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Abstract

Introduction

Although vertical gaze palsy and nonfluent aphasia are strongly associated 
with progressive supranuclear palsy (PSP) and progressive nonfluent 
aphasia (PNFA) respectively, as they are both part of the frontotemporal 
lobar degeneration (FTLD) spectrum, they share clinical features with the 
rest of the spectrum. In all such cases, dementia is common and usually 
severe.

Case Report

Our patient, a 72 years old female, experienced a slow and gradual 
emergence of subclinical instability and aphasic phenomena that evolved 
into a 2-year course of rapid and severe deterioration that rendered 
the patient mute and wheelchair-bound. Interestingly, no cognitive 
impairment could be noted.

Discussion

Each of the clinical features of our patient can be displayed in PSP, PNFA 
and other FTLD diseases, including corticobasal degeneration (CBD), 
none of which spares the patient’s mental status. Pathology is also not 
indicative of the cause nor predictive of the progression. Instead, clinic 
anatomical correlations may prove to be more reliable.

Conclusion

The closest match for our patient is PNFA, but the clinical pattern 
presented is still very unlikely for a PNFA patient.

Keywords: Vertical Ophthalmoplegia; Progressive Supranuclear 
Palsy; Progressive Nonfluent Aphasia; Primary Progressive Aphasia; 
Frontotemporal Lobar Degeneration

Introduction

Unlike the horizontal type, vertical, and especially downward, gaze palsy is 
rare and mostly associated with progressive supranuclear palsy (PSP). The 
NINDS-SPSP diagnostic criteria set the presence of vertical supranuclear 
palsy and postural instability with tendency to fall as the clinical hallmarks 

of the diagnosis of PSP [1], while cognitive impairment is very common 
[2], often presenting early and with augmented severity [3]. However, 
since 1996, it has become evident that PSP is not an individual entity 
with a unique presentation pattern and a distinctive pathology, but it is 
involved in what has been termed as the front temporal lobar degeneration 
(FTLD) spectrum [4]. Although the proposed classification of the FTLD 
spectrum includes diseases with different characteristic clinical features, 
it is well established that they share pathologic similarities and that, in 
spite of presenting symptoms, disease progression commonly results in 
multiple system dysfunction [5]. Progressive nonfluent aphasia (PNFA), 
another FTLD component, is also considered to be a variant of primary 
progressive aphasia (PPA) [6]. Even though it is mandatory that the 
deficits are confined to the language network for at least 2 years [7], the 
symptoms of PNFA have been involved on various occasions with other 
clinical syndromes, including parkinsonism and PSP [8]. Especially in 
the instance of PSP, a separate variant of PSP-PNFA has been proposed 
[9], characterized by nonfluent aphasia, mild parkinsonian symptoms, 
the frequent, but not always prominent, presence of falls, oculomotor 
disturbances and early cognitive decline. Still, despite the abundance of 
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diagnostic criteria for each of the aforementioned nosologic entities, the 
clinical syndromes and pathologic patterns intertwine regularly and no 
reliable signs have yet been discovered that can serve as harbingers of what 
is to follow.

Case Report

A 72 years old female presented to the Medicine OPD with a gradual 
deterioration of her language skills, as well as her motor skills, most notably 
over the last 1−2 years. Her speech disorder started more than 10 years ago 
as a confusion of the terms of different languages (the patient used to be 
fluent in 3 languages) and continued as an inappropriate use of vocabulary 
(e.g., she would say “no” even when she meant “yes”), while dysarthric 
features emerged in her speech. Over the next months, her vocabulary was 
gradually restricted to few words and eventually went on to become mute. 
Due to her poor communication skills, most of her history was provided 
by her husband and the exact time of initiation of the symptoms could not 
be determined. Her motor disabilities consisted of a history of postural 
instability and frequent unexplained falls for over 10 years, as well as 
parkinsonian symptoms, including limb rigidity and bradykinesia that 
steadily developed over the last months and ultimately confining her to 
a wheelchair. Although we could not verify whether the aphasic or motor 
symptoms appeared first, once the severe decline of the patient’s clinical 
state started taking place, the aphasia and motor disabilities ran a parallel 
course and could be described as equally prominent. Interestingly, the 
course of the disease did not seem to reflect on her mental state, since her 
ability to follow commands (whenever these were not obstructed by her 
motor disabilities) and her emotional responses indicated a satisfactory 
level of language perception and memory. Some degree of cognitive 
impairment could certainly have gone unnoticed due to her speech 
impairment, but it is still certain that no prominent defect was present.

The most remarkable finding of the clinical examination was vertical 
ophthalmoplegia, presented as inability to look up or down as ordered. 
Clinical examination also confirmed the limb rigidity, affecting mainly the 
lower limbs and the right side. Plantar extensor responses and upper and 
lower limb reflexes were normal and no other neurological deficits were 
noted. MRI scan had no significant findings to demonstrate and no family 
history of neurological disorders was reported. The patient has been on 
a treatment of levodopa, duloxetine and coenzyme Q10, with the latter 
allegedly having the greatest influence on the course of the disease, while 
several sessions of physical and speech therapy stabilized the patient to 
some extent.

Discussion

Four main points characterize the clinical state of the patient presented 
above: vertical gaze palsy and falls; nonfluent aphasia that resulted in 
mutism; parkinsonian symptoms, mainly limb rigidity and bradykinesia; 
and a satisfactory preservation of the patient’s cognitive skills.

Downward gaze palsy, together with the presence of falls, are signs strongly 
connected with PSP [10] and their occasional initial absence has often 
led to misdiagnosis. Nonetheless, it has been demonstrated that PSP has 
clinical correlations, not only with FTLD disorders, as mentioned above, 
but with Parkinson plus syndromes as well. Thus, even if downward gaze 
palsy is more discriminative for PSP [11], vertical gaze palsy has been 
found in PNFA, corticobasal degeneration (CBD), Parkinson’s disease 
(PD), Lewy body disease (LBD) and multiple system atrophy (MSA) [8,12-
14]. Especially CBD, PSP’s roommate in the FTLD and the Parkinson plus 
group, has a well established connection with PSP-like symptoms. Vertical 
gaze palsy has been reported in CBD, but it is equally severe as horizontal 
gaze palsy, in contrast to the vertical type’s predominance in PSP [15].

Speech disturbances are also not a rare sight in these diseases. Parkinsonism 
often results in dysarthria, cognitive impairment influences the patients’ 
verbal content considerably, while nonfluent aphasia and apraxia of 
speech can be seen in most of the syndromes mentioned above, as the only 
dysfunction, as the most prominent symptom or as just a part of a greater 
clinical picture. Out of these four problems, cognitive impairment and 
nonfluent aphasia are the only ones that can render a patient mute. PNFA, 
the syndrome closest related to nonfluent aphasia, as part of the PPA 
entity, requires at least two years of language deficits exclusively for the 
diagnosis to be set [7]. Cognitive impairment eventually emerges, motor 
impairment, including gaze palsy and parkinsonism, may also emerge, 
however, language deficits remain prominent throughout the course of the 
disease [7]. As far as PSP features are concerned, it has been reported that 
it takes 4 years for the falls and almost 5 years for the gaze palsy to develop 
from the onset of language symptoms [16]. From the PSP’s perspective, 
all of the speech disturbances mentioned above have been reported to 
complicate PSP’s clinical picture, however, nonfluent aphasia is linked 
to a greater extent to CBD, whereas PSP is a more possible diagnosis in 
cases of isolated dysarthria or apraxia of speech [17-19]. In any case, these 
conclusions are only statistically proven, symptoms may be connected but 
rarely predict the underlying etiology and cannot serve as a reliable guide 
in everyday clinical practice [5].

The two remaining clinical features to be investigated are parkinsonism 
and cognitive decline. As with the rest of Parkinson plus syndromes, the 
appearance of parkinsonian symptoms in PSP is a frequent observance, 
while occasional predominance of parkinsonism has led to the proposition 
of a separate PSP variant, PSP-Parkinsonism (PSP-P) [20], whose clinical 
presentation resembles PD greatly, even including a satisfactory response 
to levodopa treatment, and the right diagnosis is often provided by the 
post-mortem pathologic examination [9]. Parkinsonism is also no 
stranger to the FTLD diseases, including PNFA, as mentioned before, 
and it is connected with PNFA to a much greater extent than the other 
variants of PPA [21-22]. As for the cognitive impairment, it is at the 
very least frequently observed in all the conditions discussed here. PSP 
typically does not spare the patients’ mental state [20], causing a type of 
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subcortical dementia, similar to PD’s, only earlier and usually more severe 
[23], while the dysfunction often spreads to the frontal cortex as well [24]. 
PSP-PNFA is especially linked to early cognitive decline [9]. The language 
variant of FTLD, including PNFA, is indeed associated with a relative 
preservation of memory in the early stages [25], but mental dysfunction 
eventually emerges after the initial few years and, with disease progression, 
manifestations presented in Pick’s disease or Alzheimer’s disease may be 
observed [26].

As far as pathology is concerned, gaze palsy, nonfluent aphasia and 
Parkinsonism are all linked to the pathologic accumulation of tau 
protein. Indeed, PSP’s clinical picture was connected with tau pathology 
in nearly all cases and PNFA has a 70% correlation [27], while in both 
cases, the possibility of tau pathology increases even more in the presence 
of prominent parkinsonism [5]. PSP’s specific pathologic findings are 
found in 90% of cases of PSP clinical diagnosis, but are also found in 
PNFA and CBD syndromes, while PNFA itself may display the pathologic 
findings of PSP, CBD or Pick’s disease [27]. In the end, the clinical state 
of patients is poorly predictive of underlying pathology [28]. Instead, 
clinicoanatomical correlations may prove to be somewhat more reliable. 
As we have already mentioned, PSP shares clinical features with other 
extrapyramidal disorders, especially with PD, which definitely makes 
sense in the neuroanatomical aspect, since both damage the basal 
ganglia predominantly, even though PSP is a tauopathy and PD is a 
synucleinopathy. It has also been mentioned that isolated dysarthria is 
more typical of PSP and nonfluent aphasia is preferably involved in CBD 
[17-18], while prominent dementia and behavioral dyscontrol in patients 
with vertical gaze palsy are more likely to be caused by CBD than PSP 
[27]. Both facts also make sense, given that CBD pathology influences 
the cortex to a greater degree. Furthermore, patients with CBD syndrome 
and PSP pathology had similar anatomical distribution of tau pathology 
to patients with CBD pathology [29]. As for PNFA patients, pathologic 
diagnoses of PSP, CBD or Pick’s disease are all almost equally possible, 
nevertheless, the anatomical areas involved are the inferior frontal and 
insular cortex of the left hemisphere [30], with the addition of the left 
basal ganglia in cases of mutism [31]. No one can argue that pathology is 
unimportant and it seems indeed that certain pathologies have anatomical 
preferences, still evidence suggests that the topography of the damage 
plays a more decisive role.

Conclusions

Taking the data above into consideration, there is no diagnosis that fits 
the clinical picture of our patient absolutely. The closest clinical match is 
probably the nonfluent aphasia variant of PPA, but the presence of vertical 
ophthalmoplegia, together with the absence of cognitive disability, is a 
very unlikely combination for a PNFA patient. Pathologically, the most 
probable diagnosis should be PSP, but the clinical information alone fail 
to discredit CBD completely. The present diagnostic criteria of any one 
of these syndromes fall short of properly categorizing the more unusual 

combinations, like our patient, and it should be expected that more 
thorough research will provide a better understanding between etiology 
and illness and lead to a more useful classification of these diseases. 
Until then, the best course of action seems to be to examine each patient 
meticulously and constantly (our patient’s preservation of cognitive 
functions could have easily gone unnoticed), be vigilant of any new 
problems that may arise and treat the patient, not the diagnosis that may 
initially seem to be true.
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