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DEI DISTURBI PSICHIATRICI SPECIFICI NELLA DI
AMPIEZZA DEI TASSI DI PREVALENZA (%)
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PREVALENZA DISTURBI AFFETTIVI NEI DSI

Clinica DC-LD DCR-ICD-10 DSM-IV-TR

DEPRESSIONE (point prevalence)
Disturbo Bipolare, episodio depressivo

Depressione unipolare, episodio depressivo

MANIA (point prevalence)
Disturbo bipolare, episodio maniacale

Primo episodio di mania

Cooper SA, Smiley E, Morrison J, Williamson A, Allan L. An epidemiological investigation of affective disorders with a population-based
cohort of 1023 adults with intellectual disabilities. Psychol Med. 2007 Jun;37(6):873-82.



PREVALENCE RATE (%)
OF PSYCHIATRIC DISORDERS IN ID WITH AND WITHOUT AUTISM

Prevalence Tool with A without A
Bradley & Bolton, 2006 SAPPA 50 16,7
Bradley et al., 2(1304 DASH >50 25
Depression 50 8

Mania 67
Eating Disorders 58 25
Schizophrenia 8 8

co

Bradley E.A. and Bolton P. Episodic psychiatric disorders in tfeenagers with learning disabilities with and without autism. British Journal of
Psychiatry, 2006, 189: 361-366

Bradley E.A., Summers J.A., Wood H.L., Bryson S.E. Comparing rates of psychiatric and behavior disorders in adolescents and young adults
with severe intellectual disability with and without autism. J of Autism and Developmental Disorders, 2004; 34(2): 151-161



Comorbid Symptomology in Adults
with Autism Spectrum Disorder and Intellectual Disability

Abstract

Evidence-based treatment must begin with the systematic and comprehensive
identification of an individual's complete clinical picture. Therefore, screening
individuals with intellectual disability (ID) for comorbid disorders is imperative.
Because of the frequent overlap between autism spectrum disorder (ASD) and
ID, the current study explored the effects of co-occurring ASD on the comorbid
symptoms exhibited by adults with ID. The study included 307 adults with
severe or profound ID separated into two groups: ASD+ID and ID only. The
ASD+ID group exhibited significantly more symptomology on eight of the
12 subscales examined including anxiety, mania, schizophrenia,
stereotypies/tics, self-injurious behavior, eating disorders, sexual
disorders, and impulse control. Further, comparisons of specific symptom
endorsements yielded distinct results.

KEYWORDS: Autism spectrum disorder; Comorbidity; DASH-II; Intellectual disability

Cervantes PE, Matson JL. Comorbid Symptomology in Adults with Autism Spectrum Disorder and Intellectual Disability. J Autism Dev Disord.
2015 Dec;45(12):3961-70.



SINDROMI GENETICHE IDI E DISTURBI DELLUMORE

Prader-Willi

MAJOR DEPRESSION

Down syndrome (pre-empt dementia)
Williams
Phenylketonuria

Rett

Tuberous Sclerosis Complex
Rubistein-Taybi

Turner

Velocardiofacial

Fragile X

Klinefelter syndrome




SINDROMI GENETICHE IDI E DISTURBI D’ANSIA

PSYCHIATRIC DISORDERS SYNDROME

ANXIETY Down
22911 deletion
Williams
Prader-Willi
Angelman
Cornelia de Lange
Fragile X
Velocardiofacial
Tuberous Sclerosis Complex
Phenylketonuria

OBSESSIVE COMPULSIVE Prader-Willi
DISORDER/BEHAVIOR Fragile X

Rubistein-Taybi

Bertelli et al. (2012). PSICOGEN (PSichyatric disorders and Cognition in GENetic syndromes).



PSYCHIATRIC PROBLEMS IN PRADER-WILLI SYNDROME

Psychiatric diagnosis or symptoms Level of Evidence

Cr 15 ql1-g13

Disfunzione ipotalamo — iperfagia, ipogonadismo, strabismo, mani e piedi piccoli.

Sinnema M et al., 2011; Battaglia A et al., 2010; Bolton PF et al., 2001; Beardsmore A et al., 1998; Boer H et al., 2002; Clarke D. 1998;
Descheemaeker MJ et al., 2006; Descheemaeker MJ & Fryns JP, 2002; Dykens EM, 1999; Dykens EM et al., 1996; Kim JW et al., 2005; Soni
S & Clarke D, 2007; Verhoeven WM et al., 2003; Verhoeven WM et al., 2008; Vogels A et al., 2004; Watanabe H et al. 1997; Webb T et al.,
2008; Wigren et al. 2001; Wigren M, 2005; Woodcock KA, 2009.



PSYCHIATRIC PROBLEMS IN FRAGILE-X SYNDROME

Total sample: 448 V livello: 1 studio
Sample with diagnosis: n 142 IV livello: 10 studi
eattention deficit and hyperactivity/impulsivity: n 34 (24%) [l livello: 2 studi

eanxiety disorders (separation anxiety, social phobia, panic, Il livello: 1 studio

agoraphobia): n 30 (21%)
eaffective disorders: n 28 (19%)
ecompulsive symptoms: n 22 (15%)
eautistic features: n 28 (19%)

CrX

Volto allungato, grandi orecchie, macrorchidismo, basso tono muscolare.

Tranfaglia 2011; Berry-Kravis E et al., 2010; Clifford S et al., 2007; Howlin P & Udwin 2002; Lidia V. et al., 2011; Kover ST & Abbeduto, 2010;
Shanahan M et al. 2008; Symons FJ et al., 2010; Brown WT et al., 1986; Brown WT et al., 1982; Einfeld SL et al., 1994; Einfeld S et al., 1999;
Gillberg C et al., 1986; Sullivan K et al., 2006.



PSYCHIATRIC PROBLEMS IN WILLIAMS SYNDROME

Total sample: 345 V livello: 2 studi

Sample with diagnosis: n 203 IV livello: 5 studi
*anxiety disorder: n 41 (20%) Il livello: 3 studi
*generalized anxiety disorder: n 14 (7%) Il livello: 1 studio

*social phobia: n 25 (12%)

*other specific phobias: n 42 (21%).
*Agoraphobia: n 19 (9%)

*mood disorders: n 28 (14%)
*ADHD/Hyperactivity: n 34 (12%)

Cr 7911.23 (3000 casi in Italia)

Stenosi aortica, socievolezza, ritardo di crescita, invecchiamento precoce, tratti grossolani del
volto con palpebre edematose, iride stellata, epicanto, dorso nasale depresso e narici antiverse,
bocca larga con labbra carnose, mandibola piccola.

Stinton C et al., 2010; Colliss M. 2010; Kennedy et al., 2006.; Foti F ef al., 2011; Galasso C. & Curatolo P. 2005; Korenberg JR & Jarvinen-
Pasley A 2008; Leyfer O & Mervis C, 2006; Menghini D & Vicari S, 2010; Meyer-Lyndenberg A & Bermann K, 2005; Mobbs D & Reiss A,
2007; O'Hearn K & Landau B, 2009;



Anxiety Disorders in Williams Syndrome
Contrasted with Intellectual Disability and the General Population:
A Systematic Review and Meta-Analysis

Abstract

Individuals with specific genetic syndromes associated with intellectual disability
(ID), such as Williams syndrome (WS), are at increased risk for developing anxiety
disorders. A systematic literature review identified sixteen WS papers that could
generate pooled prevalence estimates of anxiety disorders for WS. A meta-analysis
compared these estimates with prevalence estimates for the heterogeneous ID
population and the general population. Estimated rates of anxiety disorders in WS
were high. WS individuals were four times more likely to experience anxiety
than individuals with 1D, and the risk was also heightened compared to the
general population. The results provide further evidence of an unusual profile of high
anxiety in WS.

KEYWORDS

Anxiety disorders; Genetic syndromes; Intellectual disability; Meta-analysis; Systematic
review; Williams syndrome

Royston R, Howlin P, Waite J, Oliver C. Anxiety Disorders in Williams Syndrome Contrasted with Intellectual Disability and the General
Population: A Systematic Review and Meta-Analysis. J Autism Dev Disord. 2016 Sep 30. Epub ahead of print



PSICOPATOLOGIA PREVALENTE NELLA
PERSONA CON S. DOWN NELL’ADOLESCENZA

= Depressione, ritiro sociale, riduzione dell’interesse e
compromissione delle capacita di coping

» Ansia generalizzata
= Aspetti ossessivo-compulsivi

» Regressione, con riduzione delle capacita cognitive e
sociali

= Disturbi cronici del sonno, sonnolenza diurna,
stanchezza

Munir K. National Down Syndrome Society (NDSS). www.ndss.org/index.php, 7/10/2011
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PSICOPATOLOGIA PREVALENTE NELLA
PERSONA CON S. DOWN NELL'ETA ADULTA

» Ansia generalizzata
» Fobie specifiche

= Depressione, ritiro sociale, perdita d’interessi, ridotta
cura di sé

» Regressione, con riduzione delle capacita cognitive e
sociali

= Demenza
= Autismo

= DCA

Munir K. National Down Syndrome Society (NDSS). www.ndss.org/index.php, 7/10/2011
Myers & Pueschel, 1991 (N=236); Collacoft, 1992 (N=371); Prasher, 1995 (N=201); Mantry, 2008 (N=186)
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COMPLESSITA DELLA FENOMENOLOGIA

DEIl DISTURBI PSICHIATRICI NELLA Dl

= distorsione intellettiva?l

livello di funzionamento cognitivo, comunicativo, fisico e sociale
= appropriatezza evolutiva?

livello di sviluppo individuale
= mascheramento psicosociale3

influenze interpersonali, culturali e ambientali
= sovraombratura diagnostica*

differenziare fra sintomi psichiatrici e segni e sintomi del disfunzionamento cognitivo di base
= presentazione atipica o mascherata?

aggressivita, urla, comportamenti disadattivi, ecc.
= vulnerabilita neurovegetativa

sintomi somatici, cambiamenti del ritmo circadiano, distonie NV
= disintegrazione cognitiva3

compromissione dei meccanismi di coping e soglia piu bassa

1. Sovner R, DesNoyers Hurley A. Four factors affecting the diagnosis of psychiatric disorders in mentally retarded persons. Psychiatric
Aspects of Mental Retardation Reviews 1986; 5: 45-48.

2. Cooper SA., Salvador-Carulla L. (2009) Intellectual Disabilities. in [.M. Salloum and J.E. Mezzich Eds. Psychiatric Diagnosis: Challenges
and Prospects. John Wiley & Sons, Ltd

3. Sovner R. Limiting factors in the use of DSM-III criteria with mentally ill/ mentally retarded persons. Psychopharmacol Bull 1986; 24:1055-
1059.

4. Reiss S, Syszko J. Diagnostic overshadowing and professional experience with mentally retarded persons. Am J Ment Deficiency
1993;87:396—-402.



FENOMENOLOGIA DEPRESSIVA

aggression

= jrritability

= self-injurious behaviours

= psychomotor retardation or agitation

" pica

" neurovegetative symptoms (sleep, appetite)
= circadian rhythms

» regressed or disturbed behaviour

= deterioration in body functioning

» reduced level of adaptive functioning

Janowsky DS, Davis JM. Diagnosis and freatment of depression in patients with mental retardation. Curr Psychiatry Rep. 2005 Dec;
7(6):421-8. Review.



SISTEMI DIAGNOSTICI PER LA DI E | DSA

Diagnostic Criteria for Learning Disability (DC-
LD; 2001) adattamento dell'ICD-10 del Royal
College of Psychiatrists (UK)

Diagnostic Manual — Intellectual Disability (DM-
ID; 2006) adattamento del DSM-IV-TR della
National Association for Dual Diagnosis (USA)

Una task force internazionale sta lavorando al
DM-ID 2, adattamento del nuovo DSM-5.




FENOMENOLOGIA DEI SINTOMI PSICHIATRICI NEI DSI:
EPISODIO DEPRESSIVO MAGGIORE (DM-ID II) - 1

A. Five (or more) of the following symptoms have been
present during the same 2-week period and represent a
change from previous functioning; at least one of the
symptoms is either (1) depressed mood or (2) loss of
interest or pleasure.

Note: Do not include symptoms that are clearly attributable
to another medical condition.

1. Depressed mood most of the day, nearly every day, as
indicated by either subjective report (e.g., feels sad or
empty) or observation made by others (e.g., appears
tearful). (Note: In children and adolescents, can be irritable
mood.

A. Four (or more) symptoms have been present during the
same 2-week period and represent a change from previous
functioning: At least one of the symptoms is either (1)
depressed mood, (2) loss of interest or pleasure, or (3)
irritable mood.

Note: Do not include symptoms that are clearly attributable
to another medical condition.

1. Depressed or irritable mood most of the day, nearly every
day, as indicated by either subjective report or observation
made by others.

Note: In people with ID, depressed mood may be described
by others in one or more of the following ways, that
constitutes a change from what is usually observed in this
individual: sad facial expression, flat affect or absence of
emotional expression, rarely smiles or laughs, cries or
appears tearful.

Note: Observers may describe individuals with ID who are
irritable as: appearing grouchy or having an angry facial
expression, having the onset of (or increase in) agitated
behaviors (assaults, self-injurious behavior, spitting, yelling,
swearing disruptive or destructive behaviors) accompanied
by angry affect.



FENOMENOLOGIA DEI SINTOMI PSICHIATRICI NEI DSI:
EPISODIO DEPRESSIVO MAGGIORE (DM-ID Il) - 2

2. Markedly diminished interest or pleasure in all, 2. No adaptation.

or almost all, activities most of the day, nearly

every day (as indicated by either subjective account Note: Observers may report the individual with ID:

or observation). refuses preferred activities, appears withdrawn,
spends excessive time alone (more time than
before), participates but shows no signs of
enjoyment, becomes aggressive in response to
request to participate in activities he or she used
to like, has lost response to reinforcers, finds
previously motivating events or objects no longer
motivating, avoids social activities, aggresses or
becomes agitated when prompted to attend social
activities once enjoyed.



FENOMENOLOGIA DEI SINTOMI PSICHIATRICI NEI DSI:
EPISODIO DEPRESSIVO MAGGIORE (DM-ID Il) - 5

7. Feelings of worthlessness or excessive or
inappropriate guilt (which may be delusional)
nearly every day (not merely self-reproach or guilt
about being sick).

7. No adaptation.

Note: Observers may report the individual with ID:
makes negative self-statements; identifies self as a
“bad” person; often expects punishment, without
a history of harsh treatment; blames self for
problems inappropriately; unrealistically fears
caretakers will be angry or rejecting, even after
minor transgressions; excessively seeks
reassurances that he or she is accepted as a good
person, or makes other negative self-statements
at a high frequency (and this is a change from
baseline).

Note: People with Severe/Profound ID do not
function at cognitive levels consistent with the
capacity to experience or express feelings of guilt
or worthlessness.



FENOMENOLOGIA DEI SINTOMI PSICHIATRICI NEI DSI:
EPISODIO DEPRESSIVO MAGGIORE (DM-ID 11) - 6

8. Diminished ability to think or concentrate, or 8. No adaptation.
indecisiveness, nearly every day (either by
subjective account or as observed by others). Note: Observers may report the individual with ID:

shows a reduced productivity at work or day
program, has diminished self care skills, appears
easily distracted or can’t complete tasks he or she
used to be able to finish, has shown the onset of
or increase in agitated behaviors when asked to do
activities that require concentration, has apparent
memory problems that “come and go”, has
unexplained skill loss, shows an uncharacteristic
inability to learn new skills as expected, or has had
to stop working or attending programs due to poor
performance.



FENOMENOLOGIA DEI SINTOMI PSICHIATRICI NEI DSI:
EPISODIO DEPRESSIVO MAGGIORE (DM-ID 1) - 7

9. Recurrent thoughts of death (not just fear of 9. No adaptation.

dying), recurrent suicidal ideation without a specific

plan, or a suicide attempt or a specific plan for Note: Observers may report the individual with
committing suicide. Mild/Moderate ID: often talks about death or

people who have died or has other morbid
preoccupations, has frequent unrealistic or
unfounded physical complaints and fears of iliness
or death, makes threats to kill or harm self or has
actually attempted suicide ( unconventional
means such as running in front of cars or jumping
from windows may be impulsive acts, but may be
suicidal in nature).



FENOMENOLOGIA DEI DISTURBI PSICHIATRICI NELLA DI

DISTURBO D’ANSIA GENERALIZZATA

A. | sintomi/segni devono essere presenti per la maggior parte dei giorni in
6 mesi

B. Non devono essere una conseguenza diretta di altri disturbi psichiatrici,
farmaci o disturbi fisici

C. L'ansia e generalizzata, e non limitata ad un ambito specifico

D. La persona esperisce tensione imponente, preoccupazione o sensazioni
di apprensione per la vita di tutti i giorni

oppure le espressioni o | comportamenti della persona dimostrano ansia e
paura

E. Presenza di almeno 1 dei seguenti:

1. Palpitazioni o tachicardia; 2. iperidrosi; 3. tremore 0 scosse,; 4.
xerostomia (es. chiede ripetutamente di bere)

F. presenza di ulteriori sintomi (almeno 3 fra E ed F):

Dispnea, dolore o fastidio toracico, hausea o vomito o agitazione di
stomaco, vertigine, vampate di calore, tensione muscolare, agitazione
psico-motoria, groppo alla gola, deglutizione ripetuta, iper-reattivita agli
stimoli, distraibilita, irritabilita, insonnia.

DC-LD, Royal College of Psychiatrists OP48, 2001



VALUTAZIONE PSICOPATOLOGICA STRUMENTALE

PER A DI E | DSA/BF

PIMRA
Psychopathology Instrument for Mentally Retarded Adults

DASH

Diagnostic Assessment for the Severely Handicapped

PASS-ADD

Psychiatric Assessment Schedule for Adults with
Developmental Disabilities Checklist

SPAID

(Strumento Psichiatrico per I’Adulto Intellettivamente Disabile)



PROGETTO SPAID
(STRUMENTO PSICHIATRICO PER L'ADULTO INTELLETTIVAMENTE DISABILE)

Valutazione psichiatrica basata sull’ osservazione comportamentale

Fornire strumenti diagnostici validi e di facile impiego alle professionalita
operanti nei DSI
Stime epidemiologiche dei disturbi psichiatrici nel DSI

= SPAID-G (orientamento diagnostico Generale)
= Creazione di strumenti SPAID specifici per singoli ambiti diagnostici che, includendo
criteri cronologici, permettano di fornire diagnosi precise:

SPAID-DPS, per i Disturbi Pervasivi dello Sviluppo

SPAID-P, per i disturbi Psicotici

SPAID-A, per i disturbi d’Ansia (escluso il DOC)

> E stato recentemente creato uno strumento SPAID specifico per i disturbi dell’Umore

SPAID-U

» Consente di formulare diagnosi specifiche (Depressione Maggiore, Disturbo Bipolare |,
Disturbo Bipolare Il, Distimia, Ciclotimia, Disturbo Disforico Premestruale) secondo i
criteri del DSM-5

Bertelli M, Scuticchio D, Ferrandi A, Lassi S, Mango F, Ciavatta C, Porcelli C, Bianco A, Monchieri S. Reliability and validity of the SPAID-G
checklist for detecting psychiatric disorders in adults with intellectual disability. Res Dev Disabil. 2012 Mar-Apr;33(2):382-90.



SPAID-G: PRIMA VALIDAZIONE
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Reliability and validity of the SPAID-G checklist for detecting psychiatric
disorders in adults with intellectual disability
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SPAID (Psychiatric Instrument for the Intellectually Disabled Adult) is the first Italian tool-
package for carrying out psychiatric diagnosis in adults with Intellectual Disabilities (ID). It
includes the “G” form, for general diagnostic orientation, and specific checklists for all
groups of syndromes stated by the available classification systems. SPAID was established
to provide an easy and quick tool for daily practice of the personnel working with ID. The
present study was aimed at evaluating psychometric and psychodiagnostic characteristics
of the SPAID-G and at supplying new data on the prevalence rate of psychiatric disorders in
a multicentric Italian sample of people with ID living in different settings. The SPAID-G was
randomly applied to 304 participants with ID attending residential facilities or assessment
services across Italy. A part of the sample was also consecutively assessed through the use
of DASH, PDD-MRS and by the clinical application of the DSM-IV TR criteria. The
correlation between SPAID-G scores and those provided by other evaluation tools was over
60%. Additionally, the internal consistency and inter-rater reliability resulted to be good.
Psychopathological symptoms were detected in approximately 40% of the sample.
Respectively, autistic spectrum disorders, impulse control disorders, mood disorders, and
dramatic personality disorders were the diagnostic orientations providing the most
prevalent over-threshold scores. SPAID-G seems to be a valid diagnostic tool, quick and
easy to use in psychiatric disorders assessment within the Italian population with ID.
© 2011 Elsevier Ltd. All rights reserved.

Res Dev Disabil. 2012 Mar-Apr;33(2):382-90. doi: 10.1016/].ridd.2011.08.020.



SPAID-G: PRIMA VALIDAZIONE

CARATTERISTICHE SOCIO-DEMOGRAFICHE PREVALENZA DEI RAGGRUPPAMENTI DI

DEL CAMPIONE ORIENTAMENTO DIAGNOSTICO
ASSE | - DISTURBI CLINICI n° %
Disturbi dell’alimentazione 15 4.9
Disturbi psicotici 47 15,5
Eta, (anni) Depressione 36 11,8
Media 46,64 :
DS 16,3 Mania 59 19,4
Sesso,n° (%) Disturbi d’ansia 44 14,5
M 164 (53,9) Disturbi correlati a sostanze 50 16,4
F 125 (41,1) . : . :
. - . ' Disturbi del controllo degli impulsi 82 27,0
* dato non disponibile per 15 soggetti 2l
Autismo 125 411
Livello di Disabilita Intellettiva, n (%) . R
Lieve 53 (17,4) Disturbo dell'identita 16 53
Moderato 97 (31,9) Simulazione 29 9,5
Grave 76 (25,0) Disturbi sessuali 35 11,5
Profondo 33 (10,9) N
* dato non disponibile per 45 soggetti Delirium 60 197
Grado di Istituzionalizzazione, n (%) bemenza >8 19.1
24h/24h 102 (64,6) ASSE Il - DISTURBI DI PERSONALITA
Centro diurno 38 (24,1) Cluster A 55 18,1
Famiglia 18 (11,4)
* dato non disponibile per 146 soggetti Cluster B 73240
Cluster C 47 15,5

ASSE [Il — CONDIZIONI MEDICHE GENERALI
Effetti collaterali da farmaci 44 14,5
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STRUMENTO PSICHIATRICO PER L’ADULTO INTELLETTIVAMENTE DISABILE

Marco Bertelli

VERSIONE U (DISTURBI DELL'UMORE) — 1.1

Firenze, 2014

Questo strumento & stato creato per facilitare la diagnosi psichiatrica nell’area dei Disturbi dell’ Umore in
persone adulte con disabilita intellettiva grave. Tuttavia pud rappresentare un valido ausilio in tutti i casi in
cui la diagnosi debba essere fatta prevalentemente o esclusivamente sull’'osservazione degli atteggiamenti e
dei comportamenti del paziente. La compilazione, che dovrebbe esser eseguita o almeno controllata dallo
psichiatra curante, consiste semplicemente nell'apposizione di una crocetta su una delle due caselle
corrispondenti all‘assenza (A) o alla presenza (P) di ciascuno dei 34 item elencati. Il tempo minimo di
compilazione & di circa 15 minuti.

= ©oO~N® O~ WK =

12
13
14
15
16
17
18

19

20
21

22

23
24

25

Nome paziente
Eta (anni)
Data di compilazione
Qualifica compilatore
Qualifica informatore

ITEM

Appare/appariva stabilmente triste, ipomimico e ipogestico

Mostra/ha mostrato una pervasiva tendenza all'irritabilita

Non mostra’/ha mostrato di provare soddisfazione o piacere per le attivita o gli oggetti prima
apprezzati

Presenta/ha presentato un consistente aumento di peso

Presenta/ha presentato una consistente riduzione di peso

Non riesce/riusciva a dormire regolarmente

Dorme/dormiva eccessivamente, anche durante il giorno

Mostra/ha mostrato agitazione psicomotoria efo irrequietezza

Presenta/ha presentato rallentamento psicomotorio

Presenta/ha presentato un'evidente riduzione nella resistenza e/o nella frequenza rispetto allo
svolgimento di attivita abituali

Si comporta/comportava come se si sentisse in colpa o si autosvalutasse (per esempio si
comporta come se dovesse essere punito, come se pensasse di aver fatto arrabbiare il prestatore
di assistenza, senza motivo oppure ricerca rassicurazioni)

Mostra/ha mostrato difficolta di partecipazione e di produttivita nello svolgimento delle attivita

Ha agito comportamenti potenzialmente in grado di cagionargli la morte

Presenta/ha presentato aggressivita, sia fisica che verbale, verso altre persone o oggetti
Presenta/ha presentato comportamenti auto-lesivi o auto-mutilanti

Piange o tende al pianto

Presenta/ha presentato un aumento o una diminuzione dell'appetito rispetto all'abituale

Si lamenta/é lamentato ripetutamente di sintomi fisici senza che siano rilevabili congrue alterazioni
anatomo-patologiche

Si irrita/é irritato, si oppone/é opposto o mostratha mostrato segni di paura di fronte a determinati
oggetti o situazioni che oggettivamente non giustificano tali reazioni

Appare/appariva stabilmente ed eccessivamente allegro e/o euforico

Mostra/ha mostrato una ricerca eccessiva di contatto interpersonale e/o impegno eccessivo in
attivita o occupazioni

Mostra/ha mostrato una stima di sé eccessiva e/o si & comportato come se fosse capace di
prestazioni straordinarie o irrealistiche

Ricerca/ricercava l'interazione comunicativa in modo pressante e accelerato

Passa/é passato da un'azione all’altra senza completarne alcuna e/o in modo svincolato

dal contesto ambientale

Si distrae/distraeva facilmente o interrompe/va frequentemente o non porta/va a compimento il
compito in esecuzione

o»
O
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26

27
28

29

30

31

32

33
34

35

Mostra/ha mostrato un aumento eccessivo dell'attivita sessuale o dei

sessualmente orientati rispetto al suo livello precedente

Tende/tendeva a cambiare umore facilimente

Irritabilita o tristezza o perdita di soddisfazione o piacere per le attivith o gli oggetti prima

apprezzati e almeno 4 delle manifestazioni descritte nei punti da 4 a 19 si sono protratte per tutto il

giorno, quasi ogni giorno, per almeno 2 settimane

Irritabilita o tristezza e almeno 2 delle manifestazioni descritte nei punti da 3 a 19 si sono protratte

per la maggior parte del giorno, quasi ogni giorno, per almeno 2 anni

Numerosi episodi con manifestazioni descritte nei punti da 1 a 19 si sono alternati ad altrettanto

numerosi episodi con manifestazioni descritte nei punti dal 20 al 27 complessivamente per almeno

1 anno in un arco di 2 anni

Irritabilita o allegria (o euforia) e almeno 3 delle manifestazioni descritte nel punto 6 e nei punti dal

21 al 27 si sono protratte per la maggior parte del giorno, quasi ogni giorno, per almeno 1

settimana

Irritabilita o allegria (o euforia) e almeno 3 delle manifestazioni descritte nel punto 2, 6 e nei punti

dal 20 al 27 si sono protratte per la maggior parte del giorno, quasi ogni giorno, per almeno 4
iorni

%Imeno 5 delle manifestazioni descritte nei punti da 1 a 19 si sono presentate nella settimana

precedente la maggior parte dei cicli mestruali

Alcune delle manifestazioni descritte nei punti da 1 a 19 sono comparse in relazione all'assunzione

di sostanze, farmaci o malattie

Alcune delle manifestazioni descritte nei punti da 2, 6 e nei punti da 20 a 27 sono comparse in

relazione all'assunzione di sostanze, farmaci o malattie

comportamenti

Il calcolo dei punteggi diagnostici richiede una specifica griglia di interpretazione.

S PA I D - STRUMENTO PSICHIATRICO PER L’ADULTO INTELLETTIVAMENTE DisaBILE — VERS. U (DISTURBI DELL' UMORE)

oo

O o o o4a
O o o odg



SPAID-U - Disturbi dell’'Umore
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CARATTERISTICHE PSICOMETRICHE DELLO SPAID-U

 Consistenza interna: Cronbach’s a= 0,81

» Inter-rater reliability (affidabilita dei valutatori): Cohen’s K= 0,76

» Significativa concordanza tra SPAID-U e DASH-II: 100%

“ | maggiori problemi si sono registrati con gli item relativi alla
diminuzione di piacere, sentimento di colpa e fuga delle idee.

¢ Alcune discrepanze si sono evidenziate nella distinzione tra episodio
maniacale e ipomaniacale.




SPAID-U: PREVALENZA DISTURBI AFFETTIVI

Il 22,4 % del nostro campione ha soddisfatto i criteri per la diagnosi di

Depressione e/o Disturbo Bipolare

77,6

10,1

' Disturbo Depressivo
Maggiore
M Disturbo Bipolare |
i Disturbo Bipolare Il
M Disturbo Ciclotimico
M Distimia

'Nessun Disturbo Affettivo



MOOD DISORDERS SYMPTOMS AND PD IN PwID

Schizophrenia Obsessive
Spectrum Depressive  Bipolar and related Compulsive
Disorder disorders disorders Anxiety Disorders Disorder
psychomotor agitation 0,26 0,27 0,48 0,24 0,38
aggressiveness 0,21 0,24 0,43 0,24 0,25
daily activity reduction 0,2 0,34 0,12 0,16 0,13
distractibility 0,16 0,18 0,32 0,19 0,19
disorganised behaviour 0,39 0,12 0,47 0,11 0,53
switching from one action to another 0,34 0,29 0,47 0,28 0,31

Bertelli et al. SPAID-G. Items correlation. Work in progress.



Depression in adults with intellectual disability:

DEPRESSIONE VS MANIA

symptoms and challenging behaviour

A. D. Hurley

DEP BIP x2 DEP BIP x?

Mood symptom n =385 n=70 d.f.=1 P Speech symptom n =85 n=70 df. =1 P
Angry 30 28 0.363 ns
Anxious 34 32 0.513 ns Increase 7 19 9.830 0.00%*
Fearful 11 13 1.414 ns Decrease 6 11 2.945 ns
Startled 10 3 2.794 ns Pressure 6 27 22.748 0.00%*
Withdrawn 45 27 3.187 ns Excessive goals 1 15 1.981 ns
'S-al;"e ;? ;el, gg;; 3500** Preoccupied/death 11l 10 0.059 ns

ac : : Suicidality 13 8 0.490 ns
Cries 30 11 7.546 0.00%*
Anhedonia 38 17 6.922 0.01% Thoughts of past 6 4 0.115 ns
Elated 12 37 26.647 00** Sexual themes 5 12 4.985 0.04*
Irritable 45 46 2.584 ns Thoughts of harm 8 9 0.464 ns
Acute Anger 27 39 9.006 0.00%* Worthlessness 7 5 0.064 ns

————
i:iep,tﬁpp;tite. DEP BIP 2

ention
Concentration DEP BIP S Symptom n =85 n=70 d.f. =1 P
Symptoms n =85 n =70 d.f. =1 P >~ -
Aggression 38 46 6.852 0.01*

Decreased appetite o I 0.898 ns Self-injurious behaviour 21 22 0.865 ns
I\Neight loss 2 IZ ;‘;Z; gsoow Pica 2 4 1.166 ns
Nncrease appetite . . A - -
Weight gain 1o 8 0.00-4 s Drlnklng t:oo much 6 8 0.892 ns -
Initial insomnia 23 21 O.163 ns Overactlv'lt'y 10 42 40.062 0.00
Awakens in night 27 31 1.673 ns Underactivity 28 17 1.396 ns
Early AM awakening 14 20 3.283 ns Rituals 20 22 1.213 ns
Little sleep 12 18 3.307 ns Self-stimulation 16 25 5.629 0.02%*
Exces'sive sleep 3 6 1.784 ns Stealing 16 17 0.683 ns
mapping 2 ' ey ns Tantrums 40 49 8.263 0.00%*

atigue R ns R
Concentration tasks 12 29 14.717 0.00%* Impulsive 45 55 1.0l O'OOi*
Preoccupied 18 18 0.443 ns New onset 21 6 6.947 0.01

Journal of Intellectual Disability Research

VOLUME 52 PART II Pp 905-916 NOVEMBER 2008



CBs e DISTURBI AFFETTIVI

DEP BIP x? ANX x? CONT X2

Symptom n=285 n=70 df. =1 P n=30 df.=1 P n=27 df.=1 P
Aggression 38 46 6.852 0.01* 7 4.252 0.05%* | 15.178 0.00%*
Self-injurious behaviour 21 22 0.865 ns 4 1.686 ns | 5.726 0.02*
Pica 2 4 1.166 ns 0 0.718 ns 0] 0.647 ns
Drinking too much 6 8 0.892 ns 0 2.234 ns 0 2014 ns
Overactivity 10 42 40.062 0.00%** 4 0.051 ns | 1.053 ns
Underactivity 28 17 1.396 ns 6 1.738 ns 0] 11.859 0.00%**
Rituals 20 22 1.213 ns 13 4.250 ns | 5.287 0.02*
Self-stimulation 16 25 5.629 0.02* 6 0.020 ns 0] 5.929 0.01*
Stealing 16 17 0.683 ns 7 0.282 ns | 3.638 ns
Tantrums 40 49 8.263 0.00%** 12 0.446 ns 2 13.746 0.00%*
Impulsive 45 55 11.01 0.00%** 9 4.685 0.03* I 20.525 0.00%*
New onset 21 6 6.947 0.01* 6 0.237 ns 2 3.757 ns

* P< o0.05, ¥ P<o.0I.

Bassa prevalenza CBs nel gruppo di controllo

Alta prevalenza nel DEP e nel BIP come “final common pathway for underlying
distress and not in itself diagnostically specific”*

Charlot L., Fox S., Silka V. R., Hurley A. D., Lowry M. A. & Pary R. (2007) Mood disorders. In: Diagnostic Manual-Intellectual Disability: A
Textbook of Diagnosis of Mental Disorders in Persons with Intellectual Disability (DM-ID) (eds R. Fletcher, E. Loschen, C. Stavrakaki &
M. First), pp. 271-31. NADD Press, National Associa- tion for the Dually Diagnosed, Kingston, NY.



AGGRESSIVITA e DISTURBI DELL'UMORE

AGGRESSIVITA VERBALE AGGRESSIVITA FISICA
DISTURBO
Vs se stesso vs altri Vs se stesso vs oggetti vs altri
DISTURBO DEL CONTROLLO DEGLI IMPULSI +++ +++ et +++ +++
DISTURBO BIPOLARE +++ +++ +++ +++ +++
DISTURBO PSICOTICO +++ +++ + +++ +++
DISTURBI D’ANSIA +++ + +++ + +
DISTURBO DEPRESSIVO +++ + + + +
DOC + ERES i
DISTURBI DI PERSONALITA +++ o e -
AUTISMO +++ +++ +++
n = 4069

47% di tutte le persone con DI afferenti ai servizi comunitari dello stato di New York

Psicosi e depressione sono sovradiagnosticate in persone con DI lieve e moderata mentre sono
sottodiagnosticate in persone con DI grave e profonda

(Modified Overt Aggression Scale - IBR-MOAS, fra il 2006 e il 2007)

Tsiouris JA, Kim SY, Brown WT, Cohen IL. Association of aggressive behaviours with psychiatric disorders, age, sex and degree of intellectual
disability: a large-scale survey. J Intellect Disabil Res. 2011 Apr 15.
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DU NELLA DI: SINTOMI E DIAGNOSI DIFFERENZIALE

AUMENTO APPETITO

RICERCA ECCESSIVA
DI CONTATTO
INTERPERSONALE

IPERSESSUALITA
EUFORIA

STIMA DI SE
ECCESSIVA

Progetto SPAID-U, 2015



PHARMACOLOGICAL INTERVENTION IN ASD

USE FOR COMORBIDITY

Mood disorders (up to 70%)
Anxiety (42-56%)

ADHD (28-44%)

Tics/ Tourette’s disorders (14-38%)
OCD (7-24%)

Psychotic disorders (12-17%)



PHARMACOLOGICAL INTERVENTION IN ASD

EVIDENCE BASE

Good gquality evidence Is sparse

Evidence was based on case studies
Instead of RCTs

Lack of studies directly comparing different
medication to manage specific behavior
problems



Antidepressant use in adults with intellectual

disability
Prem R. Ra‘\,1 Mike Kerr®

The Psychiatrist (2010), 34, 123-126, dot 10.1192/pb bp108.023325

Taneurn Bevan Health Board, Torfaen,
Wales: “Welsh Certre for Leaming
Disability, Cardiff

Correspandence to Prem R. Rai
{pramraif0@hotmail com)

Results

been noted.

Clinical implications

Aims and method To study the use of antidepressants in adults with intellectual
disability, focusing on medication type, indication, retention and clinical outcome.
Case notes of all service users in a learning disability service were hand-searched to
identify antidepressant usage, and those who had been treated with antidepressants
and in whom at least 1 year of follow-up was possible were included in the study.

A total of 247 treatment episodes were identified. The rates of positive
outcome in terms of clinical improvement at 6 weeks, 6 months and 12 months were
49.4%, 48.1% and 49% respectively, and only 29 (12%) episodes of side-effects had

Antidepressants are commonly prescribed in adults with
intellectual disability. Approximately half did well in terms of clinical improvement.

Declaration of interest MNone.

Mental ill-health is common in adults with intellectual
disability. A recent study has found point prevalence rates
for affective disorder and anxiety disorder at 6.6% and 3.8%
respectively, and prevalence rates for problem behaviour
and obsessive—compulsive disorder at 22.5% and 0.7%
respectively.! These point prevalence rates are higher than
those ohserved in the general population.®

The research on the efficacy of antidepressants in
people with intellectual disability comprises mainly case
reports and small open studies. In an open trial of fluoxetine
involving six individuals with intellectual disability who had
depression, Howland found ‘positive result’ in all.® Langee &
Conlon analysed the case notes of 149 adult in-patients with
severe intellectual disability and concluded that those with
depressive, psychotic and behavioural problems responded
positively to tricyclics and tetracyclies.* An open study of
the use of citalopram in 20 patients with intellectual
disability and depression found significant improvement in
12 of them.® Bhaumik et al studied 122 case notes and found
that adults with intellectual disability responded to
fluoxetine and paroxetine in depression.®

In addition, further non-randomised or controlled
studies have been reported in problem behaviours including
self-injurious and perseverative behaviours”™ One review
looked at all the published studies from 2003 to 2004 in
intellectual disability and depression and found no study on
the treatment.”

In the context of this paucity of evidence, we felt it
important to explore the usage of antidepressants in a large
National Health Service (NHS) trust, focusing on usage,
retention, safety and clinical outcomes.

The

Psychiatrist

Method

We retrospectively analysed all the case notes available on
adults with intellectual disability receiving input from
Abertawe Bro Morgannwg University Health Board
Learning Disability Directorate in south Wales. The service
covers a population of over 600000, with six full-time
consultants in learning disability psychiatry. We included
those service users who had received a new treatment with
antidepressants within the past 5 years and excluded those
for whom 12-month follow-up was not possible, as well as
those who were receiving antidepressants for physical
illnesses. The case notes were examined for the following
variables: gender, age. housing. diagnosis, antidepressant
used. comorbidity. co-prescription, level of intellectual
disability and past history of depression. Treatment
outcome was assessed in terms of clinical improvement as
recorded in notes, retention of antidepressant, and side-
effects at or around 6 weeks, 6 months and 12 months after
the initiation of treatment. Clinical improvement was noted
as no change, significant improvement, back to normal and
worse. Consultants involved were contacted to clarify issues
when required.

We used SPSS 14.0 for Windows to analyse data for the
frequencies and percentages of the variables. As the local
research and ethics committee classified the project as an
audit, no consent was required.

Results
Sample characteristics

The total number of case notes studied was 221, of which
103 were for males (mean age 41 years, range 19-77) and 118

123




USE OF ANTIDEPRESSANTS IN PEOPLE WITH NEURODEVELOPMENTAL DISORDERS

@ =TCA =SSRl @ =SARI
Table 1 Diagnoses that prompted the use of @ = SND!I - SNRI

antidepressants in the study sample

Treatment Total Table 2 Types of antidepressants used in the study

episodes,”  episodes, sample and average dosage
Diggnosis n i

Average dose, mg
Antidepressant Frequency  Per cent (range)

Generalised anxiety disorder 24 249 Citalopram o

Obsessive—compulsive disorder 22 =N Fluoeting Py
Mixed anxiety and depressive disorder 11 4.6

Depression 147 61.3

104 432 18.7 (8-40)
43 17.8 206 (10-60)
Escitzlopram @ 21 87 1110 (5-20)
Mirtzzapine 20 83 2420 (15-45)
: Trazodone 14 5.8 122.8 (50-400)
[nsomni . L Paroxetine @ 37 22.5 {10 -40)
Fremanstrual tension 13 Venlafaxine @ 3.3 992 (75-150)
29 52.5 (25-100)
Dothiepin 29 140.5 (25-175)

Phobias 08 o
Clomipramine 0.8 69 (10-75)

Sertraline
Personality disorder 0.8
Schizosffective disorder 08

Fanic disorder 04 Duloxetine @ 08 30 (30-30)
0.4 375 {25-50)

Bipolar disorder 3B

Behaviour disorder 3

Post-traumatic stress disorder 0.4 Y

Fluvoxamine

Adjustment disorder 0.4
Atypical grief 0.4
Hypochondriasis 0.4

Imipramine 0.4 25
Amitriptyline 0.4 30
Mortriptyline 0.4 10

Mood swings 0.4
Schizophrenia 0.4

n of case note studied = 221
mostly of mild to moderate level

a. Tolal number of treatment episodes in the study sample n= 241.




SSRI

Escitalopram
Citalopram
Sertraline
Fluvoxamine
Fluoxetine
Paroxetine

others

use on pwiDD

LIT PER

- - + + +
+++ -

+ +

+ ++
++ +

+ -



PHARMACOLOGICAL INTERVENTION IN ASD

SSRI

CLOMIPRAMINE

Many RCT, appears to improve irritability, OCD-type symptoms, but not
consistent effect on hyperactivity?

FLUOXETINE

slight evidence (including a DBPCT?) of improvement of obsessive-
compulsive symptoms and repetitive behaviours

FLUVOXAMINE

negative results in older trials, but more recent evidence of effectiveness
in young adults (DBPCCS?3) related to 5HT transporters polymorphism

CITALOPRAM AND ESCITALOPRAM
Improvements in anxiety, mood, and irritability

1. Remington et al., 2001; 2. Hollander et al., 2012; 3. Sugie et al., 2005



venlafaxine R
' bicifidine
desvenlafaxine

milnacipran /

LUAA34893
(plus 5HT2A,
alpha 1A, 5HT6
properties)

duloxetine sibutramine




SNRI

Duloxetine
Venlafaxine
Sibutramine

others

use on pwiDD
LIT PER

- - + + +
- +



NRI and NDRI

use on pwiDD

LIT PER
Reboxetine - _ +
Atomoxetine _ +
Bupropione - +

others N _




NaSSA/SNDI - a2 ANTAGONISTS

Serotonine and norepinephrine disinhibitors

Mirtazapine
Mianserine
Quetiapine
Asenapine

etc




SARI

Serotonine antagonist/reuptake inhibitor




PHARMACOLOGICAL INTERVENTION IN ASD

MELATONIN

* Increasingly used to manage sleep disorders

* Inthe last 5 years mounting evidence (RCT,
open-label, PC) of effectiveness on sleep
qguality and guantity

* Increased effectiveness in combination with
CBT

Malow et al., 2012; Cortesi et al., 2012



AGOMELATINE

5HT 2C and 2B antagonist
MT1 and MT2 ligand

Sleep alteration?
NV dystonias?

Somatic anxiety?




PSYCHOPATHOLOGICAL DIMENSIONS
IN AGOMELATINE RESPONDERS

T2 e

labilita affettiva ansia somatizzata agitazione interna*
ansia somatizzata insonnia iniziale insonnia iniziale
ipoergia insonnia terminale

T1
<0,5 -

irritabilita ansia somatizzata
irritabilita

<0,1 -

One-way ANOVA post-hoc * Two-Sample Kolmogorov-Smirnov Test

<O 5 gnsia gomatizzata gr!sia.sfqmatizzata irritabilita
! ipoergia irritabilita

insonnia iniziale

insonnia terminale

ansia somatizzata

<0,1 -

Spearrman’s rho

Bertelli et al. Indicatori Di Risposta e Tailored Therapy per Un Nuovo Anfidepressivo: Primi Risultati Del Progetio Rethe, 2012



AGOMELATINE RESPONDER
DIMENSIONAL PSYCHOPATHOLOGICAL PROFILE

O 00 0 OO




PHARMACOLOGICAL INTERVENTION IN ASD

GLUTAMATE RECEPTOR-RELATED

BUMETANIDE (chloride importer antagonist)
1 DBT with improvements in ASD scales, but mild hypokalemia!

MEMANTINE (antagonist of NMDA receptors)

Some studies (including 2 open label) — improvements in social
withdrawal, inattention, irritability, hyperactivity, inappropriate speech,
lethargy, and memory tests?+4

Main SE: sedation, rash, emesis, increased seizure frequency?+

ACAMPROSATE (GABA A agonist and excitatory glutamate antagonist)

Recent open label study — improvements in social withdrawal,
hyperactivity, and social responsiveness®

1. Lemonnier et al., 2012; 2. Erickson et al., 2007; 3. Niederhofer, 2007; 4. Owley et al., 2006; 5. Erickson et al., 2011



GLUTAMATE RRCs IN FXS

= Acamprosate and lovastatin have been beneficial in open-
label trials

= The first 5 years of life may be the most efficacious time
for intervention when combined with behavioral and/or
educational interventions

= Minocycline, acamprosate, lovastatin, and sertraline are
treatments that can be currently prescribed and have
shown benefit in children with FXS

Hagerman RJ, Polussa J. Treatment of the psychiatric problems associated with fragile X syndrome. Curr Opin Psychiatry. 2015
Mar;28(2):107-12.



VORTIOXETINE ACTION AT 5-HT3

>HTS ﬂ?w-tgg-nrr%ist
ANTAGONISM -HT GABA
Antagon;st S . — ]
5-HT;
- A I GABA L 1, I,
Dot o 9 Ii-|5tT B __:._F ,,f__l Antagonist
IR 5-HT s -
GABA INHIBITION | Agonist
REMOVAL

Pyramidal neuro ) D-HTq,
"li,i Agonist

GLUTAMATERGIC

STIMULATION GABA inhibits glutamate

5-HT,;

Partial agoni
K REGULATION OF DOWNSTREAM
RELEASE OF DA, NE, ACH, HA

Bang-Andersen et al. J Med Chem 2011;54:3206-3221; Westrich et al. Poster at IFMAD 2012; Mark et al. Poster at ECNP 2011; Mgrk et al.
Poster at SOBP 2011; Pehrson et al. Poster at ECNP 2013; 6. Mgrk et al. Poster at APA 2013



MULTIMODAL AGENT THAT SIMULTANEOUSLY ACT AT 6 PHARMACOLOGIC TARGETS

VORTIOX

ETINE

Q PARTIAL AGONIST

‘ ANTAGONIST

Vortioxetine has receptor activity and reuptake inhibition. Vortioxetine inhibits the
serotonin transporter (SERT). Vortioxetine is a 5-HT1A receptor agonist, a 5-HT3, 5-HT1D,
and 5-HT7 receptor antagonist, and a 5-HT1B receptor partial agonist.

The clinical relevance of the pharmacologic activity is unknown.

Stahl SM. Modes and nodes explain the mechanism of action of vortioxetine, a multimodal agent (MMA): blocking 5HT3 receptors enhances release of
serotonin, norepinephrine, and acetylcholine. CNS Spectr. 2015 Jun 30:1-5.



MULTIMODALITY OF VORTIOXETINE

RECEPTORS ACTIVITY

7
VORTIOXETINE

N\

INHIBITION OF THE 5-HT
TRANSPORTER

. INHIBITION
O AGONIST

O PARTIAL AGONIST

. ANTAGONIST

NEUROTRANSMITTERS
MODULATION

1. Bang-Andersen et al. J Med Chem 2011;54:3206-3221;
2. Westrich et al. Poster at IFMAD 2012;

3. Mark et al. Poster at ECNP 2011; 4. Mark et al. Poster at SOBP 2011;
5. Pehrson et al. Poster at ECNP 2013; 6. Mark et al. Poster at APA 2013

Direct effects -2
5-HT,, agonist
5-HT, partial agonist
5-HT,p antagonist
5-HT; antagonist

5-HT, antagonist

SERT inhibitor

Indirect effects 3-6

1 serotonin

1 dopamine (DA)

1 norepinephrine (NE)
1 acetylcholine (Ach)
1 histamine (HA)

| GABA

1 GLU



PHARMACOLOGICAL INTERVENTION IN ASD

MOOD STABILISERS - ANTIEPILEPTICS

DIVALPROEX SODIUM

irritability, aggression, compulsive behaviours*
LAMOTRIGINE

(inhibits glutamate release) — depression, anxiety
LEVETIRACETAM

1 open label study? showing improvement of
aggression, mood instability (antidepressant?),
other studies showing no efficacy on PBs*

1. Hellings et al., 2005; 2. Hollander et al., 2006; 3. Rugino, 2002; Wasserman et al., 2006



LAMOTRIGINE

* inhibits voltage-sensitive sodium channels, similarly to valproate and
carbamazepine.

by blocking sodium ion channels it stops (or at least slows) the action
potential from propagating down the axon as readily. Thus, a
hypersensitive, or overactive nerve cell (perhaps caused by
hypersecretion of cortisone from the adrenals, etc., that occurs in
depression)

« also blocks voltage-sensitive calcium channels

but studies have failed to detect an effect of lamotrigine on
dihydropyridine-sensitive calcium channels.

« inhibits glutamate release (unsure)

« also weakly blocks 5-HT3 receptor (IC50 =18 uM) and may have anti-
kindling action (like valproate and carbamazepine)



LAMOTRIGINE

- weak effect on sigma opioid receptors (IC50 =145 M)

- it did not inhibit the uptake of norepinephrine, dopamine, or serotonin
(IC50 > 200 uM) when tested in rat synaptosomes and/or human platelets
In vitro

- It does not exhibit high affinity binding (IC50 > 100 uM) to the following
neurotransmitter receptors:
« adenosine Al and A2,
adrenergic a1, a2 and f3;
dopamine D1 and D2;
y-aminobutyric acid (GABA) A and B;
histamine H1,
kappa opioid,;
muscarinic acetylcholine;
serotonin 5-HT2

- Favorable side-effect profile with little to no negative effects on cognition



LAMOTRIGINE IN IDD

» mostly used for seizures and problem behaviours
* Improve alertness, attention,and mood

» tends to have a negative or neutral effect on appetite and
weight

* may determine sleep alteration
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Individuals with intellectual disabilities

New generation antipsychotic (NGA) drugs introduced to the US
market after clozapine (aripiprazole, olanzapine, paliperidone,
quetiapine, risperidone, and ziprasidone) are frequently used in
individuals with intellectual disabilities (1D ). However, there is very
limited research to fully establish evidence-based or personalized
medicine approaches for their use in this population. These guidelines
take a pragmatic approach to establishing framewaorks for theiruse by
utilizing the prescribing information and reviewing the available
literature on otherrelevantneuropsychiatricdisorders. Inthe absence
of expert consensus guidance and well-controlled comparison trials,
we present a set of guidelines to inform initiation, dosing and
monitoring of use in adults. Further, in these guidelines we provide
practical information on drug-drug interactions and adverse drug
reactions, and a brief review of discontinuation syndromes, potential
for abuse, use during pregnancy and cost considerations. We also
provide drug utilization review forms for each NGA to facilitate
implementation of these guidelines, these guidelines provide a
practical and necessary resource for practitioners treating psychiatric
disorders and challenging behaviors in adult individuals with 1D.

© 2008 Elsevier Ltd. All rights reserved.

* Corresponding author at: University of Kentucky Mental Health Research Center, Eastern State Hospital, 627 West Fourth
St. Lexington, KY 40508, USA. Tel.: +1 859 246 7563; fax: +1 859 246 7019.

E-mail address: jdeleon@uky.edu (J. de Leon).
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PHARMACOLOGICAL INTERVENTION IN ASD

RISPERIDONE

approved for the treatment of irritability associated with autistic disorder
in children and adolescents (ages 5-16 years), including symptoms of
aggression, self-injury, tantrums, and quickly changing moods. It is the
first prescription medication approved by the FDA for this purpose.

Higher efficacy with topiramate on irritability, hyperactivity, and stereotypic
behaviour (RCT)?

Higher efficacy with pentoxitylline, memantine, and celecoxib on
problem behaviours (RCTs)3>

Frequent side effects: prolactine increase, increased appeteite, weight
gain, and somnolence

1. Jesner et al. Risperidone for autism spectrum disorders [review]. Cochrane Database Syst Rev, 2007

2. Rezaei et al., 2010
3. Akhondzadeh et al., 2010; 4. Ghaleiha et al., 2013; 5. Asadabadi et al., 2013



PHARMACOLOGICAL INTERVENTION IN ASD

PALIPERIDONE

Found to be generally well-tolerated and effective, but low
evidence (1 open trial and few case reports)

Some advantages over risperidone in persons with hepatic
Impairment

side effects profile similar to risperidone: prolactine
Increase, increased appetite, weight gain, somnolence,
tiredness

Stigler et al., 2010; Stigler et al., 2012; Kowalski et al., 2011



PHARMACOLOGICAL INTERVENTION IN ASD

ARIPIPRAZOLE

approved for the treatment of irritability associated with autistic
disorder in children and adolescents (ages 6-17 years), including
symptoms of aggression, self-injury, tantrums, and quick mood
changes.

Evidence from RCT, open label, and retrospective studies!?

2 RCT supporting the efficacy also on hyperacrivity and
stereotypiest:3

Low rate of side effects: weight gain, sedation, sialorrhea, and EPS

1. Owen R et al. Pediatrics. 2009,; 2. Sung et al., 2014; 3. Marcus ef al., 2011; Ching & Pringsheim, 2012



PHARMACOLOGICAL INTERVENTION IN ASD

ZIPRASIDONE

» prevalent use on PBs
* some evidence of efficacy in case series

= good tolerability (weight neutral)

40 persons with ID and PB, overweight and
dyslipidemia (total colesterol, HDL, LDL, TG)

= efficacy on PB

=weight and dyslipidemia improvement

Cohen S et al, 2003



PHARMACOLOGICAL INTERVENTION IN ASD

OTHER NGA

OLANZAPINE
reports of effectiveness, but no strong evidence

QUETIAPINE
reports of effectiveness, but no strong evidence

1. Owen R et al. Pediatrics. 2009,; 2. Sung et al., 2014; 3. Marcus ef al., 2011; Ching & Pringsheim, 2012
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ARTICLE INFO ABSTRACT
Article history: Clozapine has been approved in the United States since 1990 for refractory or treatment
Received 14 May 2010 resistant schizophrenia in the general population. However, as with many other
Accepted 28 June 2010 antipsychotic medications, it is being prescribed for reasons other than those indicated.
Among individuals with intellectual disabilities, clozapine is increasingly being prescribed
Keywords: to treat behavioral problems, although the empirical evidence for such a practice is
Medication lacking. This review was undertaken as an attempt to summarize the available studies
'“lE”E'fl“al disabilities regarding the use of clozapine for behavioral purposes among individuals with intellectual
Clozapine disabilities. Findings of our review suggest that the effectiveness of clozapine in targeting

&Tﬂ?ﬁ:‘;mblems challenging behaviors among individuals with intellectual disabilities is relatively
inconclusive at present. We discuss reasons why these limitations exist and offer some
solutions to help alleviate these limitations.
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1. Introduction

Approved for use in the United States by the FDA in 1990, clozapine is an atypical antipsychotic medication prescribed for
the treatment of psychosis associated with schizophrenia. Clinical trials and recent research indicate that clozapine is more
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PHARMACOLOGICAL INTERVENTION IN ASD

CLOZAPINE

= Mostly case reports

= |argest samples with 50 and 41 participants, but low
evidence level

* reported benefits

» Tachycardia, hypersalivation, sedation, weight gain,
seizures are the most frequently reported s.e.

1. Owen R et al. Pediatrics. 2009,; 2. Sung et al., 2014; 3. Marcus ef al., 2011; Ching & Pringsheim, 2012



Table 1
Summary of dozapine studies.

Author(s) Sample Controlled Placebo Blind Inferential Drugfdose  Socialf[cognitive changes]®  Adverse effects

Number 1Q

Level of ID

Misc.
subject
info

Or Crossover

statistics

Thalayasingam,
Alexander,
and Singh
(2004)

Antonacci and
de Groot
(2000)

Kamal and
Kelly (1999)

Thuresson and
Farnstrand
(1999)

Buzan, Dubovsky,
Firestone and
Dal Pozzo
(1998)

24

10

Not
reported

Not 44
reported and 53

Not 23-55
reported

Not 32

reported

M=33
reported

Not 20-63
reported

Borderline,

mild and
moderate

Profound

Moderate

Both
nonverbal
and
aggressive

Case reports:
aggressive and
self-injurious

Included in
study if ever
been treated
with clozapine

Retraospective No
analysis; data
collected by

chart review

Controlled Mo

Retrospective No
analysis; data
collected by

chart review

Retrospective No
analysis; data
collected by

chart review

Retrospective No
analysis; data
also collected

by direct
observation

Not
reported

Inappropriate
(frequency

reports)

Parametric

(Student's
t-test);

probably OK

300-800

mg/[day
(mean = 485

mg/day)

T Gl

350
mg/day

Mot 1 GI
reported

Clinical Global
Impressions (CGI)
scale based on
chart review

?/4 aberrant
behavior
checklist (ABC)—
subscales varied
by individual
Clinical Global
Impressions
(CGI) scale

Clinical Global
Impressions (CGI)
scale

Maladaptive
behaviors
according to staff
report
Maladaptive
behaviors
according to
staff report

Clinical Global
Impressions (CGI)
scale

Global Assessment
of Functioning (GAF)

Drowsiness,
weight gain,
increased
salivation,
extrapyramidal
symptoms (EPS),
neutropenia
Increase in
dyskinesia
symptoms as
measured by
the Dyskinesia
Identification
System
Condensed
User Scale
(DISCUS)
Constipation,
tachycardia,
hypotension,
sedation,
hypersalivation,
incontinence
Hypersalivation

Leukopenia,
epileptic attacks,
unpredictable
aggressiveness,
general emotional
instability,
hypersalivation,
sedation,
constipation
Sedation,
hypersalivation
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Hammaock, 1
Schroeder,
and Levine
(1995)

Schroeder 3
et al. (1995)

Williams 1
et al. (1995)

Cohen and G
Underwood
(1994)

Pary (1994) 3

Sajatovic, 5
Ramirez,
Kenny, and
Meltzer
(1994)
Vyncke (1974) 40

Not 40
reported

Not 34-43
reported

Not 4
reported

Not 25-63
reported

Not 20-64
reported
VIQ M= M=264
71.6

PIQ M=

648

36-59 M-=164

Profound

Profound

Severe

Moderate
to profound

Mild

Borderline
to mild

Mild to
profound

Refractory Crossover Yes Double No No 10-300
self-injury mg/day
Controlled Yes Double No No 300-475
mg/day
17-year history No No No After 14 Inappropriate 500 mg/day
of aggression months  (frequency

and tantrums reports)

Case reports No No No No Inappropriate  500-600
(frequency mg/day
reports)

No No No No None 200-400
mg/day
No No No Mo No 225-400
mg/day
No No No No Nonparametric Varied by
(McMemar individual
Test); OK

1

1

1

1

Gl

Gl

Gl

Gl

Gl

Gl

Gl

44 aberrant behavior Seizures,

checklist (ABC)
(stereoty py,
hy peractivity,

irritability, lethargy)

Maladaptive
behaviors
according to
frequency counts
?/4 aberrant
behavior
checklist
(ABC)—subscales
varied by
individual

Maladaptive
behaviors
according to
frequency
counts
Malada ptive
behaviors
according to
frequency
counts
Maladaptive
behaviors
according to
frequency
counts

Malada ptive
behaviors
according to staff
report

Global Assessment
Scale (GAS)

Target behaviors
and symptoms
according to stafl
report

hypersalivation,
constipation,
weight gain

Vomiting,
drowsiness,
agitation,
weight gain,
increased
urinary
frequency

Not reported

Hypersalivation,
sedation,
leukopenia,
hypertension,
sedation, weight
gain
Extrapyramidal

side effects (EPS),

seizures

Sedation,
hypotension,
tachycardia,
hypersalivation

Tachycardia,
sedation

* Arrows indicate direction (1: improvement, |: worsening, -: nochange ) of significant changes. Gl: global impressions and RSL: rating scale. Detailed descriptions of categories are in the text, Ratios indicate the
number of variables that changed significantly and the total number of variables measured. If cognitive changes were reported, other than in the form of standardized measures, they appear in the table in square
brackets following the description of social changes.
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ASENAPINE IN IDD: CASE SERIES

bipolar |
bipolar Il

M schizo-affective
schizophrenia

M cyclotimia

33,33

9,5

14,3

19

33,33

m Borderline
Mild
» Moderate

Profound

N=21
Age 38.9 (14.8)

3; 14%
6: 29% \

4;19%

4;19%
4;19%



ASENAPINE IN IDD: CASE SERIES

3 * *
2 /\/
1
0 \ \ \ \ \
T1 T2 T3 T4 T5 T6

*=p<0,005;*=p<0,001




ASENAPINE IN IDD: CASE SERIES

After the first week side effects were recorded for 11 persons: 1 case with psycho-motor agitation and
insomnia, 1 with sedation, headache, and ALT increase, 1 with hyperprolactinemia and sialorrhea, 3
with dizziness, 3 with affective flattening, 1 with motor slowness, and 1 with slowness and
hypotension.

After the forth week only 4 participants still reported SE: hyperprolactinemia, sialorrhea, and ALT
increase, but the all three were on polytherapy.

At T6 only 1 person still presented SE (sialorrhea).
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