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Abstract
Aim:  Weight  gain  is  an  important  and  common  side  effect  of  second-generation  antipsychotics
(SGAs). Furthermore,  these  drugs  can  induce  other  side  effects  associated  with  higher  cardio-
vascular morbidity  and  mortality,  such  as  insulin  resistance,  diabetes  or  metabolic  syndrome.
Preliminary  studies  show  that  inter-individual  genetic  differences  produce  varying  degrees
of vulnerability  to  the  different  SGA-induced  side  effects.  The  Second-generation  antipsy-
chotic Long-term  treatment  Metabolic  side  effects  (SLiM)  study  aims  to  identify  clinical,
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environmental  and  genetic  factors  that  explain  inter-individual  differences  in  weight  gain  and
metabolic  changes  in  drug-naïve  patients  after  six  months  of  treatment  with  SGAs.
Materials  and  methods:  The  SLIM  study  is  a  multicenter,  observational,  six-month  pharmacoge-
netic study  where  a  cohort  of  307  drug-naïve  pediatric  and  adult  patients  (age  range  8.8---90.1
years) and  a  cohort  of  150  age-  and  sex-  matched  healthy  controls  (7.8---73.2  years)  were
recruited.
Results: This  paper  describes  the  rationale,  objectives  and  design  of  the  study  and  provides  a
description  of  the  sample  at  baseline.
Conclusions:  Results  from  the  SLiM  study  will  provide  a  better  understanding  of  the  clini-
cal, environmental,  and  genetic  factors  involved  in  weight  gain  and  metabolic  disturbances
associated  with  SGA  treatment.
©  2014  SEP  y  SEPB.  Published  by  Elsevier  España,  S.L.U.  All  rights  reserved.
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Estudio  farmacogenético  del  tratamiento  a  largo  plazo  con  antipsicóticos
de  segunda  generación  y  sus  efectos  adversos  metabólicos  (Estudio  SLiM):
justificación,  objetivos,  diseño y descripción  de  la  muestra

Resumen
Objetivo:  El  aumento  de  peso  es  un  efecto  secundario  frecuente  e  importante  de  los  anti-
psicóticos  de  segunda  generación  (ASG).  Además,  estos  fármacos  pueden  inducir  otros  efectos
secundarios  que  están  asociados  a  un  aumento  de  la  morbimortalidad  cardiovascular,  tales  como
la resistencia  a  la  insulina,  la  diabetes  o  el  síndrome  metabólico.  Estudios  preliminares  indican
que las  diferencias  genéticas  interindividuales  producen  distintos  grados  de  vulnerabilidad  a
los efectos  secundarios  inducidos  por  los  ASG.  El  estudio  SLiM  (por  sus  siglas  en  inglés,  Second-
generation  antipsychotic  Long-term  treatment  Metabolic  side  effects)  tiene  como  objetivo
identificar  en  pacientes  no  tratados  previamente  con  ASG  (pacientes  naive),  aquellos  factores
clínicos, genéticos  y  ambientales  que  expliquen  las  diferencias  interindividuales  en  relación
con el  aumento  de  peso  y  los  cambios  metabólicos  generados  tras  6  meses  de  tratamiento  con
estos fármacos.
Material  y  métodos:  El  estudio  SLiM  es  un  estudio  farmacogenético  multicéntrico,  observa-
cional, prospectivo,  de  6  meses  de  duración,  en  el  que  se  ha  reclutado  una  cohorte  de
307 pacientes  pediátricos  y  adultos  (rango  de  edad  entre  8,8  a  90,1  años)  naive  a  ASG  y  una
cohorte de  150  controles  sanos  (rango  de  edad  entre  7,8  y  73,2  años)  emparejados  por  edad  y
sexo.
Resultados:  En  este  artículo  se  presentan  la  justificación,  los  objetivos  y  el  diseño  del  estudio
y se  ofrece  una  descripción  de  la  muestra  al  inicio  del  estudio.
Conclusiones:  Los  resultados  del  estudio  SLiM  permitirán  una  mejor  comprensión  de  los  factores
clínicos,  ambientales  y  genéticos  implicados  en  el  aumento  de  peso  y  los  trastornos  metabólicos
asociados  al  tratamiento  con  ASG.
© 2014  SEP  y  SEPB.  Publicado  por  Elsevier  España,  S.L.U.  Todos  los  derechos  reservados.

Introduction

The  prescription  of  second-generation  antipsychotics  (SGAs)
has  dramatically  increased  in  recent  years  in  pediatric
and  adult  population,  both  for  psychotic  and  non-psychotic
disorders.1,2 Despite  a  better  extra-pyramidal  side  effect
profile  than  classic  antipsychotics,  overall,  SGAs  are  asso-
ciated  with  a  higher  prevalence  of  metabolic  and  endocrine
disturbances,  such  as  weight  gain,  dyslipidaemia  or  glycemic
abnormalities.3,4 These  disturbances  lead  to  a  higher  risk  of
cardiovascular  disease  and  to  an  increased  morbidity  and
mortality  in  these  patients,  as  compared  with  the  general
population.5,6 Furthermore,  metabolic  adverse  events  have
been  associated  with  non-adherence  to  treatment  and  poor
quality  of  life.7---9

Currently,  optimization  of  antipsychotic  treatment  is
limited  by  the  high  variability  of  response  to  treatment  and
tolerability  among  individuals.  This  variability  is  related  to
clinical  heterogeneity,  genetic,  environmental  and  social
factors10 and  has  hindered  the  use  of  pharmacogenomic
(PGx)  testing  or  genotype-based  prescription  in  clinical
practice.11,12 However,  PGx-related  techniques  could  help
the  identification  of  patients  at  higher  risk  of  developing
SGA-induced  side  effects  through  the  identification  of  PGx
biomarkers.13,14

The  purpose  of  the  second-generation  antipsychotic
Long-term  treatment  metabolic  side  effect  study  (SLiM
study),  a  multicenter,  longitudinal,  6-month  follow-up  PGx
study,  was  to  identify  clinical,  environmental  and  genetic
predictive  factors  of  weight  gain  and  metabolic  changes
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