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SIGNIFICANT DIFFERENCES IN PEDIATRIC DRUG SIDE EFFECTS

SUPPLEMENTAL  MATERIAL
Appendix A: FDA Full Prescribing Information (PI) side effect tables for the ADHD drugs

Table A1 (mixed amphetamine salts-adolescent)

Adverse Events Reported by 5% or more of Adolescents Weighing < 75kg/165 lbs Receiving ADDERALL XR with Higher Incidence Than Placebo in a 287 Patient Clinical Forced Weekly-Dose Titration Study

	Percentage of Adolescent Patients Reporting Reaction



	Body System
    Preferred Term
	Adderall XR

(n=233)
	Placebo
(n=54)

	General

    Abdominal Pain (stomachache)
Digestive System

    Loss of Appetite
Nervous System

    Insomnia
    Nervousness
Metabolic/Nutritional

    Weight Loss
	11

36

12

6

9
	2

2

4

6

0


Table A2 (mixed amphetamine salts–child). 

Adverse Events Reported by More Than 1% of Pediatric Patients Receiving ADDERALL XR® with Higher Incidence than on Placebo in a 584 Patient Clinical Study
	Percentage of Pediatric Patients Reporting Reaction



	Body System
    Preferred Term
General

    Abdominal Pain (stomachache)
    Accidental Injury
    Asthenia (fatigue)
    Fever
    Infection
    Viral Infection
  Digestive System

    Loss of Appetite
    Diarrhea
    Dyspepsia
    Nausea
    Vomiting
Nervous System   
    Dizziness
    Emotional Lability
    Insomnia
    Nervousness
  Metabolic/Nutritional

    Weight Loss
	Adderall XR
(n=374)

14

3

2

5

4

2

22

2

2

5

7

2

9

17

6

4


	Placebo
(n=210)

10

2

0

2

2

0

2

1

1

3

4

0

2

2

2

0




Table A3 (OROS methylphenidate)

Adverse Reactions Reported by > 1% of CONCERTA Treated Children and Adolescent Patients in 4 Placebo-Controlled, Double Blind Clinical Trials

	Percentage of Child and Adolescent Patients Reporting Reaction



	System/Organ Class
  Preferred Term
Gastrointestinal Disorders

   Abdominal pain upper
   Vomiting
General Disorders

    Pyrexia
Infections and Infestations

    Nasopharyngitis
Nervous System Disorders

    Dizziness
Psychiatric Disorders
    Insomnia
Respiratory, Thoracic and Mediastinal Disorders

    Cough
    Pharyngolaryngeal pain

	Concerta
(n=321)

5.9

2.8

2.2

2.8

1.9

2.8

1.9

1.2
	Placebo
(n=318)

3.8

1.6

0.9

2.2

0

0.3

0.3

0.9


Table A4 (methylphenidate transdermal system, or MTS-adolescent)

Percentage of Subjects with Commonly Reported Adverse Reactions (> 1% in the DAYTRANA Group) in 7-Week Placebo Controlled Studies in Adolescents
	Percentage of Adolescent Patients Reporting Reaction

	System/Organ Class
  Preferred Term
Cardiac Disorders

   Tachycardia
Gastrointestinal Disorders
    Abdominal pain
    Nausea
    Vomiting
Investigations

    Weight Decreased
Metabolism and Nutrition Disorders

    Anorexia
    Decreased Appetite
Nervous System Disorders
    Dizziness
    Headache
Psychiatric Disorders

    Affect Lability
    Insomnia
    Irritability
    Tic
	Daytrana
(n=145)

0.7

4.8

9.7

3.4

5.5

4.8

25.5

5.5

12.4

0

6.2

11

0


	Placebo
(n=72)

0

0

2.8

1.4

1.4

1.4

1.4

1.4

12.5

1.4

2.8

6.9

0


Table A5 (methylphenidate transdermal system, or MTS-child)

	Percentage of Child Patients Reporting Reaction



	System/Organ Class
  Preferred Term

Cardiac Disorders

   Tachycardia

Gastrointestinal Disorders

    Abdominal pain

    Nausea

    Vomiting

Investigations

    Weight Decreased

Metabolism and Nutrition Disorders

    Anorexia

    Decreased Appetite

Nervous System Disorders

    Dizziness

    Headache

Psychiatric Disorders

    Affect Lability

    Insomnia

    Irritability

    Tic
	Daytrana
(n=98)

1.0

7.1

12.2

10.2

9.2

5.1

25.5

0

15.3

6.1

13.3

7.1

7.1
	Placebo
(n=85)

0

5.9

2.4

4.7

0

1.2

4.7

1.2

11.8

0

4.7

4.7

0


 Percentage of Subjects with Commonly Reported Adverse Reactions (> 1% in the DAYTRANA Group) in 7-Week Placebo Controlled Studies in Children

Table A6 (lisdeaxamfetamine)

Adverse Reactions Reported by 2% or More of Pediatric Patients Taking VYVANSE in a 4-Week Clinical Trial
	Percentage of Pediatric Patients Reporting Reaction



	System/Organ Class
  Preferred Term
Gastrointestinal Disorders
    Abdominal pain upper
    Vomiting
    Nausea
    Dry Mouth
General Disorder & Administration Site Conditions

    Pyrexia
Investigations

    Weight Decreased
Metabolism and Nutrition
    Decreased Appetite
Nervous System Disorders

    Dizziness
    Somnolence
    Insomnia
    Irritability
Psychiatric Disorders

    Initial Insomnia
    Affect Lability
    Tic
Skin and Subcutaneous Tissue Disorders

    Rash
	Vyvanse
(n=218)

12

9

6

5

2

9

39

5

2

19

10

4

3

2

3
	Placebo
(n=72)

6

4

3

0

1

1

4

0

1

3

0

0

0

0

0


Table A7 (guanfacine)

Percentage of Patients Experiencing Common (> 2%) Adverse Reactions with Intuniv in Short-Term Studies 1 and 2
	Percentage of Child and Adolescent Patients Reporting Reaction

	Adverse Reaction Term 
  

Somnolencea
Headache
Fatigue
Abdominal pain (upper)
Nausea
Lethargy
Dizziness
Irritability
Hypotension/Decreased blood pressure
Decreased appetite
Dry mouth
Constipation

	Intuniv
(n=513)

38

24

14

10

6

6

6

6

6

5

4

3


	Placebo
(n=149)

12

19

3

7

2

3

4

4

4

3

1

1




a: The somnolence term includes somnolence, sedation, and hypersomnia
Table A8 (atomoxetine)

Common Treatment-Emergent Adverse Reactions Associated with the Use of STRATTERA in Acute (up to 18 weeks) Child and Adolescent Trials
	Percentage of Pediatric Patients Reporting Reaction

	Adverse Reaction
  
Gastrointestinal Disorders
    Abdominal pain
    Vomiting
    Nausea
General Disorder & Administration Site Conditions
    Fatigue
    Irritability
    Therapeutic response unexpected   

Investigations

    Weight Decreased
Metabolism and Nutrition
    Decreased Appetite
    Anorexia
Nervous System Disorders

    Headache
    Somnolence
    Dizziness
Skin and Subcutaneous Tissue Disorders

    Rash
	Strattera
(n=1,597)

18

11

10

8

6

2

3

16

3

19

11

5

2


	Placebo
(n=934)

10

6

5

3

3

1

0

4

1

15

4

2

1


Appendix B: FDA Full Prescribing Information (PI) side effect tables for the atypical antipsychotics
Table B1 (aripiprazole-ASD)

Adverse Reactions (incidence ≥ 5% and at least twice that of placebo) in Short-Term, Placebo-Controlled Trials of Pediatric Patients (6 to 17 years) with Autistic Disorder Treated with Oral ABILIFY
	Percentage of Patients Reporting Reaction

	Preferred Term
	Aripiprazole
(n=212)
	Placebo
(n=101)

	Sedation
	21
	4

	Fatigue
	17
	2

	Vomiting
	14
	7

	Somnolence
	10
	4

	Tremor
	10
	0

	Pyrexia
	9
	1

	Drooling
	9
	0

	Decreased Appetite
	7
	2

	Salivary Hypersecretion
	6
	1

	Extrapyramidal Disorder
	6
	0

	Lethargy
	5
	0


Table B2 (aripiprazole-BP mania)
Adverse Reactions (incidence ≥ 5% and at least twice that of placebo) in Short-Term, Placebo-Controlled Trials of Pediatric Patients (10 to 17 years) with Bipolar Mania Treated with Oral ABILIFY
	Percentage of Patients Reporting Reaction

	
Preferred Term
	Aripiprazole
(n=197)
	Placebo
(n=97)

	Somnolence
	23
	3

	Extrapyramidal Disorder
	20
	3

	Fatigue
	11
	4

	Nausea
	11
	4

	Akathisia
	10
	2

	Blurred Vision
	8
	0

	Salivary Hypersecretion
	6
	0

	Dizziness
	5
	1


Table B3 (aripiprazole-mixed diagnoses)

Adverse Reactions (incidence ≥ 1% and greater than placebo) in short-term, Placebo Controlled Trials of Pediatric Patients (6-17 years) treated with oral ABILIFY 
	Percentage of Patients Reporting Reactiona



	System Organ Class
  Preferred Term
	Aripiprazole
(n=611)
	Placebo
(n=298)

	Eye Disorders

	  Blurred Vision
	3
	0

	Gastrointestinal Disorders

	  Vomiting
	9
	7

	  Nausea
	8
	4

	  Diarrhea
	5
	3

	  Salivary Hypersecretion
	4
	1

	  Abdominal Pain Upper
	3
	2

	  Constipation
	3
	2

	  Dry Mouth
	1
	0

	General Disorders and Administration Site Conditions

	  Fatigue
	10
	2

	  Pyrexia
	5
	1

	  Irritability
	1
	0

	  Thirst
	1
	0

	Infections and Infestations

	  Nasopharyngitis
	6
	3

	Investigations

	  Weight Increased
	2
	1

	Metabolism and Nutrition Disorders

	  Increased Appetite
	7
	3

	  Decreased Appetite
	4
	2

	Musculoskeletal and Connective Tissue Disorders

	  Arthralgia
	1
	0

	  Musculoskeletal Stiffness
	1
	0

	Nervous System Disorders

	  Somnolence
	16
	4

	  Extrapyramidal Disorder
	14
	2

	  Headache
	13
	12

	  Sedation
	8
	1

	  Akathisia
	6
	1

	  Tremor
	6
	1

	  Drooling
	4
	0

	  Dizziness
	3
	1

	  Lethargy
	2
	0

	  Dystonia
	1
	0

	  Dyskinesia
	1
	0

	  Hypersomnia
	1
	0

	Reproductive System and Breast Disorders

	  Dysmenorrhoea*
	2
	1

	Respiratory, Thoracic, and Mediastinal Disorders

	  Rhinorrhoea
	2
	1

	Skin and Subcutaneous Tissue Disorders

	  Rash
	2
	1


a Adverse reactions reported by at least 1% of pediatric patients treated with oral aripiprazole, except adverse reactions which had an incidence equal to or less than placebo.
Table B4 (olanzapine)
Adverse Reactions of ≥2% Incidence of ZYPREXA among Adolescents (13-17 Years Old) (Combined Incidence from Short-Term, Placebo-Controlled Clinical Trials of Schizophrenia or Bipolar I Disorder [Manic or Mixed Episodes]) 

	Percentage of Patients Reporting Event


	Adverse Reaction
	Olanzapine
(N=179)
	Placebo
(N=89)

	Sedationa
	44
	9 

	Weight increased 
	30 
	6 

	Increased appetite 
	24 
	6 

	Headache 
	17 
	12 

	Fatigue 
	9 
	4 

	Dizziness 
	7 
	2 

	Dry mouth 
	6 
	0 

	Pain in extremity 
	5 
	1 

	Constipation 
	4 
	0 

	Nasopharyngitis 
	4 
	2 

	Diarrhea 
	3 
	0 

	Restlessness 
	3 
	2 

	Liver enzymes increasedb
	8 
	1 

	Dyspepsia 
	3 
	1 

	Epistaxis 
	3 
	0 

	Respiratory tract infectionc
	3 
	2 

	Sinusitis 
	3 
	0 

	Arthralgia 
	2 
	0 

	Musculoskeletal stiffness 
	2 
	0 


a Patients with the following MedDRA terms were counted in this category: hypersomnia, lethargy, sedation, somnolence. 
b The terms alanine aminotransferase (ALT), aspartate aminotransferase (AST), and hepatic enzyme were combined under liver enzymes. 
c Patients with the following MedDRA terms were counted in this category: lower respiratory tract infection, respiratory tract infection, respiratory tract infection viral, upper respiratory tract infection, viral upper respiratory tract infection. 
Table B5 (quetiapine)

Adverse Reactions (incidence ≥ 1% and greater than placebo) of SEROQUEL in Short-Term, Placebo-Controlled Trials of Children and Adolescents (10 to 17 years of age) with Bipolar Mania or Schizophrenia
	Percentage of Patients Reporting Event


	Body System/Preferred Term
	SEROQUEL 

(n=340)
	Placebo

 (n=165)

	Central/Nervous System Disorder 
	
	

	Somnolence* 
	47
	15

	Dizziness
	15
	4

	Fatigue
	9
	4

	Irritability
	4
	1

	Tremor
	3
	2

	Akathisia
	2
	1

	Syncope
	2
	0

	Lethargy
	1
	0

	Metabolism and Nutrition Disorders 
	
	

	Increased Appetite
	8
	2

	Weight Increased
	5
	1

	Digestive 
	
	

	Dry Mouth
	7
	1

	Cardiovascular Disorders 
	
	

	Tachycardia
	8
	0

	Musculoskeletal and Connective Tissue Disorders 
	
	

	Arthralgia
	3
	1

	Back Pain
	2
	1

	Musculoskeletal Stiffness
	2
	1

	Respiratory, Thoracic and Mediastinal Disorder 
	
	

	Nasal Congestion
	3
	2

	Gastrointestinal Disorder 
	
	

	Vomiting
	7
	6

	Stomach Discomfort
	2
	1

	Skin and Subcutaneous Disorders 
	
	

	Acne
	2
	1

	General Disorders and Administration Site Conditions 
	
	

	Pyrexia
	2
	1

	Asthenia
	2
	1

	Psychiatric Disorders 
	
	

	Aggression
	2
	1

	Restlessness
	1
	0

	Eye Disorders 
	
	

	Vision Blurred
	2
	1

	Infections and Infestations 
	
	

	Tooth Abscess
	1
	0


*Somnolence combines adverse event terms somnolence and sedation
Table  B6 (risperidone-ASD)

Adverse Reactions in ≥5% of RISPERDAL®-Treated Pediatric Patients Treated for Irritability Associated with Autistic Disorder in Double-Blind, Placebo-Controlled Trials
	Percentage of Patients Reporting Event

	System/Organ Class
  Adverse Reaction
	Risperidone
0.5–4.0 mg per day
(N=76)
	Placebo
(N=80)

	Cardiac Disorders
	
	

	  Tachycardia
	5
	0

	Gastrointestinal Disorders
	
	

	  Vomiting
	25
	21

	  Constipation
	21
	8

	  Dry mouth
	15
	6

	  Salivary hypersecretion
	9
	0

	  Nausea
	8
	6

	General Disorders
	
	

	  Fatigue
	42
	13

	  Feeling abnormal
	5
	0

	Infections and Infestations
	
	

	  Nasopharyngitis
	21
	10

	  Rhinitis
	13
	10

	  Upper respiratory tract infection
	8
	3

	Investigations
	
	

	  Weight increased
	5
	0

	Metabolism and Nutrition Disorders
	
	

	  Increased appetite
	47
	19

	Nervous System Disorders
	
	

	  Somnolence
	49
	18

	  Sedation
	29
	3

	  Drooling
	16
	5

	  Tremor
	12
	1

	  Parkinsonism*
	11
	1

	  Dizziness
	9
	3

	  Dyskinesia
	7
	3

	  Lethargy
	5
	3

	Respiratory, Thoracic and Mediastinal Disorders
	
	

	  Cough
	24
	18

	  Rhinorrhea
	16
	13

	  Nasal congestion
	13
	5

	Skin and Subcutaneous Tissue Disorders
	
	

	  Rash
	11
	8


*Parkinsonism includes musculoskeletal stiffness, extrapyramidal disorder, muscle rigidity, cogwheel rigidity, and muscle tightness.
Table B7 (risperidone-BP mania)
Adverse Reactions in ≥5% of RISPERDAL®-Treated Pediatric Patients with Bipolar Mania in Double-Blind, Placebo-Controlled Trials
	Percentage of Patients Reporting Event



	System/Organ Class
  Adverse Reaction
	0.5–2.5 mg per day
(N=50)
	3–6 mg per day
(N=61)
	Placebo
(N=58)

	Eye Disorders
	
	
	

	  Vision blurred
	4
	7
	0

	Gastrointestinal Disorders
	
	
	

	  Abdominal pain upper
	16
	13
	5

	  Nausea
	16
	13
	7

	  Vomiting
	10
	10
	5

	  Diarrhea
	8
	7
	2

	  Dyspepsia
	10
	3
	2

	  Stomach discomfort
	6
	0
	2

	General Disorders
	
	
	

	  Fatigue
	18
	30
	3

	Metabolism and Nutrition Disorders
	
	
	

	  Increased appetite
	4
	7
	2

	Nervous System Disorders
	
	
	

	  Somnolence
	22
	30
	12

	  Sedation
	20
	23
	7

	  Dizziness
	16
	13
	5

	  Parkinsonism*
	6
	12
	3

	  Dystonia*
	6
	5
	0

	  Akathisia*
	0
	8
	2

	Psychiatric Disorders
	
	
	

	  Anxiety
	0
	8
	3

	Respiratory, Thoracic and Mediastinal Disorders
	
	
	

	  Pharyngolaryngeal pain
	10
	3
	5

	Skin and Subcutaneous Tissue Disorders
	
	
	

	  Rash
	0
	7
	2


*Parkinsonism includes musculoskeletal stiffness, extrapyramidal disorder, bradykinesia, and nuchal rigidity. Dystonia includes dystonia, laryngospasm, and muscle spasms. Akathisia includes restlessness and akathisia.
Table B8 (risperidone-schizophrenia)

Adverse Reactions in ≥5% of RISPERDAL®-Treated Pediatric Patients with Schizophrenia in a Double-Blind Trial
	Percentage of Patients Reporting Event

	System/Organ Class
  Adverse Reaction
	1–3 mg per day
(N=55)
	4–6 mg per day
(N=51)
	Placebo
(N=54)

	Gastrointestinal Disorders
	
	
	

	  Salivary hypersecretion
	0
	10
	2

	Nervous System Disorders
	
	
	

	  Parkinsonism*
	16
	28
	11

	  Sedation
	13
	8
	2

	
	
	
	

	  Tremor
	11
	10
	6

	  Akathisia*
	9
	10
	4

	  Dizziness
	7
	14
	2

	  Dystonia*
	2
	6
	0

	Psychiatric Disorders
	
	
	

	  Somnolence
	24
	12
	4

	  Anxiety
	7
	6
	0


*Parkinsonism includes extrapyramidal disorder, muscle rigidity, musculoskeletal stiffness, and hypokinesia. Akathisia includes akathisia and restlessness. Dystonia includes dystonia and oculogyration.
Appendix C: FDA Full Prescribing Information (PI) side effect tables for the antidepressants

Table C1 (clomipramine)

Adverse Reactions (1% or more occurrence) in Short-Term, Placebo-Controlled Trials of Children and Adolescents (10 to 17 years) with OCD with Anafranil 

	Percentage of Patients Reporting Reaction

	Body System/ 

Adverse Event*
	Anafranil

(n=46)
	Placebo

(n=44)

	Nervous System

	Somnolence
	46
	11

	Tremor
	33
	2

	Dizziness
	41
	14

	Headache
	28
	34

	Insomnia
	11
	7

	Libido change
	-
	-

	Nervousness
	4
	2

	Myoclonus
	2
	-

	Increased appetite
	-
	2

	Paresthesia
	2
	2

	Memory impairment
	7
	2

	Anxiety
	2
	-

	Twitching
	4
	5

	Impaired concentration
	-
	-

	Depression
	-
	-

	Hypertonia
	2
	-

	Sleep disorder
	9
	5

	Psychosomatic disorder
	-
	-

	Yawning
	-
	-

	Confusion
	2
	-

	Speech disorder
	-
	-

	Abnormal dreaming
	-
	2

	Agitation
	-
	-

	Migraine
	-
	-

	Depersonalization
	2
	-

	Irritability
	2
	-

	Emotional lability
	-
	2

	Panic reaction
	2
	-

	Aggressive reaction
	2
	-

	Paresis
	2
	-

	
	
	

	Skin and Appendages

	Increased sweating
	9
	-

	Rash
	4
	2

	Pruritus
	2
	2

	Dermatitis
	-
	2

	Acne
	-
	5

	Dry skin
	-
	5

	Urticaria
	-
	-

	Abnormal skin odor
	2
	-

	
	
	

	Digestive System

	Dry mouth
	63
	16

	Constipation
	22
	9

	Nausea
	9
	11

	Dyspepsia
	13
	2

	Diarrhea
	7
	5

	Anorexia
	22
	2

	Abdominal pain
	13
	16

	Vomiting
	7
	-

	Flatulence
	-
	2

	Tooth disorder
	-
	-

	Gastrointestinal disorder
	-
	2

	Dysphagia
	-
	-

	Esophagitis
	-
	-

	Eructation
	2
	2

	Ulcerative stomatitis
	2
	-

	
	
	

	Body as a Whole

	Fatigue
	35
	9

	Weight increase
	2
	-

	Flushing
	7
	-

	Hot flushes
	2
	-

	Chest pain
	7
	-

	Fever
	2
	7

	Allergy
	7
	5

	Pain
	4
	2

	Local edema
	-
	-

	Chills
	-
	-

	Weight decrease
	7
	-

	Otitis media
	4
	5

	Asthenia
	2
	-

	Halitosis
	2
	-

	
	
	

	Cardiovascular System

	Postural hypotension
	4
	-

	Palpitation
	4
	-

	Tachycardia
	2
	-

	Syncope
	2
	-

	
	
	

	Respiratory System

	Pharyngitis
	-
	5

	Rhinitis
	7
	9

	Sinusitis
	2
	5

	Coughing
	4
	5

	Bronchospasm
	7
	2

	Epistaxis
	-
	2

	Dyspnea
	2
	-

	Laryngitis
	2
	-

	
	
	

	Urogenital System


	Male & Female Patients Combined

	Micturition disorder
	4
	2

	Urinary tract infection
	-
	-

	Micturition frequency
	-
	-

	Urinary retention
	7
	-

	Dysuria
	-
	-

	Cystitis
	-
	-

	Female Patients Only
	(n=10)
	(n=21)

	Dysmenorrhea
	10
	10

	Lactation (nonpuerperal)
	-
	-

	Menstrual disorder
	-
	-

	Vaginitis
	-
	-

	Leukorrhea
	-
	-

	Breast enlargement
	-
	-

	Breast pain
	-
	-

	Amenorrhea
	-
	-

	Male Patients Only
	(n=36)
	(n=23)

	Ejaculation failure
	6
	-

	Impotence
	-
	-

	
	
	

	Special Senses
	
	

	Abnormal vision
	7
	2

	Taste perversion
	4
	-

	Tinnitus
	4
	-

	Abnormal lacrimation
	-
	-

	Mydriasis
	-
	-

	Conjunctivitis
	-
	-

	Anisocoria
	2
	-

	Blepharospasm
	2
	-

	Ocular allergy
	2
	-

	Vestibular disorder
	2
	2

	
	
	

	Musculoskeletal

	Myalgia
	-
	-

	Back pain
	-
	-

	Arthralgia
	-
	-

	Muscle weakness
	2
	-

	
	
	

	Hemic and Lymphatic

	Purpura
	-
	-

	Anemia
	2
	2

	
	
	

	Metabolic and Nutritional

	Thirst
	-
	2


*Events reported by at least 1% of Anafranil patients are included.
Table C2 (ADULT DATA: escitalopram)

Adverse Reactions (2% or greater occurrence) in Short-Term, Placebo-Controlled Trials of Adult Patients with MDD with Lexapro
	Percentage of Patients Reporting Event

	Adverse Reaction
	Lexapro

(n=715)
	Placebo

(n=592)

	Autonomic Nervous System Disorders
	
	

	Dry Mouth
	6
	5

	Sweating Increased
	5
	2

	Central & Peripheral Nervous System Disorders
	
	

	Dizziness
	5
	3

	Gastrointestinal Disorders
	
	

	Nausea
	15
	7

	Diarrhea
	8
	5

	Constipation
	3
	1

	Indigestion
	3
	1

	Abdominal Pain
	2
	1

	General
	
	

	Influenza-like Symptoms
	5
	4

	Fatigue
	5
	2

	Psychiatric Disorders
	
	

	Insomnia
	9
	4

	Somnolence
	6
	2

	Appetite Decreased
	3
	1

	Libido Decreased
	3
	1

	Respiratory System Disorders
	
	

	Rhinitis
	5
	4

	Sinusitis
	3
	2

	Urogenital
	
	

	Ejaculation Disorder1,2
	9
	<1

	Impotence2
	3
	<1

	Anorgasmia3
	2
	<1


1Primarily ejaculatory delay.

2Denominator used was for males only (N=225 Lexapro; N=188 placebo).

3Denominator used was for females only (N=490 Lexapro; N=404 placebo).
Table C3 (ADULT DATA: fluoxetine reported separately for OCD and depression)

Adverse Reactions (more than 5% and at least twice that of placebo) in Short-Term, Placebo-Controlled Trials of Adult Patients with MDD and OCD with Prozac 

	Percentage of Patients Reporting Event

	Body System/ Adverse Reaction
	Major Depressive Disorder
	OCD

	
	Fluoxetine (n=1728)
	Placebo (n=975)
	Fluoxetine (n=266)
	Placebo (n=89)

	Body as a Whole
	 
	 
	 
	 

	Asthenia
	9
	5
	15
	11

	Flu syndrome
	3
	4
	10
	7

	Cardiovascular System
	
	
	
	

	Vasodilatation
	3
	2
	5
	-

	Digestive System 
	 
	 
	 
	 

	Nausea
	21
	9
	26
	13

	Diarrhea
	12
	8
	18
	13

	Anorexia
	11
	2
	17
	10

	Dry mouth
	10
	7
	12
	3

	Dyspepsia
	7
	5
	10
	4

	Nervous System 
	 
	 
	 
	 

	Insomnia
	16
	9
	28
	22

	Anxiety
	12
	7
	14
	7

	Nervousness
	14
	9
	14
	15

	Somnolence
	13
	6
	17
	7

	Tremor
	10
	3
	9
	1

	Libido decreased
	3
	-
	11
	2

	Abnormal dreams
	1
	1
	5
	2

	Respiratory System 
	 
	 
	 
	 

	Pharyngitis
	3
	3
	11
	9

	Sinusitis
	1
	4
	5
	2

	Yawn
	-
	-
	7
	-

	Skin and Appendages 
	 
	 
	 
	 

	Sweating
	8
	3
	7
	-

	Rash
	4
	3
	6
	3

	Urogenital System 
	 
	 
	 
	 

	Impotence3 
	2
	-
	-
	-

	Abnormal ejaculation3 
	-
	-
	7
	-


1Incidence less than 1%.

2Includes US data for Major Depressive Disorder, OCD, bulimia, and Panic Disorder clinical trials, plus non-US data for Panic Disorder clinical trials.

3Denominator used was for males only (N=690 Fluoxetine Major Depressive Disorder; N=410 placebo Major Depressive Disorder; N=116 Fluoxetine OCD; N=43 placebo OCD; N=14 Fluoxetine bulimia; N=1 placebo bulimia; N=162 Fluoxetine panic; N=121 placebo panic). 
Table C4 (ADULT DATA: fluvoxamine)

Adverse Reactions (1% or greater occurrence) in Short-Term, Placebo-Controlled Trials of Adult Patients with MDD & OCD with Luvox
	Percentage of Patients Reporting Reaction

	Body System/Adverse Reaction
	Fluvoxamine

n=892
	Placebo

n=778

	Body as a Whole

	Headache
	22
	20

	Asthenia
	14
	6

	Flu Syndrome
	3
	2

	Chills
	2
	1

	Cardiovascular

	Palpitations
	3
	2

	Digestive System

	Nausea
	40
	14

	Diarrhea
	11
	7

	Constipation
	10
	8

	Dyspepsia
	10
	5

	Anorexia
	6
	2

	Vomiting
	5
	2

	Flatulence
	4
	3

	Tooth Disorder2
	3
	1

	Dysphagia
	2
	1

	Nervous System

	Somnolence
	22
	8

	Insomnia
	21
	10

	Dry Mouth
	14
	10

	Nervousness
	12
	5

	Dizziness
	11
	6

	Tremor
	5
	1

	Anxiety
	5
	3

	Vasodilatation3
	3
	1

	Hypertonia
	2
	1

	Agitation
	2
	1

	Decreased Libido
	2
	1

	Depression
	2
	1

	CNS Stimulation
	2
	1

	Respiratory System

	Upper Respiratory Infection
	9
	5

	Dyspnea
	2
	1

	Yawn
	2
	0

	Skin

	Sweating
	7
	3

	Special Senses

	Taste Perversion
	3
	1

	Amblyopia4
	3
	2

	Urogenital

	Abnormal Ejaculation5,6
	8
	1

	Urinary Frequency
	3
	2

	Impotence6
	2
	1

	Anorgasmia
	2
	0

	Urinary Retention
	1
	0


1 Reactions for which fluvoxamine maleate incidence was equal to or less than placebo are not listed in the table above. 

2 Includes “toothache,” “tooth extraction and abscess,” and “caries.”

3 Mostly feeling warm, hot, or flushed.

4 Mostly “blurred vision.”

5 Mostly “delayed ejaculation.”

6 Incidence based on number of male patients
Table C5 (ADULT DATA: sertraline-OCD)
Adverse Reactions (5% or greater and at least twice that of placebo) in Short-Term, Placebo-Controlled Trials of Adult Patients with OCD with Zoloft
	Percentage of Patients Reporting Event

	Body System/Adverse Event
	Zoloft

(n=533)
	Placebo

(n=373)

	Autonomic Nervous System Disorders
	
	

	  Ejaculation Failure†
	17
	2

	  Mouth Dry
	14
	9

	  Sweating Increased
	6
	1

	Center. & Periph. Nerv. System Disorders
	
	

	  Somnolence
	15
	8

	  Tremor
	8
	1

	  Dizziness
	17
	9

	General
	
	

	  Fatigue
	14
	10

	  Pain
	3
	1

	  Malaise
	1
	1

	Gastrointestinal Disorders
	
	

	  Abdominal Pain
	5
	5

	  Anorexia
	11
	2

	  Constipation
	6
	4

	  Diarrhea/Loose Stools
	24
	10

	  Dyspepsia
	10
	4

	  Nausea
	30
	11

	Psychiatric Disorders
	
	

	  Agitation
	6
	3

	  Insomnia
	28
	12

	  Libido Decreased
	11
	2


*Major depressive disorder and other premarketing controlled trials.

†Primarily ejaculatory delay. Denominator used was for male patients only (N=271 ZOLOFT major depressive disorder/other*; N=271 placebo major depressive disorder/other*; N=296 ZOLOFT OCD; N=219 placebo OCD; N=216 ZOLOFT panic disorder; N=134 placebo panic disorder; N=130 ZOLOFT PTSD; N=149 placebo PTSD; No male patients in PMDD studies; N=205 ZOLOFT social anxiety disorder; N=153 placebo social anxiety disorder).

‡The luteal phase and daily dosing PMDD trials were not designed for making direct comparisons between the two dosing regimens. Therefore, a comparison between the two dosing regimens of the PMDD trials of incidence rates shown in Table 2 should be avoided.
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Supplemental Figure 4.  Incidents of Insomnia Reported in the FDA PI Tables for the Medication and Placebo groups, RRs with 95% CIs, and Log Scale Forest Plots of the RRs and CIs Across the ADHD Drugs
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Supplemental Figure 8. Incidents of Somnolence Reported in the FDA PI Tables for the Medication and Placebo Groups, RRs with 95% CIs, and Log Scale Forest Plots of the RRs and CIs for the Atypical Antipsychotic Drugs
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Supplemental Figure 10. Incidents of Blurred Vision Reported in the FDA PI Tables for the Medication and Placebo Groups, RRs with 95% CIs, and Log Scale Forest Plots of the RRs and CIs for the Atypical Antipsychotic Drugs
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Supplemental Figure 12. Incidents of Nausea Reported in the FDA PI Tables for the Medication and Placebo Groups, RRs with 95% CIs, and Log Scale Forest Plots of the RRs and CIs for the Antidepressants
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Supplemental Figure 14. Incidents of Sweating Reported in the FDA PI Tables for the Medication and Placebo Groups, RRs with 95% CIs, and Log Scale Forest Plots of the RRs and CIs for the Antidepressants
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Supplemental Figure 15. Incidents of Dyspepsia Reported in the FDA PI Tables for the Medication and Placebo Groups, RRs with 95% CIs, and Log Scale Forest Plots of the RRs and CIs for the Antidepressants
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Supplemental Figure 13. Incidents of Somnolence Reported in the FDA PI Tables for the Medication and Placebo Groups, RRs with 95% CIs, and Log Scale Forest Plots of the RRs and CIs for the Antidepressants
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Supplemental Figure 11. Incidents of Appetite Decrease Reported in the FDA PI Tables for the Medication and Placebo Groups, RRs with 95% CIs, and Log Scale Forest Plots of the RRs and CIs for the Antidepressants
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Supplemental Figure 9. Incidents of Increased Appetite Reported in the FDA PI Tables for the Medication and Placebo Groups, RRs with 95% CIs, and Log Scale Forest Plots of the RRs and CIs for the Atypical Antipsychotic Drugs
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Supplemental Figure 6. Incidents of Dizziness Reported in the FDA PI Tables for the Medication and Placebo Groups, RRs with 95% CIs, and Log Scale Forest Plots of the RRs and CIs for the Atypical Antipsychotic Drugs 
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Supplemental Figure 7. Incidents of Extrapyramidal Symptoms Reported in the FDA PI Tables for the Medication and Placebo Groups, RRs with 95% CIs, and Log Scale Forest Plots of the RRs and CIs for the Atypical Antipsychotic Drugs
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Supplemental Figure 5.  Incidents of Weight Loss Reported in the FDA PI Tables for the Medication and Placebo groups, RRs with 95% CIs, and Log Scale Forest Plots of the RRs and CIs Across the ADHD Drugs
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Supplemental Figure 2. Incidents of Nausea Reported in the FDA PI Tables for the Medication and Placebo Groups, RRs with 95% CIs, and Log Scale Forest Plots of the RRs and CIs Across the ADHD Drugs
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Supplemental Figure 3.  Incidents of Dizziness Reported in the FDA PI Tables for the Medication and Placebo groups, RRs with 95% CIs, and Log Scale Forest Plots of the RRs and CIs Across the ADHD Drugs
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Supplemental Figure 1. Incidents of Appetite Decrease Reported in the FDA PI Tables for the Medication and Placebo Groups, RRs with 95% CIs, and Log Scale Forest Plots of the RRs and CIs Across the ADHD Drugs
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