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Patients with SN

1658 D64 %

Repeat Sentinel Lymph Node Biopsy for Ipsilateral Breast Tumor
Recurrence: A Systematic Review of the Results and Impact on
Prognosis

Annals of Surgical Oncology volume 25, pages1329-1339 (2018)
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.o Fig. 2
rSLNB posi £ : 76% 00
rSLNB nega®f : 85.4% 90 |-
rSLNB unsuccessful®f : 84.7% 80 -
70 |-
rSLNB rSLNB P-value < 601
successful [ unsuccessful S sof
< 40 - rSLNB-positive
(n=276) (n=239) @ |  (eeee rSLNB-negative
Final status of <0.001 30 - rSLNB unsuccessful
primary* axillary il i (P =
10 -
surgery : | , , 0 -682) |
No axillary staging 34 (6.6%) 18 (10.1%) 6 (2.5%) 0 ] > 3 4 5
SLNB 203 (39.4%) 129 (46.7%) 74 (31.0%) Time after treatment for IBTR (years)
ALND 278 (54.0%) 119 (43.1%) 159 (66.5%) b ek
Primary* nodal status 0.014 (SLNB-positive 46 a4 40 35 28 16
372 (712.2%) 200 (72.5%) 172 (72.0%) (SLNB-negative 230 226 210 172 130 89
91 (17.7%) 40 (14.5%) 51 (21.3%) rSLNB unsuccessful 239 228 212 182 151 117
52 (10.1%) 36 (13.0%) 16 (6.7%)
Time from primary*
surgery to IBTR diagnose &Ij] L7z i%é & 9&/@& L7z b%l/:_\(,: %Tﬁ I %75\7’3: LY
Final axillary surgery < 0.001 ~ 4 A
\ T
at IBTR &N D FR S
Unsuccessful rSLNB 179 (34.8%) 0 (0.0%) 179 (74.9%)
ALND 104 (20.2%) 44 (15.9%) 60 (25.1%)
rSLNB 232 (45.0%) 232 (84.1%) -

British Journal of Surgery, Volume 106, Issue 5, April 2019, Pages 574-585,
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- 1997/18~2000/12 B ® 3L F i) 5&E0S: 95.7% vs.96.2%
- FIRAAEI AR RE - 124

- BREDODLFEEFXK Table 2

rSLNBZf : 95.7%
FEFITEE : 96.2% 1529 pts

Comparison of subsequent event rates between patients treated for LR with vs without axillary surgery

Axillary procedure at time  No axillary procedure at

Total events (n=83
pTXNOMO ( ) of LR (n=47) time of LR (n=36)
Event 5-year post-LR S5-year post-LR S-year post-LR
# #
event rate (95% event rate [95% event rate [95%
events events events
cn) 1) cil)
83 pts Axillary failure 3 2.6% (0.5-8.2) 1 0.0 2 5.9% (1.0-17.4)
Non-axilla
IBTR or CW v 4 5.5% (1.8-12.6) 0 0.0 4 12.8% (3.9-27.2)
recurrence recurrence
Distant

8 12.5% (5.7-22.1) 5 14.79% (5.1-29.1) 3 10.1% (2.4-24.1)

metastasis

( Death 6 3.99% (0.7-12.1) 2 4.3% (0.3-18.4) 4 3.80% (0.3-16.5) }
.

36 pts (43%)

No-axillary-
surgery

47 pts (57%)

Open in a separate window

Axillary surgery

"this patient recurred at 6.6 years

‘ Ann Surg Oncol. 2016 Mar; 23(3): 744-T748.
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1) Ahmed M, Baker R, Rubio IT. Meta-analysis of aberrant lymphatic drainage in recurrent breast cancer. Br J Surg. 2016 ; 103 (12) :1579-88.
2) Poodt IGM, Vugts G, Schipper RJ, Nieuwenhuijzen GAP. Repeat sentinel lymph node biopsy for ipsilateral breast tumor recurrence : a systematic review of the results and impact on prognosis. Ann Surg Oncol. 2018 ; 25 (5) :

1329-39.
3) Maaskant-Braat AJ, Voogd AC, Roumen RM, Nieuwenhuijzen GA. Repeat sentinel node biopsy in patients with locally recurrent breast cancer : a systematic review and meta-analysis of the literature. Breast Cancer Res Treat.

2013 ;138 (1) :13-20.
4) Sato A, Sakai T, lwase T, Kano F, Kimura K, Ogiya A, et al. Altered lymphatic drainage patterns in re-operative sentinel lymph node biopsy for ipsilateral breast tumor recurrence. Radiat Oncol. 2019 ; 14 (1) : 159.
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a phase Ill randomized trial (SAKK 23/82)

S~

XN RAEHRICH L THEEYIRED

RFTBHED S b Tk RIFES DFSI- A8 5 | OSlcEEEA L

(ERB&14,DF1:12A0 B A £), T:3cmLLF
JRFEAIEICT L TTAMKIR S D 1674
- BIREARIPRE : 11.65F
o« HEF#%DmedianDFS/0S
TAMZE : 6.54/11.54

Proporiion surviving
ProporSon surviving

TN \ 0.27] Arm N censored failed et 0.2 Arm N censored failed
~ )\ . — " —
E/‘\\/D)ﬁﬁi . 27&/112& el cr 81 23 58 a4 Cri 81 40 41
— Tam 86 31 55 — Tam 86 39 47
0.04 0.0
R R T TR . T, R R T T 1 | — | p— T T T T T T T T T
0 1 2 3 4 5§ 6 7 8 9 10 11 12 13 14 15 16 17 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17
Years since randomization Years since randomization

Ann Oncol. 2003 Aug;14(8):1215-21. Adjuvant therapy after excision and radiation of isolated postmastectomy locoregional breast cancer recurrence: definitive
results of a phase Ill randomized trial (SAKK 23/82) comparing tamoxifen with observation



IBCSG 59-19 POLAR (NCT 03820830)

A phase III open-label, multicenter, randomized trial of adjuvant palbociclib in combination with
endocrine therapy versus endocrine therapy alone for patients with hormone receptor positive /

HER2-negative resected isolated locoregional recurrence of breast cancer

Palbociclib for HR positive / HER2-negative Isolated Locoregional Recurrence of Breast Cancer

(POLAR)
S Arm A: ;Eﬁ#L%Wﬁ%?éwﬁé%%;ﬁ t L —C
* ILRR of BC U / Palbociclib for 3 years " . .
- HR-positive and R Standard ET (3+ years) Ao EEICCDK4/6fHE S ) &t
« HER2-negative () somonths | SERR 1.1
S \ OE RN % T 3 HRAETS
v Arm B:

Standard ET (3+ years)

Palbociclib
125 mg/day 01‘3.“}- for 21 days, followed by 7 d'lys rest for 3 years

—May consist of Al ful'« estrant or SERM +L. HRH analog if premenopausal or male

—Can have already started at time of randomization

~Protocol endocrine therapy duration is at least 3 years from randomization
Patients are encouraged to continue ET beyond 3 years, according to Investigator's
decision

Surgery
—Randomization must take place within 6 months from the complete gross excision of the
1solated locoregional recurrence.
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TA | L O RX N Engl ] Med 2018;379:111-21. Figure 2. Clinical Outcomes among Patients with a Recurrence

Score of 11 to 25.

The N E v v E N G LA N D = = = Endocrine therapy Chemoendocrine therapy
A Invasive Disease—free Survival
JOURNAL  MEDICINE e
0.9+
ESTABLISHED IN 1812 JULY 12, 2018 VOL. 379 NO.2 ] 0.8
@2 0.7
g e
- i . Ea 06
Adjuvant Chemotherapy Guided by a 21-Gene Expression 3 T o
Assay in Breast Cancer Z§ o4
S8 034
J.A. Sparano, R.). Gray, D.F. Makower, K.I. Pritchard, K.S. Albain, D.F. Hayes, C.E. Geyer, Jr., E.C. Dees, M.P. Goetz, f-g- a 0.2-] Hazard ratio for invasive-disease recurrence, second primary cancer,
J.A. Olson, Jr., T. Lively, 5.5. Badve, T.J. Saphner, L.I. Wagner, T.]. Whelan, M_J. Ellis, S. Paik, W.C. Woad, a1 °0'§6ea'hv LB (9596/C1; 0:94=124)
P.M. Ravdin, M.M. Keane, H.L. Gomez Moreno, P.S. Reddy, T.F. Goggins, |.A. Mayer, A.M. Brufsky, : -
D.L. Toppmeyer, V.G. Kaklamani, J.L. Berenberg, . Abrams, and G.W. Sledge, Jr. %0 0 12 24 36 48 60 72 84 9 108
Months
No. at Risk
HR(+)HER2(-) O N(-)EBNZXTF L« 21-geneRSICZ & V) Low(<10), Chemoe:ldocrine!herapy 3312 3204 3104 2993 2849 2645 2335 1781 1130 523
Endocrine therapy 3399 3293 3194 3081 2953 2741 2431 1859 1197 537
/\7k . H .
Intermediate(11-25), High(=26) (Z9%8, LowEElEHT D&, HighZtZHT+CT S Erechaibom Barreressrs Bt ke
_ . . — o s _ L 1.0
%84T, Intermediate®tx 5 v X Lk L. HT v HT+CT THIM E (CEER i "y
ES
&% 08
18-75m%. T 1.1-5.0cm or 0.5-1.0cmTGrade2-3 % 7= 1ZLVI+ EE o/
. . o . 38 o
The primary end point was invasive disease—free survival £2 os]
z8 04~
Median follow-up 90moths 28 o3 . B
,§§ -y Ejéa‘:grauoforrecurrenceatadlstantsne.1.10 (95% Cl, 0.85-1.41)
HTOHT+CTIZM T 2 IEL A RE /= (HR 1.08; 95%Cl 0.94-1.24; p=0.26) = v
. 00 T T T T T T T T 1
9yr iDFS 83.3% v 84.3%, OS 93.9% v 93.8% 0 12 24 3% 48 6 72 8 9% 108
Months
50@9(?’6@’”2—'?—%7\%@@]%#“ < "t) 75\% U No. at Risk
Chemoendocrine therapy 3312 3215 3142 3059 2935 2734 2432 1866 1197 554
Endocrine therapy 3399 3318 3239 3147 3033 2833 2537 1947 1267 581
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No-pCR

MR EEE% DpCRODFSPOSD
REIZCFRAVFELTOESE

Hormone-receptor-positive, Hormone-receptor-positive,

HER2-negative, grade 3
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HR 063 (95% C1 0-38-1.04) HR 0-27 (95% CI 0-14-0-50)

Lancet. 2014 Jul 12;384(9938):164-72
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GENE EXPRESSION ASSAYS FOR CONSIDERATION OF ADJUVANT SYSTEMIC THERAPY3P

Assay Recurrence Risk Treatment Implications
21-gene Patients with T1b/c—2, pNO, HR-positive, HER2-negative tumors, with risk scores (RS) between 0-10
(Oncotype Dx) have a risk of distant recurrence of <4% and those with RS 11-25 derived no benefit from the addition of
(for <26 chemotherapy to endocrine therapy in the prospective TAILORx study.?
postmenopausal Postmenopausal patients with pT1=3, pN1, HR-positive, HERZ2-negative, with RS <26 derived_no benefit
patients with pNO from the addition of chemotherapy to endocrine therapy in the prospective RxPONDER study.
and pN1 [1-3 o8 In postmenopausal patients with pT1-3, HR-positive, HER2-negative, and pNO and pN1 (1-3 positive
positive nodes])® = nodes) tumors and an RS 226, the addition of chemotherapy to endocrine therapy is recommended. -2
<15 Premenopausal patients with T1b/c -2, pNO, HR-positive, HER2-negative tumors with RS <16 derjved no
= benefit from the addition of chemotherapy to endocrine therapy in the prospective TAILORXx study.’
21-gene In premenopausal patients with RS between 16-25, a small benefit from the addition of chemotherapy
(Oncotype Dx) 16-25 could not be ruled out, but it is unclear if thﬁfenefit was due to the ovarian suppression effect promoted by
(for premenopausal chemotherapy in premenopausal patients. = For this group, consider chemotherapy followed by endocrine
patients: pN0) therapy or alternatively, ovarian function suppression combined with either tamoxifen or an Al.
598 In premenopausal patients with HR-pnsnwe HER2- negatwe and pNO tumors and an RS 226, the addition
= of chemotherapy to endocrine therapy is recommended.’

In premennpausal patients with pT1-3 and pN1 (1-3 pnsmve nudes} tumors and an RS <28, the addition
21-gene (Oncotype ] ompared
Dx) <26 w1 EnqocTine mono erapy [ . vas due O e ovanan suppresslnn effects
(for premenopausal promoted by chemotherapy. For this group of patients, consider chemotherapy followed by endocrine
patients with 1—3 therapy or alternatively, ovarian function suppression combined with either tamoxifen or an Al.2
positive nodes)® 296 In premenopausal patients with HR-positive, HER2-negative, pT1-3 and pN1 (1-3 pnzmtwe nodes) tumors

" and an RS 2286, the addition of chemotherapy to endocrine therapy is recommended.

BRRRET Y v /BB I ERER (C X3 T 2 0ncotypeDxDEZE ILBA S HTH L

3 Gene expression assays provide prognostic and therapy-predictive information that complements T,N.M and biomarker information. Use of these assays is not required
for staging. The 21-gene assay (Oncotype Dx) is preferred by the NCCN Breast Cancer Panel for prognosis and prediction of chemotherapy benefit. Other prognostic
gene expression assays can provide prognostic information but the ability to predict chemotherapy benefit is unknown.

b See Special Considerations for Breast Cancer in Males (Sex Assigned at Birth) (BINW-J).

t |n the overall study population of the RxPONDER trial, 10.3% had high-grade disease and 9.2% had 3 involved nodes.

D afmrme s me
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CONSIDERATIONS FOR SURGICAL AXILLARY STAGING
Sentinel lymph node not identified —» Axillary dissection level IIf
No palpable lymph
node at diagnosis Sentinel lymph node negative® ——= No further axillary surgery (category 1)
or £2 suspicious Sentinel Axillary
lymph nodes on . h ot Meets ALL of the following criteria:9 No —= |dissection level
imaging or <2 Ympn.nose - cT1-T2, cNO il
positive lymph mapping and * No preoperative chemotherapy
nodes confirmed excision®® Breast- » 1-2 positive SLNs iy
i conservin « WBRT planned
by needie biopsy _ surgery g P to all ™™ |No further
* clip placement? Sentinel lymph ) ) axillary surae
node positive® Micrometastases seen in SLN = ry surgery
Clinically e ] o Axilla
suspicious Mastectomy < M:_F:s %LIE ﬂ[_' the following criteria:n No disrseginn level
ﬁ:::::g:ble] lymph FNA or « No preoperative chemotherapy it
ook 5! .1A:12' I:“miit;igél"E“I_MEE ed with intentional Consider no
23 suspicious biopsy VUG =4 PrARAd WIKT Teefmaia Yes el
lymph nodes on . negativa" inclusion of undissected axilla at risk S further ?:xlllar',r
imaging US-QI..IIdEd FMNA Surgﬂl?
or or core biopsy If no preoperative

" . " f
Preoperative ‘—P Axillary dissection level I/l

systemic therapy
being considered
and suspicious
lymph nodes

at diagnosis on
exam or imaging

chemotherapy was given

Axillary dissection level Il for residual disease by exam or imaging
If preoperative or

chemotherapy was given SLNE (SLN biopsy) in selected cases when nodes clinically
negative after neoadjuvant therapy (category 2B)

: Giuli A, 2017 Sep 12;318(10):918-926.
h EORTC AMAROS: Donker M, et al. Lancet Oncol. 2014: 15{1 g13i}3 10; Rutgers
rmal. E. et al. Cancer Research. 2019; ?Qﬁl Supplement):GS4-01-GS04-01
g with i Limited data exist for 23 positive SL
or hemistry Jhmong‘]pahents shown to be N+ prior to preoperative systemic therapy, SLNB has
tin IHC to a >10% false-negative rate when rﬁerronned after preoperative systemic therapy.
making. This rate can be im Ipmved by marking biopsied lymph nodes to document their

&0 ) >/ NED

B, 3MBEULEDEBZE LY >/ ET fmak
positive remcwal using dual tracer, and by removing 23 sentinel nodes tar eted axillary

sentinel node py, consider completion axillary lymph node I|1:h node dissection). (Caudle AS, et al. J Clin Oncol 2016;34:1072- 113?8")
dissection or multidisciplinary tumor board discussion on appropriateness the mastectomy s mg in patients who were initially cNO, whu have positive
of radiation of axilla without further surgery. nudes on SLNB, and have no axillary dissection, RT to the chest wall should

€ Limited data exist for mastectomy patients. include undissected axilla at risk £ RNI.
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J Clin Oncol. 2020 Jul 10;38(20):2281-2289.

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

Study Characteristic ACOS0G 210717 SN FNAC*® SENTINA* GANEA 2%
Mo. of patients 6E9 153 592 (cN+) 307
cTN cTO-4N1/2 cTO-3N L2 cNO/1/2 pN1

SLN identification rate. %

SLN false-negative rate (overall), %

Single-agent mapping

Cual-agent mapping

2 SLNs refrieved

= J SLNs retrieved

Abbreviations: ACOS0G, American College of Surgeons Oncology Group; cN+, clinically node positive; GANEA 2, Ganglion Sentinel Apres
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SLNBDORITEZX : 79.5-92.7%, 1&F&14E2:11.9-14.2%
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SLNBDEIEZ96.0% (95%Cl: 95.0-97.0%), 1&F=4%E36.0% (95%Cl: 3.0-8.0%)
<ERFRMIBRE Y » /~EEEB IR D O PSTR ICEBIZ Y & BT S /= fEMF:ycNO>
SLNBR]ZEZ90.9% ( 95%Cl: 87.6-93.4% ) {&FE14=£13.0% ( 95%Cl: 10.8-15.6%)
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fest M, FHAFLSE (Stage I -IMA) Hgh

POTENTEE& monarchE & E&
—_— 1930 (S-13#H 957 5637 (7 N 91)J 582808
vs. N iR ;E B IREE 973 vs [N 5y ik B 30 2829
RSN P8 Moderate-high risk High risk
T A e EAR S-1%145M TARIUD) T 24/
T AR EP 198(21%) 982(17%)
JA0—7 v 7 AR 52.2h A 27.1m A
RE o /\EERFE 5 1% 1228(63%) 5622(99%)
N 1-34E {5l 657(34%) 2260(40%)
MELL L 189(10% 3362(60%
ATt A 392(20% 2056(36%
AT E= (TR LA 1076(56%) 5376(95%)
IDFS HR 0.63(95%CI 0.49-0.81) HR 0.70(95%CI 0.59-0.82)
DDFS/DRFS 101(11%) vs 155(16%) 191(6.8%) vs.278(10%)
DDSDOHRIZFHESN TLVELY HR 0.69(95%CI 0.57-0.83)
IDFS!) >/ \NERERFE (514 HR 0.70 (95%Cl 0.52-0.93) HR 0.70(95%CI 0.59-0.82)

Toi M et al, Lancet Oncol 22: 74-84 2021

Harbeck N et al, Ann Oncol32(12):1571-1581. 2021
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N Engl J Med. 2017 Jun Table 1. Characteristics of the Patients at Baseline.”
C REATE_ 1,376(22)2147-2159 Capecitabine Group Control Group
Characteristic [N =443) (N =444)
Age at enroliment — yr
X Patients with HER2-negative stage |-111B breast cancer S = A
Age 2074 yr Range 25-74 25-74
ECOG performance-status score of 0 or 1 Menopausal status — no. (%)
Premenopausal 262 (59.1) 248 (55.9)
Postmenopausal 181 (40.9) 196 (44.1)
Body-mass indexj
Median 26 230
Neoadjuvant chemotherapy R“E‘_E _ _ oty L
Tumor size at diagnosis — no.ftotal no. (%)
<2 em B8/442 (15.4) 61/444 (13.7)
=2 to s5 cm 244 /442 (55.2) 275/444 (61.9)
>5 cm 65 /442 (14.7) 63/444 (15.5)
Skin or chest-wall infiltration of any size — no.jtotal no. (%) 65/442 (14.7) 39/444 (B.8)
Surgery Hommene.

Estrogen-receptor positive or progesterone-receptor positive 304 (68.6) 257 (66.9)

Estrogen-receptor negative and progesterone-receptor negative 139 (31.4) 147 (33.1)

Seqguential anthracycline and taxane 157 (BO.6) 172 (81.8)
] Concurrent anthracycling and tazane 63 (14.2) 33(11.9)
No complete response on pathologlcal Anthracycline-containing chernaotherapy only or docetaxel and cyclophosphamide only 23 (5.2) 19 (4.3)
assessment, or a complete response : ;
with positive lymph nodes Flucrouracil plus anthracydlined 262 (39.1) 271 (61.0)
Pathological-effect grade — no. ftotal no. (36)§
o 19/434 [4.4) 13435 (3.0
laor 1b 232/434 (51.5) 220/435 (50.6)
1 Zor}d 183434 (42.2) 2027435 (46.4)
Mao. of kmph nodes involved on histologic assessment — no. (%)
Randomization 0 176 (39.7) 171 (38.5)
1-3 165 (37.2) 174 (39.2)
=4 102 (23.0) 99 (22.3)
Adjuvant endocrine therapy — no. (%)
l l Yes 298 (67.3) 304 (68.5)
No 145 (32.7) 140 (31.5)
Capecitabine group, standard Contral group, Radiotherapy — no, (%)9
therapy plus capecitabine standard therapy Yes 321 (72.5) 326 (73.4)
1250 mg/m?, twice a day, on days 1-14 No 122 (27.5) 118 (26.6)
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XERZ@’l‘i?L%ﬁE stage |-IIIBEFIZXT L THTBTML T8 £ % D Non-pCRIEAI ~ D Capecitabine® EETEHEhEH U

A Disease-free Survival in Full Analysis Set B Overall Survival in Full Analysis Set
0= 1.0+
IS Y 2 . Capecitabine
s Capecitabine _Tg
o 0.84 g 0.8+ Control
i 0
& =
§ 0.6 Control § 0.6
@ o
Q  04- © 044
E: 2
= 5
= 2
- 0.24 Hazard ratio for recurrence, ) 0.2
2 second cancer, or death, 0.70 a Hazard ratio for death, 0.59
a 95% Cl, 0.53-0.92 95% Cl, 0.39-0.90
00 I 1 1 1 1 00 I 1 1 | 1
0 1 2 3 B 5 0 1 2 3 4 5
Years since Randomization Years since Randomization
No. at Risk No. at Risk
Capecitabine 443 385 359 286 175 34 Capecitabine 443 408 391 321 197 43
Control 444 366 328 255 158 19 Control 444 406 375 297 180 27

N Engl J Med. 2017 Jun
1;376(22):2147-2159



C REATE— N Engl J Med. 2017 Jun1;376(22):2147-2159

X C Disease-free Survival among Patients with Triple-Negative Disease I )EZEI % |J ﬁjj $)_/|_ 6 — ;FS L \ T c j: D Overall Survival among Patients with Triple-Negative Disease
. 1.0+ i
= ¥ =] q: — N .
E ° - o S E : Capecitabine
= N jj — X \l [o=] = 0.3 .
a o Capeci_ta_bine l\ I) 7 j b Z\ T /r 7 ?L I:I—IIEII "g’
% - . — E 0.64 Control
3 “DF DYEHER 5
2 Control N — (I MAY E
2 044 S 04+
) > =
2 5 7= 3
é 0.24 Hazard ratio for recurrence, -0 S 02+
4 second cancer, or death, 0.58 & Hazard ratio for death, 0.52
a 95% Cl, 0.39-0.87 95% Cl, 0.30-0.90
0-0 T T T T T 0.0 T T T T T
0 1 2 3 4 5 0 1 2 3 4 5
Years since Randomization Years since Randomization
No. at Risk No. at Risk
Capecitabine 139 109 96 76 42 11 Capecitabine 139 124 116 91 50 11
Control 147 95 84 69 47 6 Control 147 125 108 82 52 9
DFS in Negative for estrogen receptors, progesterone receptors, and HER?
10
-apecitnhine 14
04 "
JE a8 L s
Cigertral|
@ 04 3
g = 08
£ 3
2 04 =
E E a4
& ]
i
02
o o
. : d . - . 0 1 2 1 4 5
Vime From. mawdonsostion () Tima from randomization (yosr)
Capecitabne 304 £76 283 210 133 23 A = Z e s 4 4
Gontrnl 297 273 244 186 1 13 i Jl e -+ e s - %
Panel A: Disease-Free Survival in the Subgroup of Patients with Hormone Receptor Panel B: Overall Survival in the Subgroup of Patients with Hormone Receptor Positive

Positive Disease. Disease.



Subgroup Analysis of Disease-free Survival

Subgroup Analysis of Overall Survival

Subgroup No. of Patients Hazard Ratio (95% Cl) P Value Stgrolp Ot AR i ioa e ik i
Overall 887 " B 0.70 (0.53-0.92 0.01 |
n;: ’ { } 0.85 Overall 887 059 (0.39-0.90) .|
<50 yr 532 |- 0.72 (0.50-1.03) Age | 0.56
=5 532 056 (0.32-097) —
Hormone receptor status ¥ [ 34 I
Estrogen-receptor positive or 0.81 (0.55-1.17) Hormane receptar
progesterone-receptor positive positive (ER+ or PgR+) {0.38-1.400
Estrogen-receptor negative and . ! - | 0.58 (0.39-0.87) negative (ER- and PgR-) (0.20-0.90)
progesterone-receptor negative -
<25.0 641 - 0,67 (0.49-0.93) 58 {0.36-0.96) .
225.0 246 o= 0.76 (0.44-1.32) 25<= 245 060 (0.27-1.33) -
B £ &= : 0 66 BMI hormione receptor-negative | 0.71
Hormone receptor status
¥
Estrogen-receptor positive or 0.81 (0.55-1.17)
progesterone-receptor positive 6
Estrogen-receptor negative and 0.58 (0.39-0.87)
' 5
tor negative
J ; V.87 (U6~ 1.0U e e Uat (U Ta=U T —
1-3 339 —— 0.54 (0.36-0.83) de= 201 091 (0498-170) Fom
>4 201 0.81 (0.51-1.28) |

positive (ER+ or PgR+)
negative (ER- and PgR-)

Use of taxane drugs

801 073 (0.38-1.40)
286 052 {0.20-0.00)

I I
025 050

10 20 40 0.10 02 0650 10 20

N Engl J Med. 2017 Jun
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Capecitabine  Contral

1;376(22):2147-2159 .
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National Cancer Data Base
c¢T1-4¢N1-3¢MO breast cancer
Diagnosed 2004-2017
(N=278,957)

Excluded (N= 264,267)
Non invasive ductal carcinoma (N= 39,272)
— Male gender (N= 2,738)
Neoadjuvant chemotherapy not given (N=5,793)
Not treated with mastectomy (N= 26,132)
Residual nodal disease after chemotherapy (N=
44.216)
No record regarding radiation status (N= 562)

Study population N= 14,690

O NOFER D ¥ F2 s

Postmastectomy radiation No postmastectomy
therapy radiation therapy
N= 10,092 N= 4,598
(1168 deaths) (517 deaths)

Radiother Oncol. 2021 Sep;162:52-59.

o DIRE

cT1-3 cN1 patients

2. hYRIETIIPMRTOARAMIEZLL
§ § i Log-rank P-value =0.250
No radiation Radiation
2| | |
° 9 5 10 15
Interval (years)
Number at risk
No radiation 3036 1254 157 0
Radiation 5137 2490 300 0
., all other patients (cT4 and/or cN2-3)
c B8
:
21 BYRIETIIPMRTOHERAMESH Y
g o Log-rank P-value = 0.001
2 | No radiation Radiation |
°% 5 o0 s
Interval (years)
Number at risk
No radiation 956 401 62 0
Radiation 3822 1760 232 0



NSABP Clinical Trials Overview

R 2R A
) XRIEEICD

Study Type :
Estimated Enrollment :
Allocation:
Intervention Model:
Masking:

Primary Purpose:
Study Start Date :

Estimated Primary Completion
Date :

Estimated Study Completion
Date :

FZTCPMRTOBERMEARI N TR L |
WTCcT1I-3,N1IEDPAICXT T B

MEt FEEHZOYypNOES Z xR & L TPMRTH L <
B VI REIBEOERRE RIS HE
(NRG Oncology/NSABP-B51/RTOG 1304)H &

Figure |
NSABP B-51/RTOG 1304 Schema

Clinically T1-3, N1 Breast Cancer
Documented Positive Axillary Nodes by FNA
or by Core Needle Biopsy

l

Minimum of 12 Weeks of Standard Neoadjuvant Chemotherapy
Plus Anti-HER2 Therapy for Patients with HER2-Positive Tumors

Definitive Surgery with Histologic Documentation of Negative Axillary Nodes
(Either by Axillary Dissection or by Sentinel Node Biopsy + Axillary Dissection)

[
STRATIFICATION
Type of surgery (mastectomy, lumpectomy)
« Honmone receptor status ( ER-positive and/or PgR-positive:
ER- and PgR-negative)
HER?2 status (negative, positive)

EIMEZ > % LAL LR
s Adjuvant chemotherapy (yes, no)

__EI:I s pCR in breast (yes, no)

RANDOMIZATION

Arm 1 Arm 2
(Groups 1A and 1B)*, ** (Groups 2A and 2B)*, **
No Regional Nodal XRT Regional Nodal XRT

» Group 14 Lumpectomy: No e Group 24 Lumpectomy:
regional nodal XRT with WBI Regional nodal XRT with WBI

» Group 1B Mastectomy: No s Group 28 Mastectomy: Regional
regional nodal XRT and no nodal XRT and chestwall XRT
chestwall XRT

Interventional (Clinical Trial)
1636 participants
Nandomized

Parallel Assignment

None (Open Label) *  Patients will be randomized to one of the following:
e Arml
Treatment — Radiation therapy for Group 1A
Whole breast irradiation + boost
August 2013 — No radiation therapy for Group 1B
« Arm2
‘J”|y 2023 — Radiation therapy for Group 2A
Whole breast irradiation + boost and regional nodal irradiation
— Radiation therapy for Group 2B
ALIgI.ISt 2028 Chest wall and regional nodal irradiation

**  All patients will receive additional systemic therapy as planned (i.e., hormonal therapy
for patients with hormone receptor-positive breast cancer and trastuzumab or other
anti-HER?2 therapy for patients with breast cancer that is HER 2-positive).
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C dy ncol. 2015 Dec;22(13):4254-62. doi: 10.1245/510434-015-4535-y
Epub 2015 Mar 26.
Prognostic Significance of Tumor-Positive Internal
Mammary Sentinel Lymph Nodes in Breast Cancer: A
Multicenter Cohort Study
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_]ournal of Breast Cancer @

Long-Term Outcome of Internal

iy

Mammary Lymph Node Detected by
Lymphoscintigraphy in Early Breast

Cancer

Min Young Koo, Se Kyung Lee, [...], and Jung-Hyun

Yang

Breast cancer specific death rate and recurrence rate

Follow-up

Events

SYRS rate

months)*  No.(%) (¢ PV
Dieath 0,306
Axilla only 118.8 (7-122) 14.{3.6) 97.6
IMLIN 107.1 (14-108) 1(1.3) 98.6
Total 121.2 (7-124) 15(3.2) g97.8
Recurrence 0.962
Axilla only 111.9(7-122) 38(9.7) 92
IMLIN 95.1 (8-1.3) 8(10.4) 93.3
Total 110.8(7-122) 46 (9.8) 02.4
LR recurrence
Axilla onlby 111.6(7-122) 20(5.1) 96 0723
IMLN 98.4 (B-103) 5 (6.5) 95.8
Total 115.5(7-122) 25 (5.3) 96.1
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Invasive lobular carcinoma of the right breast, mastectomy -total size: 4.5x2.0x1.6cm (AC area),
invasive size: 2.0x1.6x1.6cm (A area)

-f, Ly0 (D2-40), VO (EVG)-pT1lc, pNOsn (n0/2) HG:

-ER(+), PgR(-), HER2: score 1+, -surgical margin: negative
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