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EXEMESTANE 25 mg

Indicated for:

Aromasin is indicated for the treatment of advanced breast cancer (ABC) in women with natural or
induced postmenopausal status whose disease has progressed following anti-oestrogen therapy
alone. Aromasin is also indicated for the treatment of postmenopausal women with ABC whose
disease has progressed following multiple hormonal therapies.

Aromasin is indicated for the adjuvant treatment of postmenopausal women with oestrogen
receptor positive invasive early breas cancer following 2-3 years of initial adjuvant tamoxifen
therapy.
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4.7  Effects on Ability to drive and Use Machines:

Exemestane has moderate influence on the ability to drive and use machines.

5.1 Pharmacodynamic properties

IES 119-month final follow-up

After a median duration of therapy of about 30 months and a median follow-up of about 119 months, results showed
that sequential treatment with exemestane after 2 to 3 years of adjuvant tamoxifen therapy was associated with a
clinically and statistically significant improvement in DFS compared with continuation of tamoxifen therapy. Analysis
showed that over the observed study period exemestane reduced the risk of breast cancer recurrence by 14% compared
with tamoxifen (hazard ratio 0.86, p = 0.00393). The beneficial effect of exemestane over tamoxifen with respect to
DFS was apparent regardless of nodal status or prior chemotherapy.

Exemestane also significantly prolonged breast cancer-free survival (hazard ratio 0.83, p<0.00152), and distant
recurrence-free survival (hazard ratio 0.86, p = 0.02213). Exemestane also reduced risk of contralateral breast cancer;
however, the effect was no longer statistically significant (hazard ratio 0.75, p = 0.10707).

In the whole study population, overall survival was not statistically different between the two groups with 467 deaths
(19.9%) occurring in the exemestane group and 510 deaths (21.5%) in the tamoxifen group (hazard ratio 0.91, p =
0.15737, not adjusted for multiple testing). For the subset of patients with oestrogen receptor positive or unknown
status, the unadjusted overall survival hazard ratio was 0.89 (log-rank test: p = 0.07881) in the exemestane group
relative to the tamoxifen group.

In the whole study population, a statistically significant 14% reduction in the risk of dying (hazard ratio for OS 0.86;
Wald chi square test: p = 0.0257) was observed for exemestane compared with tamoxifen when adjusting for the pre-
specified prognostic factors (i.e., ER status, nodal status, prior chemotherapy, use of HRT and use of bisphosphonates).

A lower incidence of other second (non-breast) primary cancers was observed in exemestane-treated patients compared
with tamoxifen only-treated patients (9.9% versus. 12.4%).



In the main study, which had a median follow-up in all participants of 119 months (0 — 163.94) and median duration of
exemestane treatment of 30 months (0 — 40.41), the incidence of bone fractures was reported on 169 (7.3%) patients in

the exemestane group compared with 122 (5.2%) patients in the tamoxifen group (p=0.004).

Efficacy Results From IES in Postmenopausal Women With Early Breast Cancer (ITT)

No. of Events Hazard Ratio

Exemestane Tamoxifen Hazard Ratio p-value
30-Month Median Treatment and 34.5-Month Median Follow-Up
Disease-free survival® 213 306 0.69 (95% CI: 0.58-0.82) 0.00003
Breast cancer-free survival® 171 262 0.65 (95% CI: 0.54-0.79) <0.00001
Contralateral breast cancer 8 25 0.32 (95% CI: 0.15-0.72) 0.00340
Distant recurrence-free 142 204 0.70 (95% CI: 0.56-0.86) 0.00083
survival®
Overall survival 116 137 0.86 (95% CI: 0.67-1.10) 0.22962
30-Month Median Treatment and 52-Month Median Follow-Up
Disease-free survival® 354 453 0.77 (95% CI: 0.67-0.88) 0.00015
Breast cancer-free survival® 289 373 0.76 (95% CI: 0.65-0.89) 0.00041
Contralateral breast cancer 20 35 0.57 (95% CI: 0.33-0.99) 0.04158
Distant recurrence-free 248 297 0.83 (95% CI: 0.70-0.98) 0.02621
survival®
Overall survival® 222 262 0.85 (95% CI: 0.71-1.02) 0.07362
30-Month Median Treatment and 87-Month Median Follow-Up
Disease-free survival® 552 641 0.84 (95% CI: 0.75-0.94) 0.002
Breast cancer-free survival® 434 513 0.82 (95% CI: 0.72-0.94) 0.00263
Contralateral breast cancer 43 58 0.74 (95% CI: 0.50-1.10) 0.12983
Distant recurrence-free 353 409 0.85 ((95% Cl: 0.74-0.98) 0.02425
survival®
Overall survival 373 420 0.89 (95% CI: 0.77-1.02) 0.08972
30-Month Median Treatment and 119-Month Median Follow-Up
Disease-free survival® 672 761 0.86 (95% CI: 0.77-0.95) 0.00393
Breast cancer-free survival® 517 608 0.83 (95% CI: 0.74-0.93) 0.00152
Contralateral breast cancer 57 75 0.75 (95% CI: 0.53-1.06) 0.10707
Distant recurrence-free 411 472 0.86 (95% CI: 0.75-0.98) 0.02213
survival®
Overall survival 467 510 0.91 (95% CI: 0.81-1.04) 0.15737
Cl = confidence interval; IES = Intergroup Exemestane Study; ITT = intention-to-treat.
a. Disease-free survival is defined as the first occurrence of local or distant recurrence, contralateral breast
cancer or death from any cause.
b. Breast cancer-free survival is defined as the first occurrence of local or distant recurrence, contralateral
breast cancer or breast cancer death.
C. Distant recurrence-free survival is defined as the first occurrence of distant recurrence or breast cancer
death.
d. Overall survival is defined as occurrence of death from any cause.
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