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BIOPSIA DEL LINFONODO SENTINELLA
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» NON SERVE PER ALCUNE PAZIENTI
» SE POSITIVO, NON SEMPRE NECESSARIA UNAD.A.

» SE FNAC+ PRE-INTERVENTO: SEMPRE D.A.?
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No

Consider blue dye Yes Hag

injection and prior
lymphoscintigraphy

rad

bre

¢ Ensure gamma probe i

e Inject additional fluid
massage

e Search for extramamm

* Ensure sufficient dose
surgery or 2.5 mCi if i

e Contact nuclear medic
concern

Interrg
Palpaj
Consi
Consi

Cong

Consider
contacting the
nuclear medicine
department to use
unfiltered

radioactive colloid*

Remove any node
with a count >10%

of the hottest

node

If the previous steps
are completed and
the surgeon is still
concemed, consider
axillary ultrasound
to locate any lymph
nodes

2

Proceed with
lumpectomy or
mastectomy and then
re-evaluate the axilla

Yes

Have you made
adjustments to
reduce shine-
through ?

No

Yes

Did you utilize a
peritumoral
injection
technique?

No

» A »
»
Overlap between
injection site and axilla
(i.e. cannot isolate
sentinel lymph node)
Angle gamma probe

away from injection
site and toward axilla
Adjust probe settings
to reduce
background noise
Use collimator
Retract breast
downward and
medially

Consider dual tr.

acer with blue dye

Proceed with incision

Recheck axilla with gamma probe
Advance gamma probe into axillary
fat to increase additional distance




S.N.B.=AN OUTDATED PROCEL

1.  INVASIVE PROCEDURE

2. AXILLARY SURGERY NOT THERAPEUTIC

3. IMPORTANCE OF STAGING DECREASING

...BUT....

“. ..enormous Investment in health care resources. ”
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JOURNAL
CLINICAL
ONCOLOC

SENTINEL LYMPH NODE BIOPSY WITH EARLY-STAGE
BREAST CANCER: AMERICAN SOCIETY OF CLINICAL

ONCOLOGY CLINICAL PRACTICE GUIDELINE.
UPDATE

BOTTOM LINE 2014 s BOTTOM LINE 2017

Guideline Questions
How should the results of sentinel node biops

SNB) be used in clinical practice? What is the role of SNB in special circumstances in

Guideline Question

clinical practice? What are the potential beng

Target Population

Medical oncologists, radiation oncologists, pa

184 pubblications
8 full text articles

Target Audience
Medical oncologists, surgical oncologists, hog

Methods
An Expert Panel was convened to determine w|
from the medical literature.

Consistent with 2014 recommendations

» How should the results of sentinel node biopsy (SNB) be used in clinical practice? What is the role of SNB in special circumstance:
led with SNB?

ley murses, patients/caregivers, and guideline implementers.

d an Update Committee was convened to review the evi-
ecommendations and strength of evidence is provided in thy

Recommendations

Recommendation 1. Clinicians should not

¥ TR T T T T TS SO T recomrmersr ey Tymipn node dissection (ALND) for women with early-stage breast
cancer who do not have nodal metastases. Type: evidence based; benefits outweigh harms. Evidence quality: high. Strength of rec-

ommendatinn: strone

breast cancer who do not have nodal m
Strength of recommendation: strong).

whole-breast radiotherapy (Type: evidg
recommendation: strong). ® T > 5 CI I l

Recommendation 2.1. Clinicians should n
or two sentinel lymph node metastase]

Recommendation 2.2. Clinicians may offer
SNB specimens who will receive mastd
Strength of recommendation: weak).

Recommendation 3. Clinicians may offer
circumstances:
3.1. Multicentric tumors (Type: evidenc|
recommendation: moderate).
3.2. Ductal carcinoma in situ when m

* large or bulky sentinel node mts
* gross extranodal extensmn

mmend ALND for women with early-stage breast cancer who have one or two
hreast-conserving surgery (BCS) with conventionally fractionated whole-breast
jveigh harms. Evidence quality: high. Strength of recommendation: strong.

[ for women with carly-stage breast cancer with nodal metastases found on SNE
ed; benefits outweigh harms. Evidence quality: low. Strength of recommendation:

r women who have operable breast cancer who have the following circumstances:
penefits outweigh harms. Evidence quality: intermediate. Strength of recommen-

bctomy is performed. Type: informal consensus; benefits outweigh harms. Evi-
hdation: weak.

lidence based; benefits outweigh harms. Evidence quality: intermediate. Strength

[Type: evidence based; benefits outweigh harms, Evidence quality: intermediate.

Evidence quality: insufficient. Strength of recommendatlon weak}

3.3. Prior breast and/or axillary surgery (Type: evidence based; benefits outweigh harms. Evidence quality: intermediate.
Strength of recommendation: strong).

3.4. Preoperative/neoadjuvant systemic therapy (Type: evidence based; benefits outweigh harms. Evidence quality:
intermediate. Strength of recommendation: moderate).

Recommendation 4. There are insufficient data to change the 2005 recommendation that clinicians should not perform SNB
for women who have early-stage breast cancer and are in the following circumstances:

4.1. Large or locally advanced invasive breast cancers (tumor size T3/T4) (Type: informal consensus. Evidence quality:
insufficient. Strength of recommendation: weak).
4.2, Inflammatory breast cancer (Type: informal consensus. Evidence quality: insufficient. Strength of recommendation:
weak).
4.3. Ductal carcinoma in situ when breast-conserving surgery is planned (Type: informal consensus. Evidence quality:
insufficient. Strength of recommendation: strong).
. Pregnancy (Type: informal consensus. Evidence quality: insufficient. Strength of recommendation: weak).

» Recommendation 4: There are insufficient data to change the 2005 recommendation that clinicians should not perform SNE for
women who have early-stage breast cancer and are in the following circumstances:

® 4.1: Large or locally advanced invasive breast cancers (tumor sire T3T4). Type: informal consensus. Evidence quality: insufficient,
Strength of recommendation: weak.

# 4.2: Inflammatory breast cancer. Type: informal consensus. Evidence quality: insufficient. Strength of recommendation: weak.

» 4.3: DCIS when breast-conserving surgery is planned. Type: informal consensus. Evidence quality: insufficient. Strength of recom-
mendation: strong,

» 4.4 Pregnancy. Type: informal consensus. Evidence quality: insufficient. Strength of recommendation: weak.

Qualifying Statements

» Clinicians may perform SNE for DCIS diagnosed by minimally invasive breast biopsy: one, when mastectomy is planned, because
this precludes subsequent SNE at a second operation; two, when physical examination or imaging shows a mass lesion highly sug-
gestive of invasive cancer; or three, the area of DCIS by imaging is large (= 5 cm). SNB may be offered before or after necadjuvant
systemic therapy (NACT), but the procedure seems less accurate after NACT. This update deleted a recommendation for patients
having undergone prior nononcologic breast surgery or axillary surgery because of insufficient data to inform a recommendation.
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Axillary treatment for operable primary breast ¢g ag?
(Review) 26 RCTs

No AX surgery 10 trials oderate

vs ALND o quality
vy evidence

. — AW et :
Ax sampling vs %@CWNS Low quality
ALND M“d‘m""e evidence

SLNB vs AL - 0“; ?\N‘ 9426 pts I\/Iode!rate
i “\9"/ quality
e evidence

4 trials 2585 pts High quality

)Y
LES, “CRGERY vs ALND: < OS (HR=1.08)
,,,,,, > LR (HR 1.53)

::i58 Low quality evidence suggests increased risk of lymphoedema with ALND

5?? Bromham N et Al; Cochrane Collaboration 2017




Cochrane
Library

Cochrane Database of Systematic Reviews

C

Axillary treatment for qg

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

at |2 months postop.

COCHRANE LYBRARY

(Review)

Comparison 5 Less surgery versus ALND, Outcome 4 Local recurrer

Study or subgroup Less surgery Maore surgers Hazard Retin Wikt
Comparison 5 Less surgery versus
n/™ iy Ll
Stud by Le ™
| axillary sampling vs ALND Heyorsubereup 5 surEery ore sy
Cape Town (1) 81232 AN
Cape Town (2) 9173 | no axillary surgery vs ALND
Milan 2 9110
Cardiff 31199
NSABP B-04 107/365 10
Edinburgh | 15234
nburgh Subtotal (95% CI) 475
Subtotal (95% CI) 738 Heterogeneity: Chi® = 166, df = | (P = 0.20); 12 =40%

Test for overall effect: 7 = 0.5%9 (P = 0.55)
2 axillary sampling vs ALND

Heterogeneity: Chi? = 201, df = 3 (P = 057); 2 =0.0%
Test for overall effect: Z = .67 (P = 0.095)

2 SLINB vs ALND E'dburgh SamplefClear 53/203 5
Milan (3) 47259 Subtotal (95% CI) 203
Het ity not licabl
Subtotal (95% CI) 259 eterogenely not appleabie

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) 1277294 12
3 radiotherapy vs ALND
MNSABP B-04 () 111/365 10
Manchester 4171113
Subtortal (95% CI) 659
NSABP B-04 (4) 422025 Heterogeneity: Chi2 = 000, df = | (P = 0.95); 12 =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: Chi? = 1.69, df = 4 (P = 0.79); 12 =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), P =
WSSA Glasgow (8) 137483
‘WS5A Glasgow 1/41
Subtotal (95% CI) 10640 11616 # 76.5 %
Heterogeneity: Chi® = 4.34, df = & (P = 0.63), I* =0.0%
Test for overall effect: Z = .07 (P = 0.038)
Toral (95% CI) < b > 100.0 % a

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 More surgery Odds Ratio Weight Odds Ratio
n/N n/N M-H Fixed 95% Cl M-H Fixed 95% Cl
I no axillary surgery vs ALND
Addenbrookes (1) 6/53 12145 ] 42 % 0350012, 1.03]
Guy's (2) 0/91 67104 D — 22% 0.08 [ 000, 149 ]
Institut Bergonie (3) 3/258 417274 " 144 % 007 [002,022]
MNSABP B-04 (4) 48312 177577 L] 385% 041 [029,059]
Subtotal (95% CI) 714 1000 * 59.4 % 0.31[0.23,0.43 ]
Total events: 57 (Less surgery). 236 (More surgery)
Heterogeneity: Chi? = 9.68, df = 3 (P = 0.02); I =69%
Test for overall effect: Z = 7.29 (P < 0.00001)
2 axillary sampling vs ALND
Cardiff (5) I'1/45 20040 - 59% 032[0.13 081 ]
Subrtoral (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: £ = 240 (P = 0.016)
3 SLNB vs ALND
GIVOM Sentinella () 15/336 300341 - 104 % 048026, 0592]
Milan (7) 0/100 127100 — 46 % 004 [ 000, 060]
SMNAC (8) 29/544 47/544 - 163% 0.60[037,096]
Subrortal (95% CI) 980 985 * 31.3 % 0.48 [ 0.33, 0.69]
Total events: 44 (Less surgery), 89 (More surgery)
Heterogeneity: Chi® = 4.06, df = 2 (P = 0.13); 2 =51%
Test for overall effect: 7 = 3.92 (P = 0.0000%0)
4 radiotherapy 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), I* =8%

ool ol | 10 100

Favours less surgery Favours more surgery

0001 0or 01

Favours less surgery

10 100 1000

Favours mare surgery



TREATMENT OF THE AXILLA IN PATIENTS WITH
PRIMARY BREAST CANCER AND LOW BURDEN
AXILLARY DISEASE: LIMITATIONS OF THE EVIDENCE
FROM RANDOMIZED CONTROLLED TRIALS

» NSABP-B32: good level | evidence
»1BCSG-23-01: non practice changing

»ACOSOG Z0011: critical limitations, critically flawed

» AMARQOS TRIAL: underpowdered, low risk population

»MAZ20: important in interpreting Z0011 results
Robertson JFR et Al; Crit Rev Oncol Hemat 2017




THE LAMCET Oncology

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

BREAST CANCER

35 MULTIDISCIPLINARY PANEL MEMBERS
TREND TO DE-ESCAILATION

advent of sentinel node biopsy

Improvements in adjuvant therapies

down-staging of disease with neo-adjuvant approaches

W e

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

therapy
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::EEE:: Jatoi | et Al; Lancet Oncol 2016




THE LAMCET Oncology

KYOTO BREAST CANCER CONSENSUS CONFERENCE 1

DE-ESCALATION OF AXILLARY SURGERY IN EARLY
BREAST CANCER

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

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

= 70011, AMAROS, POSNOC

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

Node-negative Mode-positive

Axillary sampling (targeted)

Axillary sampling (blind)

lllllllll

liemanid Axillary lymph node dissection (level 2)
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......... Axillary ymph node dissection (level 3)
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---------
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Jatoi | et Al; Lancet Oncol 2016







B THE INTERPLAY BETWEEN HOSPITAL AND SURGEON
VEeCUCIl  FACTORS AND THE USE OF SENTINEL LYMPH NODE
BIOPSY FOR BREAST CANCER

LIKIELTRHOOD OF RECEIVING SILNB

_>OR=1-66I
HIGH COMMITMENTTOCANCER CARE - OR= 135 _
NN URBAN AREAS I - oR =03 |
HIGHYSLOWVOLUMESURGEONS - OR-180
'SURGEONS DEVOLVING AT LEAST 1056 OF THEIR WORK-TIME |

» OR = 2.56 in low volume hospitals
il > 1.78 in high volume hospitals

el Yen TWF et Al: Medicine 2016
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CASISTICA 2007 - 2016
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CASISTICA 2007 - 2016

PROTOCOLLI INTERNI

v ¢NO (EOL, US, ENAC) | | v ¢NO (EOL, US, FNAC)
INDICAZIONI v T< 3em v CTNA

v unicentrico v multicentrico

v recidiva dopo SNB

CONTROINDICAZIONI v’ recidiva v cN+

v  CTNA v_ infilammatorio

v >3cm
SNB+ v DAanche per [} —

« 1500:_ = Actual
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POST-MASTECTOMY RADIOTHERAPY: AN AMERICAN
SOCIETY OF CLINICAL ONCOLOGY, AMERICAN

JOURNAL oOF

SOCIETY FOR RADIATION ONCOLOGY, AND SOCIETY
OF SURGICAL ONCOLOGY FOCUSED GUIDELINE
UPDATE

discussion shoutd ideally occur before surgery, expecially because this could
guide patient decision making about reconstruction choices if reconstruction
Is desired.”

......... Recht Aet Al; JCO 2016
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SURGICAL
LATICANCHSOINERR CLINICALUTILITY OF ULTRASOUND-NEEDLE BIOPSY

FOR PREOPERATIVE STAGING OF THE AXILLA IN
INVASIVE BREAST CANCER

e D
CR 6166 SUBJECTS

Author False negative rate
Ciatto 07 - -
van Rijk S -

Bedrosian et al. 2003 ey [ K:’L,f‘;f,‘;ummm ——t -
Baruah ef al. 2010 HH 8 | yoaria 10 P e
Apostolopoulos et al. 2011 - Brancato 04 —— -
Swinson et al. 2009 e Britton 09 —— .
Garcia Fernandez et al. 2011 - Holwitt 08 — —a
Genta et al. 2007 - Genta 07 —a— —.
Park et al. 2011 . Krishnamurthy 02 - .
Cools-Lartigue et al. 2012 ——i Sapine 03 [— —a
Leenders et al. 2012 - HEH | Abeos [— —a
van Rijk et al. 2006 g2 HB- | Bonnema 87 o i
Mainiero et al. 2010 . Baruah 10 —a— ——a
MacNeill et al. 2011 —_— Boughey 07 —— —a
Mills ef al. 2010 - Koelliker 08 —— -
Podkrajsek et al. 2005 - Altomare 07 R -
Damera et al. 2003 e H Glissen 07 - |
Clark et al. 2008 [ Jain 08 om —a
Sahoo et al. 2007 —— Deurloo 03 - =
Holwitt et al. 2008 o Sahoo 07 —- —-
Al Ayyan et al. 2012 —— f Damera 03 — —
Nathanson ef al. 2007 i Rao 09 —a— —
de Kanter et al. 1999 —=— j—| Podkrajsek 05 — b
Schiettecatte et al. 2011 ——1 DUChiNS 05 LI s
Solon et al. 2012 b Cowher o8 s — =l
Sanders et al. 2011 i Tank 03 N —=
Carroll et al. 2011 ———t Topel 06 o —s
Gilissen et al. 2008 ——t ::t:;z i T . ' »
Moore et al. 2008 —— 4 - a
Britton et al. 2009 P Radenin 05 " ==
s ey — D—

(R Lee et al. 2011 —

**#|  Pooled estimate [95% mQ.zs [04,027] Q.so [0)3, 0.57] 48 S:gsit?\gty ey = sg(e)cif?cgtyso 0

LN LA B B BJ

S Diepstraten SCE et Al; Ann Surg Oncol 2014
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B & I RADIOLOGI

Algorithm for Axillary Staging in Early Breast Cancer
Palpable axillary lymphadenopathy ~ Clinical T1-T3 disease

/ \

Axillary Ultrasound
Momal
Abnormal I."r (note lower accuracy with
v lobular histology)
Document # of abnormal nodes SLNB
& save images
FNA or core biopsy
Negative for MemstaV \miti\-’e for Metastasis
SLND Consider node clip placement

Multidisciplinary team review

ALND or consider excision of clipped node & SLND in select patients Consider pre-operative systemic therapy
: Black D; Ann Surg Oncol 2017
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A POSITIVE NODE ON ULTRASOUND-GUIDED FINE
NEEDLE ASPIRATION PREDICTS HIGHER NODAL
BURDEN THAN APOSITIVE SENTINEL LYMPH NODE
BIOPSY IN BREAST CARCINOMA

Total patients n=1315

SLNB positive group P value — —
Total patients proceeding to ALND n=974
9% Females 99.8 %
LISENA C-nositive oronn
Total patients n= 1315
USFNAC-positive group SLNB-positive group P value
(Mann—Whitney test)
Patients proceeding to ALND 439 535
Total number of nodes excised 23 21 <(.001
Level 1 15 13 <(0.001
Level 2 4 3 <0.001
Level 3 3 3 0.81
Total number of positive nodes 3 1 <(.001
Lg . . .y . .
| “...patients with a positive US-FNAC are likely to require an ALND and
Le represent a different cohort of patients than those with a positive SLNB who
could potentially avoid such an intervention.” B
Rece
+1 Oestrogen receptor positive 81.1 % 88.8 % <0.001
‘1 HER 2 positive 25 % 12.6 % <000t MR et Al; World J Surg 2016
"1 Number of patients receiving neoadjuvant chemotherapy 169 (38.5 %) 28 (5.2 %) <0.001




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 lvmph node 13.4 53 <0.0001

“...having metastases identified by US was the strongest predictor of having
more than three positive lymph nodes (OR = 3.80).”

“...lobular histology was also predictive of having more than three positive
lymph nodes (OR = 1.77).”

lllllllll

Caudle AS et Al; Ann Surg Oncol 2014



SNB & TUMOUR

ez TOTAL TUMOUR LOAD ASSESSED BY ONE-STEP
, NUCLEIC ACID AMPLIFICATION ASSAY AS AN
HJ! INTRAOPERATIVE PREDICTOR FOR NON-SENTINEL

LYMPH NODE METASTASIS IN BREAST CA

OR (95% 1) P OR (95% ) P
Univariate Univariate Multivariate Multivariate
Age (years) 0.99 (0.94-1.05) 0711
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 (1.57-8.09) 0.002 2.67 (1.06—6.70) 0.036
STN macrometastases B4 (1.00 13.00) 0.006 263 (0.047.36) 0.066
Histologic type
Invasive ductal carcinoma 1 0974 .
Invasive + ductal carcinoma in situ 0.97 (0.09-10.26) I d d
Invasive lobular carcinoma 0.58 (0.06—5.51) TT L On y I n epen ent
Invasive papillary carcinoma - -
Histological tumor grade p red I Cto r Of n O n S N
I 1 0.069
i ?13 R 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) 0226

lllllllll
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temsanse: Nabais C et Al; The Breast 2016
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SNB & TUNMOUR LOAID

l

ELABORATION OF ANOMOGRAM TO PREDICT
. NONSENTINEL NODE STATUS IN BREAST CANCER

Journal of Experimental &

Clinical Cancer Research PATIENTS WITH POSITIVE SENTINEL NODE,

INTRAOPERATIVELY ASSESSED WITH ONE STEP
NUCLEIC ACID AMPLIFICATION: RETROSPECTIVE
AND VALIDATION PHASE

1495 pts

Lt
" e » choice of the right treatment
* . during the operation

e » avoidance of a second surgery
procedure

EE EEEEE Di Filippo F et Al; J Exp & Clin Cancer Res 2016



e CAN WE SKIP INTRAOPERATIVE EVALUATION OF

' RESEARCH ao S22

TREATMENT a2 SENTINEL LYMPH NODES? - NOMOGRAM
: PREDICTING INVOLVEMENT OF THREE OR MORE
AXILLARY LYMPH NODES BEFORE BREAST CANCER
i ERY

Points

Axilary US grace
Sus ositive axilary LN finding of . = .
e Cr » reoperation rate < 5%
AGE ——_——————

9 80 70 B) &0 M0 20 10 0 >FNR0fFS:14_43%

The probabilty of three or more axillary LM invalvernert «
002

. Total Points 15 37 50 60 67 92 109 123 135 148 161 178
"
:: Likelihood 0.02 0.04 0.06 0.08 0.1 0.2 0.3 0.4 0.5 0.6 0.7 0.8 SK et AI’ Cancer Res and Treat 2017

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

INFORMATION?

Node-positive EBC Node-positive EBC

107

0.8

o
o
1

Proportion alive
o
>

0.29

0.0

1.0

» “...only LNR was associated with prediction for
outcome...

» “...the prognostic property of LNR was consistent, unlike
PN stage, irrespective of nodal yield.”

| o.o-l
T

T T T T T T ' v
2 4 6 8 10 12 o 2 4 6 8 10

Survival (years) Survival (Years)

T
12

pN Stage Groups

~IN1, n =307
~IN2,n=143, p=0017
N3,n=103; p<0.001

.........
---------
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Quintyne Kl et Al; Clin Breast Cancer 2016




 Radiothersy IPSILATERAL AXILLARY RECURRENCE AFTER
' BREAST CONSERVATIVE SURGERY: THE PROTECTIVE
EFFECT OF WHOLE BREAST RADIOTHERAPY

A12Q nte
008 - 0.08
— Intra-operative; 4.0% at 10 years — Infra-operative; 2.5% at 10 years
=== Whole breast; 1.2% at 10 years === Whole breast; 0.8% at 10 years
HR* Whoke broast ve, intrs-oporaive; 0.30 (0.17 - 0.51) HR™ whata trant v tnin-speraiive © 0.34 (0.17 - 0.71)
0.06 “Adjusted for age, histotype, tumar size, 008 “Adjusted for age, histotype, tumor size,

muliifocality'multicentriciry, molecular subtype and PVI multifocality/multicentriciry, melecular subtype and PYI

Cumulative Incidence
[=]
B
1
Cumulative Incidence
(=]
(=]
B
1

0.02 1 0.02
Intra-operative
o mamrmamr "7 Wholebreast | eI T T
0.00 - Years 0.00 - Years
I T T T T T T T T T 1 f T T T T T T T T T 1
0 1 2 3 4 ) [ T 8 9 10 0 1 2 3 4 5 6 7 8 g 10
Atrsk: -0 1,190 1176 1138 4,100 4060 1046 B84 &8 392 211 105 Atnsk -0 1,180 1978 1438 1909 1008 LG 0 GRE 2 209 105

WB 2039 2887 2835 2766 2607 262 2307 2040 4547 1073 735

WB 2639 2887 2838 2786 2607 2612 2397 2040 1541 {073 735

LN |
'R

el Gentilini O et Al: Rad & Oncol 2017



LOCOREGIONAL RECURRENCE AFTER SENTINEL
LYMPH NODE DISSECTION WITH OR WITHOU T
AXILLARY DISSECTION IN PATIENTS WITH SENTINEL

LYMPH NODE METASTASES

Long-term follow-up from the American College of Surgeons Oncology

LRR Cumulative Incidence %

100
a0
80
70
60
50
40
30
20

10

= ALND

— - — SLND
only

HR=0.75 (0.40 - 1.40)
p=0.36

G Z0011 Randomized trial
U 9.25 yrs
recurrences 39

» LR at 10 yrs 5.6% in the ALND
arm vs 3.8% in the SNB arm
(p=0.13)

» axLR at 10 yrs 0.5% in the
ALND arm vs 1.5% in the SNB
arm

4 5 & 7 8 g 10 11 12
Time (years)

Giuliano AE et Al; Ann Surg 2016



OMISSION OF AXILLARY DISSECTION AFTER A
POSITIVE SENTINEL LYMPH-NODE: IMPLICATIONS IN
THE MULTIDISCIPLINARY TREATMENT OF OPERABLE

BREAST CANCER

L]
-
-

MNomogram Patient Tumaor Sentinel lymph nodes
feature features features
Reference n® Wehbsite Age Size | Type G | LVI | ER Method of N© N* ECIL
MTS Positive Megative
detection
MSKCC? hitps:/www.mskee.org/te Yes
aser/prediction=tools-01
MD Anderson™ https/fwww 3 mdanderson
.orglapp/medcale/be_no
mogram2/index.cfm?pag
ename=nsln
Tenon™ httpz/www.meducator3.n
et/algorithms/content/ten
on=axillary-scoring=
system=hamanger-el-al-
predicting=mctastasis=
status=non=sentinel
Mayo ™
Stanford http:www.meducator3.
net‘algorithms/content/
model-koht-et-al-
predicting-non-sentinel-
lvmphs=nodeagtalys-
woman=breasi-cancer-
and=positive
Cambridge’
Turkish”
Helsinki University 2 2 = = -
Central Hospital €€ = 9
i ...none of them appears totally reliable.
Shanghai Cancer Yes Yes
Center Non=SLMN
NOMOgram

R NN RN

YR T |
XY
EEE BB

=&

Ponzone R et Al; Cancer Treat Rev 2016



HEALTHCARE COSTS REDUCED AFTER
INCORPORATING THE RESULTS OF THE AMERICAN
COLLEGE OF SURGEONS ONCOLOGY GROUP Z0011

TRIAL INTO CLINICAL PRACTICE

: » REDUCTION OF ALND FROM 78 TO 21%

2013

Conmalasian
210 (N =127 201 (W = 18] 22 (N=127 2013 (N = §) coalfican
Awerags overall cost per palisnd, maan (S0 255,148 ($146,129) 6113 ($12,811) 340 209 F13 289) B0 28R (31 7, 110) ¢ = 0881
Rats of ALND TE% % 16% 16%
RaducSan in owarall cost fram 2010 16% bl b 225

»REDUCTION OF OVERALL COSTS 9940%/PTS
--------- » REDUCTION OF FS PERFORMANCE FROM 95 TO 66%

nnnnnnnn
|||||||||

11322281 (COST REDUCTION FROM 4319 TO 2036%$/PTS)

---------
||||||||
---------
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DOES THE RESULT OF Ct
LYMPH NODE DISSECT
. x Censors
Savol 0.2 — A-cALND
— B-RNI 5=051

» NO MAJOR IMPACT ONADMINISTRATI ! -~ — —

TH ERAPY DFS time (months)

Axillary recurrence and survival.

Treatment arm Arm A Arm B p ! %

Axillary recurrence 0.8

Total number (%) 5(2.0) 4 (L.7) 1L.00 E

Isolated number (%) 1(0.4) 2 (0.8) 0.61 ||5 °°

Survival at 8§ vears @ s

Overall survival number (%) 190 (77.9) 195 (84.8) 0.060 /=

Disease-free survival number (%) 176 (72.1) 178 (77.4) 0.51 s | _X ie-_ns;[;[)

Alive with recurrence number (%) 14 (5.7) 17 (7.0) — B_RNI 0,060, HR=0.50
‘|Died of breast cancer number (%) 34 (13.9) 20 (8.7) 0 . e ~
-{Died of other cause number (%) 20 (8.2) 15 (6.5) 0 20 100 1=0
T+ 0S time (months)




Rafiion Oncology OUTCOMES OF POST-MASTECTOMY RADIATION
| = THERAPY IN PATIENTS RECEIVING AXILLARY LYMPH
NODE DISSECTION AFTER POSITIVE SENTINEL
LY MPH NODE BIOPSY

“Should PMRT be offered to avoid lymph node
dissection in women with a positive sentinel lymph node
after mastectomy?”

“The potential for additional tumour control benefit
must then be weighed against the risk of cardiac events,
the operative implications, and the risk of development

of lymphoedema.”

lllllllll
.........
|||||||||
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tesessass Stauder MC et Al; Int J Rad Oncol Biol Phys 2016
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cee LA TIERAPTA SISTIENITCA PRIDVIARIA

SENTINEL NODE BIOPSY PERFORMANCE AFTER

NEOADJUVANT CHEMOTHERAPY IN LOCALLY
ADVANCED BREAST CANCER: ASYSTEMATIC REVIEW
AND META-ANALYSIS

i : Mocellin Set Al; IntJ C 2016
72 eligible studies ocellinSe o At

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
rreaai: » AD has no effect on outcomes

lllllllll
---------
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META-ANALYSIS OF ABERRANT LYMPHATI
DRAINAGE IN RECURRENT BREA :

7 included studies
1053 pts
IR 63.3% by lymphoscintigraphy (DA vs SNB OR = 2.97)
IR 59.6% by intraoperative search

» ABERRANT IDENTIFICATION: 25.7% BY LYMPHOSCINTIGRAPHY

(previous SNB vs ALND OR = 0.27)
> 7.6% BY INTRAOPERATIVE SEARCH

» METASTATIC RATE IPSILATERAL AXILLA vs ABERRANT OR =6.31

1. ALMOST 50% OF PATIENTS COULD AVOID ALND
2. TARGETED VISUALIZATION OF METASTATIC SNs

izt Alteration of adjuvant treatment plan (systemic therapy/radiotherapy)

sesessss  ...BUT... CALOR trial results Ahmed M et Al; Br J Surg 2016

---------
|||||||||
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THE BREAST 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 MONE

Van Berckelaer C et Al; Eur J Obst & Gynecol &Reprod Biol 2016

OVEREXPLORING AND OVERTREATING THE AX

Galimberti V et Al; The Breast 2016

....... “If surgical staging of the axilla proves unnecessary, what is
i, the role of preoperative axillary imaging?”

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