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N=1250

* HR+/HER2- breast cancer

* no pCR after NACT

* CPS-EG score 23 or 22 with ypN+

Stratification factors

* Nodal status: ypN 0-1 vs ypN2-3
* Age: <50 vs >50 yrs

* Ki-67:>15% vs < 15%

About 50% of the patients in the Penelope-B study were

premenopausal at baseline?

* Region: Asian vs non Asian
* CPS-EG Score: 23 vs 2 and ypN+

Primary Endpoint: iDFS

i * Estradiol (E2), follicle-stimulating hormone (FSH), anti-
d1-21, q28d for cles T 1 1 H
Neoadjuvant e R L Y Millerian h.ormone (AMH) yalues might be influenced by
Chemotherapy Radiotherapy 1:1 post-neoadjuvant palbociclib
Placebo . . .
d1-21, q284 for 13 cycles = Changes in hormones for patients treated with CDK4/6

All patients will receive concomitantly endocrine therapy according to local standards !

inhibitors + ET are not well explored

100%
o 2yr 88.3%
oo i, » To assess and to compare between arms:
£ 80% 4yr 73.0%
2 27 84.0% — Hormone levels (FSH and E2)
= 70%- 3yr77.7% i X
2 eond ayr72.4% — AMH values (fertile vs non-fertile)
% 50% Median Follow-Up
% 0% 42.8 Months n SUng’OUpS:
i o e — Menopausal status (pre- vs postmenopausal), as defined
2 20%] wiofs events 152 136 by levels of E2 and FSH at baseline
3 - tratified HR=0.93 (95% Cl, 0.74-1.17) p=0.525
il B — GnRH analogue use (yes vs no)
0% T T T T I I

0 12 2 36 a8 €0 72 — Age (<40 vs >40 years)
Patients at risk: Time (months)
— Placebo 619 553 497 349 24 1
— Palbociclib 631 571 528 389 169 38 o

1. Loibl S et al. J Clin Oncol 2021; 2. Marmé ASCO 2021
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Patients Flow Baseline Characteristics

Patients randomized

o _---

Palbociclib Placebo (median [range]) 43 [22-55] 43 [19-56]
n=619 n=631 <40 years 105 371 106 36.2
>40 years 178 629 187 63.8
Premenopausal at BL* Premenopausal at BL* Race/Ethnicity Caucasian/White 204 721 217 741
n=300 n=316 Black 5 1.8 1 0.3
Asian 41 14.5 34 11.6
Patients without further Patients without further Hispanic 1 0.4 5 1.7
blood samples after BL |— — blood samples after BL Other 32 11.3 36 12.3
n=17 n=23 BMI <25 133 470 137 468
225 150 53.0 156 53.2
Patients analyzed Patients analyzed ECOG Performance Status 0 244 86.2 254 86.7
n=283 n=293 1 39 13.8 39 13.3
GnRH analogue use* No 189 66.8 192 65.5
Available blood samples Available blood samples Yes 94 332 101 345
BL n=283 BL n=293 Abbreviations: BMI, Body-Mass-Index; GnRH, Gonadotropin-Releasing-Hormone.
Before cycle 7 n=259 Before cycle 7 n=267
EOT** n=264 EOT** n=277 *GnRH analogue use during NACT was not captured.

*as reported by the investigator at baseline (BL), anamnestic
**End of treatment (EOT), samples collected 4 weeks after last therapy
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oREAST Level of Estradiol and FSH During the Study
40 - p=0.407 Reference postmenopausal
[7 iSSg 5] hormone level of FSH and E2:
35 | -~ FSH>12.4 U/
E2<52.2 ng/mL
p=0.157
30 - 325 24.1
[6.3-54.2] [5.5-37.7] p=0.271
3 25 - 20.2 —4—Palbociclib median FSH IU/L
S [5.0-34.3] Placebo median FSH UI/L
) _
E 20 e Palbociclib median E2 ng/L
S 15 - 184 184 Placebo median E2 ng/L
- [5.1-34.3] [4.3-31.8]
10 Detectable threshold (dt):
p=0.242 p=0.726 p=0.805 ESH<0.11U/I
5 - [dt-13.0][dt-14.0] [dt-10.0][dt-10.0] [dt-12.0][dt-11.0] E2<5ng/|
P DS 2
0 1 1 1
Baseline Befare cycle 7 EOT

= Median estradiol values were below dt at all time points
= Asimilar trend was observed in all predefined subgroups

Median and interquartile range are reported
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Rates of Postmenopausal Levels of Estradiol and FSH
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% postmenopausal E2 and FSH
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Overall
u Palbociclib Placebo
p=1.000 p=0.663 p=0.863
5!1.4 1 l
513 533
n=171 n=137 n=142
Baseline Before cycle 7 EOT

Hormone-defined Menopausal Status

W Palbociclib BL pre Placebo BL pre u Palbociclib BL post Placebo BL post

p=0.887 p=0.789

i

Before cycle 7 EOT

% postmenopausal E2 and FSH

% postmenopausal E2 and FSH
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Age
W Palbociclib <40 years Placebo =40 years W Palbociclib >40 years Placebo =40 years
p=0.903
p=0.906 p=0.353
ol ] 1
69.4 6
p=1.000 p=0.031
p=0.472
Ll-z l
181
n=31 n=140 n=17 n=120 n=17 n=125
Baseline Before cycle 7 EQT

GnRH Analogue use

= Palbociclib GnRH Placebo GnRH = Palbociclib no GnRH Placebo no GnRH

p=0.520
p=0.723 p=0.907
sls I
713 7!1.9
p=0.440
p=0.488 p=0.824
11.9 !L l-l'f
n=157 n=13 n=124 n=13 n=129

Baseline Before cycle 7 EOT
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Rates of Patients with Non-fertile Level of AMH

PENELOPE®

H Palbociclib Placebo Non-fertile AMH level:

AMH <0.22 ng/mL

p=0.426 p=0.298 p=0.256
100 -

90 -
80 -
70 -
60 -
50
40

30 -
20
10 -
0 -

% of patients with non-fertile AMH level

n=169 n=252 n=259

Baseline Before cycle 7 EOT
= Median AMH was below the detection limit (0.03 ng/mL) at all time points

= No difference was observed in subgroups
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Summary and Conclusions
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= Palbociclib did not influence estradiol and FSH levels significantly when added to
the erluziocrine therapy after NACT in women who are premenopausal at study
entryt

= At study start, even if patients were defined as premenopausal by the
investigators (anamnestic), the majority had postmenopausal hormone levels

= Palbociclib does not seem to impact the ovarian reserve as defined by AMH levels
overall and in subgroups

= Studies on new drugs should incorporate prospective data collection of fertility
parameters and hormones analysis in order to adequately counsel young patients

1. Loibl S et al. The Oncologist 2017; 2. Cui SABCS 2021 . . . .
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