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Yearly risk of recurrence in early breast cancer
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MBC

Sopravvivenza a 5 anni: 20%

Sopravvivenza media: 12 to 24 months

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

Le linee successive hanno un outcome progressivam
peggiore
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QUALE MIGLIOR'S
DI I LIN

Ormonoterapia o CHT?
MonoCHT o PoliCHT?
Combinazione o sequenziale?

Re-challenge o no re-challenge ?
Biologico?
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biological characteristic associated with a diseast

or overall survival period in the absence of adju
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 linfoned
dimensioni del tumore, grado istologico €
recettoriale ,

Fattori predittivi: HER-2, ciclina E, p 27, ploidia, S
Phase, p53
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La CHT adj (ove In [

...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



FAC (o FEC) adj riducono il rischio ¢
del 38% nelle pazienti con EBC dietd<50aae

del 20% in quelle 50<aa<69 .

Early Breast Cancer Triaii.:sjt-'sf’-'COllaborative Group (EBCTCG). Effects of chemothe
and hormonal therapy 'fqi"f_e‘je‘irly breast cancer on recurrence and 15-year survival: Ar
overview of the randomised trials. Lancet 2005; 365:1687-1717. :
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ANTRACICLINA SI, ANTRACICLINA NO!
TAXANO SI, TAXANO NO!




Rechallenge: QUAY

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

Evolving nonendocrine therapeutic options for metastati@
adjuvant chemotherapy influences treatment. Conte P Guar

Recidiva < 12 mesi dalla fine della CHT adj: NO RECHAL
Recidiva > 12 mesi dallafine della CHTadj: ST RECHALLE
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STANDARD in HER

TAXANO+TRASTUZUMAB (M77001

Marty M, Cognetti F, Maraninchi D et al. Randomized phase II trial of the efficacy and safety of trastuzumab combined with docete
human epidermal growth factor receptor 2-positive metastatic breast cancer administered as first line treatment: The M77001 study grot

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;18:152-1158.




ANTRACICLINE R
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Conclusioni (1)

L'utilizzo dell’'antraciclina in I linea in pz che a
ricevuto CMF o antraciclina in adj non ha mos
differenze significative in termini di rispost
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chemotherapy of metastatic breast cancer (MBC)
containing adjuvant treatment? A single centre phase III trid
2006;94:1233-1236.

SOLO 1 STUDIO sul RECHALLENGE!!

Gli autori di una revisione critica concludono che no
sussistono, ad oggi, i presupposti del re-challenge co
antracicline in pz pre-trattate in adj o neo-adj

(LIVELLO DI EVIDENZA 2b,B)




TaHel. Levelzof evidrnce and gmdes of
recororneTdation by Chford Certre for Evdence-Basad
Medicire (Mday 20017

Levd Type of evidence

la Fmorn a systetnatic review of roiltiples,
well-designed, high-power,
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Breast Cancer

First-Line Chemotherapy for HER-2—-Negative Metastatic Breast
Cancer Patients Who Received Anthracyclines as Adjuvant Treatment

ALESSANDRO MORABITO.® MARIA CARMELA PICCIRILLO.® KATIA MONACO.® CARMEN PACILIO.®
FrancEsSCO NUzzo,” PAoLo CHIODINL® CIRO GALLO.S ANDREA DE MATTES.” FRANCESCO PERRONE,"
FOR THE NCI NAPLES BREAST CANCER GROUP

"Clinical Trials Unit and "Medical Oncology C, National Cancer Institute, Naples, Italy: “Department of
Medicine and Public Health, Second University of Naples, Italy

Key Words. Metastatic breast cancer * Adjuvant anthracyclines = First-line chemotherapy * Taxanes
Disclosure: Mo potential conflicts of interest were reporied by the authors, planpers, reviewers, or staff managers of this article,
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Study

n of

patients Treatment line

Median OS5 Median TTF Main differences in toxicity
Treatment arms {Toos) (IS} RE (%) profile

'S haughnesay ot al. (2002) 33

Beslija =t al. (20067 [37]5

Sato et al, (2006) [38]°

Miller 2t al. (2005) [54]0e

a1l

BGE

682

First, szeond, Capecitabire + docstaxsl (CD) wersuz  14.52 115 61242 42230 Moz stomatitis, diarthea,
and thard docatanz]l (D and HES with CD and
renfropenic faver, moyal gia,
and arthralgia with D
Firat Capecitabire + docstans] (CD) versus 22219 G32TT aE2 40 More HES and starnatitiz
capecitabine—sdocatans] (C—D0) with CD
First and second  Capecitabine—tananss verss 2+ 244+ M4+ Ed a7 Bl 46, 652 74*  More alopeciain the
capecitabine + paclitans] or combination ams
capecitabine + docstaxs]
Y
)
Firat Faclitaxel + bevacizurnab (FB wersuz  HE, CO.dd 1126l 2822142 Moo= hypertansion,
pacitaxzl (F) Frotainuria, and neuropathy

with PB
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decreased cardiotoxicity of non-pegylated liposomal doxorubicin
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. ] Clin Oncol 2001;19:1444 -1454.

Harris L, Batist G, Belt R et al. Liposome-encapsulated doxorubicin compared with conventional dOXOI'ub)ﬁ}HAn a
randomized multicentre trial as first-line therapy of metastatic breast carcinoma. Cancer 2002;94:25-36.
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breast cancer who relapse later than 6 M
anthracycline treatment in the adjuvant set
respond to anthracycline-based treatment

metastatic disease and, furthermore, that there may
greater benefit from non-PLD, either alone or

treatment in the metastatic setting compared w
conventional doxorubicin”.
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mTTF (4.2 versus 2.1 mesi; p .0o1)
LD ct vs convenzionale Doxo ct (p .001)

Max recommended cumulative dose LD is >1.260 mg

Pooled analys'.iéj;di-.‘jz“.'sottogruppi di 2 studi diffe



“NON CI SONO DATTI DEFI
“SERVONO PIU’ STUDI....”"

..e 10 cosa faccileiiﬂa Slg ra Rossi che ha un MBC
fl@éouattare domani?
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Awore _[cHT [P [RR 05 _

Theodoulou LD+Trastuzumab

(2002)

Cortes LD+Trastuzumab+Docetaxel 28.5 92% -
(2004) mesi

Schimdt LD+gemcitabina+Docetaxel

(2005)

Valero-Buzdar LD+Ciclophosphamide+5-FU’
(1999)
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CARDIOTOSSIC



CHF

Doxorubicina:

5% : CD 400 mg/maq,
16% : CD 500 mg/mq
26% :CD 550 mg/mq

Epirubicina:
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MCD= 5% rischio di
cardiotossicita

Adriamicina 550 mg/mgq
Epirubicina goo mg/mq

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

Epi CD per 6 c1d1765 mg (rimanenti alla MCD:
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JNCI Journal of the National Cancer Institute 200¢
ARTICLES 4
New Insight Into Epirubicin Cardiac Toxicity:
Cancer Patients .
Marianne Ryberg, Dorte Nielsen, Giuliana Cortese, Gitte N
Kragh Andersen

Results: A total of
cardiotoxicity inclt
per every 100 mg/1
patient age, predi
irradiation, or a
death from a
epirubicin, i
patient age. T
cardiotoxicil
risks of both.




CARDIOTOSSICITA

Trastuzumab c: 7-9 %




Antraciclina + Trast

TTP (7.4vs4.6), p<.oo1
OS (25.1vs20.3), p<.0046

Cardiotossicita nel braccio A+H: 27%

Slamon D], Leyland~Jones B, Shak S et al. Use of chemotherap /
monoclonal antlbody agamst HER2 for metastatic breast can_j:,
overexpresses HER2. N Engl J Med 2001; 344 783-792.



HERA (24 months) [3, 28, 21]

NCCTG M9:31 and MSABF B-31
(24 moomths) [4, 22]

BCIRG-006 (second interitn
atalyris ot 34 manths) [5]

FnHER (36 months] [6]
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3 MC B0 46 10 5.7 7
EC B0 35, NS 7.7, P = 0.005 44, P=0.007 56 P=002

12
106, WS

Myocet vs Epirubicina

f
21, P=0.0001
13

25, P =0.0001

]
5, P=0.02

)

8, P = 0.0001

AC 155 43 16, NS




LD e PLD + trastuzur

MNonpeplated 1D
Thesdoalog =t al. [59]

1D
Chia ot al. [&0]

Wollf «t al. [a]]

Stirleeler ot al [62]

Andreopoulog 2t al. [43)]

1D A0 mpgim® i every 3 wesls
H 4 mpkg iv. wesk 1, then
2 kg i weakly

TLD 50 mgim® iv. very 4 wesks
H 4 myg iv. wesk 1, then
2 mgikg v weakly

HEFZ-negative patients; PIID
W mpfm® v, mvery 5 wesls;
T &0 mpfm® iy svery 3 wesks

HERZ-poative patients; FID
3 mgim® iv. every 3 wesky
T &0 mgfm” iv svery 3 weeks
H 4 mgkg iv. wesk 1, then
2 mgikg v weakly

PLD 40 mgim® iv. every 4 weeks
H 4 mp'kg iv. wesk 1, then
2 mpikg 1 weskly

PLD 3 mpim® i, svery 5 wesls
H 4 mpkg iv. wesk 1, then
2 mgikp 1w weskly

37

k1]

41

45

15

12

YR 56%; 510 16%

OF: 5208 SD: 360,
FES: 120 menths

OF: 40%; TTE:
1.5 menths

OfF: 46%; TTE:
13.1 menths

CE: 42 90,
5: 16.2 months

CEB: 47%

CHE: om patisnt; asymptomatic
cardiotowioty: 1 patient; prade 4
neutropenie foer: 2203 sypeley; prades
34 mausea 2037 patients (5.4%)

CHF: nome; asymptommatic
cardiotowicity: 3 patienty; prade 3
muctatis 1030 patients (3% grade 3
TPE 9750 patients (5040 grades 34
neutropenia; B patients (27 %)

CHF: noms; prades 1-2
cardiptowioty—epele B: 9722 patisnts
(41%}; =30 days post-treatment: 1/9
patienits (1106}

CHE: nons grades 1-2
cardi otowioity—epels B: HS1E patients
(Sa%EY; =30 days post-treatment: 12718
patienits (67%0); increagsed incidenes
grades 2-3 PPE in this arm

CHF: non#; asymptimmatie
cardiotoreieity: 3715 patienits (209}

CHF: one patisnt (grads 3};
asymptomatie cardiotoriety (grades 23
3 patients (2506); grads 3 neutroperia:
2012 patients (170 grade 3
heyper semativity: 2012 patients (1796}
grade 3 mueodts: 112 patients (B9}
grade 3 rash: 1712 patients (B%%); prade
3 ssophapitis 1712 patients (B9}
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Journal of Clinical Oncology, Vol 26, No 5 (Febg
REVIEW ARTICLE
HER-2 and Topoisomerase |l As Predictors of Respon! tc

Kathleen I. Pritchard, Hans Messersmith, Leela Elavathil, Maureen Trudeau, Fraﬁ
Thind

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

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

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 Il is a known target of the anthracyclines, it has been postt.ﬂated
that this relationship is actually based on the proximity of HER2 to the topoisomerase Il gene (TOP2A) in the 17q
chromosome. At least four recent studies have suggested that deletion and amplification of the TOP2A gene are’ assgtlated
with poor prognosis and are predictive of greater response to anthracycline-containing than to non—anthracycline- corjtamlng
regimens. However, in at least one of those studies, HER2 positivity was as or more predictive. Although it-.ha‘gf; 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. 3
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ARTICLE

A Pooled Analysis of Randomized Trials

Alessandra Gennari, Maria Pia Sormani , Paolo Pronzato , Matteo Puntoni
Ulrich Pfeffer , Paolo Bruzzi

Background .
Adjuvant chemotherapy with anthracyclines improves disease-free and overall surviva

anthracycline responsiveness has been explored by subset analyses within randomized cli
results. We performed a pooled analysis of the interaction between HER2 status and the efficacy or'e
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% Cl = 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 survweil it was
12.6 (P <.001).

Conclusions The added benefits of.adjuvant.chemotherapy with anthracyclines appear to be conflned to women
who have HER2 overexpressed or amplified breast tumors. -.1

J Natl Cancer Inst 2008;100: 14 — 20
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Un’analisi di 8 studi ha evidenziato che le pz
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 amphﬁcazmne della TOPO 2« si riscontra raramgﬁte
negli HER2(-) , //A :
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BRCA1- and BRCA2-Deficient Cg
to Etoposide-Induced DNA D€
via Topoisomerase |l

Alejandro D. Treszezamsky,1 Lisa A. Kachnic,2 Zhihui Feng,1,3 )
Chake Tokadjian,1 and Simon N. Powell1,3 =

1Department of Radiation Oncology, Massachusetts General Hospital; 2Department of Radiation Oncology, Boston Univer

Medical
Center, Boston, Massachusetts; and 3Department of Radiation Oncology, Washington University School of Medicine, St.

Missouri
Abstract
The function of BRCA1 and BRCA2 in DNA repair could affect the sensitivity of cells to cytotoxic agents, and would therefore be

component of planning therapy for breast and ovarian cancers. Previously, both BRCA1- and BRCA2- deficient tumors were
sensitive to mitomycin C, and the mechanism was presumed to be a defect in the repair of interstrand crosslinks b
recombination. Here, we show that_both BRCA1 and BRCA2 determine the sensitivity to the cytot
etoposide, using genetic complementaflon'of BRCA-deficient cells. Etoposide is known to bind to topoisomerase Il and prevent
of the “cleavable complex,” in which one DNA duplex is passed through a second duplex. The specificity of this BRCAdependent s
confirmed by the use of aclarubicin, which is a catalytic inhibitor of topoisomerase Il and prevents the formation of the cleavab

the presence of aclarubicin, the dlfferentlal sensitivity of BRCA-proficient and BRCA-deficient cells was lost. Thus, etop05|d
presence of topoisomerase Il to show specific sensitization in the absence of the function of BRCA1 or BRCA2. We conclude that

recombination is used in the repair of DNA damage caused by topoisomerase Il poisons. Overall, these results suggest thab
potentially useful drug in the treatment of BRCA- def|c1ent human cancers. [Cancer Res 2007;67(15):7078-81]
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Materials and methods
Patients and pathological data

Tumor tissue was analyzed for protein expression of c-erbB2
and topoisomerase lla fron@atiems with primary invasive
breast cancer who underwent surgery from at
the Department of Gynaecclogy, Robert Bosch Hospital,
Stuttgart, Germany. The local ethics committee was informed

— - -

~ PFritz et al.; BCRT 2005,



Table 4

Clinical characteristics of patients with and without overexpression of c-erbB2 and topoisomerase lla

Parameter Value
Topoisomerase overexpression Absent Absent Present Present
c-erb B2 overexpression Absent Present Absent Present
Stage, n (%)
| 29 (24.2) 3(15.0) 6(11.1) 2 (10.0]
59 (48.1) 7 (35.0) 36 (66.6) 11 (565.0)
29 (24.2) 9 (45.0) 9 (16.7) B (30.0]
3 (2.5) 1 (5) 3 (5.8) 1(5.0)
Total® 120 54
Receptor status, n (%)
ER or PR positive a2 (78.3) 12 (67.1) 32 (568.2) 10 (52.8)
PR and PR negative 24 (20.7) 9 (42.9) 23 (41.8) 9 (47.4)
Totalb 118 29 55 19

2214 patients with complete data were analyzed for stage; ®211 patients with complete data were analyzed for receptor status. ER, estrogen

a4

receptor; PR, progesterone receptor.
———
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. Prognostic impact of c-erbB2 overexpression

Tumors with an immunoreactive score exceeding 2 or 3 were
considered to overexpress c-erbB2. Accordingly, 43 (19.1%)
of the patients showed overexpression of this oncogene.
Patients with c-erbB2 overexpression showed a similar distri-
bution of age, stage, histological criteria, and receptor status
to that of the c-erbB2 negative subgroup (data not shown).

However, the former patients wera characterized by a signifi-
cantly inferior survival in a univariate statistical analysis (log
rank 17.94; P < 0.0001). The median overall survival time of =%
patients with tumors overexpressing c-erbB2 was 55 months,
with a 5-year survival rate of 46.0%. In contrast, median sur-
vival time was not reached in the c-erbB2 negative group. The
5-year survival in this group was 78.3% (Fig. 1a). Patients with
c-ertbB2-overexpressing tumors received no significant benefit
from anthracycline-based adjuvant therapy, and even had the
worst prognosis of all groups analyzed (log rank 10.17; P =
0.001: see below).
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Conclusion
Cur data sugges‘[ that prﬂtem expresalc}n of topoisomerase llo
s a prognostic facterthattsmdependentof c-orbB2, stage,

arcfistological grading. In addition, the results of this exphes-
atory study indicate that anthracycline treatment is not capable
of reversing the negative prognostic influence of the
exprassion of topoisomerase llo or c-erbB2. Nevertheless,
baecause of the small number of patients remaining in these
subgrotes,no firm conclusion can be made about thepredic-
tive value of topoisomerase lloc or c-erbB2 regarding sensitivity
to anthracyclines. Our results support the view that studying
the deregulation of either the fopoisomerase [la gene or topoi-
‘somerase llo protein might yield different results depending on
~ the method applied. This should be considered when planning
prospective studies on the predictive and prognostic value of
topoisomerase llo.




bracci con e senza antracicline, ma, un’analisi pe
sottogruppi ha dimostrato che, I'amplificazione della
stessa, produce un significativo peggioramento nel
braccio trattato con antracicline. (BCIRG 006,11
interim analysis).

Ergo, non sono gli HER2 (-)a rispondere male alle
antracicline, ma é€ il profilo della malattia, assoc1ata
alla amplificazione della TOPO-II , ad avere una Z
prognosi peggiore. QUINDI I HERz non e un fattore
PREDITTIVO!
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Anthracycline-trastuzumab regimens for HER2/neu-
overexpressing breast cancer: current experience and
future strategies

D. Rayson'*, D. Richel®, S. Chia®, C. Jackisch®, S. van der Vegt® & T. Suter®

'Dapartment of Medleal Onedlogy, Dahousle Univarsity, Halifax, Nova Scotla, Ganada; “Dapartmant of Medlcal Oncology, Academic Medical Center, Amsterdam, The
Nethardands: “Deparment of Medical Oncology, Britlsh Columbla Cancer Agency, Vancouver Cancer Cantre, Vancower, BC, Canada: *Department of Obstatics and
Gynecotagy and Breast Canter, Kinkum Offenbach, Offenbach, Gamamy: "Deparment of Oncology, Masos Medlcal Cantra, Utrecht, The Nethadands: SSwiss
Cardlovascular Contar, salzplial, Bam Unbersity Hospltal and Unfvarsity of Bam, Bam, Saitzerland

Received 21 February 2008; revised 11 April 2008; accepted 14 April 2008

Anthracydine~trastuzumab-containing regimens demonstrate significant clinical activity in human epidermal
growth factor receptor 2 (HER2)-positive breast cancer; howsver, the utility of this strategy is limited by
unacceptably high rates of significant cardiotoxicity, particularly with concurent administration. Anthracycline-
induced cadiotaxicity is thought to be mediated primarily through increased myocardial oxidative stress, modified
partly by the activity of neureguling. Trastuzumab-induced cardiotoxicity is thought to be mediated by the ErbBY
neuragulin systern, with exposurs to trastuzumab partly blocking the protective effect of neursgulins on the
myocardium. As aresult, rastuzumab increases the risk of anthracycline-induced cardiotoxicity. Several strategies
have been adopted in attempts to minimize cardiotoxicity, including patient selection on the basis of preexisting
cardiac risk, monitoring of cardiac function during treatment, and early management of cardiac dysfunction. The
use of less cardiotoxic anthracyclines may be one strategy to lessen the risk of cardictoxicity. Liposomal
doxorubicin products offer similar efficacy compared with conventional doxorubicin, with significantly less
cardiotaxicity, and have been successfully used in combination with trastuzumab in the metastatic and neo-
adjuvant setting. Clinical trials are currently underway to assess the safety of pegylated liposomal doxorubicin
during concurrent administration with trastuzumab compared with standard sequential freatment using
conventional doxorubicin in the adjuvant setting.

Key words: adjuvant therapy, anthracyclines, breast cancer, cardiotoxicity, HER2+, pagylatad liposomal
doxorubicing trastuzumab
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O'Brien
etal. [57]

PLD 50 mg/m"
every 4 weeks
Doxorubicin
60 mg/m®
every 3 weeks

LD 75 mg/m*
every 3 weeks
Doxorubicin
75 mg/m’
every 3 weeks

Harris
et al. [58]

254

255

116

6.9 months,
HE = 1.00
7.8 months

4% (no cases of CHF)
HR = 3.16 (P < 0.001)
19%

Alopecia: 200 versus 660%6;
nausea; 37% versus 53%;
vomiting: 19% versus 31%;
stomatitis: 22% versus 15%%;
mucosiis: 23% versus 13%;
neutropenia: 4% versus 109%6;
PPE: 48% versus 2%

Alopecia: B1% versus BROG"

M e vomiling:

13% versus 24%%; stomatitis/

mucositis: 9% versus 140675

neutropenia; 500G versus 5%,

PPE: one case with LD

26% 16 months 13% (two cases of CHF)
HE = 3.56 (P = 0.0001)
20 monihs 294

(P = 0.09)

26%



SAPIENZA

UNIVERSITA DI ROMA

NAL (Fase J-11)
setiirmanale di antracicling

) @ taxano (T) nella | linea da.

rcinoma rammario




._.
..

1aquinu |80

@ o -
. . '
o o o

8z|s Jown |




efficacia (es.: liposomiale)
Utilizzo di coadiutori anti-MDR
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Trisettimanéﬂer._
Combinazione I I I I

standard

AL 60 mg/m?2q3w

I Paclitaxel 135 mg/m?q3w o Docetaxel 75 mg/m?q3

wawr reoas | SRS R S TR

S
I P mglm2 d1,8,15 g4w o Docetaxel 30 mg/m

WA



Pz arruolate: n° 6

n°1 pz trattata con: 20 mg/mq wLD e 45 mg/mq wTaxol per 3 set
n°1 pz trattata con: 25 mg/mq wLD e 45 mg/mq wTaxol per 3 settimane/?

n°1 pz trattata con: 30 mg/mq wLD e 45 mg/mq wTaxol per 3 settimane/4 (D
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 impossibilita
: e

tecnica. _ /4//’/




2 yoor 172 yeors =1 1172 y00rs
The Drug and Approval Process in the 1990s as reported by the National Cancer Institute.
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Profilo pazienti

Ormonoterapia

Profilo pazienti N (%)
Totale 48
Eta

Media 55.8 anni
Mediana 56
Range 45-65
(ECOG) PS

0 31

il 12

2 5
Istologia

Duttale 32
Lobulare 7
Misto

Profilo recettoriale

ER(+) 40
PgR(+) 39
HER2(+)* 29

Trastuzumab

g 6
adiuvante
Metastasi
1 16
>2 32
Sedi di
metastasi
Tessuti molli 5
Linfonodi 10
Epatiche 29 v
Polmonari _ ;/ ,
Cerebrali P

" —

Ossee 34
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Obiettivi

End-point primario: ORR

End-point se ari:
TTP
OS (ZY) \é‘\t\‘\:n‘\:_\-:‘\\
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Beneficio clinico:

Pz

(n=48)

CR 12.5%

PR 60.41%

SD 12.5%

PD 14.59%

Beneficio 85.41%

complessivo

V7
TTP 10.68 mesi 10.60 mesi 10.80 mesi
L
0S (2y) . : e
(intent to treat) 21.60 mesi 21.71 mesi 21.45;;_@3?511
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PD; 14,58333
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PR; 60,41667







Tossicita

Pz (n=48) Som :,"" e
(GJ\?I:';) 1-2 (%) 3-4 (%) 1-2 (%) ‘w . “'ﬂ -' '
Leucopenia 39 (81.25) 36 (75) 251 (32.93) 69 (22.17) -
Neutropenia 34 (70.80) 33 (68.75) 202 (26.50) >
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) - 727
Edema 15 (31.25) ] =
Reazioni allergiche 6 (12.5) = _'/:"-:
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Docetaxel
Gl1/2 G3/4
Onicolisi : Ly
(22.91%) (10.41%)
Mucosite 2 6 8 5
(18.75%) (12.53%) (16.6%) (8.3%)
Neuropatia 12 5 7 5
sensoriale (25%) | (10.41%) (14.58%) (10.41%)




Dose cumulativa di antragicline

ricevuta in adiuvantesa

Tot cicli Dose cumulativa
somministrati in media
adj
Epirubicina 18 95 340 mg/mq
Doxorubicina 30 159 379 mg/mq
Tot 48
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Cardiotossicit

70 2 a
65 -\<
60 A.
55 /
50 A

45

- | 40

F: 29.16% dei pazienti (13 pz)
du: "“‘éﬁeua LVEF > 10% 7
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PRO
Significativo beneficio clinico

Miglioramento del TTP rispetto
ai regimi trisettimanali

Buon profilo di tossicita

Trastuzumab ?7??
Firma molecolare??
Topoisomerasi 20 ?
Costi?

Continuare a risposta??



Concludendo... (1)

Valutare attentamente:

il profilo biologico di malattia alla riprea
eventuali cambiamenti rispetto al primitivo) {sta
HER2, ER,PgR; sede e numero di metastasi}

i trattamenti gia somministrati in ad]

il tempo trascorso dall'ultimo trattamento adj -neoe
(< 12 mesi)

il PS della paziente e le aspettative della stessa




Concludendo .....[2

Considerare rechallenge (ANTRA
> 12 mesl

Considerare l'utilizzo di combinazioni meno tos
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

oy

(programmare ecocardio di rivalutazione sistematica)

Ity



Riflessioni per il Ttk

Utilizzeremo ancora le antracicline, fraalétini

Le formulazioni liposomiali potranno sost
convenzionali?

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

.. 2 ore piu tardi, in sessione plenaria, A.Di Leo

...ad oggi non conosciamo ancora realmente i fattori
pred1tt1v1 di risposta alle antracicline su cui c’é e ci s’ara

ancora molto da lavorare”. 9
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