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Abstract

Int roduct ion:  The aim of this study was to evaluate discont inuat ion of quet iapine 
t reatment  in adolescents (12-18 years) in a 6-month naturalist ic follow-up study and to 
assess the inluence of distinct demographic and clinical factors on quetiapine 
discont inuat ion.
Mat erial  and met hods: We performed a naturalist ic 6-month follow-up study in 61 
ant ipsychot ic-naïve pat ients [39 boys (64%)] who init iated quet iapine t reatment . The 
dependent  variable was t reatment  discont inuat ion for any cause (cont inuat ion/
discont inuat ion was a dichotomic variable). The independent  variables were age, gender, 
race, durat ion of mental il lness, Global Assessment  of Funct ioning (GAF) score at  
treatment initiation, adverse effects in the irst 16 days of treatment, the presence of 
involuntary movements before start ing t reatment , and abusive consumpt ion or toxic 
dependency.
Result s: Of the 61 pat ients part icipat ing in the study, 42 (68.9%) complied with quet iapine 
t reatment  for 6 months, while 19 (31.1%) discont inued the t reatment  (for any cause). 
The presence of Parkinson-like symptoms before start ing t reatment  was a risk factor for 
discont inuat ion (Hazard rat io=8.3, P=.007).
Conclusions: Continuation/discontinuation of quetiapine was inluenced by the presence 
of motor symptoms before t reatment  init iat ion, which therefore affected the pat ient ’s 
overall prognosis. Consequent ly, we recommend that  the presence of motor symptoms be 
evaluated before t reatment  with ant ipsychot ic drugs is started.
© 2010 SEP and SEPB. Published by Elsevier España, S.L. All rights reserved.
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Introduction

Follow-up studies after a f irst  psychot ic episode show that  
up to 30% to 50% of pat ients suffer a relapse of symptoms 
during the f irst  year after the onset  of t reatment .1,2 
Although ant i-psychot ic drugs have proven to be effect ive 
at  reducing relapse rates in pat ients suffering their f irst  
psychot ic episode,2 it  is considered that , during the f irst  
year of follow-up, around 40%-70% of the pat ients with a 
f irst  psychot ic episode stop taking their medicat ion, and 
another 20% fail to adhere to the t reatment  guidelines 
correct ly.1,3 Therefore, the most  common risk factor for 
relapse is suspending t reatment .2 Therefore, the t ime lapsed 
unt il t reatment  is suspended is an important  predictor of 
ant ipsychot ic effect iveness, whatever the cause of the 
suspension.4 Cont inuing t reatment  with ant ipsychot ic drugs 
is an important  predict ive factor of clinical progress, in 
part icular in the early stages of the disease.5 Studies of 
adherence to pharmacological t reatment  in pat ients after 
a f irst  psychot ic episode have suggested that  abandoning 
t reatment  is more common among adolescents than the 
adult  populat ion with a long-term illness.1,6,7 However, 
although there are a few except ions,8,9 most  studies into 
ant ipsychot ic medicat ion compliance have been performed 
in adults. Therefore, data about  compliance or non-
compliance with ant ipsychot ic medicat ion in adolescents 
are very useful,  especially if  they provide informat ion about  
variables which can predict  t reatment  discont inuat ion. 

This paper aims to assess the cont inuat ion/ discont inuat ion 
of quet iapine t reatment  in adolescent  pat ients (12-18 
years) in a 6-month naturalist ic follow-up study, and assess 
the inf luence of dif ferent  demographic and clinical factors 
on abandoning quet iapine.

Method

All the adolescents (12-18 years) who began quet iapine 
t reatment  (as the f irst  and only ant ipsychot ic in their 
life) in the Unidad de Adolescent es del  Hospit al  General  

Universit ario Gregorio Marañán (Adolescent  Unit  at  the 
Gregorio Marañán University General Hospital [HGUGM]) 
between August  2005 and February 2008 were invited to 
part icipate in this 6-month naturalist ic follow-up study. 
A total of 61 pat ients (39 male [64.0%], with a mean age 
of 16.3 [SD, 1.0] years) fulf il led these requirements. The 
study was approved by the Ethics and Clinical Research 
Commit tees at  the HGUGM. All the legal representat ives 
signed an informed consent  form before inclusion in the 
study and the pat ients gave their consent  to the study. 

The indicat ion to prescribe quet iapine and the dose 
given were determined by psychiat rists, based on clinical 
criteria. Adj uvant  medicat ion was permit ted, except  other 
ant ipsychot ic drugs. The study’s dependent  variable was 
discont inuing quet iapine t reatment  for any reason (pat ient ’s 
or healthcare professional’s decision) during the 6 months 
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Tratamiento con quetiapina en adolescentes: estudio naturalístico de 6 meses de 

seguimiento

Resumen

Int roducción:  Este t rabaj o pretende evaluar la discont inuación del t ratamiento con que-
t iapina en pacientes adolescentes (12-18 años) en un seguimiento naturalíst ico de 6 
meses, así como valorar la inluencia de distintos factores demográicos y clínicos sobre 
la suspensión de quet iapina.
Mat erial  y mét odos: Seguimiento naturalíst ico a 6 meses de un total de 61 pacientes 
(39 varones (64,0%) naïve para ant ipsicót icos que iniciaron t ratamiento con quet iapina. 
La variable dependiente fue la suspensión del t ratamiento por cualquier causa (cont i-
nuación/ discont inuación en forma de variable dicotómica). Las variables independien-
tes analizadas fueron: edad, género, raza, t iempo de evolución de enfermedad mental, 
puntuación GAF al inicio de t ratamiento, síntomas adversos en los primeros 15 días de 
t ratamiento, presencia de movimientos involuntarios antes del inicio del t ratamiento, y 
consumo abusivo o dependencia de tóxicos.
Result ados:  De los 61 pacientes que part iciparon en el estudio, 42 (68,9%) cumplieron el 
t ratamiento con quet iapina durante los 6 meses de t ratamiento, mient ras que 19 (31,1%) 
discont inuaron el t ratamiento (cualquier causa). La presencia de síntomas parkinsonifor-
mes antes de comenzar el t ratamiento const ituyó un factor de riesgo para la discont inua-
ción de la medicación (Hazard Rat io = 8,3, p = 0,007).
Conclusiones:  La presencia de sintomatología motora antes de la primera prescripción 
de antipsicótico inluye sobre la continuación/discontinuación de la medicación y, por 
tanto, sobre la evolución global del caso. Por ello, recomendamos evaluar la presencia 
de sintomatología motora antes del inicio del t ratamiento farmacológico con ant ipsicó-
t icos.
© 2010 SEP y SEPB. Publicado por Elsevier España, S.L. Todos los derechos reservados.



108 D. Fraguas et  al 

of follow-up. The pat ients who informed the interviewer 
that  they had stopped taking the medicat ion for over 24h 
were classif ied in the t reatment  discont inuat ion group. For 
those pat ients whose informat ion was not  very reliable, the 
interviewer checked the answers with an ext ra informer 
(e.g. a parent ).

The independent  variables were the following: age, 
sex, race, mental il lness evolut ion t ime, GAF score at  
onset  of t reatment , adverse symptoms in f irst  15 days of 
t reatment  (assessed with the UKU scale),10 involuntary 
movements before onset  of t reatment  (dyskinesia, akathisia 
or Parkinsonism; assessed with the AIMS scale),11 drug 
abuse or dependency (tobacco, alcohol, cannabis, cocaine, 
opiates, designer drugs, assessed in accordance with DSM-
IV criteria), and diagnosis.

To standardise the diagnosis, in the init ial interview and 
the one at  6 months, the study used a Spanish t ranslat ion 
of the K-SADS-PL semi-st ructured interview,12 which is 
based on DSM-IV criteria. In view of the characterist ics 
of the sample, a dichotomous classif icat ion was used 
for the diagnoses: psychot ic disorders (schizophrenia, 
bipolar disorder, schizoaffect ive disorder, schizophreniform 
disorder, or brief psychot ic disorder) or non-psychot ic 
disorders (1 pat ient  diagnosed with obsessive compulsive 
disorder, and 3 with eat ing disorders).

Stat ist ical analysis: means and standard deviat ion (SD) 
were used to describe the cont inuous variables, and 
frequencies and percentages to describe the discrete 
variables. A bivariate analyses were performed of the 
dependent  variable (cont inuat ion/ discont inuat ion) and 
each of the independent  variables. The Chi-square test  

(or Fisher’s exact  test  when necessary) was used to 
study the correlat ion between discrete variables. The 
Mann-Whitney U test  was used to compare quant itat ive 
measures. Then, a Cox regression analysis was performed 
(cont inuat ion/ discont inuat ion as the dependent  variable; 
t reatment  t ime unt il discont inuat ion as the t ime variable; 
independent  variables as covariables) to calculate the 
inf luence of the independent  variables on quet iapine 
t reatment  cont inuat ion/ discont inuat ion in the 6 months 
of follow-up. All the stat ist ical tests were bilateral.  The 
signif icance level was set  at  P<.05. The stat ist ical analysis 
was performed using the SPSS, version 16.0 for Windows.

Results

Of the 61 pat ients that  part icipated in the study, 42 (68.9%) 
completed the 6 months of quet iapine t reatment , while 19 
(31.1%) discont inued t reatment  (for some reason). Table 1 
shows the f indings of the bivariate analysis.

All the pat ients who completed the follow-up had a 
diagnosis of psychosis, while 4 of the 19 pat ients (21.1%) who 
dropped out  had a diagnosis different  to psychosis (P=.007).

Parkinson’s-l ike symptoms, assessed before start ing 
t reatment , appeared in 15.8% of the pat ients who dropped 
out , but  in only 2.4% of those who completed the study 
(P=.021).

The Cox regression analysis showed that  the presence of 
Parkinson’s-like symptoms before beginning t reatment  was 
a risk factor for t reatment  discont inuat ion (Hazard Rat io 
[HR]=8.3, P=.007).

Tabla 1 Independent  variables in accordance with quet iapine t reatment  discont inuat ion

Variable Total  Complete 6 months Drop out before 6 months 

 N=61 N=42 N=19

Age, years (SD) range 16.3 (1.0), 14-18 16.3 (0.9), 14-17 16.2 (1.1), 15-18
Sex   
 M: N (%) 39 (63.9%) 27 (64.3%) 12 (63.2%)
 F: N (%) 22 (36.1%) 15 (35.7%) 7 (36.8%)
Race (Caucasian) N (%) 53 (86.9%) 35 (83.3%) 18 (94.7%)
Diagnosis (psychot ic disorder) N (%) 57 (93.4%) 42 (100%)** 15 (78.9%)**
Evolut ion t ime of condit ion (weeks) 14.7 (11.7) 12.1 (11.4) 19.3 (12.3)
Baseline GAF score 63.5 (11.7) 61.8 (10.8)‡ 77.5 (10.6)‡

Tobacco habit ,  N (%) 26 (42.6%) 18 (42.9%) 8 (42.1%)
Cannabis, N (%) 24 (39.3%) 16 (38.1%) 8 (42.1%)
Cocaine N (%) 2 (3.2%) 2 (4.8%) 0
Alcohol, N (%) 19 (31.1%) 15 (35.7%) 4 (21.0%)
Designer drugs, N (%) 4 (6.6%) 4 (9.5%) 0
Opiates N (%) 0 0 0
Drugs (any) N (%) 28 (45.9%) 20 (47.6%) 8 (42.1%)
Posit ive UKU 10 (16.4%) 9 (21.4%) 1 (5.3%)
Dystonia N (%) 9 (14.8%) 7 (16.7%) 2 (10.5%)
Parkinsonism, N (%) 4 (6.6%) 1 (2.4%)* 3 (15.8%)*
Akathisia, N (%) 0 0 0

Signiicance level (comparison between the group that completed treatment and the group that did not): *(P<.05), **(P<.01), 
***(P<.001), ‡(P<.1 and ≥.05).
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Age (HR=0.9, P=.711), sex (HR=1.1, P=.778), race (HR=0.4, 
P=.275), GAF score (HR=1.1, P=.112), evolut ion t ime of 
condit ion (HR=1.0, P=.327), presence of adverse symptoms 
(assessed with UKU scale) (HR=0.3, P=.256), presence of 
dyskinesia or akathisia (HR=1.1, P=.881), drug abuse or 
dependence (HR=0.8, P=.790), diagnosis (HR=1.2, P=.105) 
had no signif icant  inf luence on t reatment  discont inuat ion. 
Figure 1 shows the overall cont inuat ion/ discont inuat ion 
rates during follow-up.

Discussion

A third of the pat ients in this study discont inued quet iapine 
t reatment  in the f irst  6 months, the decision being made by 
either the pat ient  or the healthcare professional. This f igure 
is higher than those in 3-month follow-up studies of f irst -
episode psychosis pat ients (19%6 and 15.4% [unpublished 
data, Álvarez-Segura et  al. ,  sent  for publicat ion]). However, 
our f igures for quet iapine t reatment  discont inuat ion are 
signif icant ly lower than those in 12-month follow-up studies 
with pat ients with early onset  psychosis (70%),3 a f irst  
psychot ic episode (50%)13 or long-term psychosis (80%).4 
The dif ference between our discont inuat ion rates (31.1% in 
6 months of follow-up) and those of the 12-month studies 
could be at t ributed to the durat ion of the follow-up. But  
it  is also worth highlight ing that  the follow-up carried out  
by the team at  the Unidad de Adolescent es (Adolescent  
Unit ) at  HGUGM has a specif ic clinical programme with 
psychosocial support  (group therapy, psycho-educat ion, 
frequent  visits), which may have cont ributed to these 
lower discont inuat ion rates.

Our study found that  the presence of ext rapyramidal 
symptoms before beginning t reatment  led to an 8.3-fold 
increase in the risk of discont inuing medicat ion during 
the 6 months of follow-up. For many years, the onset  of 
Parkinsonism as an adverse effect  of the t reatment  has 
been known to increase the risk of abandoning medicat ion.14 
However, our f indings suggest  that  the presence of this type 
of involuntary movement  before beginning the t reatment  is 

Figure 1 Overall cont inuat ion/ discont inuat ion rates during 
follow-up.

already a risk factor for discont inuat ion. This f inding seems 
to be in conflict  with quet iapine’s favourable ext rapyramidal 
side effects profile.15 In this respect , the lack of comparat ive 
data with other drugs is an important  limitat ion of this study. 
Another notable limitat ion is the lack of data about  the 
specif ic causes for abandoning t reatment .

Forty-two pat ients who completed follow-up were diagnosed 
with psychosis, while 4 of the 19 pat ients (21.1%) who dropped 
out were diagnosed with a different disorder, i.e. none of the 4 
pat ients who had a diagnosis different to psychosis completed 
the study. However, the regression analysis did not reveal 
diagnosis to be a risk factor for discont inuat ion. Naturally, the 
reduced sample size may have led to a false negat ive, with 
significant differences not being detected.

As a general conclusion, our results suggest  that  the 
presence of  ext rapyramidal symptoms before being 
prescribed an ant ipsychot ic drug af fect s t reatment  
cont inuat ion/ discont inuat ion and, thus, the pat ients’  overall 
clinical progress. Therefore, we recommend assessing the 
presence of motor symptoms before beginning t reatment  
with quet iapine, or probably any other ant ipsychot ic drug.
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