Latrepirdine is Well-Tolerated in Patients With Alzheimer’s Disease

Receiving Memantine or Memantine Plus Donepezil
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administered latrepirdine in patients with AD on a stable dose and
regimen of memantine or memantine with donepezil.

METHODS

- This was a Phase 1, multicenter, randomized, double-blind, safety and
tolerability study of latrepirdine in patients >50 years with AD (Table 1) and
on a stable regimen of memantine 10 mg twice daily (BID) (Cohort 1); or
memantine 10 mg BID plus donepezil 10 mg once daily (QD) (Cohort 2).

donepezil was administered QD at the same time as prior to study participation.

- Throughout the study, safety and tolerability were assessed by the monitoring of

adverse events (AEs), physical examinations, vital signs, laboratory assessments,
and 12-lead electrocardiographs.

- Multiple blood samples for latrepirdine PK analysis were collected on Day 14.

Pre-dose (Cyqn) PK samples for latrepirdine and memantine (Cohorts 1 and 2)
and steady-state (C,,) PK samples for donepezil (Cohort 2) were collected on
Days 1, 7, 14, and 28.

Following completion of double-blind treatment, all patients were offered
open-label treatment with latrepirdine continuing until marketing authorization
of the compound.

Cohort 1 Cohort 2
Latrepirdine Placebo Total Latrepirdine Placebo Total
(n=13) (n=4) (n=17) (n=22) (n=7) (n=29)
Number male (%) 4 (30.8) 2 (50.0) 6 (35.3) 7 (31.8) 4 (57.1) 11 (37.9)
Mean age, years (SD) 79.8 (6.5) 72.3 (2.4) 78.1 (6.6) 73.1(9.3) 77.0 (5.0) 74.0 (8.5)
Number white (%) 13 (100) 4 (100) 17 (100) 22 (100) 6 (85.7) 28 (96.6)
Mean duration since 7.5(3.5) 4.8 (1.7) 6.8 (3.3) 6.1(2.8) 4.7 (1.7) 5.8 (2.6)

onset of AD symptoms, years (SD)

- Consistent with the tolerability profile of latrepirdine as monotherapy for AD, the
addition of latrepirdine to background treatment of memantine - either as
monotherapy or in combination with donepezil - was well-tolerated in this study.

- No changes in the PK of latrepirdine, memantine, or donepezil were observed
when latrepirdine treatment was added to existing, stable therapy with
memantine or memantine plus donepezil.
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