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C3, for whom minimal improvement
meant that the patients had improved in
more than one area and that the number
of declines was inferior to the number of
improvements and/or stable symptoms.
As well, for these physicians, informa-
tion about recorded improvements or
declines had to come from two congru-
ent sources of information. Table 1 sum-
marizes the above.

Discrepancies were also noted in the
clinicians’ definitions of “no change.”
C1 appeared to define no change in two
ways. First, patients with no cognitive
decline (as demonstrated through neuro-
psychological tests) during and/or at
the end of treatment with or without
declines in other areas were assessed as
stable. Second, patients who had “per-
plexing on and off demonstrations” with
respect to their cognitive abilities were
also classified in the “no change” catego-
ry. For C2, no change seemed to mean
that the number of clinically meaningful
stable symptoms was higher than the
number of declines and/or improve-
ments, that the patient had stable symp-
toms in the cognitive, behavioral, and
functional domains, and that the stable
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symptoms came from two congruent
sources of information. C3’s definition
of no change was similar to that of C2,
except that patients did not need to have
stable symptoms in the functional do-
main. Table 2 summarizes the clinicians’
understanding of no change.

The clinicians’ definitions of deterio-
ration were also inconsistent, as illus-
trated in Table 3. Interestingly, C2’s
definition of stability seemed identical
tohis and C3’s second definition of “min-
imally worse.” As well, minimal im-
provement assessments did not require
as many indications of things having
changed as did assessments of minimal
declines. This was particularly true for
C1, whose patients were assessed as min-
imally improved, even though some of
the patients’ files included more declines
(at least numerically) than improve-
ments.

As well, in some records, patients’
symptoms at V3 and V4 were not com-
pared with their symptoms at BL, but
with their symptoms at the previous
visit. Practically, this meant that, for
two of the study clinicians, patients as-
sessed as stable (“no change”) after a

TABLE 2. Clinicians’ Definitions of No Change at V2

C1 e Patients’ cognitive abilities have remained unchanged when assessed via tests.
¢ Deteriorations in other areas can be present and do not appear to affect the clinician’s

assessment.

* Only one source of information necessary.
® Or Patients’ results on cognitive ability tests on a specific day show a wide variability.

C2  » The number of clinically meaningful stable symptoms at V2 is higher than the number

of declines and/or improvements.

* Patient’s stable symptoms include the cognitive, behavioral, and functional domains.
* There are two congruent sources of information with respect to the stable symptoms.

C3 ¢ The number of clinically meaningful stable symptoms is higher than the number of

declines and /or improvements.

* Patient’s stable symptoms do not necessarily include the functional domain.
¢ There are two congruent sources of information with respect to the stable symptoms.

Note. V2 = Visit 2,
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TABLE 3. Clinicians’ Definitions of “Minimally Worse” at V2

C1 ¢ One decline only is necessary for a minimally worse assessment. However,
patients with both declines and improvements were assessed as minimally
improved, even if they had experienced only one improvement and more

declines than improvements.

¢ Recorded declines are limited to the cognitive and/or behavioral domains.
¢ Only one source of information necessary.

C2& C3

e Patient exhibits more declines than stable symptoms and/or improvements.

¢ Or Patient exhibits an equal number of or less declines than stable symptoms.
¢ In both cases, declines include the cognitive, behavioral, and functional

domain.

¢ There are two congruent sources of information with respect to the declines

and stable symptoms.

Note. V2 = Visit 2.

prior evaluation of minimal improve-
ment or decline had respectively im-
proved or declined when compared to
BL and would have been assessed as
“minimally improved” or “minimally
worse” by the third clinician, who sys-
tematically compared the patients’
symptoms with their symptoms at BL.
Similarly, because two of the study cli-
nicians compared declines at each visit
to the patients’ state at the prior visit,
successive scores of minimally worse
actually reflected considerable deterio-
ration from BL. Such discrepancies were
not witnessed in the case of improve-
ment, where the referent seemed more
consistently to be the BL.

The clinicians’ lack of consistency with
respect to their bases of comparisons
when making assessments of patients
after V2 raises some questions. Whereas
two of the clinicians’ assessments of no
change at V3 after an assessment of min-
imally improved or minimally worse at
V2 meant that the patients were better or
worse at V3 than at BL, the same assess-
ment by the third clinician meant that
the patients’” AD had remained stable
since BL. Further complicating the issue,
C2 and C3’s assessments of minimally

improved after a previous assessment of
minimally worse did not necessarily
mean that the patient was better at V3
than at BL. Similarly, C2 and C3’s assess-
ments of minimally worse at V3 after a
previous assessment of minimally im-
proved did not necessarily mean that the
patients’ AD was worse when compared
with BL.

DISCUSSION

Qualitative analyses of the CIBIC-Plus
files revealed inconsistencies in the for-
mat, content, referents, data collection,
and, apparently, the clinicians” model of
what represents a treatment effect. In
general, improved assessments required
fewer signs of improvements than de-
clined assessments required signs of de-
teriorations, which might be due to the
fact that improvements tend to be less
expected in the course of AD than dete-
riorations.

The reliability of the data is weakened
not only by the textual data lack of spec-
ificity but also by problems of within-
file inconsistencies. The retrospective
design of the study makes it difficult to



410

know the extent to which these inconsis-
tencies reflect problems in the CIBIC-
Plus and its implementation or problems
in the note-taking. Inasmuch as these
files came from a study in which the
CIBIC-Plus global scores correlated with
the ADAS-Cog in demonstrating a treat-
ment effect, there is reason to suspect
that poor note-taking may explain some
of our findings. On the other hand, poor
interrater reliability may reflect the cli-
nicians’ discrepancies around the defi-
nitions of change scores and criteria of
comparisons to evaluate changes. We
believe it likely that these discrepancies
reflect discrepant understandings of ex-
actly what to expect in patients with
partially treated AD. This should not be
unexpected. The total experience of any
physician presently is more with un-
treated than with treated AD. In contrast
to well-defined staging systems for un-
treated AD (Morris, 1997; Reisbergetal.,
1982), there is no systematic model of
AD treatment.

This study is exploratory, and attempts
at generalization may be premature at
this point. However, our discussions with
the expert panel, and other investigators
in Canada, the United States, and the
United Kingdom lead us to suspect that
the data recorded in CIBIC notes widely
lack specificity and consistency (e.g.,
symptoms were not systematically re-
corded at follow-up), that the clinicians’
understanding of rating scores differs
from clinician to clinician, and that the
boundaries between rating scores often
overlap. Partly this would seem to be
due to clinicians widely using the notes
as an aide-mémoire rather than as data
records, and partly this likely reflects
true variability in the approach to de-
mentia and its treatment.
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Further attempts at generalization
should be based on additional studies. It
is important to remember that the above
definitions have been established from
the data that we have and that more
detailed information about the patients’
symptoms might have changed our un-
derstanding of the clinicians’ definitions
of no change, minimally improved, and
minimally worse.

Our pointisnot to discredit clinicians’
assessments of patients” AD. Quite the
contrary, we believe that the patients’
change scores reflected the patients’
evolving symptomatology, as was borne
out by the CIBIC-Plus change scores in
the metrifonate studies (Cummings et
al., 1998; Morris et al., 1998). It is impor-
tant that consistency of the textual infor-
mation in the patients’ files allows
individual patient problems to be tracked
over the course of treatment if we are to
better understand treatment effects.
More detailed and specific texts may have
allowed us to determine whether metri-
fonate had consistent effects with re-
spect to specific domains (e.g., behavior,
cognition) and/or specific areas of these
domains (e.g., mood).

It is also important to caution that
written clinical assessments need to cap-
ture those aspects of the clinical inter-
view process that best ensure validity:
individualization and contextualization
of the data. For example, the interpreta-
tion of a standard test showing impaired
visuospatial function in a retired ship’s
navigator who was also a talented paint-
er will have to be different from the
interpretation of the same result of im-
paired visuospatial function in a book-
keeper of no known artistic bent. The
point of AD treatment is not to produce
“standard” cognitive function but to be
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of help toindividualsin overcoming their
particular deficits. Similarly, as has been
pointed out elsewhere (Rockwood, 1994;
Schneider & Olin, 1997), a great merit of
the CIBIC-Plus is that it does not impose
an a priori, and necessarily untested,
version of what constitutes a treatment
effect, but rather appropriately allows
that to be defined on a case-by-case ba-
sis. Although a price necessarily is paid
in apparent reliability, this is preferable
to a highly reliable, structured question-
naire of uncertain validity in a given
case. An unspecified model of AD treat-
ment requires an unspecified measure.
As noted above, however, internal con-
sistency of observations is preferable and
not at odds with the need for an individ-
ualized/contextualized approach.

The following recommendations would
further strengthen the validity of studies
based on global measures of change:

File Format

The file format should be consistent
across participating physicians. Clini-
cians should use similar forms and have
a clear understanding of how and when
these forms have to be filled, while at the
same time individualizing and giving
context to changes in patients’ AD.

File Content

Clinicians should be aware of the type
and amount of information to be includ-
ed in the files. Operational definitions of
the CIBIC-Plus probes may facilitate the
clinicians” understanding of the probes
and provide a greater consistency with
respect to the recorded data. Consistent
follow-up on the patients’” symptoms
should be emphasized. There is no merit
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in following an exhaustive symptom in-
ventory at every visit in the name of
standardization. Rather, these symptoms
that are important to individual patients
should be recorded at BL (or as they
emerge) and subsequently tracked.
Clinicians’ initial descriptions of pa-
tients’ deficits need to be specific and
include information about the frequen-
cy, duration, extent/scope/severity, and
intensity of symptoms at BL. Similarly,
because changes can take many forms,
the dimensional properties of changes
must be clearly recorded. Again, these
should include information about the
frequency, duration, extent/scope/se-
verity, and intensity of symptoms. A
new category titled “New symptoms” or
“Other changes” may allow clinicians to
record changes that may not fit into any
of the already existing categories.
Consistency with respect to the sources
ofinformation (who and whatare the sourc-
es of information? When and for what to
use them?) and the order in which to use
them is also important. Previous research
has demonstrated that the order in which
informants (patients and carers) were in-
terviewed tended to influence the clini-
cians’ ratings of change scales (Reisberg et
al., 1995). Test scoring methods should be
uniform across participating clinicians.

Change Score Descriptors

CIBIC-Plus global change scores need
better qualitative descriptors of change.
As noted by Knopman and colleagues
(1994), the current lack of descriptors
“probably impairs its [the CIBIC] reli-
ability” (p. 2320). As well, the current
lack of clear criteria with respect to the
change scores (e.g., minimally improved,
very much improved, minimally worse,
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etc.) makes the CIBIC-Plus score chang-
es hardly more meaningful to research-
ers or other interested clinicians than a
3- or 4-point change on the MMSE.

As more effective treatments of AD
become available, there is a need to go
beyond the specialist physicians who
have participated in drug development
if treatments are to be more widespread.
The CIBIC-Plus texts have the potential
to usefully inform treating physicians
about treatment effects and to translate
the study results into everyday practice.
There is a pressing need for a better
understanding of typical treatment ef-
fects so that descriptors can emerge.
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