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""Who came with you?’’ A
diagnostic observation in
patients with memory problems?

The importance of obtaining collateral history
when assessing patients attending the neu-
rology clinic complaining of memory difficul-
ties is well known.'” Patients developing
amnesia in the context of Alzheimer’s disease
may underplay their difficulties because of
cognitive anosognosia, whereas those with
purely subjective memory complaints (the
“worried well”) may overemphasise difficul-
ties. Memory complaint, preferably corrobo-
rated by an informant, is one of the suggested
diagnostic criteria of mild cognitive impair-
ment (MCI).” Misdiagnosis of memory com-
plaints may occur when no collateral history
is available.”

For these reasons, all patients referred to
my cognitive function clinic are sent, as part
of their clinic appointment letter, a request
asking them to bring a relative, friend, or
carer from whom additional clinical informa-
tion may be obtained; this is printed in bold
type and in a separate paragraph. Despite
this, some patients attend the clinic alone. A
study was undertaken to measure the diag-
nostic value of this observation.

As part of an audit of referrals over a 2 year
period (September 2002 to August 2004
inclusive), attendance or non-attendance of
a relative or friend at each consultation was
noted. Diagnosis of dementia was based on
DSM-IV criteria, established by clinical inter-
view, neuropsychological assessment and
structural  neuroimaging.  Diagnosis  of
dementia subtype (Alzheimer’s disease, vas-
cular dementia, dementia with Lewy bodies,
frontotemporal dementia) and of MCI fol-
lowed widely accepted diagnostic criteria. All
patients had minimum follow wup of
6 months.

Of 183 new referrals seen, 150 (82%; 95%
confidence interval (CI) 76 to 88%) followed
the written instruction in the clinic appoint-
ment letter and attended with a relative,
friend or carer; the remaining 33 (18%; 95%
CI 4 to 31%) attended alone. In this cohort,
90 patients were diagnosed with dementia
and 93 were not demented; three had MCI.
Of the 150 patients accompanied to the clinic,
90 (60%; 95% CI 52 to 68%) had dementia; of
the 60 not demented, one had MCI. None of
the 33 patients attending alone had demen-
tia, although two had MCI.

Hence, if attending the clinic with a
relative, friend, or carer (that is, following
the instructions given in the appointment
letter) were considered a diagnostic test for
dementia, it would have a sensitivity of 100%
(95% CI 96 to 100%, Wilson method),
specificity of 35% (95% CI 26 to 46%), and
positive and negative predictive values of 60%
(95% CI 52 to 67%) and 100% (95% CI 90 to
100%) respectively. Positive likelihood ratio
was 1.55 (95% CI 1.33 to 1.80, log method),
judged unimportant, but negative likelihood
ratio (0) was large.

Although not absolute, as those unaccom-
panied patients with MCI might yet evolve to
dementia, the period of follow up for some
patients is brief, and clinically established
diagnoses may require revision (for example,
when neuropathological data become avail-
able), these findings nevertheless support the
belief that attending the neurology clinic
alone despite written instructions to the
contrary is a robust sign of the absence of
dementia.’
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Laryngeal abductor

paralysis can be a - 151-
solitary manifestation Q).LINE

of multiple system
atrophy

Laryngeal abductor paralysis (LAP) and
stridor are well known features that occur
in over one third of patients with multiple
system atrophy (MSA).' The pathogenesis of
LAP is thought to be crico-arytenoid abductor
muscle denervation,” although there is a lack
of consistent evidence of motor cell loss in
the nucleus ambiguus.’’ More recently,
dystonia of the laryngeal adductor muscle
has also been proposed.* LAP/stridor usually
occurs in the advanced stages of the disease,’
and is considered to be a poor prognostic
feature.' * In contrast, some MSA cases have
shown LAP initially, with most of these
reported by otolaryngology departments.””
However, there are no systematic surveys as
to the extent to which MSA patients initially
present with LAP. We describe the result of a
survey of 200 MSA inpatients conducted in a
neurology department.

We reviewed the case records of 200
consecutive “‘probable” MSA patients who
met the inclusion and exclusion criteria.®
They were 119 men and 81 women, mean
age 60 years; 29 had the Parkinsonian
form (MSA-P) and 171 the cerebellar form

(MSA-C). Among these, eight patients (4%)
(four MSA-P, four MSA-C) were shown to
have stridor as the initial manifestation
(table 1). Stridor was the solitary manifesta-
tion in six of the patients, though it was
combined with minimal laryngeal signs in
two of these six patients (inspiratory gasp in
one; hoarseness in one) and REM (rapid eye
movement)-sleep related behavioural disor-
der (“night terror’”’) in one. In the remaining
two patients stridor occurred together with
bladder dysfunction or gait ataxia. In the
former six patients, stridor was followed by
bladder dysfunction in four, constipation in
three, tremor/akinesia in one, ataxia in one,
and postural hypotension in one. The average
interval between the development of stridor
and these later symptoms and signs was 3.3
years (range 1 to 6). The average interval
between stridor and hospital admission was
54 vyears (1-10). In all eight patients,
laryngoscopy confirmed that the stridor was
caused by LAP. The grade of LAP at the first
admission to our hospital (table 1), according
to Isozaki’s laryngoscopy classification,” was
moderate (abductor paresis during waking;
paradoxical adduction during sleep) in three
and severe (complete paralysis) in five.
Among those patients, continuous positive
airway pressure was introduced in three,
laser incision of the vocal fold was carried
out in one, and subsequent tracheostomy was
necessary in five.

In the cases presented, it proved true that
LAP/stridor can be a solitary manifestation of
MSA. The interval between LAP/stridor and
hospital admission was rather long (on
average 5.4 years), suggesting that the
progression of LAP was not very rapid in
those patients. Although the initial presenta-
tion of LAP/stridor was not common (it
occurred in only 4% of all MSA patients), it
is clinically relevant because patients with
LAP/stridor but without obvious neurological
symptoms may see general physicians or
otolaryngologists first. Laryngeal stridor also
occurs because of local inflammation or
tumours, or from distant causes that affect
the vagal nerves, such as upper thoracic or
nasopharyngeal carcinoma. If such condi-
tions have been excluded, central neurologi-
cal causes should be considered. Co-morbid
bladder dysfunction (particularly urinary
incontinence and post-voiding residual
volume of more than 100 ml), postural and
postprandial syncope, parkinsonism, and
ataxia are all red flags suggestive of MSA."
In our eight patients, bladder dysfunction
was an early sign and was chronologically
correlated with LAP/stridor; this finding is in
line with a previous report.” These atypical
features for a local laryngeal pathology
suggest that further studies of the brain are
necessary to confirm the diagnosis of MSA.
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Disseminated Pseudallescheria
boydii infection successfully
treated with voriconazole

A 56 year old, right handed African-American
man with past history of left knee osteo-
arthritis, remote intravenous drug use,
remote alcoholism, and seropositivity for
hepatitis C was admitted to a local hospital
for fatigue, chest pain, 13.6 kg weight loss,
night sweats, and vision loss. On examina-
tion, a loud systolic murmur was present. An
electrocardiogram (ECG) displayed T wave
alternans and a transoesophageal echocar-
diogram revealed severe mitral regurgitation
with mitral valve vegetations, ruptured chor-
dae tendineae, and left ventricular ejection
fraction of 75%. He was diagnosed as hav-
ing endocarditis and cytomegalovirus
endophthalmitis, and was treated with cef-
triaxone, vancomycin, ganciclovir, foscarnet,
aspirin, metoprolol, lisinopril, nifedipine, and
intravenous esmolol. He developed fever
(39.3°C) and his mental status declined. A
head computed tomography (CT) scan
showed left occipital haemorrhage. His left
leg became cold and pale with an ankle:bra-
chial index of 0.4. Blood cultures grew yeast.
Amphotericin B was started and he was
transferred to our hospital for further care.
Upon arrival his temperature was 36.4°C,
pulse was 80 beats per minute and regular,
respiratory rate was 25 per minute, and blood
pressure was 106/76 mm Hg on the right and
160/83 mm Hg on the left. On auscultation a
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II/VI holosystolic murmur over the apex and
bibasilar rales were heard. His left leg was
cold with pulses detectable only by Doppler.
He was alert and oriented to person and place
only, and recalled 1/3 items after short delay.
His speech was fluent and well articulated.
He had light perception on the right and was
only able to count fingers centrally on the
left. He displayed mild left leg weakness,
normal reflexes and flexor plantar responses,
mild right pronator drift, and diminished left
sided  proprioception.  Ophthalmological
examination disclosed dense bilateral vitr-
eous infiltrates, retinal lesions, segmental
retinal detachments, and scattered choroidal
inflammation worse on the right. Flucytosine
was added.

An ECG revealed a prolonged QT interval,
Q waves in I1, I1I, and AVF leads, and signs of
left ventricular hypertrophy. The laboratory
studies revealed a white blood cell count of
25 600/ul with 69% neutrophils, 23% lym-
phocytes, 6% monocytes, 1% eosinophils, and
1% bands; haematocrit, 30%; platelets,
207 000/ul; troponin T, negative; aspartate
aminotransferase (AST) and alanine amino-
transferase (ALT), mildly elevated at 79 U/l
and 99 U/, respectively (a finding attributed
to active hepatitis C); alkaline phosphatase
96 U/l; and the erythrocyte sedimentation
rate (ESR) 26 mm/hr. Serological examina-
tion for human immunodeficiency virus
(HIV) was negative.

A thoracoabdominal CT scan disclosed a
2x2 cm mass in the right subclavian and
common carotid arteries and a right renal
infarct. The left iliac artery was occluded.
Intravenous heparin, in attempt to salvage
the left leg, resulted in left parietal subar-
achnoid, intraparenchymal, and intraventri-
cular haemorrhages. The causative organism
was identified as Pseudallescheria boydii resis-
tant to amphotericin, flucytosine, and fluco-
nazole. On day 13 voriconazole was begun.
He underwent urgent mitral valve replace-
ment and left superior and profunda femoral,
and iliac embolectomy. Heparin was discon-
tinued, and he remained in prolonged coma.
A head CT scan displayed new right fronto-
parietal, right anterior cerebral artery (ACA),
right posterior cerebral artery (PCA) and

(A) Head computed tomography scan showing left parietal intraparenchymal,
subarachnoid, and intraventricular haemorrhages, right middle cerebral and anterior cerebral
arteries, bilateral posterior cerebral arteries and left insular artery ischaemic infarcts. (B) In
addition, a brain magnetic resonance imaging (MRI) scan shows right thalamic and left internal
capsule lacunes, and the initial left occipikﬁ ischaemic infarct with haemorrhage. (C) A magnetic
resonance angiogram showing no flow in the right internal carotid artery.

bilateral small cerebellar infarcts (fig 1A). A
follow up brain magnetic resonance imaging
(MRI) scan revealed several new small left
frontal and parietal haemorrhages and
ischaemic infarcts of the right thalamus,
ACA, and PCA along with the left insula,
basal ganglia, and parietal lobe (fig 1B). The
right internal carotid artery was occluded
(fig 1C). The findings were attributed to
infectious emboli and haemorrhaging from
mycotic aneurysms.

On day 38 of hospitalisation the patient’s
coma resolved. He was eventually able to
follow simple commands, and sit and stand,
although expressive aphasia and left hemi-
paresis remained. His vision improved to 20/
800 on the left. He was subsequently dis-
charged to a long term care facility.

Discussion
Pseudallescheria boydii (anamorph or asexual
phase: Scedosporium apiospermum) is a ubiqui-
tous saprophytic fungus commonly found in
soil, manure, decaying vegetation, and pol-
luted water. Its commonest clinical presenta-
tion in the USA is as mycetoma, a chronic
limited subcutaneous infection in immuno-
competent individuals engendered by minor
trauma, and is characterised by grain forma-
tion and local tissue destruction.' However, P.
boydii has recently emerged as an agent of
invasive fungal disease as well, a phenom-
enon linked to the increasing prevalence of
immunosuppression in the community."”
Although endocarditis and endophthalmitis
have been described,' lung, bone, joint, or
central nervous system (CNS) involvement is
more typical of this organism.* Infections are
classically acquired through penetrating
trauma' or massive inoculation through
inhalation, such as may occur in near
drowning in stagnant or polluted water.’
Disease subsequently results from contiguous
extension and haematogenous dissemina-
tion. It is likely that our patient acquired his
infection through prior intravenous drug use,
resulting in endocarditis with secondary
dissemination to eye, kidney, extremities,
and brain.

Among the various types of invasive fungal
disease attributable to P. boydii, survival rates

Www.jnnp.com


http://jnnp.bmj.com

