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WAL FRIEICED /AT RO EDS

e Conversion of inoperable tumors to operable
* Conversion of mastectomy to BCT

* Improvement in cosmetic outcome by reducing the size of
lump 4

neoadjuvant
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 NSABP B-32

« 2010s” SLN+HEHIIZx o AMEGHEAEGFRICLSREFRF A DE A(CNO)
« ACOSOG 20011, AMAROS
« SENOMAC
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cNO

| 5611 pati

with cinically negative axilary nodes |

statificati
+ Age (=49 years, =50 years)

« Clinical tumour size (s2-0 em, 2-1-4-0 cm, 24-1cm)
+ Type of surgery (lumpectomy, mastectomy)

| Random assignment

SLNB+ALND

SLNB

2807 in group 1
Sentinel node resection plus axillary dissection

—

v

2804 in group 2
Sentinel node resection

l—‘—l

829 sentinel-node 1978 sentinel-node
positive or unknown negative

793 sentinel-node

2011 sentinel-node
positive or unknown negative

(not assessed)

m |

3 without follow-up
(not assessed) (assessed)

1975 with follow-up

2011 with follow-up
(assessed)

©
S
1

2

Proportion surviving (%)

e ————

s
2
g58e

Krag DN, et al. Lancet 2010
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ACOSOG Z0011
(N=856)

BCT with SLN+

Breast
Radiation
Therapy

Breast
Cancer
Clinical

T1 or with

T2, NO, Positive

MO SN

BCT,
SLND

Systemic

Arm Adjuvant

2: No Therapy
further
surgery

AMm-<v-0m2>
MN-2002Z>»2

Alive and Disease-Free

100 )
a0 N o
a0
o 70 70
i 60+ B
Z 50 50
S 40+ 40+
D 504 OS 30 DFS
204 | T ALND 20
104 SLND alons Log-rank P = .25 107 Log-rank P=.14
0 1 2 3 4 5 [+ 7 8 4] 1 2 3 4 5 5] il 8
Years Years
4o. at risk
ALMD 420 408 398 391 378 313 223 141 74 420 369 335 310 286 226 152 83 a7
SLND alone 436 421 411 403 387 326 226 142 74 436 395 863 337 307 231 147 81 36

10y FRE B 1.5% SLNB vs 0.5% ALND
s NGZREF A 2% SLNB vs 14% ALND

AMAROS
(N=1425) Surgery (1

4823 patient

2L HERBTERDEA (cNO)

7% Mastectomy) with SLN+

5 registered

it

17 did not provide informed consent ]

4806 randomly assigned

ALND v

v AxRT

2402 assigned to axillary
lymph node dissection

2404 assigned to axillary
radiotherapy

1658 excluded
1532 sentinel node negative
62 sentinel node not r—
identified
64 other*

1723 excluded

1594 sentinel node negative
— 70 sentinel node not
identified

54 other*

744 sentinel-node-positive
patients included in
intention-to-treat

681 sentinel-node-positive
patients included in
intention-to-treat

analyses analyses
B overall survival A Disease-free survival
100 sz, 100 e, A
90= - a0 — 7\"‘\.‘ . - Ax
a0 80 E
z 70 z -
T 60 )
H g 50
T 40 < 40
£ 2l %
o ¥ g 304
os DF
10— 2 iy a8 2 10
HER 117 (95% 1 0-85-1-62); p=0-14 HR118(9 1093-1:51): pa0018
1]
T T T T 1 0 T T T T T
0 2 4 6 8 10 1 0 2 4 6 8 10

Follow-up (years)

10y FRE B 1.8% AxRT vs 0.9% ALND
R REFR A 2% AxRT vs 6% ALND

Giuliano AE, et al. JAMA 2011, Donker M, et al. Lancet Oncol 2014
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SENOMAC
(n=2766)

2766 Patients underwent randomization

SLNB only ALND
| \
1382 Were assigned to undergo 1384 Were assigned to undergo completion
sentinel-node biopsy only axillary-lymph-node dissection
11 Withdrew consent within | _ _ | 131 Withdrew consent within
21 days - i 21 days
| |
1371 Were included in the modified 1253 Were included in the modified
intention-to-treat population intention-to-treat population
32 Had violation of inclusion 36 Had violation of inclusion
criteria criteria
3 Were excluded within 21 days |- »| 7 Were excluded within 21 days
1 Did not undergo sentinel-node 5 Did not undergo completion
biopsy axillary-lymph-node dissection
| 1
1335 Were included in the per-protocol 1205 Were included in the per-protocol
population population

cT1-3 NO
1-2 positive SLNs
BCT or Mastectomy(36%)

99% systemic therapy
89% AxRT

Boniface J, et al. N Engl J Med 2024
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SENOMAC

(n=2766)

_____ Sentinel-node biopsy only

————

Completion axillary-lymph-node dissection

RFS

" 1.0

o 0.9+

T 08

w

E § 0.7

- g 0.6+

8 E 0.5+

- g 04+

%S o

e & 03-

=]

§- 0.2-

o 0.14

a

0.0
0
No. at Risk
Sentinel-node 1335
biopsy only

Dissection 1205

SINHTH-HTHE2EETLHOREBHZHAT S ETHRES

I
12 24 36 48 60

Months since Randomization

1276 1069 832 577 307

1159 1009 772 544 274

Completion
Sentinel-Node Axillary-Lymph-
Biopsy Only Node Dissection
no. of patients with event ftotal no.

Subgroup

Overall, per-protocol population 89/1335 91/1205
Age

<65 yr 36/806 41/709

=65 yr 53/529 50,496
Tumar stage

TlorT2 84/1262 £1/1131

T3 5/73 10,74
Mo. of macrometastases

1 76/1143 72/1008

2 13/192 19/197
Tumor type

Lobular 19/278 17/226

MNonlobular 70/1057 74/979
Surgery type

Breast-conserving 48/845 46/775

Mastectomy 41/450 457430
Extracapsular extension

Yes 34/461 31/409

MNo 55/871 60/791
Tumer subtype

ER-positive, HER2-negative 73/1166 68/1034

ER-positive, HERZ-positive 3/B4 10/88

ER-negative, HER2-positive 223 3/34

ER-negative, HERZ-negative 10/57 10/46

[k SHMETEFRHE B (cNO)

Hazard Ratio for Recurrence or Death {25% Cl)

0.89 (0.66-1.19)

0.77 (0.49-1.20)
1.02 (0.69-1.51)

0.94 (0.69-1.28)
0.47 (0.16-1.39)

0.92 (0.67-1.27)
0.79 {0.39-1.59)

0.91 {0.47-1.76)
0.88 {0.64-1.23)

0.98 (0.65-1.47)
0.79 (0.52-1.21)

0.94 (0.58-1.54)
0.86 {0.60-1.25)

0.95 (0.68-1.32)
0.26 {0.07-0.96)

M[UHHH!

1.04 (0.17-6.35)

BiE D ERSHVAI HE

Boniface J, et al

0.95 (0.39-2.30)

. N Engl J Med 2024
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= = = Endocrine therapy

Chemoendocrine therapy

A Invasive Disease—free Survival

No. at Risk

Probability of Invasive

Disease-free Survival

Chemoendocrine therapy

Endocrine therapy

1.0+
0.9+
0.8+
0.74
0.6+
0.5+
0.4+
0.34
0.24
0.14

\

Luminal

Hazard ratio for invasive-disease recurrence, second primary cancer,
or death, 1.08 (95% Cl, 0.94-1.24)
P=0.26

0.0

33
33

T T T T T T T

T 1
0 12 24 36 48 60 72 84 96 108

Months
12 3204 3104 2993 2849 2645 2335 1781 1130 523
99 3293 3194 3081 2953 2741 2431 1859 1197 537

AR SR DES

CTNeoBC

HER2-positive

100+
—_
= 80
=
=
= 604
=2
@
I -
p
o
100+
ﬁ 804 Trastuzumab
L —
i £ 604 3-Yr Invasive
Numbe| 8 5 No.of  No.of Disease—free
a-s 0 Patients Events (%) Survival, %
o 4
23 T-DM1 743 91 (12.2) 8.3
1 Trastuzumab 743 165 (22.2) 77.0
£ 204 Unstratified hazard ratio for disease recurrence or death,
0.50 (95% CI, 0.39-0.64)
P<0.001
0 T T T T T T T T T T

6 12 18 24 30 36 42 48 54 60

Months since Randomization

Triple negative

100
® 804
-
=
2
> 604
=]
wi
]
= 407
4
=
ase-free Survival among Patients with Triple-Negative Disease
_ 10+
£
g 0.8
‘5 ' Capecitabine
—
$ 0.6
2 Control
8 g4
s
z
% 0.2+ Hazard ratio for recurrence,
o second cancer, or death, 0.58
£ 95% CI, 0.39-0.87
0.0 T T T T T
0 1 2 3 4 5

Years since Randomization

— pCR
—— No pCR
T T T
7 8 9
years)
11 1
13 1

KATHERINE

CREATE-X

Minckwitz GV, et al. N Engl J Med 2019, Masuda N, et al. N Engl J Med 2017, Sparano JA, et al. N Engl J Med 2024, Cortazar P, et al. Lancet 2014
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CQ2a HiRHLSFEDHHE L LEFRIIREY > /RBREOLBEH LT i e ki
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CQ2b-1 EUFRILIUNBERDERDHICLZBRE
CQ2b-2 Tailored axillary surgery (TAS*) %1758

Ot FRILY NEERBICEZHE ) v ESEEEEE RT3,

@CQ2b-1: 2 FRIL Y NEEBOEROHIEZHE) B FREEEFCHE LA,

HEEDOBE 13, TETYROEE 155, 5= 1 100% (42.742)

@CQ2b-2 : TASICL BB /I ENFEEIFTS C e 28 <#HET 3,

HREOBE 12, IEFTA0MEE 158, 55 198% (42.743)

BAIEZEHR: IESERAT M52 202261k



RMEFERERDEFRILYD /A HTEER (cNO)

cNO
TABLE 1. Meta-Analyses of Sentinel Lymph Node Biopsy in cNO Patients After Neoadjuvant Chemotherapy
Study Characteristic Xing et al (2006)%® Kelly et al (2009)>* van Deurzen et al (2009)*° Tan et al (2011)** Geng et al (2016)*
No. of studies 21 24 27 10 16
No. of patients 1,273 1,799 2,148 449 1,456
SLN identification rate, % 90 90 91 94 96
SLN false-negative rate, % 12 8 10.5 7 6

Morrow M et al. J Clin Oncol 2020



STAMEREEERB O FRILY BT (cN+)

cN+

TABLE 2. Prospective Trials of SLN Biopsy Feasibility in Clinically Node-Positive Patients After Neocadjuvant Chemotherapy

Study Characteristic

ACOSO0G 21071+

SN FNAC* SENTINA* GANEA 2

Mo. of patients 689 153 592 (cN+) 307
cTN cTO-4N1/2 cTO-3M1/2 cNO/1/2 pMN1
SLN identification rate, % Q2.7 876 a0.1 795
SLM false-negative rate (overall), % 12.6 13.3 142 119

Single-agent mapping 20.3 16 16 MNE

Dual-agent mapping 10.8 5.2 8.6 ME

2 SLNs retrieved 21 5 19 8

= 3 5LNs retrieved 9 MR 5 ME

Morrow M et al. J Clin Oncol 2020



ACOSOG Z1071

756 women ‘

enrolled®

cN1with SLNB+ALND

[ 663 women with cN1 disease underwent axillary
surgery

- no SLN detected; ALND done. 46 patients
- @t least 1 SLN detected but ALND not done or | 1
no nodes found on ALND: 2 patients
- SLN surgery not attempted, ALND done: 12
_patents

[ 803 women with cN1 disease had at
least 1 SLN detected and completed
[ ALND

(n=525)

(n=78)

SLN neg/ALND neg: 24
SLN neg/ALND pos: 17
SLN pos/ALND neg: 7
. SLN pos/ALND pos: 30

| SLN neg/ALND neg: 215
SLN neg/ALND pos: 39
SLN pos/ALND neg: 108
| SLN pos/ALND pos: 163

Exclusions

« 34 women lerminated participation before surgery due to: withdrawal of
consent (21 pts); altered treatment plans having progressed during
neoadjiuvant chemotherapy (5 patients), cancellation of surgery (4
patients); insurance issues (3 patients), and death from chemotherapy-
induced cardiomyopathy (1 patient)

- 21 women were found to be ineligible because of inflammatory breast
cancer (4 patients), cN3 disease (3 patients), no evidence of axillary lymph
node biopsy before chemotherapy (2 patients). necadjuvant treatment
nithar than rhamntharanu 9 natiantal anbe lenlsiad tumor cells in ]Yn]ph

ch Wlth SLNB+ALND / disease (1 patient); or

38 women with cN2 disease underwent axillary ]
{ surgery

| - no SLN detected: ALND completed: 4 patients

T s
| 34 women with cN2 disease had at |
| least 1 SLN detected and
| completed ALND

TFSLJNderecred o s SLNs dorecisd |
[(n=!3_} | | (n=26) |

SLN neg/ALND neg: 4 | SLN neg/ALND neg: 12 |

SLN neg/ALND pos: 0 SLN neg/ALND pos: 0 |

SLN pos/ALND neg: 1 SLN pos/ALND neg: 6 |

SLN pos/ALND pos: 3 | SLN pos/ALND pos: B |

- £RBFICEBIGHERE )/ G2V TE
BELT=JEH (170451)
« FHUINEIZO)YED T YU INETE
CIEBHIDIAIETESE: 6.8%
« FHUINEIIZO)yED G NETH
EENLTWEFIDOBIETESR: 19.0%
o DUYVET) U INEITHREIE TEHE I T
SEF DEFZTESR: 14.3%
« 1)y THEBBELEMST=EH (3554 D&
PETESR . 13.4%

MR FREROBERFERICE THREEREZRET HFEELT, BRFWRATDERR) /N

BADY—F258, FMEBEOSINTYE T ET—X T NEDREE /RIS

Boughey JC, et al. JAMA 2013., Boughey JC et al. Ann Surg 2016



cNHEBIZH TSR FREZROEE 2 /\FHIRI A

« fiTBMMEFEERIIZ N+ THTRME R EERIZI cNO o =1m A

~\=

CQ2b ERFREYRRE') > NERERB IR ED R L A EERITRICERARRY ) 2N
BRSNS, EFRIVINBERICESRE Y VNEBF
HRIIHEETNSD ?

@CQ2b-1: EoFRILU M EEROEROHICLBMED /BB EEBERCERE LA,

HEDESE 13, IETADRE 155, 8% 1 100% (42,742)

@CQ2b-2 ! TASICEL B ) > /BB EREIITS e 255 HET 3.

WROBRE 12, TETVA0ME 155, 58X 198% (42.743)

*TAS | RIEMZFIEELED 24 { 5 2 £ ZHMIC, TAD (targeted axillary dissection) , SLNB,
sampling ¥ ZMERICITV, TEGBOH -T2V 2 /EHZ IHTUIRT 2SR Fi

BAIEFEH ILEZBENARSA 20224k, Kanesalingam K, et al. ANZ J Surg. 2020



TAD (Targeted Axillary Dissection) F$¢

HifeE2 . fHigE2 T/ \EEB G ST R FMEFICT—F 2T ) o \EZEIRHL (Localization) .
BRI ) NEIADT—F 2T (XY T) SLN. %0/ \EiLHHE L

vV BROEMITKD/N\E
Dfa/ . BEDERMEIE
v )T DREIEHEEH

SubtypefE D
fiTRTa R

Ultra Cor Twil L X
BIOPSY SURGERY kT —H— (#4mm)

ZREEBELI-Z S IXAXRT



Localization® 5%

OPBC-04/EUBREAST-06/0OMA study

SLNB n = 666

1282 T1-4 biopsy-proven N1-3 breast cancers (April 2013-December 2020) |

138 Excluded
63 Follow-up < 1 year
4 Had ALND
ry breast cancer

1

1 Stage IV
2 Unknown adjuvant tharapy
16 nol biopsy proven N+

50 non-consecutive

1144 consecutive cases included |

* Dual-tracer mapping: 666 (100%)

* Clip placement: 152/666 (23%)

* Clipped node removed (without
localization): 129/154 (86%)

* Median follow-up: 4.2 years

| 1
| 666 SLNB | | 478 TAD |
TAD n =478

Dual-tracer mapping: not required

¢ Localization technique

- Wire: 115/478 (24%)
- Ultrasound: 11/478 (2.3%)

\_ seed and wire): 9/478 (1.9%)

~\

- Radioactive seed: 343/478 (72%)

- Other (Magseed, tattoo and wire,

J

Clipped node removed: 466/478 (99%)

Median follow-up: 2.7 years

Montagna G, et al. SABCS 2022



HAT4TI—H— AT LEZFERAL-IENRE) U N\SYIBROR
AR ERE T SRR ER

NACEHT
X5 5 BRI THE ) >/ SHEER -3 O E)
FESWICHR L - EBBEORE ) >/ 8~ FAv—22E (Clipped LN) N=30

i
CyeNOt % o 700 | - :
TAD 1T By 5l
OF MBI ; USTICAATA v I ~v—Hh—RTL%E - EARIRES TClipped LNO Y[ % FESE
Clipped LNIZEE
@SLN+Clipped LN+#1%05 % LN=Targeted LNs & tIkx
@Targeted LNs ZEFRF LA FAV— 7 Z5ER

MR TLEZET S 2 WILHATREZET TTargeted LNs~DIEE 0 EE % 2ZUF

‘Targeted LNs |CEtE 8 Y ‘ < - ‘Targeted LNsIcBR#E 7 L ‘

BEICNYy I Ty T EERRYFLETIEE

v
|y 0Ty TRERIT | - mL| e '

- B L7z Y > /980 % Non-Targeted LNs BEEH Y 77 v 7B &2

v
Ny 9Ty THEERE |

« FEFMIEH
e TASO R INZE—90%
« TASOZRZEMH-FBEEZTZRHFKLELL

> BRIZBWTIFIUSHAAMRF TO RE&=SEA—AEM
> TADIZEHL . EERZBIN TSR FFERIT S EEAELEN.. BRIV T EFBHIL

=BES, JBCS 2023
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MR FRIERDRE DR

From: Annual report of the Japanese Breast Cancer Registry for 2019

a  100%

90%
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cNO

cN1 cN2
mNone mSN mSNtoAx =Ax =QOthers = Unknown

cN3

rAME P RIEIC K HpCRE

From: Annual report of the Japanese Breast Cancer Registry for 2019

=0 856

upCR (ypTis/TONO) ®non pCR = Unknown

Proportion (%)

58 8

-
[=]

(ER(+)or PgR{+]JandHER2[] (ER(+)or PgR(+) ]andHER2[+) (ER(-)and PgR(-))a

TNBCIZH[TAHKNS22L A DE A

66.9

50
40
10.1
62 E
0

Patients, %

100 4

90 |
80
70 |
60 -
50 |
40
30
20

10

N=

4082 1962

Complete Nodal Response
(eN1/2/3 to ypNOD)

Miyashita M, et al. Breast Cancer 2023, Kummel S, et al. ASBRS 2023
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pNO: ER;E & BE
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« EMELECN+OFEF-KREINE
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« VAR, MAHERAROES TV, FLENARIEERICE LT, SoiddiE/F
MANDEYIBANT THONTHEY., FREQOLD /NS RZE AT /AFER

MRHLND

e cN+TCHIAMEREEZZITULN. cNONEZ DR T—U VT LT=fERI XL TIE
TAS (Tailored axillary surgery) IC& D E BB AEERPELZH>TLVS

« RIRTIEHZRCF RIS T HRIRINE

DEIREEELH LN, IEARARDES

2V REBENEBRSNDEFNSHITIBNT 2 EAE BRI, FED
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