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CHOIX STRATEGIQUES DANS LA
POPULATION RH+



Recommandation 1:
Traitement antihormonal d’abord chez les RH+

1. Endocrine therapy, rather than chemotherapy, should be offered as the standard first-line treatment for patients with hormone
receptor-positive advanced/metastatic breast cancer, except for immediately life threatening disease or if there is concern
regarding endocrine resistance.

A. The main benefit is less toxicity and better quality of life for the patient associated with endocrine therapy compared with
chemotherapy (potential benefit: high). The harm is that metastatic disease could progress rapidly and prove fatal if there is no
response, but the risk of this is low (potential harm: low).

B. The quality of the evidence is intermediate, and is based on the NCCC systematic review.

C. The strength of this recommendation is strong and is supported by the evidence and expert consensus.

o Qualifying statement: It should be noted that the basis for this recommendation is the relative likelihood of response to chemotherapy
versus endocrine therapy and not the rapidity of response, for which there are no good data
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The preferred 1st line ET for postmenopausal patients is an aromatase

inhibitor or tamoxifen, depending on type and duration of adjuvant ET.
(LoE: 1 A)

Fulvestrant HD is also an alternative option. (LoE: 1 B)

Al + everolimus is also an option after progression on a non-steroidal Al.
(LoE: 1 B)

Total number of votes: 36
1. YES: 83,3% (30)

2. NO: 0%

3. ABSTAIN: 16,6% (6)
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is defined as severe organ dysfunction as assessed by
signs and symptoms, laboratory studies, and rapid progression of
disease.

Visceral crisis is not the mere presence of visceral metastases but
implies important visceral compromise leading to a clinical indication for
a more rapidly efficacious therapy, particularly since another treatment
option at progression will probably not be possible.

(LoE: Expert opinion).

Total number of votes: 40
1. YES: 95,0% (38)

2. NO: 0%

3. ABSTAIN: 5,0% (2)
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is defined as:
Relapse while on the first 2 years of adjuvant ET

PD within first 6 ms of initiating 15t line ET for MBC, while on ET

is defined as:
Relapse while on adjuvant ET but after the first 2 years
Relapse within 12 months of completing adjuvant ET
PD 2 6 months after initiating ET for MBC, while on ET

(LoE: Expert opinion)

Total number of votes: 33
1. YES: 66,6% (22)

2. NO:12,1% (4)

3. ABSTAIN: 21,2% (7)
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The addition of everolimus to an Al is a valid option for some post-
menopausal patients with disease progression after a non-steroidal Al,
since it provides a significant benefit in PFS (about 5 months). However,
data on OS are still awaited and decision must balance the increased
toxicity associated. (LoE: 1 B)

At present, no predictive biomarker exists to identify those patients who
benefit from this approach.

Total number of votes: 40
1. YES: 90,0% (36)

2. NO: 2,5% (1)

3. ABSTAIN: 7,5% (3)



Exemestane vs Exemestane + Everolimus
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Prise en charge des cancers du sein RH+
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14. Un traitement anti-hormonal doit toujours étre le
premier choix thérapeutique en cas de rechute
métastatique d’un cancer du sein RE+ ; Her2- en
I’absence de crise viscérale. (accord d’experts)

iy sale

1. Oui, je suis d’accord avec la proposition 64% 88%
2. Non, je ne suis pas d’accord avec la proposition 33% 12%
3. Je m’abstiens 3% 0%
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Prise en charge des cancers du sein RH+

15. En cas d’hormono-résistance secondairea 1
traitement par IA, I’association de everolimus a
une hormonothérapie est une option valide.
(niveau 1B)

BT

1. Oui, je suis d’accord avec la proposition 92% 100%
2. Non, je ne suis pas d’accord avec la proposition 4% 0%
3. Je m’abstiens 4% 0%



Conclusions 2

e Le traitement antihormonal reste le choix initial privilégier
en situation métastatique chez les patientes RH + mais:

— |l est essentiel de définir une population qui doit bénéficier
d’une chimiothérapie premiere

— |l est important de considérer que la définition de la résistance
aux traitements antihormonaux est une définition de consensus
et non biologique

— Que l'association everolimus-exemestane est le choix
préférentiel a ce jour apres une résistance aux IA non
stéroidiens

— Mais que la « sous-exposition » a une chimiothérapie peut
éventuellement impacter la survie globale



CHOIX DU TRAITEMENT DE
CHIMIOTHERAPIE



Recommandation 2:
préférer la chimiothérapie séquentielle
a la polychimiothérapie concomittante

2. Sequential single-agent chemotherapy rather than combination therapy should be offered, although combination regimens maybe
considered for immediately life-threatening disease for which time may allow only one potential chance for therapy.

A. The benefit is less toxicity and better quality of life (potential benefit: high). The potential harm is for rapidly progressing,
life-threatening disease to escape control if response to a single agent isn’t achieved (potential harm: high). The main benefit is
there is less toxicity and better quality of life for the patient associated with sequential single agent chemotherapy compared
with combination chemotherapy (potential benefit: high). The harm is that metastatic disease could progress rapidly if there is
no response, but the risk of this is low (potential harm: low).

B. The evidence quality is high, and includes a large RCT.

C. The strength of this recommendation is strong,
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Both combination and sequential single agent CT are reasonable
options. Based on the available data, we recommend sequential
monotherapy as the preferred choice for MBC. Combination CT should
be reserved for patients with rapid clinical progression, life-threatening
visceral metastases, or need for rapid symptom and/or disease control
(LoE: 1 B).

Total number of votes: 26
1. YES: 96% (25)

2. NO: 0%

3. ABSTAIN: 4% (1)



Combination Sequential Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Alha 2004 0.0296 0.1827 69 75 107% 1.03[0.72,1.47) .
Baker 1974 0,239 02295 46 30 6.8% 1.27[0.81,1.99] ™
Beslija 2006 -0.6033 0.2865 50 50 43% 055([0.31,0.96] 7
Conte 2004 0.0862 0.139 106 92 185% 1.089[0.83,1.43] ™
Fountzilas 2001 0.2151 01579 a0 93 143% 1.24[091,1.69] ™
Park 2010 02776 02429 41 40 6.0% 1.32[082, 212] T
Sledge 2003 0.2469 0.0962 230 453 38.5% 1.28[1.06,1.55) L
Tomova 2010 -0.1625 06415 46 53 0.9% 0.85([0.24, 2.99] Y E— PFS
Total (95% Cl) 678 886 100.0% 1.16[1.03, 1.31] IO
Heterogeneity: Chi*=8.41, df=7 (P=0.22); F= 26% 50 01 0*1 ] 1*0 100’
Testfor overall effect 2= 2.52 (P = 0.01) Favours combination Favours sequential
Combination Sequential Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight [V, Fixed, 95% Cl IV, Fixed, 95% CI
Alba 2004 0.2151 0.2634 69 75 45% 1.24[0.74,2.08] T
Baker 15974 0.3716 0.2606 46 30 46% 1.45[087,242] T
Beslija 2006 -0.6387 0.3182 50 50 31% 0.53[0.28,0.99] —
Chlebowski 1989 -0.1054 01282 129 93 192% 0.90[0.70,1.16] -
Conte 2004 0174 02355 106 92 57% 1.19[0.75,1.89] T
Fountzilas 2001 01989 01667 90 93 11.3% 1.22[0.88,1.69] ™
Park 2010 -01744 0235 41 40 57% 0.84[0.53,1.33] -
Sledge 2003 0.0488 0.0901 230 453 38.8% 1.05[0.88,1.25)
Tomova 2010 01989 0211 46 53 71% 1.22[0.81,1.84] OS
Total (95% Cl) 807 979 100.0% 1.04[0.93, 1.16]
Heterogeneity. Chi*=1054, df=8 (P=0.23), F= 24% -0 01 0f1 ] 150 1005

Test for overall effect Z=0.76 (P=0.45)

Favours combination

Favours sequential

Dear et al. Cochrane Review 2013




Place du bévacizumab

3. With regard to targeted agents, the role of bevacizumab is controversial, and this therapy should be considered (where available) with
single-agent chemotherapy only when there is immediately life-threatening disease or severe symptoms, in view of improved response
rates (similar to Recommendation 2 regarding the use of combination chemotherapy). It is recognized that there is not currently an
approved indication for bevacizumab in the United States because the weight of evidence shows no significant survival benefit. Other
targeted agents should not be used either in addition to, or as a replacement for, chemotherapy in this setting outside of a trial
A. Thebenefit is improved disease control (potential benefit: moderate). The potential harms are unique toxicity, increased costs,

and barriers to access (potential harm: high)
B. The quality of the evidence is high and Is supported by multiple trials.
C. The strength of the recommendation Is moderate and is based on both evidence and expert consensus.

o Qualifying statement: Bevacizumab added to single-agent chemotherapy improves response and progression-free survival but not over-
all survival
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Bevacizumab combined with a chemotherapy as 1st or 2"? line therapy
for MBC provides only a moderate benefit in PFS and no benefit in OS.
The absence of known predictive factors for bevacizumab efficacy
renders recommendations on its use difficult. Bevacizumab can only
therefore be considered as an option in selected cases in these settings
and is not recommended after 1t/2" line.

(LoE: 1 A).

Total number of votes: 23
1. YES:74% (17)

2. NO: 9% (2)

3. ABSTAIN: 17% (4)
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Quelle chimiothérapie ?

4. No single agent has demonstrated superiority in the treatment of patients with advanced breast cancer, and there are several active
agents appropriate for first-line chemotherapy. The evidence for efficacy is strongest for taxanes and anthracyclines. Other options
include capecitabine, gemcitabine, platinum-based compounds, vinorelbine, and ixabepilone. Treatment selection should be
based on previous therapy, differential toxicity, comorbid conditions, and patient preferences. Specifically, drugs for which clinical
resistance has already been shown should not be reused
A. The benefit is a patient-tailored approach with potential improvements in disease control and quality of life (potential benefit:
high). The harm is the potential use of a less active agent (potential harm: low)

B. The evidence quality supporting the activity of a number of single agents is high, but there is insufficient evidence to support
superiority of any single agent.

C. The strength of the recommendation is strong and is based on the available evidence and expert consensus

7. Second- and later-line therapy may be of clinical benefit and should be offered as determined by previous treatments, toxicity,
coexisting medical conditions, and patient choice. As with first-line treatment, no clear evidence exists for the superiority of one
specific drug or regimen. Active agents include those active in first-line treatment.

A. The benefit is further chance of disease control and symptomatic improvement (potential benefit: high). The harm is toxicity
(potential harm: high).

B. The quality of the evidence ranges from high to low as reported in multiple randomized trials.

C. The strength of the recommendation is strong and is based on expert consensus

o Qualifying statement: The most convincing data are for eribulin based on survival superiority against best standard treatment in a re-
cent large RCT, but there is a lack of good comparative data between these various agents.
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In patients pre-treated (in the adjuvant or metastatic setting) with
anthracycline and taxanes and who do not need combination CT,
capecitabine, vinorelbine or eribulin single agent are the preferred
choices. Additional choices include gemcitabine, platinum, a taxane,
liposomal anthracyclines.

Decision should be individualized and take into account different toxicity
profile, previous exposure, patient preferences.

(LoE: 1 B)

Total number of votes: 35
1. YES:77,1% (27)

2. NO:2,8% (1)

3. ABSTAIN: 20,0% (7)

To include in manuscript: table with best options for 15t line, 2"? line, and beyond;
mention that eribulin gives survival benefit in heavily pretreated pts



Conclusions 3

* Le choix de la chimiothérapie en premiere
lighe métastatique reste « ouvert » entre
anthracyclines/taxanes +/- bevacizumab

* Le choix apres anthracyclines et taxanes se
défini de facon plus claire avec deux options
au moins équivalentes
— Eribuline

— Capecitabine



Doit-on adapter la chimiothérapie au profil
biologique de la tumeur ?

6. Chemotherapy regimens should not be specifically tailored to different breast cancer subtypes (eg, triple negative, lobular) at the
present time due to the absence of evidence proving differential efficacies. In addition, in vitro chemoresistance assays should not
be used to select treatment

A. The benefits are not omitting potentially efficacious treatment and cost-saving on in vitro assays (potential benefit: high)
B. Current evidence shows no convincing basis for either of these approaches

C. The strength of this recommendation is moderate, and is supported by expert consensus




MXQB_J 13

In patients with BRCA-associated triple negative or endocrine resistant
MBC pre-treated with anthracycline and taxanes (in the adjuvant or
metastatic setting) treatment with a platinum regimen may be
considered, outside of a clinical trial. (LoE: 1 C)

All other treatment recommendations are similar to sporadic MBC.

Total number of votes: 40
1. YES: 82,5% (33)

2. NO:5% (2)

3. ABSTAIN: 12,5% (5)

To include in manuscript: PARP inhibitors have shown significant activity in
BRCA mutated tumors, in clinical trials.



Conclusions 4

* En dehors de la population HER2 positive et
de la population BRCA mutée, le choix de la
chimiothérapie doit étre orienté par le niveau
de preuve des résultats cliniques

* La place des sels de platine reste a ce jour
limitée en situation précoce aux populations
BRCA mutée et non triples négatives en
general



Quelle place pour la maintenance ?

5. Chemotherapy should be continued until progression of disease as tolerated because it modestly improves overall survival and
substantially improves progression-free survival, but this has to be balanced against toxicity and quality of life. Short breaks,
flexibility in scheduling, or a switch to endocrine therapy (in patients with hormone receptor—positive disease) may be offered to
selected patients.

A. The benefits are more time before disease-progression and modestly improved survival (potential benefit: high). The harm is
more prolonged toxicity (potential harm: moderate).

B. The evidence quality is high, and is based on a systematic review with meta-analysis.

C. The strength of the reccommendation is strong, and is supported by evidence and expert consensus.

o Qualifying statement: It is recognized that the balance between continuing treatment to maintain disease control and coping with pro-
gressive AEs and/or toxicity is a difficult one. It will be influenced by many factors, including drug used (eg, long-term use of capecit-
abine is relatively easy, whereas docetaxel is severely limited by cumulative toxicity) and requires a continuing dialogue between doctor
and patient.




Study HR + 95% CI % Weight HR 95% CI Study HR + 95% CI % Weight HR 95% CI

Coates 1987 —— 13 0.79 0.62t0 1.01 Coates 1987 ——H 13 0.56 0.44t0 0.71
Harris 1990 2 1.06 0.57 t0 1.97 Harris 1990 g 2 1.18 0.65 to 2.15
Muss 1991 ¢ 5 mm 0.74 to 1.67 Muss 1991 —— 3 0.26 0.16 t0 0.43
Ejlertsen 1993 o 17 0.78 0.63 to 0.97 Ejlertsen 1993 L g 28 0.71 0.611t00.83
Gregory 1997 5 0.81 0.54t0 1.21 Gregory 1997 —— 10 0.70 0.53t0 0.92
Falkson 1998 8 0.94 0.69t0 1.28 Falkson 1998 —— 5 0.46 0.31t0 0.68
Bastit 2000 A 18 0.96 0.781t0 1.18 Bastit 2000 —4— 1" 0.65 0.50 to 0.84
Nooij 2003 =P 17 1.03 0.83t0 1.27 Nooij 2003 —— 8 0.67 0.50 to 0.90
Gennari 2006 ¢+ 4 112 0.73t0 1.72 Gennari 2006 —— 6 1.01 0.71t0 1.43
Majordomo 2009 L . 7 0.94 0.67 to 1.32 Majordomo 2009 4 8 0.77 0.57 to 1.05
Alba 2010 5 0.86 0.58 to 1.27 Alba 2010 —— 6 0.53 0.37t0 0.76
Overall 100 0.91 0.84 to 0.99 Overall 100 0.64 0.55 to 0.76

0.;0 1.00 10100 04%0 1.00 10‘.00
Longer better Shorter better Longer better Shorter better
Test for heterogeneity, P= .69 Test for treatment effect, P = .046 Test for heterogeneity, P=.01 Test for treatment effect, P <.001

Gennariiet al. JCO 2011
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Endocrine treatment after CT (maintenance ET) to maintain benefit is a

reasonable option, though it has not been assessed in randomized trials
(LoE: 1 C).

Total number of votes: 32
1. YES: 88% (28)

2. NO:3% (1)

3. ABSTAIN: 9% (3)



Conclusions 5

e Le traitement de maintenance antihormonal
est plus une habitude qu’un niveau de preuve
démontré

* De nouvelles données viennent ouvrir des
perspectives stratégiques avec des schémas
de type « switch-maintenance »



En conclusion

Recommandations ESO-ASCO proches avec quelques nuances

Populations HER2 positives et probablement BRCA mutées dans
I"avenir faisant I'objet de prises en charge spécifiques

Choix stratégiques initiaux entre traitement antihormonal et
chimiothérapie non encore élucidé mais attention a la « sous-
exposition » a la chimiothérapie (STIC CTC)

Indication d’une association d’un traitement antihormonal associé
a un modulateur biologique en cas de progression sous IA non
stéroidiens (everolimus)

Anthracyclines ou taxanes +/- bevacizumab reste les traitements de
référence en initiation (en I'absence de contre-indication

Eribuline et capécitabine sont le choix stratégique apres
anthracyclines et taxanes
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