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Transcription




Evidence-based Practice Center Systematic Review ProtocolProject Title: Anxiety in ChildrenI. Background and Objectives for the Systematic ReviewChildhood anxiety disorders are very common, affecting one in eight children1. TheNational Institute of Mental Health (NIMH) estimates a lifetime prevalence between theages 13 and 18 years of 25.1% and a lifetime prevalence of 5.9% for "severe" anxietydisorder2. Anxiety disorders in childhood generally follow an unremitting course leadingto additional psychopathology and often interfere with social, emotional, and academicdevelopment3, 4. Early intervention is especially important given the childhood onset andunrelenting course of anxiety disorders.Multiple treatment options are available, including psychotherapy, pharmacotherapy, andcombined treatment approaches. Cognitive-behavioral therapy (CBT) and selectiveserotonin reuptake inhibitor (SSRI’s) are considered by many to be first line treatments5-9.CBT is generally recommended as the first-line treatment by World Health Organization(WHO), National Institute for Health and Care Excellence (NICE), and British ColumbiaMedical Services Commission10-12. In addition to CBT, other psychotherapy approachesinclude: psychoanalysis, family therapy, and education support. Pharmacotherapy is alsowidely used, including selective reuptake inhibitor (SRI), serotonin–norepinephrinereuptake inhibitor (SNRI), benzodiazepines, and others. Pharmacotherapy is commonlyused when psychotherapy is not available, does not lead to adequate response, or formoderate or severe symptoms at initial presentation.There is a great deal of uncertainty regarding comparative effectiveness and safety of alltreatments for childhood anxiety disorders. The potential advantage of psychotherapy isrelated to being safe and noninvasive5, 6. The potential disadvantages are that it haslimited availability13, requires multiple appointments14, and requires behavioral changesby children and families. The potential disadvantages of pharmacotherapy are that it hasunknown effect on brain chemistry, has the potential for adverse events15, 16, and that itsbenefits may not persist after treatment has been discontinued17, 18. Currently, existingtreatment guidelines provide inconsistent and at times conflicting advice10, 11, 19.Regarding SRIs, one guideline specifically recommends that SRIs should not be used inchildren11, while another recommends they be used if CBT is not sufficient10, and thethird recommends their use for more severe presentations or if CBT is not available19.Furthermore, despite the fact that all guidelines recommended CBT as a first linetreatment, the components that comprise CBT differ between guidelines. In addition, oneguideline suggested mild severity be treated with general health promotion10, anotherrecommended CBT regardless of severity11, and the third recommended CBT as a soleintervention only for mild to moderate symptoms19. Regarding other behavioralinterventions, one organization specifically recommended that they should not be used11,another did not comment10, and the third recommended that multiple differentinterventions be considered including modalities that were later in the guidelinesdescribed as having little to no empirical support19. In addition, there were inconsistencybetween several recommendations and the supporting data, particularly when discussing
the role of symptom severity in treatment decisions, the comparative effectiveness ofdifferent SRIs, the use of SRIs in preschool age youth, and the use of non-SRIsmedications20-22. Finally, additional inconsistencies exists between guidelines, such asthe level of empirical support ascribed to an intervention, the relative value of differenttreatment modalities, or the classification of a treatment protocol.Based on the Fifth Edition of the Diagnostic and Statistical Manual of Mental Disorders(DSM-5), we plan to study the following types of anxiety: panic disorder, social anxietydisorder, specific phobias, generalized anxiety disorder, and separation anxiety.Obsessive compulsive disorder (OCD) and post-traumatic stress disorder (PTSD) will beexcluded as their treatment approaches are generally different from other types of anxiety.While various scales are used to evaluate the symptoms of anxiety in children, we plan tofocus on patient-centered outcomes, including remission, anxiety symptoms, behavioralproblems, parent distress, therapeutic alliance, school attendance, reduction inimpairment, quality of life and avoiding hospitalization. Therefore, we will includestudies that reported such patient centered outcomes measured with scales that are widelyavailable and validated; which are:(patients/parent reported and clinician assessed),including the Screen for Anxiety-Related Emotional Disorders (SCARED), the RevisedChildren's Manifest Anxiety Scale (RCMAS), the Beck Anxiety Inventory, theMultidimensional Anxiety Scale for Children (MASC), the Liebowitz Social AnxietyScale, and the Social Phobia and Anxiety Inventory for Children, Spence Children’sAnxiety Scale (child and parent report (SCAS); Fear Survey Schedule for Children –Revised; State-Trait Anxiety Inventory- Child (STAIC); and Anxiety Disorder InterviewSchedule-Child Version.Many factors have been proposed to interfere with participation or adherence to treatmentand/or response to treatments, including severity of illness, comorbid conditions, familysocioeconomic status (SES), externalizing symptoms, patient age, and others. Forexample, treatment for children under six usually involves primarily parenttraining/behavior management interventions; while treatment with children 6 and up ismore likely to involve working directly with children. Evidence reviews and randomizedcontrolled trials (RCTs) reported conflicting results regarding differential response ratesby age groups23. Severity of symptoms are generally believed to associated with worseoutcomes and guidelines suggest a different treatment approach for these children11, 19.Despite many available treatments, the majority of children with anxiety disorders do notreceive treatment24.The objectives of this systematic review are: 1) to evaluate the comparative effectivenessof psychotherapy and pharmacotherapy for childhood anxiety disorders, including panicdisorder, social anxiety disorder, specific phobias, generalized anxiety disorder, andseparation anxiety, and 2) to evaluate the harms and safety concerns associated with thosetreatments.II. The Key QuestionsDuring Topic Refinement, we developed the Key Questions (KQs) with inputs from KeyInformants, American Psychological Association (APA), and American Academy ofChild & Adolescent Psychiatry (AACAP). The drafted KQs were posted for publicSource: www.effectivehealthcare.ahrq.govPublished online: September 12, 20162
comment from April 28, 2016 to May 18, 2016. Public comments led to the inclusion ofadditional subgroups of interest; the inclusion of problem solving therapy (PST) andinterpersonal psychotherapy (IPT) as additional treatment modalities, and clarification ofcomorbidities and other potential effect modifiers. There were no other significantchanges.The following are the KQs to be studied by the review:KQ1: What is the comparative effectiveness of the available treatments for childhoodanxiety disorders, including panic disorder, social anxiety disorder, specific phobias,generalized anxiety disorder, and separation anxiety?a. What is the evidence for the comparative effectiveness of psychotherapy,pharmacotherapy, and combined treatment approaches for childhood anxietydisorders?b. What is the evidence of differential effectiveness of different classes ofmedication, and for different medications within classes?c. What is the evidence of differential effectiveness of different psychotherapyapproaches, delivery mode, and components of psychotherapy for childhoodanxiety disorders that are necessary and sufficient for improvement (includingnumber of treatments and intensity of psychotherapy)?d. How does comparative effectiveness of interventions vary according tochild/family characteristics, disease characteristics, including age, sex, race,ethnicity, SES, diagnosis, child maltreatment, parent/family comorbidity, duration,maltreatment?e. How does comparative effectiveness of interventions vary according to childcomorbid conditions, including Attention Deficit Hyperactivity Disorder (ADHD),depression, substance abuse, autism spectrum disorder, behavioral disorders andsomatic medical conditions?f. What are the treatment burdens (for patients, providers, and health systems) andcontextual factors (patient/family preference, time associated with psychotherapy)that influence treatment choices for childhood anxiety disorders?KQ2: What are the comparative harms and safety concerns regarding the availabletreatments for childhood anxiety disorders, including panic disorder, social anxietydisorder, specific phobias, generalized anxiety disorder, and separation anxiety?a. What is the evidence for short-term and long-term patient experienced harmsassociated with treatments for childhood anxiety disorders?Population, Interventions, Comparators, Outcomes, Timings, and Settings(PICOTS) by Key Question (KQ)KQ1: Effectiveness Population: Children and adolescents between 3 and 18 years old with panicdisorder, social anxiety disorder, specific phobias, generalized anxiety disorder,and separation anxiety. Interventions: Any psychotherapy, pharmacotherapy, alone or combinedSource: www.effectivehealthcare.ahrq.govPublished online: September 12, 20163
o Pharmacological treatments will include all formulations of:§ Selective reuptake inhibitor (SRI) Citalopram (Celexa) Escitalopram (Lexapro) Fluoxetine (Prozac) Fluvoxamine (Luvox) Paroxetine (Paxil) Sertraline (Zoloft)§ Serotonin-norepinephrine reuptake inhibitors (SNRI) Desvenlafaxine (Pristiq) Duloxetine (Cymbalta) Venlafaxine (Effexor)§ TCAs Amiptriptyline or Nortriptyline (Elavil or Aventyl HCI) Clomipramine (Anafranil)§ Benzodiazepines Alprazolam (Xanax, Niravam) Clonazepam (Klonopin) Lorazepam (Ativan)§ Atypical Antipsychotics Aripiprazole (Abilify) Olanzapine (Zyprexa Zydis) Quetiapine (Seroquel) Risperidone (Risperdal) Ziprasidone (Geodon, Zeldox, or Zipwell)§ Monoamine oxidase inhibitor Phenelzine (Nardil)§ Others Bupropion (Wellbutrin) Mirtazapine (Remeron) D-Cycloserine (Seromycin) N-Acetylcysteine Methylphenidate (Ritalin, Daytrana, Concerta, Methylin, orAptensio) Riluzole (Rilutek) Buspirone (Buspar) Propranolol (Inderal, Hemangeol, or Innopran) Prazosin (Minipress) Cyproheptadine (Periactin or Peritol) Carbamazepine (Tegretol, Carbatrol, Equetro, or Epitol) Divalproex (Alti-Valproic, Depakote, Depakote DR,Depakote ER, or Depakote Sprinkles)o Psychotherapies:§ Cognitive and behavioral therapies (CBT)Source: www.effectivehealthcare.ahrq.govPublished online: September 12, 20164
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§§§§§§§§§ Exposure Therapy/Systematic Desensitizationo Contingency Management Exposure Therapyo Self-Control Exposure Therapy Family Focused Cognitive Behavior Therapy Child Focused Cognitive Behavior TherapyParent Child Interaction TherapyProblem solving therapy (PST)Third wave (Mindfulness) therapies Acceptance and Commitment Therapy Mindfulness Based Cognitive Therapy/Mindfulness BasedStress ReductionPsychodynamic psychotherapy Interpersonal psychotherapy (IPT) Play therapyFamily therapy Behavioral Systems Family therapy Narrative Family Therapy Solution Focused Family Therapy Strategic Family TherapyAttention modification programMotivational interviewingEye movement desensitization reprocessing therapy (EMDR)Complementary psychotherapy techniques Exercise Biofeedback Relaxation Therapieso Progressive muscle relaxationo Diaphramatic breathingo Visualizationo Meditation techniques Hypnosiso Or any combined of the listed treatmentComparators:o Other treatmento Control conditions (education support, attention placebo)o Placeboo No treatmentOutcomes:o Intermediate outcomes:§ Standardized measures (child, parent, school, and clinicianversions): the Screen for Anxiety-Related Emotional Disorders(SCARED), the Revised Children's Manifest Anxiety Scale(RCMAS), the Beck Anxiety Inventory, the MultidimensionalSource: www.effectivehealthcare.ahrq.govPublished online: September 12, 20165
Anxiety Scale for Children (MASC), the Liebowitz Social AnxietyScale, the Social Phobia and Anxiety Inventory for Children, theSpence Children’s Anxiety Scale (child and parent report) (SCAS),Fear Survey Schedule for Children – Revised, Stait Trait AnxietyInventory - Child (STAIC), Anxiety Disorder Interview Schedule Child Version, Pediatric Anxiety Rating Scale (PARS), ChildBehavior Checklist (CBCL), Revised Child Anxiety andDepression Scale (RCADS), Pre-School Anxiety Scale, ClinicalGlobal Impression Scale (CGI), Children's Anxiety Meter-State(CAM-S)o Patient centered outcomes:§ Remission, relapse, anxiety symptoms, behavioral problems(Behavior Assessment System for Children, Achenbach ChildBehavior Checklist), parental overprotection, accommodation,parent distress, therapeutic alliance, school attendance, reduction inimpairment (Child Sheehan Disability Scale), quality of life(Multidimensional Child Health Questionnaire, and Youth Qualityof Life Instrument – Research Version), avoiding hospitalization,length of treatment, availability of treatment, peer relationship,functional impairment (Child Anxiety Impact Scale (CAIS),Children's Global Assessment Scale (CGAS), and Child AnxietyLife Interference Scale (CALIS)), avoidance behavior in children.Timings: AnySettings: AnySubgroups:o Child and family characteristics:§ Age group (3-6, 7-12, 13-18)§ Sex (female, male)§ Race/ethnicity (Caucasian, African American, Hispanic, Asian,and others)§ SES (household income, parent education level) Household income ( below 24,300, between 24,300 and 48,600, between 48,600 and 97200, and above 97200) Parent education level (less than high school or high schoolgraduate, some college, and college graduate)§ Family dysfunction/stressor: Parenting Stress Index (PSI) Brief Family Assessment Measure (FAM)§ History of maltreatment (physical abuse, sexual abuse, emotionalabuse, neglect, parental over-protection)o Diagnosis:§ Panic disorder§ Social anxiety disorder§ Specific phobias§ Generalized anxiety disorderSource: www.effectivehealthcare.ahrq.govPublished online: September 12, 20166
ooooooooooo§ Separation anxiety)Severity (CGI 6, CGI 6)Duration of treatment ( 2 months, 2-6 months, 6 months)Intensity of treatment (low, medium, high)Patient/family preference (patient preferred, family preferred, andphysician preferred)Length of follow-up ( 6 months, 6 months)Treatment sequence:§ Treatment non-responders§ Treatment naiveComorbidities:§ ADHD§ Depression§ Somatic medical conditions§ Substance abuse§ Autism§ Obsessive-compulsive disorder (OCD)§ Oppositional defiant disorder (ODD)§ Conduct problems§ AggressionProvider:§ Primary care physicians§ Pediatrician§ Psychologist§ Psychiatrist§ Nursing interventions, mid-level providersDelivery mode:§ Individual-based§ Group-based§ Technology-basedType of studies (pragmatic, exploratory)Settings:§ Inpatient§ Outpatient§ Primary care§ Mental health careKQ2: Safety Population: Children and adolescents between 3 and 18 years old with any type ofanxiety disorders. Interventions: Any psychotherapy, pharmacotherapy, complementary medicineapproaches, alone or combinedo Pharmacological treatments will include all formulations of:§ Selective reuptake inhibitor (SRI) Citalopram (Celexa) Escitalopram (Lexapro)Source: www.effectivehealthcare.ahrq.govPublished online: September 12, 20167
Fluoxetine (Prozac) Fluvoxamine (Luvox) Paroxetine (Paxil) Sertraline (Zoloft)§ Serotonin-norepinephrine reuptake inhibitors (SNRI) Desvenlafaxine (Pristiq) Duloxetine (Cymbalta) Venlafaxine (Effexor)§ TCAs Amiptriptyline or Nortriptyline (Elavil or Aventyl HCI) Clomipramine (Anafranil)§ Benzodiazepines Alprazolam (Xanax, Niravam) Clonazepam (Klonopin) Lorazepam (Ativan)§ Atypical Antipsychotics Aripiprazole (Abilify) Olanzapine (Zyprexa Zydis) Quetiapine (Seroquel) Risperidone (Risperdal) Ziprasidone (Geodon, Zeldox, or Zipwell)§ Monoamine oxidase inhibitor Phenelzine (Nardil)§ Others Bupropion (Wellbutrin) Mirtazapine (Remeron) D-Cycloserine (Seromycin) N-Acetylcysteine Methylphenidate (Ritalin, Daytrana, Concerta, Methylin, orAptensio) Riluzole (Rilutek) Buspirone (Buspar) Propranolol (Inderal, Hemangeol, or Innopran) Prazosin (Minipress) Cyproheptadine (Periactin or Peritol) Carbamazepine (Tegretol, Carbatrol, Equetro, or Epitol) Divalproex (Alti-Valproic, Depakote, Depakote DR,Depakote ER, or Depakote Sprinkles)o Psychotherapies§ Cognitive and behavioral therapies (CBT) Exposure Therapy/Systematic Desensitizationo Contingency Management Exposure Therapyo Self-Control Exposure Therapy Family Focused Cognitive Behavior TherapySource: www.effectivehealthcare.ahrq.govPublished online: September 12, 20168
Child Focused Cognitive Behavior TherapyParent Child Interaction TherapyProblem solving therapy (PST)Third wave (Mindfulness) therapies Acceptance and Commitment Therapy Mindfulness Based Cognitive Therapy/Mindfulness BasedStress Reduction§ Psychodynamic psychotherapy Interpersonal psychotherapy (IPT) Play therapy§ Family therapy Behavioral Systems Family therapy Narrative Family Therapy Solution Focused Family Therapy Strategic Family Therapy§ Attention modification program§ Motivational interviewing§ Eye movement desensitization reprocessing therapy (EMDR)§ Complementary psychotherapy techniques Exercise Biofeedback Relaxation Therapieso Progressive muscle relaxationo Diaphramatic breathingo Visualizationo Meditation techniques Hypnosiso Or any combined of the listed treatmentComparators:o Other treatmento Control conditions (education support, attention placebo)o Placeboo No treatmentOutcomes:o Safety outcomes:§ Pediatric Adverse Event Rating Scale and other scales, incidenceof any adverse events, GI adverse effects/discomfort, withdrawalsymptoms, dropouts due to adverse events, neurologicalcomplaints, increase motor activity, suicidal ideation, homicidalbehavior, treatment emergent suicidality, addiction, self-injuriousbehaviors, activation issues (e.g. sleep, motor activity), agitation,akathisia, mania, aggression, and psychosis.Timings: AnySettings: Any§§§ Source: www.effectivehealthcare.ahrq.govPublished online: September 12, 20169
III. Analytic FrameworkFigure 1. Provisional analytic frameworkIV. MethodsTo conduct this systematic review, the Evidence-based Practice Center (EPC) will followthe established methodologies as outlined in the Evidence-based Practice Center (EPC)Methods Guide for Comparative Effectiveness Reviews25.A. Criteria for Inclusion/Exclusion of Studies in the ReviewWe will apply the following inclusion and exclusion criteria for the studies identified inthe literature search (Table 1).Table 1. Inclusion and exclusion criteriaPICOTS ElementsInclusion CriteriaPopulations Humans Children and adolescentsbetween 3 and 18 years old Patients with confirmeddiagnosis of panic disorder,social anxiety disorder,specific phobias, generalizedSource: www.effectivehealthcare.ahrq.govPublished online: September 12, 2016Exclusion Criteria Animals Adults (age 18 years) Infants (age 3 years) Patients without confirmeddiagnosis of panic disorder,social anxiety disorder,specific phobias, generalized10
anxiety disorder, orseparation anxietyInterventionsAny psychotherapy,pharmacotherapy, alone orcombined: Pharmacological treatmentswill include all formulationsof: Selective reuptake inhibitor(SRI): Citalopram (Celexa),Escitalopram (Lexapro),Fluoxetine (Prozac),Fluvoxamine (Luvox),Paroxetine (Paxil), Sertraline(Zoloft) Serotonin-norepinephrinereuptake inhibitors (SNRI):Desvenlafaxine (Pristiq),Duloxetine (Cymbalta),Venlafaxine (Effexor) Tricyclic antidepressants(TCA): Amiptriptyline orNortriptyline (Elavil orAventyl HCI),Clomipramine (Anafranil) Benzodiazepines:Alprazolam (Xanax,Niravam), Clonazepam(Klonopin), Lorazepam(Ativan) Atypical Antipsychotics:Aripiprazole (Abilify),Olanzapine (Zyprexa Zydis),Quetiapine (Seroquel),Risperidone (Risperdal),Ziprasidone (Geodon,Zeldox, or Zipwell) Monoamine oxidaseinhibitor: Phenelzine(Nardil) Others: Bupropion(Wellbutrin), Mirtazapine(Remeron), D-Cycloserine(Seromycin), NAcetylcysteine,Source: www.effectivehealthcare.ahrq.govPublished online: September 12, 2016anxiety disorder, orseparation anxietyNone11
Methylphenidate (Ritalin,Daytrana, Concerta,Methylin, or Aptensio),Riluzole (Rilutek),Buspirone (Buspar),Propranolol (Inderal,Hemangeol, or Innopran),Prazosin (Minipress),Cyproheptadine (Periactin orPeritol), Carbamazepine(Tegretol, Carbatrol,Equetro, or Epitol),Divalproex (Alti-Valproic,Depakote, Depakote DR,Depakote ER, or DepakoteSprinkles)Psychotherapies:Cognitive and behavioraltherapies (CBT)o cy ManagementExposure TherapySelf-Control ExposureTherapyo Family Focused CognitiveBehavior Therapyo Child Focused CognitiveBehavior TherapyParent Child InteractionTherapyProblem solving therapy(PST)Third wave (Mindfulness)therapieso Acceptance andCommitment Therapyo Mindfulness BasedCognitiveTherapy/MindfulnessBased Stress ReductionPsychodynamicpsychotherapyo Interpersonalpsychotherapy (IPT)Source: www.effectivehealthcare.ahrq.govPublished online: September 12, 201612
ComparatorsOutcomeso Play therapy Family therapyo Behavioral SystemsFamily therapyo Narrative Family Therapyo Solution Focused FamilyTherapyo Strategic Family Therapy Attention modificationprogram Motivational interviewing Eye movementdesensitization reprocessingtherapy (EMDR) Complementarypsychotherapy techniqueso Exerciseo Biofeedbacko Relaxation Therapies Progressive musclerelaxation Diaphramatic breathing Visualization Meditation techniqueso Hypnosis Or any combined of thelisted treatmentOther treatment or no treatment NoneKQ 1:None Intermediate outcomes:Standardized measures(child, parent, school, andclinician versions): theScreen for Anxiety-RelatedEmotional Disorders(SCARED), the RevisedChildren's Manifest AnxietyScale (RCMAS), the BeckAnxiety Inventory, theMultidimensional AnxietyScale for Children (MASC),the Liebowitz Social AnxietyScale, the Social Phobia andAnxiety Inventory forChildren, the SpenceSource: www.effectivehealthcare.ahrq.govPublished online: September 12, 201613
Children’s Anxiety Scale(child and parent report)(SCAS), Fear SurveySchedule for Children –Revised, Stait Trait AnxietyInventory - Child (STAIC),Anxiety Disorder InterviewSchedule - Child Version,Pediatric Anxiety RatingScale (PARS), ChildBehavior Checklist (CBCL),Revised Child Anxiety andDepression Scale (RCADS),Pre-School Anxiety Scale,Clinical Global ImpressionScale (CGI), Children'sAnxiety Meter-State (CAMS) Patient centered outcomes: Remission, relapse, anxietysymptoms, behavioralproblems (BehaviorAssessment System forChildren, Achenbach ChildBehavior Checklist), parentaloverprotection,accommodation, parentdistress, therapeutic alliance,school attendance, reductionin impairment (ChildSheehan Disability Scale),quality of life(Multidimensional ChildHealth Questionnaire, andYouth Quality of LifeInstrument – ResearchVersion), avoidinghospitalization, length oftreatment, availability oftreatment, peer relationship,functional impairment (ChildAnxiety Impact Scale(CAIS), Children's GlobalAssessment Scale (CGAS),and Child Anxiety LifeInterference Scale (CALIS)),Source: www.effectivehealthcare.ahrq.govPublished online: September 12, 201614
TimingSettingsStudy designavoidance behavior inchildren.KQ 2: Safety outcomes:Pediatric Adverse EventRating Scale and otherscales, incidence of anyadverse events, GI adverseeffects/discomfort,withdrawal symptoms,dropouts due to adverseevents, neurologicalcomplaints, increase motoractivity, suicidal ideation,homicidal behavior,treatment emergentsuicidality, addiction, selfinjurious behaviors,activation issues (e.g. sleep,motor activity), agitation,akathisia, mania,aggression, and psychosis.AnyAny Original data Any sample size RCTs, nonrandomizedcomparative studies(prospective andretrospective) Relevant systematic reviews,or meta-analyses (used foridentifying additionalstudies)NoneNone In vitro studies Non-original data (e.g.narrative reviews, editorials,letters, or erratum) Non-comparativeobservational studies, caseseriesPublicationsAnyNoneAbbreviations: KQ key question; PICOTS populations, interventions, comparators,outcomes, timing, and settings; RCT randomized controlled trialB. Searching for the Evidence: Literature Search Strategies for Identification ofRelevant Studies To Answer the Key QuestionsWe plan to conduct a comprehensive literature search of eight databases, including OvidMEDLINE(R) In-Process & Other Non-Indexed Citations, Ovid MEDLINE(R),EMBASE, PsycINFO, Cochrane Central Register of Controlled Trials, Ovid CochraneDatabase of Systematic Reviews, and SciVerse Scopus from databases inception to theSource: www.effectivehealthcare.ahrq.govPublished online: September 12, 201615
present. We have developed a preliminary database search strategy (Appendix A) andfound that these databases can adequately identify the relevant literature. We will userelevant systematic reviews and meta-analysis to identify additional existing and newliterature. We will also search U.S. Food and Drug Administration (FDA) new drugapplications, ClinicalTrials.gov, Health Canada, Medicines and Healthcare ProductsRegulatory Agency (MHRA), AHRQ’s Horizon Scanning System, conferenceproceedings, patient advocate group websites, and medical society websites. Referencemining of relevant publications will be conducted. We sought input from the TechnicalExpert Panel (TEP) on refining literature search strategy. The search strategy will bepeer-reviewed by an independent information specialist. An experienced librarian willconduct the search. All citations identified through the process will be imported to areference management system ((EndNote Version X4; Thomson Reuters, Philadelphia,PA).Independent reviewers, working in duplicate and in pairs, will screen the titles andabstracts of all citations using pre-specified inclusion and exclusion criteria. Studiesincluded by either reviewer will be retrieved for full-text screening. Independentreviewers, again working in pairs, will screen the full-text version of eligible references.Discrepancies between the reviewers will be resolved through discussions and consensus.If consensus can’t be reached, a third reviewer will resolve the difference. We will use aweb-based systematic review software, DistillerSR (Evidence Partners Incorporated,Ottawa, Canada), to facilitate study selection process.C. Data Abstraction and Data ManagementAt the beginning of data abstraction, we will develop a standardized data extraction formto extract study characteristics (author, study design, inclusion and exclusion criteria,patient characteristics, interventions, comparisons, outcomes, and related items forassessing study quality and applicability). The standardized form will be pilot-tested byall study team members using 10 randomly selected studies. We will iteratively continuetesting the form until no additional items or unresolved questions exist. After we finalizethe form, reviewers will work independently to extract study details. A second reviewerwill randomly select studies, review data extraction, and resolve conflicts. DistillerSRwill also be used to create data extraction forms and facilitate data extraction.D. Assessment of Methodological Risk of Bias of Individual StudiesWe will evaluate the risk of bias of each included study using predefined criteria. ForRCTs, we plan to apply the Cochrane Collaboration’s Risk of Bias tool to assesssequence generation; allocation concealment; participant, personnel, and outcomeassessor blinding; attrition bias; incomplete outcome data; selective outcome reporting;and other sources of bias26. For observational studies, we will select appropriate itemsfrom the Newcastle-Ottawa Scale27. Additional criteria will be adopted from other qualityappraisal tools if deemed appropriate.E. Data SynthesisSource: www.effectivehealthcare.ahrq.govPublished online: September 12, 201616
We will qualitatively summarize key features/characteristics (e.g. study populations,design, intervention, outcomes, and conclusions) of the included studies and present inevidence tables for each KQs.We will determine whether meta-analysis is appropriate (i.e., more than 2 trials addressthe same PICOTS and provide point estimates and dispersion measures) to quantitativelysummarize study findings based on the similarities of PICOTS presented by the studies.If meta-analysis is deemed appropriate, we plan to use the DerSimonian and Lairdrandom effect method to combine direct comparisons between treatments if the numberof studies included in the analysis is larger than 1828; otherwise, the DerSimonian andLaird random effect method with the Knapp and Hartung adjustment of the variance willbe adopted29. We will evaluate heterogeneity between studies using I2 indicator.We will evaluate the feasibility of conducting network meta-analysis to combine directand indirect comparisons and provide ranking of treatments in terms of efficacy andsafety. Conducting network meta-analysis requires satisfying three assumptions,homogeneity of the direct estimates, consistency between direct and indirect estimates,and transitivity. Depending on the geometry of networks [closed loop (with directestimates available) vs. open (unconnected nodes)], number of comparisons, and numberof studies, we will adjust the analysis plan. Frequentist approach based on Ia
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Related Documents:















Sex differences in self-report anxiety and sleep quality ... 


Anxiety and sleep questionnaires Spielberger State-Trait Anxiety Inventory The STAI [35] assesses self-reported anxiety (both state and trait anxiety) using a validated 40-item Likert scale questionnaire. State anxiety reflects transient (i.e., current moment) emotional anxiety due to situational stress. Trait anxiety assesses an individual’s .
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Running Head: Anxiety of Transition to College 1 


the State-Trait Anxiety Inventory (STAI), however in this study we will only be examining trait anxiety because trait anxiety is a measure of personality and state anxiety measures anxiety in specific situations (Spielberger, Gorsuch, Lushene, Vagg & Jacobs, 1983). Reducing trait anxiety would hopefully translate into a long term change in .
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Thai University Student Schemas and Anxiety Symptomatology 


using Zung Self-Rating Anxiety Scale (SAS), self-reported anxiety assessment arranging severity into 4 indexes ranging from normal range, minimal to moderate anxiety, marked to severe anxiety, and extreme anxiety. The study examined how each of the 18 individual EMSs serves as predictors of anxiety symptomatology in college
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Self-Help Strategies for Social Anxiety - Anxiety Canada 


If you have social anxiety disorder, there are a number of strategies that you can use to learn to overcome your fear of social situations. For social anxiety disorder, tools in the toolbox include: TOOL #1: Observing your social anxiety. An important first step in learning to manage social anxiety involves better understanding your social anxiety.
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UCSF BENIOFF CHILDREN'S HOSPITALS Mental Health Clinical Guidelines 


UCSF BENIOFF CHILDREN'S HOSPITALS 3 Pediatric Anxiety ANXIETY DISORDERS IN CHILDREN AND ADOLESCENTS All children experience anxiety. But when the level of arousal or anxiety becomes too high, it can cause significant impairment in a child or teenager's ability to function. Core symptoms of anxiety disorders include fears or phobias,









6 Views




1y ago






















anxiety - WordPress.com 


anxiety, panic disorder, significant somatic symptoms, separation anxiety, social anxiety, or significant school avoidance. Tool designed for children 8 years and older. Spence Children’s Anxiety Scale: Tool designed for children 2½ to 6½ years (parent report) and youth 8 to 12 years (self-report).
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Multidimensional Anxiety Scale for Children 2nd Edition 


The Multidimensional Anxiety Scale for Children 2nd Edition (MASC 2 ) is a comprehensive, multi-rater assessment of anxiety dimensions in children and adolescents aged 8 to 19. The MASC 2 indexes the range and severity of anxiety symptoms, and can be a useful adjunct to the diagnosis of anxiety disorders.
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UNIT – I MANAGEMENT ACCOUNTING INTRODUCTION 


Accounting is an art of recording financial transactions of a business concern. There is a limitation for human memory. It is not possible to remember all transactions of the business. Therefore, the information is recorded in a set of books called Journal and other subsidiary books and it is useful for management in its decision making process. AcroPDF - A Quality PDF Writer and PDF Converter .
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general insurance companies, 17 private general insurance companies and the only public general insurance company (SBC) were taken for the study. SBC was established in 1973. To get a better representation the insurance companies were selected based on their year of establishment. Among the private general insurance companies 7 companies were
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National Insurance Commission (Nic) Insurance, Reinsurance and Broking .

Companies, 27 Non-Life Insurance Companies, 3 Reinsurance Companies, one Reinsurance contact office and 91 Insurance Brokers and Loss Adjusters. For periodic updates, please visit the Commission's website: www.nicgh.org Life Insurance Companies The following are Life insurance companies in good standing as at November 20, 2020.
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BARBADOS INSURANCE COMPANIES - PwC

Underlying legislation for international insurance companies An international insurance company can be licensed in Barbados under the Exempt Insurance Act, Cap. 308A or, alternatively, registered under the Insurance Act, Cap. 310 which also governs local insurance companies. International companies that choose to register under the
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Solvency II and the Taxation of Life Insurance Companies - GOV.UK

59 UK life insurance companies 60 Overseas life insurance companies: rule corresponding to s.59 61 Transfers of business and transfers within a group Share pooling rules 62 UK life insurance companies 63 Overseas life insurance companies: rule corresponding to s.62 64 Sections 62 and 63: supplementary Long-term business fixed capital
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Gold Tier - MAPFRE Insurance

Foy Insurance of MA, LLC 198 Frank Consolati Insurance Agency, Inc. 198 County Insurance Agency, Inc. 198 Woodrow W Cross Agency 214 Woodland Insurance Agency, Inc. 214 Tegeler Insurance Services of CT, Inc. 214 Pantano/VonKahle Insurance Agency, Inc. 214 . Hanson Insurance Agency, Inc. 287 J.H. Slattery Insurance Agency, Inc. 287
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List of Insurance Companies by Insurance Manager - Cayman Islands dollar

2447 Batan Insurance Company SPC, Ltd. 29-Sep-03 1307714 BBG Insurance Services, Ltd. 09-Aug-16 1254 BCHS Insurance, Ltd. 07-Oct-98 1168 Bearacuda Re 01-Aug-97 2639 Bedrock Insurance Limited 24-Nov-05 2150 Bom Ambiente Insurance Company 14-Jun-00 2565 Boundless Insurance Company, Ltd. 01-Dec-04 769 Bucap Limited 03-Mar-89
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Role of Insurance Companies in Financial Market

The subject of this paper is a theoretical study of the influence of insurance companies on the financial market. By analying insurance companies, the aim is to determine how and in what way they affect business of financial market. KEY WORDS: financial market, offer, demand, insurance, insurance companies, capital JEL: G22 UDC: 339.13:368
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Consumer Guide to Auto Insurance - csimt.gov

consumer guide to auto insurance contents introduction to auto insurance 1 understanding your auto insurance policy 2 required auto insurance 3 optional types of auto insurance 4-5 getting the right coverage 6 accidents and violations 7 how to shop for auto insurance 8 shopping tips 9 frequently asked questions 10-11 insurance complaints/when you have a problem 12
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Industry Observations Insurance Industry

Jun 30, 2019 · 6/17/2019 Commercial Insurance Branch of Extraco Banks, N.A. Higginbotham Insurance Group, Inc. Insurance Brokers NA 6/13/2019 Links Insurance Services, LLC World Insurance Associates LLC Property and Casualty Insurance NA 6/13/2019 Abram Interstate Insurance Services, Inc. Risk Placement Services, 
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Life Insurance Buyer's Guide Life Insurance - National Association of .

Life Insurance uers uide Naional ssociaion of Insurance Commissioners Compare the Different Types of Insurance Policies There are many types of life insurance pol-icies. You should choose a policy with fea-tures that fit your individual needs. Some things to consider are: Term Insurance vs. Cash Value In-surance. Term insurance is intended to
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your guide to understanding auto ins in nh - New Hampshire

Hampshire Insurance Department does not mandate or set Auto Insurance Rates. Auto Insurance Rates will vary by insurance company. This guide is intended to give New Hampshire consumers basic information on auto insurance. It suggests ways to: Lower the cost of your auto insurance, shop for Auto insurance and, file an auto insurance claim.
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18.01.41 - REPLACEMENT OF LIFE INSURANCE AND ANNUITIES - Idaho

Department of Insurance Replacement of Life Insurance and Annuities. Page 3. 04. Existing Life Insurance or Annuity. "Existing Life Insurance or Annuity" means any life insurance or annuity in force, including life insurance under a binding or conditional receipt or a lif e insurance policy or annuity that is within an unconditional refund period.
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EXAMINATION REPORT OF THE ADMIRAL INSURANCE COMPANY AS OF . - Delaware

Berkley Regional Specialty Insurance Comp 31295 DE Carolina Casualty Insurance Company 10510 IA Clermont Insurance Company 33480 IA Continental Western Insurance Company 10804 IA Firemen's Insurance Com pany of Wash, D.C. 21784 DE Gemini Insurance Company 10833 DE Great Divide Insurance Company 25224 ND
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