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INTRODUCTION

ANeoadjuvant chemotherapy (NAC) has become
the standad treatment for both operable and
non-operable locally advanced breast cancer

AFew studies have evaluated primary tumor (PT)
and axillary lymph node (ALN) responses
separately

AThe partial response to NAC



INTRODUCTION

AThe aim of the @rrent study was

Ato evaluate responses of PT (RPT) and ALN (RALN) separately
Ato show whether a discrepancy may exist between RPT and RALN
Ato investigate the survival reflection of «partial» response to NAC



MATERIALS & METHODS
ABBREVIATIONS

ANACResponsef primary tumor : RPT
ANACRespons®f axillary lymph nodes: RALN
AOveralINACResponseOR

AComplete=/ Nonecomplete -NC
MPartiat -P
MNone -N



MATERIALS /& METHODS
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MATERIALS & METHODS

A Sataloffsuggestso usea scoringsystemto determinehistologictumor
regressioraccordingo PTand ALNresponseslividedinto 4 subgroups

Primarysite:
T-A: Totalor NearTherapeutid=ffect
T-B: Subjectively>50%therapeuticeffect, butlessthan total or near
T-C:.<50%therapeuticeffect, buteffect evident
T-D: Notherapeuticeffect
Axillary lymph nodes
N-A: Evidenceof therapeuticeffect, no metastaticdisease
N-B: Nolymphnodemetastasir therapeuticeffect
N-C:Evidenceof therapeuticeffect but, lymphnode metastasisstill present
N-D: Viablemetastaticdiseaseno therapeuticeffect



MATERIAL & METHODS
Oursubgroupingvasasfollows

PRIMARY TUMOR RESPONSE AXILLARY LYMPH NODE RESPONSE

COMPLETE PARTIAL NONE COMPLETE t!weT! | NONE
RESPONSE RESPONSE RESPONSE RESPONSE RESPONSE RESPONSE
(RPTC) (RPTP) (RPTN) (RALNC) (RALNP) (RALNN)
N-A
(> 50%th e-rra:piuticeffect (evidenceof therapeytic
but lessthan total or near effect,dri];)ergz(;astatm N-C
T-A total) T-D (evidenceof therapeutic N-D
) . ffect, butlymphnod : -
erapoutestiny T.C (otherspesiccfee N-B metasasiatlpresery eSS
(<50%therapeutic effect (no lymphnode metastasis

but effectevident) or therapeuticeffect)



MATERIALS & METHODS

OVERALL RESPONSE (OR)

COMPLETE PARTIAL NONE

ALL OTHER COMBINATIONS WITH
RPTCand RALNC PARTIAL RESPONSE TO NAC IN PT RPTNandRALNN
AND/OR ALN



RESULIEPathologidRkesponsas PTsand ALNsafter NAC

CompleteResponse

Primary |(RP¥C)

PartialResponse

Resp()nse Non-Complete RPw®) 58 50 9%
(RPINC) e 90 78.9%

(RPIN) 32 28.1%




RESULEPathologiRResponsea PTsand ALNsfter NAC

CompleteResponse
(RALNC)

PartialResponse

Non-Complete RALNP) 45 39.5%
(RALNNC) None 92 80.7%

(RALNN) 47 41.2%




RESULEFathologiResponses PTsand ALNsafter NAC

CompleteResponse

(ORC)

PartialResponse

Non-Complete ©RP) 70 61.4%
(ORNC) F— 96 84.2%

(ORN) 26 22.8%




ResultdollowUp: 39 (ange9-128)Months

Death 16 14%



ClinipathologicparametersassessedegardingNACresponses

Age ER
(range: 2487, mean 53)
Multicentricity PgR
Pretherapy tumor size HER 2
Histologic type Ki 67
Pretherapy histologic grade Molecular subtype
Pretherapy nuclear grade NAC type

Primary tumor response
Pretherapy CIS Y P

Lymphatic invasion Axillary lymph node (ALN) response

Vascular invasion Overall response

Perineural invasion Recurrence
Lymphocytic infiltration Mortality

Necrosis



RESULTKSConcordance Responsesf PTsand ALNMetastasisafter NAC

: Axillary lymph node response to NAC
Primary Tumor Y Ymp P

Responseto NAC CompleteResponsen PartialResponse None

(%) n (%) n (%)
CompleteResponse 18 (15.8%) 6 (5.3%) 1 (0.9%)
(O recurrence & death) (1 recurrence &1 death) (O recurrence & death)
Partial Response 4 (3.5%) 34 (29.8%) 20 (17.5%)

(1 recurrence & 1 death) (3 recurrence & 1 death) (4 recurrence & 2 death)

n (%)

None 0 (0%) 5 (4.4%) 26 (22.8%)
n (%) (1 recurrence & 1 death) (15 recurrence & 9 death)

p< 0.001, kappacoefficient10.509

A Anoverallmoderateconcordancevasobservedbetween PTand ALNresponsesWe observedan absoluteconcordance
betweenPTand ALNresponsesn 18patientswith completeresponses 34 patientswith partial responsesn both PT
and ALN,and 26 patientswith no response We observeda major discordancean PTand ALNresponsesn one patient
with completeresponseto NAC imprimarytumor, howeverthe samepatient remainedunresponsivao NAC iraxillary
lymphnode.



p{ =t ¥ 1 ResSpons® NACATITectingrecurrence
Univariate Analysis Multivariate Analysis
| 0.001*
. CompleteReSponseRPIC) | 23 (20.2%) | 4 (g gop) RPTCxRPTP | 0.343 | 2.736| 0.342145.16
Primary Tumor Partial Response(RPTP) 50 (43.9%) 8 (7%) 0.001* |RPINxRPTP | 0.001* | 0.144 0.0590.352
Response | None (RPT) 16 (14%) 16 (14%) RPTNXRPTC | 0.005 | 0.053| 0.007-0.402
CompleteResponseRPTC) 23 (20.2%) 1 (0.9%)
PrimaryTumor | Non-CompleteResponse 0.018* 0.071 | 6.326 | 0.80646.771
Response | (RPTNC) 66 (57.9%) | 24 (21%) '
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Univariate Analysis Multivariate Analysis

Recurrence- Recurrence (+) Exp () 95.0% CI for Exp
n (%) n (%) P Lowerupper

CompleteRespons¢RALNC) | 21 (18.4%) 1 (0.9%) Al N X RALNP 1.530-85.902
Partial Response(RALNP) 40 (35.2%) 5 (4.4%) RALNN x RALNP 0.073-0.529
None (FALNN) 28 (246%) 19 (167(%)) RALNN x RALNC 0.012-0.654

Response

CompleteRespons€RALNC) 21 (18.4%) 1 (0.9%)

Non-CompleteResponse 68(59.6%) 24 (21.1%)
(RALNNC)
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ALNresponseo NACwasfoundto be anindependentpredictor of recurrence whenassesseth a 3tiered categorization

Thepairwisecomparison®f noneresponsegroupwith completeand partial responsesespectivelywere significant However there wasno
significancebetweencompleteandpartial responses

Whendividedinto 2 subgroupshe modelshowedstatisticalsignificanceon univariateanalysidut lackedany significanceon multivariate
analysis




Univariate Analysis Multivariate Analysis

R i R *+) L L pdmE: /L F2N
e e P 2 oBL oPR
0.001*
CompleteResponségORC) 18 (15.8%) 0 (0%) ORCx ORP ) ) ]
PartialResponsgORP) 40(35.26)  10(8.8%) @ pop* ORNXORP  0.00* 0077 0.028:0.208

None ORN) 28(24.6%) 15 (13.2%) ORN x ORC

CompleteRespons€ORC) 18 (15.8%) 0 (0%)

Non-CompleteResponse 71 (62.3%) |25 (21.9%
(ORNC)
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A ForOR multivariate analysigevealedsignificancevhenthe groupswere dividedascomplete partial andnone.

A Thepairwisecomparisorbetween partial and none responsewassignificant however, comparisondetweencomplete
responseandthe othersO 2 dzf bR saleufatedowingto lackof recurrencein ORCgroup

A Whenthe cohortwasdividedinto 2 subgroupsunivariateanalysigevealedsignificance but afurther multivariate
analysiO 2 dzt bR 3pQliéd



Cum Survival

Cum Survival

Cum Survival

Survival Functions

I~ RPT
i None
- ‘*‘*"—“—[' R * )| I Partial
y 1 Complete
L None-censored

= Pattial-censored

—‘T - Complete-censorad

Log rank test, p: 0.001%
RPT-C vs. RPT-PF. p: 0.329
RPT-N vs, RPT-P. p: 0.001%

RPT-N vs. RPT-C., p: 0.001*
00 1000,00 2000,00 300000 4000,00
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Log rank test, p: 0.001%
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Survival Functions
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Log rank test, p: 0.001%
OR-C vs. OR-P. p: 0.162
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Survival Functions

ot RPT
Y Non complete
, —1Complete
- = Mon compl ansarad
et = Complete-censored

Log rank test,

RPT-C vs. RPT-NC p: 0.038%
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A KaplanMeier survivalanalysigevealed

that both 3 and 2 tiered systemshave
significancan terms of diseasefree
survival however inall of PT, ALNand
overallresponsessurvivalcurvesof
patientswith partial responsewere closer
to completeresponsethan none-
response



RESUL P TRespons®d NACAffectingMortality

Univariate Analysis Multivariate Analysis

Mortality (-) Mortality (+) . LpORE: /L F2
Or"na(f;)) O:Wa(fl%)) s P2 SEL e lf_ower-upper
0.007*
CompleteResponseRPFC)  23(20.26) 1 (0.9%) RPECXRPEP 0755 1.414 0.15812.699

PartialResponsg RPTP) 54 (47.4%) 4 (3.5%)

0.001* RPFNxRPTP 0.006* 0.197 0.063-0.621
None (FRTN) 21 (18.4%) 11 (9.6%)

RPTNxXRPFC 0059 0.139 0.0181.081
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CompleteRespons€RP T 23 (20.2%) 1 (0.9%)
C)

75 (65.7%) | 15 (13.29%) O-117
Non-CompleteResponse

A Regardingnortality, divisioninto 3 subgroupsof PTresponserevealedsignificanceon both univariateand

multivariate analysis
A Pairwisecomparisorbetweennonerespondinggroup and partial responsegroupwasstatisticallysignificant However

the pairwisecomparisonbetweencompleteresponseandnoneresponsegroupsrevealeda marginalsignificance

A Thismaybe dueto only one deathin the completeresponsegroup. Therewasno statisticalsignificancavhenthe PT
responsewasdividedinto the two subgroupsof completeand non-complete



RESUICKESALNResponst® NACAffectingMortality

Univariate Analysis Multivariate Analysis

Mortality (-) Mortality (+) Exp () 95.0% CI for Exp )
n (%) n (%) P Lowerupper

CompleteRespons€RALN
C) 21(18.46) | 1 (0.9%) ALNGx AL 0.17914.798
Partial Response(RALNP) 41 (36%) 4(3.5%) | 0.049* JRALNNxRALNP 0.087-0.884
None (RALNN) 36(31.8%) | 11 (9.6%) RALNN xRALNC 0.022-1.322

CompleteRespons€éRALN 21 (18.4%) 1 (0.9%)
C)
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Node Response

77 (67.5%) | 15 (13.2%)
Non-CompleteResponse
(RALNNC)

A Concerninghe axillarylymph node response the modelwasstatisticallysignificantwhen the groupswere divided
into 3.

A Again the pairwisecomparison®f noneresponsegroupwith completeand partial responsesespectivelywere
significant whereas the pairwiseanalysietweencompleteand partial responsewasinsignificant

A Whenthe groupswere dividedinto 2, univariateanalysigdid not revealsignificance



ectingMortality

UnlvarlateAnaIyS|s Multivariate Analysis

Mortality (-) Mortality (+) P p, P E:
n ("IA)) n (‘I%) 9EL) 67 Il_)oweFUpper
0.007*
Completel%SponSéORC) 18 (15.8%) 0 (0%) ORCx ORP ] - -
Pl RO (O] 63(55.3%)  7(6.1%) 4 g* ORNXORP 0.0@* 0200 0.074-0543

None ORN) 17 (14.9%) 9 (7.9%) ORN x ORC

CompleteRespons€ORC)| 18(15.8%) 0 (0%)
Non-CompleteResponse 80 (62.3%) | 16 (14%) 0.062
(ORNC)

ORrevealedstatisticalsignificanceon univariateand multivariate analysisvhenthe groupswere dividedinto 3,
whereas2-tiered systemdid not Showany significance



