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Invasive ductal carcinoma, scirrhous type

Nuclear grade:3 (nuclear atypia:3, mitotic count:3)
ER:0%, PgR:0%, HER2:1+, Ki-67%>50%
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sivil RNI : Regional Nodal Irradiation 7833 ') > /NEFEE ST
Treatment Group
ALND with RLNR
== ALND without RLNR
40%4 SLNB with RLNR
~= SLNB without RLNR

No Axillary Surgery

ALND+RNI

309 2y 5y

ALND ALND+RNI 19.0% 31.2%

Cumulative incidence of lymphedema (%)

™ ALND 12.79 24.69
SLNB+RNI & 0%
] SLNB+RNI 4.3% 12.2%
SLNB SNB 3.7% 8.3%

0 12 24 36 48 60 Int J Radiat Oncol Biol Phys. 2019 Jan 1;103(1):62-70.
Months following surgery

Number at risk

Treatment Group

400 313 227 158 106 7
—1 147 124 a4 77 53 18
138 114 84 61 34 16
—-113a2 1194 908 630 437 242
199 173 123 77 53 31 fei )R 4 AR IN AN R 2= -~
{'] 1’2 3 48 5'0 ) %32E EZIS#LJ;%K%TTI/‘@K%KQ’E : j—_

Months following surgery 1&%@%5}6?_ e n%/;\z SA4A KLY (_%Baﬁg)
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gﬂﬁ’.i!}r?'fﬁ,ﬂph SLN negative® » No further axillary surgery (category 1)
node involvement SLN ] o
on |frnag|n mappingband MEF‘?S%LLI?IBthE following criteriad: No — ALND level IlIf
confirmed by ) «cT1-T2, ¢
needle biops excision™* + No preoperative chemotherapy
- : Breast- » 1-2 positive SLNs
ﬁ.‘gg‘f@fgt?&ﬂ,m& conserving s WBRT planned Yes
orie P SLN positive® surgery to all No further

Micrometastases seen in SLN" » |axillary surgery
Clinically Mastectomy® i iteria-l
Ay - e gy clowng cteria! |y o AN fvel i
nodes FNA or * No preoperative chemotherapy
or ) core + 1-2 positive SLNs! _
Significant axillary |  |US-guided FNA biopsy » Adjuvant RT planned with intentional Yes Consider no
I igle%gg?ai?den on or core biopsy negatived inclusion of undissected axilla at risk toal ™ further akxlllary
imaging + marker / surgery
Epeoperative |, |Placement . No preoperative chemotherapy >
systemic therapy !'ecommended \ FNA or Consider . - ALND level I
being considered in the most core . cN+ remains clinically eve
and suspicious suspicious biopsy | p;eopetrl?twe Yes, _ positive
| ig‘lgﬂnhogf’sdgﬁ giam node positive chemotherapy preoperative
or imaging chemotherapy

cN+ converts to clinically SLNB

node negative ' (category 2B)'
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co The Panel has reiterated that routine systemic imaging is not indicated for patients with
No, early-stage breast cancer in the absence of sighs/symptoms of metastatic disease.
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placement? in the conserving ’ WE!IgT planned Yes
2160(?; suspicious SLN itivec surgery to all ™ |No further
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P _ Micrometastases seen in SLNR » |axillary surgery

Clinicall > > . 0 frie A = = —
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palpable
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lymph nod. - _ m— S —— —
( isei:!gse burden on fl’nfg::ebrlﬂpsy Inegatwedl I WICIUSION O UlNnUIssecled axina an nisn] to all ;l::;[g:;yahxlﬂary
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CLINICAL STAGE ADDITIONAL WORKUP? TT]- ﬁu ,ﬂf"%ﬁglﬁ % ﬁu 0) =F ﬁl-] QQE—

4 ) For operable breast
* Axillary assessment with exam cancers: see Breast and
» Consider ultrasc:_:und o uu Axillary Evaluation Prior
c>T2VY or eN+ and MO » Percutaneous biopsy of suspicious nodes to Preoperative Systemic
or * CBC Therapy (BINV-13)
cT1c, cNO HER2-positive * Comprehensive metabolic panel, including liver function tests and
disease \ alkaline phosphatase )
or — |Additional tests to consider as clinically indicated
cT1c, cNO TNBC * Chest diagnostic CT % contrast
{Fﬂi Pf'%ﬂizﬁrat'“ cori * Abdomen * pelvis diagnostic CT with contrast or MRI with contrast
systemic therapy criteria, * Bone scan or sodium fluoride PET/CT (category 2B) For inoperable
see BINV-M 1) * FDG-PET/CTWW breast :I:JancerS' see
» Breast MRIP (optional), with special consideration for Preoperative S},—fstemic
mammographically occult tumors, if not previously done Therapy (BINV-15)
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Sentinel-lymph-node resection compared with conventional 3 @

axillary-lymph-node dissection in clinically node-negative
patients with breast cancer: overall survival findings from

the NSABP B-32 randomised phase 3 trial

David N Krag, Stewart | Anderson, Thomas B Julian, Ann M Brown, Seth P Harlow, Joseph P Costantino, Takamaru Ashikaga, Donald L Weaver,

Eleftherios P Mamounas, Lynne M Jalovec, Thomas G Frazier, R Dirk Noyes, André Robidoux, Hugh M C Scarth, Norman Wolmark

5611 patients with clinically negative axillary nodes

.

Stratification

+ Age (s49 years, z50 years)
+ Clinical tumour size (=2:0 cm, 2:1-4.0 cm, =4-1 ¢m)
» Type of surgery (lumpectomy, mastectomy)

y

Random assignment

2807 ingroup 1
Sentinel node resection plus axillary dissection

!

2804 in group 2
Sentinel node resection

!

!

!

!

829 sentinel-node

(not assessed)

positive or unknown

1978 sentinel-node
negative

793 sentinel-node
positive or unknown
(not assessed)

h

V

A

3 without follow-up
(not assessed)

1975 with follow-up
(assessed)

2011 sentinel-node
negative

A

2011 with follow-up
(assessed)

Clinical tumour size (cm)t# SNB+ALND SNB
<20 1655 (83.7%) 1689 (84-0%) 3344 (83-8%)
21-40 291 (14-7%) 294 (14-6%) 585 (14.7%)
241 32 (1-6%) 28 (1-4%) 60 (1-5%)
100 _
807 Overall survival for SLN-negative patients
£ 604 HR 1.20, 95%Cl 0.96-1.50, p=0.12
. 8y OS SNB:90.3% vs SNB+ALND:91.8%
g Axillary recurrence
20 SNBOOB%
—— SNR+AD SNB+ALND:0.1%
0— - T T T 1
0 2 4 6 8
Number at risk Vear
SNR+AD 1975 1932 1876 1544 549
SNR 2011 1968 1893 1559 537
Total 3986 3900 3769 3103 1086

Lancet Oncol 2010; 11: 927-33
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SLN not identified » ALND level I/lIf

SLN negative® = No further axillary surgery (category 1)
SLN
Meets ALL of the following criteria®:

cNO—ycNO r|mapping anc + oT1_T2, cNO
excision * No preoperative chemothera
Breast- < + 1-2 posifive SLNs

conserving * WBRT planned
surgery

SLN positive®

Micrometastases seen in SLN

B3

cNO—ycNOTSLNB
Ptk & M/ NERRR tat
FEBOIRTED

Mastectomy® < Me'ﬁs %LL ﬁB the following crite i HE HHALND
+cT1-T2, ¢
FNA or * No Ereo%grative cFemotheragg
core + 1-2 positive
US-guided FNA biopsy * Adjuvant RT planned with intentiona
or core biopsy negative® inclusion of undissected axilla at risk
C|\|_|_—>yC|\|0 + marker /
. |Placement No preoperative chemotherapy >
recommended? \ FNA or Consider f
in the most core [ | reoperative cN+ remains clinically ALND level I/l
suspicious biopsy Eherr?othera Yes, _ positive ’
node positive Py preoperative
chemotherapy
cN+ converts to clinically SLNB
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Tailored Axillary Surgery
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RT with Preoperative or Adjuvant Systemic Therapy

* In patients treated with preoperative systemic therapy, adjuvant RT is based on the maximal disease
stage (ie, clinical stage, pathologic stage, tumor characteristics) at diagnosis (before preoperative
systemic therapy) and pathology results after preoperative systemic therapy.

MEt FEERDORTIE,. NACEIDERXKStage & FHIFORBIRERICEOVWTITIRE
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EEOfHRE/NMNENERTIEE Y B
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Management of the Axilla in Early-Stage Breast
Cancer: Ontario Health (Cancer Care Ontario) and

cNO

High risk pts

AN
I~
k

NAC

HBEELIS—
£ ) (—HBeE)

ﬁ

cN+
NAC pts Primary surgery pts
\ 4 \4
Restage after ALND

NAC

v

Clinically node
+ve post-NAC

v

ALND

!

Loco
regional RTP

v

Clinically node
—ve post-NAC

If mastectomy or Dualtracor post:
BCT: SLNBC «—— NAC, or clipping,
. and ID > 3 nodesd

I
v v

Node —ve Node +ve

v v

ALND unless part
of clinical trial

v v

Standard whole-
breast or chest
wall KT
(locoregional RT
in selected pts)P

No ALND

Locoregional
RTP



NRG Oncology/NSABP B-51/RTOG 1304:

Phase Ill Trial Evaluating Benefit of Adjuvant Regional
Nodal Irradiation in Patients With Early Breast Cancer
Converting to Axillary Lymph Node Negativity After
Neoadjuvant Chemotherapy

CCO Independent Conference Coverage*
of the 2023 SABCS Annual Meeting, December 5-9, 2023

Provided by Clinical Care Options, LLC

Supported by educational grants from AstraZeneca; Daiichi Sankyo, Inc;
Gilead Sciences, Inc.; Lilly; Merck Sharp & Dohme LLC; and Seagen Inc. powered by Ce€a



NRG Oncology/NSABP B-51/RTOG 1304: Study Design

= Randomized, open-label phase Il trial W&k cT1-3N1T
NAC#ycNO & %4 > 7=5EH
Stratified by type of surgery (mastectomy vs lumpectomy), 2 F4712SLNB or ALN D( + SN B)
HR status (+/-), HER2 status (+/-), adjuvant chemotherapy

(Y/N), and breast pCR status (Y/N)

Patients with clinical T1-3, N1, MO breast No regional nodal irradiation (n = 821)

cancer; axillary LN+ by FNA or core needle 5 Breast radiation if breast-conserving surgery

: . v
biopsy; completed 28 wk of neoadjuvant / No chest wall radiation if mastectomy
chemotherapy (+ anti-HER2 therapy if

HER2+); ypNO by SLNB (>2 nodes excised), \
ALND, or both after neoadjuvant

chemotherapy; mastectomy or lumpectomy Breast radiation if breast-conserving surgery
(N =1641) Chest wall radiation if mastectomy

Regional nodal irradiation (n = 820)

* Primary endpoint: IBCRFI (time from randomization to invasive local, regional, or distant
recurrence, or death from breast cancer) | Z2EDRFI

= Secondary endpoints: LRRFI (locoregional recurrence without distant recurrence within
2 mo), DRFI, DFS, OS, toxicity

Mamounas. SABCS 2023. Abstr GS02-07. Slide credit: clinicaloptions.com
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NRG Oncology/NSABP B-51/RTOG 1304:

Baseline Characteristics

Characteristic

No RNI (n = 821)

RNI (n = 820)

Characteristic, %

Median age, yr (range)

Age, %
= <49 yr
= 50-59 yr
= >60 yr

Race, %
= White
= Black
= Asian
= Unknown/other

Ethnicity, %

= Not Hispanic/Latino/a
= Hispanic/Latino/a

= Other

Clinical tumor size, %
= T1
= T2
= T3

Mamounas. SABCS 2023. Abstr GS02-07.

52

40
32
28

69
17

83
14

21
59
20

52

41
33
26

69
18

82
14

21
61
18

Tumor subtype
= TNBC
= ER+and/or PgR+/HER2-
» ER-and PgR-/HER2+
= ER+and/or PgR+/HER2+

Breast surgery
= Lumpectomy
= Mastectomy

Axillary surgery
= SLNB
= ALND (£ SLNB)

PCR in breast
= No
= Yes

Adjuvant chemotherapy
= No
" Yes

Slide credit: clinicaloptions.com

No RNI (n =821) RNI (n = 820)
21 23
22 20
25 24
31 33
58 58
42 42
55 56
45 44
22 21
78 79
100 99
<1 1

powered by cea
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NRG Oncology/NSABP B-51/RTOG 1304: Efficacy

Parameter No RNI (n =784) RNI (n =772) HR (95% Cl) P Value

IBCRFI events, n 59 50 0.88 (0.60-1.29) .51
= 5-yr estimate of IBCRFI, % 91.8 92.7

Isolated LRRFI events, % 11* 4t 0.37 (0.12-1.16) .088
= 5.yr estimate of LRRFI, % : 98.4 99.3

DRFl events, n N = 3 2 48 46 - 00 (0.67-1.51 .99

2655 AR, 86IA %, e<Rm | ’
= 5-yr estima 11&“75\%,35. . %Eﬁx 93.4 93.4
DFS events, n 83 85 1.06 (0.79-1.44) .69
= 5-yr estimate of DFS, % 88.5 88.3
(n = 802) (n = 800) HR (95% Cl) P Value

OS events, n 45 49 1.12 (0.75-1.68) .59
= 5-yr estimate of OS, % 94.0 93.6

*2 local, 8 regional, and 1 locoregional. TAll local.

= No significant difference in IBCRFI between arms for all stratification subgroups or exploratory age, race, and axillary surgery
subgroups

= Significant interaction between treatment arm and tumor subtype based on small number of events and patients (P = .037)

Mamounas. SABCS 2023. Abstr GS02-07. Slide credit: clinicaloptions.com
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ORIGINAL ARTICLE - BREAST ONCOLOGY Cumulative

survival

rate (100%) Log rank p=0.039
Favorable Outcome of Secondary Axillary Dissection in Breast L0 2nd ALND S V)
Cancer Patients with Axillary Nodal Relapse 0.9

0.8

Shih-Che Shen, MDY, Chien-Hung Liao, MD', Yung-Feng Lo, M, Hsiu-Pei Tsai, MDY, Wen-Lin Kuo, MDY,
Chi-Chang Yu, MD', Tzu-Chich Chao, MD', Miin-Fu Chen, MD", Hsien-Kun Chang, MDA, Yung-Chang Lin, MDA, 0.7

Wen-Chi Shen, MD?, Shir-Hwa Ueng, MD?, Li-Yu Lee, MD?, Swei Hsueh, MD?, Yi-Ting Huang, MD?, nd -
and Shin-Cheh Chen, MD' 0.6 2 ALNDZ: L
0.5 |
0.4
0.3

FEIMERA4TIV) BEAET0.27 A = Yihoutsecondry iy diseton (23
35%1(0.8%) DI U > /RENEBFIES DR ET 0.1 R

I I I | I I I I | I I I I |
012 24 36 48 60 T2 B4 96 108 120 132 144 156

Months

FIG. 1 Breast-cancer-specific survival of patients with axillary
recurrence, with or without secondary axillary dissection
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Ann Surg Oncol(2012) 19:1122-1128
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Efficacy of Chemotherapy for ER-Negative and ER-Positive
Isolated Locoregional Recurrence of Breast Cancer: Final
Analysis of the CALOR Trial

Irene L. Wapnir, Karen N. Price, Stewart [ Andersor, André Robidous, ;'l.figm'f Murtin, Johan WE. Nortier,
Alexarmder H.G. Paterson, Mothaffar F. Rimawi, Istwin Ling, Jos¢ Manwel Baena-Catada, Beat Thiielfereanr,
Eleftherios P Mamounas, Charles E. Geper [r, Shari Gelber, Alan 8. Coates, Richard D, Gelber, Priya Rastogi,
Meredith M. Regan, Norman Wolmark, and Stefan Aebi, on behalf of the International Breast Cancer Study
Group, NRG Oncalogy, GEICAM Spanish Breast Cancer Growp, BOOG Dutch Breast Cancer Trialists" Group, and
Breast International Group
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TREATMENT OF REGIONAL £ LOCAL RECURRENCEMMM
(For LOCAL ONLY RECURRENCE see EINV-19)

RECURRENCE INITIAL (PRIOR) LOCAL-REGIONAL (CURRENT) TREATMENT
TYPE TREATMENT

Surgical resection if feasible999 with
SLNB only * |ALND (for axillary recurrence) + RT if
feasibleP:PPP

Axillary
Surgical resection of gross disease994 _ _ _
ALND » |+ ALND (for axillary recurrence) if Consider appropriate systemic

Frr
feasible + RT if feasibleP:PPP . therapy
(See BINV-K, BINV-L, BINV-P,

BINV-Q)

Supralinfra-clavicular,

Prior RT » Repeat RT, if feasiblePPPP
Internal mammary <

No prior RT » RT (comprehensive or localized)
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TREATMENT OF REGIONAL £ LOCAL RECURRENCEMMM

(For LOCAL ONLY RECURRENCE see BINV-19)

BY L aEEER

RECURRENCE lELaE LOCAL-REGIONAL (CURRENT) TREATMENT
TYPE
Bets S HARIBIYIRGE BRE U > /SESR3E
e +RT
WEgsm | —
A% X Surgical resed pn of gross disease99d
ALND = |* ALND (for a) |ary recurrence) if
feasible + RT asibleP:PPP .
Prior RT —

Supralinfra-clavicular,
Internal mammary

No prior R

Consider systemic therapy to best response,

.

then resect if possible.
—NACH IR
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Metastatic carcinoma, NG3(NA2, MC3), ER:0, PgR:0, HER2:0, Ki-67>50%

Triple negative type
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