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2011: New Management for

Axillary Nodes in Breast Cancer
Previous importance

1. Decisions about chemotherapy

2. Site of regional failure

3. Source of systemic failure




2011: New Management for
AXxillary Nodes in Breast Cancer

Dramatic changes in all aspects of care

A Adjuvant Treatment now depends on

biology more than postoperative staging

A More Preoperative Treatment
A Refined applications for Radiation

A Oncoplastic Operations



Molecular Pathology & Targeted Breast
Cancer Therapy: 20" to 21st Century

Age, Stage Molecular
and Light Microscopy Classifiers




Mammaprint Original Validation Study:
New England Journal of Medicine, 2002

n= 151; 40% good profile, 60% poor profile

—— Poor profile (91)
—— Good profile (60)
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<53, LNO, ~95% adjuvantly untreated, 10 year survival curve p<0.001

van de Vijver et al, A gene-expression signature as a predictor of survival in breast cancer NEJM; 347, 2002



OncotypeDx: Chemosensitivity: B-20 Results :
Absolute % Increase in DRFS at 10 Years

n =353
Low
RS <18
n=134

Int
RS 18-30
High

RS O3

Paik et al. J Clin Oncol. 2006.



Current NCCN Guidelines

PT1b-T2 (5-50mm),

PNO or pN1mi (0.2-2mm) /
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Node + Chemosensitivity:
OncotypeDx Prediction of Chemotherapy Benefit

SWOG 8814: Post-menopausal, ER+, N+ : CAF-Tam vs Tam

RS O3

Low Risk Intermediate Risk High Risk

e —

Breast Cancer
Specific Survival

RS 18-30

T: 70% vs CAF-T: 81%

Tam:  92%* Tam: 54%
CAF-T: 87% CAF-T. 73%*

No CAF benefit | I a0l Strong benefit
for |0W RS nteraction P . for hlgh RS

Albain K et al. , Lancet 2010



S1007: Randomized Trial: Endocrine Therapy
with or without Chemotherapy

1-3 +N, ER+, HER2-Negative, Pre/Post Menopause
Recurrence Score of 25 or Less

&(I)QNDER a clinical trial
Rx for Positive Node,

Endocrine Responsive Breast Cancer

Ana M. Gonzalez-Angulo, M.D.

MDAndggggg; NABCG

The NMorth American
Making Cancer Histo Breast Cancer Group

Leading cancer research. Together.




Axillary Lymph Node Dissection
Local-Regional Control and Survival
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In regards to scirrhous breast carcinoma:
MODERN SURGELY. nNWe can only reit

of the almost hopelessness of
remedi al
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The Principles and Practice of Modern Surgery,

By Robert Druitt, FW Sargent, ed., Page 513,
Philadelphia, Blanchard and Lea, 1852




Breast Cancer: 19th Century

A Debulking procedures on locally

advanced cancer, leaving tumor behind

A Recurrence rates approached 100%



Halsted Radical Mastectomy:
1907-1925 (first important advance)
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NSABP B-04 1971-81: Axillary Dissection and
Regional or Systemic Recurrence:

Radical Total Total
Mastectomy Mastectomy Mastectomy +
(n=362) Alone (n=365) XRT (n=352)

Leave Pect. Maj. Leave Pect. Maj.

No Ax Dissection No Ax Dissection
A NSABP B04 was great but not perfect:
A Not powered to detect a 3% difference

A Some nodes removed in Total Mastectomy



NSABP B-04

Overall Survival
Operable 100

Breast Cancer
N=1079
80 Global p=0.68
Clinically
Node-Negative 60
. 40 )
Radical Total Total Patients Deaths
Mast. Mast. Mast. RM 362 259
——— X;T 20 1tMR 352 274
HR: 1.03 - ™ 365 259
(95% C1 0.87-1.23; P=0.72) 0 5 10 15 20 25

Years

Radical Mastectomy went away

but Axillary Dissection continued e



NSABP B-04 1971-81
Radical Mastectomy vs Mastectomy without ALND

Radical Total Total
Mastectomy Mastectomy Mastectomy +
(n=362) Alone (n=365) XRT (n=352)

Axillary Nodes + (Axillary Nodes + (Axillary Nodes +
40% 40% - Not removed) 40% - Ax XRT)




NSABP B-04 1971-81
Radical Mastectomy vs Mastectomy without ALND

Radical Total Total
Mastectomy Mastectomy Mastectomy +
(n=362) Alone (n=365) XRT (n=352)

Axillary Nodes + (Axillary Nodes + (Axillary Nodes +
40% 40% - Not removed) 40% - Ax XRT)

Delayed Axillary

Axillary Failure In Dissection in Delayed Axillary

1.4% 18% Dissection in 3%




Local-Regional Failure Differences >10%

Impact Survival

A EBCTG Overview, Lancet 2005
A >35,000 patients in randomized trials

8505 women with mastectomy with AC and node-positive disease
(0]
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NSABP B-04 1971-81
Radical Mastectomy vs Mastectomy without ALND

Radical Total Total
Mastectomy Mastectomy Mastectomy +
(n=362) Alone (n=365) XRT (n=352)

Axillary Nodes (Axillary Nodes + (Axillary Nodes +
+ 40% 40% - Not removed) BEEZLLERNoWAVE DY

Axillary Failure La_ter Axi_IIar.y LSFer Ax!llar.y
in 1.4% Dissection: ISsection:
18% 3%

survival = 4% *le




1428 women with mastectomy with AC and node-negative disease

8505 women with mastectomy with AC and node-positive disease

E-yeargain 17-1% (SEQ.G)
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Figure 3: Effect of radiotherapy (RT) after mastectomy and axillary clearance (AC) on local recurrence and on breast cancer mortality—15-year probabilities

Drata from 25 thals. Vertical lines indicate 1 SE above or below the 5,

. 10, and 15 year percentages.




Technical Detalls of Intraoperative
Lymphatic Mapping for Early Stage
Melanoma

Donald L. Morton, MD:; Duan -Ren Wen, MD; Jan H. Wong, MD; James S. Economou , MD,
PhD; Leslie A. Cagle, MD; F. Kristian Storm, MD; Leland J. Foshag, MD; Alistair J. Cochran, MD

N T hsentinel
lymph node is the
FIRST lymph node
to which a tumor

dr al ns

Arch Surg.  1992;127(4):392  -399.



Targeted Axillary Surgery
Sentinel Lymph Node Biopsy for
Breast Cancer

David Krag T 1993

Krag DN, Weaver DL, Alex JC et al.
Surgical resection and radiolocalization of the
sentinel lymph node in breast cancer using a

gamma probe.
Surg Oncol 1993;2:335-339

Armando Giuliano T 1994

Giuliano AE, Kirgan DM, Guenther JM et al.
Lymphatic mapping and sentinel
lymphadenectomy for breast cancer.

Ann Surg 1994;220:391
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ORIGINAL ARTICLE
Volume 339:941-946 October 1, 1998 Number 14

The Sentinel Node in Breast Cancer — A Multicenter Validation Study
David Krag, M.D., Donald Weaver, M.D., Takamaru Ashikaga, Ph.D., Frederick Moffat, M.D., V. Suzanne Klimberg, M.D., Craig Shriver, M.D.,
Sheldon Fe Ia‘man MD., Roberto Kusminsky, M.D., Michele Gadd MD., Joseph Kuhn, M.D., Seth Harlow, M.D., Peter Beitsch, M.D., Par Whitworth
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Impact
A 70-80% reduction in axillary dissection (ALND)
A (Only 20-30% of patients have positive nodes)

ALY mphedema Ri sk reducef



Patients (%)

26

NSABP B-32: Significantly Lower
Morbidity Without vs. With ALND

P < .001
35 -
30 - B SNR+ALND (n=1975)
B =
- P< 001 SNR (n =2011)
25
20 - P<.001
15 - 13

10 -

Shoulder | Arm Volume Arm
Abduction | Difference J Numbness Tingling
Deficit > 5%

Ashikaga T-.J Surg Oncol 2010



% Surviving

NSABP Protocol B-32

Overall Survival for SN Negative Patients
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o + 5 yr overall survival:
~ N HR=12 p=0.117 | Positive =95.8%"

"""""" Negative = 96.4%
o - Data as of December 31, 2009

. | |
0 2 4 6 8
Years After Entry

* 300 deaths triggered the definitive analysis
* 309 reported as of 12/31/2009 Krag D et al: Lancet Oncol 2010



ACOSOG Z11 Trial

Positive Sentinel Node

(891 patients)

Axillary
Dissection
(445)

7\

No axillary
Dissection
(446)

AAcrual: May 1999 - December 2004 (early)
ANCI: Sl ow accrualatend

AOriginal goal = 1900

AEnd Points: Overall & Disease Free Survival,

Local-Regional Failure

| ow

(B0O4 ~420 node + patients)
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ACOSOG Z0011: Arandomized trial of axillary node dissection in women with dinical T1-2 NO MO breast cancer

Moderator: Armando E. Giuliano

ACOSOG Z0011:

A Randomized Trial of Axillary
Node Dissection in Women
with Clinical T1-2 NO MO Breast
Cancer who have a Positive

Sentinel Node

Giuliano AE, McCall L, Beitsch PD, Whitworth PW,
Blumencranz PW, Leitch AM, Saha S, Hunt K,
Morrow M, Ballman KV
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ACOSOG Z0011: Arandomized trial of axillary node dissection in women with dinical T1-2 NO MO breast cancer

Moderator- Armando E Giuliano

q Slide 9 of 41 b

Inclusion/Exclusion Criteria

Eligihitty Ineligibility ...._,,m,_

cancer 2 s p———y g |

- H&E-detected UN e s
metastases in SN (AJcC - Metastases in SN T
5th edition) detected by IHC g

* Lumpectomywith whole . Mafted nodes S
breast irradiation 2 o

: * 3 or more involved .

« Adjuvant systemic SN a8
therapy by choice g

(g ) ASC® “Ruct 0
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ACOSOG 70011: Arandomized trial of axillary node dissection in women with dinical T1-2 NO MO breast cancer

Moderator: Armando E Giuliano

Adjuvant Systemic Therapy
ALND SLND
Chemotherapy 57.9% 58.0%
Hormonal therapy 46.4% 46.6%
Either/Both 96.0% 97.0%
P= N.S.
(@©) Asce |Aqquatio
4 = : 05:50114:00 )

o——

treated with ALND
had acditiona positive
nodes removed
hoyond SN.







