
56  Levine SZ, et al. Evid Based Ment Health 2021;24:56–61. doi:10.1136/ebmental-2020-300184

Old age psychiatry

Original research

Linking the Mini- Mental State Examination, the 
Alzheimer’s Disease Assessment Scale–Cognitive 
Subscale and the Severe Impairment Battery: 
evidence from individual participant data from five 
randomised clinical trials of donepezil
stephen Z levine    ,1 Kazufumi Yoshida    ,2 Yair goldberg    ,3 
Myrto samara    ,4,5 andrea cipriani    ,6 Orestis efthimiou    ,7 
Takeshi iwatsubo    ,8 stefan leucht    ,4 Toshi a Furukawa    2

To cite: levine sZ, Yoshida K, 
goldberg Y, et al. Evid Based 
Ment Health 2021;24:56–61.

 ► additional material is 
published online only. To view, 
please visit the journal online 
(http:// dx. doi. org/ 10. 1136/ 
ebmental- 2020- 300184).

For numbered affiliations see 
end of article.

Correspondence to
Professor stephen Z levine, 
University of haifa, haifa 
31905, israel;  slevine@ univ. 
haifa. ac. il

sZl and KY are joint first 
authors.

received 10 august 2020
revised 2 september 2020
accepted 6 september 2020
Published Online First 
6 October 2020

© author(s) (or their 
employer(s)) 2021. no 
commercial re- use. see rights 
and permissions. Published 
by BMJ.

AbsTrACT
background The Mini- Mental state examination 
(MMse), the alzheimer’s Disease assessment scale–
cognitive subscale (aDas- cog) and the severe 
impairment Battery (siB) are widely used rating scales to 
assess cognition in alzheimer’s disease.
Objective To understand the correspondence between 
these rating scales, we aimed to examine the linkage 
of MMse with the aDas- cog and siB total and change 
scores.
Methods We used individual- level data on 
participants with alzheimer’s disease (n=2925) from 
five pivotal clinical trials of donepezil. Data were 
collected at baseline and scheduled visits for up to 6 
months. We used equipercentile linking to identify the 
correspondence between simultaneous measurements of 
MMse with aDas- cog, and siB total and change ratings.
Findings spearman’s correlation coefficients were of 
strong magnitude between the MMse total score and 
the aDas- cog (rs from −0.82 to −0.87; p<0.05) and 
siB total scores (rs from 0.70 to 0.75; p<0.05). Weaker 
correlations between the change scores were observed 
between the MMse change score and the aDas- cog 
(week 1: r=−0.11, p=0.18; rs thereafter: −0.28 to 
−0.45; p<0.05) and siB change scores (rs from 0.31 to 
0.44; p<0.05). linking suggested that the MMse total 
scores were sensitive to moderate and severe cognitive 
impairment levels. Despite weak to moderate correlations 
for the change scores, moderate change levels linked 
well, indicating ceiling and floor effects.
Conclusions The current results can be used in meta- 
analyses, data harmonisation and may contribute to 
increasing statistical power when pooling data from 
multiple sources.
Clinical implications The current study results help 
clinicians to understand these cognitive rating scale 
scores.

bACkgrOund
Alzheimer’s disease is a chronic neurodegenera-
tive disease characterised by the progressive dete-
rioration of neurons and atrophy of brain tissue.1 

Onset is insidious and gradual, with initial cognitive 
impairment in short- term memory and with disease 
progression spreads to multiple cognitive domains 
(e.g., executive functions, attention, language) 
become impaired.2 To assess the extent of cognitive 
impairment, various rating scales have been devel-
oped to evaluate cognitive functioning in research 
and clinical settings at different stages of the disease.

The most widely used cognitive rating scale is the 
Mini- Mental State Examination (MMSE), which 
was designed to screen for cognitive impairment in 
under 10 minutes. However, the MMSE lacks sensi-
tivity to distinguish severe levels of impairment. 
Subsequently, the Alzheimer’s Disease Assessment 
Scale–Cognitive Subscale (ADAS- Cog) was devel-
oped as a comprehensive assessment of the extent 
of cognitive dysfunction in Alzheimer’s disease.3 
Despite an administration time of approximately 
40 minutes, it has become the gold standard to 
assess the efficacy of antidementia treatments in 
clinical trials.4 For instance, a 4- point difference 
between the treatment and the placebo groups 
is considered clinically relevant,5 at least in most 
Alzheimer’s disease trials where symptomatology 
is moderate.6 For populations in the advanced 
stages of the illness, the Severe Impairment Battery 
(SIB) was developed to address the cognitive and 
behavioural characteristics of severe dementia.7 It 
has an administration time of around 30 minutes. 
There are design trade- offs between these scales, 
including administration time, and ceiling and floor 
effects (i.e., scales that measure the most severe 
cases lack sensitivity to differentiate moderate cases 
and vice versa).

Nonetheless, being able to convert between 
scale scores is often desirable, even a requirement. 
Research has demonstrated conversions between 
rating scales in schizophrenia,8 depression,9 panic 
disorder10 and Alzheimer’s disease.11 12 Prior 
studies linking rating scales in Alzheimer’s disease 
have been informative but are restricted to cross- 
sectional information, do not link change scores, do 
not link MMSE and SIB scores and do not consider 
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learning effects from the first measure administered to the 
second. Nonetheless, there are benefits to converting measures.12 
First, most clinicians are probably used to the MMSE, therefore 
an explanation as to what scores the other rating scales (e.g., the 
SIB mean will be useful. Second, in meta- analyses two different 
rating scales often need to be transformed into a single common 
metric. Third, healthcare maintenance organisations frequently 
have information on different rating scales that could be 
harmonised for a single statistical analysis. Fourth, datasets with 
different scale ratings can be pooled to increase statistical power.

ObjeCTive
In the current study, we aim to link the MMSE to the SIB and 
the ADAS- Cog based on five clinical trials of Alzheimer’s disease.

study selection and analysis
We obtained access to the individual- level participant data of 
all randomised controlled double- blinded trials of donepezil 
conducted by Eisai Co in which two or more of the cognitive 
scales of interest were administered simultaneously. Data access 
was provided following the submission of an a priori analytic 
plan and analysed via a secure internet cloud- based platform 
(http://www. clin ical stud ydat arequest. com). We included trials in 
which patients with Alzheimer’s disease were assessed with at 
least two of MMSE,13 the SIB14 15 and/or the ADAS-Cog.3

Measures
The following three measures were administered in the trials.

Mini-Mental State Examination
The MMSE is comprised of 20 items and takes between 5 and 
10 min to administer. It consists of components of cognitive 
functioning (e.g., time- space orientation, short- term memory, 
attention, language and construction) that constitute a single 
underlying entity of cognitive functioning.13 MMSE total scores 
range from 0 to 30, with lower scores representing a worse 
cognitive deficit.

Alzheimer’s Disease Assessment Scale–Cognitive Subscale
The ADAS- Cog is a neuropsychological index of the severity of 
the cognitive symptoms of dementia.4 It is comprised of 11 tasks 
(word recall, word recognition, constructional praxis, orienta-
tion, naming objects and fingers, commands, ideational praxis, 
remembering test instruction, spoken language, word- finding, 
comprehension) that include both participant- completed and 

observer- based assessments. ADAS- Cog total scores range from 0 
to 70, with higher scores representing a greater cognitive deficit.

The Severe Impairment Battery
The SIB consists of 40 one- step questions and commands, 
with a scale score of 100 points and nine aspects of cognitive 
functioning (social interaction, memory, orientation, language, 
attention, praxis, visuospatial ability, construction, orienting to 
name). SIB total scores may range from 0 to 100, with higher 
scores representing a lesser cognitive deficit.14

The MMSE was administered in every trial. In contrast, the 
ADAS- Cog and SIB assessments did not coincide in the same trial 
or week (table 1). Across the trials, the MMSE was administered 
before the ADAS- Cog and SIB, except at week 24 in one trial.16

statistical analysis
At step one of the analysis, we presented the trial characteristics 
and demographics. At step two, we conducted linking of each 
available pair of ratings assessed at the same week (between the 
MMSE with the ADAS- Cog and then the MMSE with the SIB) 
with one exception. One trial16 had screening rather than base-
line SIB assessments (conducted within the 28±7 days before 
drug administration, median 22 days). Therefore, it so was used 
as a baseline appraisal to maximise the sample size and because 
there was no alternative treatment for Alzheimer’s disease when 
the trials were conducted.

We computed Spearman’s correlation coefficients and equi-
percentile linking. Although there are no agreed thresholds 
to interpret Spearman’s correlation coefficient values, we 
follow prior guidelines and interpret the magnitude as weak 
(0.10–0.39), moderate (0.40–0.69) and strong (0.70–0.89).17 
We computed equipercentile linking to examine the extent to 
which it was possible to convert between the study measures at 
each time point. Prior studies of schizophrenia18 and depres-
sion9 19 have used equipercentile linking. Equipercentile linking 
is a statistical method to equate scores between two test scales. 
In short, the method ranks percentile scores between tests, and 
there is no independent or dependent variable. In this way, trans-
formations between test scores are ascertained.20 We analysed 
all trials collectively as a unique population rather than by trial 
to maximise the sample size and so attain robust linkage esti-
mates. Finally, we took the median value from the equipercen-
tile linking values across different measurement points to define 
the corresponding scores between the scales. We report cut- offs 
that link to mild (21-25), moderate (11-20), and severe (0-10) 

Table 1 Trial characteristics of the analytic dataset

Authors n sex Mean age (sd) Assessments available for linkage by visit Trial inclusion criteria

Rogers and Friedhoff29 156 Male: 63
Female: 93

71.9 (7.4) ADAS- Cog, MMSE
0, 1, 3, 6, 9, 12

MMSE: 10–26
CDR: 1 or 2

Rogers et al23 481 Male: 176
Female: 305

74.0 (7.6) ADAS- Cog, MMSE
0, 3, 6, 9, 12

MMSE: 10–26
CDR: 1 or 2

Rogers et al30 473 Male: 180
Female: 293

73.5 (7.2) ADAS- Cog, MMSE
0, 6, 12, 18, 24

MMSE: 10–26
CDR: 1 or 2

Black et al16 342 Male: 101
Female: 241

78.1 (7.6) MMSE: 0 to 24
SIB: −1, 8, 16, 24

MMSE: 1–12
Modified Hachinski Ischemic Score: 6 or less
Functional Assessment Staging: 6 or more

Farlow et al24 1444 Male: 539
Female: 905

74.2 (7.9) MMSE, SIB
0, 6, 12, 18, 24

MMSE: 0–20
SIB: 90 or less
Cornell Scale for Depression in Dementia score: under 12

Week −1 refers to the screening assessment that was 28±7 before the drug administration (mean 23.67 days).
ADAS- Cog, Alzheimer’s Disease Assessment Scale–Cognitive Subscale; CDR, Clinical Dementia Rating; MMSE, Mini- mental State Examination; SIB, Severe Impairment Battery.
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dementia on the MMSE.21 In this way, different scores become 
interchangeable and comparable. Equipercentile linking was 
computed using the equate library20 in R 3.6.2.22

sensitivity analysis
We conducted sensitivity analysis precisely as above, but without 
the trial by Rogers et al23 owing to 13 participants at one site, 
which violated the trial protocol.

Findings
Trial characteristics
We identified four randomised placebo- controlled clinical trials 
and one trial24 comparing random dose levels (of 10mg or 23mg 
of donepezil) cumulating in 2925 trial participants. Four partic-
ipants were removed owing to missing information following 
the screening phase in one trial,24 leaving 2921 trial participants 
with information in the dataset. Of the 2921 participants, 1110 
participants had MMSE and ADAS- Cog scores and 1786 had 
MMSE and SIB scores. Hence, the analytic dataset consisted of 
2896 trial participants (table 1). In addition, eight participants 
who contributed to the linkage between ADAS- Cog and MMSE 
total and one participant who contributed to the linkage between 
MMSE and SIB total did not contribute to change scores due 
to missing baseline assessments. The trial characteristics of the 
analytic dataset are summarised in table 1. There were 1059 
(36.6%) males and 1837 (63.4%) females, with a mean age (SD) 
of 74.4 (7.8) years. Total and change rating scale score descrip-
tive statistics are shown in table 2.

equipercentile linking
Spearman’s correlation coefficients between the MMSE and the 
ADAS- Cog total were statistically significant (p<0.05) and of 

large magnitude at all time points (r=−0.82 to −0.87; table 2). 
Equipercentile linking of the MMSE total scores with ADAS- Cog 
total scores was calculated. Across different time points, each 
10 point increase on the MMSE total score corresponded to 
a decrease of approximately 20 on the ADAS- Cog total score 
(see figure 1A and the conversion table: online supplemental 
eTable 1). In general, one MMSE point was equivalent to two 
ADAS- Cog points. Spearman’s correlation coefficient between 
the MMSE and the ADAS- Cog change scores was null at base-
line (r=−0.11), but was statistically significant (p<0.05) for the 
remaining weeks with weak to moderate magnitude (range from 
r=−0.28 to r=−0.45; p<0.05; table 2). These lower correla-
tions may partly reflect the inability of the MMSE change to 
capture severe cases of ADAS- Cog change. Equipercentile 
linking between the MMSE and the ADAS- Cog change scores 
showed slight fluctuations over time from −2 to 5 on the MMSE 
with floor and ceiling effects where change was under −3 and 
over 5 (see figure 1B and the conversion table: online supple-
mental eTable 2).

Spearman’s correlation coefficients between the MMSE and 
the SIB scores were of strong magnitude for the total scores 
(range r=0.70–0.75; p values <0.05; table 2) and a moderate 
magnitude for the change scores (range r=0.31–0.45; p values 
<0.05; table 2). Each point increase in the range 0–6 on the 
MMSE total score corresponded to an increment of approxi-
mately 8 on the SIB total score; for MMSE total scores ranging 
from 7 to 11 each point increase was linked to 4–5 point increases 
on the SIB score; and for MMSE total scores ranging from 12 
to 30, each point increase linked to 1–2 point increments on 
the SIB total (figure 2A, and conversion online supplemental 
eTable 3). Examination of the linkage between the MMSE and 
SIB total change scores showed consistent linkage over time for 

Table 2 Sample characteristics

visit MMse- AdAs- Cog total scores MMse- sib total scores

Week N MMSE ADAS- Cog r N MMSE SIB r

Baseline 1102 19.33 (4.73) 26.69 (11.16) −0.82 1785 12.01 (5.17) 72.68 (19.19) 0.70

Week 1 152 19.64 (5.34) 26.29 (10.88) −0.86

Week 3 597 20.06 (5.23) 24.57 (11.32) −0.84

Week 6 996 20.10 (5.39) 25.04 (11.38) −0.85 1225 13.53 (5.46) 76.41 (18.78) 0.72

Week 9 562 20.35 (5.62) 24.87 (11.17) −0.86

Week 12 961 20.17 (5.62) 25.40 (11.88) −0.86 1156 13.83 (5.72) 77.05 (18.78) 0.72

Week 18 381 19.45 (5.82) 26.31 (12.30) −0.86 1095 13.82 (5.76) 77.47 (19.22) 0.72

Week 24 380 19.09 (6.05) 26.73 (12.98) −0.87 1549 12.74 (6.16) 74.61 (21.60) 0.75

ADAS- Cog, Alzheimer’s Disease Assessment Scale–Cognitive Subscale; MMSE, Mini- Mental State Examination; r, Spearman’s correlation coefficient; SIB, Severe Impairment 
Battery.

Visit MMSE- ADAS- Cog total change scores MMSE- SIB total change scores

Week N MMSE ADAS- Cog r N MMSE SIB r

Week 1 149 0.69 (2.34) −0.92 (3.68) −0.11

Week 3 594 0.76 (2.61) −2.04 (4.31) −0.28

Week 6 991 0.74 (2.82) −1.64 (4.65) −0.28 1225 0.52 (2.35) 2.05 (7.07) 0.31

Week 9 560 0.98 (3.05) −1.57 (4.70) −0.32

Week 12 957 0.76 (3.05) −1.17 (5.11) −0.36 1156 0.76 (2.76) 2.36 (7.72) 0.37

Week 18 380 0.06 (3.16) −0.36 (5.31) −0.39 1095 0.71 (2.94) 2.47 (8.74) 0.43

Week 24 379 −0.31 (3.35) 0.03 (5.76) −0.45 1548 0.53 (3.08) 1.02 (10.42) 0.44

All r values were statistically significant (p<0.05), except the correlation at week 1 between the MMSE and ADAS- Cog where p=0.18. Spearman’s correlation coefficient values 
may be interpreted as weak (0.10–0.39), moderate (0.40–0.69) and strong (0.70–0.89).
ADAS- Cog, Alzheimer’s Disease Assessment Scale–Cognitive Subscale; MMSE, Mini- Mental State Examination; N, the sample size that varies owing to different visit schedules 
across trials; r, Spearman’s correlation coefficient; SIB, Severe Impairment Battery.
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MMSE change scores ranging from −2 to 8 (and vice versa). 
MMSE total change scores under −3 to −9 generally linked to 
a point reduction of −4 on the SIB change score, with lower 

values linking at −11 MMSE scores (see figure 2B, and conver-
sion online supplemental eTable 4).

Table 3 summarises the corresponding scores across MMSE, 
ADAS- Cog and SIB. To interpret table 3, we used established 
guidelines to classify the MMSE scores into mild (21-25), 
moderate (11-20), and severe (0-10) dementia on the MMSE.21 
MMSE scores of mild dementia (i.e., 21–25) linked to ADAS- Cog 
scores from 15 to 22 and SIB scores from 95 to 98; moderate 
dementia (i.e., 11–20) linked to ADAS- Cog scores from 24 to 46 
and SIB scores from 75 to 93 and severe dementia (i.e., 0–10) 
linked to ADAS- Cog scores over 48 and SIB scores under 70.

Sensitivity analysis by removing the trial by Rogers et al23 
owing to 13 participants at one site that violated the trial 
protocol did not manifestly impact the results (conversion online 
supplemental eTables 5 and 6).

Conclusions and clinical implications
The current study is the first linkage between the MMSE with 
ADAS- Cog and SIB total and change from baseline scores. The 
results show a generally consistent linking pattern over time and 
are easy to translate into practice. For instance, at baseline, an 
MMSE score of 10 was linked to an ADAS- Cog score of 48 and 
a SIB score of 70, and across time each 10 point increase on the 

Figure 1 Linking the MMSE and ADAS- Cog scores. Fig. 1A shows the 
MMSE total score linked to the ADAS- Cog total score from baseline to 
week 24. Figure 1B shows the MMSE change score linked to the ADAS- 
Cog change score from week one to 24. ADAS- Cog, Alzheimer’s Disease 
Assessment Scale–Cognitive Subscale; MMSE, Mini- Mental State 
Examination.

Figure 2 Linking the MMSE and SIB scores. Figure 2A shows the 
MMSE total score linked to the SIB total score from baseline to week 24. 
Figure 2B shows the MMSE change score linked to the SIB change score 
to week six to 24. MMSE, Mini- Mental State Examination; SIB, Severe 
Impairment Battery.

Table 3 Conversion table between the study measures

Observed Change

MMSE ADAS- Cog SIB MMSE ADAS- Cog SIB

0 5 −12 −62

1 14 −11 −46

2 26 −10 20 −42

3 64 34 −9 18 −38

4 66 40 −8 18 −36

5 60 47 −7 16 −28

6 60 52 −6 12 −22

7 58 56 −5 8 −16

8 56 61 −4 6 −13

9 52 66 −3 4 −8

10 48 70 −2 2 −5

11 46 75 −1 1 −2

12 44 79 0 −1 1

13 40 81 1 −2 4

14 38 83 2 −4 6

15 34 85 3 −5 8

16 32 87 4 −7 10

17 31 89 5 −9 13

18 28 90 6 −11 16

19 26 91 7 −12 19

20 24 93 8 −14 22

21 22 95 9 −19 27

22 21 96 10 −23 34

23 19 96 11 −23 42

24 17 97 12 −26 42

25 15 98 13 42

26 13 98 14 48

27 11 99 15 48

28 10 100 16 45

29 9 100 17 45

30 6 100 18 49

ADAS- Cog and SIB scores are based on median value across different measurement points 
to define the corresponding scores between the scales.
ADAS- Cog, Alzheimer’s Disease Assessment Scale–Cognitive Subscale; MMSE, Mini- Mental 
State Examination; SIB, Severe Impairment Battery.
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MMSE total score linked to a decrease of approximately 20 on 
the ADAS- Cog total score.

There are several potential reasons that the correlations 
between the total scores increased over time (see table 2). One 
explanation is that as the trial progressed, the variability of the 
scale scores increased and so did the correlation coefficients 
between them. Another possibility is that the natural progres-
sion of the disease induced an increase in generalised cognitive 
impairment. Furthermore, possibly repeated testing induced 
learning effects. Notably, the magnitudes of the change score 
correlations were less than that of the total scores, suggesting 
that conversion of change scores may be less reliable.25

Interestingly, the plots between the MMSE and the ADAS- Cog 
and SIB totals differ in form. The graph of the MMSE- SIB total 
linkage resembles an asymptotic function (i.e., SIB scores seem 
to level off at high MMSE scores). This likely reflects ceiling 
effects, namely, that the SIB is sensitive to severe stages but is 
insensitive to more normal range scores represented by MMSE 
scores of 25–30. The presence of ceiling effects was less evident 
on the linkage between the MMSE and the ADAS- Cog total 
scales.

There are several limitations to our study. First, as the results 
are based on clinical trial data with inclusion criteria, they may 
have restricted generalisability. Second, in one trial16 ratings 
of the MMSE at screening were used because there were no 
baseline scores. Considering there were approximately 3 weeks 
between screening and baseline and the rate of deterioration in 
Alzheimer’s disease, this artefact is unlikely to impact the study 
results. Third, the change scores did not correlate highly owing 
to outlying extreme scores. Fourth, we lacked item- level MMSE 
scores for a fine- level analysis. One might expect equivalence 
in well- defined domains of the same aspect of cognitive func-
tioning. Fifth, the combined sample size and distribution did 
not enable us to analyse the placebo and donepezil groups sepa-
rately. Sixth, we lacked information on the Montreal Cognitive 
Assessment (MoCA), which is a widely used measure to index 
cognitive impairment. Hence, the lack of information on the 
MoCA restricts the generalisability of the current results.26 
Seventh, MMSE was administered before the other rating scales, 
except for one trial where the SIB was administered before the 
MMSE.16 This may raise concerns about the temporal order of 
each rating measure pair and learning cross- over effects between 
tests. However, at each visit, we consider learning effects are 
unlikely to adversely impact the result since the questions on 
the MMSE capture less severe impairment than the other rating 
scales.

A notable advantage of the current study was the large number 
of participants making the results robust. Moreover, all rating 
scale total scores were generally strongly correlated with each 
other, with little variability over time. This feature reinforces our 
faith in the robustness of linking functions.

In conclusion, our results provide linkages of the MMSE with 
the ADAS- Cog and SIB total and change scores often used in 
clinical trials of Alzheimer’s disease.27 The study results have 
the potential to contribute to clinical cross- walks when different 
clinicians use different scales and to meta- analytic calculations 
when researchers want to pool studies using different scales. 
Furthermore, our results can assist in data harmonisation and 
thus increase the statistical power of analyses that combine data 
from multiple sources. To facilitate the uptake of our results in 
practice, we have provided detailed conversion tables to directly 
link between rating scores of cognitive impairment in Alzhei-
mer’s disease. From a clinical point of view, individual priorities 
and goals of care will vary significantly depending on the stage 

of dementia, and discussions need to be tailored to the stage 
of illness. It is important, however, that complex decisions are 
discussed at a relatively early stage, when a person with dementia 
may be actively involved in care planning.28

Author affiliations
1Department of community Mental health, University of haifa, haifa, israel
2Department of health Promotion and human Behavior, Kyoto University graduate 
school of Medicine/ school of Public health, Kyoto, Japan
3Faculty of industrial engineering and Management, haifa Technion, haifa, israel
4Department of Psychiatry and Psychotherapy, school of Medicine, Technical 
University of Munich, Munich, germany
5Department of Psychiatry, school of Medicine, aristotle University of Thessaloniki, 
Thessaloniki, greece
6Department of Psychiatry, University of Oxford, Oxford, United Kingdom
7institute of social and Preventive Medicine (isPM), University of Bern, Bern, 
switzerland
8Department of neuropathology, graduate school of Medicine, University of Tokyo, 
Bunkyo- ku, Tokyo, Japan

Twitter stephen Z levine @szlevine, andrea cipriani @and_cipriani and Toshi a 
Furukawa @Toshi_FrKW

Acknowledgements We acknowledge eisai co for providing us with the study 
data. eisai co did not provide study design, critical input or manuscript review for 
the study.

Contributors sZl contributed to manuscript drafting, statistical analysis, data 
management and study conceptualisation. KY contributed to critical manuscript 
feedback, data management and statistical analysis. Yg contributed to critical 
manuscript feedback and statistical analysis. Ms and ac contributed to study 
conceptualisation, interpretation and critical manuscript feedback. Oe contributed 
to critical manuscript feedback and statistical interpretation. Ti and sl contributed 
to study conceptualisation, interpretation and critical manuscript feedback. sl 
contributed to study conceptualisation, interpretation and critical manuscript 
feedback. TaF contributed to critical manuscript feedback, statistical review, study 
conceptualisation and mentorship.

Funding ac is supported by the national institute for health research 
(nihr) Oxford cognitive health clinical research Facility, by an nihr research 
Professorship (grant rP-2017-08- sT2-006), by the nihr Oxford and Thames Valley 
applied research collaboration and by the nihr Oxford health Biomedical research 
centre (grant Brc-1215-20005). Oe is supported by project grant no 180 083 from 
the swiss national science Foundation (snsF).

Competing interests Ti has served as a consultant of eisai, roche and Biogen in 
the last 3 years. ac has received research and consultancy fees from inciPiT (italian 
network for Paediatric Trials), cariPlO Foundation and angelini Pharma. in the past 
3 years, sl has received honoraria as a consultant or for lectures for lB Pharma, 
Otsuka, lundbeck, Boehringer ingelheim, lTs lohmann, Janssen, Johnson&Johnson, 
TeVa, MsD, sandoz, sanofiaventis, angelini, sunovion, recordati and geodon 
richter. TaF reports personal fees from Mitsubishi- Tanabe, MsD and shionogi, and a 
grant from Mitsubishi- Tanabe, outside the submitted work; TaF has a patent 2018-
177688 pending.

Patient consent for publication not required.

ethics approval institutional review boards approved each study, and all patients 
had given their written informed consent.

Provenance and peer review not commissioned; externally peer reviewed.

data availability statement Data are available upon reasonable request. Data 
requests can be submitted via http://www. clin ical stud ydat arequest. com.

OrCid ids
stephen Z levine http:// orcid. org/ 0000- 0002- 5544- 0420
Kazufumi Yoshida http:// orcid. org/ 0000- 0003- 4475- 8043
Yair goldberg http:// orcid. org/ 0000- 0002- 4544- 0910
Myrto samara http:// orcid. org/ 0000- 0002- 6943- 5091
andrea cipriani http:// orcid. org/ 0000- 0001- 5179- 8321
Orestis efthimiou http:// orcid. org/ 0000- 0002- 0955- 7572
Takeshi iwatsubo http:// orcid. org/ 0000- 0003- 1160- 8129
stefan leucht http:// orcid. org/ 0000- 0002- 4934- 4352
Toshi a Furukawa http:// orcid. org/ 0000- 0003- 2159- 3776

reFerenCes
 1 Whitehouse PJ, Price Dl, struble rg, et al. alzheimer’s disease and senile dementia: 

loss of neurons in the basal forebrain. Science 1982;215:1237–9.

copyright.
 on A

pril 16, 2024 by guest. P
rotected by

http://m
entalhealth.bm

j.com
/

E
vid B

ased M
ental H

ealth: first published as 10.1136/ebm
ental-2020-300184 on 6 O

ctober 2020. D
ow

nloaded from
 

https://twitter.com/szlevine
https://twitter.com/And_Cipriani
https://twitter.com/Toshi_FRKW
http://www.clinicalstudydatarequest.com
http://orcid.org/0000-0002-5544-0420
http://orcid.org/0000-0003-4475-8043
http://orcid.org/0000-0002-4544-0910
http://orcid.org/0000-0002-6943-5091
http://orcid.org/0000-0001-5179-8321
http://orcid.org/0000-0002-0955-7572
http://orcid.org/0000-0003-1160-8129
http://orcid.org/0000-0002-4934-4352
http://orcid.org/0000-0003-2159-3776
http://dx.doi.org/10.1126/science.7058341
http://mentalhealth.bmj.com/


61levine sZ, et al. Evid Based Ment Health 2021;24:56–61. doi:10.1136/ebmental-2020-300184

Old age psychiatry

 2 alzheimer’s association. 2020 alzheimer’s disease facts and figures. Alzheimers 
Dement 2020;15:321–87.

 3 rosen Wg, Mohs rc, Davis Kl. a new rating scale for alzheimer’s disease. Am J 
Psychiatry 1984;141:1356–64.

 4 Kueper JK, speechley M, Montero- Odasso M. The alzheimer’s Disease assessment 
scale- cognitive subscale (aDas- cog): Modifications and responsiveness in Pre- 
Dementia Populations. a narrative review. J Alzheimers Dis 2018;63:423–44.

 5 rockwood K, Fay s, gorman M, et al. The clinical meaningfulness of aDas- cog 
changes in alzheimer’s disease patients treated with donepezil in an open- label trial. 
BMC Neurol 2007;7:26.

 6 Knopman Ds. clinical trial design issues in mild to moderate alzheimer disease. Cogn 
Behav Neurol 2008;21:197–201.

 7 saxton J, Mcgonigle- gibson Kl, swihart aa, et al. assessment of the severely 
impaired patient: description and validation of a new neuropsychological test battery. 
Psychol Assess 1990;2:298–303.

 8 levine sZ, leucht s. identifying clinically meaningful symptom response cut- off values 
on the sans in predominant negative symptoms. Schizophr Res  
2013;145:125–7.

 9 Furukawa Ta, reijnders M, Kishimoto s, et al. Translating the BDi and BDi- ii into 
the haMD and vice versa with equipercentile linking. Epidemiol Psychiatr Sci 
2019;29:e24.

 10 Furukawa Ta, Katherine shear M, Barlow Dh, et al. evidence- based guidelines for 
interpretation of the panic disorder severity scale. Depress Anxiety  
2009;26:922–9.

 11 roalf Dr, Moore TM, Mechanic- hamilton D, et al. Bridging cognitive screening 
tests in neurologic disorders: a crosswalk between the short Montreal cognitive 
assessment and Mini- Mental state examination. Alzheimers Dement 2017;13:947–
52.

 12 Balsis s, Benge JF, lowe Da, et al. how do scores on the aDas- cog, MMse, and cDr- 
sOB correspond? Clin Neuropsychol 2015;29:1002–9.

 13 Folstein MF, Folstein se, Mchugh Pr. "Mini- mental state". a practical method for 
grading the cognitive state of patients for the clinician. J Psychiatr Res 1975;12:189–
98.

 14 Panisset M, roudier M, saxton J, et al. severe impairment battery. a 
neuropsychological test for severely demented patients. Arch Neurol  
1994;51:41–5.

 15 schmitt Fa, ashford W, ernesto c, et al. The severe impairment battery: concurrent 
validity and the assessment of longitudinal change in alzheimer’s disease. the 
alzheimer’s disease cooperative study. Alzheimer Dis Assoc Disord 1997;11(suppl 
2):s51–6.

 16 Black se, Doody r, li h, et al. Donepezil preserves cognition and global function in 
patients with severe alzheimer disease. Neurology 2007;69:459–69.

 17 schober P, Boer c, schwarte la. correlation coefficients: appropriate use and 
interpretation. Anesth Analg 2018;126:1763–8.

 18 levine sZ, rabinowitz J, engel r, et al. extrapolation between measures of symptom 
severity and change: an examination of the Panss and cgi. Schizophr Res 
2008;98:318–22.

 19 leucht s, Fennema h, engel rr, et al. Translating the haM- D into the MaDrs and 
vice versa with equipercentile linking. J Affect Disord  
2018;226:326–31.

 20 albano aD. equate : an R Package for Observed- score linking and equating. J Stat 
Softw 2016;74.

 21 Perneczky r, Wagenpfeil s, Komossa K, et al. Mapping scores onto stages: Mini- 
Mental state examination and clinical dementia rating. Am J Geriatr Psychiatry 
2006;14:139–44.

 22 r core Team. R: a language and environment for statistical computing R foundation 
for statistical computing, 2013.

 23 rogers sl, Doody rs, Mohs rc, et al. Donepezil improves cognition and global 
function in alzheimer disease: a 15- week, double- blind, placebo- controlled study. 
Donepezil study group. Arch Intern Med 1998;158:1021–31.

 24 Farlow Mr, salloway s, Tariot Pn, et al. effectiveness and tolerability of high- dose (23 
mg/d) versus standard- dose (10 mg/d) donepezil in moderate to severe alzheimer’s 
disease: a 24- week, randomized, double- blind study. Clin Ther  
2010;32:1234–51.

 25 cronbach lJ, Furby l. how we should measure "change": Or should we? Psychol Bull 
1970;74:68–80.

 26 nasreddine Zs, Phillips na, Bédirian V, et al. The Montreal cognitive assessment, 
Moca: a brief screening tool for mild cognitive impairment. J Am Geriatr Soc 
2005;53:695–9.

 27 Takeshima n, ishiwata K, sozu T, et al. Primary endpoints in current phase ii/iii trials 
for alzheimer disease: a systematic survey of trials registered at  clinicalTrials. gov. 
Alzheimer Dis Assoc Disord 2020;34:97–100.

 28 Fetherston aa, rowley g, allan cl. challenges in end- of- life dementia care. Evid 
Based Ment Health 2018;21:107–11.

 29 rogers sl, Friedhoff lT. The efficacy and safety of donepezil in patients with 
alzheimer’s disease: results of a Us multicentre, randomized, double- blind, placebo- 
controlled trial. The donepezil study group. Dementia 1996;7:293–303.

 30 rogers sl, Farlow Mr, Doody rs, et al. a 24- week, double- blind, placebo- controlled 
trial of donepezil in patients with alzheimer’s disease. Donepezil study group. 
Neurology 1998;50:136–45.

copyright.
 on A

pril 16, 2024 by guest. P
rotected by

http://m
entalhealth.bm

j.com
/

E
vid B

ased M
ental H

ealth: first published as 10.1136/ebm
ental-2020-300184 on 6 O

ctober 2020. D
ow

nloaded from
 

http://dx.doi.org/10.1016/j.jalz.2019.01.010
http://dx.doi.org/10.1016/j.jalz.2019.01.010
http://dx.doi.org/10.1176/ajp.141.11.1356
http://dx.doi.org/10.1176/ajp.141.11.1356
http://dx.doi.org/10.3233/JAD-170991
http://dx.doi.org/10.1186/1471-2377-7-26
http://dx.doi.org/10.1097/WNN.0b013e318190cf75
http://dx.doi.org/10.1097/WNN.0b013e318190cf75
http://dx.doi.org/10.1037/1040-3590.2.3.298
http://dx.doi.org/10.1016/j.schres.2012.12.032
http://dx.doi.org/10.1017/S2045796019000088
http://dx.doi.org/10.1002/da.20532
http://dx.doi.org/10.1016/j.jalz.2017.01.015
http://dx.doi.org/10.1080/13854046.2015.1119312
http://dx.doi.org/10.1016/0022-3956(75)90026-6
http://dx.doi.org/10.1001/archneur.1994.00540130067012
http://www.ncbi.nlm.nih.gov/pubmed/9236953
http://dx.doi.org/10.1212/01.wnl.0000266627.96040.5a
http://dx.doi.org/10.1213/ANE.0000000000002864
http://dx.doi.org/10.1016/j.schres.2007.09.006
http://dx.doi.org/10.1016/j.jad.2017.09.042
http://dx.doi.org/10.18637/jss.v074.i08
http://dx.doi.org/10.18637/jss.v074.i08
http://dx.doi.org/10.1097/01.JGP.0000192478.82189.a8
http://dx.doi.org/10.1001/archinte.158.9.1021
http://dx.doi.org/10.1016/j.clinthera.2010.06.019
http://dx.doi.org/10.1037/h0029382
http://dx.doi.org/10.1111/j.1532-5415.2005.53221.x
http://dx.doi.org/10.1097/WAD.0000000000000297
http://dx.doi.org/10.1136/eb-2018-102889
http://dx.doi.org/10.1136/eb-2018-102889
http://dx.doi.org/10.1159/000106895
http://dx.doi.org/10.1212/WNL.50.1.136
http://mentalhealth.bmj.com/

