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* CDK4/6 inhibitors (CDK4/6i) are the * Among 3'.587 p.at.|e.ents treated .'”.1L by CF)K4/6' Fomblned with ET fqr _HR+/HER2' MBC, Figure 1. OS (A) and TTNT (B) by ET partner Figure 2. Multivariable analysis of OS (A) and TTNT (B)
standard of care in first line (1L) treatment 2,267 patients initiated palbociclib, combined with an aromatase inhibitor (Al) for 1,651
for HR+/HER2- metastatic breast cancer (72.8%) patients and with fulvestrant in 449 (19.8%) patients (Table 1). Patients who A. Overall survival B. Time to next treatment A. Overall survival
(MBC) patients. received other ET regimen (n=167, 7.4%) were excluded from the analyses. HR [95%CI] pvalue

o Al ; ; ; _ g ; 1007 : 1007 : ET received in 1L 0.067

e This study aimed to characterize patient Palbociclib was COI:anHEd with Al mostly in ET sens.ltlve disease (1’29_7/1’651 of de.novo T partner N Median [95%C] ET partner N Median [55%C] Palbocicblib + Fulvestrant vs Palbocicblib + Al —=— 1.219[0.999 - 1487]

profiles and outcomes in the French ESME gr treatment-free |]|;\terva| (TFI) >1h2 montlhs) and with fulvestrant mainly for ET-resistant Ea:zm:‘z*:\'l e ;‘Zi:jzz Ea:Z“ic:iz*f'l Zzl i: iiZ‘ii;‘; _AE’J*J%;_:_SL_F'_T_'EE?'M_A_'___________________________ltT:'_______________9-_9_3_1_[9-_7'_115_-_1_-21%1 _______ -
. . < albociclib+fulvestrant . 1-41. albociclib+fulvestrant . 9-14. ge a start date =(.
real-world (RW) cohort for patients in isease (323/449 of TFI <12 months) (Table 1). 0751 0751 [65-75[ vs <65 = 0.926 [0.793 - 1.080]

' ivi icli . , . e N e L L1 )
academlc Centers recelVIng 1L paIbOCICIIb Table 1. Pat|ents CharaCterIStICS 2 2 Number of metastatic sites at 1L start date =0.001
combined with endocrine therapy (ET). 3 3 2vs 1 —a—i 1309 [1.061 - 1.616]

Total Palbociclib+Al Palbociclib+fulvestrant g £ ave 1 1716 [1.367 - 2124
(N =2,267) (N=1,651) (N = 449) Bone-only dissase a1l s date T S ot
Menl n (%) 7 (03) 3 (02) 2 (04) @ @ _}’P_s_v_s_l'-.l_n_________________________________________I—I—|_____________________E]__E]_E_S_[E]__T_T_Q__‘]_jgij ___________
Premenopausal women, n (%) 340 (15.0) 236 (14.3) 64 (14.3) Visceral disease at 1L start date 0.182
METHODS missing 7(0.3) 7(0.4) 0 02 0251 YesvsMo A AtM9f0s4sot319]
Age (yea r) at 1L start date Treatment-free interval <0.001

Datasou rce medlan (range) 69 (29_95) 69 (38_95) 69 (41_93) Mumber at risk Number at risk <12vs >12 1.849 [1'521 _2'248]
<65,n (%) 807 (356) 571 (346) 174 (388) | 1651 1494 1217 906 567 298 95 1651 1163 756 486 264 139 43 B ot S L o el S

¢ ESME MBC database (NCTO3275311)1 0001 4 369 284 199 101 a7 15 0007 410 235 116 75 40 18 5 Menopausal status 0.007

. . 65-74 years, n (%) 794 (350) 597 (362) 138 (307) 0 12 24 35 48 0 72 i y ' ' ' y ' Pre-menopausal vs Post-menopausal = 0.756 [0.618 - 0.925]

a multicenter real-world cohort collecting > 75 years, n (%) 666 (29.4) 483 (29.3) 137 (30.5) Time (monthe) ’ " “ e (months) ” & T T
data from patients treated for MBC across ECOG score at 1L start date, n (%) 040050 075 1.0 15 20 25
18 French academic Comprehensive Cancer 0-1 1141 (50.3) 872(52.8) 209 (46.6) Table 2. OS and TTNT in selected subgroups by ET partner .

: g 2+ 324 (14.3) 228 (13.8) 77 (17.1) B. Time to next treatment

Centers from 2008 onwards. missing 802 (35.4) 551 (33.4) 163 (36.3) median OS [95%Cl] median TTNT [95%CI] HR [95%CT pvalue
. . Endocrine sensitivity, n (%) Palbociblib+Al Palbociclib+Fulvestrant Palbociblib+Al Palbociclib+Fulvestrant ET received in 1L 0.118

Patlept selection | De novo MBC 750 (33.1) 713 (43.2) 5 (1.1) n n (N=1,651) (N= 449) (N=1,651) (N= 449) Palbocicblib + Fulvestrant vs Palbocicblib + Al —— 1.163 [0.985 - 1.374]

e Patients aged 218 vyears with newly TFI <12 months 511 (22.5) 119 (7.2) 323 (71.9) Age _Othervs Palbocicblb + Al b 09s3[076B- 1183
d|agnosed HR+/HER2- MBC Who initiated in TFI >12 months 718 (317) 584 (354) 95 (212) <65 571 174 56.5 [523 - 633] 38.3 [341 - 458] 21.2 [182 - 237] 12.0 [105 - 135] A;Z_:;E::::zdam = 0.823 [0.725 - 0.935] o
1L palbociclib within 90 days after ET missing 288 (12.7) 235 (14.2) 26 (5.8) 65-74 597 138 58.3 [53.1 - 64.0] 41.6 [36.5 - 46.6] 26.3[22.6 - 29.9] 12.8[11.1- 16.1] e e C54110 73 0 o0

Nb of metastatic sites, n (%) 275 483 137 44.5[40.0 - 47.5] 29.5 [24.9 - 37.0] 24.5[21.2 - 27.2] 16.3 [11.9 - 23.0] N o motastatic sites ot 1L st date 7T TTTTTTTTT[ T T T 0001
initiation, between 2018 and 2023 outside ’ '
Ini ’ 1 1204 (53.1) 833 (50.5) 256 (57.0) Menopausal status 2vs 1 —=— 1.557 [1.302 - 1.860]

a clinical trial. 2 510 (22.5) 388 (23.5) 95 (21.2) Pre-menopausal 236 64 57.0[50.3 - 73.0] 49.9 [36.5 - 53.4] 26.2 [21.3 - 28.5] 13.3[10.8 - 21.8] 23wt | e 1626[1362-1958)
3+ 553 (24.4) 430 (26.0) 98 (21.8) Post-menopausal 1405 174 53.1[50.2 - 56.7] 36.3 [30.1 - 39.8] 23.5[21.7 - 25.3] 12.7 [11.7 - 15.0] Bone-only disease at 1L start date 0.750

Statistical analysis Type of disease, n (%) Nb of metastatic sites NesweMNo P mepsstoizy

e Overall survival (0S) and time to next Visceral 862 (38.0) 638 (38.6) 174 (38.8) 1 833 256 62.7 [58.6 - 68.1] 43.1[39.2-47.9] 31.6 [27.9 - 36.6] 15.2[12.4 - 18.9] "’Ym':““ atil start date Lo ©osa 056. 1260 0214
treatment (TTNT) were assessed using Bone-only 857 (37.8) 610 (36.9) 168 (37.4) 2 388 95 50.4 [45.7 - 55.3] 30.7[27.2 - 35.5] 20.1[18.0 - 23.5] 10.8 [8.9-13.5] e E ST Y

) ) ) 1L, first-line treatment in metastatic setting; Al, aromatase inhibitor; MBC, metastatic breast cancer; TFl, treatment-free interval defined as the 3+ 430 98 37.1[33.9-43.3] 27.3[20.5-34.1] 16.5 [14.6 - 18.4] 11.0[9.0-13.5] <12 ve 212 f——ri 1870 [1.590 - 2.199]
Kaplan-Meler estimations. time interval between the end of (neo)adjuvant treatment and 1L start date Type of disease De novo vs +12 ey 1:031 [0:904 _ 1:13,5]

* OS was defined as the time from 1L start Visceral 638 174 44.5 [39.3 - 49.1] 28.5[24.7 - 34.5] 18.2 [16.5 - 21.2] 10.9[9.2 - 12.4] Menopausal statwus [T 0.069

date to the date of death for any cause. * The median follow-up was 54.9 months [95% Cl 52.9-56.8]. Bone-only 610 168 62.7 [57.3 - 69.7] 46.3 [37.9 - 50.9] 30.0 [27.3 - 33.4] 17.2 [13.3-21.0] Pre-menopausal vs Post-menopausal R e SN & R
) . . . . ) . _ Endocrine sensitivity 040050 075 10 15 2025

Patients still alive V\./ere. censorgd at the Medlan OS was 49.9 months [47.4-52.3] and median TTNT was 21.3 months [19.8—-22.3] De novo MBC 713 5 51.7 [47.0 - 57.3] NA (n<30) 23.5[20.4 - 26.5] NA (n<30)
date of the last medical information (LMI). in the overall population. TFI < 12 months 119 323 36.2 [27.8 - 45.7] 34.8[29.9 - 39.2] 12.1[10.2 - 13.8] 11.6 [10.3 - 12.8] e B e b VAN, table (12302) ded from the amavel

N o . . atients wi Oor menopausal status not avallable (n= were exciuaea rrom e analysis.
TTNT was defined as the time from the 1L * These results varied by ET pa rtner (AI Versus fUIveStrant) (Flgure 1) TFI > 12 months 584 95 59.1[54.8 - 64.0] 41.8 [37.9 - 54.9] 24.8 [22.2 - 28.5] 27.3[14.9-34.1] Sensitivity analyses adjusFt)ing for ECOG performance status (for patients with avaiIabIZ data) confirmed the
start date to the 2|_ start date Patients WhO and according to different SUbgrOUpS (Table 2) Al, aromatase inhibitor; Cl, confidence interval; MBC, metastatic breast cancer; ET, endocrine therapy; OS, overall survival; TFl, treatment-free interval; TTNT, time to next treatment robustness of the results.
did not receive 2L were censored at the * Multivariable Cox regression analyses in the overall cohort identified age, number of CONCLUSION
date of LMI or death. metastatic sites at 1L, TFl and menopausal status as independent prognostic factors for OS.

e Multivariable modellin Cox-regression In contrast, the ET partner was not significantly associated with OS (p=0.067) (Figure 2A . : . : .y . . . .
ns .( xres ) _ . P : & Y . (.p ) (Fig ) In this large real-world cohort from French academic centers, first-line palbociclib + endocrine therapy achieved overall survival and treatment duration comparable to those

was performed to identify independent * Similarly, in models assessing TTNT, age, number of metastatic sites at 1L, and TFl were ted i domized trial d oth b ‘i | studies. O itivariabl vsis. the effecti ¢ to b . iV dri by treat tf int |
prognostic factors independent prognostic factors, while ET partner showed no signiﬁcant association with reportea in ran omlze. rials and otner o 'ser.va? IoNa .S uaies. un -mu |va.r|a € analysils, ee gc iveness ou corpes appear' O € primari y rlvgn ) rea men -Tree |n' erva

TTNT (p=0.118) (Figure 2B) rather than by the choice of ET partner, which is itself directly associated with TFl. These results reinforce the benefit of palbociclib-based regimens in routine clinical practice.
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