ARB: Phase Il window of opportunity study of short-term preoperative treatment with enzalutamide in ER-positive and Triple-negative breast cancer
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BACKGROUND SAFETY DATA ER+ve COHORT

 The androgen receptor (AR) is expressed in 60 - 80% of breast * The incidence of related AE’s were consistent and as expected for 194 patients with newly diagnosed, untreated ER+ve, invasive primary . Plfinned sub analyses showed a significant interaction of response to enz+exe

cancers (BC), with a higher incidence in ER+ve compared to ER-ve the study drugs. breast cancer were recruited (Fig 3). W'th m0|e§U|ar subtype. | | |

tumours. + Hot flushes were the only treatment related AE reported in more . - e Patients with LumA tumours had a higher Ki67 response with enz+exe compared
 Enzalutamide, a potent 2nd generation anti-androgen, has _ Primary Endpoint: to exe alone (64% vs 38%, one-sided p-value=0.03) (Fig. 5a).

’ ’ than 10% of the ER+ve cohort. Difference in geometric mean . il f h : o .
demonstrated substantial preclinical anti-tumour activity in both change in Ki67 expression between Ki67 response was similar for both treatments for LumB tumours (enz+exe, 63%;
TNBC and ER+ve BC the two treatment groups exe alone, 71%, one-sided p-value=0.36) (Fig. 5b).
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 ARB was a short-term preoperative window of opportunity study TNBC, AR+ve COHORT | A g Ki-67 response rate = 38% 200- Ki-67 response rate = 64%

that aimed to assess the anti-tumour effects of enzalutamide in s s 01 160

ER+ve BC and TNBC. 27 patients with AR+ve, TNBC were recruited (Fig 1) . §§ 15-29 days treatment §§ o i
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 Baseline characteristics were similar between both study arms Fig 3: ER+ve Cohort Trial Schema. Exemestane 50 mg/day 80- oo
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Table 2. Patient demographics and | pyoroconeplone | Enzalutamide + Enzalu * ER+ve evaluable patients were defined as those who received at § o £ 40-
disease characteristics at baseline. Alone sy - O 20 & 20
(N=63) Exemestane (N=129) (N=27) Fig 1: TNBC, AR+ve Cohort Trial Schema. Iea st 15 days Of treatment a nd had pre_ a nd post_treatment % P +§ _28:
Age (years), median (range) 66 (52 - 86) 65 (49 - 87) 60 (44 - 78)  AR+ve, TNBC evaluable patients were defined as those who samples. = =
0 . . . . 0 ol
Ra‘:{" (%) - 0 - received at least 13 days of treatment and had pre- and post- * The geometric mean post-treatment percentage reduction of Ki67 100 100
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Fig 5. Waterfall plot of individual relative percentage changes in tumour-cell proliferation (Ki67
- treatment samples. y y %-639 0 0 %-
Black (African) 0 1 (1) 0 P was 56% (95%) Cl, 47%-63 A)) for exe alone and 60% (95%) Cl, 53% expression) from baseline to end of treatment ER+ cohort patients with Luminal A disease (3a)
Black (Caribbean) 1(2) 0 0 * The geometric mean post-treatment % reduction of Ki67 was 8% 66%) for enz+exe. Ki67-response was 54.2% for exe alone and and Luminal B disease (3b). Luminal A was defined as ER+ve, HER2 —ve and pre-treatment Ki67
Other 1(2) 0 0 o o o . o . o : ) expression <14%. A positive change denotes an increase in Ki67 over time and a negative
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Country, n (%) - proliferative response rate (RRAKi67) i.e. a 250% fall in Ki6é7 expression over the course of study
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