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Che cosa c’e di nuovo in chirurgia?
Bl Presentazione e discussione A. Paduos

Presentazione
Aggiornamenti in chirurgia dell‘ascella

* Quando la dissezione ascellare?

M.G. Lazzaretti

» [l valore dell'esame estemporaneo sul linfonodo sentinella

I Castellano
Aggiornamenti in chirurgia della mammella

* Screening e mastectomia: sono cambiate le indicazioni?

M. Bortolini
Discussione
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AGGIORNAMENTI IN CHIRURGIA
DELI’ASCELLA:

QUANDO LADISSEZIONE
ASCELLARE?

Maria Grazia Lazzaretti



VALUTAZIONE ASCELLA
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» PROGNOSI
» RACCOMANDAZIONI PER LA
TERAPIAADIUVANTE

NONOSTANTE MECCANISMI
MOLECOILARI...

.«.0E CI SONO METASTAMSI...

SOPRAVVIVENZA SOVRAPPONIBILE, MA:

% v RISCHIO DI ULTERIORI METASTASI

v POSSIBILITA’ DI SVILUPPARE RECIDIVE ASCELLARI
SINTOMATICHE
v RISCHIO DI SOTTOUTILIZZO DI TERAPIE ADIUVANTI PER

- MANCANZA DI CORRETTA STADIAZIONE

BH



TEORIAVIRCHOW/HALSTED

. THE ACCURACY OF CLINICAL NODAL STAGING AND
; OF LIMITED AXILLARY DISSECTION AS A
DETERMINANT OF HISTOLOGIC NODAL STATUS IN
CARCINOMA OF THE BREAST ,
o bec Fisher B et Al; Surg Gynecol Obstet 1981 ¥ e over-

BREAST CANCER RISK OF AXILLARY RECURRENCE
IN NODE-NEGATIVE PATIENTS FOLLOWING PARTIAL
DISSECTION OF THE AXILLA

.

d Cancer »m
PATIENTS WITH LYMPH NODE-NEGATIVE BREAST

CARC NOMA HAVE PROGNOSTIC SIGNIFICANCE?
.‘ ’ Eusoma Mandatory Quality Indicators for Breast Centre Certification y 7 \ .
- \

5‘% : 2" ;_ SalamaJK etAI Cancer 2005
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Proportion of patients with invasive cancer and axillary M 85% 98% ,,-""
clearance performed with at least 10 lymph nodes examined e b

—



LYMPH NODE RATIO IN SENTINEL LYMPH NODE
BIOPSY ERA: ARE WE LOSING PROGNOSTIC

INFORMATION?
E T B
Node-positive EBC Node-positive EBC

pN Stage Groups

~IN1,n =307
TIN2,n=143, p=0017
N3,n=103; p<0.001
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Proportion alive
roportion alive
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» “...only LNR was associated with prediction for
024 outcome...

ol > “...the prognostic property of LNR was consistent, unlike
~& pN stage, irrespective of nodal yield.”

Survivai (years) | VM VIV | S 3

Quintyne Kl et Al; Clin Breast Cancer 2016
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BREAST CANCER SUBTYPE, AGE AND LYMPH NODE
STATUS AS PREDICTORS OF LOCAL RECURRENCE

FOLLOWING BREAST-CONSERVING THERAPY

E
Multi-institutional cohort 2233 pts

Cumulative Incidence of
local failure

Cumulative Incidence of

local failure

408

{ ——

103

=18

0.16 7

Log-rank test for trend: P = 0.0006

HR = 1.06/involved node

0.14 -
0.12 1
0.10 1
0.08 -
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0.02 1
0.00

Follow-Up Time (years)
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Braunstein LZ et Al; Breast Cancer Res Treat 2017



CHIRURGIA DELI’ASCELLA =

STADIAZIONE
L O R ———

RECIDIVE ASCELLARI <ATTESO

BIOPSIA DEL LINFONODO SENTINELLA

STANDARD NELLA STADIAZIONE
DELLASCELLA
...MA...
» NON SERVE PER ALCUNE PAZIENTI
» SE POSITIVO, NON SEMPRE NECESSARIA UNA D.A.

» SE FNAC+ PRE-INTERVENTO: SEMPRE D.A.?




CHIRURGIA DELI’ASCELLA &

1l dis-agio

Metis, Settembre 2015

I
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COMPLICANZE
. S —

“Ouando U. Veronesi inizio, a distanza di quasi 20
anni, la sua nuova ricerca conservativa riguardante i
linfonodi, I’edema nelle pubblicazioni riapparve alla
grande, come esito talmente brutale da consigliare di
lasciare i linfonodi in sede sacrificandone solo alcuni
per studiarne lo stadio. Questo comportava comungue
Uinterruzione della catena.

Come per la conservazione della ghiandola, i senologi
sono tornati ad essere appagati: il LS, dicono, evita il
linfedema. E’ vero! Non si vedono piu i1 linfedemi di
un tempo: braccia grosse, indurite, pesanti, arrossate,
ciondolanti. Ma l’interruzione sussiste!”




BREAST CANCER SUBTYPE, AGE AND LYMPH NODE
STATUS AS PREDICTORS OF LOCAL RECURRENCE

FOLLOWING BREAST-CONSERVING THERAPY

. R ——
First 176 pts recruited
Quick D.A.S.H.
(Disability Arm, Shoulder and Hand Questionnaire)
94 SNB arm vs 82 observation arm

100 -
o | T S\Bn04 P <0.001
= = 0B8Sn=82
80 100 -
70 - = P <0.001 e BCS + SNB =89
& g0 . P<0.001° — +BCS+SNB+ADN5
ol J
70
40 -
m -
x- 50
m .
10 - Nl
30 -
0 r - .
Pre-Surgery Post-Surgery 6 months 12 months i
10 -
0 T . .
Pre-Surgery Post-Surgery 6 months 12months

Gentilini O. et Al: EJSO 2016
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KYOTO BREAST CANCER CONSENSUS CONFERENCE 1
DE-ESCALATION OF AXILLARY SURGERY IN EARLY

BREAST CANCER

35 MULTIDISCIPLINARY PANEL MEMBERS

TREND TO DE-ESCALATION

1. advent of sentinel node biopsy

2. Improvements in adjuvant therapies

3. down-staging of disease with neo-adjuvant approaches

4. predictive biomarkers superseding nodal status as
prime determinants of eligibility for adjuvant systemic

therapy

Jatoi | et Al; Lancet Oncol 2016




THE LAMCET Onco

KYOTO BREAST CANCER CONSENSUS CONFERENCE 1
DE-ESCALATION OF AXILLARY SURGERY IN EARLY

loegy

BREAST CANCER

L U AR — e
35 MULTIDISCIPLINARY PANEL MEMBERS

74% No ALND in low volume +SNs
80% SNB after NACT

(60% >2 nodes removed
17% placed a marker)

« ACOS0G 71071

SLN biopsy o7
= NSABF B-32 SLN biospy
(macrome tastases)

= 20011, AMAROS, POSNOC

SLM biopsy (micrometastases/ITCs)
= |[BCSG 23-01, AATRM

Node-negative MNode-positive

Axillary sampling (targeted)

Axillary sampling (blind)

Axillary ymph node dissection (level 2)

Axillary ymph node dissection (level 3)

Jatoi | et Al; Lancet Oncol 2016
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Olizvlll COCHRANE LYBRARY

. N RN

No AX surgery
vs ALND quality

\9““ ke evidence

\ el
Ax sampling vs %@czs‘ 59 pts Low quality
ALND M“d\m"“e evidence

SLNB vs AL raly 0“; ?\N‘ 9426 pts I\/Iode!rate
'm‘e.mv"* quality
1€

evidence
4 trials 2585 pts High quality

LES\ ¢ RGERY vs ALND: < OS (HR=1.08)
> LR (HR 1.53)

Low quality evidence suggests increased risk of lymphoedema with ALND
Bromham N et Al; Cochrane Collaboration 2017




Cochrane
Library

Cochrane Database of Systematic Reviews

€

at |12 months postop.

COCHRANE LYBRARY

Axillary treatment for qg

B
Comparison 5 Less surgery versus ALND, Outcome 7 Lymphoedema. Increase in arm volume |

(Review)

Comparison 5§ Less surgery versus ALND, Outcome 4 Local recurrel

Study or subgroup Less surgery Maore surger Harard Retin Wikt
Comparison 5 Less surgery versus
n/N /N Ll
Stud b Le: ™M
| ax‘ﬂl,lr)r Sampnng v ALND udy or subgroup S5 surgery ore suy
Cape Town (1) 8232 AN
Cape Town (2) 9173 I no axillary surgery vs ALND
Milan 2 9110
Cardiff 3199
MNSABP B-04 107/365 10
Edinburgh | 15/234
& Subtotal (95% CI) 475
Subtotal (95% CI) 738 Heterogeneity: ChiZ = 1.66, df = | (P = 0.20)%; 2 =40%
Heterogeneity: Chi® = 201, df = 3 (P = 057); I2 =0.0% Test for overall effect: 2 = 0.59 (P = 0.55)
Test for overall effect: Z = 1,67 (P = 0.095) 2 axllary sampling vs ALND
7 SLNE vs ALND E'dburgh SamplefClear 53/203 5
Milan (3) 4/259 Subtotal (95% CI) 203
Heterogeneity: not licable
Subtotal (95% CI) 259 ey no e
. ) Test for overall effect: Z = 0.27 (P = 0.79)
Heterogeneity: not applicable 3 radiotherapy vs ALND
Test for overall effect: Z = 0.08 (P = 0.93) NSABP B-04 (1) 127/294 12
3 radiotherapy vs ALND
MNSABP B-04 () 111/365 10
Manchester 4171113
Subtortal (95% CI) 659
NSABP B-04 () 422025 Heterogeneity: Chi2 = 0.00, df = | (P = 0.95Y, 2 =0.0%
NSABP B-04 (5) 1813896 Test for overall effect: 7 = 0.96 (P = 0.34)
Total (95% CI)
SE Scotland (6) 2172204 Heterogeneity: Chi2 = 1.69, df = 4 (P = 0.79); 2 =0.0%
ST Scotland (7) 71878 Test for overall effect: Z = 1.15 (P = 0.25)
Test for subgroup differences: Chi? = 002, df = 2 (P = 099), 12 =
WSSA Glasgow (8) 131483
WSSA Glasgow 1141
Subtotal (95% CI) 10640 11616 ¥ 76.5 %
Heterogeneity: Chi® = 4.34, df = & (P = 0.63), I* =0.0%
Test for overall effect: 7 = 2.07 (P = 0.038)
Total (95% CI) ( ' ) 100.0 % q

Heterogeneity: Chil = 1234, df = 11 (P=034); 2 =11%
Test for overall effect: Z = 1.05 (P = 0.30)
Test for subgroup differences: Chi? = 599, df = 2 (P = 0.05), I? =67%

Study or subgroup Less surgery Mare surgery Odds Ratio ‘Weight Odds Ratio
n/N n/N M-H Fixed 95% CI M-H Fixed,95% ClI
I no axillary surgery vs ALND
Addenbrookes (1) 6/53 12145 7 42 % 035[0.12,1.03]
Guy's (2) 0191 67104 A 22% 0.08 [ 000, 149 ]
Institut Bergonie (3) 3/258 417274 " 144% 007 [002,022]
MNSABP B-04 (4) 481312 177577 L] 385 % 041 [029,05%]
Subtotal (95% CI) 714 1000 * 59.4 % 0.31[0.23,0.43 ]
Total events: 57 (Less surgery), 236 (More surgery)
Heterogeneity: Chil = 9.68, df =3 (P = 0.02); 12 =69%
Test for overall effect: Z =729 (P < 0.00001)
2 axillary sampling vs ALND
Cardiff (5) | 1/45 20040 - 59% 032[0.13 081]
Subrortal (95% CI) 45 40 - 5.9 % 0.32[0.13,0.81]
Total events: | | (Less surgery), 20 (More surgery)
Heterogeneity: not applicable
Test for overall effect: Z = 240 (P = 0.01§)
3 SLNB ws ALND
GIVOM Sentinella () 15/336 300341 - 104 % 048026, 0592]
Milan (7) Q100 127100 — 46 % 004 [ 000, 060]
SNAC (8) 29/544 47/544 - 163% 0.60[037,096]
Subtotal (95% CI) 980 985 * 31.3 % 0.48 [ 0.33,0.69 ]
Total events: 44 (Less surgery), 8% (More surgery)
Heterogeneity: Chi® = 4.06, df =2 (P = 0.13); 2 =51%
Test for overall effect: Z = 3.92 (P = 0.0000%0)
4 radictherapy vs ALND
SE Scotland 5/100 107100 -7 35% 047 [0.16, 1.44]
Subtotal (95% CI) 100 100 - 3.5 % 0.47 [ 0.16, 1.44 ]
Total events: 5 (Less surgery), 10 (More surgery)
Heterogeneity: not applicable
Test for overall effect: Z = 1.32 (P =0.19)
Total (95% CI) 1839 2125 C - ) 100.0 % 0.37 [ 0.29, 0.46 ]
Total events: | 17 (Less surgery), 355 (More surgery)
Heterogeneity: Chi* = 1678, df = 8 (P = 0.03); P =52%
Test for overall effect: Z = 8.64 (P < 0.00001) p < 0 ‘30001
Test for subgroup differences: Chi? = 3.25, df = 3 (P = 0.36), > =8%

ool ol | 10 100

Favours less surgery Favours more surgery

0001 001 01

Favours less surgery

10 100 1000

Favours mare surgery



...SE DISSEZIONE ASCELLARE...

RADIOTERAPLA?

Axillary Reverse Vapping

I
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AXILLARY REVERSE MAPPING
L U J—
IS AXILLARY REVERSE MAPPING FEASIBLE IN BREAST
CANCER PATIENTS?

Noguchi M et Al; EJSO 2015

IS THERE AROLE FOR AXILLARY REV MAPPING IN THE

“...this literature review does not show enough evidence to mandate the introduction of

ARM into current cancer guidelines.”
AAILLARKY KEVERSE IVIAFFING IN NU FATIEN TS REQUIRKING

SENTINEL NODE BIOPSY —ASYSTEMATIC REVIEW OF THE

H‘ LITERATURE AND NECESSITY OF ARANDOMIZED STUDY
: Parks RM et Al: The Breast 2017

THEBREAST




DISSEZIONE ASCELLARE
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INDICAZITONI l{l*ZSll)L"l*Z:

1. CLINICAMENTE N+ (palpazione, US, FNAC?)

2. CARCINOMA INFIAMMATORIO

3. MALATTIARESIDUAASCELLARE DOPO CTNA

4. LINFONODO SENTINELLA NON IDENTIFICATO

5. MASTECTOMIA CON MACROMETASTASI NEL SENTINELLA

6. PAZIENTI PER LE QUALI SONO NECESSARIE ULTERIORI

I INFORMAZIONI SUL NUMERO DI LINFONODI METASTATICI






SURGICAL,
ONCOLOGY

PREDICTING THE EXTENT OF NODAL DISEASE IN
EARLY-STAGE BREAST CANCER

US (one to two SLND p value
suspicious lymph (N = 518)
nodes) (N = 149)
Mean number of 3.6 2.2 <0.001
positive lymph nodes
Number of positive lymph nodes
1 44 (30) 290 (56)  <0.001
2 38 (26) 127 (25)
3 20 (13) 43 (8)
=4 47 (32) 58 (11)
Largest lymph node 13.4 53 <0.0001

“...having metastases identified by US was the strongest predictor of having
more than three positive lymph nodes (OR =4.01).”

“...lobular histology was also predictive of having more than three positive

lymph nodes (OR = 1.77).”

Caudle AS et Al; Ann Surg Oncol 2014



META-ANALYSIS OF ULTRASOUND-GUIDED BIOPSY OF
SUSPICIOUS AXILLARY LYMPH NODES IN THE

SELECTION OF PATIENTS WITH EXTENSIVE
AXILLARY TUMOUR BURDEN IN BREAST CANCER

. R ———— e

Ha. of patients with 1-3 nodes

Ralerence US+biopsy+ US+blopsy—'SLNB+ Weight (%)  Risk ralio Risk ratio
Clatto et al 5 B of 208 71 of 108 276 D66 (054, 0-62) o
Damems &t & ™ 9 of 27 7otd 58 D38 {021, 0691 —a

Mo. of pelienis with 1-2 nodas

Refarence US+blopsy+ US—/SLNB+ Weight (%) Alsk ratio Aisk ratio

Damera gt al 19 g of 27 11 aof 11 161 0-35 {021, 0-80) —a—

Hinson ot ai & 16af 34 14.0f 14 177 0-48 {0-31. 0-87) —o—

Holwiit a¢ ai 28 BE of 74 12 od 30 1740 2-20 [1-41, 3-43) —0—

Leamoe af aj 21 & of & 2ol3 1240 1-25 [0-562, 3-00) — i
No. of patients with 1-3 nodes

Refarence US+bDlopey—~/SLNB+ US—/SLNB+  Walght (%) Risk ratio Rl ratio

“ Patients with no suspicious nodes on ultrasound imaging and those with a negative
ultrasound-guided biopsy could possibly be spared the sentinel lymph node procedure.”

(SR Sy = el B B L R T

Schietiecatte er al ™ TofT 24 of 24 a4 100 (083, 1-21)
van Wely at &i.* 13 of 19 256 of 376 108  1-00(0-73, 1-37)
Total 42 of 49 311 of 432 1000 088 (0-B8, 1-10)
Heterogeneity: ¥ = 000; x*= 1-10, & AL, P= 0:06; F = 0% | | L
Teet for overall effect: Z = 0-20, P = -84 P E— P—

hliore nodes In kiora nodes In

I UZS+blkopsy—"SLNE+ LUE—3LME+
oY STy Do ot W, D oo co=o




SAB & TUMOUR LOAD

S R ——

S TOTAL TUMOUR LOAD ASSESSED BY ONE-STEP
_ NUCLEIC ACID AMPLIFICATION ASSAY AS AN
I k_‘_"(! INTRAOPERATIVE PREDICTOR FOR NON-SENTINEL
i LYMPH NODE METASTASIS IN BREAST CANCER
Sﬁi'[fga?it?) flnivariate Eﬂil[gjii?i i-[ultivariate

Age (years) 0.99 (0.94—1.05) 0.711
Tumor size (mm) 1.08 (1.00—1.16) 0.047 1.06 (0.98—1.15) 0.168
Log TTL (copies/uL) 3 56 (1.57—8.00) 0.002 2.67 (1.06—6.70) 0.036
STN macrometastases B4 (1.55-13.02) 0.006 263004 7.36) 0066

Histologic type
Invasive ductal carcinoma 1 0974 .
Invasive + ductal carcinoma in situ 0.97 (0.09-10.26) TT L I d d
Invasive lobular carcinoma 0.58 (0.06—5.51) O n y I n e pe n ent
Invasive papillary carcinoma -

Histological tumor grade p red i CtO r Of n O n S N

I 1 0.069

i ?13 o metastases (OR = 2.67)
Lymphovascular invasion (yes vs no) 60 (0.45—-5.74) 0471
ER (positive vs negative) 2 33 (0.26—21.17) 0451
PR (positive vs negative) 6.28 (0.75—52.90) 0.091
HER2 ( positive vs negative) 0.71 (0.13-3.94) 0.699
Multifocality (yes vs no) 2.78 (0.53—-14.48) 0.226

Nabais C et Al; The Breast 2016
italiano:




SENTINEL NODE BIOPSY PERFORMANCE AFTER
NEOADJUVANT CHEMOTHERAPY IN LOCALLY
ADVANCED BREAST CANCER: ASYSTEMATIC REVIEW
AND META-ANALYSIS

.. ) Mocelli tAl; Int 201
79 ellglble studies ocellinSe : Int J Cancer 2016

7451 pts - | » no survival benefit
IR 89.6% °° ’BUT’ *** | » no therapeutic role of AD
ENR 14.2% > role of minimal residual disease?

SENTINEL NODE BIOPSY AFTER NEOADJUVANT
TREATMENT IN BREAST CANCER: FIVE YEAR

FOLLOW-UP OF PATIENTS WITH CLINICALLY NODE-
NEGATIVE OR NODE-POSITIVE AXILLARY DISEASE
BEFORE TREATMENT

» FNR irrilevant Galimberti V et Al; EJSO 2016
» AD has no effect on outcomes




AXILLARY NODAL MANAGEMENT FOLLOWING

NEOADJUVANT CHEMOTHERAPY. AREVIEW
—— — A
) AVOID ANTLT.ARY EYNPH NODIE

DISSECTTON?
1 cNO, ER+, Her2neu- (suggested BCS)

Initial surgery is the patH most likely to avoid ALND

2 cNO, TN or Her2neu+
G-

777

3 cN+ or mastectomy pts
G-

NAC reduces the likelyhood of ALND

Pilewskie M et Al; Jama Oncol 2017




OUTCOMES OF SENTINEL LYMPH NODE-POSITIVE
BREAST CANCER PATIENTS TREATED WITH
~ MASTECTOMY WITHOUT AXILLARY THERAPY

REGIONAL RECURRENCES 925 SN+ pts

Annals of
SURGICAL,

ONCOI )

=
T RELAPSE-FREE SURVIVAL
No CLND/XRT - | OVERALL SURVIVAL
—— CLND/No XRT =
£ | —— CLND/XRT = |
= § -
T 4
o
i =
2 g 2 g
£ 3 M = —— NoCLNDNoXRT | | =
== £ No CLND/XRT Z 2
Z —— CLND/No XRT A
g < | —— CLND/XRT b=
o z < 2 —— No CLND/No XRT
= s = 34 No CLND/XRT
Z e —— CLND/No XRT
E o g ~ CLND/XRT
- E oS- >
I
g | E o p=0.11
I I I
0 50 100 |
Months = | |
0 50 100 2 -
i Months ' ' ! '
0 50 100 150 200
Months
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INDICAZIONI

CONTROINDICAZIONI

SNB+

PROTOCOLLI INTERNI

’ 2007

N — g -

’ 2015

v" ¢cNO (EOL, US, FNAC)
v T< 3cm
v_ unicentrico

v ¢NO (EOL, US, FNAC)
v  CTNA

v multicentrico

v recidiva dopo SNB

v
v (

\/ g : =+ Projected
d —  Actual

2000

15600

v

No. of Patients
=2
L)

00 =

0 -|»I'-| [T R R S e A 1

ew?" O f"@'

‘:

f% $§ f#

Study Period




CASISTICA DISSEZIONE ASCELLARE
(264 pazienti operate dal 2010 al 2016)

n° medio n° medio casi con => 3
linfonodi linfonodi linfonodi
asportati metastatici +
(range) (range) (%)
US/FNAC+ 108 22.9 (8-65) -51) (84(37.8)
SNB+ 91 20.4 (9-41) 2.0 (0-19) 21 (23.1)
DA dopo NACT 35 22.2 (9-56) 1.5 (0-14) 5(14.3)
In cN+

negativizzati

controind. o ASCELLA CaIS:i ?Oﬂ =>3 0
volonta pazienti POSITIVA infonodi
ALLA +
PALPAZIONE (%)
US/FNAC+ 51 .43 (84.3))
(47.2)

B SNB+ 4 (4.4) 4 (100)




CONSIDERAZIONI CONCLUSIVE

——
SNI B R[ DUNDANT?

THEBREAST AXILLARY ULTRASOUND AND FINE-NEEDLE ASPIRATION
: CYTOLOGY IN THE PREOPERATIVE STAGING OF AXILLARY NODE

METASTASES IN BREAST CANCER PATIENTS

Gipponi M et Al; The Breast 2016
PREOPERATIVE ULTRASOUND STAGING OF THE AXILLA MAKES

PEROPERATIVE EXAMINATION OF THE SENTINEL NODE
REDUNDANT IN BREAST CANCER: SAVING TISSUE, TIME AND

T=>5cm D.A.+ Rt +..NACT

> 3 linfonodi metastatici

1
2
3. Importante EEC
4

linfonodi metastatici alla palpazione




Bmft“"@ LYMPH NODE SURGERY - STEPWISE
5 j RETIREMENT FOR THE BREAST
- SURGEON?

L VI —— S

“With decreasing use of ALND, opportunities for junior
staff, fellows, and residents to practice this procedure
will continue to decline. In parallel, the technical
complexity of performing ALND will continue to
Increase in the more advanced, chemotherapy-resistant,
or recurrent disease. Therefore, breast surgeons will not
retire from lymph node surgery; instead, they will be
challanged by performing more difficult procedures
with less experience.”

Landin J et Al; Breast Care 2016



“...tailor more than to omit lymph
nOde tl"eatment. o o0 » Poortmans 2016




