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ABSTRACT

Extrapyramidal disorders are common adverse events in antipsychotic therapy. However, their diagnosis is difficult
due to broad differential diagnosis, and often their specific clinical variant is not recognized, and timely intervention
is not performed, which leads to severe patient suffering. This affects the quality of life of patients with schizophrenia
and leads to their refusal to receive therapy, which aggravates the course of the disease. The article presents a
clinical case of a 33-year-old patient at a psychiatric hospital with schizophrenia combined with such rare severe
extrapyramidal disorders as antipsychotic-induced tardive dyskinesia and tardive dystonia.

The diagnosis was carried out in accordance with the criteria of the International Classification of Diseases,
Tenth Revision (ICD-10). The intensity of clinical manifestations was assessed using the Positive and Negative
Syndrome Scale (PANSS), the Abnormal Involuntary Movement Scale (AIMS), and the Barnes Akathisia Rating
Scale (BARS). Compliance was assessed using the Method for Measuring Medication Adherence in Psychiatry.
Detailed differential diagnosis of tardive dyskinesia and tardive dystonia with akathisia and Huntington’s disease
was presented. Substantiated treatment strategy and positive clinical dynamics with increased compliance were
described.
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PE3IOME

9KCTpaHI/IpaMI/I,Z[HI)IC HapymeHUs ABJISIOTCA 4aCTbhIMH HEXKEIATCIIbHBIMU SIBJICHUSAMUA TEPAINUU aHTUIICUXOTUKAMU.
OnHako ¢ Y4YE€TOM IIUPOKOro Kpyra u CIIO’KHOCTEN Z[H(l)(l)epeHHHaﬂBHOfI JUArHOCTUKH YaCTO HE PACIIO3HACTCA UX
KOHKpCTHLIi/’I KJIMHUYECKUI BapyUaHT U HE NPOBOAUTCSA CBOCBPEMEHHOEC BMEIIATEILCTBO, YTO IMPUBOJIUT K BbIpa-
JKCHHBIM CTpaJlaHUusIM IalluC€HTa. DTO BIIUAET HAa KAYECTBO JKU3HU OOJIBHBIX C IHI/ISO(bpeHI/Ieﬁ U IPUBOJUT K OTKa3y
OT nprue€ma Te€panuu, 4To ycyry6n${eT TedyeHue 3a0oseBanus. B cratbe MpeaCTaBJICH KJIMHAYECKHUI cnyl{aﬁ 33-net-
HETrOo ManyveHTa nCuxuaTpuvieCKoro craquonapa ¢ H_II/I3O(1)peHI/IGI71, COYCTAaHHOW C TAKUMU PEAKHUMHU, HO TAKEJIBIMU
SKCTpanupaMUIHBIMU HAPpYUICHUAMU, KaK TapJAUBHasd NUCKHUHE3WSA W TapAuBHasA JUCTOHHSA, MHAYUUPOBAHHBIMU
NMPpUEMOM aHTUIICUXOTUKOB.

JlmarHocTuka poBOAMIIACE B COOTBETCTBHHU C KPUTEPHSIMU MexTyHapoaHOH Kiiaccudukanuy 6one3Hel necaro-
ro nepecmotpa (MKB-10). BeipaskeHHOCTh KIMHHYECKUX MPOSIBIICHUH OlleHUBanach ¢ moMoulpio lkansr mo3u-
TUBHBIX U HeraTUBHBIX cuMnToMoB (PANSS), IlIkansl maronormyeckux HeMpeaHAMEpeHHBIX NBIkeHnH (AIMS),
Ikans onenku akatusun bapaca (BARS). [IpoBeneHa oneHka KoMIUTagHCca ¢ MOMOIIBI0 MeTo1a MpOrHO3UpOBa-
HUS METUKaMEHTO3HOTO KOMIUTaeHca B IIcUxuaTpuu. [Ipencrasiena passepHyTas quddepeHnuansaas IHarHocTH-
Ka TapANBHOW UCKUHE3NH U TIO3AHEH JUCTOHMH C akaTu3ueil u 6one3nsio ['entunrrona. Onmcana MOTHBHPOBAH-
Has BpaueOHasl TAKTHKA M TTOJIOXKUTENbHAs KIIMHAYECKas JMHAMUKA C TTOBBIIIEHHEM KOMILTAeHCaA.

KiroueBbie ciioBa: TapAuBHasA JUCKUHE3US, TapAUBHAs JUCTOHUSA, HII/I30(bpeHI/I$I, KOMIUIaCHC, aKaTU3usl.

KoHpauKT nHTepecoB. ABTOPHI ACKIapUPYIOT OTCYTCTBHE SIBHBIX M MOTEHIMAIBHBIX KOH(IIUKTOB HHTEPECOB,
CBSI3aHHBIX C MyOIUKanueil HacTosIIeH CTaThU.
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poBbst, Tomckuit HUML] (mpotokxon Ne 103 ot 23.10.2017).
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INTRODUCTION

Patient noncomliance with therapy is a common
problem in the treatment of schizophrenia, leading
to relapses, readmissions, and aggravating long-
term events [1, 2]. Treatment noncompliance is one
of the reasons for transferring patients to therapy
with long-acting antipsychotics, which are mostly
conventional neuroleptics [3]. The average rate of

noncompliance among patients with schizophrenia
is 47% [4]. 32 % of patients discontinue seeing a
psychiatrist upon discharge from hospital; and 31%
of patients who continue regular sessions with a psy-
chiatrist in the outpatient setting are found to have
noncompliance or complete refusal of therapy [5].
Within the first 18 months of treatment, 5% of
patients discontinue it completely [6]. About 250
factors affecting compliance have been identified
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[7]. A key factor is multiple adverse effects of anti-
psychotics [8], which cause about half of patients to
refuse from antipsychotic therapy [9]. Tardive dyski-
nesia, dystonia, and akathisia occupy a special place
among specific motor side effects of antipsychotics.
They aggravate the course of schizophrenia, cause
treatment failure, and worsen the quality of life [10].

Tardive dyskinesia is a persistent movement
disorder that occurs 1-2 years [11] after taking anti-
psychotics. It represents chaotic movements of dif-
ferent parts of the body. The specifics of the move-
ments and the part of the body vary and may change
over time. The first symptoms of tardive dyskine-
sia usually include repetitive, uncontrolled, chaotic
movements of lips, tongue, and facial mimic mus-
cles. Movements of the extremities, head, neck, and
soma, difficult swallowing, and forced body postures
may also be present [12]. The quality of life of pa-
tients with tardive dyskinesia is reduced by 12.3%
relative to patients without it [13], and the pres-
ence of tardive dyskinesia complicates treatment of
schizophrenia and increases the financial burden on
the patient’s family [14].

Tardive dystonia is an extrapyramidal disorder,
one of the most disabling variants of tardive dyski-
nesia. It occurs several years after the start of anti-
psychotic therapy and persists after its withdrawal.
In less than 20% of cases, it occurs within the first
year of treatment [15]. Tardive dystonia begins in
the muscles of face or neck. Generalization of dys-
tonia to the extremities and trunk is observed in a
small number of cases. The most frequent form of
tardive dystonia is oromandibular dystonia. All of
this affects patients’ quality of life and leads to refus-
al of therapy, aggravates the course of the underlying
disease, and requires increasing doses of antipsy-
chotics: a pathological circle is formed [15].

One of the types of tardive akathisia is persistent
akathisia, which develops 3 months after withdrawal
of antipsychotic therapy or when a second neurolep-
tic drug is added to the treatment [16]. Motor rest-
lessness with predominant localization in the lower
extremities (repetitive movements such as crossing
and uncrossing the legs, and constant shifting from
one foot to the other, walking along a single line)
is typical of akathisia and is defined as its objective
component. The subjective component is represent-
ed in the form of an imperative need for movement,
restlessness, and tension. The emergence of tardive
akathisia, especially when its severity increases,

can be mistakenly interpreted as aggravation of the
mental state, and can be the reason for the formation
of suicidal tendencies [16]. Timely diagnosis and
correction of adverse motor events of antipsychotic
therapy are necessary to improve the quality of life,
increase compliance, and form long-term remission
[17].

The aim of the study was to diagnose and de-
scribe the effect of combined antipsychotic-induced
extrapyramidal disorders, such as tardive dyskinesia
and tardive dystonia, on patient’s compliance with
schizophrenia.

We used clinical-psychopathological and clini-
cal-catamnestic methods with the analysis of medi-
cal records of the patient undergoing inpatient treat-
ment at the Department of Endogenous Disorders of
Mental Health Research Institute clinics. The patient
was examined and treated according to the nation-
al clinical guidelines [18]. Schizophrenia was diag-
nosed according to ICD-10 criteria [19]. The seve-
rity of pathopsychological symptoms was assessed
according to the Positive and Negative Syndrome
Scale (PANSS) [20]. The severity of pathological
involuntary movements was assessed according to
the Abnormal Involuntary Movement Scale (AIMS)
[21]. The Barnes Akathisia Rating Scale (BARS)
was used to diagnose akathisia [22]. Compliance
was assessed using the Method for Measuring Medi-
cation Adherence in Psychiatry [23].

CLINICAL CASE

Patient A., 33 years old, was admitted to the hos-
pital in January 2020 for managing adverse effects of
antipsychotic therapy.

Anamnesis. The patient was born following nor-
mal pregnancy and delivery and was not behind his
peers in his early development. Since preschool age,
the patient had not been socially active and could not
adapt in a group of peers. He was often ridiculed and
physically bullied at school, then he was transferred
to homeschooling. Since the age of 13, he could
hardly comprehend tasks and could understand sim-
ple instructions only after several repetitions. He
could not talk for days, looking at geographical at-
las for a long time, freezing over one page. He was
first examined by a psychiatrist following teachers’
recommendations, but was not subjected to full exa-
mination and treatment.

At the age of 15, he began to have fear of men
and refused to go out unaccompanied. On the eve
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of the school year, he made numerous razor cuts
on his forearm and neck. He never sought medical
care. At the age of 16, he barely completed grade
11, after which he refused to continue his education.
Patient’s behavior changed, he stiffened while sit-
ting on a chair in one position, could walk quickly
around the room from time to time, raised his legs
high, squeezed his hands in front of him with effort,
strained his neck and moved his lower jaw forward,
and was moody. With suicidal intentions, he took a
blister pack of zopiclone, after which he was taken to
the Accident and Emergency Unit. Having returned
home, he learned of his brother’s death; he did not
react emotionally, went outside, and ran around the
house in silence; he had not thought of his brother
since.

He took the recommended haloperidol for 1
month on an outpatient basis, then stopped taking
it. He was angry and tense; he declared to his par-
ents that he had no future. At the age of 17, he was
first hospitalized to Mental Health Research Insti-
tute clinics. His mental state was characterized by
behavioral disorders against a background of the flat
effect, alogia, and hypobulia. He took zuclopenthixol
25 mg/day, clozapine 237.5 mg/day, carbamazepine
800 mg/day, and trihexyphenidyl 10 mg/day. In the
outpatient setting, he was irregularly treated with zu-
clopenthixol 5 mg/day. Nevertheless, he graduated
from a law college.

He did not work in his specialization, he was a
mine laborer for about 1 year, constantly complain-
ing of fatigue. At the age of 26, the patient was hos-
pitalized to a psychiatric hospital for medical and
social assessment. He was diagnosed with paranoid
schizophrenia with a continuous course; the second
disability group was registered. As of the moment
of admission, visual hallucinations were present. Af-
ter discharge, he irregularly took the recommended
risperidone 6 mg/day for 3 years and lived in paren-
tal care. About 2 years ago, he completely withdrew
the treatment, his condition worsened again: he be-
came restless, wrung his hands, his statements were
stereotypical.

One year before the current hospitalization, the
patient began to complain of many thoughts in his
head, stereotypically repeating the same phrases. He
was repeatedly hospitalized in the clinics of Mental
Health Research Institute. His mental condition was
characterized by the presence of psychic automatism,
expressed by schizophrenia-specific disorders in all

spheres of mental activity. However, he refused of
therapy on the first day, as the doctor suggested a
physical examination. He was discharged with a rec-
ommendation to take risperidone 6 mg/day.

While taking risperidone, the patient complained
of stiffness in the lower jaw. After 3 months of tak-
ing it, involuntary movements in the lower half of
the face and mouth appeared for the first time, oc-
curring spontaneously or provoked by a speech act.
The patient’s speech became indistinct. His mother
noticed improvement in speech in the morning af-
ter a night sleep. Fearing further deterioration of the
patient’s condition, his mother reduced the dose of
the antipsychotic by half. The patient was prescribed
biperiden 2 mg/day by the district psychiatrist. In-
voluntary movements did not decrease. The patient’s
mother discontinued all medications and initiated a
consultation with a neurologist at Scientific Center
of Neurology, where amantadine 200 mg was pre-
scribed. It did not have the expected therapeutic ef-
fect: involuntary movements increased. The mental
state of the patient aggravated, he became more with-
drawn, looked gloomy, refused to leave the house
due to a fear of being hit on the head, and kept silent
while staring out of the window. He would stand up
for no reason, shift from one foot to the other, and
the involuntary movements of the mouth persisted.
Accompanied by his mother, he was admitted to
the Department of Endogenous Disorders of Mental
Health Research Institute.

Mental status. The patient looked tidy and neat
due to constant care of his mother, who changed his
clothes and washed him. The patient was tense and
seemed withdrawn and not interested in talking to
the doctor. The facial expression was hypomimic.
Motor skills were slow, movements lacked plasticity
and were robotic in nature. During the conversation,
he sometimes swayed his trunk back and forth rhyth-
mically. Gestures were absent. Targeted contact was
difficult to establish. Speech was indistinct due to in-
voluntary movements in the mouth area, which were
provoked by the speech act. To facilitate articulation,
the patient touched his lower jaw, sometimes quickly
pulled out his tongue, involuntary eye movements in
the form of excessive blinking and eyebrow frown
were also noted. He answered questions monosylla-
bically and stereotypically: “yes”, “no”, “maybe”.

According to information received from his
mother, the patient lost 9 kg due to poor appetite,
became moody, did not sleep well, feared a hit on
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his head, and spent a long time in one pose. He com-
plained of a lot of thoughts in his head; episodically
saw pictures and cartoon characters before his eyes;
experienced fragmentary sensations of imposing,
other people’s thoughts. Mood was low. He did not
actively express suicidal thoughts and intentions and
did not exhibit any suicidal tendencies in his behav-
ior. In the ward, he stayed in his bed or walked back
and forth across the ward, raising his legs high, stop-
ping and shifting from one foot to the other.

Data of laboratory tests and examinations by
somatic specialists. According to electroenceph-
alography, focal changes, stable interhemispheric
asymmetry, epileptiform activity, or paroxysmal
activity were not found. According to the magnetic
resonance imaging, focal or diffuse changes were not
found. The therapist’s conclusion: chronic cholecys-
titis, remission stage. Examination by a neurologist:
involuntary opening of the mouth, curvature of the
lips and cheeks, forced smile during a conversation;
squeezing the eyes or frowning the eyebrows, run-
ning the hands across the clothes, stroking the hair,
shifting the feet periodically while sitting on a chair.
Conclusion: combined manifestation of oromandib-
ular dystonia and tardive dyskinesia.

Psychometric examination data: upon admission,
according to PANSS, the total score was 113; total
AIMS score was 20; according to BARS, no akathi-
sia was found; compliance score was 29.

Differential diagnosis and substantiation of the
diagnosis. Involuntary forced movements [24] had
a chronic nature; they appeared against the back-
ground of the therapy with the antipsychotic and per-
sisted after its withdrawal. There were no other caus-
es for the condition (it was not a secondary disease
of the underlying disease), there was no hereditary
burden of dementia in Huntington’s disease. Motor
acts had a typical localization with involvement of
the facial muscles in the form of clenching of the
jaws and forced smile, observed during the speech
act, sometimes with the use of corrective gestures
(touching the jaw).

The patient had stereotyped repetitive tongue
movements and expressive movements in the form
of excessive blinking and motor acts involving the
lower extremities (shifting from one foot to the
other, walking back and forth, imitating walking
while standing still, jactation). Progression of these
manifestations is closely associated with receiv-
ing antipsychotic therapy for more than 3 months,

and the movements persist even after withdrawal
of the drug. There are no organic causes of the dis-
orders [25].

Despite the presence of restless movements of the
lower extremities, resembling the objective compo-
nent of akathisia, the key factor is a lack of the sub-
jective component, namely feelings of inner restless-
ness, tension, an imperative need for movement, and
fatigue associated with it [26]. Irregular antipsychot-
ic therapy, violation of the dosage regime and the
frequency of intake, and an increase in the negative
symptom complex act as both predisposing factors
and aggravating factors for the condition. Progres-
sion of negative disorders, among other things, is a
consequence of low compliance.

In this case, there is a combined presence of ad-
verse antipsychotic-induced movement disorders:
tardive dyskinesia and tardive oromandibular dys-
tonia. There is hereditary burden of schizophrenia
on the father’s side. The patient’s schizoid features
became more pronounced in adolescence, apathy
and absence of purposefulness in learning increased
with the emergence of depressive experiences and
subsequent suicide attempt, development of hal-
lucinations and delusions, and mental automatism
with microcatatonic symptoms. Further, in addition
to hallucinations and delusions, progression of de-
creased energy potential and social withdrawal with
the formation of an emotional-volitional defect were
observed.

Definitive clinical diagnosis: paranoid schizo-
phrenia, a continuous course. Combined manifesta-
tion of adverse antipsychotic-induced motor disor-
ders: tardive dyskinesia and tardive oromandibular
dystonia.

Treatment strategy. According to the modern un-
derstanding [27], intake of aripiprazole is less like-
ly to cause tardive dyskinesia compared with other
antipsychotics. A daily dose of aripiprazole of 7.5
mg was the drug of choice in this clinical case. The
patient was also prescribed a cycle of sessions with
a speech — language pathologist and recommended
a course of physiotherapy in order to restore speech
skills. The patient refused of physiotherapy, as any
touching caused him bodily discomfort and mental
suffering.

Changes in the condition. Following the ses-
sions with a speech — language pathologist, patient’s
speech became more distinct, involuntary move-
ments in the oral cavity were provoked only by a
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speech act. Upon discharge, the overall PANSS score
decreased to 95, the overall AIMS score —to 12, and
the Medicaid Compliance Scale score increased to
37. Therefore, positive changes with a decrease in
the psychopathological symptoms and pathological
involuntary movements and an increase in adherence
to the therapy were observed.

CONCLUSION

The clinical case presented a situation in which
untimely detection and inadequate attempts to cor-
rect antipsychotic-induced tardive dyskinesia and
tardive dystonia resulted in a treatment failure, up to
withdrawal. Prolonged interruptions in maintenance
therapy led to mental deterioration and rehospital-
izations, worsened the patient’s quality of life, and
placed a burden on the family. Diagnosis and cor-
rection of combined tardive dyskinesia and tardive
dystonia by individual selection of antipsychotics al-
lowed to reduce the severity of their manifestations,
increase compliance, and improve the patient’s men-
tal state.
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