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Summary

Introduction. The first psychotic episodes
in adolescents represents a great challenge
in the psychopharmacologic and diagno-
stic point of view. Atypical antipsychotics
are the first line treatment of children and
adolescents with psychotic disorders. Typi-
cal antipsychotics are used as second-line
treatment.

Objective. The aim of the study was to
assess, analyze and present data on
psychopharmacologic treatment of first
psychotic episodes in adolescents who we-
re hospitalized at the Clinic for Mental Di-
sorders “Dr Laza Lazarevic” in the Clinical
department for older adolescents.

Method. The research was conducted
as a retrospective naturalistic study con-
ducted in the period from 01.07.2012. to
08.30.2014. The sample consisted of 60
hospitalized patients with a first psychotic
episode. The therapy administered at
discharge was recorded. The survey instru-
ment was a closed questionnaire composed
for this article. Data analysis was perfor-
med by means of descriptive statistics.

Results. Out of 60 patients incidence of
those treated with typical antipsychotic
was 40 %, atypical 33.33 %, while the in-
cidence of combined therapy with typical
and atypical was 26.67 %. The average
length of treatment of patients on monot-
herapy _typical antipsychotic was 28.79
days (X= 28.79), atypical 24.15 (X=
24.15) and a combination of typical and
atypical 27.44 (X= 27.44). Hallucinations
show a better response to typical an-
tipsychotics, while delusions respond abo-
ut the same in both drug groups.

Conclusion. Successful treatment of ini-
tial psychotic episode, especially among
adolescents, is crucial for minimizing the
consequences for the personal and social
functioning. In relation to the course of the
disease, duration of treatment and side ef-
fects, atypical antipsychotics have the
advantage over the first-generation drugs,
as has been shown by the results of the
study.
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INTRODUCTION

Psychopharamacological approach to
the treatment of adolescents in the first
psychotic episode presents a considerable
challenge. Psychosis at an early age can
manifest in a more rapid clinical picture
in relation to psychotic episode which
first occurs in adulthood. Diagnosing and
determining the adequate psychophara-
macological treatment plan can be com-
plicated due to the difficulty in differenti-
ating between the primitive forms of cog-
nitive reasoning such as magical thin-
king, which often occurs in children and
adolescents, and real symptoms such as
delusions [1]. The clinical picture is often
less clear, since the development of perso-
nality is stopped or slowed due to the
progression of the disease [2, 3]. Good
therapeutic efficacy during the first episo-
de may delay or prevent the development
of a complete clinical picture of a psycho-
tic disorder [4]. Although there are a
number of guides on the use of an-
tipsychotic drugs in adult patients, the sa-
me cannot be applied in adolescents.
Pharmacotherapy of psychotic disorders
in adolescents is specific in both pharma-
codynamic and pharmacokinetic aspects
compared to adult patients [5]. As a rule,
in patients with the first psychotic episo-
de the experience of the previous respon-
se to therapy is not available. Deciding
on the therapy for these patients must be
based on the results of research, and not
on the current experience the administra-
tion a particular drug had [6]. Studies ha-
ve shown that the outcome of the first
two years of treatment can predict the fu-
ture course of a disease [7].

There are relatively few epidemiologi-
cal studies on the first psychotic episodes
in adolescents. It is known that the inci-

dence of psychoses, especially schizop-
hrenia increases during adolescence, pre-
dominantly in men compared to women
[8]. In more than 40 % of cases, the first
psychotic episode occurs between 15 and
18 years of age [6], which is a period of
great importance in relation to the deve-
lopment of personality and obtaining a
social role [9].

The aims of treating psychotic episo-
des are withdrawal of the symptoms, re-
lapse prevention, establishing remission
and achieving functional recovery and
social reintegration [2]. In the treatment
of first psychotic episodes antipsychotics
should be introduced very cautiously, be-
cause of the higher risk of extrapyrami-
dal symptoms, applying the lowest effec-
tive dose of medication (lower dose in the
standard dosage range).

In clinical practice, atypical an-
tipsychotics, antagonists of serotonin and
dopamine, are the first-line treatment of
children and adolescents with schizop-
hrenia. They have been suggested to be
more efficient in the reduction of positive
and negative symptoms of schizophrenia
and to carry a lower risk of extrapyrami-
dal symptoms. In addition, atypical an-
tipsychotics such as quetiapine, ziprasi-
done and aripiprazole are also antago-
nists of serotonin and dopamine, which
are used in clinical practice for children
and adolescents with psychotic disorders
who do not respond to other atypical an-
tipsychotics. Typical antipsychotics, such
as haloperidol and chlorpromazine are
used as the second-line treatment, altho-
ugh the use of chlorpromazine is more fa-
vorable due to a lower risk of occurrence
of dystonic reaction [10].



OBJECTIVE

The aim of this study is to assess, ana-
lyze and present data on psychopharma-
cologic treatment of psychotic disorders
in adolescents who were hospitalized at
the Clinic for Mental Disorders “Dr La-
za Lazarevic” in the Clinical department
for older adolescents in the first psychotic
episode. The result provides insight into
the current approach of the treatment of
these patients and could provide impor-
tant information for planning and deve-
loping strategies for treatment as well as
pointing out the limitations and dilem-
mas in the treatment of adolescents in the
first psychotic episode.

METHOD

Our research was conducted as a re-
trospective naturalistic study carried out
at the Clinic for Mental Disorders “Dr
Laza Lazarevic” in the Clinical depart-
ment for older adolescents in the period
from 01.07.2012. to 08.30.2014. when
the first 60 hospitalizations of patients
with psychotic episode occurred.
Criteria for inclusion of patients in
this study were:
® The patient was hospitalized at the,
Clinic for Mental Disorders “Dr
Laza Lazarevic” in the Clinical de-
partment for older adolescents in
the period from 01.07.2012. to
30.08.2014.

® The patient was aged between 14
and 18 years including both sexes.

® That the patient was diagnosed ac-
cording to the International Classi-
fication of Diseases (ICD- 10), as
psychotic in schizophrenic spec-
trum of groups F20 to F29

e If the patient was categorized with
a level of intelligence satisfactory
for regular education

e The patient had no history of ad-
dictions and/or has not had contact
with psychoactive substances for 3
months previous to the study

The criteria for exclusion of patients
from the study were:

¢ That the patient was previously tre-
ated in another psychiatric institu-
tion under the above diagnoses.

® The patient was suffering from ne-
urological and somatic diseases.

e If the patient left the clinic on the
personal request of parents prior to
the diagnosis and treatment.

Parents or legal guardians of patients
were provided with a written consent for
the use of medical records for the purpo-
ses of our study.

Information on psychopharamacolo-
gic treatment of the sample were obtai-
ned by examining the discharge lists of
the patients and prescriptions lists. The
therapy administered at discharge was re-
corded. The survey instrument was a clo-
sed questionnaire composed for this rese-
arch. Medical histories of hospitalized
adolescents were used for filling the data
in the questionnaire. Data analysis was
performed by means of descriptive stati-
stics.

RESULTS

At the Clinic for Mental Disorders
“Dr Laza Lazarevic” in the Clinical de-
partment for older adolescents in the pe-
riod from 01.07.2012. to 08.30.2014.
sixty hospitalizations of adolescents in
the first psychotic episode occurred,
which fulfill the conditions stipulated by
the design of the study. The average age
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of patients was 16.1 = 0.94 years, of
which 22 (36.7%) were females and 38
(63.3%) males. Viewed by diagnosis
(ICD-10), there were 58 (96.7%) pati-
ents with F23 and 2 (3.3%) patients with
F29 diagnosis at discharge.

The methods of descriptive statistics
showed that out of 60 patients who were
treated with antipsychotics, the incidence
of those treated with typical antipsycho-
tic was 40%, atypical antipsychotic
33.33%, while the frequency of the pre-
scribed combination therapy of typical
and atypical antipsychotics was 26.67%
shown in Table 1 and Figure 1.

The average length of treatment of
patients on monotherapy typical an-
tipsychotic was 28.79 days (X= 28.79),

atypical 24.15 days (X= 24.15) and a
combination of typical and atypical
27.44 days (X= 27.44) shown in Figure
2.

When the results are viewed in terms
of clinical signs or prominent manifesta-
tions of hallucinations or delusions in re-
lation to the type of applied antipsycho-
tics, the following results:

When hallucinations were present,
typical antipsychotics were administered
in 26.67%, atypical antipsychotics in
15%, and the combination of drugs in
11.67% of patients. Shown in Table 2.
Delusions are reduced using the typical
antipsychotics in 36.67%, 31.67% using
of atypical antipsychotics and 15% of
treated patients received a combination

Table 1. Therapy of study patients on discharge
Tabela 1. Terapija ispitanika pri otpustu

Typical
antipsychotic
Tipicni antipsihotik

Atypical
antipsychotic
Atipi¢ni antipsihotik

Combination of typical and atypical
antipsychotics
Kombinacija tipi¢nog i atipi¢nog
antipsihotika

N % N %

N %

24 40 20 33,3

16 26,67

45.00%
40.00%
35.00%
30.00%
25.00%
20.00%
15.00%
10.00%

5.00%

0.00%
Typical antipsychotic Tipi¢ni
antipsihotik

Atypical antipsychotic Atipi¢ni
antipsihotik

Combination of typical and atypical
antipsychotics Kombinacija tipi¢nogi
atipi¢nog antipsihotika

Graph. 1. Therapy of study patients on discharge
Grafikon 1. Terapija ispitanika pri otpustu



of drugs. Shown in Table 3. The results
obtained in our study were not compared
in terms of statistical significance given
that the survey was conducted in a short
period of time and using relatively small
sample.

DISCUSSION

Available literature on pharmacothe-
rapy in children and adolescents with
psychosis is critically examining both
first and second generation antipsycho-
tics [11]. On the basis of National institu-
te for health and care excellence (NICE)

guide all antipsychotics, which are re-
commended for use in adults can be ap-
plied in children and adolescents with
special caution in relation to the age of
patients (dose modification) [12]. Admi-
nistration of depot medication in the po-
pulation of children and adolescents is
not clinically justified.

Also, caution is necessary when admi-
nistering antipsychotics because the side
effects are more pronounced than in
adults. It is reccommended to start with a
low dose of antipsychotic drugs, with a
gradual increase in the daily dose. It is
important to note that the use of an-

Table 2. Therapy of study patients on discharge in regard to halucinations
Tabela 2. Terapija ispitanika pri otpustu u odnosu na prisu

Typical Atypical Combination of typical and
Halucinations antlpsycv:hgtlc antlpsyihgtlc atyplcgl aI.l.tlpS.yC.I‘lIOtICS.
Halucinacije Tipicni Atipicni Kombinacija tipi¢nog i
antipsihotik antipsihotik atipi¢nog antipsihotika

N % N % N %
Present 16 | 26,67 9 15 7 11,67
Prisutne
Absent 8 1333 | 11 | 18,33 9 15
Nisu prisutne

30
29
28
27
26
25
24
23
22
21

Typical antipsychotic Tipiéni antipsihotik

Atypical antipsychotic Atipicni

antipsihotik

Combination of typical and atypical
antipsychotics Kombinacija tipitnog i
atipicnog antipsihotika

Figure 2. Duration of hospitalisation compared to therapy
Grafikon 2. Trajanje hospitalizacije u poredenju sa terapijom
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tipsychotics in children and adolescents is
not on the indication list described in the
patient information leaflet. For this rea-
son it is important to inform parents / gu-
ardians, as well as children and adole-
scents that even though the given drugs
are not recommended for use in children
they are essential in the treatment. There-
fore, it is often said that children use li-
censed medication - antipsychotics, for
an unlicensed indication - for treatment
of psychosis in children and adolescents,
which is why the informed consent of a
parent or guardian is very important
[13].

According to guidelines atypical an-
tipsychotics are first choice drugs in the
treatment of adolescents with psychotic
episodes. Drugs such as risperidone,
olanzapine and clozapine differ from
classical antipsychotics in terms of fewer
predominance D2 receptor antagonism
and are considered to be effective in redu-
cing symptoms of psychosis, with a redu-
ced risk of extrapyramidal symptoms
[14]. Recently published case studies and
larger controlled studies have demonstra-
ted efficacy of risperidone in the treat-
ment of psychosis in adolescents with the
same potency that typical antipsychotics
have, such as haloperidol. Antipsychotics
such as quetiapine, ziprasidone and aripi-

prazole are used in clinical practice on
adolescents who do not respond to other
atypical antipsychotics [15]. On the other
hand, certain studies showed no signifi-
cant differences in treatment efficacy bet-
ween risperidone, olanzapine and quetia-
pine in the six-month followed treatment
[16]. According to international studies
typical antipsychotics should represent a
second line of treatment. However, low-
potent antipsychotic drug such as chlor-
promazine may be more suitable for ado-
lescents, because of the reduced possibi-
lity of the occurrence dystonic reactions
[17).

The results of our study have shown
that remission with reduction of psycho-
tic phenomenology, agitation and behavi-
oral discontrol in 60 patients treated with
antipsychotics, was achieved using typi-
cal antipsychotic haloperidol, chlorpro-
mazine or fluphenazine, in 40% of cases,
atypical antipsychotic risperidone, cloza-
pine or olanzapine in 33.33% of patients,
while the frequency of the prescribed
combination therapies of typical and
atypical antipsychotic was 26.67%. The-
se results could be explained by the fact
that the use of typical antipsychotics re-
mains dominant in the management of
psychotic phenomenology, especially in
emergency psychiatric care units when it

Table 3. Therapy of study patients on discharge
Tabela 3. Terapija ispitanika pri otpustu

Typical Atypical Combination of typical and

Delusions antlp.syghgnc ant1p§yih9tlc atyplc.al arll.tlpsyc.lvlotlcs.
Sumanute ideje Tipicni Atipicni Kombinacija tipi¢nog i

antipsihotik antipsihotik atipi¢nog antipsihotika

N % N % N %
Present 22 | 3667 | 19 | 31,67 15 25
Prisutne
Absent 2 | 333 1 1,67 1 1,67
Nisu prisutne




is necessary to achieve rapid therapeutic
effect in terms of eliminating psychomo-
tor agitation and sedating the patient
[18]. Department in which the survey
was conducted primarily deals with ur-
gent psychiatric conditions in terms of
agitation, disorganized behavior and ag-
gressiveness, and the results of the rese-
arch in terms of more frequent use of
typical antipsychotics may explain this
fact. Also a non-compliant patient, espe-
cially with psychotic phenomenology li-
mits the possibility of applying per oral
medications, and requires the use of
drugs that can be administered parente-
raly, which are in our country, for now,
only available in the form of typical an-
tipsychotics. According to results of our
research, reduction of hallucinations is
better achieved using typical antipsycho-
tics while delusions respond about the sa-
me in both first and second generation.
The differences in therapeutic response
may be based upon the fact that delusio-
nal contents can basically have hallucina-
tory experiences that respond better to
typical antipsychotic drugs, but still delu-
sional contents in relation to hallucina-
tory phenomenology give greater priority
to the second generation.

After the initial stage of treatment and
achieved reduction of symptomatology,
further treatment, according to proto-
cols, included pharmacotherapy of atypi-
cal antipsychotic monotherapy or combi-
nation of typical and atypical which indi-
cated that the faster therapeutic effect
and recovery is achieved primarily using
atypical antipsychotics, which is in line
with the current therapeutic guidelines.

The properties of atypical antipsychotics
are such that it is expected that the rate of
recovery and reintegration will be much
higher than the typical antipsychotics de-
spite the fact that in acute treatment no
significant distinction between these two
groups of drugs [19].

CONCLUSION

Successful treatment of initial psycho-
tic episode, especially among adolescents,
is crucial for minimizing the consequen-
ces for the personal and social functio-
ning. Control of unusual and conspicuo-
us behavior associated with positive
symptoms enables better re-socialization
of the patient and involvement in every-
day activities. Applying typical an-
tipsychotic during the initial phase of tre-
atment is still an essential part of treat-
ment, due to the potency of drugs, and
because of the possibility to administer
them in parenteral form. In relation to
the course of the disease, duration of tre-
atment and side effects, atypical an-
tipsychotics have the advantage over the
first-generation drugs, as showed the re-
sults of the study. Clinical department for
older adolescents at the Clinic for Mental
Disorders “Dr Laza Lazarevic”, in addi-
tion to interventions in the first psychotic
episodes, addresses and early recognition
and prevention of psychosis in accordan-
ce with applicable guidelines for good cli-
nical practice. Past experience indicates
that further research is necessary due to
the low rates of remission, narrow thera-
peutic action of drugs and frequent side
effects.
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Kratak sadrzaj

Uvod. Prva psihoti¢na epizoda kod adole-
scenata predstavlja sa dijagnosticke i psiho-
farmakoterapijske tacke gledista veliki iza-
zov. Atipicni antipsihotici su prva_linija
tretmana dece i adolescenata sa psihotic-
nim poremecajem. Tipicni antipsihotici se
koriste kao druga linija tretmana.

Cilj rada. Cﬁj istrazivanja je sagledava-
nje, analiza i prezentovanje podataka o psi-
hofarmakoterapijskom tretmanu prve psi-
hoti¢ne epizode kod adolescenata koji su
hospitalizovani na Odeljenju za starije ado-
lescente Klinike za psihijatrijske bolesti ,,Dr
Laza Lazarevi¢“.

Metod rada. Istrazivanje je sprovedeno
kao retrospektivna naturalisticka studija
obavljena na Klinici za psihijatrijske bolesti
»dr Laza Lazarevic“ na odeljenju za starije
adolescente u periodu od 01.07.2012. cfo
30.08.2014. godine. Uzorak je ¢inilo 60 ho-
spitalizovanih pacijenata sa prvom psihotic-
nom epizodom. Roditelji, odnosno zakon-
ski staratelji bolesnika su dostavili pisanu sa-
glasnost za koris¢enje medicinske dokumen-
tacije za potrebe naseg istrazivanja, Uvidom
u otpusnu listu bolesnika i terapijski karton
evidentirana je terapija ordinirana na otpu-
stu. Instrument istrazivanja bio je upitnik za-
tvorenog tipa sastavljen za potrebe ovog ra-
da. Analiza dobijenih podataka obavljena je
metodama deskriptivne statistike.

Rezultati. Prosecna starost pacijenata je
16,1 = 0.94 godine, od kojih je 22 (36,7%)
zenskog pola i 38 (63,3%) muskog pola.
Deskriptivnom statistikom_utvrdeno je da
od 60 pacijenata koji su leceni antipsihoti-
cima, uCestalost lecenih tipi¢nim antipsiho-
tikom je 40%, atipi¢nim 33.33%, dok je
ucestalost kombinovane terapije tipicnog i
atipicnog bila 26.67%. Prosecna duzina %e-
Cenja pacijenata na monoterapiji_tipicnim
antipsihotikom iznosila je 28,79 dana (X=
28.79), atipicnim 24,15 (X=24.15) i kam-
binacijom tipicnog i atipicnog 27,44 (X=
27.44;. Halucinacije pokazuju bofji odgo-
vor na tipicne antipsihotike, dok je reduk-
cija sumanutosti priblizno ista za obe gru-
pe lekova.

Zakljucak. UspeSan tretman injci]ialne
psihoticne epizode, posebno u populaciji
adolescenata, je krucijalan za minimiziranje

osledica po licno, socijalno i drustveno
nkcionisanje. U odnosu na tok bolesti, du-
Zinu leCenja i nezeljene efekte, atipi¢ni antip-
sihotici imaju prednost nad prvom generaci-
jom lekova, sto je i pokazano rezultatima
studije.
jucne reci: adolescenti, prva psihoticna
Epizlcz a, atipicni antipsihotij<, tipicni antipsi-
otl1
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