A

Trial Treatment Patient Population Efficacy Outcome Measures Other Efficacy Safety
Duration/Groups/Dosage Inclusion Criteria Function Cognition Global Outcome Measures Assessments
Key Randomized, Double-Blind, Placebo-Controlled Dementia Trials
9605 28-week Moderate to severe AD . « MMSE - AEs
ADCS-ADL,: Mean Change from Baseline . CIBIC+: Mean Score - Vital Signs
« Diagnosis criteria: DSM-IV 3 SIB: Mean Change from Baseline . « FAST
9 (Primary Efficacy Parameter) (Primary Efficacy Parameter) - Clinical Laboratory Tests
N=252 Placebo (n=126) and NINCDS-ADRDA P y
Total Memantine (n=126) « MMSE 3-14 .GDS + ECGs
« Physical and
- GDS 5-6 LOCF at Endpoint 0Cat Week 28 LOCF at Endpoint 0Cat Week 28 LOCF at Endpoint 0Cat Week 28 N y5|c|a an | Examinati
Outpatients 10mgBID eurological Examinations
- FAST > 6a
AATSAEIAFSEI CEEIIEED | ol PBO MEM PBO MEM PBO MEM PBO MEM PBO MEM PBO MEM
« > 50 years of age
Memantine (n=175)
10 mg BID -5.1 -3.0 -5.9 -2.5 -9.8 3.9 -10.2 4.5 473 4.48 4.74 438
p-value =0.022 p-value = 0.003 p-value <0.001 p-value = 0.002 p-value = 0.064 p-value = 0.025
+ AEs
. 24-week Moderate to severe AD - BGP
MD-02 . o ADCS-ADL,: Mean Change from Baseline SIB: Mean Change from Baseline - Vital Signs
Dl e e (Prir1nary Efficacy Parameter) (Primary Efficacy Parameter) SIC D ~FAST -
N =404 Placebo (n=201) NINCDS-ADRDA NPl « Clinical Laboratory Tests
Total Memantine (n=203) « MMSE 5-14 - ECGs
' + > 50 years of age LOCF at Endpoint 0C at Week 24 LOCF at Endpoint 0C at Week 24 LOCF at Endpoint 0C at Week 24 DU
Outpatients 10mg BID - Ongoing daily donepezil therapy
for > 6 months prior to trial
el el gty PBO MEM PBO MEM PBO MEM PBO MEM PBO MEM PBO MEM
for the past 3 months
3.2 -1.8 -3.0 -1.5 -23 1.1 -2.1 1.2 4.66 441 4.64 438
p-value =0.028 p-value = 0.020 p-value < 0.001 p-value <0.001 p-value = 0.027 p-value =0.028
. « AEs
12-week Severe dementia (AD and VaD 2 . @2
9403 Diaanosis di .( ) : BGPq('are Dipendenc);: BGP-Coanitive: Chanae from Baseli CGI-C: Mean Score - Vital Signs
- Diagnosis criteria: DSM-III-R Mean Change from Baseline ognitive: Mean Change from Baseline (Primary Efficacy Parameter) «G2-C
N =166 Placebo (n=84) « MMSE <10 (Primary Efficacy Parameter) y y .« CGI-S + Clinical Laboratory Tests
Total Memantine (n=82) . GDS 5-7 . CGl-Benefit/Risk Index « Physical Examinations
. (GI-S 5-7 . . . - 1ADL « Global Tolerability Assessments
Nursing H 10 D _ LOCF at Endpoint 0Cat Week 12 LOCF at Endpoint 0Cat Week 12 LOCF at Endpoint 0Cat Week 12
ursing riome mgQ « HIS < 4 for AD Patients
Fatients - 60-80 years of age
PBO MEM PBO MEM PBO MEM PBO MEM PBO MEM PBO MEM
33 53 35 -5.6 -1.1 -1.9 -1.2 -19 35 3.1 35 3.0
p-value =0.012 p-value =0.010 p-value =0.001 p-value = 0.001 p-value <0.001 p-value <0.001
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Clinical Efficacy and Safety

Efficacy

Core Double-Blind, Placebo-Controlled

Dementia Trials

Key Trials Supportive VaD Trials
] |—|—|
I I ]
Trial 9605 Trial MD-02 Trial 9403 Trial 9202 Trial 9408
Probable AD Probable AD Dementia (AD/VaD) Vascular Dementia Vascular Dementia
Moderate to severe Moderate to severe Severe . gy . §
i i 83 WS 10 Midigmedane || Midigmodee
28 weeks 24 weeks 12 weeks 28 weeks 28 weeks
10 mg BID 10 mg BID 10 mg QD 10 mg BID 10 mg BID
Memantine N=126 Memantine N=203 Memantine N=82 . .
_ _ —. Memantine N=295 Memantine N=165
Placebo N=126 Placebo N=201 Placebo N=84 Placebo N=286 Placebo N=156

v

Open-label
Extension
Trial 9605

24 Weeks
10mg BID

Memantine N=175

Total Safety Population

Safety

Core Clinical Safety Trials
(Dementia and Peripheral
Neuropathy)

Complete safety information
available in an electronic database

Memantine N=1748
Placebo N=1071

Additional Clinical Trials
Only adverse events believed
to be related to study drug
collected

Memantine N=549
Baclofen N=12
Placebo N=173

Clinical Pharmacology Trials

Memantine N=487
Placebo N=44

Placebo-Controlled
Trials in Dementia

Memantine N=940
Placebo N=922

Placebo-Controlled
Trials in Peripheral
Neuropathy
Memantine N=391
Placebo N=149

Open-Label Extensions
of Placebo-Controlled
Trials in Dementia*

Memantine N=417/856**

~J

* All patients in open-label extensions
completed the placebo-controlled trials
in dementia

** Total number of patients first exposed
to memantine in open-label extension
trials/total number of patients exposed
to memantine in open-label extension
trials

Other Clinical Experience
Other completed patient trials
with limited safety information

Memantine N~3750
Placebo/Other N~500

Ongoing Trials
Memantinet N~3412
Placebo N~1597

Testimated patients with
i first time exposure to memantine |

Core Safety Trials
Trial Pla(he)bo Menz;r;tine
Core Double-Blind, Placebo-Controlled Dementia Trials
Key Trials
9605 —AD (US) 126 126
MD-02 - AD (US) 201 202
9403 — AD/VaD (EU) 84 82
Supportive Trials
9202 - VaD (EV) 286 295
9408 —VaD (EU) 156 165
Other Dementia Trials 69 70
Subtotal Placebo-Controlled Trials in Dementia 922 940
Core Double-blind, Placebo-Controlled Neuropathy Trials
Subtotal Placebo-Controlled Trials in Neuropathy 149 391
Subtotal Placebo-Controlled Trials 1071 1331
Core Open-Label Extension (OLEX) Dementia Trials
Subtotal Core Open-Label Extension Dementia Trials 0 417/856*
GRAND TOTAL 1071 1748 **

* Number of patients first exposed to memantine in open-label trial/total

number of patients exposed to memantine in open-label trial.

**Unique patients exposed to memantine in Core trials.




