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To the Editor:

We read carefully the case report by 
Borges et al.1 and disagree that the 

case presented by them has frontotemporal 
dementia as the main diagnosis for the fol-
lowing reasons:

1) Demographically, the patient is in an 
advanced age group which speaks against 
FTD, classically a form of presenile dementia,2 
further suggesting the most common demen-
tia at senile age, namely AD;

2) The symptoms presented are much 
more characteristic of AD than FTD, espe-
cially psychosis (persecutory delusions) and 
topographic disorientation, both of which are 
very rare in FTD yet very common in AD.2

3) The patient’s neuropsychological profile 
is much more consistent with AD because of 
the severe episodic memory and recognition 
deficits, cognitive functions usually preserved 
in FTD.

4) In terms of structural neuroimaging, 
her MRI is more characteristic of AD than 
FTD, since it discloses significant hippocam-
pal atrophy (MTA=3), more markedly than 
frontal atrophy;3

5) In terms of functional neuroimaging, 
similarly, her SPECT is more characteristic 
of AD than FTD, with intense temporal and 
hippocampal hypoperfusion,4 especially in the 
left side.

6) The patient had no cholinergic side 
effects with galantamine, which is compat-
ible with AD and incompatible with FTD (FTD 
patients have many severe gastrointestinal 
effects when exposed to anticholinesterasics).5

In addition to the above, it should be 
mentioned that the patient may not have 
responded to galantamine because the full 
therapeutic dose of the medication (24 mg/
day) was not reached.

We suggest the most probable diagnosis in 
this case is the frontal variant of AD, or even 
the logopenic subtype of AD. Biomarkers 
would be useful to confirm this hypothesis, 
such as a CSF tau protein study.

Leonardo Ferreira Caixeta , MD, PhD 
Federal University of Goiás, Goiânia GO, 
Brazil 
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AUTHORS’ REPLY 

To the Editor:
First of all, we would like to thank the esteemed reader 
for the comments that contributed to the deepening of 
the discussion about our case report.1 In fact, the case 
presented may raise questions about the diagnosis, 
and one of the differential diagnoses to be ruled out 
is Alzheimer’s Dementia (AD), especially its atypical 
forms. It is known that the diagnostic accuracy for a 
clinical diagnosis of dementias is limited, with sensi-
tivity ranging from 71-88% and specificity ranging from 
44-71%,2 with the definitive diagnosis still being made 
by anatomopathological examination. This diagnostic 
difficulty is even more challenging in the case of an 
elderly woman with a long history of major psychiatric 
disorder and a history of multiple crises and hospital-
izations, with the potential for progressive cognitive 
decline. This fact leads to questioning even the diagnosis 
of dementia, since the most current clinical criteria 
require that this etiology be ruled out.3

However, some points may be better clarified in 
response to the comments made by the respected reader 
and colleague.

According to family members, our patient exhibited 
behavioral changes different from the mood episodes 
reported two years before the start of the follow-up at 
our service, at the age of 76. On this point, consider-
ing the Brazilian scenario, it is pertinent to highlight 
the frequent time difference between the onset of the 
first symptoms and the perception of those symptoms 
by companions, especially in patients with mental dis-
orders, whose symptoms are, as a rule, attributed to the 
manifestation of the underlying psychiatric disease. It 
is also worth mentioning that, although FTD is charac-
teristically a type of pre-senile dementia, onset of symp-
toms in FTD have been reported up to the ninth decade.4

The presence of a psychotic condition (paranoia) fails 
to indicate any specific subtype of dementia, since in 
FTDs, psychosis can be as common as in Alzheimer’s 
Dementia.5  Although not detailed in the report, our 
patient had presented, in the initial evaluation, with 
partial impairment only in temporal orientation (2/5), 
being fully spatially oriented (5/5) on a screening exam 
(MMSE). It is known that dysfunctions in the prefrontal 
cortex circuit and in some of its connections (caudate 
nucleus, laterodorsal nucleus of the thalamus, and cin-
gulate gyrus) seriously interfere with perception and 
temporal orientation, as well as with temporal synthe-
sis and perception of duration, which may justify the 
impairment exhibited by our patient.6

Episodic memory and recognition are functions 
that are generally preserved in the early stages of FTD. 
However, at the time of her first evaluation, our patient 
already presented with significant impairment in dif-
ferent functional domains, thereby characterizing a 
moderate to advanced phase of a dementia syndrome 
(CDR 2), with the possibility of progression to other 
impairments besides executive dysfunction, classically 
affected in patients with FTD. It is worth mentioning 
that the patient described also had psychiatric comor-
bidity (bipolar disorder), which has the potential to 
lead to impairments in memory and verbal recognition, 
including to an euthymic state.7

Considering that the digitalized clipping of our 
patient’s neuroimaging data may not reveal all ele-
ments needed for a more accurate diagnosis, it is worth 
clarifying that all images were reviewed by two neuro-
radiologists from the university service, who identified 
global cerebral atrophy with frontal predominance. 
Furthermore, the presence of associated hippocampal 
atrophy is not a specific feature of Alzheimer’s disease, 
but rather supportive for its diagnosis, and which may 
be present in advanced stages of most cases of dementia 
syndromes.8 

Our patient presented with moderate to severe hypo-
metabolism/hypoperfusion in the frontal and temporal 
regions, which is one of the criteria for the diagnosis of 
probable FTD.9 

After our patient started to take galantamine (8 mg 
with progression to 16 mg), she developed hyporexia 
and worse psychomotor agitation, a clinical picture 
described as possible side effects of anticholinester-
ases.10,11 There is even a concern with the use of acetyl-
cholinesterase inhibitors in patients with bipolar 1 dis-
order, with some cases of manic shift described.12 Thus, 
due to the risk of malnutrition worsening and uncon-
trolled bipolar disorder, we opted to suspend galan-
tamine and adjust antipsychotics. 

In the present case, unfortunately, CSF biomarker 
examination, which could have been used as an aid in 
the differential diagnosis, was not performed. However, 
the identification of a profile compatible with dementia 
in Alzheimer’s disease (low amyloid ß1-42 protein, and 
high TAU and p-TAU proteins) would not exclude the 
possibility of co-occurrence of FTD/AD neuropatholo-
gies13 nor would it exclude the possibility (not ruled out) 
of neuroprogression in bipolar disorder.
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