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Introduction

« The combination of a cyclin-dependent kinase 4/6 (CDK4/6) inhibitor with endocrine therapy is a standard-of-care

1L treatment for patients with HR+/HER2- mBC.' STU DY D ESIG N AND DATA SO U RCE O UTCO M ES

— Palbociclib was the first CDK4/6 inhibitor approved in the US in 2015, followed by ribociclib and abemaciclib in 201724  * P-VERIFY (NCT06495164) was a retrospective comparative effectiveness study using the US nationwide Flatiron « The primary outcome was OS, defined as the number of
Health electronic health record-derived deidentified longitudinal database, comprised of patient-level data months from start of index treatment to death.
originating from ~280 US cancer clinics (~800 sites of care) and curated via technology-enabled abstraction.'>®

» This study included all eligible patients with HR+/HER2- mBC who initiated 1L treatment with a CDK4/6 inhibitor
plus an Al between February 2015 and November 2023.

Comparative Overall Survival
of CDK4/6 innhibitors Plus
an Aromatase Innibitor in

STATISTICAL ANALYSIS

Descriptive statistics were used to describe patient baseline characteristics.

« Median OS (95% confidence interval [CI]) and landmark OS rates were estimated using the Kaplan-Meier

* In the absence of head-to-head randomized clinical trials, several real-world (RW) studies have evaluated comparative
method and displayed graphically.

effectiveness between the 3 CDK4/6 inhibitors.>'4
— Findings were inconsistent across these studies, limited by small sample sizes and short follow-up.

« Date of death was a consensus mortality endpoint
based on electronic health record, Social Security Death

Index, and obituary data, validated against the National . , , . L ,
Death Index. * Four methods were used for comparative analysis: (1) unadjusted analysis without adjusting for baseline

patient characteristics; (2) the stabilized inverse probability of treatment weighting (SIPTW) method (primary
analysis); (3) multivariable Cox proportional hazards model (sensitivity analysis); and (4) 1:1 exact matching
(sensitivity analysis).

» The Cox proportional hazards model was used to compute hazard ratios (HRs) and corresponding 95% CIs.
~ WSt il T Seny gt eliffErerises (n R progiession-Tes suniivel engier UL armomng LRI fsizars. « Patients were followed from the start of index treatment (palbociclib plus Al, ribociclib plus Al, or abemaciclib
 Large-scale, RW comparative studies with longer follow-up are needed to further elucidate the relative effectiveness of plus Al) to the end of May 2024 (data cutoff), death, or last medical activity, whichever came first.  Patients still alive were censored at the end of the studly.

the 3 approved CDK4/6 inhibitors.

HR+/HERZ2- Metastatic
Breast Cancer in the
US Real-World Setting

Results
PATIENTS

 Similarly, no significant differences in OS were found between treatment groups after sIPTW (Figure 1B).

Figure 2. Forest plot of OS by subgroup after sIPTW: (A) abemaciclib + Al vs palbociclib + Al (B) ribociclib + Al vs palbociclib + A,
— The adjusted HR was 0.98 (95% (I, 0.87-1.10; P = 0.7531) for the ribociclib vs palbociclib comparison, 0.95 (95% CI, 0.84-1.08;

and (C) abemaciclib + AI vs ribociclib + Al

« Of 9146 patients eligible for this analysis, 6831, 1279, and 1036 patients received treatment with palbociclib plus Al ribociclib

10 _ P = 0.4292) for the abemaciclib vs palbociclib comparison, and 0.97 (95% (I, 0.82-1.14; P = 0.6956) for the abemaciclib vs
plus Al, and abemaciclib plus Al, respectively. ribociclib comparison. A Patients, n Overall Survival
. After sIPTW, baseline demographics and clinical characteristics were generally balanced between the 3 groups (standardized » After sIPTW, 12-, 24-, and 30-month OS rates in the treatment groups were: palbociclib, 89.7%, 77.5%, and 71.4%,; ribociclib, 89.2%, Subgroups f?_& flz‘li H:faEr; ::;’ii 'ZQ;; é‘II)
difference < 0.1; Table 1). 77.3%, and 72.2%; abemaciclib, 88.2%, 76.1%, and 71.5% (Figure 1B). All patients 1038 6832 —ot 0.95 (0.84-1.08)
« Median duration of follow-up before and after sSIPTW was 33 months for patients treated with palbociclib plus Al, approximately * Results from the subgroup analysis of OS after sSIPTW in each of the pairwise group comparisons (Figure 2) were generally ﬁg: ;g:gzz ;;g 2737353 — | 882 58 4712 ??3;
16 months for patients treated with ribociclib plus Al, and approximately 21 months for patients treated with abemaciclib consistent with results from the overall cohort. Age 65-74 y 316 5108 — e 0.90 (0.70-1.14)
plus Al (Table 1), s e e 4o i g 08 (0.74-1.05
° ° ace, Ite B .
O bJ e Ct |ve Table 1. Patient characteristics after SIPTW SENSITIVITY ANALYSES Race B ack 500 o8 D 1760 0801 58
Cohort Standardized Difference - Multivariable Cox proportional hazards regression analysis also showed no significant differences in OS between treatment groups. COAT;E‘;%%’ EF:EE:EZ ?Zé %g% Rl R (1)% §8 §g ]-g?g
: : : .. PAL + Al RIB + Al ABE + Al RIB + Al vs ABE + Al vs ABE + Al vs — The adjusted HR was 0.94 (95% (I, 0.84-1.06; P = 0.3216) when comparing the ribociclib group vs the palbociclib group, 0.94 Stage at initial Dx, I 112 720 i . 1.00 (0.65-1.55)
To compare overall survival (OS) in patients receiving Characteristic (n =6832) (n=1274) (n =1038) PAL + AI PAL + AI RIB + AI (95% CI, 0.84-1.07; P = 0.3603) when comparing the abemaciclib group vs the palbociclib group, and 1.00 (95% CI, 0.85-1.17; Sstgaggeea‘itimg;"DEZ(X'IE 238 38 — e 038 gg aly ?-ggg
palbociclib ribociclib. or abemaciclib in combination Age at mBC diagnosis, years P =0.9851) when comparing the abemaciclib group vs the ribociclib group. Stage at initial Dx, IV 523 3473 —o— 1.06 (0.90-1.24)
Y Y . . . . . initi : :
th ¢ il AT i 11 Mean (SD) 65.0 (11.7) 64.6 (12.0) 64.7 (12.1) -0.0297 -0.0198 0.0097 - After 1:1 exact matching, there were no significant differences in OS between treatment groups. coage at ;rt"gg;g?(ﬁé\'% o S o . b 28 e %z;g;
with an aromatase Inhibitor (Al) as first-line (1L) Median (IQR) 66.0 (17.0) 66.0 (17.0) 66.0 (17.0) ~ The adjusted HR was 0.99 (95% CI, 0.85-1.15; P = 0.8519) when comparing the ribociclib group vs the palbociclib group, 0.95 ECOGPSatbaseline 1 275 1806 e 1.22(0.96-1.54)
treatment for hormone receptor-positive/human Sex, n (%) (95% CI, 0.80-1.13; P = 0.5898) when comparing the abemaciclib group vs the palbociclib group, and 0.96 (95% CI, 0.75-1.24; ECOG PS at baseline, ND o e S— Tl
id | th fact t ’) i Male 70 (1.0) 11 (0.9) 11(1.1) -0.0178 0.0068 0.0245 P = 0.7630) when comparing the abemaciclib group vs the ribociclib group. De novo m([e)tlé:\Ista1tic 54223 3247763 . —o— 8;)3 (8 28 ﬁg)
- < : : .
epiaermal growth factor receptor 2-negative: Female 6762(99.0) | 1263(99.1) | 1026(98.9) DFI>1-5y 162 1082 —e 1.06 (0.80-1.42
(HR+/HER2-) metastatic breast cancer (mBC) in Race, n (%) SUBANALYSIS OF PATIENTS WHO STARTED INDEX TREATMENT IN 2017 OR LATER S =ty = 1 2001 — 0.70(0.52-0.50
routine clinical practice in the United States (US). White 4272 (62.5) 737 (62.6) 654 (63.0) 0.0008 0.0033 0.0086 - This subanalysis included 5735, 1279, and 1036 patients treated with palbociclib plus Al ribociclib plus Al, and abemaciclib No b Viscerf" g!sease gg% ggg? e — 882 (8 2213 ﬁg)
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Practice type, n (%) 0.84-1.09; P = 0.5326) for the abemaciclib vs palbociclib comparison, and 0.96 (95% CI, 0.81-1.13; P = 0.6077) for the abemaciclib vs Metastatic sites, = 3 92 615 | ° 1.16 (0.83-1.63)
. Community 5782 (84.6) 1085 (85.2) 872 (84.0) 0.0154 -0.0169 -0.0323 ribociclib compa rison. Metastatic sites, ND 95 622 | : .I :I | | | | | | | 0.73(0.44-1.22)
( O n C ‘ u S | O n S Academic 1050 (15.4) 189 (14.8) 166 (16.0) 0.0 0.5 1.0 1.5 2.0 25 3.0
Disease stage at initial diagnosis, n (%) Figure 1. OS in the (A) unadjusted analysis and (B) after sSIPTW among the 3 CDK4/6 inhibitors <4+— Favors ABE + Al Favors PAL + Al ———»
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* This study represents the largest RW comparative I 1538 (22.5) 287 (22.5) 238 (22.9) 0.0005 0.0092 0.0088 A 100+ ABE + Alvs PAL + ALt HR =0.94 (950 C1, 0.83-1.06), P=0.3205 Subgroups ~ +AI  +AI Hazard Ratio (95% CI)
: - - RIB + Al vs PAL + Al: HR = 0.93 (95% CI, 0.83-1.04), P = 0.2012 .
. . L . I1I 731 (10.7) 136 (10.7) 110 (10.6) 0.0003 0.0044 0.0041 All patients 1274 6832 — — 0.98 (0.87-1.10)
analysis of OS between the CDK4/6 inhibitors in ABE + AL vs RIB + Al: HR = 1.01 (95% CI, 0.87-1.19), P = 0.8698 Age 18-49 y 148 775 — e | 0.79 (058-1.06)
combination with an Al conducted to date. Not documented 370 (5.4) 70 (5.5) 56 (5.4) 0.0027 -0.0023 ~0.0051 Age 65-74y 390 2108 —e— 0.99 (0. 80- 1.22)
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OS differences between 1L palbociclib, ribociclib, - 5 AcademiC practice 189 1050 — 1.15 (0.76-1.73)
o . . . . 2,3, 0r4 780 (11.4) 147 (11.5) 119 (11.5) 0.0032 0.0018 0.0015 2 Te el e 05 L S
or abemaciclib used in combination with an Al for Not documented 1801 (26.4) 341 (26.7) 275 (26.5) 0.0082 0.0035 ~0.0048 = 404 Stage at initial Dx, 1I 287 1538 1.12 (0.88-1.43)
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