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Zuklopentiksol Kullanımı Sonrası Perioral Dermatit: Otizm Spektrum 
Bozukluğu, Dikkat Eksikliği/Hiperaktivite Bozukluğu ve Davranım 

Bozukluğu Üçgeninde Tedavi Zorlukları

A 12-year-old boy with autism spectrum disorder, attention deficit/hyperactivity disorder, and conduct disorder developed perioral rash after 
zuclopenthixol injection in addition to olanzapine and guanfacine treatment. The onset of rash within 48 hours after the injection may 
suggest a clear relationship in terms of timing. Also, the Naranjo score of 6 may support that zuclopenthixol is the probable reason for this 
adverse reaction. The rapid regression after discontinuation of the drug may further reinforce the specificity of this relation.
Keywords: Zuclopenthixol, perioral dermatitis, antipsychotic side effects, autism spectrum disorder, adverse drug reaction, pharmacovigilance 

Bu olgu sunumunda otizm spektrum bozukluğu, dikkat eksikliği/hiperaktivite bozukluğu ve davranım bozukluğu tanılarıyla takip edilen 
12 yaşındaki erkek hastada olanzapin ve guanfasin tedavisine ek olarak uygulanan zuklopentiksol dekanoat enjeksiyonu sonrası gelişen 
perioral dermatit olgusu ele alınmaktadır. Enjeksiyondan sonraki 48 saat içinde döküntülerin başlaması, zamanlama açısından belirgin bir 
ilişkiyi düşündürmektedir. Ayrıca, uygulanan Naranjo skorunun 6 olması, zuklopentiksolün bu reaksiyona neden olma olasılığını güçlü bir 
şekilde desteklemektedir. İlacın kesilmesiyle döküntünün hızla gerilemesi ise bu ilişkinin spesifikliğini daha da pekiştirmektedir.
Anahtar Kelimeler: Zuklopentiksol, perioral dermatit, antipsikotik yan etkileri, otizm spektrum bozukluğu, advers ilaç reaksiyonu, 
farmakovijilans
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INTRODUCTION

Autism spectrum disorder (ASD) is a complex, lifelong 
neurodevelopmental disorder characterized by persistent 
deficits in social communication and repetitive behavioral 
patterns (1). Current epidemiological data report that one 
in every 31 children has ASD (2). ASD frequently​​​​​​​​​​​​​​​ coexists 
with various psychiatric conditions, such as attention 
deficit/hyperactivity disorder (ADHD), conduct disorder (CD), 
intellectual disability, and anxiety disorders (3). 
Although the basic treatment approach for ASD is individualized 
special education, pharmacotherapy is frequently employed 

in the presence of comorbid disorders, especially ADHD and 
CD. In clinical practice, methylphenidate, atomoxetine, and 
guanfacine are commonly used to manage ADHD symptoms. 
For comorbid CD or pronounced behavioral dysregulation, 
second-generation and typical antipsychotics, including 
risperidone, aripiprazole, olanzapine, and haloperidol, may 
be introduced. Combined pharmacotherapy may also be 
considered in complex cases (4-6).
Olanzapine is an atypical antipsychotic that exerts 
antagonistic effects on dopamine (D2) and serotonin 
(5HT2A, 5HT2C) receptors (5). It has demonstrated 
clinical efficacy in managing symptoms associated with 
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non-schizophrenic psychotic disorders, impulse control 
disorders, CD, and ASD. 
Guanfacine acts by stimulating presynaptic alpha-2 
adrenergic receptors in the central nervous system (6). This 
effect contributes to the relief of behavioral symptoms such 
as hyperactivity and aggression by increasing attention and 
impulse control and can be used alone or in combination 
treatments (4-6). 
Zuclopenthixol is a typical antipsychotic with high affinity for 
dopamine D1 and D2 receptors. Although it carries the risk of 
extrapyramidal side effects like other typical antipsychotics, it 
can be preferred in some cases due to its long-acting decanoate 
formulation. The intramuscular decanoate formulation reaches 
peak plasma concentrations within 3 to 7 days and has an 
elimination half-life of approximately 19 days. It is commonly 
utilized in the management of severe aggression, particularly 
in individuals with CD (7). 
In this paper, we present a rare adverse event that has not 
been previously reported in the current literature: a perioral 
dermatitis, which developed after the administration of 
zuclopenthixol decanoate on ongoing olanzapine and 
guanfacine treatment. 

CASE REPORT

The focus of this presentation is a 12-year-old boy who was 
followed up in our outpatient clinic with the diagnoses of 
ASD, ADHD, and CD. The patient’s anamnesis indicated that 
despite receiving risperidone and atomoxetine treatment 
for seven years, his behavioral problems and hyperactivity 
continued. He tended toward aggressive behaviors directed 
at family members, special education staff, and peers. The 
childhood autism rating scale score was 51, and the problem 
behavior checklist score was 107. Guanfacine and olanzapine 
treatments were gradually started. The patient used 
guanfacine 3 mg/day and olanzapine 10 mg/day for the last 
two months and had no side effects. However, the treatment 
dose was increased to guanfacine 4 mg/day and olanzapine 
15 mg/day due to the continuation of behaviors like not 
obeying the rules at school, being constantly on the move, 
and harming everything and everyone around him. Since the 
dose increment was not very beneficial, an intramuscular 
injection of 200 mg zuclopenthixol decanoate was applied in 
addition to the current treatment.
Forty-eight hours after the injection, the patient came to our 
clinic with rashes around the mouth (Figure 1. A). Physical 
examination revealed elevated, crusted, and painless skin 
lesions localized around the mouth. The child did not have 
habits such as putting foreign objects in the mouth or 
touching/licking the oral area. There was no previous history 
of a similar lesion, and no similar condition was observed in 
any other family members that would suggest a contagious 
infection.​ Additionally, there was no use of a different 
medication and no change in the patient’s diet or daily life 
routine. 

The patient was referred to the pediatrics and dermatology 
departments for detailed examination and evaluation. 
The dermatology clinic diagnosed the rashes as perioral 
dermatitis, with no evidence of infectious or systemic etiology, 
suggesting a possible drug-related reaction (Figure 1. B). In 
laboratory tests, hemogram and biochemical parameters were 
found to be within normal limits. Local cortisone treatment 
was started for the lesions.
The patient continued to use guanfacine 4 mg/day and 
olanzapine 15 mg/day since he benefited from these doses 
during the regression of perioral dermatitis. The local 
cortisone treatment was applied for two weeks, and the 
lesions around the mouth completely resolved (Figure 1. C). 
Due to complaints of insomnia and agitation reported during 
clinical interviews, the olanzapine dosage was increased to 
20 mg/day, and perioral dermatitis did not recur during the 
follow-up.

DISCUSSION

Antipsychotic medications can lead to various adverse 
cutaneous reactions. These reactions may range a wide 
spectrum from benign lesions, such as eczema, erythema, 
pigmentation, photosensitivity, urticaria, and pruritus, to 
serious conditions like life-threatening Stevens-Johnson 
syndrome and toxic epidermal necrolysis (8). Possible 
mechanisms of these dermatological reactions include 
immunomodulation, accumulation of toxic metabolites, and 
photosensitization (8). Also, the increase in prolactin levels 
may stimulate sebum production and exacerbate cutaneous 
reactions (9,10). On the other hand, thioxanthene-based 
antipsychotics, especially zuclopenthixol, have the potential 
to predispose to phototoxic reactions (11). 
In the present case, erythematous, scaly lesions were observed 
in the perioral region, and the lesions were accompanied 
by subjective symptoms such as itching. Although the 
pathogenesis of this reaction has not been fully elucidated, 
the immunomodulatory effects of antipsychotics may play 
an important role. Antipsychotics can trigger inflammatory 

Figure 1. The occurrence and regression of perioral 
dermatitis after zuclopenthixol decanoate injection in a 
12-year-old boy A) 2 days after the injection, B) 5 days 
after the injection, C) Lessions resolved in 2 weeks
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responses by changing the cytokine balance (12). Similar 
mechanisms have been described, particularly with beta-
lactam antibiotics and some anticonvulsants, suggesting 
that non-drug-specific immune-mediated dermatological 
side effects may occur (13). Additionally, zuclopenthixol may 
contribute to the pathophysiological process by disrupting 
epidermal barrier function or increasing neurogenic 
inflammation through dopaminergic effects (14,15).
In our case, the dermatitis occurred only two days after 
the zuclopenthixol injection, suggesting a drug-induced 
hypersensitivity reaction. The naranjo scale was 6 for 
zuclopenthixol, supporting the probability of drug-
relatedness (Table 1). The patient was using olanzapine and 
guanfacine simultaneously, and drug interactions might 
also trigger this dermatological side effect. The potent M3 
muscarinic antagonism of olanzapine (5) may impair stratum 
corneum hydration in the perioral region by suppressing 
sweat and sebum production. This pharmacological effect 
may predispose to the development of perioral dermatitis, 
which is particularly prone to transepidermal water loss (16). 
Moreover, the weakening of the skin barrier may be further 
enhanced by guanfacine’s reduction of local tissue perfusion 
via α2A adrenergic receptors (17).
In this case, perioral dermatitis completely regressed after 
zuclopenthixol was discontinued, and the findings did not 
recur despite the olanzapine dose being increased. This may 
show that the dermatitis was primarily due to zuclopenthixol. 
On the other hand, dermatitis associated with olanzapine has 
been reported in the literature (18); it is seen that olanzapine 
alone did not cause a similar side effect in this patient. There 
are examples that synergistic adverse effects can occur, 
especially in the combination of antipsychotics with other 
psychotropic drugs (19). This may support that the dermatitis 
in our case may be due to a possible synergistic effect between 

olanzapine and zuclopenthixol. The combination of D2 
receptor blockade by zuclopenthixol and the anticholinergic 
properties of olanzapine may have triggered a localized skin 
inflammation (5,7). The metabolism of both drugs via the 
CYP2D6 enzyme system may also bring an interaction at the 
pharmacokinetic level to the agenda (7).
While olanzapine has been frequently associated with 
cutaneous adverse drug reactions, including serious 
manifestations such as DRESS syndrome (20), dermatological 
complications from zuclopenthixol are infrequently described.

CONCLUSION

We present a rare case of perioral dermatitis related to 
zuclopenthixol decanoate injection. In clinical practice, when 
similar dermatological findings are encountered, possible 
side effects related to antipsychotic drugs should be taken 
into consideration, and the treatment plan should be revised 
if necessary. It should be remembered that drug interactions 
may pose a risk in combination treatments. New case reports 
and comprehensive pharmacovigilance studies are needed for 
a better understanding and management of such reactions.
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Table 1. Naranjo adverse drug reaction scale
No. Question Response Score
1. Are there previous conclusive reports on this reaction? Not known or not done 0

2. Did adverse event appear after the suspected drug was given? Yes 2

3. Did the adverse reaction improve when the drug was discontinued or a 
specific antagonist was given? Yes 1

4. Did the adverse reaction appear when the drug was readministered? Not known or not done 0

5. Are there alternative causes that could have caused the reaction? No 2

6. Did the reaction reappear when a placebo was given? Not known or not done 0

7. Was the drug detected in any body fluid in toxic concentrations? Not known or not done 0

8. Was the reaction more severe when the dose was increased, or less severe 
when the dose was decreased? Not known or not done 0

9. Did the patient have a similar reaction to the same or similar drugs in any 
previous exposure? Not known or not done 0

10. Was the adverse event confirmed by any objective evidence? Yes 1

Total score 6 
Scoring: >9 = definite ADR; 5-8 = probable ADR; 1-4 = possible ADR; 0 = doubtful ADR
ADR: Adverse drug reactions
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