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Meta - analisi studi retrospettivi
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Test for overall effect; Z = 8.38 (P < 0,00001)
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Impact of breast surgery on survival in patients with distant
metastases at initial presentation: a systematic review
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Babiera et al. 2006 069 044  1.3% 0.50(0.21, 1.19] -
Bafford et al. 2009 -0.75 025 3.5% 0.47 [0.29, 0.77)
Blanchard et al. 2007 034 0124 94% 0.71 [0.56, 0.91] —
Cady 2008 o 0 Mot estimable
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Leung 2009 4] 1] Mol estimable
Rapiti 2006 (1) 051 0.234 3.9% 0.60 [0.38, 0.95]
Rapili 2006 (2) 026 0246  3.6% 1.30 (0.80, 2.10) -
Ruiterkamp 2009 -0.48 0102 11.3% 0.62 [0.51, 0.76) -
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Surgery of primary tumors in stage IV breast cancer: an updated
meta-analysis of published studies with meta-regression

Fausto Petrelli - Sandro Barni
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Abstract  Systemic therapy is the mainstream treatment
of stage TV breast cancer. Surgical excision of the primary
breast cancer tumor in the presence of synchronous meta-
static disease is debated, but a shared indication is not
proposed by current guidelines. The purpose of this anal-
ysis is 1o aggregate the published survival data of surgery
of an intact primary tumor in stage IV disease. The authors
searched PubMed for publications reporting data about the
survival benefit of surgery of the primary tumor in patients
with metastatic breast cancer. Hazard ratios for survival
when reported after multivariate analysis (with 95 % con-
fidence intervals) were obtained from publications and
pooled in a meta-analysis. A meta-regression weighted for
the extent of disease, ER/HER2 status, age, visceral or
bone disease, rate of radiotherapy, and systemic therapies
offered was performed. A total of 15 publications were
included in this meta-analysis. Surgery of the primary
tumor appeared to be an independent factor for an
improved survival in the multivariate analyses from the
s, with an HR of 0.69 (p < 0.00001).
According to meta-regression, the survival bes
independent of age, extent, site of the metastatic disease,
and HER2 status, but was directly proportional to the rate
of patients exposed to systemic therapies and radiotherapy
and inversely correlated with the ER+ status of the pop-
ulation included. Surgery of the primary tumor in stage IV
breast cancer seems to offer a survival benefit in metastatic
p . in particular when it is offered in a multimodality
treatment program.
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Metastatic breast cancer (MBC) is defined as the dissemi-
nation of tumor cells beyond the breast, chest wall, and
regional lymph nodes. Treatment of MBC is not usually
considered curative, but a small niche of patients, with
limited and indolent sites of metastatic disease other than
sensitivity 1o treatment, may experience very long survivals.
This gain survival has been reached with better chemo-
therapy and targeted therapies in particular. The treatment
goals in stage IV disease are prolongation of survival,
control of burden of disease, reduction in cancer-related
symptoms or complications, and maintenance of quality of
life. These objectives are usually obtained with systemic
therapies (e.g., endocrine therapy, chemotherapy, or bio-
logical agents) and in some circumstances with locoregional
treatments (e.g., radiotherapy for painful bone lesions or
surgery for solitary nodal, lung, or liver metastasis). There is
a subset of women with MBC who have limited systemic
tumor spread and a biologically indolent disease. Between 5
and 10 % of patients with stage IV disease survive five or
more years, and 2-5 % become long-term survivors [1, 2].
These long-term survivors tend to be young, with an
excellent performance status and limited metastatic (some-
times referred to as oligometastatic) disease. For such
patients, combined modality approaches, often including
surgery, appear to provide more hope for long-term pro-
gression-free survival than chemotherapy alone.

Primary breast cancer (BC) showing synchronous, dis-
tant metastases at presentation is present in a small per-
centage (3—4 %) in all BC patients, in which both the
distant and locoregional controls of disease are endpoints

Primary Tumor Resection in Stage |V Breast Cancer: A Systematic Review and Meta-
analysis

Weikai Xiao, MD, Yutian Zou, MD, Shaoquan Zheng, MD, Xiaogian Hu, BSc, Peng
Liu, MD, Xinhua Xie, MD, Ping ¥u, MD, Hailin Tang, MD, PhD, Xiaoming Xie, MD,
PhD
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Studi Propensity Score Matched

ORIGINAL ARTICLE

Improved Survival After Primary Tumor Surgery in Metastatic
Breast Cancer

A Propensity-adjusted, Population-based SEER Trend Analysis
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THE IMPACT OF PRIMARY TUMOR SURGERY ON
SURVIVAL IN HER2 POSITIVE STAGE IV BREAST CANCER
PATIENTS IN THE CURRENT ERA OF TARGETED THERAPY
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rlals Randomizzati
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Tata Memorial Trial

Turkish Trial MFO7 -01

Locoregional treatment versus no treatment of the primary = ped ()
tumour in metastatic breast cancer: an open-label
randomised controlled trial

Rajendra Badwe, Rohini Hawaldar, Nita Nair, Rucha Kaushik, Vani Parmar, Shabina Siddique, Ashwini Budrukkar, Indraneel Mittra, Sudeep Gupta
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Badwe R: Lancet Oncology 2015; 16: 1380 -8
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ORIGINAL ARTICLE - BREAST ONCOLOGY

Randomized Trial Comparing Resection of Primary Tumor
with No Surgery in Stage IV Breast Cancer at Presentation:
Protocol MF07-01

Atilla Soran, MD, MPH, FNCBC, FACS', Vahit Ozmen, MD, FACS?, Serdar Ozbas, MD®, Hasan Karanlik, MD*,
Mahmut Muslumanoglu, MD®, Abdullah Igei, MD?, Zafer Canturk, MD®, Zafer Utkan, MD’, Cihangir Ozaslan,
MD?, Turkkan Evrensel, MD®, Cihan Uras, MD'", Erol Aksaz, MD"', Avkut Soyder, MD'?, Umit Ugurlu, MD",
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A 274 pazienti valutabili, Eta media 51 anni

A No stratification

A (ER + 85% in S 8vs. 72% in ST

A Mets ossee non confermate istologicamente
A Follow-up mediano 40 mesi

Soran A: Ann Surg Oncol 2018; 25: 3141 -3149




ECOG 2108
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CONCLUSION Early locoregional therapy for the primary site did not improve survival in patients presenting with
metastatic breast cancer. Although it was associated with improved locoregional control, this had no overall
impact on quality of life.

Sheema Khan, et al: JCO, March 2020 - 2022
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Metanalisi degli Studi prospettici

Ann Surg Oncol (2021) 28:5059-5070 Annals of
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ORIGINAL ARTICLE - BREAST ONCOLOGY

Clinical Evidence for Locoregional Surgery of the Primary Tumor
in Patients with De Novo Stage IV Breast Cancer

Yunfang Yu, MD', Huangming Hong, MD', Ying Wang, MD", Tuping Fu, MD?, Yongjian Chen, MD?,
Jianli Zhao, MD', Peixian Chen, MD*, Ruizhao Cai, MD?, Yujie Tan, MD’, Zifan He, MD’,

Wei Ren, MD, Lihuan Zhou, MD?, Junhao Huang, MD?, Jun Tang, MD?, Guolin Ye, MD*, and
Herui Yao, MD!
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Conclusiont

A Non é dimostrato un beneficio consistente della chirurgia in
studi randomizzati

A Studi retrospettivi sono inquinati da  bias

A La chirurgia, quando ipotizzata, non dovrebbe avere come
obi etti vo | 0aumento dell a sopr «

A Pazienti con tumori triplo negativi 0 metastasi viscerali non
dovrebbero essere considerate per chirurgia a meno di
necessita palliative

A E® p o sonsidbrare la chirurgia come trattamento 0 n e n
st anda aldi casi selezionati ?

A Practice Patterns ?
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CONFERENZA PERMANENTE FER I RAFPFORTI
TRA LO STATO, LE REGION! E LE PROVINCIE AUTONOME
DI TRENTO E DI BOLZANO

Intesa, ai sensi dell'articolo 8 comma 6 della legge 5 giugno 2003, n. 131, sul documento recante
“Linee di indirizzo sulle modalita organizzative ed assistenziali della rete dei Centri di Senologia”.

Rep.Attin.l@é’/CsP_ 4.0 (ghicehe 214

LA CONFERENZA PERMANENTE PER | RAPPORTI TRA LO STATO, LE REGIONI E LE PROVINCE
AUTONOME DI TRENTO E BOLZANO

Nell’ odierna seduta del 18 dicembre 2014:

VISTO rarticolo 8, comma 6 della legge 5 giugno 2003, n. 131, che prevede la possibilita per il
Governo di promuovere, in sede di Conferenza Stato-Regioni o di Conferenza Unificata, la stipula di
intese dirette a favorire I'armonizzazione delle rispettive legislazioni o il raggiungimento di posizioni
unitarie o il conseguimento di obiettivi comuni;

VISTO l'art. 168 del trattato di Lisbona dell' Unione Europea, che prevede che debbano essere
assicurati elevati livelli di protezione della salute nella definizione ed implementazione di tutte le
politiche ed attivita dell'Unione;

VISTO il decreto legislativo n.502 del 30 dicembre 1992 e successive modificazioni ed integrazioni,
che indirizza le azioni del Servizio Sanitario Nazionale verso il rispetto del principio di appropriatezza
" eI individuazione di percorsi diagnostici terapeutici e linee guida;

2018 0o Centri di Senologia - LEA

Direzione Generale della Programmazione sanitaria

Aggiornamento del Decreto 12 dicembre 2001 sul Sistema di
Garanzie per il monitoraggio dei livelli di assistenza:
Hrmisore bl - Subut valutazione dei percorsi diagnostico terapeutico assistenziali

Estratto per all. 1 DPCM-NSG (23.7.2018)

NUOVO SISTEMA DI GARANZIA DEI
LIVELLI ESSENZIALI DI ASSISTENZA

MONITORAGGIO E VALUTAZIONE DEI
PERCORSI DIAGNOSTICO-
TERAPEUTICO ASSISTENZIALI
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Certificazione Europea

START PROCEDURE

Application form

I Breast Centres Certification - Italcert scheme in partnership with BCCert

'

Mandatory entry requirements

1s the Breast Centre has a database validated by Eusoma (validation not older than 2 years)

2% the Breast Centre has a critical mass of 150 newly diagnosed cases of primary breast cancer (at all ages and stages) > cannot start
coming under its care each year

3. the Breast Centre has a Clinical Director

T ————

Satisfactory NO The Certification procedure

7

- INITIAL AUDIT

YEAR 1

3EV. 0 July 2014, Pag 1/2

‘ Satisfactory YES

Contractual Documents

Agreement

Privacy

Certification Rules and Regulation
Regulation for the Use of Certification Logo

v

BCCert will send details to login the online questionnaire to be filled in prior the audit

‘ Feasibility NO
‘ = Request for additional information or adjustements

l Feasibility YES

BCCert will send date proposal for the Initial audit and the audit plan

.

Breast Radiologist
Breast Pathologist

Breast Care Nurse

In case of a multisite Breast Centre,
additional auditors must be foreseen

AUDIT TEAM AUDIT SCHEDULE depending on Breast Centre complexity
Highly specialised European auditors and structure.

Lead Auditor . Evaluation of Breast Centres documents

Breast Surgeon . Meeting with the Breast Centre

Auditors divide to separate tasks
MDT meeting observed by the Audit team

Meeting of the Audit team and feed back to the Breast Centre

———~y NC (Non conformities) = inability to comply with a mandatory requirment

AUDIT REPORT -

- R (Recommendations) = non satisfaction of a NON mandatory requirement

BREAST CENTRE PROPOSAL FOR CORRECTIVE ACTIONS

'

Satisfactory NO
> Back to the Breast Centre for a new proposal to be sent

EVIDENCE DOCUMENTS for NC ( showing compliance) !

‘ Satisfactory YES

Satisfactory NO »  Back to the Breast Centre for additional documents to be sent .

‘ Satisfactory YES / POSITIVE = CERTIFICATE and LOGO

CERTIFICATION DECISIONERS EVALUATION !
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| \ POSITIVE + ADDITIONAL REQUESTS = Certificate and LOGO
but Certification Decisioners can ask for additional information to be
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FUSOMA

European Society of Breast Cancer Specialists

Eusoma Quality Indicators for Breast Centre Certification
based on “Quality indicators in breast cancer care: An update from the EUSOMA working group” EJC 86 (2017): 59-81

Breast Centres Certification Procedure
According to the Eusoma guidelines “The requirements of a specialist breast centre”

Indicator Recommended/ Minimum
Mandatory atrised
Proportion of women with breast cancer (invasive or in situ) M 85%

who had a pre-operative histologically or cytologically

confirmed malignant diagnosis (B5 or C5)

Proportion of invasive cancer cases for which the following M
prognostic/predictive parameters have been recorded:

histological type (according to WHO Classification of Tumours

of the Breast), grading (according to WHO and EU Guidelines:

Elston and Ellis modified Bloom and Richardson-Grading

system Elston, CW et al. 1991), ER, PgR*, HER-2/neu,

Proliferation index (Ki67)*

*this marker is recommended but not mandatory, and does

not need to be included in the calculation for compliance with
the QI

For patients receiving primary systemic treatment (PST),
characterization on core biopsy prior to therapy is mandatory.
For patients receiving primary surgery, characterization may
be performed on the surgical specimen only.

In addition to the above parameters, the following parameters
must be recorded after surgery:

Pathological stage (pT and pN, or ypT and ypN in case of PST),
Size in mm for the invasive component, Peritumoral vascular
invasion (L,V), Distance to nearest radial margin

Target

90%

98%
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Eusoma Quality Indicators for Breast Centre Certification
ased on “Quality indicators in breast cancer care: An update from the EUSOMA workin oup” EJC 86 (2017): 59-81
based on “Quality indi inb pdate fr. h king group” 86 ( ):59-8




