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 Pz Naїve (metastatica al momento della I diagnosi)

 Pz con Recidiva locale

 Pz con Metastasi a distanza (singola sede di metastasi 
o plurimetastatica)

MBC: chi è la paziente in I linea?



…attendere la recidiva: quando?



MBC: chi è la paziente in I linea?
HER2(+) vs HER2(-) 

HER-2 (+) HER-2 (-)

Antraciclina adj (+) Antraciclina adj (-) Antraciclina adj (+) Antraciclina adj (-)

Taxano adj (+) Taxano adj (-) Taxano adj (+) Taxano adj (-)

Herceptin  adj (+) Herceptin  adj (-)

NO CHT NO CHT



MBC: chi è la paziente in I linea?
ANTRA adj (+) vs ANTRA adj (-) 

HER-2 (+) HER-2 (-)

Antraciclina adj (+) Antraciclina adj (-) Antraciclina adj (+) Antraciclina adj (-)

Taxano adj (+) Taxano adj (-) Taxano adj (+) Taxano adj (-)

Herceptin  adj (+) Herceptin  adj (-)

NO CHT NO CHT



MBC: chi è la paziente in I linea?
TAXANO (+) vs TAXANO(-) 

HER-2 (+) HER-2 (-)

Antraciclina adj (+) Antraciclina adj (-) Antraciclina adj (+) Antraciclina adj (-)

Taxano adj (+) Taxano adj (-) Taxano adj (+) Taxano adj (-)

Herceptin  adj (+) Herceptin  adj (-)

NO CHT NO CHT



MBC: chi è la paziente in I linea?
HERCEPTIN adj (+) vs HERCEPTIN adj (-)

HER-2 (+) HER-2 (-)

Antraciclina adj (+) Antraciclina adj (-) Antraciclina adj (+) Antraciclina adj (-)

Taxano adj (+) Taxano adj (-) Taxano adj (+) Taxano adj (-)

Herceptin  adj (+) Herceptin  adj (-)

NO CHT NO CHT



MBC: chi è la paziente in I linea? 
HER-2 (+) HER-2 (-)

Antraciclina adj (+) Antraciclina adj (-) Antraciclina adj (+) Antraciclina adj (-)

Taxano adj (+) Taxano adj (-) Taxano adj (+) Taxano adj (-)

Herceptin  adj (+) Herceptin  adj (-)

NO CHT NO CHT



MBC: chi è la paziente in I linea? 
HER-2 (+) HER-2 (-)

Antraciclina adj (+) Antraciclina adj (-) Antraciclina adj (+) Antraciclina adj (-)

Taxano adj (+) Taxano adj (-) Taxano adj (+) Taxano adj (-)

Herceptin  adj (+) Herceptin  adj (-)

NO CHT NO CHT



MBC: chi è la paziente in I linea? 
HER-2 (+) HER-2 (-)

Antraciclina adj (+) Antraciclina adj (-) Antraciclina adj (+) Antraciclina adj (-)

Taxano adj (+) Taxano adj (-) Taxano adj (+) Taxano adj (-)

Herceptin  adj (+) Herceptin  adj (-)

NO CHT NO CHT



MBC: chi è la paziente in I linea? 
HER-2 (+) HER-2 (-)

Antraciclina adj (+) Antraciclina adj (-) Antraciclina adj (+) Antraciclina adj (-)

Taxano adj (+) Taxano adj (-) Taxano adj (+) Taxano adj (-)

Herceptin  adj (+) Herceptin  adj (-)

NO CHT NO CHT



MBC: chi è la paziente in I linea? 
HER-2 (+) HER-2 (-)

Antraciclina adj (+) Antraciclina adj (-) Antraciclina adj (+) Antraciclina adj (-)

Taxano adj (+) Taxano adj (-) Taxano adj (+) Taxano adj (-)

Herceptin  adj (+) Herceptin  adj (-)

NO CHT NO CHT



MBC: chi è la paziente in I linea?
HER2(+) vs HER2(-) 

HER-2 (+) HER-2 (-)

Antraciclina adj (+) Antraciclina adj (-) Antraciclina adj (+) Antraciclina adj (-)

Taxano adj (+) Taxano adj (-) Taxano adj (+) Taxano adj (-)

Herceptin  adj (+) Herceptin  adj (-)

NO CHT NO CHT

HORMON.TH NO 
HORMON.TH



Non un profilo di MBC, ma tanti!



MBC
Sopravvivenza a 5 anni: 20%

Sopravvivenza media: 12 to 24 months

Le risposte ai trattamenti di I linea sono spesso elevate, 
ma non sostenute.

Le linee successive hanno un outcome progressivamente 
peggiore 



QUALE MIGLIOR STRATEGIA 
DI I LINEA?

1. Ormonoterapia o CHT?

2. MonoCHT o PoliCHT?

3. Combinazione o sequenziale?

4. Re-challenge o no re-challenge ?

5. Biologico? 



Conoscere la prognosi, valutare 
i fattori predittivi di risposta e 
scegliere il trattamento…

SAPER SCEGLIERE…



Fattori prognostici e 
fattori predittivi

“A prognostic factor is a measurable clinical or
biological characteristic associated with a disease-free
or overall survival period in the absence of adjuvant
therapy, whereas a predictive factor is any measurable
characteristic associated with a response or lack of a
response to a specific treatment”.



BC
Fattori prognostici: numero dei linfonodi coinvolti, 

dimensioni del tumore, grado istologico e stato 
recettoriale

Fattori predittivi: HER-2, ciclina E, p 27, ploidia, S-
Phase, p53



La CHT adj (ove indicata)…
… aumenta la DFS del 23%

…aumenta la OS del 15%

Le antracicline sono il farmaco d’elezione.

L’ aggiunta del taxano nelle N(+) migliora la DFS e la OS



FAC (o FEC) adj riducono il rischio di morte 

del 38% nelle pazienti con EBC di etá < 50 aa e 

del 20% in quelle 50<aa<69 .

Early Breast Cancer Trialists’ Collaborative Group (EBCTCG). Effects of chemotherapy 

and hormonal therapy for early breast cancer on recurrence and 15-year survival: An 
overview of the randomised trials. Lancet 2005; 365:1687–1717.



ANTRACICLINA SI, ANTRACICLINA NO!

TAXANO SI, TAXANO NO!



Rechallenge: QUANDO?
Clin Breast Cancer. 2007 Dec;7(11):841-9

Evolving nonendocrine therapeutic options for metastatic breast cancer: how
adjuvant chemotherapy influences treatment. Conte P Guarneri V Bengala C

Recidiva < 12 mesi dalla fine della CHT adj: NO RECHALLENGE 

Recidiva > 12 mesi dallafine della CHTadj: SI RECHALLENGE



A CHI?!

(1964)



STANDARD in HER-2 (+) MBC

 TAXANO+TRASTUZUMAB (M77001)
Marty M, Cognetti F, Maraninchi D et al. Randomized phase II trial of the efficacy and safety of trastuzumab combined with docetaxel in patients with 
human epidermal growth factor receptor 2-positive metastatic breast cancer administered as first line treatment: The M77001 study group. J Clin Oncol 
2005;23:4265– 4274.

 VINORELBINA + TRASTUZUMAB
Chan A. A review of the use of trastuzumab (Herceptin) plus vinorelbine in metastatic breast cancer. Ann Oncol 2007;18:1152–1158.

???



ANTRACICLINE RE-CHALLENGE
IN HER(-) MBC



Conclusioni (1)
 Pz pre-trattati in adj hanno un peggior outcome

 L’utilizzo dell’antraciclina in I linea in pz che avevano
ricevuto CMF o antraciclina in adj non ha mostrato
differenze significative in termini di risposte e
sopravvivenza

???



Conclusioni (2)
Pacilio C, Morabito A, Nuzzo F et al. Is epirubicin effective in first-line

chemotherapy of metastatic breast cancer (MBC) after an epirubicin
containing adjuvant treatment? A single centre phase III trial. Br J Cancer
2006;94:1233–1236.

SOLO 1 STUDIO sul RECHALLENGE!!

Gli autori di una revisione critica concludono che non 
sussistono, ad oggi, i presupposti del re-challenge con 

antracicline in pz pre-trattate in adj o neo-adj

(LIVELLO DI EVIDENZA 2b,B)



???



Taxani in I LINEA MBC

Quali evidenze?







VIVA  MAMMA INDUSTRIA….



Antracicline liposomiali: esiste un 
razionale nel rechallenge?



Pooled analysis  di 2 studi randomizzati prospettici di 
Fase III (LDC vs AC; LD vs A)

Batist G, Harris L, Azarnia N et al. Improved anti-tumor response rate with
decreased cardiotoxicity of non-pegylated liposomal doxorubicin compared
with conventional doxorubicin in first-line treatment of metastatic breast
cancer in patients who had received prior adjuvant doxorubicin: Results of a
retrospective analysis. Anticancer Drugs 2006;17:587–595.

Batist G, Ramakrishnan G, Rao CS et al. Reduced cardiotoxicity and preserved antitumor efficacy of liposome-

encapsulated doxorubicin and cyclophosphamide compared with conventional doxorubicin and cyclophosphamide in
a randomized, multicenter trial of metastatic breast cancer. J Clin Oncol 2001;19:1444 –1454.

Harris L, Batist G, Belt R et al. Liposome-encapsulated doxorubicin compared with conventional doxorubicin in a
randomized multicentre trial as first-line therapy of metastatic breast carcinoma. Cancer 2002;94:25–36.



…there may be…
“The results of this analysis indicate that patients with
breast cancer who relapse later than 6 months after
anthracycline treatment in the adjuvant setting may
respond to anthracycline-based treatment of
metastatic disease and, furthermore, that there may be
greater benefit from non-PLD, either alone or in
combination with cyclophosphamide, as first-line
treatment in the metastatic setting compared with
conventional doxorubicin”.



…there may be…

ORR (31% versus 11%; p .04) 

mTTF (4.2 versus 2.1 mesi; p  .001) 

LD ct vs  convenzionale Doxo ct (p  .001)

Max recommended cumulative dose LD is >1.260 mg/m2

Pooled analysis di 2 sottogruppi di 2 studi differenti!!



“NON CI SONO DATI DEFINITIVI….”

“SERVONO PIU’ STUDI…..”

…e io cosa faccio alla Sig.ra Rossi che ha un MBC  e che 
devo trattare domani? 



Autore CHT TTP RR OS

Theodoulou
(2002)

LD+Trastuzumab

Cortes
(2004)

LD+Trastuzumab+Docetaxel 28.5 
mesi

92% -

Schimdt
(2005)

LD+gemcitabina+Docetaxel

Valero-Buzdar
(1999)

LD+Ciclophosphamide+5-FU’



CARDIOTOSSICITA’



CHF
Doxorubicina:

5% : CD 400 mg/mq, 

16% : CD 500 mg/mq

26% :CD 550 mg/mq

Epirubicina:

37%  ogni 100 mg/mq 

Doxo c : Epi c = 1 : 1.8



MCD= 5% rischio di sviluppo di 
cardiotossicitá

 Adriamicina 550 mg/mq

 Epirubicina 900 mg/mq

esempio: 

pz trattata con CEF75  adj e sup. corp. 1,7: 

Epi CD per 6 cicli: 765 mg (rimanenti alla MCD: 765 mg)



JNCI Journal of the National Cancer Institute 2008 100(15):1058-1067;  
ARTICLES
New Insight Into Epirubicin Cardiac Toxicity: Competing Risks Analysis of 1097 Breast 
Cancer Patients
Marianne Ryberg, Dorte Nielsen, Giuliana Cortese, Gitte Nielsen, Torben Skovsgaard, Per 
Kragh Andersen

Results: A total of 11.4% of patients developed cardiotoxicity. Risk factors for 
cardiotoxicity included increased cumulative dose of epirubicin (hazard ratio 
per every 100 mg/m2 administered = 1.40, 95% confidence interval = 1.21 to 1.61), 
patient age, predisposition to cardiac disease, history of mediastinal 
irradiation, or antihormonal treatment for metastatic disease. Risk factors for 
death from all other causes (including breast cancer) included lesser dosages of 
epirubicin, increased tumor burden, prior use of adjuvant chemotherapy, and 
patient age. The cumulative dosage of epirubicin that carries a 5% risk of 
cardiotoxicitywas lower than previously assumed and was dependent on 
risks of both cardiotoxicity and overall mortality.



CARDIOTOSSICITA’
Trastuzumab c: 7-9 %



Antraciclina + Trastuzumab
TTP   (7.4 vs 4.6) ,    p< . 001

OS     (25.1 vs 20.3),  p< .0046

Cardiotossicitá nel braccio A+H: 27%

Slamon DJ, Leyland-Jones B, Shak S et al. Use of chemotherapy plus a
monoclonal antibody against HER2 for metastatic breast cancer that
overexpresses HER2. N Engl J Med 2001; 344: 783–792.



Dall’HERA trial ad oggi..



Myocet vs Epirubicina

Myocet vs Doxorubicina



LD e PLD + trastuzumab



HER2(+) vs HER2(-)

Gli HER2(+) rispondono alle antracicline, gli HER2(-), no!



Journal of Clinical Oncology, Vol 26, No 5 (February 10), 2008: pp. 736-744

REVIEW ARTICLE

HER-2 and Topoisomerase II As Predictors of Response to Chemotherapy
Kathleen I. Pritchard, Hans Messersmith, Leela Elavathil, Maureen Trudeau, Frances O’Malley, Bindi Dhesy-

Thind

From the Sunnybrook Odette Cancer Centre; Department of Pathology and Laboratory Medicine, Mount Sinai Hospital; Cancer
Care; Departments of Medicine and Pathology and Laboratory Medicine, University of Toronto; Ontario, Toronto; McMaster
University; Henderson Hospital; and Juravinski Cancer Centre, Hamilton, Ontario, Canada

Corresponding author: Kathleen I. Pritchard, MD, FRCPC, FACP, Sunnybrook Odette Cancer Centre, Department of Medicine,
University of Toronto, 2075 Bayview Ave, Toronto, ON M4N 3M5; e-mail: kathy.pritchard@sunnybrook.ca

HER2 overexpression or amplification has been shown to be associated with a poor prognostic effect in women with breast
cancer. At least eight analyses based on randomized trials have examined the relationship between HER2 and the differential
effect of anthracycline compared with non–anthracycline-containing regimens. Only three of these studies were sufficiently
powered to show a significant interaction between HER2 and anthracycline- versus non–anthracycline-containing treatments,
but because all of the study results tended to be in the same direction, it is not surprising that three recent meta-analyses of

published data have suggested that anthracycline-containing regimens provide more benefit than
non–anthracycline-containing regimens in women whose tumors are overexpressed or
amplified (positive) for HER2. Since topoisomerase II is a known target of the anthracyclines, it has been postulated

that this relationship is actually based on the proximity of HER2 to the topoisomerase II gene (TOP2A) in the 17q
chromosome. At least four recent studies have suggested that deletion and amplification of the TOP2A gene are associated
with poor prognosis and are predictive of greater response to anthracycline-containing than to non–anthracycline-containing
regimens. However, in at least one of those studies, HER2 positivity was as or more predictive. Although it has been
suggested that HER2 positivity is predictive of better response to higher-dose anthracycline-containing regimens compared
with standard anthracycline-containing regimens and to taxane- compared with non–taxane-containing regimens, these
relationships have not been robust or consistent. Additional studies will be required to clarify these relationships.
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ARTICLE

HER2 Status and Efficacy of Adjuvant Anthracyclines in Early Breast Cancer: 

A Pooled Analysis of Randomized Trials

Alessandra Gennari , Maria Pia Sormani , Paolo Pronzato , Matteo Puntoni , Mariantonietta Colozza ,

Ulrich Pfeffer , Paolo Bruzzi

Background

Adjuvant chemotherapy with anthracyclines improves disease-free and overall survival compared with non – anthracycline-

based adjuvant chemotherapy regimens in the treatment of early breast cancer. The role of HER2 status as a marker of

anthracycline responsiveness has been explored by subset analyses within randomized clinical trials, with inconsistent

results. We performed a pooled analysis of the interaction between HER2 status and the efficacy of adjuvant anthracyclines

based on the published subset data.

Methods

We searched literature databases to identify randomized trials that compared anthracycline-based with non – anthracycline-

based adjuvant chemotherapy regimens in the treatment of early breast cancer and reported efficacy data according to HER2

status. Log hazard ratios (HRs) for disease-free and overall survival were pooled across the studies according to HER2 status

by inverse variance weighting. A pooled test for treatment by HER2 status interaction was performed by weighted linear meta-

regression. All statistical tests were two-sided.

Results

Eight studies (with 6564 randomly assigned patients, of whom 5354 had HER2 status information available) were eligible for

this analysis. In HER2 -positive disease (n = 1536 patients), anthracyclines were superior to non – anthracycline-based

regimens in terms of disease-free (pooled HR of relapse = 0.71; 95% confidence interval [CI] = 0.61 to 0.83; P < .001) and

overall (pooled HR of death from any cause = 0.73; 95% CI = 0.62 to 0.85; P < .001) survival. In HER2 -negative disease (n =

3818 patients), anthracyclines did not improve disease-free (HR = 1.00; 95% CI = 0.90 to 1.11; P = .75) or overall (HR = 1.03;

95% CI = 0.92 to 1.16; P = .60) survival. The test for treatment by HER2 status interaction yielded statistically significant

results: for disease-free survival, the chi-square statistic for interaction was 13.7 ( P < .001), and for overall survival, it was

12.6 ( P < .001).

Conclusions The added benefits of adjuvant chemotherapy with anthracyclines appear to be confined to women

who have HER2 overexpressed or amplified breast tumors.

J Natl Cancer Inst 2008;100: 14 – 20





HER2(-) BC e antracicline
A. Di Leo, ASCO 2008

 Un’analisi di 8 studi ha evidenziato che le pz HER2(-) 
non beneficiano di un trattamento con antracicline 
(JCO 2008, Pritchard & Co.)

 Pooled analysis di 8 trial randomizzati: nessun 
beneficio per le pz HER2(-) dal trattamento con 
antracicline (J Natl Cancer Inst 2008, Gennari & Co)

 L’amplificazione della TOPO 2α si riscontra raramente 
negli HER2(-)





HER2 e TOPOISOMERASI 2α



HER2 e TOPOISOMERASI IIα





HER2 – TOPO2α – BRCA 1/2



BRCA1- and BRCA2-Deficient Cells Are Sensitive 
to Etoposide-Induced DNA Double-Strand Breaks 
via Topoisomerase II

Alejandro D. Treszezamsky,1 Lisa A. Kachnic,2 Zhihui Feng,1,3 Junran Zhang,1,3
Chake Tokadjian,1 and Simon N. Powell1,3
1Department of Radiation Oncology, Massachusetts General Hospital; 2Department of Radiation Oncology, Boston University 
Medical
Center, Boston, Massachusetts; and 3Department of Radiation Oncology, Washington University School of Medicine, St. Louis, 
Missouri

Abstract

The function of BRCA1 and BRCA2 in DNA repair could affect the sensitivity of cells to cytotoxic agents, and would therefore be an important
component of planning therapy for breast and ovarian cancers. Previously, both BRCA1- and BRCA2- deficient tumors were shown to be
sensitive to mitomycin C, and the mechanism was presumed to be a defect in the repair of interstrand crosslinks by homologous

recombination. Here, we show that both BRCA1 and BRCA2 determine the sensitivity to the cytotoxic drug,
etoposide, using genetic complementation of BRCA-deficient cells. Etoposide is known to bind to topoisomerase II and prevent the resolution
of the ‘‘cleavable complex,’’ in which one DNA duplex is passed through a second duplex. The specificity of this BRCAdependent sensitivity was
confirmed by the use of aclarubicin, which is a catalytic inhibitor of topoisomerase II and prevents the formation of the cleavable complex. In
the presence of aclarubicin, the differential sensitivity of BRCA-proficient and BRCA-deficient cells was lost. Thus, etoposide requires the
presence of topoisomerase II to show specific sensitization in the absence of the function of BRCA1 or BRCA2. We conclude that homologous
recombination is used in the repair of DNA damage caused by topoisomerase II poisons. Overall, these results suggest that etoposide is a
potentially useful drug in the treatment of BRCA-deficient human cancers. [Cancer Res 2007;67(15):7078–81]



BRCA-Syndrome (?)



P.Fritz et al.; BCRT 2005, 7:R374-R384



P.Fritz et al.; BCRT 2005, 7:R374-R384



P.Fritz et al.; BCRT 2005, 7:R374-R384



c-erb-B2(+) pz: mOS: 55 mesi   5y-OS(46%) [nessun vantaggio dall’aggiunta delle 

antracicline adj per HER2(+)]

c-erb-B2(-) pz: mOS:ns             5y-OS (78.3%)

P.Fritz et al.; BCRT 2005, 7:R374-R384



Chiave di lettura: tanti HER2(-)

HER2(-)

ER/PgR(+)

G1

Rid. proliferazione

CHT?

ER/PgR (+/-)

Rid Proliferazione
Aument.

Proliferazione

Antracicline?

ER/PgR(-)

Rid

Proliferazione

Aument.

Proliferazione

Antracicline?



P.Fritz et al.; BCRT 2005, 7:R374-R384



http://breast-cancer-research.com/content/7/3/R374/figure/F5?highres=y




P.Fritz et al.; BCRT 2005, 7:R374-R384



La co-amplificazione della TOPO-IIα e di HER-2 non 
produce differenze significative in termini di DFS nei 
bracci con e senza antracicline, ma, un’analisi per 
sottogruppi ha dimostrato che, l’amplificazione della 
stessa, produce un significativo peggioramento nel 
braccio trattato con antracicline. (BCIRG 006,II 
interim analysis).

Ergo, non sono gli HER2 (-)a rispondere male alle 
antracicline, ma é il profilo della malattia, associata 
alla amplificazione della TOPO-II , ad avere una 
prognosi peggiore. QUINDI l’HER2 non è un fattore 
PREDITTIVO!



Rayson, Annals of Oncology 19; 1530-1539, 2008



Rayson, Annals of Oncology 19; 1530-1539, 2008





Perchè la malattia metastatica è 
inguaribile?

Resistenza assoluta o resistenza relativa?



Come superare le resistenze…..

 Aumento di dose (regimi dose-dense)

 Formulazioni diverse di citotossici con comprovata 
efficacia (es.: liposomiale)

 Utilizzo di coadiutori anti-MDR



Regimi chemioterapici

Trisettimanale convenzionale

G-CSFG-CSFG-CSFG-CSF

Dose Dense- Stesso dosaggio  ogni 2 settimane+ G-CSF

G-CSFG-CSF

Metronomica – Dosaggio giornaliero + G-CSF

Metronomica

Combinazione

Sequenziale

Dose-dense



DISEGNO DELLO STUDIO



Disegno dello Studio (2002-2007)

Trisettimanale convenzionale

Combinazione

standard

wALT TRIAL

6 cicli

AL 60 mg/m2 q3w

Paclitaxel 135 mg/m2 q3w o Docetaxel 75 mg/m2 q3w

AL 25 mg/m2 d1,8,15 q4w

Paclitaxel 50 mg/m2 d1,8,15 q4w o Docetaxel 30 mg/m2 d1,8,15 q4w 



FASE I (solo per Taxol)
End point primario: MTD e DLT

Pz arruolate: n° 6
n°1 pz trattata con: 20 mg/mq wLD e 45 mg/mq  wTaxol per 3 settimane /4

n°1 pz trattata con: 25 mg/mq wLD e 45 mg/mq wTaxol per 3 settimane/4

n°1 pz trattata con: 30 mg/mq wLD e 45 mg/mq wTaxol per 3 settimane/4 (DLT; 
leuconeutropenia G4)

n°1 pz trattata con: 25 mg/mq wLD e 45 mg/mq wTaxol per 3 settimane/4 

n°1 pz trattata con: 25 mg/mq wLD e 50 mg/mq wTaxol per 3 settimane/4 

n°1 pz trattata con: 25 mg/mq wLD e 50 mg/mq wTaxol per 3 settimane/4 

Non eseguiti dosaggi dei farmaci su prelievi ematici ed urinari per impossibilità 
tecnica.





Profilo pazienti
Profilo pazienti N (%)

Totale 48

Età

Media 55.8 anni

Mediana 56

Range 45-65

(ECOG) PS

0 31

1 12

2 5

Istologia

Duttale 32

Lobulare 7

Misto 9

Profilo recettoriale

ER(+) 40

PgR(+) 39

HER2(+)* 29

Precedente 
trattamento 
adiuvante

Antracicline 48

Taxani 12

Ormonoterapia 40

Trastuzumab 
adiuvante

6

Metastasi

1 16

≥ 2 32

Sedi di 
metastasi

Tessuti molli 5

Linfonodi 10

Epatiche 29

Polmonari 4

Cerebrali 2

Ossee 34



Obiettivi

 End-point primario: ORR

 End-point secondari: 

 TTP

 OS (2y)

 Tossicità



Beneficio clinico: 
Tot, Paclitaxel vs Docetaxel

Pz
(n=48)

Paclitaxel
(n=28)

Docetaxel
(n=20)

CR 12.5% 14.2% 10%

PR 60.41% 67.85% 50%

SD 12.5% 3.5% 25%

PD 14.59% 14.2% 15%

Beneficio
complessivo

85.41% 85.71% 85% 

TTP 10.68 mesi 10.60 mesi 10.80 mesi

OS (2y) 
(intent to treat)

21.60 mesi 21.71 mesi 21.45 mesi



CR; 12,5

PR; 60,41667

SD; 12,5

PD; 14,58333
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mTTP: 10.68 mesi

mOS (2y): 21.60

OS: 65.6%



Tossicità
Pz (n=48) Somministrazioni (n=762)

Grado
(WHO)

1-2 (%) 3-4 (%) 1-2 (%) 3-4 (%)

Leucopenia 39 (81.25) 36 (75) 251 (32.93) 169 (22.17)

Neutropenia 34 (70.80) 33 (68.75) 202 (26.50) 158 (20.73)

Trombocitopenia 7 (14.51) - 102 (13.38) 60 (7.87)

Anemia 28 (58.33) 24 (50) 154 (20.20) 94 (12.33)

Pz (n=48) Somministrazioni (n=762)

Grado (WHO) 1-2 (%) 3-4 (%) 1-2 (%) 3-4 (%)

Mucosite 17 (35.41) 10 (20.83) 153 (20.07) 67 (8.7)

Febbre n.n. 3 (6.25) -

Neuropatia 19 (39.58) 2 (4.16) 114 (14.96) 154 (20.20)

Alopecia 29 (60.41) -

Astenia 27 (56.25) 4 (8.3) 154 (20.20) 42 (5.5)

Nausea/Vomito 17 (35.41) - 40 (5.2) -

Onicolisi 16 (33.33) -

Edema 15 (31.25) -

Reazioni allergiche 6 (12.5) -



Docetaxel vs Paclitaxel
Docetaxel Paclitaxel p

G1/2 G3/4 G1/2 G3/4

Onicolisi -
11

(22.91%)
-

5 
(10.41%)

< .0001

Mucosite
9 

(18.75%)
6 

(12.53%)
8 

(16.6%)
4 

(8.3%)
< .0001

Neuropatia
sensoriale

12 
(25%)

5 
(10.41%)

7 
(14.58%)

5 
(10.41%)

< . 001



Dose cumulativa di antracicline 
ricevuta in adiuvante (adj)

Pz (n°) Tot cicli 
somministrati in 
adj

Dose cumulativa 
media

Epirubicina 18 95 340 mg/mq

Doxorubicina 30 159 379 mg/mq

Tot 48



Cardiotossicità
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LVEF p LVEF d

Riduzione della LVEF: 29.16%  dei pazienti ( 13 pz)   

Mai riduzione della LVEF > 10%

Nessuna HFS



HER2(+) vs HER2(-) 
Escludendo le 6 pazienti trattate con Herceptin adj:

TTR (23 pz HER2+) vs (19 pz HER2-):   34.2 vs 36.7 mesi (p 
ns)



PRO E CONTRO
PRO

 Significativo beneficio clinico

 Miglioramento del TTP rispetto 
ai regimi trisettimanali

 Buon profilo di tossicità

CONTRO

 Studio monocentrico

 Trastuzumab ???

 Firma molecolare??

 Topoisomerasi 2α ?

 Costi?

 Continuare a risposta??



Concludendo… (1)
Valutare  attentamente:

 il profilo biologico di malattia alla ripresa (identificare
eventuali cambiamenti rispetto al primitivo) {stato di
HER2, ER,PgR; sede e numero di metastasi}

 i trattamenti giá somministrati in adj

 il tempo trascorso dall’ultimo trattamento adj –neoadj
(≤ 12 mesi)

 il PS della paziente e le aspettative della stessa



Concludendo …..(2)
 Considerare rechallenge (ANTRA o TAX) se recidiva

> 12 mesi

 Considerare l’utilizzo di combinazioni meno tossiche e
farmaci con miglior distribuzione tissutale (LD)

 Attenzione alla dose massima cumulativa

 Il profilo di HER2 non é predittivo di risposta a taxani
o antracicline

 Evitare la combinazione di ANTRA con Herceptin; se
necessario, eseguire il trattamento sequenziale
(programmare ecocardio di rivalutazione sistematica)



Riflessioni per il futuro…
 Utilizzeremo ancora le antracicline, fra alcuni anni?

 Le formulazioni liposomiali potranno sostituire quelle 
convenzionali?

 K.Pretchard, ASCO 2008,sessione plenaria 
“…quantunque noi del board siamo tutti convinti che, 
tra qualche anno, l’utilizzo delle antracicline diminuirá 
drammaticamente, ad oggi, restano la pietra miliare 
della terapia del BC sia adj che metastatico”



ASCO in pillole…
K.Pretchard, ASCO 2008,sessione plenaria

“…quantunque noi del board siamo tutti convinti che, 
tra qualche anno, l’utilizzo delle antracicline diminuirá 
drammaticamente, ad oggi, restano la pietra miliare 
della terapia del BC sia adj che metastatico”

… 2 ore piú tardi, in sessione plenaria, A.Di Leo

“ …ad oggi non conosciamo ancora realmente i fattori 
predittivi di risposta alle antracicline su cui c’é e ci sará 
ancora molto da lavorare”.




