risk estimate and should prompt re-calculation of breast cancer risk. Consider periodic
re-calculation of risk as individual ages.

K See life expectancy calculator (www eprognosis.com). For a reference point, the life expectancy of the average 78-year-old patient assigned female at birth (AFAB) in
the United States is 10.2 years. See NCCN Guidelines for Older Adult Oncology.

| Components of Risk/Benefit Assessment and Counseling (BRISK-A).

M See BRISKE-B for risk reduction agents and details on dosing.

Mote: All recommendations are category 2A unless otherwise indicated.

BRISK-2

Version 120025, 0&28/24 @ 2024 Nabonal Comprehensive Cancer Mebsork™ (NCCH™), Al rights resened. NCCN Guidelines®™ and this llustrabon may not be reproduced inany form wathout the express wriien permission of NMCCHL
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QUE NOUS DISENT LES GUIDELINES? NCCN
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NON-FAMILIAL RISK ASSESSMEN

Individuals with atypical
hyperplasia or history of LCIS
and

Life expectancy 210 y9:k

* Risk-reducing agent is strongly

recommended® (BRISK-6 and BRISK-B)
« Counsel on healthy lifestyles' (BRISK-A)

Prior thoracic RT 10-30 y of age®"
and Individual desires risk-
Life expectancy 210 y9:k Counsel reducing therapy (BRISK-3)
individuals on
healthy lifestyles
Elevated risk of breast cancer * land risk reduction
based on validated risk options’™
estimation™® models (BRISK-C) (BRISK-A) Individual does not desire
and risk-reducing therapy (BRISK-T)
Life expectancy 210 y9:K
If individuals have any of the assess¢ d I
(familial and nun-famﬁial] risks but lil - E;:Eﬁ:fgammg healthy lifestyles

expectancy <10 y¥

' The routine use of PRS in breast cancer risk assessment is discouraged. Further validation is required to understand interaction of SNPs with environmental or
hormonal risk factors and disease subtype in diverse populations. Ongoing research will shed light on utility of PRS in comprehensive risk assessment models to guide
personalized therapy.

B n patients with at least one intact breast for whom risk-reducing therapy is recommended.

K See life expectancy calculator (www eprognosis.com). For a reference paoint, the life expectancy of the average 78-year-old patient AFAB in the United States is 10.2

rs '

| Eﬁ?rménems of Risk/iBenefit Assessment and Counseling (BRISK-A).

m See BRISK-B for risk reduction agents and details on dosing.

r These individuals are at a significantly elevated risk for breast cancer and risk reduction options should be strongly considered. Bhatia S, et al. Clin Cancer Res
2021;27:967-974.

5 Individuals with AH have an 86% reduction in risk with an endocrine agent. LCIS has a >50% reduction in risk with an endocrine agent. Risk-reducing endocrine
agents should be strongly recommended for individuals with AH and LCIS (for risk-reducing endocrine therapy agent options, see BREISK-B).

Mote: All recommeandations are category 2A unless otherwise indicated.

ERISK-4

Version 120028, 0828524 © 2024 Natonal Comprehensive Canoer Metwork™ (NCCN"), Al rights reserved. HCCN Guidelines™ and this illustration may not be reproduced in any form without the express writen permission of NCCH.
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Table of Contents
Discussion

RISK-REDUCING AGENT

Clinical trial®

Premenopausal” = or
Tamoxifen™Y (category 1)34

Clinical trial*

or

Tamoxifen™* (category 1)*®
Postmenopausal'Y——» gr

Raloxifene™ (category 1)

or

Aromatase inhibitors™ (category 1)#9|
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SURVEILLANCE

« Surveillance according to NCCN Guidelines for
Breast Cancer Screening and Diagnosis for those
at increased risk for breast cancer

« Routine age-appropriate gynecologic screenin
(for individuals with intact uterus on tamoxifen)bP

« Ophthalmology exam if cataracts or vision
problems

« For management while on endocrine agent, see
ERISK-8

« Monitor bone density while on aromatase

inhibitors

Un centre d’excellence pour tous les patients
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QUE NOUS DISENT LES GUIDELINES? ESMO

ANNALS or
ONCOLOGY

driving innowation in oncology

GOO0D SCIEMCE
BETTER MEDIINE
BEST PRACTCE

SPECIAL ARTICLE

Risk reduction and screening of cancer in hereditary breast-ovarian cancer
syndromes: ESMO Clinical Practice Guideline”"

C. Sessal, J. I!'..-alln'mf‘iaﬁr S. L. Bnh-erg, M. J. Cardnan, N. Culumhn-s*‘", G. Curiglianu?’a, S. M. Dnmchekg, D. G. Euansm*“,
D. Fischerova'’, N. Harbeck™, C. Kuh!', B. Lemley *"'®, E. Levy-Lahad'’, M. Lambertini'®"’, J. A. Ledermann™, S. Loibl™",

K.-A. Phillips”” & S. Paluch-Shimon”®, on behalf of the ESMO Guidelines Committee’
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BRCA1/2 PV carriers is less clear.”*”"*® Although alcohol is
associated with increased risk for breast cancer in the general
population,”” studies have not demonstrated a clear associ-
ation for BRCA1/2 PV carriers.” ™"

Recommendations

e Physical exercise most days at moderate or strenuous in-
tensity should be encouraged if appropriate (more is bet-
ter); avoid being overweight or obese and encourage
breastfeeding [B].

¢ Minimise alcohol intake [C].

e Decisions about hormonal contraception should weigh
the possible increase in breast cancer risk against contra-
ceptive efficacy, convenience and reduction in risk of
ovarian cancer [C].

Risk-reducing medication

RRMed is an option for women who postpone, or do not
undergo, elective bilateral RRM (BRRM). In randomised
placebo-controlled trials for women with an elevated life-
time risk (LTR) of breast cancer (genetic status was only
available in a very small subset of these women), the se-
lective estrogen receptor modulators, tamoxifen and ral-
oxifene, and the aromatase inhibitors, anastrozole and
exemestane, reduced breast cancer incidence by ~ 30%-
60%, especially estrogen receptor-positive disease. The ab-
solute risk of serious side-effects was low, particularly for
premenopausal women.*" Five years of daily tamoxifen (20
mg) or anastrozole (1 mg) reduces risk for at least 20 and 10

Volume 34 m Issue 1 m 2023

years, respectively. Lower dose, shorter-duration tamoxifen
is an option if the 20 mg dose is not tolerated. Tamoxifen is
the only option for premenopausal women. Side-effect
profiles should be considered when choosing between
agents for postmenopausal women, including risks of
thrombosis, endometrial cancer and osteoporosis.

Data pertaining specifically to women with PVs in germ-
line predisposition genes are extremely limited. The un-
derpowered LIBER trial showed no reduction in first breast
cancers in carriers of BRCA1/2 PVs randomised to letrozole
versus placebo.”” A subgroup analysis of the effect of
tamoxifen for individuals with BRCA1 and BRCAZ in the
NSABP-P1 trial was too small and thus uninterpretable.*’
Observational studies of tamoxifen and aromatase in-
hibitors for risk reduction of contralateral breast cancer
have suggested benefits for carriers of both BRCA1 and
BRCAZ2 PVs.”" There are no data pertaining to PVs in other
breast cancer predisposition genes.

Recommendation

e RRMeds can be considered for primary risk reduction of
breast cancer and risk reduction of contralateral disease
in women who decline BRRM, or who have a risk level
that does not warrant surgery [C].

Risk-reducing surgery

BRRM is the most effective method for reducing breast
cancer risk among BRCA1/2 PV carriers.*” High-risk carriers

https://doi.org/10.1016/j.annonc.2022.10.004 37
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/Thésaurus

FEMMES
PORTEUSES

D UNE MUTATION

DE BRCAT
OU BRCA2

/Détection precoce du cancer du sein
et des annexes et stratégies de réduction

du risque

RECOMMANDATIONS

Hormonopreévention

Bien qu’il y ait des données avec un niveau de preuve elevé pour les femmes a haut risque de
cancer du sein, il n’y a pas de données sur le bénéfice des SERM et des inhibiteurs de I'aromatase
sur la réduction du risque de cancer du sein chez les femmes porteuses d’une mutation de BRCA1/2
et indemnes de cancer. Par conséquent, ces traitements hormonaux en prévention primaire du
cancer du sein chez ces femmes doivent s’envisager dans le cadre d’essais cliniques.

Pour les femmes porteuses d’une mutation de BRCA1/2 et atteintes d’un cancer du sein (avec ou
sans recepteurs hormonaux): les données disponibles ne concernent que les SERM et les
inhibiteurs de I"'aromatase administrés en situation adjuvante. Les utilisations de ces traitements
hormonaux chez les femmes n’ayant pas recu un traitement hormonal en situation adjuvante ne
peuvent donc pas faire 'objet de recommandations faute de données.

Les experts recommandent la mise en place et la poursuite d’études cliniques pour évaluer
"efficacité et préciser la balance bénéfice-risque a long terme de ces traitements hormonaux a visée
préventive chez les femmes porteuses d’une mutation de BRCA1/2.
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QUEL AVENIR?
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DEPISTAGE DE PRECISION >> PREVENTION DE PRECISION?

313 SNP polygenic model
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016 —

014 —

012 —

010 —

008 —

Probability density
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004 —
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Mean

0.00
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Breast cancer risk by age 80 (%)

— Full model

Polygenic score

— Lifestyle and hormonal risk factors

Near-population risk
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High risk
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Preuve de concept d'un depistage stratifie selon ;@:) My PeBS

le risque individuel

4 ANS DE SUIVI

Femmes dgées de 40 a 70 ans
Informations provenant de centres de
dépistage organisés ou volontaires

53 142 femmes
6 pays
Critere d'évaluation
principal : 2027

Visite d'inclusion dédiée
Femmes ayant des antécédents de cancer du sein ou

déja identifiées comme présentant un risque trés élevé

Critéres d'exclusion : }

ELIGIBILITE

Randomisation

Bras standard Bras basé sur le risque

3135NP

Visite 3 mois aprés la randomisation : annonce de la catégorie de

risque et du calendrier

Dépistage selon les recommandations
actuelles

Risque trés élevé
=> mammographie
et IRM annuelles

Risque élevé
=> mammographie

Risque faible
=> mammographie =>mammogramme
adans tous les 2 ans annuelle

Ce projet a recu un financement de I'Union européenne (N° 755394) dans le cadre du programme de recherche et d'innovation Horizon 2020. -

Yang, nature review cancer 2023

Un centre d’excellence pour tous les patients
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QUID NOUVEAUX TRAITEMENTS ANTI-HORMONAUX?
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IMPACT HT + ICDK4/6? MONARCHE

monarchE Study Design (NCT03155997)

HR+, HER2-

node-positive

high-risk EBC

Cohort 1: High risk based on
clinicopathological features

« 24 positive axillary lymph nodes (ALN)
OR
* 1-3 ALN and at least 1 of the below:

= Grade 3 disease
= Tumor size 25 cm

1

ITT population

Cohort 2
N =517 (9%)

Cohort 1
N = 5120 (91%)

Cohort 2: High risk
based on Ki-67

+ 1-3 ALN AND Ki-67 220%

* No grade 3
* Tumor size <5 cm

Randomized

N=35637

Detailed study design previously described [Johnston SRD, et al. J Clin Oncol. 2020;38(34):3987-3998]

Ccohort 2 recruitment started 1 year after Cohort 1

On-study
treatment
2 years

Abemaciclib
(150mg twice daily)

+ET°

Follow-up
period
ET 3-8 years as
clinically indicated

Abbreviations: ALN = positive axillary lymph nodes; ET = Endocrine Therapy; HER2 = human epidermal receptor 2; HR = hormone receptor; ITT = intent-to-treat population; N = number of
patients in the ITT population; R = randomized; SOC = standard of care
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Summary of IDFS events

Abemaciclib + ET ET alone
ITT population N=2808 N=2829
Number of IDFS events, n (%) 336 (12:0) 499 (17-6)
Death without invasive disease 30(1-1) 20 (0-7)
Invasive disease recurrence 306 (10-9) 479 (16-9)
Local/regional recurrence 48 (1-7) 76 (2-7)
Distant recurrence 225 (8-0) 364 (12-9)
Contralateral recurrence 9(0-3)
Second primary neoplasm 29 (1-0) 38 (1-3)

Note: Tumour locations at the first occurrence were summarised n this table.
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IMPACT HR + ICDK4/6? NATALEE
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Table S5. Type and Site of First Invasive Disease-Free Survival Event?

RIB + NSAI NSAI Only
(N=2549) (N=2552)
n {'Ti"u} n {%]
Type of first iDFS event
Invasive IBTR 8 (0.3) 7 (0.3)
Locallregional invasive recurrence 19 (0.7) 35 (1.4)
Distant recurrence 120 (4.7) 170 (6.7)
Invasive contralateral breast cancer 7 (0.3) 9 (0.4)
Death 13 (0.5) 7(0.3)
Primary cause of death adverse event 12 (0.5) 3(0.1)
Primary cause of death disease
recurrence/progression 1(<0.1) 0
Primary cause of death other 0 4 (0.2)
Second primary non-breast invasive cancer 30 (1.2) 28 (1.1)
Site(s) of iDFS event recurrence (excluding death
and second primary non-breast invasive cancer)
Ipsilateral breast 8 (0.3) 6 (0.2)
Ipsilateral chest wall/skin 10 (0.4) 15 (0.6)
Ipsilateral axilla 4 (0.2) 7 (0.3)
Regional lymph nodes 9 (0.4) 17 (0.7)
Contralateral breast (with or without contralateral
lymph nodes) 7 (0.3) 9(0.4)
Bone 71 (2.8) 96 (3.8)
Liver 34 (1.3) 53 (2.1)
Lung/pleura 22 (0.9) 37 (1.4)
Central nervous system 11 (0.4) 16 (0.6)
Distant lymph nodes 17 (0.7) 23 (0.9)
Other 11 (0.4) 8 (0.3)

IBTR, ipsilateral breast tumor recurrence; iDFS, invasive disease-free survival; NSAI,
nonsteroidal aromatase inhibitor; RIB, ribociclib.

a Patients may have multiple iDFS recurrence sites counted in the table but are only counted
once per patient.
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PARP inhibiteurs?
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OLYMPIA TRIAL BREAST CANCER Olaparib Placebo
(N=921) (N=915)
no. of patients (%)

Contralateral invasive breast cancer 15 (1.6) 18 (2.0)

Second primary malignancies 11 (1.2) 23 (2.5)

Second primary invasive non- 2 (0.2) 10 (1.1)
breast ovarian/fallopian tube

malignancy - -

Second primary invasive non- 9 (1.0) 13 (1.4)

breast non-ovarian malignancies

SOLO1 TRIAL OVARIAN CANCER Olaparib Placebo

(N=260) (N=131)
no. of patients (%)

Breast cancer events 1.2% 2.3%

Geyer et al Ann Oncol 2023, Moore et al New Engl J Med 2018




CONCLUSION

Des recommandations internationales variables
Pas de recommandation d’hormonoprévention en FRANCE

Avenir: Prévention de précision?

Un centre d’excellence pour tous les patients




