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QUESITO STRUTTURATO
il metodo PICO

Popolazione
Intervento
Confronto

Outcome (beneficio/danno)
e importanti ed essenziali (critici)
* importanti ma non essenziali
* non importanti



SCELTA DEGLI OUTCOMES

Incluso in

Rating Importanza
(mediana del voto)
/7 8 9 outcome importanti
ed essenziali
4 5 6 outcome importanti
ma non essenziali
1 2 3 outcome non important

tabelle sulla qualita delle prove: SI
raccomandazione: SI

tabelle sulla qualita delle prove: SI
raccomandazione: NO

tabelle sulla qualita delle prove: NO
raccomandazione: NO




P Pazienti con carcinoma mammario HER2+
metastatico senza metastasi viscerali
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Pazienti con carcinoma mammario HER2+
metastatico senza metastasi viscerali

Aggiunta di pertuzumab al trastuzumab +
taxano

Trastuzumab + taxano

Outcome PROPOSTI — OS e PFS (beneficio);

cardiotossicita e tossicita inaccettabile
(danno)
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CLEOPATRA: disegno dello studio

Placebo + trastuzumab

n = 406
FEIEES VoliEr >6 cyclzg ::(fg)r(r‘lerlnended
HER2-positive MBC 1:1 _
centrally confirmed
(N = 808) Pertuzumab + trastuzumab
>
n =402

Docetaxel
>6 cycles recommended

Randomization was stratified by geographic region and prior treatment status (neo/adjuvant chemotherapy received or not)

HER2 = human epidermal growth factor receptor 2; MBC = metastatic breast cancer; N/n = number of patients; PD = progressive disease



Characteristic

Age —yr
Median
Range

ECOG performance status — no. (%)

Disease type at screening — no. (%)

Nonvisceral

Visceral

Placebo plus
Trastuzumab plus
Docetaxel (N =406)

54.0
27-89

248 (61.1)
157 (38.7)
1 (0.2

Pertuzumab plus
Trastuzumab plus
Docetaxel (N=402)

54.0
22-82

274 (68.2)
125 (31.1)
3 (0.7

88 (21.9)
314 (78.1)

ormone-receptor status — no. (%
ER-positive, PgR-positive, or both
ER-negative and PgR-negative

Unknown

199 (49.0)
196 (48.3)
11 (2.7)

189 (47.0)
212 (52.7)
1(0.2)

Stratificazione per area geografica di provenienza (Asia, Europa, Nord America o
Sud America) e trattamento precedente (adiuvante, neoadiuvante o nessuno)




OS: follow up mediano di 50 mesi

Pertuzumab, 168 events

Overall Survival (%)
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OS: follow up mediano di 50 mesi

L 704

iy - Pertuzumab, 168 events
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g 30- mesi | Control, 221 dvents

20- : :
Hazard ratio, 0.68 (95% Cl, 0.56-0.84) 1 | 56.5
104 p<0.001 | | mesi
0 | | | | : I : | I |
0 10 20 30 4d 50 60 70 80
Months
No. at Risk
Pertuzumab 402 371 318 268 226 104 28 1 0
Control 406 350 289 230 179 91 23 0 0
Disease type : 0.03
Visceral 630 | i 0.59 (0.43-0.74)
Nonvisceral 178 e a— 1.11 (0.66-1.85)




PFS: follow up mediano di 50 mesi

Progression-free Survival (%)

No. at Risk

Pertuzumab 402
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PFS: follow up mediano di 50 mesi

Hazard ratio, 0.68 (95% Cl, 0.58-0.80)
P<0.001

Pertuzumab, 284 events

204 12.4
104 mesi

Progression-free Survival (%)
w
o
1

e Control, 320 events
0 T T T T T T T ]
0 10 20 30 40 50 60 70 80
Months
No. at Risk
Pertuzumab 402 284 179 121 87 37 6 0 0
Control 406 223 110 75 51 21 6 0 0
Disease type ! 0.19
Visceral 630 —— 0.64 (0.53-0.76)

Nonvisceral 178 —— 0.83 (0.58-1.18)




PFS: follow up 20 vs. 50 mesi

Pazienti senza malattia viscerale

Follow-up di ~ 20 mesi
HR 0.96; 95%Cl 0.61 —1.52

Follow-up di ~ 50 mesi
HR 0.83; 95%CI 0.58 —1.18

Pazienti con malattia viscerale
Follow-up di ~ 20 mesi e di ~ 50 mesi
nessuna differenza




CARDIOTOSSICITA’

Follow-up 20 mesi
Left ventricular systolic dysfunction (any grade)

was reported more frequently in the control group
than in the pertuzumab group (8.3% vs. 4.4%).




CARDIOTOSSICITA’

Follow-up 20 mesi
Left ventricular systolic dysfunction (any grade)

was reported more frequently in the control group
than in the pertuzumab group (8.3% vs. 4.4%).

Follow-up 50 mesi

The rate of left ventricular dysfunction, as
defined by the National Cancer Institute Com-
mon Terminology Criteria for Adverse Events,
version 3.0, and the New York Heart Associa-
tion,® was somewhat lower in the pertuzumab
group than in the control group (6.6% [27 of 408
patients] vs. 8.6% [34 of 396 patients]).




TOSSICITA’ INACCETTABILE

1196 patients were screened

808 patients were enrolled

\ Intent-to-treat population

A4

406 patients were randomized to receive

402 patients were randomized to receive

placebo + frastuzumab

+ docetaxel (Pla+T+D)

pertuzumab + frastuzumab + docetaxel (Piz+T+D)

2 patients did not P
receive any treatment

W

397 patients were treated [«
and analyzed for safety

\

& patients received 1 patient received
> non-randomized non-randomized  [€—
treatment treatment
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2 pafients did not
receive any treatment

Al 407 patients were treated
and analyzed for safety

h

Intent-to-treat population, n=406
Alive and on treatment, n=121
Alive and in survival follow-up, n=166
Withdrew consentflost to follow-up, n=23
Dead, n=96

T T ey reament, n=275
Safety reasons

Adverse event, n=20
Death, n=11

Rlo mh}. oo
Progressive disease, n=227
Violafion of selection criteria at entry, n=1
Other protocol violation, n=1
Refused freatment, n=18
Other, n=1

nt, n=233

Safety reasons
Adverse event, n=23
Death, n=7

Blo o nmaﬂ.nn
Progressive disease, n=180
Yiolation of selection criteria at entry, n=2
Refused treatment, n=16
Failure to refurn, n=2
Other, n=3

Intent-to-treat population, n=402
Alive and on treatment, n=171
Alive and in survival follow-up, n=144
Withdrew consentflost to follow-up, n=18
Dead, n=69




