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Key Points

v No randomized trials have ever shown a disease-free survival or
ovarall survival advantage b/w ALND vs. AXRT

v’ Isolated axillary recurrences are a rare event



Axillary management cNO
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Adapted from T King; *Axillary RT used; Italics indicate ongoing trials
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NSABP-BO4 (cNo)

Early stage, operable

cNO breast cancer
(Nn=1159)

Primary Breast
Surgery

Axillary
Management

Node Positive
on Pathology

Radical
Mastectomy

OBS

40%

40%

40%

Fisher et al. NEJM 1985, NEJM 2002
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Axillary management (ALND vs. RT) did not alter survival



NSABP-BO4

1971-1974

Early stage, operable
cNO breast cancer

(N=1159)

Primary Breast Axillary Node Positive 10-year Axillary
Surgery Management on Pathology Relapse*
Radical
o,
40% 1.4%
Mastectomy
Total 3.1%
Mastectomy - 170
Total *
17.8%

Mastectomy

a2



Adj CT trials required ALND for N staging

NSABP B-15 (N+): AC v CAF
@NSABP B-14 (ER+ NO): TAM v placebo
INT Milan Trial (ER- NO): CMFx12 v placebo
NSABP B-13 (ER- NO): MF v placebo
NSABP B-12 (N+): PF-TAM v PAF-TAM
NSABP B-11 (N+): PF v PAF

:NSABP B-16 (ER+ N+): TAM v PAFT v ACT

INSABP B-10 (N+): C-parvum v placebo
1970 4‘,.5233%‘3&?33‘:}’; Ve 1990 l 2000 2010 2020 SOUND
INT Milan Trial (N+): CMFx6 v 12
T Milan Tricl (el CMF v placeb NSABP B-32 INSEMA
NSABP é-a(;‘S (l:‘?l)g Lfg'.AM (P)vvppellgceego . - - BOOG 2013-08
IEO Milan Trial NAUTILUS
NSABP B-04* SLNB for cNO with A'Bf:ﬁ 53;33: 5 Omission of SLNB
Kinge/Cambridge:
CALGB 9343 ® SLNB for AMAROS* e axilary Us
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staging INT Trial micrometastases SINODAR ONE ASCIS ®
IBCSG 10-93 SLNB +AxRT SENOMAC* EUBREAST-01
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in older women macrometastases o \B' 4y AXRT Omission of SLNB
(stage | ER+) for limited in HER2+/TNBC
macrometastases post NAC
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SNLB validation trials

Milan Trial (n=516) 98.8% Mean 1.7 8.8% 35.5% Median FU: 3.8 years

1998-1999 No difference in DFS, OS

<2 cm, Treated with BCS

Neg SLN: ALND v SLNB alone Axillary recurrences:

0 both arms
NSABP B-32 (n=5611) 97.3% Median 9.8% 26% No difference in 10-yr
1994-2004 2 (IQR, 1-4)
Treated with BCS or LRR, DFS, OS
mastectomy Axillary recurrences:
Neg SLN: ALND v SLNB alone <0.5% both arms

SLN+ (ALND arm): in 61.4% of cases, the SLN was the only one positive node identified

Veronesi et al, NEJM 2003;
Krag et al, Lancet Oncol 2007
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ACOSOG 20011

1999-2004

m Disease-free survival

m Overall survival
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Hazard ratio, 0.85 (95% Cl, 0.62-1.17); log-rank P=.32 Hazard ratio, 0.85 (1-sided 95% Cl, 0-1.16); noninferiority P=.02
0 T T T T T T T T 1
0 | T T T T T T T 1
0 1 2 3 4 5 6 7 8 10 0 1 2 3 4 5 6 7 8 9 10
Time, y Time,y
No. at risk No. at risk
SLND alone 435 399 374 303 237 137 SLND alone 436 411 391 317 246 146
ALND 418 376 352 295 233 126 ALND 420 398 381 317 248 134

10-yrs Axillary recurrence: 0.5 (ALND) vs 1.5% (SLNB alone)



Outcomes from cNO SLN+ trials in upfront surgery

Tumor No. . Axillary Positive non-SLN Axillary Median FU
Size SLN+ BCS (%) management on cALND (%) recurrences (%) (years)
. N 0 (]
Micrometastatic SLN y

IBCSG 23-01 (n=931) <5 cm <2 91% ALND v observation 13% <1.0% v 2.0% 10

\"

AATRM (n=233) <3.5¢cm >1 88% ALND v observation 13% 1.0% v 1.7% 5.1

SENOMIC (n=566) <5cm 3 62% Observation - 0.9% 3.2
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Tumor No. BCS (%) Axillary Positive non-SLN Axillary Median FU
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SENOMIC (n=566) <5cm <3 62% Observation - 0.9% 3.2

Micro- and Macrometastatic SLN

Z0011 (n=856) <5cm <2 100% ALND v observation 27% 0.5% v 1.5% 10

AMAROS (n=1425) <5cm <4t 83% ALND v AXRT 33% 0.9% v 1.8% 10

OTOASOR (n=474) <3cm <2 84% ALND v AXRT 39% 2.0% v 1.7% 8



Outcomes from cNO SLN+ trials in upfront surgery

Tumor No. BCS (%) Axillary Positive non-SLN Axillary Median FU
. . Size SLN+ management on cALND (%) recurrences (%) (years)
Micrometastatic SLN

IBCSG 23-01 (n=931) <5cm <2 91% ALND v observation 13% <1.0% v 2.0% 10
AATRM (n=233) <3.5¢cm >1 88% ALND v observation 13% 1.0% v 1.7% 5.1
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Micro- and Macrometastatic SLN

Z0011 (n=856) <5cm <2 100% ALND v observation 27% 0.5%v1.5% 10
AMAROS (n=1425) <5cm <4t 83% ALND v AXRT 33% 0.9% v 1.8% 10
OTOASOR (n=474) <3cm <2 84% ALND v AXRT 39% 2.0% v 1.7% 8

Macrometastatic SLN

SINODAR ONE (n=889) <5 cm <2 76% ALND v observation 44% 0.2% v 0.2% 2.8

SENOMAC (n=2540) <10 cm <2 64% ALND v AXRT* 35% <0.4% v <0.5% 3.9



Evolving data, current controversies

* cT3NO (& extracapsular extension with 1-2 SLN+)

* cNo mastectomy population with 1-2 SLN+

* Pts with 3 pts SLNs

* ALND to determine eligibility for adj systemic therapies
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Cohort characteristics:
S E N O M AC Median age: 61 years
94% T1-T2 tumors
2015-2021 87% HR+HER2-
89% received nodal RT

cT1-T3 SLNB alone +
female or male breast fogaliaiaton
cancer undergoing BCS per'nan‘onal 1° endpoint:
or mastectomy with giiasiiies Overall
1-2 macrometastases' survival
on SLNB CALND +
(n=2540) nodal irradiation
| per national 2° endpoints:
Preoperative axillary US required guidelines Recurrence freesurvival,
BCSS, PROs

tAdditional micrometastases
eligible; SLN extracapsular
extension eligible

No difference in 5-yrs RFS: 89.7% SLNB vs. 88.7% cALND (HR=0.89 (Cl 0.66-1.19)



SENOMAC: results (cT3)

2015-2021

® 1.0 Sentinel-node biopsy only
= Tumor Size
- 0.8 Completion axillary-lymph-node dissection |
S & o7 T1 or T2 (n=2393) 84/1262 81/1131 —et—i 0.94 (0.69-1.28)
= U ’
T8 06 :
€3 o5 T3 (n=147) 5/73 10/74 : | | 0.47 (0.16-1.39)
- @ g 1
® X
3.' g 047 Extracapsular extension :
o O
!t Q: 03‘ I
'% 0.2- Yes (n=870) 34/461 31/409 | : | 0.94 (0.58-1.54)
- A
g 01- :
& b No (n=1662) 55/871 60/791 F——— 0.86 (0.60-1.25)
. T T T T 1 1
0 12 24 36 48 60

SLNB better 1.0 cALND better
Months since Randomization

No. at Risk

Sentinel-node 1335 1276 1069 832 577 307
biopsy only

Dissection 1205 1159 1009 772 544 274

No difference in 5-yrs RFS: 89.7% SLNB vs. 88.7% cALND (HR=0.89 (Cl 0.66-1.19)
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SENOMAC (mastectomy)

SLNB only CALND HR for recurrence or death (95% CI)
Breast Surgery

BCS (n=1620) 48/845 46/775 : o | 0.98 (0.65-1.47)

Mastectomy (n=920) 41/490 45/430 . 0.79 (0.52-1.21)

SLNB better 1.0 cALND better

Mastectomy pts with 1-2 SLN+ (macromets)
Axillary RT recommended to provide effective local control



SINODAR-ONE (mastectomy)

6 . ALND
Mastectomy cohort: : PRV T e U ST PR
. S
Median age: 53 years HNE
45% T1-T2 tumors >
84% HR+HER2- z
17% received RT g 0°
(8% in the SLNB arm)
5 04
&
02t P=0.581
5-year RFS
ALND 96.5%
SLNB only 93.6%
0 1|2 2‘4 3‘6 4|8 610
Months
No. at risk
ALND 100 86 65 43 20 9
SLNB only 100 87 58 39 17 4

No difference in 5-yrs RFS (mastectomy cohort): 93.6% SLNB vs. 96.5% cALND (p=0.58)
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A rare subgroup that is managed w/o ALND

“For exactly three positive lymph nodes, there is not
enough evidence to make a recommendation, and
therefore, we recommend proceeding with ALND and
considering locoregional nodal irradiation.”

. % >3 SLN+ No. pts Axillary management
cNO with 3-4 SLN+

AMAROS (n=1425) 60% 4.9% 71 ALND v AXRT
SENOMAC (n=2540) 100% 2%1 52 ALND v AxRT
INSEMA R2 (n=485) 100% - ALND v observation

Donker et al, Lancet 2015: TUp to 2 macrometastatic SLN with additional micrometastases in 1 or more SLN

Bonafice et al, NEJM 2024;
Reimer et al, Lancet 2023
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Evolving data, current controversies

* cT3NO (& extracapsular extension with 1-2 SLN+)

* cNo mastectomy population with 1-2 SLN+

* Pts with 3 pts SLNs

 ALND to determine eligibility for adj systemic therapies



Systemic adjuvant Tx according to N+

Adjuvant CDK4/6i

monarchE

>4 LN+ (pN2)
or

1-3 LN+ (pN1) and
grade 3 or T3 or
Ki67=220%

Tutt et al, NEJM 2021;
Johnston et al, JCO 2020;
Rastogi et al, JCO 2024



SENOMAC

SENOMAC study participants
(n=2540)

ER+HER2-cT1-2 TNBC, HER2+,
grade I-1l <5 cm ER+HER2- grade I,
(n=1705) ER+HER2- T3 (n=835)

CALND SLNB alone
(n=802) (n=903) — —
mean: 15.5 LN removed mean: 2.3 LN removed NNH=1/0.09 = 11
| | 11 cALND results in one
> ¥ patient with = severe
13% =severe impairment 4% =severe impairment : . . .
of arm function of arm function Impa!rment In phySICaI arm
T function

l

v
13% had 24 LN+ 1% had 24 LN+




SENOMAC

SENOMAC study participants
(n=2540)

ER+HER2-cT1-2
grade I-1l <6 cm

(n=1705) ER+HER2- T3 (n=835)

TNBC, HER2+,
ER+HER2- grade

[,

l l

cALND SLNB alone
(n=802) (n=903)
mean: 15.5 LN removed mean: 2.3 LN removed

l |

13% =severe impairment
of arm function

4% =severe impairment
of arm function

l |

v

13% had =24 LN+

1% had 24 LN+

NND=1/0.12=38

8 patients needed to undergo
cALND to identify 1 candidate
for adjuvant abemaciclib per
monarchkE eligibility criteria



MonarchE

° Rand 92.7 (A=2.8)

T_g' 90 - : |89'2(A=4'8’ Iss.om:s.m —— NNT=1/0.076 =13

= 80 - I 844, [

S : B T 13 patients need to be treated with
T ; | | i two years of abemaciclib to avoid 1
. : | | : IDFS event at 5-years

[b) I I ! [

§ 40 A : : : : Abemaciclib + ET ET alone

@ i | : : n =407 n =585

S 30 ; : l | HR (95% CI): 0.680 (0.599,0.772)

o) I I I | Nominal P < .001

= 208 i : l I

2 —— Abemaciclib + I 1 I I

S o e | | |

- 0 1 | | 1

0 6 12 18 24 30 36 42 48 54 60 66 72
Time (months)

No. at risk:
2808 2621 2549 2479 2408 2347 2284 2220 2095 1175 490 74
_ 2829 2653 2573 2474 2374 2281 2195 2125 1974 1124 473 67




Clinical impact (HR+/HER2-)

NND x NNT = 104 patients

would need to undergo cALND to avoid one invasive
disease-free survival event at 5-years due to the use of
abemaciclib;

NNH = 11 patients

needing to undergo cALND results to harm one patient
with severe or very severe impairment in physical arm
function



Systemic adjuvant Tx according to N+

Adjuvant CDK4/6i

monarchE

>4 LN+ (pN2)
or

1-3 LN+ (pN1) and
grade 3 or T3 or
Ki67=220%

Tutt et al, NEJM 2021;
Johnston et al, JCO 2020;
Rastogi et al, JCO 2024



Systemic adjuvant Tx according to N+

Adjuvant PARPi

OlympiA

>4 LN+ (pN2)
and gBRCA+

Adjuvant CDK4/6i

monarchE

or

>4 LN+ (pN2)

1-3 LN+ (pN1) and
grade 3 or T3 or
Ki67=>20%

Tutt et al, NEJM 2021;
Johnston et al, JCO 2020;
Rastogi et al, JCO 2024



SENOMAC

SENOMAC study participants
(n=2540)

ER+HER2-cT1-2 TNBC, HER2+,
grade I-1l <6 cm ER+HER2- grade IlI,
(n=1705) ER+HER2- T3 (n=835)

CALND SLNB alone
(n=802) (n=903) — —
mean: 15.5 LN removed mean: 2.3 LN removed NNH = 1 / 0'09 - 1.1
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SENOMAC

SENOMAC study participants
(n=2540)

ER+HER2-cT1-2 TNBC, HER2+,
grade I-l1l <56 cm ER+HER2- grade I,
(n=1705) ER+HER2- T3 (n=835)

cALND SLNB alone
(n=802) (n=903)
mean: 15.5 LN removed mean: 2.3 LN removed
13% =severe impairment 4% =severe impairment NND=1/0.12=8
f f ti of arm function .
obarm function 8 patients needed to undergo

| | cALND to identify 1 candidate for

v




SENOMAC

SENOMAC study participants
(n=2540)

ER+HER2-cT1-2
grade I-l1l <56 cm
(n=1705)

TNBC, HER2+,
ER+HER2- grade Il|,
ER+HER2- T3 (n=835)

l

cALND SLNB alone
(n=802)
mean: 15.5 LN removed mean: 2.3 LN removed

l

of arm function

13% =severe impairment 4% =severe impairment NND=1/0.12=8
of arm function Because of gBRCAm prevalence

I

is expected up to 5% in HR+ eBC

v
NND =8 x20=160



OlympiA results
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0 6 12 18 24 30 36 42 48 54
Months since randomization

No. at risk
Olaparib 921 825 777 738 694 603 495 382 293 204
Placebo 915 807 765 715 656 571 459 370 293 187

Olaparib, 134 events
Placebo, 207 events

Difference: 4-year IDFS rate
7.3% (95% CI 3.0% to 11.5%)

Difference: 3-year IDFS rate
8.8% (95% CI 5.0% to 12.6%)

Stratified hazard ratio, 0.63
(95% CI 0.50-0.78)

NTT=1/0.073=13

13 patients need to be treated with
1y of olaparib to avoid 1 IDFS event
at Syrs



Clinical impact (gBRCAm)

NND x NNT = 2080 patients

would need to undergo cALND to avoid one invasive
disease-free survival event at 5-years due to the use of

olaparib

NNH = 11 patients

needing to undergo cALND results to harm one patient
with severe or very severe impairment in physical arm
function



Clinical impact (gBRCAm)

Adjuvant PARPI Adjuvant CDK4/6i
OlympiA monarchE
24 LN+ (pN2)
>4 LN+ (pN2) o

and gBRCA+ 1-3 LN+ (pN1) and
grade 3 or T3 or

Ki67220%

cALND is likely to do more harm than good.



Clinical impact (gBRCAmM)

Adjuvant PARPI Adjuvant CDK4/6i

OlympiA monarchE NATALEE

24 LN+ (pN2)

24 LN+ (pN2) or Any node
and gBRCA+ 1-3 LN+ (pN1) and
grade 3 or T3 or

Ki67220%

positive

cALND is likely to do more harm than good.

NATALEE did not require N>3 for treatment elegibility



Neoadjuvant Treatment



Abemaciclib postNAT (HR+/HER2-)

/~ Cohort 1: Inclusion based on\

clinicopathological risk
factors:
+ 24 ALNOR W
+ 1-3 ALN and at least 1 of the
D?I:l%tologic Grade 3 —_— Abemaciclib (150mg twice daily for up to 2 years®)
- Tumor size 25 cm } N = 5637¢ + Standard of Care Endocrine Therapy*
HR+, HER2-, — (5 to 10 years as clinically indicated)
Node+ high risk : o
early breast ITT includes
cancer both C1 and C2
Standard of Care Endocrine Therapy®
Stratified for. (5 to 10 years as clinically indicated)
("~ Cohort 2: Inclusion basedon \ | + Prior chemotherapy
Ki-67: + Menopausal status
« 1-3ALNand b’ Region
« Centrally tested Ki-67
220%¢
Other criteria: * Not Grade 3 and tumor size
* Women or men \__fot5 cm J Primary Objective: Invasive disease-free survival (IDFS) (STEEP criteria)
* Pre-/ post menopausal . Key Secondary Objectives: IDFS in Ki-67 high (220%) population, Distant
* With or without prior neo- and/or adjuvant chemotherapy relapse-free survival (DRFS), Overall survival, Safety, Patient reported outcomes,
* No distant metastasis and Pharmacokinetics

Maximum of 16 months from surgery to randomization and 12
weeks of ET following the last non-ET



Pembrolizumab postNAT (HR+/HER2-

< Neoadjuvant Phase P g Adjuvant Phase w=p

Pembro 200 mg Q3W x 4 cycles +

Paclitaxel® x 12 weeks Pembro 200 mg Q3W

x 6 months

! .
Pembro 200 mg +
Doxo"/Epirubicin® +
Eligibility Cyclophosphamide® x 4 cycles

* Locally confirmed invasive Dual Primary Endpoints
ductal breast carcinoma « pCR (ypTO/Tis ypNO)

Endocrine Therapy®
up to 10 years

* T1c-T2 (z 2 cm) cN1-2 or « EFS
T3-4 cNO-2

* Centrally confirmed
ER+/HER2- grade 3

* Treatment-naive Placebo Q3W x 4 cycles +
Paclitaxel® x 12 weeks

Placebo Q3W
x 6 months
v +
Placgbo x ; Endocrine Therapy*®
Doxo®/Epirubicin® + up to 10 years
Stratification factors Cyclophosphamide® x 4 cycles
1. Eastern Europe —~ PD-L1 status (CPS 21 or <1)
2. China — No further stratification

3. All other countries - . % \ . R—
1. PD-L1 status (CPS 21 or CPS <1) Neoadjuvant phase: starts from the first neoadjuvant treatment and ends after definitive surgery
2. Nodal status (Positive vs Negative) (post-treatment included)
gf 'éﬁ’fﬁ.‘gf,“v’s“;%?}f}” Adjuvant phase: starts from the first adjuvant treatment and includes radiation therapy as

indicated (post-treatment included)

“Paclitaxel dose was 80 mg/m? QW. *Doxorubicin dose was 60 mg/m? Q3W. “Epirubicin dose was 100 mg/m? Q3W. “Cyclophosphamide dose was 600 mg/m? Q3W or Q2W.
*Endocrine therapy was administered according to institution guidelines.'Radiation therapy (concurrent or sequential) was administered according to institution guidelines.
This presentation is the intellectual property of the author/presenter. Contact them at Joyce.OShauahnessy@USONCOLOGY.COM for permission to reprint and/or distribute.



Olaparib postNAT (gBRCAmM)

Neoadjuvant group
* TNBC: non-pCR !
s . . a Olaparib 300 mg BID
Eligibility HR-positive: non-pCR and CPS+EG score 23 P (n=921) g - Primary (anpoints
Pathogenic germline BRCA1 or Neoadjuvant .  IDFS
BRCA2 mutation chemotherapy =) Surgery M= +-Radiotherapy
High-risk Stage II-l1l breast cancer Randomization
HER2-negative 4 high-risk patient populations 11 Key secondary endpoints
(HR-positive or TNBC) N=1836 * DDFS
Completed local treatment and Ad#‘;/‘é%“ig;g“li . + 0S
i A i .2plzor=2p ! Placeb 0
2 six cycles of neoadjuvant or - |, - HRpostive: >4 postive lymph nodes | | (ni;ﬁ 5‘)’ BRCA1/2 associated
adjuvant chemotherapy containing , Twice daily cancers
anthracyclines and/or taxanes Adjuvant . !
Surgery = chemotherapy == +- Radiotherapy | *  Health related QoL
1years’treatment . Safety and tolerability
|

Adjuvant chemotherapy not allowed among
patients who received neoadjuvant chemotherapy

Stratification factors
aCPS+EG score incorporates pretreatment clinical stage, oestrogen receptor status, nuclear grade and pathological stage after ¢ HR-positive vs. TNBC
neoadjuvant chemotherapy. "Time from randomization to date of first treatment failure that is loco-regional or distant recurrence or Y d t d t
new cancer or death from any cause for up to 10 years by STEEP system3 €oadjuvant vs. agjuvan
1. Tutt ANJ et al. N Engl J Med. 2021;384(25):2394-2405. 2. Tutt ANJ et al. N Engl J Med. 2021;384(25):2394-2405. (Supplement). S

3. Hudis CA.J Glin Ornag) 200725:2127-30. Prior platinum-based chemotherapy (yes vs. no)



Pembrolizumab postNAT (TN)

e\ e0adjuvant Setting

—— A djuvant Setting m—

Neoadjuvant Treatment1  Neoadjuvant Treatment 2 Adjuvant Treatment
(cycles 1-4; 12 weeks) (cycles 5-8; 12 weeks) (cycles 1-9; 27 weeks)
Patients (N=1,174):
: : Doxorubicin/Epirubicin
+ Age > 18 years Carboplatin + Paclitaxel + Cyclophosp':lamide Pembrolizumab
* Newly diagnosed, previously —_— 200 mg Q3W
untreated, nonmetastatic TNBC* : X9 cycles
(T1¢c,N1-2 or T2-4, NO-2 [pef AJCCD Pembrolizumab 200 mg Q3W X 8 cycles
« ECOGPSO01 : : 2 -
e e i EP R Contmue}should be discontinued if disease
: Surae progression or recurrence of unacceptable
assessment 2:1 9oty toxicity
Stratification factors: ’ . Doxorubicin/Epirubicin
» Nodal status (positive vs. negative) Carboplatin + Paclitaxel + Cyclophosphamide

« Tumor size (T1/T2 vs. T3/T4) * — Placebo

*Patients with inflammatory, bilateral or
multifocal breast cancer are allowed

Primary Endpoints

Secondary Endpoints

= pCR (ypT0/Tis ypNO) assessed by local pathologist per AJCC criteria at time of B )
definitive surgery » 0S, Safety, PROs (EORTC-QLQ-C30, EORTC-QLQ-BR23, EQ-5D-5L)
» pCR (ypT0/Tis ypNO, ypTO ypNO and ypT0/Tis), EFS and OS in patients with PD-L1+

+ EFS assessed by investigator tumors (CPS 2 1%)



Capecitabine postNAT

CREATE-X: Trial Design

athology Standard therapy
Non-pCR

or node +

Standard therapy
(n=900) + Capecitabine

Capecitabine Therapy

Capecitabine (X): 2,500 mg/m?/day, po, day 1-14
Repeat every 3 weeks for 8 cycles

Stratification factors:
ER, Age, NAC, ypN,
5FU and institution e . BN HsBsBcl7H:H

3w 6w 12w 18w 24w

According to the safety interim analysis of the first 50 pts treated with
6 cycles of X, the IDMC recommended extending X to 8 cycles.

Toi M et al. Proc ASCO, 2016



T-DM1 postNAT

« HER2+, T1c-T4 / N0-3 / MO
* Neoadjuvant therapy

o 6 cycles/16 weeks

o Trastuzumab x 9 weeks
* Residual Invasive disease

N = 1484

/\

Trastuzumab
6 mg/kg q 3 weeks x 14

T-DM1
3.6 mg/kg q 3 weeks x 14




Axillary management in cN1 / ypNO pts

SLNB for biopsy-proven N+ who convert to cNO
after NAC is feasible and accurate —

...but is it oncologically safe?



Type of No. ypNO with % AxRT Median Axillary Distant
Surgery SLN alone ’ FU (months) Recurrence Recurrence

IEO Milan (n=147)

2000-2010 SLNB 70 35% 61 12.8% at 4 yrs
s SLNB 159 78% 34 0.6% at 3 yrs :
g n= 132 SLNB 60 71% 36 0 13.7% at 5 yrs
PISKCC in=089) SLNB 234 78% 35 0.4% at3yrs | 6.1%at4yrs
EUBREAST 06 (n=1144) SLNB 666 78% 50 0.8% at3yrs = 7.8%at3yrs
TAD 478 85% 32 0.5% at3yrs 7.3%at3yrs
MEORIEMAI S =) o i e 100% 28 0.3% at 3 yrs :

2018-2020

Galimberti et al, EJSO 2016; Piltin et al, Ann Surg Onc 2020; Wong et al, Ann Surg Onc 2021;
Barrio et al, JAMA Oncol 2021; Montagna et al, JAMA Oncol 2024; Cabioglu et al, SABCS 2022
Adapted from Mittendorf SABCS 2023



Residual ICT postNAC: ICARO study

R 1.00 : 1.00 .
o : @ :
(&) . (&] :
S 076 : S 075 :
= s e .
k= : k= 5 No ALND
o 0.50 H o 0.50 H
= : = X
T : © :
3 : E .
E 025 : E 025 :
= : =] :
(& . (& .
- ALND '
0o 1 2 3 4 5 6 7 8 9 10 N o 1 2 3 4 5 6 7 8 9 10 N
Time (years) Time (years)
No. at risk No. at risk
g No ALND 401 349 268 188 132 75 47 23 10 6 4 4 ‘3 No ALND 401 349 266 185 129 71 43 20 9 5 2 2
% ALND 182 165 126 95 67 49 36 19 13 10 5 3 {3 ALND 182 165 127 95 68 50 37 19 13 10 5 3
No diff. in isolated axillary recurrences at 5 yrs No diff. in any invasive recurrence at 5 yrs
(ALND 1.7% v No ALND 1.1%; P=0.7) (ALND 16% v No ALND 19%; P = 0.13)

Supports the safety of omitting ALND in initially
cN1 patients with ypNO/i+ post NAC



Conclusion

v No randomized trials have ever shown a disease-free survival or
ovarall survival advantage b/w ALND vs. AXRT

v’ Isolated axillary recurrences are a rare event

v'Limited clinical conditions support the need of ALND to support
optimal systemic (neo)adjuvant decision making process



