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Unusual motor and non-motor symptoms and
signs in the early stage of Parkinson’s disease

Sintomas e sinais motores e nao motores pouco comuns na fase inicial da doenca de
Parkinson

Hélio A. G. Teive’, Délcio C. Bertucci Filho?, Renato P MunhoZz®

ABSTRACT

Objective: Patients with Parkinson’s disease (PD) may present with unusual motor and non-motor symptoms and signs in the early stage of
the disease. Methods: Cases were collected over a five-year period at two tertiary movement disorders clinics. All had a diagnosis of PD with
unusual presentations defined retrospectively as the presence of complaints not objectively related to any of the classic cardinal signs of
parkinsonism or the typical early non-motor features of PD. Results: A total of 15 early PD patients fulfilled the proposed criteria, presenting
with symptoms such as atypical tremors, shoulder pain, signs related to the rigid akinetic syndrome, as well as cases of asthenia, rhinorrhea,
parosmia, dysgeusia, nocturnal sialorrhea, and color discrimination disorders. Conclusions: Unusual motor and non-motor symptoms and
signs in the early stage of PD can be difficult to interpret. Specialists should be aware of these conditions as clues to a potential diagnosis.
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RESUMO

Objetivo: Pacientes com doenca de Parkinson (DP) podem apresentar sintomas e sinais motores e ndo motores pouco comuns na fase
inicial da doenca. Métodos: Os casos foram coletados em um periodo de cinco anos, em dois centros terciarios de distirbios do Movimento.
Todos os pacientes tinham o diagnéstico de DP com apresentacdes clinicas iniciais pouco comuns. Resultados: Um total de 15 pacientes
com DP na fase inicial, apresentando sintomas e sinais tais como, tremores atipicos, dor no ombro, sinais relacionados com a sindrome
rigido-acinética, bem como casos com astenia, rinorréia, parosmia, disgeusia, sialorréia noturna e distdrbios da discriminacao de cores.
Conclusdes: Sintomas e sinais motores e ndo motores pouco comuns na fase inicial da DP podem ser de dificil interpretacao. Neurologistas
devem estar a par destas condicdes, como pistas para o potencial diagnéstico.
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Parkinsons disease (PD) is a progressive neurodegenera-
tive disease typically diagnosed using a combination of motor
symptoms that include bradykinesia, rigidity, tremor and pos-
tural instability. This syndrome may present within a spectrum
including forms with predominant tremor, a more balanced pre-
sentation with all the first three cardinal signs described above,
and a rigid-akinetic (RA) phenotype'® In addition, PD is associ-
ated with non-motor symptoms, including autonomic dysfunc-
tion, sleep disorders, neuropsychiatric disorders, and sensory
impairment. Some non-motor symptoms can be detected very
early in the disease process and even during the so-called “pre-
motor” phase, as in the case of REM sleep behavior disorder, hy-
posmia, depression, and constipation"***. Other subjective de-
scriptions of symptoms that can occur in the early stages of PD

may be ambiguous and less orthodox, including asthenia, sen-
sation of internal tremor, shoulder pain, taste disturbance, color
discrimination deficit, rhinorrhea, and parosmia.

The objective of our study is to describe a case series of
Brazilian patients with clinically confirmed PD who present-
ed with unusual and seemingly vague symptoms and signs in
the early stage of the disease.

METHODS

Fifteen consecutive patients with clinically confirmed PD
were evaluated over a five year period (2011-2015) at two ter-
tiary movement disorders clinics (Hospital de Clinicas, Federal
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University of Parand and Parand Parkinson’s Association),
and the private offices of the authors (HAGT and RPM). All
selected patients provided a retrospective description of un-
usual symptoms or signs that could be linked to a recognized
motor or non-motor sign, or to a previously-known unusual
presentation of PD from the literature. The identification of
these findings was based on the expertize and clinical sus-
picion of the authors as no guidelines have been established
for this purpose. From the patients’ perspective, the findings
were described as trivial and perplexing but recurrent, often
related to sensations, including awkwardness that could be
self-generated (internal tremor, parosmia, etc.) or generated
by external elements (watch or clothing).

The patients were staged using the Hoehn & Yahr scale
(H&Y) and also classified into two combinations of cardinal
motor signs according to the presence of rest tremor [RA or
tremor with rigidity and/or bradykinesia]. Informed consent
forms were obtained from patients, and the study was ap-
proved by the local ethics committee.

RESULTS

An overview of all 15 individual patients identified with
a description of the unusual symptoms and signs is shown
in Table. Mean age was 64 + 4.6 (58-72) years, 12 (80%) were
male. Mean H&Y scale score at the time of diagnosis was
1.5 + 04 (median 1.5, range 1-2) and mean time from detec-
tion of symptom or sign until the formal diagnosis of PD was
12.9 £ 6.2 (5-24) months. The RA form of parkinsonism was ob-
served in 12 (80%) of cases and the most affected side was the
dominant in eight (53.3%) patients. Among all eight patients in
whom the observed symptom or sign could be lateralized, the
side not surprisingly coincided with the most affected body
side. Some degree of levodopa responsiveness of the observed
symptom or sign was observed in 12 (80%) cases.

DISCUSSION

In this series, we describe 15 patients with PD, all diag-
nosed during the early initial stages, who retrospectively de-
scribed unusual symptoms and signs eventually attributable
to the disease but regarded as non-specific and vague for sev-
eral months. In all cases, the description or finding was not
part of the diagnostic criteria and, for obvious reasons, could
not contribute per se to the diagnosis of PD. Our experience,
however, leads us to believe that part of what we describe here
can be used as unambiguous clues for the active search of the
classic cardinal signs of parkinsonism. One of the interesting
findings of our series is the fact that the vast majority of cas-
es present with the RA motor combination of cardinal signs
with no rest tremor. This motor phenotype represents about
one in every four cases of established PD in clinical practice
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and our finding may indicate that, different from the visual
and more straightforward objective detection of tremor, the
interpretation of the sensation and physical signs related to
rigidity and bradykinesia can be complex and treacherous.
Also, although tremor, even among our cases with “unusual”
presentations, was detected as an involuntary self-produced
abnormality, symptoms related to rigidity and bradykinesia
were often attributed to external sources, such as a defective
watch or an unskilled tailor. Other descriptions, such as dys-
geusia for specific kinds of food, parosmia, fatigue, and color
discrimination deficits are, in fact, misperceptions of known
early non-motor aspects of PD. Finally, a minority of the de-
scriptions in our series have been reported previously, includ-
ing rhinorrhea and sialorrhea, but are not entirely attribut-
able to any single motor or non-motor sign or symptom of
PD. The improvement and amount of responsiveness to le-
vodopa may be clues to the potential source of the given un-
usual symptom.

In fact, PD patients may present with a variety of mo-
tor and non-motor signs and symptoms that are consid-
ered uncommon or rare"***
included tremor with an unusual presentation reported by
three patients. The complaints included sensation of inter-
nal tremor, unilateral foot tremor during sexual intercourse,
and tongue tremor producing what is regarded as a “disap-
proval” click sound in many cultures. Internal tremor was
described by Shulman et al.®and defined as a sensation of
tremor in the extremities or trunk that produces no visi-
ble movement. More recently, Cochrane et al. studied the
presence of internal tremor in PD, multiple sclerosis and es-
sential tremor, concluding that it represents a common but
under-recognized symptom in all three diseases, and was
found in 32.5% of PD patients’. Unilateral lower extremity
and tongue tremors are not rare®, but the specific circum-
stances and impact in the particular patients outlined here
were filled with descriptions of embarrassment and per-
plexity. One previous description of throat clicking, possibly
related to tremor has been described, raising the possibility
of palatal tremor.

Other atypical motor manifestations related to a uni-
lateral RA syndrome included signs related to shirt but-
toning, jacket sleeve length, new onset problems with shoe
sole and laces, and the Rolex sign, which was reported by
Andrade and Ferraz in 1996. This sign is related to mal-
functioning of a self-winding wristwatch due to upper ex-
tremity bradykinesia®. The term “Rolex sign” was suggest-
ed by the late professor David Marsden during a neurology
meeting in Brazil®'®. We interpret the signs related to shirt
buttoning and tying shoe laces as subtle motor manifesta-
tions of bradykinesia and declining hand dexterity found
in the initial stages of PD'". Similarly, the sensation of short
jacket length can be seen as a sign related to a combina-
tion of bradykinesia, rigidity, and abnormal posturing of
the arm''. The worn shoe sole sign is potentially related to

.The motor signs in this series



Table. Demographic and clinical description of cases with unusual initial manifestation of Parkinson’s disease.

Age Gender L dni':;:;eif:re Initial symptom or sign H&Y stage ph’(\e/l:(:'(c);pe lal'l/(l:':iirty wifc:: i:;g:pa

1 65 M 12 Night time rhinorrhea 1 RA D +++
2 70 M 7 Dysgeusia for wine and refined food 1 RA ND N

3 63 M 24 Color discrimination deficit 1.5 RA D N
4 59 M 15 Parosmia, followed by hyposmia 2 RA ND

5 66 M 5 l\/Ialfunctiovciir;gtvc;;taci?{f—winding 2 RA ND 42
6 72 F 24 Generalized internal tremor sensation 2 TRB D AR
7 58 M 6 Shoulder pain 1 RA D +++
8 71 M 12 Unilateral shirt sleeve buttoning difficulty ® 2 RA D S
9 64 F 20 Excessive night time sialorhea * 2 RA D N
10 59 M 18 Sensation o?;g;it:lr:évs;ort length of 15 RA ND i
I 63 M 8 Unilateral worn shoe sole 1.5 RA D +
12 60 M 9 Fatigue and asthenia 1.5 RA ND AR
13 68 M 12 Coital foot tremor 1 TRB ND ++
14 60 F 8 Unilateral difficulty doing shoe laces 1 RA D 4
15 62 M 14 Continuous “disapproval’ tongue-palate 15 TRB ND o

click (tremor)

H&Y:HoehnYahr;M:male;F:female; RA:rigid akinetic; TRB: parkinsonism presenting tremor, rigidity and bradykinesia; D:dominant body side;ND:non-dominant;
N:none;"Rolex sign™'%; 2iImproved after watch was switched to contralateral wrist, while on L-dopa; *“®refered by the patients as “the shirt’s button sign”, “wet

pillow sign”, and “short jacket’s sleeve sign”.

a shuffling gait with unilateral leg dragging'®. Pain is con-
sidered a common sign in PD patients and can be of differ-
ent types. Goetz studied pain in PD patients and classified
musculoskeletal, dystonic and joint pain as the most com-
mon types®. Back pain can be an early sign of PD, relat-
ed to rigidity and bradykinesia and can be confused with
a painful shoulder syndrome of orthopedic origin'*>¢1".
In fact, ultrasound imaging in the shoulder region in 33 PD
patients found abnormalities in 22 (66.6%), including ten-
don tearing, the supraspinatus muscle being the most
common site involved'®,

Fatigue and asthenia can be observed in the initial stag-
es of PD and may be related to the combination of RA syn-
drome and apathy, fatigue and depression®. Rhinorrhea
unrelated to allergy, sinus disease or respiratory tract in-
fections can occur in PD patients®. Kano et al.*® conducted
a multicenter study of 231 PD patients in Japan and com-
pared them with a control group, finding greater frequen-
cy of rhinorrhea in PD patients (33.3%) but failing to find a
correlation with disease duration, H&Y score and the clini-
cal presentation. Dysgeusia is an uncommon spontaneous
complaint in PD patients; however Kashihara et al.?' actively
looked for this symptom and hyposmia in 285 PD patients.
Almost 43% complained of both smell and taste impair-
ment, 39.3% of smell impairment and almost 10% of isolat-
ed taste impairment. Both were more common at more ad-
vanced stages of PD?!. Olfactory dysfunction is common in
PD patients as a quite early non-motor symptom**. Doty
estimated that 90% of PD patients present with a complaint
of olfactory dysfunction in the initial stages of the disease.??

Parosmia, which is defined as distorted odor perception
in the presence of an odor source, is a much less frequent
non-motor sign in PD patients®.

Drooling is defined as excessive pooling and spillover
of saliva out of the oral cavity and is considered one of the
most unpleasant non-motor symptoms by patients and
caregivers”. The main factor that causes drooling in PD pa-
tients is impaired intra-oral salivary clearance®. Drooling is
more common in PD patients in the advanced stages of the
disease and is uncommon in the initial stages®. Nocturnal
drooling, which is known as the pillow sign, is less common
in the early stages of PD. Finally, impaired color discrimi-
nation has been suggested as an early, yet less common,
sign in PD patients, related to dopaminergic dysfunction®.
Kertelge et al.*® studied impaired olfaction and color dis-
crimination in 100 PD patients, finding a high prevalence
of impaired olfaction (hyposmia) and diminished color dis-
crimination in the Farnsworth-Munsell test. Reduced col-
or discrimination was more common in patients with the
LRRK2 and parkin mutations.

In conclusion, PD is a complex neurodegenerative dis-
ease that manifests with classic motor signs and count-
less non-motor symptoms and signs. In the initial stages
of PD, uncommon motor and non-motor signs can be ob-
served. Difficulty with precise description and interpreta-
tion, as well as atypical forms of tremor, pain, other mo-
dalities of sensation, and secondary signs of RA syndrome
make the initial diagnosis even more challenging but may
also be clues for the active pursuit of non-obvious cardinal
signs of the disease.
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