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Criteria for Evaluation: 
Efficacy:  UHDRS TFC and UHDRS Total Motor score.  Analysis population:  Modified Intent-to-Treat (ITT) 
Population, defined as patients who had at least 1 scheduled DIM20 assessment after randomization for an HD 
progression outcome measure. 

Safety:  Adverse events, vital signs, Columbia Suicide Severity Rating Scale, brief physical examinations, 
clinical laboratory testing, and ECGs.  Analysis population:  Safety Population, defined as all patients who 
received at least 1 dose of dimebon. 

Statistical Methods:  The clinical database was locked 01 August 2011.  Descriptive statistics were used to 
summarize all safety parameters for the safety population.   

Adverse events were coded to preferred term, higher level term, and system organ class using the Medical 
Dictionary for Regulatory Activities (MedDRA) version 11.0.  The number and percentage of patients with 
adverse events are presented by MedDRA system organ class and preferred term.   

The last assessment of safety data before initiation of dimebon served as the baseline reference for subsequent 
DIM20EXT assessments.  Thus, the baseline reference was the week 26 visit for patients randomly assigned to 
placebo in DIM20, and the baseline reference was the initial visit in DIM20 for patients randomly assigned to 
dimebon. 

Laboratory values were classified as less than the lower limit of reference range, within reference range limits, 
and above the upper limit of reference range.  Laboratory shift tables display baseline results to each subsequent 
visit, and mean change from baseline to each visit was computed.  The percentage of patients with clinically 
significant abnormal ECG findings was summarized by study visit.   

Medications were coded using the World Health Organization Drug Dictionary version March 2007 with 
preferred name and therapeutic use.  Each subject was counted once per class and once per preferred name 
within each medication summary. 

Long-term progression of HD in DIM20EXT was to be compared between DIM20 dimebon and placebo 
treatment groups by evaluating change from screening value for UHDRS TFC or baseline value for UHDRS 
Total Motor score in DIM20 for each DIM20 or DIM20EXT assessment after baseline.  Analysis of covariance 
(ANCOVA) was to include DIM20 treatment group, concomitant use of tetrabenazine (an antichorea therapy 
not prohibited in DIM20EXT, and a stratification factor at randomization in DIM20), and baseline value as 
effects in the model. 

Summary and Overall Conclusions:  
Efficacy Results: 

Due to the early termination of the study, efficacy endpoints were not evaluated. 

Safety Results: 

The safety population included 362 patients who were enrolled in DIM20.  No patient completed the extension 
study.  The primary reason for early discontinuation was sponsor decision (study termination):  332 patients, 
91.7%.  Other reasons for early discontinuation were adverse event (20 patients, 5.5%), withdrawal of consent 
(9 patients, 2.5%), and lost to follow-up (1 patient, 0.3%).   

Demographic analysis was not performed for the 362 patients in DIM20EXT.  Demographic information for the 
403 patients enrolled in DIM20 is as follows:  The study population was predominantly White (95.3%) and 
non-Hispanic (95.3%) with a mean age of 51.9 (± 10.0) years, a mean body mass index of 24.9 (± 4.7) kg/m2, 
a mean MMSE score of 22.3 (± 2.9), and a mean UHDRS TFC score of 7.5 (± 2.0).  Approximately half of the 
patients in DIM20 were female (52.4%).  All patients randomly assigned to treatment in DIM20 had a 
documented clinical diagnosis of HD at Screening.  The mean allele 1 CAG repeat length was 44.1 (± 3.2) and 
the mean allele 2 CAG repeat length was 18.4 (± 3.5).  The mean number of years since the onset of HD 
symptoms was 5.5 (± 3.6) years.  

The median duration of treatment in DIM20EXT was 19.0 weeks (range, 1.0-62.0 weeks).  The mean (standard 
deviation [SD]) duration of treatment was 21.8 (10.96) weeks.  

Overall, 210 of 362 patients (58.0%) experienced at least 1 adverse event during the extension study.  Adverse 
events occurring in ≥ 2% of patients were fall (12.7%), chorea (3.6%), urinary tract infection (3.3%), 
depression, diarrhea, insomnia, and nasopharyngitis (each 3.0%), upper respiratory tract infection (2.8%), and 
irritability (2.5%).  Sixteen patients (4.4%) experienced at least 1 serious adverse event.  Two patients (0.6%) 
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experienced serious chorea.  All other serious adverse events were unique including acute myocardial 
infarction, arthralgia, atrial fibrillation, benign breast neoplasm, lymph gland biopsy, infectious enteritis, fall, 
foot fracture, viral gastroenteritis, brain nuclear magnetic resonance imaging abnormal, aspiration pneumonia, 
post-procedural drainage, road traffic accident, suicidal ideation, syncope, thoracic vertebral fracture, uterine 
dilation and curettage, and wrist fracture.  Three patients (0.8%) had adverse events leading to death:  infectious 
enteritis, aspiration pneumonia, and road traffic accident (1 patient each).  Eighteen patients (5.0%) experienced 
1 or more adverse event leading to permanent discontinuation of study drug; dizziness, agitation, and fall were 
reported in 2 patients each.  All other adverse events leading to discontinuation of study drug were unique.  
Relationship of adverse events to study drug and severity of adverse events were not summarized. 

Five of 353 patients (1.38%) had a ≥ 2-grade shift from baseline in one or more hematology parameter:  
absolute lymphocytes (3 patients, 0.83%), absolute neutrophils (2 patients, 0.55%), and white blood cells 
(2 patients, 0.55%).  Five of 353 patients (1.38%) had a ≥ 2-grade shift from baseline in one or more chemistry 
parameter:  glucose (2 patients, 0.55%), potassium (2 patients, 0.55%), and creatinine (1 patient, 0.28%). 

A total of 72 of 362 patients (19.9%) had an abnormal ECG result during the study.  Data for vital signs, 
physical examination findings, and Columbia Suicide Severity Rating Scale results were not summarized. 

Conclusions: 

• Dimebon 20 mg TID was generally well tolerated in patients with mild-to-moderate HD.

• Due to the early termination of the study, efficacy endpoints were not evaluated.

Date of Report:  23 JUL 2012 




