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Background & Study design

«  Giredestrantis a potent, nonsteroidal, next generation oral selective ER degrader (SERD) and full antagonist with antitumor activity in

patients with ER[+]/HERZ2[-] early and advanced breast cancer.
* Inpre- and perimenopausal women, it is administered in combination with gonadotropin-releasing hormone (GnRH) analogs.

« EMPRESS (NCT05659563) evaluated if short-term preoperative giredestrant, without GnRH analogs, is superior to tamoxifen in

reducing Ki67 in premenopausal ER[+]/HER2[-] early breast cancer patients.
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Plasma endocrine panel performed pre- and post-therapy.

Abbreviations: d: days; ER: Estrogen receptor; PgR: Progesterone receptor; PO: orally; QD: daily
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Key baseline characteristics

Overall (N=92)

Tamoxifen (N=46) ‘ Giredestrant (N=46)

Age (years); median (range) ‘ 46.0 (37-55) 46.0 (35-55) 46.0 (35-55)
ECOG
0 42 (91.3%) 45 (97.8%)

87 (94.6%)

1

4 (8.7%)

1(2.2%)

5 (5.4%)

Tumor size (cm); median
(range)

20.0 (10.0-50.0)

18.0 (10.0-55.0)

20.0 (10.0-55.0)

Primary tumor (T)
T1 20 (43.5%) 24 (52.2%) 44 (47.8%)
T2 25 (54.3%) 20 (43.5%) 45 (48.9%)
T3 1(2.2%) 2 (4.3%)

3 (3.3%)

Regional lymph nodes (N)

NO 42 (91.3%) 43 (93.5%) 85 (92.4%)

N1 4 (8.7%) 3 (6.5%) 7 (7.6%)
Ki67 distribution at baseline (central assessment)

Mean (SD) 23.7 (12.9) 23.5 (9.8) 23.6 (11.4)

Median (Q1; Q3) 22.0 (16.0; 27.0) 21.5 (17.2; 26.0) 22.0 (16.0; 27.0)

Range 11.0-84.0 10.6-52.0 10.6-84.0
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Efficacy Results: Primary Endpoint

Relative change in Ki67 levels
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Relative reduction 51 (-59; -43) -73 (-78; -66) <0.001

% (95% Cl)
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Change in Ki67 levels between baseline and
post-treatment

Tamoxifen Giredestrant
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*Efficacy analyses are performed in the modified ITT population, including 44 in the
tamoxifen group and 40 patients in the giredestrant group.
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Efficacy Results: Secondary Endpoints

Ki67 <= 2.7% at Day 15 Relative change in ER levels Relative change in PgR levels
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_ *Efficacy analyses are performed in the modified ITT population, including 44 in the
Antonio Llombart-Cussac, MD, PhD tamoxifen group and 40 patients in the giredestrant group.
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Incidence (%)
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Safety Results

% of patients with adverse events:
Tamoxifen vs. Giredestrant

Tamoxifen (n=44) . Giredestrant (n=42)

52.4
| 38.6
31.0
25.0
23" 0.0 0.0 0.0
I
TEAEs TRAEs Grade 3-4 TRAEs Serious TEAEs

* Only one patient was reported grade 3

hypertriglyceridaemia) in the tamoxifen grou
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Incidence (%)

Comparison of TEAEs:
Tamoxifen vs. Giredestrant (Incidence >= 5%)

Tamoxifen (n=44) . Giredestrant (n=42)

20 -
15 - 14.3
11.9
10+ 9.1 91 95 9.1
71 6.8
5- I
0 o

Fatigue Hot flush Arthralgia Headache

* Safety analyses are performed in the safety population (all patients who received at least
one dose of study treatment), including 44 in the tamoxifen group and 42 patients in the

giredestrant group.



Conclusions

Q Preoperative giredestrant, administered for 15 days without GnRH analogs in premenopausal women with

ER[+]/HERZ2[-] early  breast cancer, demonstrated statistically superior antiproliferative activity than tamoxifen.

Q Giredestrant exerts robust ER antagonism at the tumor level, as reflected by significant post-treatment reductions in ;

Ki67, ER, and PgR expression.

Q The toxicity profile was as expected according to each treatment strategy.

0 The EMPRESS study demonstrates a robust biological activity for giredestrant in premenopausal women, with short-

term antiproliferative effects comparable to those observed in postmenopausal patients in the Coopera study. .
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