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. . . . o . treatment with any CDK4/6i, or had disease assessed cORR, defined as the proportion of
g e n e ratl O n C D K4—Se e Ct |ve * Cyclin-dependent kinase 4/6 inhibitors (CDK4/6i) STUDY DESIGN AND TREATMENTS recurrence while on or within 12 months patients with complete response (CR) or partial
+ endqcrme therapy (ET) are standards of care » This is an ongoing phase 1/2a open label, of prior (neo)adjuvant treatment with an response (PR), and clinical benefit rate (CBR),
. 3 . . . for patients with HR+/HER2- a/mBC." multicenter, multiple dose study evaluating aromatase inhibitor. defined as CR/PR or = 24 weeks with stable disease.
| n h | b |tO r atl | | I O Cl C‘ | b + * Despite improvements in progression-free the safety, tolerability, pharmacokinetics and * PFS was defined as the time from first dose until
survival (PFS) and overall survival, patients with pharmacodynamics of atirmociclib administered ASSESSMENTS date of first documentation of disease progression
HR+/HER2~ a/mBC often develop acquired as a single agent and in combination with ET » The primary objective was to assess the safety or death due to any cause.
et rOZO e O I t e treat f e nt resistance to CDK4/61. in patients with metastatic or advanced solid and tolerability of atirmociclib + letrozole;
- The anticancer effects of CDK4/6i are thought tumors (NCT04557449). secondary objectives included antitumor STATISTICAL ANALYSIS
«f " " h to be driven primarily by CDK4 inhibition, while » Adults (= aged 18 years) with HR+/HER2- a/mBC activity, duration of response (DOR), and PFS. » Patient demographics and characteristics at
O p at | e n tS W |t CDKé6 |nh|b|F|on may ur\derlle some of the F0>§'C'ty who were treatment-naive for their advanced * Incidence and severity of adverse events (AEs) baseline, AEs, dose modifications, and treatment
observed with CDK4/6i, such as neutropenia. disease were enrolled in cohort 2B and received were assessed at every visit by investigators response were summarized descriptively.
_l_ _ : * Atirmociclib (PF-O7ZZQO60) i.s. a highly selective atirmociclib (3QO mg BID) + letrozole (2.5 mg based on the National Cancer Institute - Kaplan-Meier estimation was used to describe
| | I e a S a | C and potent oral CDK4i, sparing other CDKs such orally once daily). Common Terminology Criteria for Adverse follow-up duration and PFS.
> C.DK.6’3 o * Other inclusion criteria included measurable EUEES (Ersen S » Exact 95% confidence intervals (CIs) for binomial
b rea St Ca n Ce r . Prellmlpary cll.nlcal data hgve demonstrated disease per Response Evaluation Criteria in Solid - Relativg dose intensity (RDI) was calculated as proportions of response rates were calculated
promising antitumor activity and favorable safety Tumors (RECIST) v1.1 and ECOG performance the ratio of actual dose intensity to planned using the Clopper-Pearson method.
and tolerability with atirmociclib + letrozole.* status of 0 or 1. dose intensity.
O b " e CtIVES Q@SL tS * AEs (all causality) led to = 1 atirmociclib dose interruption in FFFICACY
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- PATIENTS 41.2%). Median time to first interruption was 108 days. _CBR was 94.1% (32/34)
e .evaluate the Ion.g-.term satety, t.olerab|l|ty, and - At data cutoff (February 21, 2025), 34 patients had received 1L —Neutropenia and ILD were the only AEs resulting in dose Ji - "
efficacy of atirmociclib + letrozole in treatment- Atirmociclib + letrozole. interruption in > 2 patients. ~Median time to response was 5.4 months (range, 1.6-22.1)
naive patie.nts with hormone receptor_pOSitive/ . o At base“ne, median age was 59.0 years (range, 32_84), half of * AEs (aII causality) led to a Single atirmociclib dose reduction in —Median DOR WaS. not I’e?ChEd . .
human epidermal growth factor receptor 2-negative oatients had undergone prior anticancer surgery, and 47.1% had 6 patients (17.6%): 2 in cycles 3-6, 1 in cycles 7-12, 2 in cycles 13-24, ~ *Among the 33 patients with measurabloe disease at baseline, the
(HR+/HER2-) advanced/metastatic breast cancer received prior (neo)adjuvant therapy (Table 1). and 1 in cycles = 25. Median time to first reduction was 365 days. CORR was 63.7% and the CBB was 93.9%.
(a/mBC) in an ongoing phase 1/2a studly. . Median duration of treatment was 23.4 months. » Median RDI of atirmociclib was 98.8% (range, 34.5-100); 82.4% * At a median follow-up duration of 24.8 months (35% CI, 22.0-25.8),
(28/34) of patients had RDI > 90%. median PFS was not reached.
CO ﬂ C‘ U S | O n SAFETY AND TOLERABILITY —Probability of being event-free was 90.9% at 12 months, 78.4% at
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* TRAEs occurred in 28 patients (82.4%); 47.1% (16/34) had Grade 3 Figure 1. Proportion of Patients With TRAEs by Maximum Grade 0

* The magnitude and duration of tumor responses to atirmociclib +

. .l TRAEs, and none h r 4 or 5 TRAEs (Figure 1). ing | 0 ‘ ‘N = . L.
+ At 24.8 months of follow-up, atirmociclib + o > d f one adT(Fi;Ede or > t s .gu6<1a 8)0/ 12T 26 5 (Occurring in 2 20% of Patients; n = 34) letrozole are illustrated in Figure 2.
letrozole continues to show favorable safety and —1NE MOst common s were neutropenia (61.8% | I; 26.5%
- . . . [9/34] Grade 3) and leukopenia (41.2% [14/34]; no Grade 3). 82.4%
tolerability and promising antitumor efficacy . Any TRAE (n = 28) ) )
(confirmed objective response rate [CORR] of —No TRAEs of diarrhea of any grade were reported. Table 2. Confirmed Tumor Response Based on Investigator
69 7% in patients with measurable dicease at - Two patients (5.9%) had a serious TRAE; one had Grade 3 hypokalemia, . Assessment (RECIST v1.1)
' ° P , , and the other had Grade 3 interstitial lung disease (ILD). Neutropenia e Tumor Response Cohort 2B
(n=21) P
baseline) when used as first-line (1L) treatment | . %) g ' ued at lib d
in patients with HR+/HER2= a/mBC * On Yy 1 patient (2.9%) 'lscontlnue atl‘rmOCIC | ue to a TRAE Best overall response, n (%) n=34
P . (Grade 3 aspartate aminotransferase increased). Leukopenia 41 2% CR 0
At the atirmociclib 300 mg twice daily (BID)  Median time to first onset of any grade neutropenia (n = 21) was (n=14) PR 23 (67.6)
dose, the incidence of treatment-related Grade 16 days (range, 1-194), with a median duration of 69 days (range, SD 9 (26.5)
. 12-611). Anemia PD 0
> 3 neutropenia and other treatment-related Median time to first ¢ of Crade 3 . a(n=09) Non-CR/non-PD 1(2.9)
. —iviedlan time to 1irst onset o rade 5 neutropenia (N = Was .
verse events (TRAEs) was low; no gr 4/ . ; .
SLINETSS B tbs( dS) LG O ERICE 31 days (range, 16-645), with a median duration of 7 days Not evaluable 1(2.9)
TRAES were observed. (range, 3-19). Increased AST cORR, % (95% CI) 67.6 (49.5-82.6)
+ A randomized phase 3 trial of 1L atirmociclib + CBR, % (95% CI) 94.1 (80.3-99.3)
letrozole in patients with HR+/HER2- a/mBC has Lymphopenia m Grade 1 Patlents‘. with measurable disease
been initiated based on these data. Table 1. Patient Demographics and Characteristics Grade 2 at basellone . n=33
Crade 3 CORR, % (95% CI) 69.7 (51.3-84.4)
ch L Cohort 2B Increased GGT CBR, % (95% CI) 93.9 (79.8-99.3)
. . . . aracteristics (n = 34) 95% Cls based on Clopper-Pearson method.
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/. \ adverse event. PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors; SD, stable disease.
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