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L ‘Evoluzione delle Teorie

Henry ErancoisileDran (1685 —177.0)

= postulatedithat cancer progressediin stages;
and thathtbeganiasiallocalidiseases He advocated
surgery for cancer'before the cancer was allowed
0 metastasize through the lymphaticisystem and
affectiother partsiofithe body.

William>Stewart Halsted,
(A852/=-71922)

== introducedin' 1894 the “radical
mastectomy: (removalfofithe
preast; pectoralisimajor;
pectoralissminor 1y I Ilivlevel
axillary lymphinodes)

Erom; 1895 toithe 1970s about 90% ofithe
womenibeingitreatedifor breast.cancerin

the U.S. underwent this operation




L ‘Evoluzione delle Teorie

WilliamSampsonHandley ({1872 =-1962)

he Halsted radicalimastectomy derivedits
scientific’basis trrom his
dyvmphatic permeation theory:

Inf1906 Handley propounded the theory of:
centrifugalflymphatic permeationtas the
leading mechanism for the spreadfoficancer




L ‘Evoluzione delle Teorie

Faimastectomiaradicale difHalsted permettevarun'buonicontrollo
dellerecidivellocaliy martNON modificavala ' prognosi complessiva
delle pazienti

o Mastectomie radicali

estese
o Mastectomie radicall

superestese

Prudente A, Melega H: L'Amputation interscapulo-
mammo-thoracique. (Technique et résultats). J Chir

1949; 65 (12):729




L ‘Evoluzione delle Teorie

Veronesi U et al: Comparing radical mastectomy with
quadrantectomy, axillary dissection, and radiotherapy in patients
with small cancers of the breast. N Engl/ J Med 08/1981; 305(1):

Fischer B al: Five-Year results of a randomized clinical trial
comparing total mastectomy and segmental mastectomy with or
without radiation in the treatment of breast cancer. N Engl J Med

Efdavyveronecessarioun approccio chirurgicorampiamente
demolitivo periottenere un buon controllolocale dellaimalattia? /‘

Unendoruniapproccio chirurgico piuflimitatorad unfirraggiamento
dellparenchima'mammario residuo e possibile ottenere gli'stessi
psultatitin terminidircontrolioflocale dellafmastectomia?

QuestiTrisultati'sono confermati'daun follow=up piu’ampio?.




Veronesi U et al: Twenty-Year follow-up of a randomized study
comparing breast-conserving surgery with radical mastectomy
for early breast cancer. N Engl J Med 2002; 347 (16): 1227 - 1232

Fischer B et al: Twenty-Year follow-up of a randomized trial
comparing total mastectomy, lumpectomy, and lumpectomy plus
irradiation for the treatment of invasive breast cancer. N Engl J
Med 2002; 347 (16): 1233 - 1241

I tassi di sopravvivenza tra il gruppo di donne sottoposto a trattamento chirurgico
conservativo+RT ed il gruppo sottoposto a mastectomia sono equivalenti

Il n. delle recidive locali e statisticamente piu elevato nelle donne sottoposte a terapia
conservativa, ma questo non incide sulla sopravvivenza

La sopravvivenza a lungo termine non é legata ad un miglior “controllo locale” (e ad
interventi piu demolitivi)




Il Tumore della Mammella
Oggi

EX consideratoruna malattiarsistemicarsindaglifinizi
Sirrende clhinicamente manifesto solorannidopoiisuoresordio

Allmomentordella’diagnosithalgiatrilasciatornellaimaggior parte del
casi clustersicellulaniresponsabilifdelleflocalizzazioni metastatiche

|

T approccio terapeuticoralitumore dellaimammellardeve
essere e prevedere lampiegordi terapie
indirizzate

e Al controllo LOCALE (Chirurgia, RT)

e Alla prevenzione della comparsa / controllo delle metastasi
(CHT, Ormonoterapia)




Linfonodo sentinella

Strumento difstadiazione dellarascella (e dellatneoplasia)

Primoy/ilinfonodoyirarriceverelalinfa proveniente dal territorio
ove e presentella'neoplasia (ib:"Morton; 1990)

Individuatorconiiniezione pentumoraley/periareolare di
dic99 e/oblue dye e successivalocalizzazione con sonda
gamma probere/o visiva

3 4
00

Lymph nodes

Radioactive | S Tumor and

substance F - : sentinel nod
ordye = e T = () e . To removed




Linfonodo sentinella

consentean2y/sidelle’pazientidirevitarelalinfoadenectomia
ascellare

Nellcirca 409%s der casiililinfonodo’sentinella metastatico e
jFunicolinfonodo coinvoltorda mestastasi

Giuliano et al: ACOSOG Z20011: a randomized trial of axillary node
dissection in women with clinical T1-2 NO MO breast cancer who
have a positive sentinel node. J Clin Oncol 2010; 28:18s (abstract
of oral presentation, 2010 ASCO Annual Meeting)

Giuliano et al: Axillary dissection vs no axillary dissection in
women with invasive breast cancer and sentinel node metastasis.
A randomized clinical trial. JAMA 2011; 305 (6): 569 - 575

E’' sempre necessario effettuare la
linfoadenectomia ascellare in caso di metastasi al

[INTonodorsentinellasg:




Luci ed ombre dello Studio ACOSOG

Criteriidignciusione
Pazienti'contneoplasiatiid=i2,  conralimassimo duelinfonodi
sentinellartrovatitMEASTATIGI alla’colorazione con
Ematoessilina=Eosina, NONpalpabili'((cNQ) sottoposte a
ChirurgialCONSERVANIVATSeqguitardarRilredieventuale CHily Y.
Ormonoterapia

GRUPPO A Col GRUPPO B
Linfoadenectomia Non Linfoadenectomia

Sopravvivenza a 5 aa: 91,8% | Sopravvivenza a 5 aa: 92%
Sopravvivenza libera da malattia: | : Sopravvivenza libera da malattia:
82,2% 83,9%

Recidive LR: 3,6% Recidive LR: 2,5%

* Complicanze (A > B - Linfedema, parestesie, infezioni di ferita, sieromi ascellari )

Difficolta / Resistenze ad arruolare pazienti nel braccio "NON
LINFOADENECTOMIE “




A new trend ?

Galimberti V. et al: Axillary dissection versus no axillary
dissection in patients with sentinel-node micrometastases
(IBCSG 23—01): a phase 3 randomised controlled trial. Lancet

I livello
(al di 1 del margine mediale
del muscolo piccolo pef

La linfoadenectomia ascellare sta perdendo
gradualmente significato terapeutico per

mantenere solo un ruolo di stadiazione?

dell’arteria ascellave e ribaltato in avaati e a sinistra




12" st.Gallen International
Breast Cancer Conference

Primary Therapy of Early Breast Cancer
with Treatment Consensus Update

16 - 19 March 2011
St. Gallen, Switzerland

“...New results from clinical trials supported
the safety of omitting axillary dissection
not only in patients with a negative sentinel node biopsy
but also in patients with a clinically node-negative axilla
but pathological macrometastatic involvement of one or
two sentinel nodes
in the context of breast-conserving surgery with tangential
field radiation therapy ...”




12" St.Gallen International
Breast Cancer Conference

“...The Panel was clearly of the view that [...] metastases shown only by
immunohistochemistry would not alter management.

Furthermore, isolated tumor cells, and even metastases up to 2 mm
(micrometastases) in a single sentinel node, were not considered to
constitute an indication for axillary dissection regardless of the type of
breast surgery carried out.

The Panel accepted the option of omitting axillary dissection for
macrometastases in the context of lumpectomy and radiation therapy for

patients with clinically node-negative disease and 1-2 positive sentinel
lymph nodes

The Panel, however, was very clear that this practice, based on a specific
clinical trial setting, should not be extended more generally, such as to
patients undergoing mastectomy, those who will not receive whole-breast
tangential field radiation therapy, those with involvement of more than




La RT potra sostituire la linfoadenectomia chirurgica nel controllo locoregionale della

AMAROS: After Mapping the Axilla:
Radiotherapy or Surgery?

Axillary Radiotherapy vs Surgery in
Node-positive Breast Cancer

*» Inalarge randomized trial, axillary radiotherapy achieved similar
locoregional tumor control in patients with node-positive breast cancer 6
years after treatment.

» Patients treated with radiotherapy had significantly less lymphedema than
did those treated with surgery. Quality of life was similarin both groups.

» Axillary radiotherapy may replace complete axillary resection and become
the standard care in node-positive breast cancer.

Periodo medio follow up 6,1 anni

Recidive LR 0,54% dopo linfoadenectomia
1,03% dopo RT

Rutgers EJ, Donker M, Straver ME, et al: Radiotherapy or surgery of the axilla after a
positive sentinel node in breast cancer patients: Final analysis of the EORTC
AMAROS trial (10981/22023). Abstract presented at ASCO Annual Meeting. June 3,




Conclusioni

Sometimes You Need To ...
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