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Question 
 

“In adults with a behavioural variant (particularly Progressive non fluent aphasia (PNFA), semantic 

dementia (SD), logopenic dementia) frontotemporal dementia (FTDbv) how effective are 

cholinesterase inhibitors or memantine, in achieving improved patient outcomes?” 

 

 

Clarification of question using PICO structure  

 

Patients:  Adults with a FTDbv (particularly Progressive non fluent aphasia (PNFA), semantic 

dementia (SD), logopenic dementia)  

Intervention:  Cholinesterase inhibitors or memantine 

Comparator:  Any comparison 

Outcome:  Any patient outcomes 
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Clinical and research implications 

 

Evidence on the effectiveness of cholinesterase inhibitors or memantine for the treatment of adults 
with a behavioural variant of frontotemporal dementia was very weak. Three very small, poor 
quality studies reported trends in favour of memantine or galantamine, compared to placebo, on a 
minority of reported outcome measures. No study reported a statistically significant treatment 
effect on any outcome measure. There is currently insufficient evidence to support the use of 
memantine or cholinesterase inhibitors in the specified population. As concluded by all of the study 
authors, their initial findings support the need for further, large scale randomised controlled trials. 
 

What does the evidence say? 
 
Number of included studies/reviews (number of participants) 

We identified three small randomised controlled trials (RCTs), two parallel group trials1,3 and one 

crossover trial,2 which reported data relevant to this evidence summary. The crossover trial was a 

very small pilot study, which was reported in limited detail as a ‘letter to the editor’. Two studies 

were placebo controlled trials of memantine,2,3 and the remaining study compared galantamine to 

placebo.1 One study was conducted in patients with behavioural variant frontotemporal dementia 

(FTD-bv),3 one study was conducted in patients with primary progressive aphasia (PPA),2 and the 

remaining study was conducted in a mixed population (FTD-bv or PPA).1 Studies reported a variety of 

outcomes, including measures of cognitive function, behavioural symptoms, symptoms of aphasia 

and clinical global impression. 

 

Main Findings 

No study found a statistically significant treatment effect for any outcome measure. Trends in favour 

of memantine were observed on the Western Aphasia Battery total aphasia quotient (mean 

difference in change from baseline 4.29) for patients with PPA,2 and in Frontotemporal Behavioural 

Inventory score for patients with FTD-bv.3 In both cases the results were indicative of slower decline 

in the memantine group, rather than any improvement. Trends in favour of galantamine were 

observed for the Clinical Global Impression Severity (CGI-S) scale in patients with PPA or for a mixed 

group of patients with PPA or FTD-bv, a similar trend was observed for Western Aphasia Battery 

(WAB) in patients with PPA.1 

 

Authors Conclusions 

All authors concluded that the trend towards a positive treatment effect observed in their studies 
provided justification for further, large scale randomised controlled trials. 
 

Reliability of conclusions/Strength of evidence 
All three of the studies included in this summary were very small and reporting of study methods 

was generally poor.1,2,3 Studies had significant methodological weaknesses, particularly with respect 

to incomplete reporting of results and flawed analysis methods.1,2 However, none of the authors 

drew firm conclusions with respect to any treatment effects. The common conclusion that results 

showing a trend towards a positive treatment effect supported a need for further, large scale 

randomised controlled trials was appropriate.1,2,3 

  

What do guidelines say? 

 



 

 

UK clinical guidelines  do not make any recommendations in relation to this question.  The evidence 

included in this summary is not sufficient to support the development of clinical guidelines. 

 

Date question received:  25/04/2014 

Date searches conducted:  30/04/2014 

Date answer completed:  19/05/2014 
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Results 

Randomised controlled trials 

 

Author 

(year) 

Inclusion criteria Number of 

participants 

Summary of results Risk of bias 

Kertesz 

(2008) 

Participants: 

Outpatients aged 30 to 80 years, with 

documented Primary Progressive Aphasia 

(Mesulam’s criteria) ≥1 year duration, of 

predominantly aphasic symptoms at onset 

and when first seen, or predominantly 

FTD-bv (Neary et al’s criteria).  Also 

confirmed by MRI or CT scan within the 

last year. Participants were required to 

score >5 on the Mini-Mental State 

Examination (MMSE), be able to complete 

neuropsychometric tests, have a 

responsible caregiver involved, have 

opportunity to perform activities of daily 

living and have signed an informed 

consent form (subject and caregiver). 

Exclusion criteria: neurodegenerative 

disorders (Alzheimer’s or Parkinson’s 

Disease); traumatic brain injury; 

cerebrovascular disease; hypoxic cerebral 

damage; vitamin deficiency; infection; 

cerebral neoplasia; uncontrolled epilepsy; 

clinically significant psychiatric, 

n = 36 (18 in 

each group) 

This study aimed to assess the efficacy and safety of 

galantamine for the treatment of people with frontotemporal 

dementia and primary progressive aphasia. 

 

The study comprised an 18 week open label galantamine 

treatment phase, followed by an 8 week randomised, 

placebo-controlled withdrawal phase. 

 

Baseline demographic and disease state characteristics were 

similar in the two groups. The mean age of study participants 

was 63.3 ± 8.7 years and 62% were male. The mean baseline 

MMSE score of study participants was 19.0 ± 7.1 and the 

mean modified Hachinski score was 0.5 ± 0.7; 44% of 

participants had a diagnosis of FTD-bv, and 56% had a 

diagnosis of PPA. 

 

There were no statistically significant differences between 

galantamine and placebo for any of the outcome measures 

reported. Trends in favour of galantamine were reported for 

CGI-S in the all participants and in the PPA subgroup, and for 

WAB total scores in the PPA subgroup.  

 

Randomisation 

was conducted 

by the 

sponsor, using 

a computer-

generated 

code. No 

details of 

allocation 

concealment 

were 

provided. 

 

The study was 

described as 

‘double blind’, 

but no further 

details were 

reported. 

 

All participants 

who received 

medication 



 

 

cardiovascular, renal, pulmonary, 

metabolic or endocrine disease;  history of 

alcohol or drug abuse; treatment with 

agents for dementia or other cognitive 

impairment. 

Intervention: 

Galantamine 8 mg daily for the first 4 

weeks of the open label phase and 16 to 

24 mg for the remainder of the study.  

Comparison:  

Placebo 

Outcomes:  

Primary outcome measures: Frontal 

Behavioral Inventory (FBI); Aphasia 

Quotient (AQ) of the Western Aphasia 

Battery (WAB); Clinical Global Impressions 

of Improvement (CGI-I) and Severity (CGI-

S). 

Secondary outcome measures: Mini 

Mental State Examination (MMSE); Mattis 

Dementia Rating Scale; Frontal 

Assessment Battery; Neuropsychiatric 

Inventory; Alzheimer’s Disease 

Cooperative Study – Activities of Daily 

Living Scale;  subscales of the WAB and the 

FBI for the same time periods as the 

primary outcome assessments. 

 

 

and at least 

one post-

randomisation 

assessment 

were included 

in the 

analyses. 

 

Results were 

not fully 

reported for 

all specified 

outcome 

measures. 

 

 

Johnson 

(2010) 

Population: 

People with mild-to moderate primary 

n = 18 

(crossover 

No clear research objective was stated. 

 

The study was 

described as a 



 

 

progressive aphasia (PPA). 

Intervention: 

Memantine 5 mg daily for the first week, 

titrating up by 5mg memantine per day 

every week over the next 3 weeks to 

target dose of 20mg per day. 

Comparison: 

Placebo 

Outcome:  

Language, behaviour, and activities of daily 

living (measures not specified) at six 

months. 

trial) The trial was a small pilot study, described as a double blind 

randomised crossover study, and reported in limited detail as 

a ‘letter to the editor’. A six week washout phase (4 weeks of 

reducing memantine by 5mg/d/wk and 2 weeks of no 

medication) was included. 

 

Participants had a mean Western Aphasia Battery aphasia 

quotient of 72.4. Nine participants did not complete the 

study. 

 

There was a trend (not statistically significant) towards a 

smaller decline on the Western Aphasia Battery total aphasia 

quotient with memantine group (−2.13) compared to placebo 

(−6.42); the mean difference in change was 4.29. No 

measures of variance were reported. 

randomised, 

double blind 

crossover trial, 

but no details 

of 

randomisation 

or allocation 

concealment 

were 

reported. 

 

No further 

details of 

blinding were 

reported. 

 

It was unclear 

whether 

outcomes 

were assessed 

blind to 

treatment. 

 

It was not 

clear whether 

all participants 

were included 

in the analysis 

(50% of 



 

 

participants 

did not 

complete the 

study. 

 

Outcome 

measures 

were not 

clearly 

specified and 

results were 

only reported 

for the 

Western 

Aphasia 

Battery. 

Vercelletto 

et al. 

(2011) 

Participants: 

Ambulatory patients aged 45-75 years who 

met Neary’s criteria for behavioural 

variant frontotemporal dementia (evolving 

for at least one year) and had an MMSE 

score of ≥19, Frontotemporal Behavioural 

Scale score ˃3, and Montogomery 

Depression Assessment Rating Scale ˂20.  

Patients with the tvFTD (semantic 

dementia or progressive non-fluent 

aphasia) or motoneuron disease 

involvement and patients treated with an 

acetylcholinesterase inhibitor were 

n=49 (n=23 

memantine, 

n=26 

placebo) 

This study aimed to assess the efficacy and tolerability of one 

year treatment with memantine for behavioural variant 

frontotemporal dementia. 

 

There were no apparent differences between the groups, at 

baseline, in age, gender distribution, level of education, or 

measures of cognitive and behavioural function. The mean 

age of study participants was 65.6 years and mean MMSE 

score was 25.0 (range 19–30). 

 

There were no statistically significant differences in CIBIC-

Plus between the memantine and placebo groups at one 

year. There were no statistically significant differences 

Randomisation 

used a list of 

random 

numbers. 

 

Mementine 

and placebo 

were 

identically 

packaged to 

ensure 

blinding of 

participants 



 

 

excluded. 

Intervention: 

Memantine 10mg (bid) 

Comparator: 

Placebo 

Outcomes: 

Global change (CIBIC-Plus), behaviour (NPI, 

FBI, MDRS, DAD, ZBI) 

between memantine and placebo, at one year compared to 

baseline, on either total NPI score or total FBI score. There 

was no significant interaction between time and treatment 

group for total NPI score, but the mean FBI score increased 

more rapidly in the placebo group than in the memantine 

group (p=0.0417). No data were reported for the individual 

items of the two scores. 

and personnel 

throughout 

the study. 

 

Outcome 

assessments 

were 

conducted 

blind to other 

aspects of the 

trail and to 

other outcome 

measure. 

 

All 

effectiveness 

analyses were 

conducted on 

an intention-

to-treat basis. 

 

Results were 

reported for 

all specified 

outcome 

measures. 

 

 



 

 

Risk of Bias 

 

Randomised controlled trials 

 
Study RISK OF BIAS 

Random 

allocation 

Allocation 

concealment 

Blinding of 

participants and 

personnel 

Blinding of 

outcome 

assessment 

Incomplete 

outcome data 

Selective 

Reporting 

Kertesz (2008)    ?    ?   
Johnson 

(2010)   ?   ?  ?   
Vercelletto et 

al.(2011)   ?   ?     

 

Low Risk High Risk   ? Unclear Risk  

 

 



 

 

Search Details 

Source Search Strategy Number 

of hits 

Relevant evidence 

identified 

SRs and Guidelines 

NICE Progressive non fluent aphasia OR semantic 

dementia OR logopenic dementia OR Primary 

Progressive Aphasia 

15 0 

DARE   1 (dement*) IN DARE 550 Delete  

 2 (pnfa) IN DARE 0 Delete  

 3 (non-fluent adj2 aphasia) IN DARE 1 Delete  

 4 ((non adj2 fluent) adj2 aphasia) IN DARE 1 

Delete  

 5 MeSH DESCRIPTOR Frontotemporal Dementia 

EXPLODE ALL TREES 3 Delete  

 6 MeSH DESCRIPTOR Aphasia EXPLODE ALL 

TREES 18 Delete  

 7 (donepezil OR E2020 OR aricept) IN DARE 60 

Delete  

 8 (galanthamin* OR galantamin*) IN DARE 42 

Delete  

 9 (reminyl) IN DARE 4 Delete  

 10 (rivastigmine) IN DARE 40 Delete  

 11 (exelon) IN DARE 4 Delete  

 12 ((ENA adj2 713) OR ENA-713) IN DARE 3 

Delete  

 13 (cholinesterase*) IN DARE 96 Delete  

 14 MeSH DESCRIPTOR Cholinesterase Inhibitors 

EXPLODE ALL TREES 92 Delete  

 15 MeSH DESCRIPTOR Acetylcholinesterase 

EXPLODE ALL TREES 1 Delete  

21 0 



 

 

 16 MeSH DESCRIPTOR Galantamine EXPLODE 

ALL TREES 27 Delete  

 17 (memantine) IN DARE 39 Delete  

 18 MeSH DESCRIPTOR Memantine EXPLODE 

ALL TREES 46 Delete  

 19 (ebixa) IN DARE 0 Delete  

 20 #1 OR #2 OR #3 OR #4 OR #5 OR #6 569 

Delete  

 21 #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR 

#13 OR #14 OR #15 OR #16 OR #17 OR #18 OR 

#19 187 Delete  

 22 #20 AND #21 

Primary studies 

CENTRAL #1 MeSH descriptor: [Aphasia] explode all trees
 175 
#2 MeSH descriptor: [Frontotemporal Dementia] 
explode all trees 9 
#3 "semantic dementia"  19 
#4 "Logopenic progressive aphasia"  0 
#5 logopenic  0 
#6 "Progressive nonfluent aphasia"  3 
#7 "Primary progressive aphasia"  9 
#8 #1 or #2 or #3 or #6 or #7  206 
#9 MeSH descriptor: [Cholinesterase Inhibitors] 
explode all trees 845 
#10 MeSH descriptor: [Memantine] explode all trees
 208 
#11 #9 or #10  1012 
#12 #8 and #11  6 
Central only 6 

6 3 

PsycINFO 1. PsycINFO; "progressive non fluent 

aphasia".ti,ab; 83 results.  

2. PsycINFO; APHASIA/; 7619 results.  

3. PsycINFO; SEMANTIC DEMENTIA/; 865 results.  

14  



 

 

4. PsycINFO; "logopenic dementia".ti,ab; 0 results.  

5. PsycINFO; logopenic.ti,ab; 114 results.  

6. PsycINFO; "Logopenic progressive 

aphasia".ti,ab; 19 results.  

7. PsycINFO; 1 OR 2 OR 3 OR 4 OR 5 OR 6; 8428 

results.  

8. PsycINFO; exp CHOLINESTERASE 

INHIBITORS/; 2225 results.  

9. PsycINFO; memantine.ti,ab; 927 results.  

10. PsycINFO; 8 OR 9; 3062 results.  

11. PsycINFO; 7 AND 10; 14 results. 

Embase 12. EMBASE; "progressive non fluent 

aphasia".ti,ab; 191 results.  

13. EMBASE; APHASIA/; 14795 results.  

14. EMBASE; SEMANTIC DEMENTIA/; 753 

results.  

15. EMBASE; "logopenic dementia".ti,ab; 0 results.  

16. EMBASE; logopenic.ti,ab; 261 results.  

17. EMBASE; "Logopenic progressive 

aphasia".ti,ab; 50 results.  

18. EMBASE; 12 OR 13 OR 14 OR 15 OR 16 OR 

17; 15607 results.  

19. EMBASE; exp CHOLINESTERASE 

INHIBITORS/; 64831 results.  

20. EMBASE; memantine.ti,ab; 3076 results.  

21. EMBASE; 19 OR 20; 66768 results.  

22. EMBASE; 18 AND 21; 193 results.  

23. EMBASE; random*.ti,ab; 861227 results.  

24. EMBASE; factorial*.ti,ab; 22463 results.  

25. EMBASE; (crossover* OR cross-over*).ti,ab; 

67591 results.  

31  



 

 

26. EMBASE; placebo*.ti,ab; 194687 results.  

27. EMBASE; (doubl* ADJ blind*).ti,ab; 138881 

results.  

28. EMBASE; (singl* ADJ blind*).ti,ab; 14034 

results.  

29. EMBASE; assign*.ti,ab; 233074 results.  

30. EMBASE; allocat*.ti,ab; 81424 results.  

31. EMBASE; volunteer*.ti,ab; 172583 results.  

32. EMBASE; CROSSOVER PROCEDURE/; 

38578 results.  

33. EMBASE; DOUBLE BLIND PROCEDURE/; 

112709 results.  

34. EMBASE; RANDOMIZED CONTROLLED 

TRIAL/; 339988 results.  

35. EMBASE; SINGLE BLIND PROCEDURE/; 

18122 results.  

36. EMBASE; 23 OR 24 OR 25 OR 26 OR 27 OR 

28 OR 29 OR 30 OR 31 OR 32 OR 33 OR 34 OR 

35; 1377920 results.  

37. EMBASE; 22 AND 36; 31 results. 

Medline 12. MEDLINE; "progressive non fluent 
aphasia".ti,ab; 119 results.  
13. MEDLINE; APHASIA/; 8379 results.  
14. MEDLINE; SEMANTIC DEMENTIA/; 936 
results.  
15. MEDLINE; "logopenic dementia".ti,ab; 0 results.  
16. MEDLINE; logopenic.ti,ab; 168 results.  
17. MEDLINE; "Logopenic progressive 
aphasia".ti,ab; 31 results.  
18. MEDLINE; 12 OR 13 OR 14 OR 15 OR 16 OR 
17; 9516 results.  
19. MEDLINE; exp CHOLINESTERASE 

21  



 

 

INHIBITORS/; 41598 results.  
20. MEDLINE; memantine.ti,ab; 2132 results.  
21. MEDLINE; 19 OR 20; 43378 results.  
22. MEDLINE; 18 AND 21; 22 results.  
23. MEDLINE; "randomized controlled trial".pt; 
371681 results.  
24. MEDLINE; "controlled clinical trial".pt; 88214 
results.  
25. MEDLINE; randomized.ab; 291517 results.  
26. MEDLINE; placebo.ab; 153153 results.  
27. MEDLINE; "drug therapy".fs; 1690846 results.  
28. MEDLINE; randomly.ab; 211352 results.  
29. MEDLINE; trial.ab; 302552 results.  
30. MEDLINE; groups.ab; 1346337 results.  
31. MEDLINE; 23 OR 24 OR 25 OR 26 OR 27 OR 
28 OR 29 OR 30; 3319478 results.  
32. MEDLINE; 22 AND 31; 21 results. 

Summary NA NA  

 



 

 

Disclaimer 

BEST in MH answers to clinical questions are for information purposes only. BEST in MH does not make recommendations. 

Individual health care providers are responsible for assessing the applicability of BEST in MH answers to their clinical practice. BEST 

in MH is not responsible or liable for, directly or indirectly, any form of damage resulting from the use/misuse of information 

contained in or implied by these documents. Links to other sites are provided for information purposes only. BEST in MH cannot 

accept responsibility for the content of linked sites. 
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