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GRUPPO A

QUESITO CLINICO:

Nelle pazienti in postmenopausa con carcinoma
mammario metastatico

HR-positivo/HER2-negativo e mutazione PIK3CA, in
ripresa (progressione) di malattia

durante o dopo terapia con antiaromatasico, e
opportuno considerare I'aggiunta di

Alpelisib a Fulvestrant?

SINTESI DELLE EVIDENZE E PROBLEMATICHE

Jennifer Foglietta
P.O. Narni-Amelia (TR)



QUESITO GRUPPO A:

P: pazienti con carcinoma mammario metastatico HR+/HER2- e
mutazione PIK3CA in progressione durante/dopo inibitore
dell’'aromatasi

I: fulvestrant+ alpelisib

C: fulvestrant

O: PFS, OS, safety (iperglicemia, rash e diarrea)
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Alpelisib (ALP) + Fulvestrant (FUL) for Advanced
Breast Cancer (ABC):
SABCS 2018 Phase 3 SOLAR-1 Trial Results
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San Antonio Breast Cancer Symposium®, December 4-8, 2018

SOLAR-1: A Phase 3 Randomized, Double-Blind, Placebo-Controlled
Trial (NCT02437318)"

ALP 300 mg PO QD
+ FUL 500 mg IMP
PIK3CA-mutant n=169 Primary endpoint
cohort (n = 341) n » PFS in PIK3CA-mutant cohort
Men or postmenopausal women PBO (locally assessed)
with HR+, HER2- ABC + FUL 500 mg IMP
* Recurrence/progression on/after prior Al n =172 Secondary endpoints include
+ Identified PIK3CA status 1:1, stratified by presence of - 0S (PIK3CA-mutant cohort)
(in archival or fresh tumor tissue?) liver/lung metastases and prior
« Measurable disease or CDK4/6 inhibitor treatment > PR (ARCOARET I R Eangi)
= 1 predominantly lytic bone lesion ALP 300 mg PO QD * PFS (PIK3CA mutation in ctDNA)
» ECOG performance status < 1 + FUL 500 mg IM? * PFS (PIK3CA-non-mutant in ctDNA)
(N =572) PIK3CA-non-mutant n n=11 « ORR/CBR (both cohorts)
cohort (n = 231)

PBO » Safety

+ FUL 500 mg IM®
n=116

«  The primary endpoint included all randomized patients in the PIK3CA-mutant cohort; PFS was analyzed in the PIK3CA-non-mutant cohort as a proof of concept
«  Safety was analyzed for all patients who received = 1 dose of study treatment, in both cohorts

ABC, advanced breast cancer; Al, aromatase inhibitor; ALP, alpelisib; CBR, clinical benefit rate; ctDNA, circulating tumor DNA; ECOG, Eastern Cooperative Oncology Group; FUL, fulvestrant;

HER2-, human epidermal growth factor receptor-2-negative; IM, intramuscular; ORR, overall response rate; OS, overall survival; PBO, placebo; PFS, progression-free survival;

PO, oral; QD, once daily; R, randomization.

@ More than 90% of patients had mutational status identified from archival tissue.

b Fulvestrant given on Day 1 and Day 15 of the first 28-day cycle, then Day 1 of subsequent 28-day cycles.

1. Andre F, et al. ESMO 2018. Abstract LBA3 [oral].
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A Phase || Randomized Study of Neoadjuvant Letrozole Plus Alpelisib for Hormone

Receptor-Positive, Human Epidermal Growth Factor Receptor 2-Negative Breast Cancer
(NEO-ORB)
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RISCHIO DI BIAS

PERFORMANCE

DETECTION

* Dati non disponibili

OS*

ORR

PFS *

SAFETY
(iperglicemia)

SAFETY-2
(rash)

SAFETY-3
(diarrea)
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IMPRECISIONE DELLE STIME: ORR

IMPRECISO
0,45 0,97 2,49
letrozolo+alpelisib
\fs. ‘I)et(l)'oozoalo’:-(:ﬂ:cebo - ‘

1

Linea dell’effetto nullo
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IMPRECISIONE DELLE STIME: Safety (iperglicemia g.23)

letrozolo+placebo
vs. letrozolo+alpelisib

IMPRECISO

|
0,11 |

1

112,81
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IMPRECISIONE DELLE STIME: Safety (diarrea all g)

PRECISO

3,39

letrozolo+placebo

vs. letrozolo+alpelisib 2 , 69 - 3 ,94
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* popolazione, intervento e confronto




