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_ R Table 1: Baseline Characteristics of Premenopausal Patients _ _ ) Figure 2: iDFS in Subgroups by Endocrine Treatment in Premenopausal Patients
PENELOPE-B assessed efficacy of the CDK4/6 inhibitor 616/1250 patients randomized in : :
o _ . 1 Tamoxifen alone Tamoxifen + GnRHa Al + GnRHa
palbociclib for 1-year versus placebo added to endocrine Palbociclib  Placebo Penelope-B were premenopausal at |
therapy (ET) as post-neoadjuvant treatment in a high-risk ~ Parameter Category N=300 N=316 the time of enrollment, baseline o o 78 6 100%*:‘\"_-\_.‘—“\1 3y 83.0% o 3yr 85.4%
o o % U7 .

breast cancer population. Palbociclib did not improve N (%) N (%) characteristics are shown in Table 1. ) yr e \—H_HM ) : "
invasive disease-free survival (iDFS) compared to placebo  A8e years <30 11(3.7) 14 (4.4) The majority of patients started L7 I, g 75%- £ 7% 3yr 86.7%
(3-year iDFS 81.3% vs 77.7%)!. Here, we report results 30-<40 83(27.7)  77(24.4) with tamoxifen alone (Table 2). E e 5 3yr 74.1% 5
from the subpopulation of premenopausal women. 40-<50 176 (58.7) 192 (60.8) Overall, there was no difference in = so%- 5 sou- S 50%

50-<60 30 (10.0) 33 (10.4) iDFS  between palbociclib and E sCensored S + Censored E sensored

. . 2 acebo . 1DF events o Placebp _22/58iDF_5 events © acebo | IDFS events
(range) (HR 0.95’ 95% ClI 0.69_1.30) with 3- & HR Palbociclib to Placebo = 1.05, 95% CI (0.71, 1.53) = HR Palbociclib to Placebo = 0.52, 95% Cl (0.27, 1.02) 5 HR Palbociclib to Placebo = 1.58, 95% CI (0.55, 4.56)
: ) Tumor stage at surgery ypTO /ypTis 14 (4.6) 8 (2.5) : 0 0
In PENELOPE-B (NCTO1864746), patients with hormone VoT1/2 218(727) 251(797) | Yeor IDFS of 80.6% and 78.3%, o | | . . . . o | | | | | | o | | , , | |
receptor positive, HER2-negative breast cancer without respectively. Only in the small 0 1 24 36 18 60 i, . - 2 e B o . k - 5 e i 0 )
] o VIOT3/4 68 (22-7) 56(17-8) subsroun of patients treated with — Placebo 208 181 161 119 56 13 0 58 52 46 35 17 0 47 44 40 17 1
pathological complete response after taxane-containing Histological nodal status sroup P — Palbociclib 199 178 164 122 60 16 0 61 58 53 47 23 4 0 37 37 3 0 0
neoadjuvant chemotherapy and at high risk of relapse ypNO 13 (4.4) 16 (5.1) tamoxifen + GnRHa, thgre was 4 o Mot o e oo
(CPS-EG score >3 or 2 and ypN+) were randomized to S tendency for a better iDFS with Event-free survival rate PaIt:ocncllb Pla_cebo Event-free survival rate Pa|b:)CIC|Ib PIaSEbO Event-free survival rate Palbociclib ST
. . . L ypN+ 284 (95.6) 297 (94.9) palbociclib  (interaction p=0.124) =) sl L= Le (N=37) (N=47)
receive palbociclib or placebo in addition to standard Histological type lobular 24 (8.0) 24 (7.6) ) ' Estimated 3-year 78.6% 77.3% Estimated 3-year 83.0% 74.1% Estimated 3-year 85.4% 86.7%
endocrine treatment including  tamoxifen +/- T 3 712 8 0) 92 (3 4 1) (Figure 2). iDFS rate % (95% Cl) (72.0%, 83.8%) (70.8%, 82.6%) iDFS rate % (95% Cl) (70.8%, 90.5%)  (60.8%, 83.5%) iDFS rate % (95% Cl) (68.4%, 93.7%)  (72.8%, 93.8%)
gonadotropin-releasing hormone analogue (GnRHa) or  j.67%, central pathology ~ >15% 71(23.7)  71(22.5) Figure 3: Any Grade Adverse Events in Palbociclib and Placebo arm in Premenopausal Patients
aromatase inhibitor (Al) +/- GnRHa (Figure 1). Menopausal | ¢ps.EG score* 1 4 (1.3) 6 (1.9) - Hematologic toxicity was significantly more common with palbociclib.
status was assessed by the investigator. Survival curves ) 118 (39.3) 130 (41.1) = Tamoxifen alone 5 Non-hematological toxicities any grade palbociclib vs placebo were:
were estimated using the Kaplan-Meier method and % Tamoxiten + GnRHa ’ fatigue 67.4% vs 51.3%; hot flushes 52.2% vs 54.8%; bone pain 15.6%
. : 3 147 (49.0) 141 (44.6) 20 W Al + GnRHa .

univariate Cox-proportional hazards models were used for A 57 (9.0 39 (10.1 | vs 16.6%; and vaginal dryness 11.0% vs 11.5%. Adverse events (any
iDFS to report hazard ratios with 95% Cl. Fisher’s exact test 12: A 70 "gzgi';/eg'r:’ea;Svgeri"s:igtegraal‘?stzgfs and high-grade) for palbociclib and placebo according to the

5

was used to compare frequencies of adverse events

(1.3) 7 (2.2) 0

between arms and subgroups. CPS EG., c.I|n|caI, pathological stage-estrogen receptor and grading; *based on -
non-missing total

40

Table 2: Endocrine Therapy in Premenopausal Patients 30

Figure 1 : PENELOPE-B Study Design 50

Palbociclib Placebo
4 N\ [ N\ Parameter N=300 N=316 p-value 10
N=1250 Stratification factors

endocrine treatment subgroups are shown in Figure 3.
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44,3

£ 1. These are the first safety results from a phase lll study for the

ﬁ combination tamoxifen +/-GnRHa and palbociclib.
6,6 . 9,8 10 16 _27 74,0 738 649

3,3 1,6
u + - pbreast cancer u o 5 . y, y, 0 ° i i i -
. :Ep/cHREEftefNActT . on?léga\tlgtggNrglvsypNzg N (A,) N (A’) Anemia Thrombocytopenla Fatigue Hot flushes Bone pain Vaglnaldryness Nausea Thromboembolic events Neutropenia* 2 tMthough t.he overall results dld not S.hOW Improvement In 3 year
« CPS-EG score 23 or 22 with ypN+ i e Start ET prior to 272(90.7) 286 (90.5) 1.000 20 - | | | | | iDFS, an improvement was seen in the small subgroup of
primary Endnolnts IDFS e Ay Palbociclib/Placebo ' ' ' o premenopausal women receiving tamoxifen + GnRHa. These
\ /N /" palbociclib Concomitant start of ET and 28 (9.3) 30 (9.5) results are mainly hypothesis generating and merit confirmation.
125 mg once daily p.o. Palbociclib/Placebo ' ' o0 - - . . .
di2Lasdfor Beyles i BT a0 liad o 3.The addition of palbociclib to tamoxifen +/-GnRH in
Neoadjuvant Surgery +/- R PP | did not i ide effect dt
' — Tamoxifen alon 199 (67 O) 208 (66 5) 0.593 premenopausal women did not increase siae errects compared to
Chemotherapy Radiotherapy 1:1 amoxiten alone : ' : 40 - 28 .
Tamoxifen + GnRHa 61(20.5)  58(18.5) Al+GnRH and seems to be an alternative to Al+GnRHa.
Placebo ' ' .
d1-21, q28d for 13 cycles Al + GnRHa 37 (12 5) 47 (15 O) 20 ’ 24,2 25,9
PATIENES WIT TECEIVE CONEOMITANTY ENFOLTine THErapy accordin 1o focal standards Al, aromatase inhibitor ; ET, endocrine therapy, GnRHa, gonadotropin-releasing 10 ﬁ 12,1 1.9
hormone analogue; *Patients received Al alone were excluded from analyses 0 o . L7 — 21 LA™,
[ ' 1. Loibl et al. J Clin Oncol 2021,
according to first ET treatment Anemia Thrombocytopenia Fatigue Hot flushes Bone pain Vaginal dryness Nausea Thromboebolic events Neutropenia* obieta n ~neo
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