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Metformin (MET) for the prevention of Alpelisib (ALP)-related Hyperglycemia (HG) in PIK3CA-mutated, Hormone Receptor-Positive (HR[+])/HER2-Negative (HER2[-]) Advanced Breast Cancer (ABC):

The METALLICA study

Click here for audio
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Statistical considerations

Sample size for each cohort was based on a Simon’s two-stage design, planned to attain an 80% power at nominal level of
one-sided a of 0.05.
Cohort A (n=48): HO: 225% G3—4 HG pts / HA: £10% G3—4 HG pts.
Cohort B (n=20): HO: 240% G3—4 HG pts / HA: £15% G3-4 HG pts.
Positive finding in: Cohort A: <7 among 48 pts with G3—-4 HG in the first 2 cycles;

Cohort B: £4 among 20 pts with G3—4 HG in the first 2 cycles.
The rate of HG between METALLICA and SOLAR-1/BYLieve (Cohort A) trials were compared with a random-effects me-

BACKGROUND

Safety
Primary endpoint: Rate of G3-4 HG over the first two cycles of treatment (8 weeks)
» Cohort A: meets the primary endpoint with 2.1% of pts (1 of 48 pts; 95% CI, 0.5-11.1;
p < 0.001) experienced G3-4 HG over the 2 first cycles.
» Cohort B: meets the primary endpoint with 16% of pts (3 of 20 pts; 95% CI; 5.6 — 37.8;
p = 0.016) experienced G3-4 HG over the 2 first cycles.

* Rate of reported HG was better than in SOLAR-1 [2] and BYLieve (Cohort A) [3] (Figure 1).
Figure 1. Rate of HG reported in METALLICA, SOLAR-1, and BYLieve (Cohort A) (%)

« ALP is an a-specific PI3K-a inhibitor, that has shown to significantly increase the median progression-free survi-
val (PFS) when combined with fulvestrant in patients (pts) with PIK3CA-mutated, HR[+]/HER2[-] ABC who had
failed to an aromatase inhibitor (Al) regimen [1].
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the most common AE leading to discontinuation of ALP in the randomized, phase 3 SOLAR-1 study [2].

« MET is approved for pts with diabetes mellitus (DM) and represented the preferred option for treating ALP-indu-
ced HG in the SOLAR-1 study [2].

¢ METALLICA aims to evaluate the effect of MET in the prevention of HG in PIK3CA-mutated, HR[+)/HER2[-] ABC
pts treated with ALP plus fulvestrant.

Table 2. Summary of HG adverse events by grade and cohort HG 42.6 HG 63.7 HG 583
Between August 13, 2020 and March 10, 2022, 68 pts were enrolled at 18 sites (48 cohort A, 20 cohort B). over the first two ‘ydes Of treatment (8 weeks)
At data cutoff (May 25, 2022), 28 (41.2%) pts were continuing treatment. The reasons for discontinuation included progres- . B) CohortA: Patient with normal blood glucose atbaseline
Cohort A Cohort B All patients .
sion disease (48.5%), TEAES (4.4%), physical deterioration (2.9%), consent withdrawal (1.5%), and lost of follow-up (1.5%). Patients with TEAEs, n (%) n (%) n (%) n (%) METALLKA (N=48) SOLAR-1(N=113) sig BYLieve (N=68) No HG
) N=48 N=20 N=68 21 T
* METALLICA [NCT04300790] is a prospective, multicenter, open-label, two-cohort, Simon’s two-stage design, Median follow-up was 6.8 months (range, 1.4-18.6) for all patients; 5.6 months (range, 1.4-18.6) for cohort A; and 8.0 one 05T N VT HG all-grade
phase Il trial of ALP in combination with fulvestrant (or Al) plus MET as a treatment for preventing HG in pts with months (range, 1.6-14.9) for cohort B. Grade 1 HG 7(145) 3(15) 10(14.7) r
Table 1.§ f patient characteristi Grade 2 HG 262 505) 70103 2 Lo 478 HG G1-2
o = anble 1. summary or patient characteristics. - G3-4 p<0.01 . 515
PIK3CA-mutated, HR[+/HER2[-] ABC. Iy of p ore 3 Ho Py A vy B8 3-4p - ®a
Baseline characteristics CGohortAn (%) GohortBn (%) All patients n (%) Grade 4 HG 0 1(5) 1(1.5) W HG G3-4
N=48 N=20 N=68 b CE HG 312 HG 52.2 HG 485
M ETH OD S Age; median (min; max), years 520(29,79)  55.0(42;79) 550 (29;79) Grade 23 HG 121 3(150) 4(59) T;S/e,;wg? may :m total
Sex, female 48 (100) 20(100) 68 (100) C) Cohort B:Prediabetics at baseline o due fo rounding.
ECOG Performance status HG, Hyperglycemia For METALLICA study.
P . P - 1 (N= . - HGs until cut-of date are
Main inclusion criteria o e T METALLKCA(N=20) SOLAR-1 (N=159) BYlieve (N=48) . Cibere
1 18(375) 10 (50.0) 28 (41.2)
= Male or female patients > 18 years of age. Body mass index, median (min; max) 25.4(18.1;42.1) 25.1(19.1;35.0) 268 (18.1; 42.1) .. .
= Y . o assinaa k] Table 3. TEAEs occurring in >10% of patients or grade 4 (N=68) 0 _
« Eastern Cooperative Oncology Group (ECOG) Performance Status 0/1. ’ 300 d o
. <25 kgim2 23(47.9) 7(35.0) 30 (44.1) T — = Any grade Grade 3 Grade 4 HG p=0.885
« ER[+] and/or progesterone receptor PgR[+] and HER2[-] ABC not amenable to curative treatment. 225 kg/m2 to <30 kg/m2 4(83) 6(30.0) 10 (14.7) ents wi s, n (%) n (%) n (%) n (%) =0 G3-4 p=0.012 _ 2
. i i i i . 230 kgim2 21(43.8) 7(35.0) 28(41.2) ’
Presence of PIK3CA mutatllon on tissue or circulating tumor ctDNA. o - moctan i o) ey st e ANY 67 (98.5) 30 44.1) 3a4) HE 700 HG 742 HG 73.0
« Measurable or evaluable disease as per RECIST v.1.1. ) . 3 HEMATOLOGICAL 8(11.8) 0(0) 0(0)
e - ) ‘ HbA1c (%) median (min; max) 5.3(4.6,5.6) 58(5:6.4) 54.(4.6,6.4) Angomia 7(103) 0 0)
= 21 prior line of endocrine therapy for ABC, or progression on, or £12 months from completion of a (neo)ad- Measurable diseaso at baseline 31(646) 10 (50.0) 41(60.3) NONTEMAT OTOGICAD 7 (98.5) 30 @) 3(44) Efficacy
juvant Al-based regimen. Visceral disease 28 (58.3) 12(60.0) 40 (58.8) Diarthoea 46(67.6) 9(132) 0(0)
+ <1 prior chemotherapy-containing regimen for ABC. '1‘“'“*’" of metastatic organ sites I, 50 e Nausea 46 (676) 00) 0(0) Table 4. Best Overall Response and PFS according to local assessment
) Fatigue 31(45.6) 2(29) 0(0)
« Adequate organ function. 2 25(52.1) 5(25.0) 30 @441 Hyperglycemia 29 (42.6) 3(4.4) 1(1.5) Endpoint 9, CohortAn (%)  CohortBn (%) All patients n (%)
=3 8(167) 8(40.0) 16(235) iy 27397) 12077) 00 (e et m(fek) N=48 N=20 N=
: Menopausal status )
stl.ldy deﬂgn — HEa) e B Vemiting 28(38) 1(1.5) 0@ ORR, n (%, 95% Cl) 8(167,7.530.2)  6(30.0, 11.9-543) 14(206, 11.7-32.1)
Pastmenoy Stomatitis 19(27.9) 10.5 0(0) DoR in months, median (Range) 28(2-107) 57 (0.9-11.9) 3.9(0.9-11.9)
pausal 34 (70.8) 18 (90.0) 52 (76.5) '
C1D1 to C1D7 C1D8 to CxDx “ HER2 status by IHC Decreased appetite 15 (22.1) 1(1.5) 0(0) CBR. n (%, 95% CI) 18 (37,5, 24-52.6) 16(80,56.3-94.3) 34 (50, 37.6-62.4)
Increased ALT (52 Loy 0() PFS in months, median (95% CI) 7.4 (4.2:NA) 6.9 (5.8-NA) 7.3 (5.8-NA)
° B B TEXD Increased AST 9(132) 1(15) 0
6 51‘:)20" /A‘:L 6 Metformin Metformin LY 10(20.8) 6 (30.0) 16(23.5) Pruritus 8(11.8) 0 0 CBR: Clinical benefit rate; DoR: Duration of response; ORR: Objective response rate; PFS: Progression-free survival.
mg/dL (5. =) 500 mg BID orally on D1-3 2+ (FISH-negative) 13(27.1) 2(10.0) 15 (22.1) Anthralgia TGS om @
mmol/L) and 1000 mg BID thereafter 1000 mg BID orally o Until PD, Prior CDK4/6 inhibitors at any time Hypokalaemia 2(29) 0(0) 1(1.5)
HbA1c < 57% Alpelisib unacceptable No 0(0.0) 2(100) 229 H:Zwo,aem ahock P o 163 CONCLUSIONS
cohor B + + 300 mg QD orally toxicity or study Yes 48 (100) 18 (90.0) 66 (97.1) i ’
ohol Starting from C1D8 Fo—— —
Fulvestrant (or Al) withdrawal Number of previous lines of therapy for advanced/metastatic disease %), number of patients based on N); N, Number of pa the FAS population: TEAE: Treatment- t
FPG 100-140 mg/dL Fulvestrant (or Al) 500 mg IM, 1 27 (56.3) 9(45.0) 36 (52.9) :;ve:;:t:e::c patients (percentage based on N N, Number of patients n (he FAS populaton: restment-emergen s METALLICA phase 2 study, met its primary endpoint and showed that MET prevents and/or redu-
(5-6'7-'1:"'“0'/'-) - 500 g‘? 1M, C1D14, C1D29, 2 16(33.3) 9 (45.0) 25(36.8) TEAES from pts during all study treatment until cut-of date are reported. Only TEAES affecting at least 10% of pts or grade 4 are ces the incidence and severity of all-grade ALP induced hyperglycemia.
3 5(10.4) 2(10.0) 7(103) f S § ) . . .
HbA1C 5.7-6.4% and monthly thereafter — e —_— displayed. TEAES of special interest (AESIs) are shown in bold. « Safety profile and efficacy of ALP in with MET is 1o those rep inthe
Endocrine therapy 48 (100) 20 (100) 68 (100) o For pts treated with fulvestrant (N= 63), G3-4 HG rates were 2.2% (1 of 45 pts) and 16.7% SOLAR-1 and BYLieve trials.
i i Aromatase inhibitors 43(89.6) 16 (80.0) 59 (86.8)
P"mary End po"'t LHRH 10208) 420.0) 14206 (3 of 18 pts) for cohorts A and B.
Incidence rate of G3—4 HG by CTCAE criteria 4.03 over the first two cycles of treatment with ALP (8 weeks). SERD 6(12.5) 3(15.0) 9(13.2) « TEAEs affecting at least 10% of pts or G4 are summarized in Table 3.
Tamoxifen 2(42) 0(0.0) 2(29) X . . .
Secondary Endpomts IS 10(208) 3(15.0) 13194 « No study discontinuations were caused by hyperglycemia m AC KN OWLEDGM E NTS
Rate of any grade and G3—4 HG, rate of treatment-emergent adverse events (TEAEs) by CTCAE criteria 4.03, rate of treat- :‘s:::; therepy,received with alpstieth 539 10000) 60260 * No treatment-related deaths were reported. {1] Andre . et al, New England Journal of Medicine 2018; The METALLICA trial is extremely grateful to all the pa-
ment discontinuations, objective response rate (ORR), duration of response (DoR) for responders, clinical benefit rate Exemestane 3(6.3) 1(5.0%) 4(5.9) 380: 1929-40. tients and their families. We gratefully acknowledge all
Letrozole 0 16.0%) 1015 [2] Rugo HS, et al. Annals of Oncology 2020; 31: 1001-10. the trial teams of the participating sites, the trial unit

(CBR), and PFS defined per RECIST 1.1.

HbATc, glycated hemoglobin A1C, FISH: flucrescentin situ hybridization, FPG: fasting plasma glucose; IHC: immunohistochemistry; LHRH: luteinizing
hormone-releasing hormone; SERD: selective oestrogen receptor modulators. Percentages may not total 100% due to rounding
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