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Tratamento
especifico, seguro e eficaz

Manifestacoes
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MANUAL D}AGNGSYICO
E ESTATISTICO DE
TRANSTORNOS MENTAIS

DSM-5

Nem um
pouco

S6 um
pouco

Bastante

Demais

1. Nao consegue prestar muita atencéo a detalhes ou comete erros por descuido
nos trabalhos da escola ou tarefas.

2. Tem dificuldade de manter a atencao em tarefas ou atividades de lazer

3. Parece nao estar ouvindo quando se fala diretamente com ele

4. Nao segue instrucoes até o fim e ndo termina deveres de escola, tarefas ou
obrigacdes.

5. Tem dificuldade para organizar tarefas e atividades

6. Evita, ndo gosta ou se envolve contra a vontade em tarefas que exigem esforco
mental prolongado.

7. Perde coisas necessdrias para atividades (p. ex: brinquedos, deveres da
escola, lapis ou livros).

8. Distrai-se com estimulos externos

9. E esquecido em atividades do dia-a-dia

10. Mexe com as maos ou os pés ou se remexe na cadeira

11. Sai do lugar na sala de aula ou em outras situacbes em que se espera que
fique sentado

12. Corre de um lado para outro ou sobe demais nas coisas em situactes em que
isto € inapropriado

13. Tem dificuldade em brincar ou envolver-se em atividades de lazer de forma
calma

14. Nao para ou freqientemente esta a “mil por hora".

15. Fala em excesso.

16. Responde as perguntas de forma precipitada antes delas terem sido
terminadas

17. Tem dificuldade de esperar sua vez

18. Interrompe os outros ou se intromete (p.ex. mete-se nas conversas / jogos).
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n = 7114 children (6-18), 87 cities in 18 Brazilian stabes in five nabional regions, parents & teachers

Variables Total ADHD- ADHD- ADHD-pst
report probable
n ! n g n ! n !
ADHD-report 205 7.1 — 114 22.6 79 15.6
ADHD-probable 277 39 114 — 36 [13.0
ADHD-pst 135 1.9 79 58.5 36 26.7 —

GLIA Pediatr Neurol. 2022 Mar;128:45-51
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Diagnosis and Psychostimulant Use: A Nationwide Representative
Study
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n = 7114 children (6-18), 87 cities in 18 Brazilian stabes in five nabional regions, parents & teachers

FALSE POSITIVES: boys, from private schools of bigger cities, higher income classes,
below average school performance, and when the symptoms are reported by the parents but did not by the teacher

= OVERDIAGNOSIS and OVERTREATMENT

FALSE NEGATIVES: younger boys, from smaller cities, lower income classes, divorced parents,

and below average school performance
= UNDERDIAGNOSIS and UNDERTREATMENT

Sociodemographic and socioeconomic disparities
in the diagnosis and treatment of ADHD in Brazil
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em portugués

para uso no Brasil
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Nem um
pouco

S6um
pouco

Bastante

Demais

1. Néo consegue prestar muita atengéo a detalhes ou comete erros por descuido
nos trabalhos da escola ou tarefas

2. Tem dificuldade de manter a atencao em tarefas ou atividades de lazer

3. Parece néo estar ouvindo quando se fala diretamente com ele

4. Ndo segue instrucbes até o fim e ndo termina deveres de escola, tarefas ou
obrigactes

5. Tem dificuldade para organizar tarefas e atividades

6. Evita, ndo gosta ou se envolve contra a vontade em tarefas que exigem esforco
mental prolongado

7. Perde coisas necessdrias para atividades (p. ex: brinquedos, deveres da
escola, lapis ou livros)

8. Distrai-se com estimulos externos

9. E esquecido em atividades do dia-a-dia

10. Mexe com as méos ou 0s pés ou se remexe na cadeira

11. Sai do lugar na sala de aula ou em outras situagdes em que se espera que
fique sentado

12. Corre de um lado para outro ou sobe demais nas coisas em situacdes em que
isto & inapropriado

13. Tem dificuldade em brincar ou envolver-se em atividades de lazer de forma
calma

14. Néio péra ou frequentemente estd a "mil por hora".

15. Fala em excesso.

16. Responde as perguntas de fomma precipitada antes delas terem sido
terminadas

17. Tem dificuldade de esperar sua vez

18. Interrompe os oulros ou se intromete (p.ex. mefe-se nas conversas / jogos).

MANUAL DIAGNOSTICO
E ESTATISTICO DE
TRANSTORNOS MENTAIS

DSM-5

ESCALA SWAN
James M. Swanson

University of California, Irvine
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Questionario de
Capacidades e
Dificuldades

Fleitlich-Bilyk & Goodman,

2001

;
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Strengths &
Difficulties

Questionnaires

MANUAL DIAGNOSTICO
E ESTATISTICO DE
TRANSTORNOS MENTAIS
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Bordin, I. A. et al.
1995

Questionario de Comportamentos
para Criancas e Adolescentes
Child Behavior Checklist (CBCL) 4-18

Achenbach

INVENTARIO DE COMPORTAMENTOS PARA CRIANGAS E ADOLESCENTES DE 6 A 18 ANOS
VERSAO BRASILEIRA DO “CHILD BEHAVIOR CHECKLIST FOR AGES 6.18”
(CBCLI6-18)

Namero de identificado

DATA DE HOJE: ! !
Tdia més ano

NOME DA CRIANCA/ADOLESCENTE (completo): TRABALHO DOS PAIS: OCUPAGAQO HABITUAL
mesmo que ndo estejam trabalhando no momento
Favor especificar o tipo de ocupagio - po
exemplo: mecinico de automéveis, professor
segundo grau, dona de casa, pedreiro, fomeir
mecanico, vendedor de sapalos, sargenio ok

exército.
SEXO: DMasc\lmo D Feminino ——
GRUPO ETNICO QU RACA:
IDADE

Tipo de trabalho da m3e:

DATA DE NASCIMENTO: ! /
da més ano

ESCOLARIDADE (série atual)
NAO FREQUENTA ESCOLA |:|

ESTA FICHA ESTA SENDO PREENCHIDA POR (informante).

Nome completo:

Sexo: D Masculino DFemlnmo

Grau de parentesco ou tipo de rel com a crianga ou

D PaiMe biologico(a) D Padrasto/Madrasta D Avd/Avd
D PaiMae adofivo(a) D@ho(especmwrj'

Favor preencher este quesuonano de acordo com seu ponto de vista sobre o comportamento de seu filho,
mesmo que outras pessoas nao concordem. Comentarios adicionais sao bem-vindos e podem ser
anotados ao lado de cada item e no final do questionario. FAVOR RESPONDER TODOS OS ITENS.

Bordin, I A. et al. Rev ABP-APAL. 1995; 17: 55-66.

System of

Empirically

Based

Assessment
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Escala de Ansiedade-traco infantil
Bouden A ET AL., 2000; Assumpcado FB & Resch CR, 2006

Questionario de identificacdo de comportamentos

de oposicao de desafio em criangas e adolescentes

(Conflict Behavior Questionnaire for Parents)
Barkley & Robin, 2007; trad. Arruda, 2007

ESCALA TRACO-ANSIEDADE INFANTIL
Nome:
Sexo Idade Data
Preenchido por.

Vocés encontrardo aqui indicaces descrevendo os comportamentos infantis
ou seus problemas. Leiam atentamente as indicacdes e escolham o grau de
sofrimento da crianga em relagdo ao problema apresentado.

auasny
ajuawel ey

auawajuanbasy
adweg

1. Tem tendéncia a se mostrar inquieto ou a ficar preocupado a

propésito de qualquer coisa (exames, competicies, doencas de

pessoas proximas, brigas entre os pais...).

2. Tem tendéncia a preocupar-se, evitar ou recusar situagdes

novas.

3. Tem tendéncia a ter dores de barriga.

4. Tem tendéncia a preocupar-se ou evitar pessoas que n3o lhe

sdo familiares.

5. Tem tendéncia a perguntar muito a respeito de fatos

cotidianos.

6. Tem tendéncia a preccupar-se com a volta as aulas, as idas

ao quadro negro, os exames

7. Queixa-se de dores de cabeca

8. Queixa-se de varios tipos de dares

9. Tende a ser imitavel, nervoso, reclamando de tudo

10. Tem a tendéncia de perguntar muito no que se refere a temas

insélitos ou surpreendentes.

11. Queixa-se, espontaneamente, de esquecimento ou lacunas

de meméria

12. Preocupa-se com o que oS outros pensam a seu respeito
calegas, professores, instrutores efc.)

13. Recusa-se a ficar sozinho ou tem medo da solidac

14. Abandona rapidamente as tarefas iniciadas.

15. Chora facilmente

16. Pracura situagdes de seguranca (por contato fisico, pela

presenca e pessoa familiar, por encorajamento).

17_ Tem medo de escuro

18_E sensivel as criticas

19. Apresenta recusas sistematicas e apresenta “caprichos” (para

levantar-se pela manh3, para se vestir, para lavar-se, para fazer

as lighes da escola etc.)

Questionario de identificagdo de comportamentos de oposigdo

de desafio em criangas e adolescentes (CBQP)
(Barkley & Robin, 2007; trad. Arruda, 2007)

Paciente:
Preenchido por:
Data

QOrientacdo para o preenchimento:

Este instrumento & utilizado para avaliarmos condutas de oposicdo e desafio entre
pais e filhos. As afirmativas abaixo se referem a comportamentos que ocaorrem em
casa entre vocé e o seu filho (filha). Pense nas duas dltimas semanas e assinale
se cada uma das afirmativas é verdadeira (V) ou falsa (F).

VIF

1. E facil lidar com meu filho (filha)

2. Meu filho (filha) se comporta bem em nossas discussdes.

3. Meu filho (filha) aceita bem as criticas.

4_Meu filho (filha), na maioria das vezes, gosta de conversar comigo.

5. Quase nunca concordamos.

6. Meu filho (filha) geralmente cuve o que eu tenho a dizer a ele

7. Ao menos trés vezes na semana nés nos chateamos um com o outro.

8. Meu filho (filha) diz que eu ndo tenho consideragio pelos seus sentimentos

9. Eu e meu filho (filha) geralmente chegamos a um acordo.

10. Meu filho (filha) freq nio faz o que eu peco.
11. Nossas conversas geralmente sdo frustrantes.
12. Meu filho (filha) freq parece estar triste comigo.

13. Meu filho (filha) age de forma impaciente quando eu estou falando.

14. Em geral, eu ndo penso que nos damos muito bem.

15. Meu filho (filha) quase nunca compreende o meu lado em uma discusséo.

16. Meu filho (filha) e eu temos grandes discussbes sobre pequenas coisas.

17_ Meu filho (filha) & defensive quando converso com ele.
18. Meu filho (filha) desconsidera as minhas opinides.

19. Nés discutimos demais sobre regras e limites.
20. Meu filho (filha) diz que eu sou injusto (injusta).

=]

TE-T-8-10-11-12-13-14-15-18-17-18-18-20
F1-2-3-4-8-8

M: 12,4 (+5) e 2,4 [+ 2,8). Cutoff > 8
F:105 (£5)e 3.2 (£ 3). Culofi > 10







Nao existe TDAH sem
disfuncao executiva



Conjunto de habilidades mentais interdependentes

gue regulam nossa cognicao, emocoes e comportamento,
a partir de experiencias adquiridas,

com o objetivo de realizar tarefas complexas no presente
ou atingir metas futuras

viabilizando acoes voluntarias,

independentes,

organizadas

e orientadas para metas especificas



v | | Psychometric properties and clinical utility of

oL the executive function inventory for children and
adolescents: a large multistage populational study
including children with ADHD

Marco Antonio Arruda, Renato Arruda & Luis Anunciacao

Cognic¢ao

Percepc¢ao

Comportamento

GLIA Appl Neuropsychol Child. 2020 Mar 2:1-17
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Baixa validade ecologica dos testes
psicométricos de Funcoes Executivas

HOW IS EF ASSESSED?: THE POOR ECOLOGICAL VALIDITY

EXECUTIVE

OF PSYCHOMETRIC TESTS OF EF
F”NETI“NS The second problem this book intends to address is rooted in the first problem—absent an
operational definition of EF, what methods will qualify as measures of it? The field of
SOy Ale. How, ey Weik, neuropsychology seems to have answered this question by largely focusing on the use of

and Why They Evolved . L. . . . .. . i
psychometric tests as the principal or sole basis for evaluating EF deficits in clinical patients and in

research studies. Indeed, it seems that the field of neuropsychology is synonymous with
psychometrics. Other than convenience or tradition, why are tests given in clinical or lab settings the
widespread basis for measuring EF, and not direct observations of human action in natural settings
or rating scales completed by patients and others? Over the past 40 years occasional voices have been
raised warning that neuropsychological tests of EF were problematic. The tests were unlikely to be
capturing much of what is considered to be the essence of EF or its important features as humans use
it in their daily life or to be adversely affected by injuries to the PFC (Barkley, 2001; Dimond, 1980;
Dodrill, 1997; Lezak, 2004; Rabbitt, 1997; Shallice & Burgess, 1991). The warnings have largely gone
unheeded as EF tests and test batteries have come to represent an inchoate gold standard for
determining EF and its deficits. With very few exceptions, the vast majority of studies published on
. > the topic of EF have used EF tests or batteries of tests to determine whether certain disorders
e ol W Iy impaired EF or how EF developed in normal samples.

HeEB ol N ¢ This would be fine if these tests were highly reliable and well validated. But they are not. Research

ErinD. Bigler

anie Tnel consistently shows such tests to be of only moderate or lower reliability (Lezak, 2004; Rabbitt, 1997).
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DEFICITS IN
~ EXECUTIVE
L FUNCTIOMLE
= gﬁcﬁ% End Ad g:gz;?‘t‘:nsive
o (BDEFSCA) E F Function
o Inventory

RUSSELL A.

Traducdo e Adaptagdo para o Portugués
do “Behavior Rating Inventory of Executive Function”
BRIEF2

s g ey Translation and Adaptation into Portuguese of the Behavior
Rating Inventory of Executive Function - BRIEF

Damela de Bustamante Carnn’, Momca C. Muanda & Orlando F. Ammodeo Bueno
Liversidade Federal de 560 Powle (UNTFESF), Sdo Powlo, Brosil

Psicologia: Reflexdo e Critica, 25 (4), 400-409.

Childhood Executive Functioning Inventory: Adaptagio e Propriedades
Psicométricas da Versao Brasileira

> g Bruna Tonietti Trevisan — Universidade Presbiteriana Mackenzie, Sao Paulo, Brasil

Chlldl‘_'oo_d Executive Natalia Martins Dias — Centro Universitario FIEO, ( ).num, Brasil

Functioning Inventory Arthur de Almeida Berberian — Centro Universitario FIEO, Osasco, Brasil

Alessandra Gotuzo Seabra — Universidade Presbiteriana Mackenzie, Sao Paulo, Brasil

Psico-USF, Braganga Paulista, v. 22, n. 1, p. 63-74, jan./abr. 2017
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wodiiibioer | | Psychometric properties and clinical utility of
ol the executive function inventory for children and
adolescents: a large multistage populational study
including children with ADHD

Marco Antdnio Arruda, Renato Arruda & Luis Anunciagao
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@ Applied Neuropsychology: Child, 2020; Mar 2; 1-17
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Orbitofrontal

Dorsolateral
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Objetivar

Indice Total de Dm:mdad.-/\ Planejar

Operaclonalizar

Organizar

Rogulu Iniciar
Inibir Focar
Flexibilizar Perseverar
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Objetivar
indice Total de Dificuldades _ Planejar
Operacionalizar \ Organizar
Regular { | Iniciar
_J 2 I.\ '.
Inibir Focar
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Indice Metacognitivo Iniclar
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Density

0.0104

0.0004

wgé\.}_&‘;‘(‘:;‘fw;y Psychometric properties and clinical utility of

including children with ADHD

Marco Antonio Arruda, Renato Arruda & Luis Anunciagao

‘o the executive function inventory for children and
‘ adolescents: a large multistage populational study
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Figure 2. EFICA points contrasting children with ADHD and controls without ADHD.

9t World Congress on ADHD

Modernising the concept of ADHD

18 - 21 May 2023 | RAl Amsterdam

Appl Neuropsychol Child. 2020 Mar 2:1-17



Executive functions, mental health and school performance
In preadolescent children: a population-based study

Arruda, MA:; Arruda, R

Amostra Indice Regulacio Indice

Indice Total

Final Emocional Metacognitivo

OR OR UK
) 0 Y 7
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Controles , 15,2 reference ’ reference ’ reference

TDAH DSM 5 797 22.0 14.3 26.3
(12.6-38.5) (8.6-23.6) (14.9-46.6)

4.0 L 36 , | 34

Falso positivo
(2.8-5.7) (2.6-5.2) (2.4-4.8)
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A Developmental Perspective on Executive Function

John R. Best and Patricia H. Miller
Department of Psychology, University of Georgia.

Child Dev. 2010 ; 81(6): 1641-1660

Science Concepts

Development of Preschool Children’s Executive Functions
throughout a Play-Based Learning Approach That Embeds

Clara Vidal Carulla, Nikolaos Christodoulakis and Karina Adbo *

Int J. Environ. Res. Public Health 2021 18, 588

Psychiatry and
Neuroscience
‘ Updatela

A Summary of the Developmental
Trajectory of Executive Functions
from Birth to Adulthood

Celina Korzeniowski, Mirta Susana Ison,
and Hilda Difabio de Anglat

ISBN 978-3-030-61721-9 (eBook

Il. NIH TOOLBOX COGNITION BATTERY (CB):
MEASURING EXECUTIVE FUNCTION AND ATTENTION

Philip David Zelazo, Jacob E. Anderson, Jennifer Richler, Kathleen Wallner-Allen,
Jennifer L. Beaumont, and Sandra Weintraub
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Articles

ADHD and Mental Health Status
in Brazilian School-Age Children

Marco A.Arruda', Cicero Nardini Queridoz'j, Marcelo E. Bigal4'5,
and Guilherme V. Polanczyk™’

] Atten Disord., 2015 Jan:19(1):11-7

Article

ADHD Is Comorbid to Migraine in
Childhood: A Population-Based Study

Marco Anténio Arruda', Renato Arruda’?, Vincenzo Guidetti’,

and Marcelo Eduardo Bigal®

Journal of
Pediatric Neurology

] Atten Disord. 2020 May:24(7):990-1001

Associated Factors of Attention-Deficit/Hyperactivity Disorder

Diagnosis and Psychostimulant Use: A Nationwide Representative
Study

Marco Antonio Arruda, MD, PhD ¢, Renato Arruda, MD P, Vicenzo Guidetti, MD, PhD
Marcelo Eduardo Bigal, MD, PhD d Jesus Landeira-Fernandez, PhD c
Anna C. Portugal, PhD ', Luis Anunciacao, PhD &%~

Pediatr Neurol. 2022 Mar:128:45-51

5.1%

(95%Cl=4.2-6.2)

5.3%

(95%Cl=4.7-6.0)

4.5%

(95%Cl=4.1-4.9)



Sindrome de Desengajamento Cognitivo
(Sluggish Cognitive Tempo)

Um subtipo de TDAH ou condicao diagnostica distinta?



ayalreaning.

Devaneios °

Se perde em pensamentos o

Perda do foco °
A mente nebulesa o
Olhar perdido ne espage o

Mentaliconiusion yPoaCVIGY;

Perde linha pensamente o (Cansaco e fadiga
Dificuldade expressar pensamentos ° Baixe nivel de atividade
Esquece o que ia falar o (Compertamente lento
Pensamento confuse o Sempre sonolente
Pensamento lento

Confunde-se facilmente

Child Concentration Inventory (CCI]

{Child and Adolescent Behavior Inventory (CABI) J. Pediatria 2023; 99(4):413-422 }

Barkley SCT Scale (SCTS)

Fredrick J. ADDITUDE webinar
Cognitive%20Disengagement%20Syndrome/12_5_23-fredrick-cds.pdf



Aspectos diferenciais entre TDAH desatento e a
Sindrome de Desengajamento Cognitivo

Dificuldades de prestar atencdao Pobre atencao sustentada, baixo Distratibilidade interna,
esforco mental e distratibilidade devaneios

externa
Dificuldades de iniciar e Iniciar e manter atencao Lentidao nas acoes;
finalizar uma tarefa problematicos; dificuldades MO distrtibilidade interna
Dificuldades motivacionais e Iniciar e manter motivacdao apenas Baixa energia e motivacao
energia para tarefas atrativas generalizada; fatigabilidade
para qualquer tipo de tarefa
Comorbidades Transtornos Internalizantes e Ansiedade, depressao,
Externalizantes; retraimento social; poucos
hiperatividade/impulsividade ou nenhum sintomas de
sublimiar hiperatividade/impulsividade

Fredrick J. ADDITUDE webinar
Cognitive%20Disengagement%20Syndrome/12_5_23-fredrick-cds.pdf



The Internal, External, and Diagnostic Validity of Sluggish
Cognitive Tempo: A Meta-Analysis and Critical Review

Stephen P. Becker, PhD, Daniel R. Leopold, MA, G. Leonard Burns, PhD, Matthew A.
Jarrett, PhD, Joshua M. Langberg, PhD, Stephen A. Marshall, MS, Keith McBurnett, PhD,
Daniel A. Waschbusch, PhD, and Erik G. Willcutt, PhD

Total factor analyiic

ltem content
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Easily confused’

1 5 '
Apathetic/un motivateds

Conclusion—This meta-analytic review provides strong support for the internal validity of SCT
and preliminary support for the external validity of SCT. In terms of diagnostic validity, there 1s
not currently enough evidence to describe SCT in diagnostic terms. Key directions for future
research are discussed, including evaluating the conceptualization of SCT as a transdiagnostic
construct and the need for longitudinal research.

Absentminded
S lowe warktask completion
Low initiative and persistence

Foor listening/difficulty with
directions

Easily boned
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JAm Acad Child Adolesc Psychiatry. 2016 Mar;55(3):163-78
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Articles

ATTENTION
RS ADHD and Mental Health Status
in Brazilian School-Age Children

Marco A.Arruda', Cicero Nardini Querido”, Marcelo E. Bigal4’5,
and GuilhermeV. Pt.')l.';mczykz'3

18
"G ison belween children with ADHD -ADHD,
1e | =Comparson eween ADHO subypes. ~—Non-ADHD
tp>0.05; *0.05>p>0.001; “ps0.001
15
Inattentive ADHD
——Hyperactive ADHD

Raw score

«—Combined ADHD

—=ADHD (all
subtypes)

J Atten Disord. 2015 Jan;19(1):11-7



TOD - TC
TEA

T. Ansiedade

(TAS, TQC, TAG, TP...)

1. Humer

T. Aprendizado

T. Tiques

Epilepsia

DistUrbios
do sono

Doencas Genéticas
(X-Fragil, Down, Neurofibromatose,
Esclerose tuberosa, Rett, Angelman...]

Migranea



ATiNTioN ADHD Is Comorbid to Migraine in
i Childhood: A Population-Based Study

k Marco Antonio Arruda', Renato Ar‘rudaz, Vincenzo Guidetti3,
. ‘\\\7

and Marcelo Eduardo Bigal®

ADHD
Weighted %
n (95% Cl) RR (95% CI) p
No headache 31 26[1.9,3.7] Reference
Migraine 59 10885, 13.7] 4.1[2.7,6.2] <.0001

Episodic migraine 52 10.2[7.9, 13.1] 3.8[25,5.9] <.0001
Chronic migraine 7 19.4 [9.8,35.0] 7.3[3.5,155] <.0001

TTH 30 4.1[29,58] 1.6[09,2.6] 08
Episodic TTH 30 4.1[29,58] 1.6[0.9,2.6] 08
Chronic TTH 0  0.0][0,9.4] 9.3[0.8, 105.0] .07

Note. Cl = confidence interval; RR = relative risk; TTH = tension-type headache.

Arruda, MA et al. | Atten Disord. 2017 Epub ahead of print - 2020; 24(7), 990-1001



The Autism and Developmental Disabilities Monitoring (ADDM) Network, Am J Psychiatry. 2007:164(6)-942-8
2021
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Teoria da Mente (ToM)

ToM explica a capacidade de ter
representacoes mentais das proprias
emocoes e as do outro.

A hipotese da ToM propoe que individuos
com TEA apresentam dificuldades de
compreender os estados mentais

dos outros

(Baron-Cohen, 1988, 2004; Baron-Cohen et al., 1994)
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D A teoria da coeréncia central no autismo sugere
T e que os individuos com TEA tem dificuldade de perceber a “big picture’. G-\

G Eles tendem a se concentrar nas partes e nao no todo. = &>
0 desempenho em tarefas visuoespaciais, perceptivas e verbal-semanticas, que gaie=>=




Metilfenidato
|

Neuroénio
Dopaminérgico

Han DD, et al. BMC Pharmacol. 2006;6:6

Volkow ND, et al. Am ] Psychiatry. 1998;155:1325-31

Volkow ND, et al. ] Neurosci, 2001,21:RC121

Bymaster FP, et al. Neuropsychopharmacology 2002;27:699-711
Hannestad J, et al. Biol Psychiatry. 2010;68:854-60

Rosa-Neto P, et al. Neuroimage. 2005;25:868-76

Berridge CW, et al. Biol Psychiatry. 2006,60:1111-20.



Anfetaminas
|

* AMF compete com a DA e NE
pela ligagdio em DAT e NET
AMF é levado para o neurénio
pré-sindptico pela DAT/NET

* AMF compete com DA e NE

pelo transporte em vesiculas
por VMAT

* DA e NE sao deslocadas das
vesiculas para o citosol do
neurénio pela AMF

Neurdnio
Dopaminérgico

VMAT

‘ Dopamina

* AMF faz com que DAT mova DA e
NE na dire¢do inversa
* Aumenta liberagéio DA e NE vesicular

Neuronio
Noradrenérgico

VMAT

W Noradrenalina

Kahlih KM, et al. ] Biol Chem. 2004;279:8966-75

Wall SC, et al. Mol Pharmacol. 1995;47:544-50

Zhu MY, et al. ] Pharmacol Exp Ther. 2000;295:951-9
Zaczek R, et al. ] Pharmacol Exp Ther. 1991,257:830-5
Sitte HH, et al. | Neurochem. 1998;71:1289-97

Partilla JS, et al. ] Pharmacol Exp Ther. 2006,319:237-46
Wallace LJ. Synapse. 2012,66:592-607
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Eficacia das medicacoes no controle dos sintomas do TDAH

Eficacia das medicacoes no controle dos prejuizos
provocados pelo THDAH

Contraindicacoes

(psicoestimulantes e nao psicoestimulantes)

Efeitos adversos das medicacoes

(psicoestimulantes e nao psicoestimulantes)

Associacoes e novos medicamentos

(psicoestimulantes e nao psicoestimulantes)
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RESEARCH ARTICLE

The pharmacological and non-pharmacological
treatment of attention deficit hyperactivity
disorder in children and adolescents: A

systematic review with network meta-analyses
of randomised trials

Stimulants

Ferran Catala-Lopez'>®*, Brian Hutton'*, Amparo Nufiez-Beltran®, Matthew J. Page®”,
Manuel Ridao?®, Diego Macias Saint-Gerons®, Miguel A. Catala'®, Rafael Tabarés-

Seisdedos®, David Moher'* Neurofeedback

Antidepressants ge—1 — N _Other psychotherapy

_Cognitive training

. \.[3“-._4-,- oural therapy

Antipsychotics e=—""_

Other drugs
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PUFA ¢ Placebo

_ _ o AN
Amino acids -—————— p
i th i
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Herbal therapy <
tim + oural ti [
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PLoS One, 2017, 12(7), e0180355



EERER

Modafinil
Bupropion
Amphetamines (LDA)
Guanfacine
Atomoxetine
Clonidine

Methylphenidate

THE LANCET Psychiatry

Comparative efficacy and tolerability of medications for

attention-deficit hyperactivity disorder in children,

adolescents, and adults: a systematic review and network

meta-analysis

Samuele Cortese, Nicoletta Adamo, Cinzia Del Giovane, Christina Mohr-Jensen, Adrian | Hayes, Sara Carucci, Lauren Z Atkinson, Luca Tessari,

Tobias Banaschewski, David Coghill, Chris Hollis, Emily Simonoff, Alessandro Zuddas, Corrado Barbui, Marianna Purgato,
Hans-Christoph Steinhausen, Farhad Shokraneh, Jun Xia, Andrea Cipriani

Children/adolescents, 12, 26 and 52 weeks, 81 RCT, n = 14,346
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Lancet Psychiatry 2018; 5: 727-38
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Amphetamines (LDA)

Guanfacine

THE LANCET Psychiatry

Comparative efficacy and tolerability of medications for
attention-deficit hyperactivity disorder in children,
adolescents, and adults: a systematic review and network
meta-analysis

Samuele Cortese, Nicoletta Adamo, Cinzia Del Giovane, Christina Mohr-Jensen, Adrian | Hayes, Sara Carucci, Lauren Z Atkinson, Luca Tessari,
Tobias Banaschewski, David Coghill, Chris Hollis, Emily Simonoff, Alessandro Zuddas, Corrado Barbui, Marianna Purgato,
Hans-Christoph Steinhausen, Farhad Shokraneh, Jun Xia, Andrea Cipriani

Children/adolescents, 12, 26 and 52 weeks, 81 RCT, n = 14,346
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Modafinil

Bupropion

Atomoxetine
Clonidine

Methylphenidate

THE LANCET Psychiatry

0.5

Comparative efficacy and tolerability of medications for
attention-deficit hyperactivity disorder in children,
adolescents, and adults: a systematic review and network
meta-analysis

Samuele Cortese, Nicoletta Adamo, Cinzia Del Giovane, Christina Mohr-Jensen, Adrian | Hayes, Sara Carucci, Lauren Z Atkinson, Luca Tessari,
Tobias Banaschewski, David Coghill, Chris Hollis, Emily Simonoff, Alessandro Zuddas, Corrado Barbui, Marianna Purgato,
Hans-Christoph Steinhausen, Farhad Shokraneh, Jun Xia, Andrea Cipriani

Children/adolescents, 12, 26 and 52 weeks, 81 RCT, n = 14,346
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Amphetamines (LDA)

Methylphenidate

THE LANCET Psychiatry

Comparative efficacy and tolerability of medications for
attention-deficit hyperactivity disorder in children,
adolescents, and adults: a systematic review and network
meta-analysis

Samuele Cortese, Nicoletta Adamo, Cinzia Del Giovane, Christina Mohr-Jensen, Adrian | Hayes, Sara Carucci, Lauren Z Atkinson, Luca Tessari,
Tobias Banaschewski, David Coghill, Chris Hollis, Emily Simonoff, Alessandro Zuddas, Corrado Barbui, Marianna Purgato,
Hans-Christoph Steinhausen, Farhad Shokraneh, Jun Xia, Andrea Cipriani

Children/adolescents, 12, 26 and 52 weeks, 81 RCT, n = 14,346
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ey | | Comparative efficacy and tolerability of medications for
attention-deficit hyperactivity disorder in children,
adolescents, and adults: a systematic review and network
meta-analysis

Samuele Cortese, Nicoletta Adamo, Cinzia Del Giovane, Christina Mohr-Jensen, Adrian | Hayes, Sara Carucci, Lauren Z Atkinson, Luca Tessari,
Tobias Banaschewski, David Coghill, Chris Hollis, Emily Simonoff, Alessandro Zuddas, Corrado Barbui, Marianna Purgato,
Hans-Christoph Steinhausen, Farhad Shokraneh, Jun Xia, Andrea Cipriani

Children/adolescents, 12, 26 and 52 weeks, 81 RCT, n = 14,346

Head-to-head: AMP > MOD, ATM, MFD

Todos desfechos:
MFD 1a. opcao criancas e adolescentes
AMP 12, opcao em adultos

Em criancas e adolescentes, apesar AMP > MFD,
MFD mostrou melhor tolerabilidade que AMP

Lancet Psychiatry 2018; 5: 727-38



Metilfenidato lib. imediata

Original (Ritalina® Novartis)

Similares (Attenze® Eurofarma, Tedeaga® Legrand) 10 mg 2-4 horas
Genéricos (EMS, Althaya)

Metilfenidato sobpAs 10, 20, 30, 40 mg 6 horas
Original (Ritalina LA® Novartis)
Metilfenidato oroS 18, 36, 54 mg 12 horas

Original (Concerta® Janssen-Cilag)

Metilfenidato ER
Similar (Ragione® TEVA) 18, 36, 54 mg L 12 horas

Genérico (TEVA)

Metilfenidato lib. multifasica 18, 36, 54 mg f 12 horas
Original (Consiv® Adium)
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Methylphenidate HCI (Ritalin® LA)
Extended-Release Capsules: Bimodal
Release for Once-Daily Dosing




Methylphenidate HCI (Concerta®)
Extended-Release Tablets: Trilayer
Capsule-Shaped Tablets
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Tecnologia OROS*: Oral once-a-day Osmotic-controlled release system
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Metilfenidato lib. imediata
Original (Ritalina® Novartis)

Similares (Attenze® Eurofarma, Tedeaga® Legrand)

Genéricos (EMS, Althaya)

Metilfenidato soDAs
Original (Ritalina LA® Novartis)

Metilfenidato oros
Original (Concerta® Janssen-Cilag)

Metilfenidato ER

Similar (Ragione® TEVA)
Genérico (TEVA)

Metilfenidato lib. multifésica
Original (Consiv® Adium)

10 mg

10, 20, 30, 40 mg

18, 36, 54 mg

18, 36, 54 mg

18, 36, 54 mg

2-4 horas

6 horas

12 horas

12 horas

12 horas

©

©
©

0,7-1,4
mg/kg/dia




Lisdexanfetamina 30, 50, 70 mg capsulas 13 horas

Original (Venvanse® Takeda) (pré-farmaco)

18, 25, 40, 60, 80, 100 mg

Atomoxetina inicial: 0,5 mg/kg/dia cépsulas até 24 horas @
Original (Atentah® Apsen) alvo: 1,2 mg/kg/dia

maxima: 1,4 mg/kg/dia






80mg



Biotransformation
(LDX hydrolysis)

Lisdexamfetamine
(inactive prodrug)

“..’2('

I-lysine
(therapeutically d-AMPH

inactive amino acid) (active)



Conc. Média de d-anfetamina (ng/mL)

O~ Lisdexanfetamina 70 mg/d
- Lisdexanfetamina 50 mg/d

140

M : :
120 { @ Bmg . -@- Lisdexanfetamina 30 mg/d
i O i
100 1 | m '
5
n=18*
1 ] 1 ﬂ
30 36 42 48

" TEMPO DE ACAO
Tempo (h)

*Criancas de 6 a 12 anos de idade

Venvanse — Monorafia do Produto, Brasil, 2010
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Atormoxating epertunideadss

Sem boa resposta, baixa tolerancia ou EA importantes com PST
Pacientes que necessita cobertura o dia inteiro

Comorbidades: ansiedade, tiques e TEA

Pacientes refratarios & monoterapia

Alto risco de abuso de substancias

Atletas com TDAH



atomoxetine (k=4, n=118)

Pharmacological and dietary-supplement
treatments for autism spectrum disorder:
a systematic review and network meta-analysis

Spyridon Siafis'*®, Ogulcan Ciray?, HuiWu', Johannes Schneider-Thoma', Irene Bighelli', Marc Krause®,
Alessandro Rodolico?, Anna Ceraso®, Giacomo Deste®, Maximilian Huhn'®, David Fraguas’,

Antonia San José Céceres'*!®, Dimitris Mavridis”'®, Tony Charman'', Declan G. Murphy'?,

Mara Parellada®'>'#!®, Celso Arango®'*'*'® and Stefan Leucht'

Molecular Autism 13, 10 (2022)
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Meta-analysis: Pharmacologic Treatment of Restricted and Repetitive Behaviors in Autism S S |
Spectrum Disorders S - T |
RH = Pharmacologic Treatment for RRBs in ASD ' 1

Melissa S. Zhou, BA, Madeeha Nasir, MBBS, MS, Luis C. Farhat, MD Candidate, Minjee Kook,
HSD, Bekir B. Artukoglu, MD, Michael H. Bloch, MD, MS

J Am Acad Child Adolesc Psychiatry. 2021 Jan;60(1):35-45

@ Antipsychotics = SMD = 0.28 (95% Cl: 0.08-0.49, z=2.77, p=0.01



Atornoxatine dliniees

* Inicio de melhora dos sintomas demora mais tempo para ser observado

e Titulagdo gradual é fundamental até dose méxima de 1,4 mg/kg/dia

 Se EA considere duas tomadas ao dia



EficGcia das medicagdes no controle dos sintomas do TDAH
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: SCIENTIFIC
Therapeutic effects of REPORTS

methylphenidate for attention-

natureresearch

de-ﬁcitlhy|:>_eractivity f:lisqrder in Meta-Analysis:

1fhlldr-en _W|th b_ordTIrIme |rl1tellectual — Reduced Risk of Anxiety
dL_’"C;'_?:'"g or ":te e:_'wa _ ; s JCAP with Psychostimulant Treatment in Children
rr::al;n)gl Ssi’:_’s ematicreviewan Paclophamactlogy with Attention-Deficit/Hyperactivity Disorder
CheukKuran San Pir_ﬁﬂseng +5%, Ching-Kuan W', DianJeng Li% Catherine G. Coughlin, BS! Stephanie C. Cohen, BA! Jilian M. Mulgueen, BA!
Tien-Yu Chen’", Bren:f;nS't'.tljbbsg"m-u,f\ndre'FCarvalhuu-B,Ye'n-WenChenl",' Eduardo Ferracioli-Oda? Zachary D. Stuckelman! and Michael H. Bloch, MD, MS'3
Pao-Yen Lin***¢, Yu-Shian Cheng** & Ming-Kung Wu** | 5

Sci Rep. 2019 Nov 4;9(1):15908 J Child Adolesc Psychopharmacol. 2015 Oct;25(8):611-7

The Pharmacological Management of Oppositional Behaviour,
Conduct Problems, and Aggression in Children and Adolescents
With Attention-Deficit Hyperactivity Disorder, Oppositional
Defiant Disorder, and Conduct Disorder: A Systematic Review
and Meta-Analysis. Part 1: Psychostimulants, Alpha-2 Agonists,
and Atomoxetine

Tamara Pringsheim, MD, MSc'; Lauren Hirsch, BSc (MSc Candidate)?;
David Gardner, PharmD, MSc?; Daniel A Gorman, MD*

HEURCLOGLA B BESENYOIMMENTD

CanJPsychiatry 2015;60(2):42-51



el | Medication for Attention Deficit/Hyperactivity Disorder and Risk
for Depression: A Nationwide Longitudinal Cohort Study

Zheng Chang’, Brian M. D’Onofrio?, Patrick D. Quinn?, Paul Lichtenstein’, and Henrik Larsson?:3

Biol Psychiatry. 2016 December 15; 80(12): 916—922

Drug treatment for attention-deficit/hyperactivity
disorder and suicidal behaviour: register based study

Qi Chen PhD student', Arvid Sjdlander associate professor', Bo Runeson professor®, Brian M
D’Onofrio associate professor®, Paul Lichtenstein professor', Henrik Larsson associate professor’

BMJ 2014;348:93769
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T
PEDIATRICS

Methylphenidate and the Risk of
Trauma

Kenneth K.C. Man, MPH?, Esther W. Chan, PhD®, David Coghill, MD®, lan Douglas, PhD¢, Patrick Ip, MBBS, MPH®,
Ling-pong Leung, MBBS®, Matthew SH. Tsui, MBBS®, Wilfred H.S. Wong, MMedSc®, lan C.K. Wong, PhD®

The Journal of
Child Psychology
and Psychiatry

Pediatrics. 2015 Jan;135(1):40-8

Use of medication for attention-deficit/hyperactivity disorder and
risk of unintentional injuries in children and adolescents with

co-occurring neurodevelopmental disorders

Laura Ghirardi', Qi Chen', Zheng Chang’, Ralf Kuja-Halkola', Charlotte Skoglund?, Patrick
D. Quinn3, Brian M. D’Onofrio’#, Henrik Larsson'>

European
Child + Adolescent
Psychiatry

J Child Psychol Psychiatry. 2020 February ; 61(2): 140-147

Dosage of methylphenidate and traumatic brain injury in ADHD:
a population-based study in Taiwan

Yin-To Liao'? - Yao-Hsu ‘_'l’img“‘“*‘5 * Ting-Yu Kuo® - Hsin-Yi Liangr“7 .
Kuo-You Huang“ - Tsu-Nai Wangg - Yena Lee'™!! . Roger S. McIntyre

Vincent Chin-Hung Chen”"

10,11,12 ,

Eur Child Adolesc Psychiatry. 2018 Mar;27(3):279-288



THE LANCET Psychiatry

v The NEW ENGLAND
JOURNAL of MEDICINE Paul Lichtenstein, Ph.D., Linda Halldner, M.D., Ph.D., Johan Zetterqvist, M.Ed.,
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Effect of drugs on the risk of injuries in children with attention
deficit hyperactivity disorder: a prospective cohort study

Seren Dalsgaard, James F Leckman, Preben Bo Mortensen, Helena Skyt Nielsen, Marianne Simonsen

Lancet Psychiatry. 2015 Aug;2(8):702-709

Medication for Attention Deficit—
Hyperactivity Disorder and Criminality

Arvid Sjolander, Ph.D., Eva Serlachius, M.D., Ph.D.,
Seena Fazel, M.B., Ch.B., M.D., Niklas Langstrém, M.D., Ph.D.,
and Henrik Larsson, M.D., Ph.D.

N Engl J Med 2012;367:2006-14

Effect of Continuing and Discontinuing Medications
on Quality of Life After Symptomatic Remission in
Attention-Deficit/Hyperactivity Disorder: A Systematic

Review and Meta-Analvsis

Noa Tsujii, MD, PhD?; Takashi Okada, MD, PhDP*; Masahide Usami, MD, PhDS; Hidenori Kuwabara,
PhD4; Junichi Fujita, MD, PhD®; Hideki Negoro, MD, PhDf; Michiyo Kawamura, BHHScS; Junzo lida,
MD, PhD"; and Takuya Saito, MD, PhD

CLINICAL PSYCHIATRY

J Clin Psychiatry. 2020 Mar 24;81(3):19r13015
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The Journal of
Child Psychology
and Psychiatry

Stimulant ADHD medication and risk for substance abuse

Zheng Chang, MSc’, Paul Lichtenstein, PhD', Linda Halldner, MD, PhD' 2, Brian D’Onoffrio,
PhD3, Eva Serlachius, MD, PhD*, Seena Fazel, MD®, Niklas Langstrém, MD, PhD', and
Henrik Larsson, PhD'

CHILD & ADOLESCENT
PSYCHIATRY

J Child Psychol Psychiatry. 2014 August ; 55(8): 878-885

Sexually Transmitted Infection Among Adolescents and Young Adults With Attention-Deficit
Hyperactivity Disorder: A Nationwide Longitudinal Study

Mu-Hong Chen, MD, Ju-Wei Hsu, MD, Kai-Lin Huang, MD, Ya-Mei Bai, MD, PhD, Nai-Ying Ko, PhD, Tung-
Ping Su, MD, Cheng-Ta Li, MD, PhD, Wei-Chen Lin, MD, Shih-Jen Tsai, MD, Tai-Long Pan, PhD, Wen-Han
Chang, MSc, Tzeng-Ji Chen, MD, PhD

JOURNAL OF

NTION
DISORDE

J Am Acad Child Adolesc Psychiatry. 2018 Jan;57(1):48-53

Early Pregnancy Risk Among
Adolescents With ADHD:
A Nationwide Longitudinal Study

Mao-Hsiu Hua'’, Kai-Lin Huang"?", Ju-Wei Hsu'?, Ya-Mei Bai'?,
Tung-Ping Su"?3, Shih-Jen Tsai'?, Cheng-Ta Li"%, Wei-Chen Lin'?,
Tzeng-Ji Chen'?, and Mu-Hong Chen'?

J Atten Disord. 2021 Jul;25(9):1199-1206




CHLD & ADOLESCENT Attention-Deficit/Hyperactivity Disorder, School Performance

PSYCHIATRY

and Effect of Medication

Andreas Jangmo, Amanda Stalhandske, Zheng Chang, Qi Chen, Catarina Almqvist,
Inna Feldman, Cynthia M. Bulik, Paul Lichtenstein, Brian D’Onofrio, Ralf Kuja-
Halkola, and Henrik Larsson.

J Am Acad Child Adolesc Psychiatry. 2019 April ; 58(4): 423—432

JAMA Psychiatry | Original Investigation
|

R Association Between Medication Use and Performance
' on Higher Education Entrance Tests in Individuals
With Attention-Deficit/Hyperactivity Disorder

Yi Lu, PhD; Arvid Sjélander, PhD; Martin Cederl6f, PhD; Brian M. D'Onofrio, PhD; Catarina Aimqvist, PhD;
() Henrik Larsson, PhD; Paul Lichtenstein, PhD

JAMA Psychiatry. 2017 Aug 1,74(8):815-822

Medical treatment of Attention Deficit/
T-PLOS | one Hyperactivity Disorder (ADHD) and children’s
o academic performance

Maria Keilow'?, Anders Holm2*, Peter Fallesen*®

.Nmm@ PLo0S One. 2018 Nov 29;13(11):e0207905
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Biological Effects of Methylphenidate on Cognitive Functions in
Psychiatry

segpewsidl | Children and Adolescents with Attention-Deficit/
ﬁ&" : Hyperactivity Disorder: Evidence from a Systematic
S

Review and a Meta-Analysis
g David R. Coghill, Sarah Seth, Sara Pedroso, Tatiana Usala, John Currie, and Antonella Gagliano

Biol Psychiatry. 2014 Oct 15;76(8):603-15

o= Effects of methylphenidate on cognitive functions in
Journal of

Consulting and boys with attention deficit hyperactivity disorder:
> Does baseline performance matter?

Iris Merith E Idema, Jonathan M Payne, David Coghill

Psychol

J Consult Clin Psychol. 2021 Jul;89(7):615-625
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PSYCHOLOGICAL

MEDICINE

L -

The Journal of
Child Psychology
and Psychiatry

Effects of methylphenidate on executive functioning
in attention-deficit/hyperactivity disorder across the
lifespan: a meta-regression analysis

H. G. H. Tamminga"?*, L. Reneman'**, H. M. Huizenga®>” and H. M. Geurts**®

Psychological Medicine (2016), 46, 1791—1807

Effects of methylphenidate on executive functioning
in children and adolescents with ADHD after long-
term use: a randomized, placebo-controlled
discontinuation study

Paul T. Rosenau,’® Thaira J. C. Openneer,’ Anne-Flore M. Matthijssen,’
Gigi H. H. van de Loo-Neus,? Jan K. Buitelaar,?® Barbara J. van den Hoofdakker,®
Pieter J. Hoekstra,! and Andrea Dietrich?

Journal of Child Psychology and Psychiatry (2021), ahead of print




Eficbicia das medicagdes no controle dos sintomas do TDAH

EficGcia das medicagdes no controle dos prejuizos
provocados pelo TDAH

Contraiinclicaigdes

(osicosstinnulenites @ psicoestinnulaniies)
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Contraindicacdes absolutas Contraindicacdes relativas

Hipotensao postural (ATM, BUP, PST)
Epilepsia (BUP)

« Alergia prévia a esses medicamentos

 Sintomas psicoticos ou maniacos (PST)
Pacientes em uso de IMAO (PST)

Glaucoma de angulo fechado (PST)
Hipertensao arterial (PST, ATM, BUP)
Doenca cardiocirculatoria (PST, CLO, GUAN)

Transtornos de tiques (PST)

Historia de uso abusivo (PST)

Doenca cerebrovascular (PST)

Doenca estenética GI ou disfagia (PST)
Doenca hepatica (ATM)

Doenca renal (BUP, CLO)

Gravidez (todos)

Retencao urinaria (ATM, BUP, PST)

HEURCLOGLA B BESENYOIMMENTD



Eficbicia das medicagdes no controle dos sintomas do TDAH

EficGcia das medicagdes no controle dos prejuizos
provocados pelo TDAH

Contraindicactes

(psicoestimulantes @ ndo psicoestimulantes)

(osicosstinulentss @ psicoestimulentes)
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World Psychiatry

Safety of 80 antidepressants, antipsychotics, anti-attention-deficit/
hyperactivity medications and mood stabilizers in children and
adolescents with psychiatric disorders: a large scale systematic
meta-review of 78 adverse effects

Marco Solmi'?, Michele Fornaro®, Edoardo G, Ostinelli*®, Caroline Zangani®, Giovanni Croatto', Francesco Monaco’, Damir Krinitski®,
Paolo Fusar-Poli*”"', Christoph U. Correll'*

meta-analise em rede, meta-analise RCT e estudos coorte,
80 medicacoes psicoativas em criancas e adolescentes

« Reducao apetite (ATM, AMP, MFD, MOD)
» Reducao peso (ATM, MFD, MOD)
e Insonia (AMP, MFD, MOD)
 Dor abdominal (MFD, GUAN)
« Descontinuacao por efeito adverso (AMP, GUAN)
» Hipertensao arterial (ATM, AMP)
« Sedacao (CLON, GUAN)
& * Prolongamento QT (GUAN)

o

GLlA World Psychiatry (2020);19, 214—232



Katherine M. Kidwell, MA, Tori R. Van Dyk, MA, Alyssa Lundahl, MA, Timothy D. Nelson, PhD

Pediatrics (2015), 136: 1144—1153

@PLOS ‘ ONE

Gastrointestinal adverse events during
methylphenidate treatment of children and
adolescents with attention deficit
hyperactivity disorder: A systematic review
with meta-analysis and Trial Sequential
Analysis of randomised clinical trials

Mathilde Holmskov'-?#, Ole Jakob Storeba'2?, Carlos R. Moreira-Maia®, Erica Ramstad'?,

Frederik Legstrup Magnusson'2, Helle B. Krogh'2, Camilla Groth®, Donna Gillies®,
Morris Zwi’, Maria Skoog®, Christian Gluud®®, Erik Simonsen'-'°

PLoS ONE (2017) 12(6): e0178187

Effect of Stimulants on Height and Weight: A Review

of the Literature

STEPHEN V. FARAONE, Pu.D., JOSEPH BIEDERMAN, M.D.,
CHRISTOPHER P. MORLEY, M.A., aAxpD THOMAS ]J. SPENCER, M.D.

J. Am. Acad. Child Adolesc. Psychiatry (2008); 47, 994—1009

@ ° 2 Cm 1-2 anos

GLIA * Atenua e reverte com a parada da medicacao

Stimulant Medications and Sleep for +  Reduciio tempo total de sono

Youth With ADHD: A Meta-analysis « Aumento tempo para conciliacao do sono
* Reducao eficiéncia do sono (leve a moderada)

 Dor abdominal (risco 50% maior)
* Reducao do apetite e peso (risco 3 x maior)

Effects of long-term methylphenidate use
on growth and blood pressure: results of
the German Health Interview and
Examination Survey for Children and
Adolescents (KiGGS)

Suzanne McCar‘thy" , Antje Neubert?, Kenneth K. C. Man™*°, Tobias Banaschewski®, Jan Buitelaar’, Sara Carucci®,
David Coghillg"m ' Marina Danckaerts'*'?, Bruno Falissard"®, Peter Garas'*, Alexander Héige(’, Chris Hollis'®,

Sarah Inglis'?‘ Hanna Kothoff'S, Elizabeth Liddle'® q Konstantin Mechler‘-’, Peter Nagy's, Eric I%oser“thalzo,

Robert Schlack®', Edmund Sonuga Barke””*, Alessandro Zuddas® and lan C. K. ‘f\.“ong'_‘:‘1

BMC Psychiatry (2018) 18:327

* 3.806vs.118
» IMC meninos mas altura ns / PA ns




The Effect of Methylphenidate and Atomoxetine on
Heart Rate and Systolic Blood Pressure in Young
People and Adults with Attention-Deficit
Hyperactivity Disorder (ADHD): Systematic Review,
Meta-Analysis, and Meta-Regression

Edwin F. Liang 1, Samuel Z. Lim !, Wilson W. Tam 2, Cyrus S. Ho !, Melvyn W. Zhang 3,
Roger S. McIntyre #%%7 and Roger C. Ho 1+*

« 22 estudos, 2,385 pacientes e controles
* Risco de tics (new onset, worsening)

PST = placebo

(RR=0.99 [95%CI: 0.78-1.27], p=.962)

“much more likely to be coincidental

Int. J. Environ. Res. Public Health 2018, 15, 1789

22 estudos, 46 mil pacientes e controles
» Aumento PA vs. placebo [pré vs. p6s] (MFD, *ATM)

(suspensao: >15—20 mm Hg PAS ou > 20 bpm FC)

« Sem aumento risco mortalidade por qualquer causa,
por evento cardiovascular ou cerebrovascular

LD & sootescenT Meta-Analysis: Risk of Tics Associated With Psychostimulant Use
M in Randomized, Placebo-Controlled Trials

Stephanie C. Cohen; Jilian M. Mulqueen; Eduardo Ferracioli-Oda; Zachary D.
Stuckelman; Catherine G. Coughlin; James F. Leckman; Michael H. Bloch

rather than caused by psychostimulants”
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HEURCLOGLA B BESENYOIMMENTD

J Am Acad Child Adolesc Psychiatry. 2015 Sep;54(9):728-36

ANNALS OF
PHARMACOTHERAPY

and John Erramouspe, PharmD, Ms?

Priapism Associated With the Use of
Stimulant Medications and Atomoxetine for
Attention-Deficit/Hyperactivity Disorder in Children

Lea S. Eiland, PharmD, BCPS, FASHP', Edward A. Bell, PharmD, BCPS?,

Ann Pharmacother. 2014 Oct; 48(10):1350-5
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Estimulantes e morte subita

Table 1. Assessment of the Risks and Benefits of Medications
for the Treatment of ADHD.*

Variable Risk or Benefit
Sudden death associated with methylphenidate, 0.2 to 0.5 per 100,000
amphetamine products, and atomaxetine patient-years

Sudden death expected in those <18 yr of agey 1.3 to 8.5 per 100,000
patient-years

Treatment-effect size for methylphenidate and l.4to 1.6
amphetamine products

Treatment-effect size for atomoxetine: 0.71

* The prevalence of ADHD in persons under the age of 18 years is approxi-
mately 5 percent.?

i Data are from the FDA.*

1 Data are from the FDA.?

Rappley M, et al. NEJM . 2006;354(21):2296-2297.

author reply 2296-8; Wilens T, et al.Pediatrics.2006 118:1215-9; Cohen A, et al NEJM.2006.354:2294-5;

"Data are from the FDA. Located at http://www.fda.gov/ohrms/dockets/ac/06/slides/2006-4210sindex.htm. Accessed May 3, 2006.
*Data are from the FDA. Located at http://www.fda.gov/ohrms/dockets/ac/06/slides/2006-4210sindex.htm. Accessed May 3, 2006.



Methylphenidate and mortality in children with
attention-deficit hyperactivity disorder:
population-based cohort study

Vincent Chin-Hung Chen, Hsiang-Lin Chan, Shu-l Wu, Mong-Liang Lu, Michael E. Dewey, Robert Stewart
and Charles Tzu-Chi Lee

B ) P§VE

Background

Little is known about methylphenidate (MPH) use and mortality  Results

OULCOmES. The MPH group had lower unadjusted all-cause, natural-,

Aims unnatural- and accident-cause mortality than the r“:ump:nmr
group. After controlling for potential confounders, MPH use was

To investigate the association between MPH yse and mortality sccociciad it cicnificani ool carcameaaity (adjusted

among He

Eﬂéﬁ | CO nclusions ), dekaye

wethod MPH use is associated with a reduced overall mortality in chil- 7 iower
isport - dren with ADHD in this cohort study, but unmeasured con-

National

s0sc| founding cannot be excluded absolutely.

diagnosi Ality in chil-
COmMparet Wit oo U0 WILTIOUT aNTMIFH DEesCTIDUON, THgtChned ol DT T LT I T OIS COT o L otoay, oo oneasnred COrM-
age, gender and year of first ADHD diagnosis. All participants founding cannot be excluded absolutely.

were followed to death, migration, withdrawal from the National
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