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Carcinomes canalaires in situ: y-a-t-il
une place pour un traitement
systemique?
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Contexte

Incidence croissante des CIS

Taux de mastectomie éleve

Polémique sur surdiagnostic et sur-traitement
Pas de pression industrielle

Attention: dans ce topo, surveiller les critéeres de jugement:
 survie sans rechute locale

 survie sans rechute

« évéenements ipsi/controlatéraux, infiltrants ou pas

 survie spécifique

* survie globale
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Pronostic des in-situ
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Donker et al JCO 2013

EORTC 10853-a 15 ans

23% rechute locale,
% invasive, Y2 in situ

Risque de DC identique
dans les 2 bras:

BCSS: HR =1.07

OS: HR =1.02



Pronostic des In-situ
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Fig 4. Breast cancer-specific survival after a local recurrence {(LR) & years
after random assignment. DCIS, ductal carcinoma in situ; n, number of’

patients; O, observed.

Donker et al JCO 2013

Mais...
apres une rechute
Invasive:

OS: HR 5.17 (vs
pas de rechute)

BCSS: HR 17.7



Tendances ameéricaines des
traitements et effets
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Modeélisation des risques

Ipsilateral diagnosis
DCIS

— LO invasive
— LRT
Women
with newly ._ R Entry Disease-free
diagnosed |8 LO + TAM — (after initial
DCIS - treatment)
— MTX
| MTX + Recon

Soeteman et al JNCI 2013 Modélisation des risques

Start new
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Modéelisation des risques

Survie sans rechute:
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Soeteman et al JNCI 2013 Modélisation des risques



Cochrane 2012: Méeta-analyse des 2 essais
randomises

CIC Ipsilateral

Study or subgroup

Tamoxifen Contro log [Hazard Ratio] Hazard Ratio Weight Hazard Ratio
N N (SE) V,Fixed,95% C V.Fixed,95% Cl
NSABP B-24 Trial 201 | 899 900 0.17435 (0.174689) = 368 % 084[ 060, 1.18]
UK ANZ Trial 201 | 794 782 0.35667 (0.133296) . 63.2 % 0.70[ 054,091 ]
Total (95% CI) - 100.0%  0.75[ 0.61, 0.92 |
Heterogeneity: Chi* = 0.69, df = | (P = 0.41); I =0.0%
Test for overall effect: Z = 2.73 (P = 0.0063)
Test for subgroup differences: Not applicable
1 1 1 1 1 L 1
Q.1 02 05 2 5 10
Favours Tamoxifen Favours control
Staley Cochrane Rev 2012




Cochrane 2012: Méeta-analyse des 2 essais
randomises

CIC controlateral

Study or subgroup Tamoxifen Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H,Fixed,95% Cl M-H Fixed,95% C

NSABP B-24 Trial 201 | 4/899 25/500 . _J 69.3 % 056 [ 029, 1.07 ]
UK ANZ Tral 201 | 1/794 | 1/782 = 30.7 % 036[0.11, 1.L12]

Total (95% CI) 1693 1682 - 100.0 % 0.50 | 0.28, 0.87 |
Total events: |18 (Tamoxifen), 36 (Placebo)
Heterogeneity: Chi? = 045, df = | (P = 0.50); ? =00%
Test for overall effect: Z = 243 (P = 0.015)

Test for subgroup differences: Not applicable

Staley Cochrane Rev 2012



Cochrane 2012: Méta-analyse des 2
essals randomiseés

NSBAP B24. When data for those with clear margins
were analyzed, there was no significant benefit of

1f 3 1 tamoxifen in reducing ipsilateral breast cancer events
InvaSIf IPSIIate ral (11.27 per 1,000 patients with tamoxifen versus 14.52

per 1,000 patients on placebo, RR 1.00).

Study or subgroup log [Hazard Ratio] Hazard Ratio Weight Hazard Ratio

(SE) IVFixed,95% CI VFixed,95% C
NSABP B-24 Trial 201 | 0.38566 (0.168892) = 554 % 0.68[ 049 095]
UK ANZ Trial 201 | 0.05129 (0.188163) L 44.6 % 095 [ 066, 1.37]

Total (95% CI) . 100.0 % 0.79 [ 0.62, 1.01 |

Heterogeneity: Chiz = |75, df = | (P = 0.19); I2 =43%
Test for overall effect: Z = 1.88 (P = 0.060)

Test for subgroup differences: Not applicable

Staley Cochrane Rev 2012



Cochrane 2012: Méta-analyse des 2
essais randomises

Invasif controlateral

Study or subgroup Tamoxifen Placebo Risk Ratio Weight Risk Ratio

M-H Fixed,95% C

fiN ed,7o% U
NSABP B-24 Trial 201 | 30/899 48/900 -
UK ANZ Trial 201 | 2/794

0.63 [ 040, 0.98 ]

344 % 047[024,093]
Total (95% CI) 1693 1682 - 100.0 % 0.57 [ 0.39, 0.83 |

Total events: 42 (Tamoxifen), 73 (Placebo)
Heterogeneity: Chi* = 0.46, df = | (P = 0.50); * =0.0%
Test for overall effect: Z = 2.93 (P = 0.0034)

Test for subgroup differences: Not applicable

Message de fond:
|| faut traiter 15 femmes pour éviter un évenement mammaire

Staley Cochrane Rev 2012



Cochrane 2012: Méta-analyse des 2
essals randomiseés

Mortalité

Study or subgroup Tamaxifen Control Risk Ratio Weight Risk Ratio

n/N n/N M-H,Fixed,95% Cl M-H Fixed,95% C

NSABP B-24 Trial 201 | 48/899 49/900 f 098 [ 067, 1.44 ]

UK ANZ Trial 201 | 01/883 78/81 | 624 % .19 [ 020, 1.57 ]

Total (95% CI) 1782 1711 1 100.0 % 1.11 [ 0.89, 1.39 |

Total events: 149 (Tamoxifen), 127 (Control)

Heterogeneity: Chi* = 0.63, df = | (P = 0.43): I? =00%
Test for overall effect: Z = 091 (P = 0.36)

lest for subgroup differences: Not applicable

Staley Cochrane Rev 2012



Cochrane 2012: Méta-analyse des 2
essais randomises

Cancer de I'endometre

Study or subgroup lamaoxifen Placebo Risk Ratio Weight Risk Ratio
n/iN n/N M-H,Fixed 95% Cl M-H Fixed,95% C

NSABP B-24 Trial 201 | 7/899 3/899 —-— 100.0 % 233[061,899]
i

Total (95% CI) 899 899
Total events: 7 (Tamoxifen), 3 (Placebo)

100.0 % 2.33[0.61, 8.99 ]

Heterogeneity: not applicable
Test for overall effect: Z = 1.23 (P = 0.22)

Test for subgroup differences: Not applicable

Staley Cochrane Rev 2012



Cochrane 2012: Méta-analyse des 2

essals randomises

CIC ipsilateral, patientes irradiées

Study or subgroup Tamaxifen Contro Risk Ratio Weight

Risk Ratio
M-H Fixed. 95% C

UK ANZ Trial 201 | 1316 1267 —-
NSABP B-24 Trial 201 | 60/899 £8/900 - 81.7 %
-

Total (95% CI) 1215 1167

lotal events: 71 (Tamoxifen), 82 (Control)

18.3 %

100.0 %

Heterogeneity: Chi® = 044, df = | (P = 051); ¥ =00%
Test for overall effect: Z = 1.09 (P = 0.28)

Test for subgroup differences: Not applicable

066 [ 031, 1.44]
088 [ 063, 1.23]

0.84 [ 0.62, 1.15 |

Staley Cochrane Rev 2012



Cochrane 2012: Méta-analyse des 2

essals randomises

Mortalité, patientes irradiées

Study or subgroup Tamaxifen

Weight

Risk Ratio

M-H Fixed,95% |

~ i . = 2
NSABP B-24 Trial 201 | 48/895 19/900 2

UK ANZ Trial 201 | 13/316 261267

Total (95% CI) 1215 100.0 %

Total events: 91 (Tamoxifen), 75 (Control)

Heterogeneity: Chi? .34, df | (P =0.25); 2 =25%
Test for overall effect: Z = 0.83 (P = 041)

Test for subgroup differences: Not applicable

098 [ 067, 1.44 ]

1.40[ 088, 2.21 ]

1.13 | 0.84, 1.52 ]

Staley Cochrane Rev 2012



Patients with follow-up
(I1 = 900]

Patients with sufficient
tissue for ER/PgR assessment
(analyzed; n = 368)

(n=902)

ER+

Allred NSABP B24 JCO 2012, editorial M Morrow

Bénéfice selon RE? NSABP B14

Patients randomly assigned
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Bénéfice selon autres criteres?

Tamoxifen Notamoxifen HR (95%Cl)
(n/N) (WN)

Patientswho did not receive radiotherapy :

Ipsilateral :

Invasive 46/794 51/782 _,_.__ 0-89 (0-59-1:33)
DCIS 60/794 841782 — 071(0:51-0.99)
Al 109/794  140/782 = B 0.77 (0-59-0-98)

Contralateral i
Invasive 6/794 20/782 ; 029 (012-0.73)
DCIS 21794 9/782 < 0-22 (0-05-1.01)
Al 8794  29/782 027 (012-0-59)
Allrecurrences  122/794 171782 '

Cuzick Lancet Oncol 2011 UK/ANZ DCIS

RT

Patients who received radiotherapy

Ipsilateral
Invasive
Das

All

Contralateral
Invasive
Das

All

All recurrences

10/794
10/794

20/794

6/794
2/794
91794
29/794

9/782
13/782

22/782

5/782
2/782

9/782
33/782

Pas de RT

1-41(0-54-3-70)
0-68 (0-20-1.59)

0-93 (0-50-1-75)

118 (0-36-3.87)
0-99 (0-14-7-04)
0-99 (0-39-2-49)
0.99 (0-61-1.59)

-l
-~

Favours tamoxifen

Favours no tamoxifen



Bénéfice selon autres criteres?

Grade?

Randomised to Randomisedtono Hazardratio(95% ) Randomisedto Randomisedtono Hazard ratio (95%Cl)

tamoxifen tamoxifen radiotherapy radiotherapy

Grade

Low (n=105) 2/50 (4%) 1145 (24%) 0-15(0-93-068) 3/33 (6%) 4/34 (12%) 078(018-3.50)
Intermediate (n=267) 12/124(9%) 24/125 (19%) 0-44 (¢/22-0-90) 379 (4%) 19/83 (22%) 0-13(0-04-0-51)
High (n=1014) 112/475 (22%) 138/467 (27%) 0-79 (0-62-1-02) 44/327 (12%) 87/294 (26%) 0-40 (0-27-0-58)
Age (years)

<50 (n=160) 18/77 (22%) 27169 (35%) 0-58 (0-32-1-07) 13/45 (27%) 16/56 (23%) 096 (0-45-203)
50-60 (n=919) 87/434 (19%) 102/425 (22%) 0-84(063-1-12) 29/290 (9%) 741275 (25%) 0-34(0-22-0-52)
»60 (n=615) 46/283(16%) 75/288 (25%) 0-59 (0-40-0-85) 18/187 (9%) 3V 177 (20%) 0-39 (0-22-0-69)
Data are n/N (%).

Table4: All new breast events and 10-year estimates of percentageswith an event in patients according to grade and age

Cuzick Lancet Oncol 2011 UK/ANZ DCIS



Recherche de biomarqueurs predictifs
de bénefice: Ki67, Her2?
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Ki-67 LI
Lazzeroni BJC 2013



Recherche de biomarqueurs predictifs

de bénéfice: Kio7, Her2?
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Prévention des CIS: tamoxifene
versus raloxifene

45 - = Tamoxifen
—@— Raloxifene
40 -

35 B

30 -

25 B

204 B

Cumulative Incidence, per 1000

P=0.12

T T T T T T

I I I I I I I I I
0O 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96

Time since Randomization, mo

No. at Risk
Raloxifene 9754 9365 8925 8125 5938 4405 2616
Tamoxifen 9736 9359 8901 8019 5793 4290 2593

Vogel JNCI-M 2010 STAR



Traitements pre-operatoires:
déceptions jusqu’alors

Quelques études dans les 15 derniéres années (hormonothérapies, anti-Her2)
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40 T

No Treatment Trastuzumab

Kuerer Cancer 2011



Etudes en attente

* NSABP B35 et IBIS II:

— ER+ post meno, trt conservateur, RT
— rando anastrozole versus tamoxifene
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Recommandations internationales

NICE 2009: pas de tamoxifene

NICE 2013: Tam ou raloxiféne chez les
femmes a haut risque/moderé (famille)

NCCN 2013: considérer Tam 5 ans si trt
conservateur RH+

France: pas de trt medical adjuvant (Inca
2009)



National

Network®

Rt (erehenve NCCN Guidelines Version 3.2013
Ductal Carcinoma in Situ

DCIS POSTSURGICAL TREATMENT

Risk reduction therapy for ipsilateral breast following

breast-conserving surgery:

Consider tamoxifen" for 5 years for:

« Patients treated with breast-conserving therapy
(lumpectomy) and radiation therapy ° (category 1),
especially for those with ER-positive DCIS. The benefit of
tamoxifen for ER-negative DCIS is uncertain

« Patients treated with excision alone®

Risk reduction therapy for contralateral breast:
« Counseling regarding risk reduction”
See NCCN Guidelines for Breast Cancer Risk Reduction

>

>

SURVEILLANCE/FOLLOW-UP

¢ Interval history and physical exam every 6-12 mo for 5 y,
then annually

* Mammogram every 12 mo (and 6-12 mo postradiation
therapy if breast conserved [category 2B

« If treated with tamoxifen, monitor per NCCN Guidelines
for Breast Cancer Risk Reduction
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Her2 et risque local

Table 3

Cox proportional hazards multivariate model for ipsilateral breast recurrence.
Variables Ipsilateral breast recurrence

HR 9%5xa P

Age < 40 years 1.176 0.813-1.702 03886
Size > 1.5cm 1.133 0.405-3.166 08119
Multifocality 5.188 1.931-13939 0.0011
Nuclear grade 0906 0.573-1.433 06736
HER-2 overexpression 2517 0.813-7.794 0.1094

Ipsilateral breast invasive recurrence

HR a5z a P

1281 0.790-2.076 03151
0376 0.073-1933 02417
5.103 1.304-19979 0.0192
063 0.329-1 454 03304
3.495 0.794-15385 0.0980

Noh et al The Breast 2013 Her2 n’est pas associ€ a un risque + élevé de rechute locale



Cochrane 2012: Méeta-analyse des 2
essals randomiseés

DCIS controlateral, patientes irradiées

Study or subgroup Tamaxifen Contro Risk Ratio Weight Risk Ratio

niN /N 1.rxed,7on Ul >ed,”o% o
NSABP B-24 Trial 201 | 1/899 25/900 o 92.0 % 056 [ 029, 1.07 ]

JK ANZ Trial 201 | 2316 2267 = 80 % 084[0.12, 596 ]

Total (95% CI) 1215 1167 - 100.0 % 0.58 [ 0.32, 1.08 ]
Total events: 16 (Tamoxifen), 27 (Control)

Heterogeneity: Chi® = 0.15, df

Test for subgroup differences: Not applicable

Staley Cochrane Rev 2012



Tamoxifen reduced the incidence of all new breast events (HR 0-71, 95% CI
0-58-0-88;

p=0-002), reducing recurrent ipsilateral DCIS (0-70, 0-51-0-86; p=0-03) and
contralateral tumours (0-44, 0-25-0-77;

p=0-005), but having no eff ect on ipsilateral invasive disease (0-95, 0-66—
1-38; p=0-8). No data on adverse events

except cause of death were collected for this trial.

30— ----- No tamoxifen
7 —— Tamaxif
= 25
3
% 20 4
E - o
2 9
3 15 s
2 10 =
# =
kS * &
T b
o 10 1 i
Foll p (years) 4 1'[' 1 14
Number at risk Follow-up (years)
Tamoxifen 794 647 524 26
Notamoxifen 782 687 582 136

Cuzick Lancet Oncol 2011 UK/ANZ DCIS




B Abstract: For postmenopausal women with ductal carcinoma in situ (DCIS) where optimal local control or patient
preference results in mastectomy, despite substantial risk of contralateral invasive breast cancer, tamoxifen is uncommonly
prescribed based on unfavorable risk-benefit consideration. In the National Cancer Institute of Canada Clinical Trial Group
(NCIC CTG) MAP.3 primary prevention trial, in postmenopausal women exemestane reduced invasive breast cancer
incidence by 65% without increasing life-threatening side effects. In adjuvant breast cancer frials, the aromatase inhibitor
exemestane as well as anastrozole and letrozole have all reduced new contralateral breast cancer incidence. Thus,
aromatase inhibitors, and perhaps particularly exemestane, provide an option to address the risk of contralateral breast
cancer in postmenopausal women with DCIS managed with mastectomy. =

Study OR (85% CI) % Weight
ABCSG, 2007 L 065 ( 0.24. 1.78) 10.00
NSABP B33, 2008 | —ilb 025 ( 0.05, 1.17) 813
MA 17, 2008 B 061 ( 0.30. 0.66) 40.33
meez 20mn! JH— 0.34 ( 0.17. 067) 3253
Overall Ea 0.50 ( 0.35. 0.70) 100.00
Q=3.00. p=0.30, 2=0%

OR
Aromatase Inhibitor Control
Study Eveats Subjects Events Subjects
NSABP B33 2 799 8 799
MAP3 11 2285 32 2275
MAl7 30 2583 49 2587
ABCSG 6 386 11 466

Figure 1. Risk of new invasive breast cancer events between aro-
matase inhibitors and control groups in randomized ftrials. New

Chlebowski

et al The Breast J 2012; Dixon et al, editorial



