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Giuliano AE, McCall L, Beitsch P, Whitworth PW, Blumencranz P, Leitch AM, et al. Locoregional recurrence after sentinel lymph node
dissection with or without axillary dissection in patients with sentinel lymph node metastases: the American College of Surgeons
Oncology Group Z0011 randomized trial. Ann Surg. 2010;252(3) :426—32; discussion 432—3.

Giuliano AE, Ballman KV, McCall L, Beitsch PD, Brennan MB, Kelemen PR, et al. Effect of axillary dissection vs no axillary dissection
on 10—year overall survival among women with invasive breast cancer and sentinel node metastasis: The ACOSOG Z0011 (Alliance)
Randomized Clinical Trial. JAMA. 2017;318(10) : 918—26.
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Straver ME, Meijnen P, van Tienhoven G, van de Velde CJ, Mansel RE, Bogaerts J, et al. Sentinel node identification rate and nodal
involvement in the EORTC 10981—22023 AMAROS trial. Ann Surg Oncol. 2010;17(7) : 1854—61.

Donker M, van Tienhoven G, Straver ME, Meijnen P, van de Velde CJ, Mansel RE, et al. Radiotherapy or surgery of the axilla after a
positive sentinel node in breast cancer (EORTC 10981—22023 AMAROS) :a randomised, multicentre, open—label, phase 3
non—inferiority trial. Lancet Oncol. 2014;15(12) : 1303—10.
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Savolt A, Péley G, Polgar C, Udvarhelyi N, Rubovszky G, Koviacs E, et al. Eight—year follow up result of the OTOASOR trial : The
Optimal Treatment Of the Axilla— Surgery Or Radiotherapy after positive sentinel lymph node biopsy in early—stage breast cancer: A
randomized, single centre, phase IIl, non—inferiority trial. Eur J Surg Oncol. 2017;43 (4) : 672—9.




JAMA | Original Investigation

Effect of Axillary Dissection vs No Axillary Dissection
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Invasive Breast Cancer and Sentinel Node Metastasis
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Lancet Oncol. 2014 November ; 15(12): 1303-1310. doi:10.1016/S1470-2045(14)70460-7.

A Disease-free survival

Radiotherapy or surgery of the axilla after a positive sentinel D [ = akaly bymply iode dissection
; i e -~ Axillary radiotherapy
node in breast cancer (EORTC 10981-22023 AMAROS):a 90
randomised, multicentre, open-label, phase 3 non-inferiority trial 7 80
= 04
Mila Donker, Geertjan van Tienhoven, Marieke E Straver, Philip Meijnen, Cornelis J H van :5_' 60
de Velde, Robert E Mansel, Luigi Cataliotti, A Helen Westenberg, Jean H G Klinkenbijl, 3
Lorenzo Orzalesi, Willem H Bouma, Huub C J van der Mijle, Grard A P Nieuwenhuijzen, 8 50
Sanne C Veltkamp, Leen Slaets, Nicole J Duez, Peter W de Graaf, Thijs van Dalen, Andreas f 40
Marinelli, Herman Rijna, Marko Snoj, Nigel J Bundred, Jos W S Merkus, Yazid Belkacemi, 2 a2
Patrick Petignat, Dominic A X Schinagl, Corneel Coens, Carlo G M Messina, Jan Bogaerts, g 30
and Emiel J T Rutgers 20—
10 1R 1.18(95% C10.93-1:51); p=018
0 T T T 1 T U
2 4 6 8 10 12
Number at risk
Axillary lymph node dissection 744 686, 511 Sz 140 33 (4]
Axillary radiotherapy 681 633 468 <84 131 24 0
7, B Al st
1007 e ———atazseae
507
80—
E 70
T 60
2 5o iz
T 404
g
3 30
20
207 4R 1.17(95% C1 0.85-1.62); =034
e T T T T T 1
2 4 6 8 10 12
Follow-up (years)
Number at risk
Axillary lymph node dissection 744 708 552 352 157 38 0
Axillary radiotherapy 681 661 505 316 151 29 0
Eur J Surg Oncol. 201743 (4) :672—9.
Eight-year follow up result of the OTOASOR trial: The 1
Optimal Treatment Of the Axilla — Surgery Or
Radiotherapy after positive sentinel lymph node biopsy in 0.8
early-stage breast cancer: z
A randomized, single centre, phase III, non-inferiority trial g 0.6
©
A. Sévolt ¥, G. Péley ™', C. Polgir °, N. Udvarhelyi *, b
G. Rubovszky ¢, E. Kovics °, B. Gyérffy |, M. Késler *, Z. Matrai * & 04
* Department of Breast and Sarcoma Surgery, National Instiute of Oncology, Budapest. Hungary x Censors
e of s, Ntonl st o Ovcloy, Bpen Hirs 02 — A-CcALND
4 Department of Pathology, National Institute of Oncology, Budapest, Hungary — B-RNI
< Department of Diagnostic Imaging, National Instirute of Oncology, Budapest, Hungary p=0.51
MTA TTK Momentum Cancer Biomarker Res. Group, Hungarian Academy of Sciences, Budapest, Hungary 0
o 0 50 100 150

Probability

DFS time (months)

0.2 1
0.6
0.4
x Censors
0.2 — A-cALND
— B-RNI p=0.060, HR=0.59
0
0 50 100 150

0S time (months)

Figure 2. The Kaplan—Meier survival curves (DFS — disease-free survival,
OS — overall survival).
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JAMA | Original Investigation

Effect of Axillary Dissection vs No Axillary Dissection

on 10-Year Overall Survival Among Women With

Invasive Breast Cancer and Sentinel Node Metastasis

The ACOSOG Z0011 (Alliance) Randomized Clinical Trial

s e e o v pen oo et JAMA.L 2017 Sep 12;318(10):918-926.

Kelly K. Hunt, MD; Monica Morrow, MD
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Lancet Oncol. 2014 November ; 15(12): 1303-1310. doi:10.1016/S1470-2045(14)70460-7.

Radiotherapy or surgery of the axilla after a positive sentinel
node in breast cancer (EORTC 10981-22023 AMAROS):a
domised, multicentre, open-label, phase 3 non-inferiority trial

Mila Donker, Geertjan van Tienhoven, Marieke E Straver, Philip Meijnen, Cornelis J H van
de Velde, Robert E Mansel, Luigi Cataliotti, A Helen Westenberg, Jean H G Klinkenbijl,
Lorenzo Orzalesi, Willem H Bouma, Huub C J van der Mijle, Grard A P Nieuwenhuijzen,
Sanne C Veltkamp, Leen Slaets, Nicole J Duez, Peter W de Graaf, Thijs van Dalen, Andreas
Marinelli, Herman Rijna, Marko Snoj, Nigel J Bundred, Jos W S Merkus, Yazid Belkacemi,
Patrick Petignat, Dominic A X Schinagl, Corneel Coens, Carlo G M Messina, Jan Bogaerts,
and Emiel J T Rutgers

Table 2
Lymphoedema

Acxillary lymph node dissection Axillary radiotherapy p value
Clinical sign of lymphoed in the ipsi al arm
Baseline 3/655 (<1%) 0/586 (0%) 025
1 year 114/410 (28%) 62/410 (15%) <0.0001
3 years 84/373 (23%) 47/341 (14%) 0.003
5 years 76/328 (23%) 31/286 (11%) <0.0001
Arm circumference increase >10% of the ipsilateral upper or lower arm, or both
Baseline 33/655 (5%) 24/586 (4%) 0.497
1 year 32/410 (8%) 24/410 (6%) 0332
3 years 38/373 (10%) 22/341 (6%) 0.080

| 5years 43/328 (13%) 16/286 (5%) 00009 |

Data are n/N (%), unless otherwise specified.
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Majid et al. BMC Cancer  (2019)19:626
hitpsi/doiorg/10.1186/s1

186/512685.019-5823x BMC Cancer
RESEARCH ARTICLE Open Access

Determinants for non-sentinel node
metastases in primary invasive breast
cancer: a population-based cohort study of
602 consecutive patients with sentinel
node metastases

Shabaz M, s e and Joos Maner SLNERFEIZHREBI (1T DNon-SLNERFE SR (C DL T D
cohort study

Table 3 Number and type of metastases in sentinel node and risk of metastases in non-sentinel node

SN Category Total (n) Negative Non-SN (n) Positive Non-SN (n) ~ Positive Non-SN (%) OR (95% Cl) OR?® (95% Cl)
SN removed (n) 1 118 84 34 288 1.00 1.00
2 208 125 83 399 164 (1.01-266) 134 (0.77-2.31)
3 166 110 56 337 1.26 (0.75-2.10) 1.08 (061-1.93)
4 83 56 27 325 9 (065-2.19) 096 (0.48-1.90)
25 25 15 10 400 1.65 (067-4.03) 1.71 (065-4.53)
Unknown 2 1 1 - -
Total 602 391 2n
Type of metastases in SN Micro 186 159 27 145 1.00 1.00
Macro 414 232 182 439 462 (294-7.26) 491 (3.01-8.05)
Unknown 2 0 2 - -
Total 602 391 2n

°Adjusted for screening, age, menopause, tumour size, tumour type, histological grade, estrogen receptors, progesterone receptors, HER2, multifocality and
lymphovascular invasion
°If both micro- and macro-metastases, classified as macro-metastases
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Hazerd Raito Hazard Raito
Study or Subgroup log[Hazard Raito) SE Weight IV, Fixed, 95%CI IV, Fixed, 95%CI
Kirova 2010 03716 0.1999 406% 1.45(0.98, 2.15) Hil-
Pierce 2006 0.3148 0.294 18.8% 1.37[0.77, 2.44] ———
Pierce 2010 0.3716 0.1999 40.6% 1.45(0.98, 2.15) Hi-
Total (95%CI) 100.0% 1.43[1.12, 1.84] <
Heterogeneity: Chi®=0.03, df=2{p=0.98); F=0% r ' +
Test for overall effect: Z=2.83(p=0.005) 0.01 0.1 1 10 100
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Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio) SE  Weight IV, Fixed, 95%CI WV, Fixed, 95%CI
Kauf 2002 —1.897 1067  22% 0.15[(0.02 1.21] —_—
Finch 2006 —1.609 0539  85% 0.20[0.07,058]
Kauf 2008 -2.12 0667  56% 0.12[0.03,0.44]
Damchek 2010 -1273 0446  124% 0.28(0.12,0.67] —_—
Firkelman 2012 -2526 0384 168% 0.08(0.04,0.17] —
Finch 2014 —1.609 0213 545% 0.20(0.13,0.30] -
Total (95%CI) 100.0% 0.17[0.13,0.24] <&
Heterogeneity : Chi?=6.06, df=5(p=0.30): R=17%
Test for overall effect : Z=11.16(p<0.00001) 001 o1 1 10 100
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FHIYA
Hazard Ratio Hazard Ratio

Study o Subgroup log [Hazard Ratio] SE  Welght IV, Fixed, 95%Cl V. Fixed, 95%Cl
Domchek 2010 —0.7985 0385 28.8% 0.45[0.21,0.96] ——
Inglam 2013 —1.2379 0506 16.7% 0.29[0.11,0.78] —_—
Finch 2014 —1.4697 028 545% 023[0.13,0.40] —
Total (95%Cl) 1000% 0.29[0.19, 043) <&
Heterogeneily : Chi"=1.99, di=2(p=0.37) : F=0%
Test for overall effect : Z=5.99(p<0.00001) 001 01 1 10 100
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