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Dr Anne- Sophie HAMY-PETIT, MD, PhD student 

Données	grossesses	et	pronos,c	chez	femme	jeunes	avec	CS	

§ Données	de	Saint	Louis	(cohorte	OBAMA)		
					134	pa,entes	de	moins	de	43	ans	avec	chimiothérapie	

Actualisa,on	janvier	2017	:	Suivi	médian	#	9	ans	

•  58	rechutes	(43%)	
•  26	décès	(20%)	
•  21	paAentes	ayant	eu	une	ou	plusieurs	grossesses		(16%)	

§ Données	Curie	:	cohorte	femmes	jeunes	
§  1567	pa,entes	de	moins	de	40	ans	

§  92	récidives	locales	;	33	récidives	régionales	:	260	récidives	
métasta,ques	=>	321	événements	(20%)	

§  130	décès		(8%)	
§  103	paAentes	avec	une	ou	plusieurs	grossesses	(6.6%)	
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§  Ne	pas	perdre	de	vue			
•  Le	cancer	du	sein	reste	une	maladie	grave	

•  Dans	les	2	cohortes,	les	rechutes	sont	3	fois	plus	nombreuses	que	
les	grossesses	

§  Conclusion		
•  La	prise	en	charge	du	désir	de	grossesse	est	importante	…	

•  …	MAIS	le	traitement	oncologique	de	la	maladie	prime	

•  Les	procédures	de	préserva,on	NE	DOIVENT	PAS	RETARDER	le	
traitement	

•  Ces	procédures	doivent	être	évaluées	+++	en	terme	de	sécurité	et	

d’efficacité	

•  Par	ailleurs,	nécessité	de	données	fiables	sur	la	ferAlité	
spontanée	JUSQU’ICI	NON	DISPONIBLES						……	

Grossesses	et	pronos,c	chez	femme	jeunes	avec	CS	
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FEr,lity,	PrEgnancy,	contRaceptIon	a_er	breast	Cancer		
the	FEERIC	study			

PI	:	Dr	Anne-Sophie	Hamy-Pe0t	
	

-  Etude	na,onale	via	plateforme	internet	“Sein,nelles”	

-  Etude	prospec,ve	évaluant	fer,lité	et	contracep,on	chez	femmes	avec	ATCD	

cancer	sein	en	comparaison	à	contrôles;	suivi	3	ans;	7	ques,onnaires	

-  Lancement	aeendu	:	octobre	2017	

octobre	27,	2017	Institut Curie – Anne-Sophie HAMY-PETIT – Projet FEERIC 

Etude	prospec,ve	exposés	/	non	exposés	

ATCD	de	
cancer	du	

sein	

Contrôle	

No	
pregnancy	
desire	

ContracepAon	

ObjecAf	
principal	:		
Grossesse	

spontanée	

Pregnancy	
desire	

No	
pregnancy	
desire	

No	
contracepAon	

ContracepAon	

No	
contracepAon	

Pregnancy	
desire	

Q1	 Q2	 Q3	 Q4	 Q5	 Q6	 Q7	 Q8	 Q9	 Q10	

Inclusion	 Fin	étude	
Follow-up	3	years	

*	No	hysterectomy,	oophorectomy,	bilateral	salpingectomy	**	ART	:	assisted	reproduc0ve	procedures	

ObjecAf	
secondaire:	

-  Contracep,on	
-  Taux	de	
grossesses	non	

désirées	

	

	

§  Critères	inclusion	dans	FEERIC	
-  Femmes	entre	18	et	43	ans	

-  Sans	ovariectomie	ni	salpingectomie	bilatérale	

•  «	Cas	»	:	Toutes	les	pa,entes	ayant	un	antécédent	de	cancer	du	
sein		

•  «		Contrôles	»	:	Toutes	les	femmes	SANS	antécédent	de	cancer	du	

sein	

•  Affiches	et	flyers	étude	disponibles	sur	demande	à	:		

				laura.sablone@seinAnelles.com	/hamyannesophie@gmail.com	

www.seinAnelles.com	
dès	fin	octobre	2017	
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NEOREP	Database	

EHR	Database	

1199	pa,ents	

Comptes	rendus	histologiques	

Vérifica,on	manuelle	dossiers	

Extrac,on	informa,que	

Double	vérifica,on	

2	docteurs	

Survie	sans	récidive	
Survie	globalz	

Embols	après		
chimiothérapie	néoadjuvante?	

7	

	

-	Embols	présents,	n=302,	(25.2%)	

-	Embols	absents,	n=531	(44.4%)	

-	Embols	non	men,onnés,	n=364	(30.4%)	

Caracteris,ques	des	pa,ents	
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La	présence	d’embols	après	CNA	est	associée	à	des	tumeurs	moins	
proliférantes	

– Post	NAC	LVI	in	45%	luminal	BC	vs	33	and	34%	for	TNBC	and	HER2+	
– Baseline	mito,c	index	:	17	versus	21	
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….	Mais	à	une	maladie	résiduelle	plus	importante	

– Embols	dans		48%	RCB-III	et	dans	61%	des	cas	≥4N+	

+	cellularité	et	index	mito,c	post	CAN	plus	élevé	
	

=>	Associa,on	avec	une	rela9ve	chimiorésistance	

******************
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§  PopulaAon	globale:		
					HR=		2.17	

§  Interac9on	avec	le	sous	
type	de	cancer	(p=0.02)	

§ HER2+	BC:		HR=5.12	
§  TNBC	:	 						HR=2.77	
§  luminal	BC:	HR=1.75	

Les	embols	sont	un	facteur	pronos,que	indépendant	de	récidive	…	

À la fois locale… 
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…mais également à distance 
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Les	embols	sont	pronos,ques	chez	les	pa,entes	avec	et	chez	les	
pa,entes	sans	envahissement	ganglionnaire	
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La	réponse	histologique	complète	(RCH)	n’apporte	pas	
d’informa,on	pronos,que	indépendante	des	embols		

+++++
++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++ + +

+++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++ ++++++++++++ ++++

+++++++++ ++++++++++++++++++++++++++++++++++++++++++++++++ ++++++++ + ++++ +++ +

++ +

p < 0.0001

0.00

0.25

0.50

0.75

1.00

0 25 50 75 100
Time

Su
rv

iva
l p

ro
ba

bi
lit

y

LVI and pCR + + +no pCR / LVI no pCR / no LVI pCR /no LVI

Whole population

299 217 130 65 17 0
442 323 175 80 28 1
89 55 25 8 2 0pCR /no LVI

no pCR / no LVI
no pCR / LVI

0 25 50 75 100 125
 

 

number at risk

++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++ +

++ ++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++ ++++++++++++++++++++++++++++++++++++++++ ++++++++++++++

++ +++ ++ +++ +

+ +

p = 0.027

0.00

0.25

0.50

0.75

1.00

0 25 50 75 100 125
Time

LVI and pCR + + +no pCR / LVI no pCR / no LVI pCR /no LVI

Luminal

188 161 99 50 12 0
224 186 105 54 23 1
15 10 7 3 2 0pCR /no LVI

no pCR / no LVI
no pCR / LVI

0 25 50 75 100 125
 

 

number at risk

++

+
+

+

++ + + + ++ ++ +++ ++++ +++ + + ++ +

+++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++ +++++++++++++ +++ + +
++ + +++ +

+++++
+

+++ +++++++++
+ ++++ + +++++ ++ + + ++ ++ +

p < 0.0001

0.00

0.25

0.50

0.75

1.00

0 30 60 90
Time

Su
rv

iva
l p

ro
ba

bi
lit

y

LVI and pCR + + +no pCR / LVI no pCR / no LVI pCR /no LVI

TNBC

64 23 15 5 0
123 62 24 8 0
46 23 8 1 0pCR /no LVI

no pCR / no LVI
no pCR / LVI

0 30 60 90 120
 

 

number at risk

+

+

+++++
++ +

+ ++ +++
++++

+ + ++

++++++++++++++++++++++++++++++++++++++++ ++++++++++++++++++++++++++++++++++++ +++++++ +

+++ +++++
++++

+++++ ++ ++ + + + + +

p < 0.0001

0.00

0.25

0.50

0.75

1.00

0 30 60 90
Time

LVI and pCR + + +no pCR / LVI no pCR / no LVI pCR /no LVI

HER2

47 22 10 3 0
95 61 26 5 0
28 13 5 0 0pCR /no LVI

no pCR / no LVI
no pCR / LVI

0 30 60 90
 

 

number at risk

–  Dans	le	groupe	sans	embols	:	pronos,c	NON	different	en	fonc,on	RCH	

–  Iden0fica0on	d’un	groupe	à	haut	risque	de	rechute	précoce		
	 	SSR	mediane	:	19	mois	(TNBC)	;	58	mois	(HER2+)		

NS	
NS	

TNBC	 HER2	
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					Les	embols	sont	un	facteur	pronos,que	indépendant	de	survie	

globale	

§  PopulaAon	globale:		
					HR=		1.98	

§  Et	dans	chaque	sous	type	
§ HER2+	BC:		HR=3.83	
§  TNBC	:	 						HR=2.37	
§  luminal	BC:	HR=2.56	

Evalua,on	de	5	Systèmes	de	classifica,on	post	CNA	 
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ypAJCC	 CPS	=	
Clinical	stage+	
Pathological	
Stage	(ypAJCC)	

CPS+EG	=	
CPS	+	
ER	+	
nuclear	Grade	

Neobioscore=	
CPS+EG	+	

HER2	status	

RCB	index,	Symmans	et	al,	JCO	2007	
ypAJCC,	Singletary	et	al,	JCO	2002		

CPS	and	CPS+EG		,	Jeruss	et	al,	JCO	2008	
Neobioscore,	MiSendorf	et	al,	JAMA	oncology	2016	
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included a segmental mastectomy, axillary evaluation, and

whole-breast irradiation) or mastectomywith axillary evalu-

ationwithorwithout postmastectomy irradiation.During the

study period, postmastectomy radiation therapy was rou-

tinely recommended for patients with clinical stage III dis-

ease or pathologically node-positive disease after neoadju-

vant chemotherapy, and selectively for patients with clinical

T1/T2N1 tumors and high-risk features including young age,

pathologic tumor size 2 cm or larger, lymphovascular inva-

sion, high-grade disease, ER-negative disease, or treatment

effect noted inmultiple otherwise negative lymph nodes. No

patients received additional adjuvant chemotherapy. Pa-

tientswithHR-positive tumorswere routinely advised to take

adjuvant endocrine therapy. Patients with ERBB2-positive

disease routinely completed 1 year of trastuzumab therapy.

Statistical Analysis
TheCPS+EG scorewas determined for eachpatient according

tothepreviouslypublishedstagingsystem(Table 1).16Thescore

was calculated twice, onceusing 1%orhigher as the cutoff for

ER positivity and again using 10%or higher as the cutoff. The

DSS was calculated from the date of diagnosis to the date of

death resulting from breast cancer or censored at the date of

last follow-up or death unrelated to breast cancer. Five-year

DSS was calculated using the Kaplan-Meier method for pa-

tient subgroups defined using multiple staging systems:

(1) AJCC clinical stage, (2) AJCC pathologic stage, (3) CPS+EG

using 1% or higher as the cutoff for ER positivity, and

(4) CPS+EGusing 10%orhigher as thecutoff.Withineachstag-

ing system, DSS among subgroups was compared using the

log-rank test. Fits of the Cox proportional hazards model for

theCPS+EGprognostic scores computedusing2different cut-

offs for ER were compared using the Akaike Information

Criterion (AIC). TheERBB2 statuswasadded to themodel, and

the likelihood ratio test was used to determine improvement

in fit,withP < .05 indicatinga significant finding.Anovel stag-

ing system (Neo-Bioscore) was constructed by adding a point

to the CPS+EG score for ERBB2 negativity (Table 1). Five-year

DSS using the Neo-Bioscorewas calculated using the Kaplan-

Meier method. All calculations were performed with Stata

software, release 14 (StataCorp LP).

Results

The study population consisted of 2377 patients; all were

women. The median patient age was 50 years (range, 21-87

years). The ER status was lower than 1% in 28.9% of the pa-

tients, 1% to 9% in 8.3%, and 10% or higher in 62.8%. A total

of 591 patients were ERBB2+; all of whom received trastu-

zumabasa componentof theirneoadjuvant regimen.Mostpa-

tients (63.8%) had clinical stage II disease (IIA, 30.8%; IIB,

33.0%); 34.0%had clinical stage III disease (IIIA, 14.7%; IIIB,

6.6%; IIIC, 12.7%). A pCR was achieved in 26.0% of patients,

with the remainingpatientshavingpathologic stages I (18.4%),

IIA (19.3%), IIB (12.7%), IIIA (15.6%), IIIB (1.1%), or IIIC (6.9%)

disease. Complete clinicopathologic characteristics and treat-

ment regimens are listed in the eTable 1 in the Supplement.

The median follow-up time was 4.2 years (range, 0.5-11.7

years). Theestimated5-yearDSS rate for theentire studypopu-

lationwas89%(95%CI,87%-90%).Five-yearDSSratesbyclini-

cal andpathologic stage are shown inFigure 1AandB.Disease-

specific survival rates by CPS+EG score using the 2 different

cutoffs forERpositivity, 1%(Figure 1C)and 10%(eFigure 1 in the

Supplement),werealsodetermined.TheAICvaluesforthe2mod-

elswere3333.06 fora 1%ERpositivityorhighercutoffvs3333.38

for a 10% or higher cutoff, indicating that the model fits were

nearly identical thoughslightlybetter for the 1%orhighercutoff.

The ERBB2 status was added to the CPS+EG model with

1% or higher ER positivity as the cutoff, consistent with cur-

rent American Society of Clinical Oncology (ASCO) and

College of American Pathologists (CAP) guidelines.26 Inclu-

sionofERBB2 status improved the fit of themodel,withworse

DSS for ERBB2-negative patients. Accordingly, the CPS+EG

staging systemwas further refined to incorporate ERBB2 sta-

tus by adding 1 additional point for ERBB2-negative status to

define a new Neo-Bioscore (Table 1), which includes 8 dis-

tinct stages. Neo-Bioscore stratified patients with respect to

DSS, with 5-year DSS estimates ranging from 48% to 99%

(P < .001) (Figure 1D).Table2 summarizes 5-yearDSS rates for

the study cohort stratified according to the clinical andpatho-

logicAJCCstages, theCPS+EGstagingsystemusing the 1%cut-

off, and the Neo-Bioscore. When the Neo-Bioscore was ap-

plied, therewas a shift from theCPS+EG score, amore refined

stratification in 1786patients (75%).Asdetailed inTable2, this

shift reflects the percentage of ERBB2-negative tumors. The

DSS rates for each CPS+EG score comparing ERBB2-positive

with ERBB2-negative tumors are shown in eFigure 2 in the

Table 1. Point Assignments for the CPS+EG andNeo-Bioscore

Staging Systems

Cancer Stage CPS+EG Points Neo-Bioscore Points

Clinical stage

I 0 0

IIA 0 0

IIB 1 1

IIIA 1 1

IIIB 2 2

IIIC 2 2

Pathologic stage

0 0 0

I 0 0

IIA 1 1

IIB 1 1

IIIA 1 1

IIIB 1 1

IIIC 2 2

Tumor marker

ER negative 1 1

Grade 3 1 1

ERBB2 negative 1

Abbreviations: CPS+EG, clinical-pathologic staging system incorporating

ER-negative disease and nuclear grade 3 tumor pathology16-18; ER, estrogen

receptor.
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PATIENTS AND METHODS

Pathologic Review
The authors proposed that the extent of RD in the post-treatment surgi-

cal resection specimen could be determined from bidimensional diameters of
the primary tumor bed in the resection specimen (d1 and d2), the proportion
of the primary tumor bed that contains invasive carcinoma (finv), the number
of axillary lymph nodes containing metastatic carcinoma (LN), and the diam-
eter of the largest metastasis in an axillary lymph node (dmet; Appendix 1,
online only). Largest bidimensional measurements of the residual primary
tumor bed were recorded from the macroscopic description in the pathology
report and confirmed after review of corresponding slides. If multiple tumors
were present, the dimensions of the largest were recorded. Bidimensional mea-
surements of the primary tumor bed (millimeters) were combined as follows:

dprim ! !d1d2

The proportion of invasive carcinoma (finv) within the cross sectional area of
the primary tumor bed was estimated from the overall percent area of carci-
noma (%CA) and then corrected for the component of in situ carcinoma
(%CIS): finv ! (1 – (%CIS/100)) " (%CA/100). Pathologic stage after treat-
ment was determined using the revised American Joint Committee on Cancer
(yAJCC) staging system for breast cancer.23

Patients and Materials
Four authors (W.F.S., R.R., L.A., A.P.) contributed to a review of the

pathology reports and hematoxylin and eosin (H&E) stained slides from the
surgical resection specimens of 382 patients who completed neoadjuvant
chemotherapy for invasive breast carcinoma (T1-3, N0-1, M0). One cohort
included 241 patients treated for 6 months with a regimen including paclitaxel
(T) followed by fluorouracil, doxorubicin, and cyclophosphamide (FAC),
then surgical resection of the residual tumor and either sentinel lymph node
biopsy procedure or axillary dissection (protocol MDACC DM 98-240).24

Data from this developmental cohort were used to develop the formula for
RCB index and to identify thresholds of RCB that identify corresponding risk
groups (Table 1).

An independent validation cohort (Table 1) included 141 patients
treated for 3 months with FAC alone, followed by surgical resection of the
residual tumor and axillary dissection, and then 3 additional months of adju-
vant chemotherapy (FAC for 129 patients and other noncrossresistant chem-
otherapy for 12 patients who had clinically stable or progressive disease;
protocols MDACC DM 91-015, DM 94-002.25,26 This cohort included pa-
tients with more advanced disease (63% node positive v 47%; 100% stage
II/III v 90%) and larger size tumors (mean diameter, 3.9 v 2.5 cm). The pCR
rate was lower in the validation cohort (16%), consistent with the shorter
duration of preoperative chemotherapy and the absence of a taxane.

Patients with hormone receptor–positive breast cancer were offered 5
years of adjuvant tamoxifen according to treatment guidelines at the time. The

institutional review board of MDACC approved these protocols and all pa-
tients signed an informed consent form before initiation of therapy. Pathologic
review and data analyses were conducted in accordance with a separately
approved institutional review board protocol (MDACC LAB02-010).

Statistical Analysis
Distant relapse-free survival (DRFS) was recorded as the interval from

initial diagnostic biopsy until distant metastasis. Patients who did not relapse
were censored at the time of last follow-up or death. The significance of the
RCB index as a predictor of DRFS was evaluated by comparing full multivar-
iate Cox models with and without the RCB term based on the likelihood
ratio test. Details of the statistical methods used are provided in Appendix 2,
online only.

RESULTS

Development of RCB Index
The four parameters of residual tumor (dprim, finv, LN, and dmet)

were individually associated with significantly higher risk of distant
relapse (P # .001) after T/FAC chemotherapy in univariate Cox re-
gression analyses and maintained significance as independent predic-
tors in the main effects multivariate Cox regression model (Fig 1 and
Appendix 3, online only). To calculate a single index of RCB, we
first combined the covariates to terms that measure RCB in the pri-
mary tumor bed (RCBprim ! finv dprim) and in regional metastases
(RCBmet ! 4 (1 $ 0.75LN) dmet). The metastatic term is intended to be
proportional to the sum of diameters of the affected lymph nodes, but
since only the size of the largest metastasis is routinely measured we
assumed that additional nodal metastases each have 75% of the diam-
eter of the next-largest metastasis (Appendix 3, online only).

The distributions of the primary and metastatic RCB compo-
nents were highly right skewed (Appendix 3, online only) and so an
unconditional power transformation on the two components was
applied.27 The transformed terms were then scaled to match the 95th
percentiles of their respective distributions, and added to define the
RCB index:

RCB ! 1.4% finvdprim&0.17 " '4%1 # 0.75LN&dmet(
0.17

Residual Cancer Burden Index As a Predictor of
Distant Relapse

Patients had almost a two-fold increase in relapse risk for each
unit of increase in the RCB index (hazard ratio [HR], 1.94; 95% CI,

Table 2. Multivariate Cox Proportional Hazards Analyses of Prognostic Factors of Distant Relapse-Free Survival in T/FAC Treated Cohort

Variable

Analysis Without RCB Index Analysis With RCB Index!

Hazard
Ratio 95% CI P

Hazard
Ratio 95% CI P

Age ( ) 50 v $ 50) 0.32 0.16 to 0.64 .001 0.41 0.20 to 0.83 .01
Stage pre (III v I or II) 3.01 1.33 to 6.84 .008 2.27 0.96 to 5.35 .06
Hormone receptor status† (positive v negative) 0.48 0.14 to 1.67 .25 0.54 0.16 to 1.85 .33
Hormone treatment (yes v no) 0.54 0.16 to 1.85 .33 0.33 0.09 to 1.16 .08
Paclitaxel schedule (3-weekly v weekly) 1.50 1.08 to 2.08 .02 1.48 1.04 to 2.04 .03
Response (RD v pCR) 4.82 1.77 to 13.1 .002 0.54 0.12 to 2.32 .41
RCB index — — 2.50 1.70 to 3.69 # .001

Abbreviations: T/FAC, paclitaxel plus fluorouracil, doxorubicin, and cyclophosphamide; RCB, residual cancer burden; RD, residual disease; pCR, pathologic complete
response; ER, estrogen receptor; PR, progesterone receptor.

!P # .001 and %2 ! 24.8 (by the likelihood ratio test) for the comparison with the analysis without the RCB index.
†Defined as positive if ER positive or PR positive.

Residual Cancer Burden and Survival After Neoadjuvant Chemotherapy

www.jco.org 4417

Downloaded from ascopubs.org by Institut National de la Sant et de la Recherche Mdicale on June 13, 2017 from 193.054.110.033
Copyright © 2017 American Society of Clinical Oncology. All rights reserved.

4	parameters	in	RCB	index	
•  Primary	tumor	bed	dimensions	

•  Cellularity	frac,on	of	invasive	cancer	

•  Size	larger	metastasis	

•  Number	N+	
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Model	without	LVI	 Model	with	LVI	
p	 AIC	 		 p	 AIC	

pCR	 0.107	 821.5	 		 pCR	 0.251	 813.3	

		 		 		 		 LVI	 0.001	 		

pN+	 0.001	 815	 		 pN+	 0.01	 807.7	

		 		 		 		 LVI	 0.002	 		

ypAJCC	 <0.001	 810.3	 		 ypAJCC	 0.01	 808.1	

		 		 		 		 LVI	 0.037	 		

RCB	index	 0.003	 814.1	 		 RCB	index	 0.03	 809.8	

		 		 		 		 LVI	 0.011	 		

CPS		 0.01	 819.3	 		 CPS		 0.14	 813.5	

		 		 		 		 LVI	 0.004	 		

CPS+EG		 <0.001	 809.9	 		 CPS+EG		 <0.001	 801.5	

		 		 		 		 LVI	 0.001	 		

Neobioscore	 <0.001	 801.8	 		 Neobioscore	 <0.001	 794.7	

		 		 		 		 LVI	 0.002	 		

Les	embols	apportent	une	informa,on	pronos,que	indépendante	à	

chacun	des	systèmes	de	classifica,on	post-CNA	

Messages à rapporter à la maison 
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§  La	présence	d’	embols	après	chimiothérapie	est	un	facteur	pronosAque	
majeur	et	indépendant	

§  De	survie	sans	récidive,	qu’elle	soit	locale	ou	à	distance	et	de	survie	globale	
§  Leur	valeur	pronos,que	n’a	pas	le	même	rôle	dans	chaque	sous	type	=>	

Impact	majeur	dans	les	tumeurs	HER2+	

§  Donc	:		
Ø  Ils	doivent	être	systéma,quement	rapportés	dans	les	comptes	rendus	post	

CNA	

Ø  Ils	doivent		être	pris	en	compte	comme	facteur	de	mauvais	pronos,que	après	

CNA	:	inclusion	essai	2nde	ligne	ou	proposi,on	capecitabine	adjuvant	

Ø  Ils	doivent	être	intégrés	dans	les	systèmes	de	classifica,on	post	CNA	
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					Post-NAC	LVI	adds	a	significant	informa,on	to	exis,ng	scores	
variable	 		 HR	 IC	 p	 AIC	 		 variable	 		 HR	 IC	 p	 AIC	

pN+	 1-3	 0.96	 [	0.56	-	1.65	]	 0.891	 		 		 pN+	 1-3	 0.83	 [	0.48	-	1.43	]	 0.498	 807.7	

		 >=4	

N+	
2.52	 [	1.46	-	4.34	]	 0.001	 		 		 		 >=4	N+	 2.05	 [	1.17	-	3.6	]	 0.012	 		

		 		 		 		 		 		 		 LVI	 yes	 2.09	 [	1.31	-	3.33	]	 0.002	 		

pAJCC	 I	 1.37	 [	0.37	-	5.09	]	 0.637	 810.3	 		 pAJCC	 I	 1.28	 [	0.35	-	4.68	]	 0.71	 808.1	

		 IIA	 2.05	 [	0.59	-	7.11	]	 0.256	 		 		 		 IIA	 1.84	 [	0.54	-	6.3	]	 0.33	 		

		 IIB	 3.78	 [	1.06	-	13.54	]	 0.041	 		 		 		 IIB	 3	 [	0.83	-	10.77	]	 0.092	 		

		 IIIA	 3.74	 [	1.04	-	13.48	]	 0.043	 		 		 		 IIIA	 3.02	 [	0.84	-	10.89	]	 0.091	 		

		 IIIC	 9.54	 [	2.36	-	38.49	]	 0.002	 		 		 		 IIIC	 6.9	 [	1.68	-	28.37	]	 0.007	 		

		 		 		 		 		 		 		 LVI	 yes	 1.66	 [	1.03	-	2.68	]	 0.037	 		

RCB	class	 1	 0.94	 [	0.21	-	4.19	]	 0.932	 814.1	 		 RCB	class	 1	 0.89	 [	0.2	-	3.97	]	 0.874	 809.8	

		 2	 1.88	 [	0.66	-	5.31	]	 0.235	 		 		 		 2	 1.6	 [	0.56	-	4.55	]	 0.38	 		

		 3	 3.68	 [	1.3	-	10.44	]	 0.014	 		 		 		 3	 2.8	 [	0.96	-	8.13	]	 0.058	 		

		 		 		 		 		 		 		 LVI	 yes	 1.83	 [	1.15	-	2.92	]	 0.011	 		

CPS	 1	 1.11	 [	0.5	-	2.49	]	 0.792	 819.3	 		 CPS	 1	 1.1	 [	0.49	-	2.47	]	 0.81	 813.5	

		 2	 1.78	 [	0.83	-	3.82	]	 0.139	 		 		 		 2	 1.57	 [	0.73	-	3.39	]	 0.246	 		

		 3	 4.26	 [	1.47	-	12.32	]	 0.007	 		 		 		 3	 3.08	 [	1.04	-	9.11	]	 0.042	 		

		 		 		 		 		 		 		 LVI	 yes	 1.97	 [	1.24	-	3.14	]	 0.004	 		

CPS	+EG	 1	 0.63	 [	0.13	-	2.9	]	 0.549	 809.9	 		 CPS	+EG	 1	 0.69	 [	0.15	-	3.18	]	 0.63	 801.5	

		 2	 0.66	 [	0.15	-	2.85	]	 0.581	 		 		 		 2	 0.67	 [	0.16	-	2.89	]	 0.595	 		

		 3	 0.77	 [	0.18	-	3.26	]	 0.72	 		 		 		 3	 0.8	 [	0.19	-	3.38	]	 0.757	 		

		 4	 2.61	 [	0.61	-	11.07	]	 0.194	 		 		 		 4	 2.59	 [	0.61	-	11	]	 0.197	 		

		 5	 0	 NA	 0.995	 		 		 		 5	 0	 NA	 0.996	 		

		 		 		 		 		 		 		 LVI	 yes	 2.14	 [	1.36	-	3.36	]	 0.001	 		

NeoBIoscore	 2	 0.45	 [	0.15	-	1.39	]	 0.168	 801.8	 		 		 2	 0.51	 [	0.17	-	1.57	]	 0.24	 794.7	

		 3	 0.68	 [	0.25	-	1.81	]	 0.434	 		 		 		 3	 0.64	 [	0.24	-	1.73	]	 0.383	 		

		 4	 1	 [	0.39	-	2.61	]	 0.996	 		 		 		 4	 1.01	 [	0.39	-	2.62	]	 0.984	 		

		 5	 4.02	 [	1.48	-	10.93	]	 0.006	 		 		 		 5	 3.76	 [	1.38	-	10.22	]	 0.009	 		

		 6	 0	 NA	 0.996	 		 		 		 6	 0	 NA	 0.996	 		

		 		 		 		 		 		 		 LVI	 yes	 2.04	 [	1.29	-	3.21	]	 0.002	 		


