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Percent of subjects with adverse event in clinical study
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Preferred Terms (PT) of Adverse Events observed in clinical studies,

according to EBGM values of PT observed in FAERS

— CHEMICAL POISONING, CHOREOATHETOSIS, DEMENTIA ALZHEIMER'S TYPE, EXCESSIVE SEXUAL FANTASIES, HYPERLIPIDAEMIA, POISONING, SLUGGISHNESS, SOMNOLENCE, SUBSTANCE ABUSE
— ALCOHOLISM, BLOOD CHLORIDE INCREASED, BREAST ENLARGEMENT, ELECTROCARDIOGRAM ABNORMAL, HYPERSOMNIA, HYPERTRIGLYCERIDAEMIA, MUSCLE TWITCHING, PERSONALITY DISORDER, SINUS ARRHYTHMIA,

— BLEPHAROSPASM, COMA, PLATELET COUNT INCREASED, URINARY INCONTINENCE
— AUTOMATISM, DISTRACTIBILITY, MUSCLE CONTRACTIONS INVOLUNTARY, TYPE V HYPERLIPIDAEMIA

— BUNDLE BRANCH BLOCK RIGHT, HALLUCINATION, HEAD TITUBATION, MAJOR DEPRESSION, PANIC DISORDER

— ASPIRATION, INJURY, LEUKOPENIA, RESTLESS LEGS SYNDROME
— APATHY, CORNEAL REFLEX DECREASED, DYSARTHRIA, SEXUAL DYSFUNCTION

— HYPNAGOGIC HALLUCINATION, INTENTION TREMOR, ORTHOSTATIC HYPOTENSION, PAROTID GLAND ENLARGEMENT, SUDDEN DEATH
— ELECTROENCEPHALOGRAM ABNORMAL, EYE MOVEMENT DISORDER, HYPERNATRAEMIA, LIBIDO INCREASED, PSYCHOMOTOR HYPERACTIVITY, SOMATIC SYMPTOM DISORDER, STUPOR, URINE THC INC

— AGORAPHOBIA, HALLUCINATION, VISUAL, MENTAL IMPAIRMENT
— BRADYPHRENIA, HYPERREFLEXIA, SUICIDAL IDEATION

— ALCOHOL PROBLEM, BLOOD CREATINE PHOSPHOKINASE INCREASED, COMMUNICATION DISORDER, DYSLIPIDAEMIA, INTENTIONAL OVERDOSE, SINUS TACHYCARDIA, WEIGHT INCREASED, WPW

— AGITATION, COMPLETED SUICIDE, INCREASED APPETITE

— ABNORMAL BEHAVIOUR, AUTONOMIC NERVOUS SYSTEM IMBALANCE, TONGUE PARALYSIS, TRISMUS

— EXCESSIVE EYE BLINKING, WBC COUNT INC
— BLOOD TRIGLYCERIDES INCREASED, BRUXISM, MENTAL DISORDER
— DELIRIUM, DYSSOMNIA, ELECTROCARDIOGRAM T WAVE ABNORMAL
— DEPRESSIVE SYMPTOM
— LEUKOCYTOSIS
— INAPPROPRIATE AFFECT, POSTURE ABNORMAL
— MONOCYTE COUNT INCREASED, SEDATION
— AGGRESSION, BULIMIA NERVOSA
— PSYCHOMOTOR SKILLS IMPAIRED, RETROGRADE EJACULATION
— DISTURBANCE IN SOCIAL BEHAVIOUR, DYSKINESIA, PHYSICAL ASSAULT
— PERSISTENT DEPRESSIVE DISORDER, RESTLESSNESS, SUICIDE ATTEMPT
— BOREDOM, ELECTROCARDIOGRAM QT PROLONGED
— ILLNESS ANXIETY DISORDER, LOGORRHOEA
— ABULIA
— AKINESIA
— ENURESIS
— HYPERPHAGIA, PARANOIA
— OVERWEIGHT
— DIABETES MELLITUS, PROLACTIN-PRODUCING PITUITARY TUMOUR
— OBSESSIVE THOUGHTS, PSYCHOMOTOR RETARDATION
— TYPE 2 DIABETES MELLITUS
— HYPERKINESIA
— BREAST DISCHARGE
— DYSTONIA, TARDIVE DYSKINESIA
— ACUTE PSYCHOSIS
— BRADYKINESIA, TORTICOLLIS
— POLYDIPSIA, PRESSURE OF SPEECH
— INTENTIONAL SELF-INJURY
— IDEAS OF REFERENCE
— HYPOMANIA
— BIPOLAR | DISORDER, EXTRAPYRAMIDAL DISORDER
— BIPOLAR DISORDER
— PARKINSONIAN GAIT
— MANIA, MUSCLE RIGIDITY
— DELUSION
— PSYCHOTIC DISORDER
— DROOLING, PARKINSONIAN REST TREMOR
— REDUCED FACIAL EXPRESSION
— SALIVARY HYPERSECRETION
— TRICHOTILLOMANIA
— OBSESSIVE-COMPULSIVE DISORDER
— HALLUCINATION, AUDITORY
— SCHIZOPHRENIFORM DISORDER
— OCULOGYRIC CRISIS
— NEUTROPHIL COUNT INCREASED
— PARKINSONISM
— OBESITY

— AKATHISIA, CATATONIA
— GALACTORRHOEA
— COGWHEEL RIGIDITY
— BLOOD PROLACTIN INCREASED

Adult
= RIS_INT_3 (NCT00249132) (N=348)
—— corresponding placebo (N=88)

FAERS: FDA Adverse Event Reporting System
EBGM: Empirical Bayes Geometric Mean

— GRANULOCYTOPENIA
— GYNAECOMASTIA
— SCHIZOPHRENIA
— NEUROLEPTIC MALIGNANT SYNDROME
— SCHIZOAFFECTIVE DISORDER
— HYPERPROLACTINAEMIA

3x 5x 10x 15x

20x 25x

fold-risk of preferred term for adverse event in FAERS (EBGM)

QRS AXIS ABN



FIGURE 2 [41]

Percent of subjects with AE in clinical study

Preferred Terms (PT) of Adverse Events observed in clinical studies,

according to EBGM values of PT observed in FAERS

— CHEMICAL POISONING, CHOREOATHETOSIS, DEMENTIA ALZHEIMER'S TYPE, EXCESSIVE SEXUAL FANTASIES, HYPERLIPIDAEMIA, POISONING, SLUGGISHNESS, SOMNOLENCE, SUBSTANCE ABUSE
— ALCOHOLISM, BLOOD CHLORIDE INCREASED, BREAST ENLARGEMENT, ELECTROCARDIOGRAM ABNORMAL, HYPERSOMNIA, HYPERTRIGLYCERIDAEMIA, MUSCLE TWITCHING, PERSONALITY DISORDER, SINUS ARRHYTHMIA,

— BLEPHAROSPASM, COMA, PLATELET COUNT INCREASED, URINARY INCONTINENCE
— AUTOMATISM, DISTRACTIBILITY, MUSCLE CONTRACTIONS INVOLUNTARY, TYPE V HYPERLIPIDAEMIA
— BUNDLE BRANCH BLOCK RIGHT, HALLUCINATION, HEAD TITUBATION, MAJOR DEPRESSION, PANIC DISORDER
— ASPIRATION, INJURY, LEUKOPENIA, RESTLESS LEGS SYNDROME

— APATHY, CORNEAL REFLEX DECREASED, DYSARTHRIA, SEXUAL DYSFUNCTION

100- — HYPNAGOGIC HALLUCINATION, INTENTION TREMOR, ORTHOSTATIC HYPOTENSION, PAROTID GLAND ENLARGEMENT, SUDDEN DEATH
— ELECTROENCEPHALOGRAM ABNORMAL, EYE MOVEMENT DISORDER, HYPERNATRAEMIA, LIBIDO INCREASED, PSYCHOMOTOR HYPERACTIVITY, SOMATIC SYMPTOM DISORDER, STUPOR, URINE THC INC
— AGORAPHOBIA, HALLUCINATION, VISUAL, MENTAL IMPAIRMENT
= — BRADYPHRENIA, HYPERREFLEXIA, SUICIDAL IDEATION
— ALCOHOL PROBLEM, BLOOD CREATINE PHOSPHOKINASE INCREASED, COMMUNICATION DISORDER, DYSLIPIDAEMIA, INTENTIONAL OVERDOSE, SINUS TACHYCARDIA, WEIGHT INCREASED, WPW
— AGITATION, COMPLETED SUICIDE, INCREASED APPETITE
- — ABNORMAL BEHAVIOUR, AUTONOMIC NERVOUS SYSTEM IMBALANCE, TONGUE PARALYSIS, TRISMUS
— EXCESSIVE EYE BLINKING, WBC COUNT INC
— BLOOD TRIGLYCERIDES INCREASED, BRUXISM, MENTAL DISORDER
— DELIRIUM, DYSSOMNIA, ELECTROCARDIOGRAM T WAVE ABNORMAL
b — DEPRESSIVE SYMPTOM
— LEUKOCYTOSIS
— INAPPROPRIATE AFFECT, POSTURE ABNORMAL
- — MONOCYTE COUNT INCREASED, SEDATION
— AGGRESSION, BULIMIA NERVOSA
— PSYCHOMOTOR SKILLS IMPAIRED, RETROGRADE EJACULATION Adult
- — DISTURBANCE IN SOCIAL BEHAVIOUR, DYSKINESIA, PHYSICAL ASSAULT
75 — PERSISTENT DEPRESSIVE DISORDER, RESTLESSNESS, SUICIDE ATTEMPT — RlS_USA_l (N=53)
— BOREDOM, ELECTROCARDIOGRAM QT PROLONGED H —
J — ILLNESS ANXIETY DISORDER, LOGORRHOEA corresponding placebo (N=54)
— ABULIA
— AKINESIA
— ENURESIS . H
. HIYPERPHAGIA, PARANGIA FAERS: FDA Adverse Event Reporting System
— OVERWEIGHT .. .
— DIABETES MELLITUS, PROLACTIN-PRODUCING PITUITARY TUMOUR EBGM: Emp|r|ca| Bayes Geometric Mean
- — OBSESSIVE THOUGHTS, PSYCHOMOTOR RETARDATION
— TYPE 2 DIABETES MELLITUS
— HYPERKINESIA
— BREAST DISCHARGE
b — DYSTONIA, TARDIVE DYSKINESIA
— ACUTE PSYCHOSIS
— BRADYKINESIA, TORTICOLLIS
50- — POLYDIPSIA, PRESSURE OF SPEECH
— INTENTIONAL SELF-INJURY
— IDEAS OF REFERENCE
- — HYPOMANIA
— BIPOLAR | DISORDER, EXTRAPYRAMIDAL DISORDER
— BIPOLAR DISORDER
— PARKINSONIAN GAIT
b — MANIA, MUSCLE RIGIDITY
— DELUSION
— PSYCHOTIC DISORDER
= — DROOLING, PARKINSONIAN REST TREMOR
— REDUCED FACIAL EXPRESSION
— SALIVARY HYPERSECRETION
- — TRICHOTILLOMANIA
— OBSESSIVE-COMPULSIVE DISORDER
— HALLUCINATION, AUDITORY
— SCHIZOPHRENIFORM DISORDER
25= — OCULOGYRIC CRISIS
— NEUTROPHIL COUNT INCREASED
— PARKINSONISM
- — OBESITY
— AKATHISIA, CATATONIA
— GALACTORRHOEA
- — COGWHEEL RIGIDITY
— BLOOD PROLACTIN INCREASED
— GRANULOCYTOPENIA
— GYNAECOMASTIA
b — SCHIZOPHRENIA
— NEUROLEPTIC MALIGNANT SYNDROME
— SCHIZOAFFECTIVE DISORDER
- — HYPERPROLACTINAEMIA
| |
0 — ] —
3x 5x 10x 15x 20x 25x

fold-risk of preferred term for adverse event in FAERS (EBGM)

QRS AXIS ABN
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Preferred Terms (PT) of Adverse Events observed in clinical studies,

according to EBGM values of PT observed in FAERS

— CHEMICAL POISONING, CHOREOATHETOSIS, DEMENTIA ALZHEIMER'S TYPE, EXCESSIVE SEXUAL FANTASIES, HYPERLIPIDAEMIA, POISONING, SLUGGISHNESS, SOMNOLENCE, SUBSTANCE ABUSE
— ALCOHOLISM, BLOOD CHLORIDE INCREASED, BREAST ENLARGEMENT, ELECTROCARDIOGRAM ABNORMAL, HYPERSOMNIA, HYPERTRIGLYCERIDAEMIA, MUSCLE TWITCHING, PERSONALITY DISORDER, SINUS ARRHYTHMIA,
— BLEPHAROSPASM, COMA, PLATELET COUNT INCREASED, URINARY INCONTINENCE

— AUTOMATISM, DISTRACTIBILITY, MUSCLE CONTRACTIONS INVOLUNTARY, TYPE V HYPERLIPIDAEMIA
— BUNDLE BRANCH BLOCK RIGHT, HALLUCINATION, HEAD TITUBATION, MAJOR DEPRESSION, PANIC DISORDER

— ASPIRATION, INJURY, LEUKOPENIA, RESTLESS LEGS SYNDROME
— APATHY, CORNEAL REFLEX DECREASED, DYSARTHRIA, SEXUAL DYSFUNCTION

— HYPNAGOGIC HALLUCINATION, INTENTION TREMOR, ORTHOSTATIC HYPOTENSION, PAROTID GLAND ENLARGEMENT, SUDDEN DEATH

— BRADYPHRENIA, HYPERREFLEXIA, SUICIDAL IDEATION

— ELECTROENCEPHALOGRAM ABNORMAL, EYE MOVEMENT DISORDER, HYPERNATRAEMIA, LIBIDO INCREASED, PSYCHOMOTOR HYPERACTIVITY, SOMATIC SYMPTOM DISORDER, STUPOR, URINE THC INC
— AGORAPHOBIA, HALLUCINATION, VISUAL, MENTAL IMPAIRMENT

— ALCOHOL PROBLEM, BLOOD CREATINE PHOSPHOKINASE INCREASED, COMMUNICATION DISORDER, DYSLIPIDAEMIA, INTENTIONAL OVERDOSE, SINUS TACHYCARDIA, WEIGHT INCREASED, WPW
— AGITATION, COMPLETED SUICIDE, INCREASED APPETITE

— ABNORMAL BEHAVIOUR, AUTONOMIC NERVOUS SYSTEM IMBALANCE, TONGUE PARALYSIS, TRISMUS

— EXCESSIVE EYE BLINKING, WBC COUNT INC
— BLOOD TRIGLYCERIDES INCREASED, BRUXISM, MENTAL DISORDER

— DELIRIUM, DYSSOMNIA, ELECTROCARDIOGRAM T WAVE ABNORMAL
— DEPRESSIVE SYMPTOM

— LEUKOCYTOSIS

— INAPPROPRIATE AFFECT, POSTURE ABNORMAL
— MONOCYTE COUNT INCREASED, SEDATION
— AGGRESSION, BULIMIA NERVOSA
— PSYCHOMOTOR SKILLS IMPAIRED, RETROGRADE EJACULATION
— DISTURBANCE IN SOCIAL BEHAVIOUR, DYSKINESIA, PHYSICAL ASSAULT
— PERSISTENT DEPRESSIVE DISORDER, RESTLESSNESS, SUICIDE ATTEMPT
— BOREDOM, ELECTROCARDIOGRAM QT PROLONGED

— ILLNESS ANXIETY DISORDER, LOGORRHOEA
— ABULIA

— AKINESIA
_I'I-I — ENURESIS

— HYPERPHAGIA, PARANOIA
— OVERWEIGHT
— DIABETES MELLITUS, PROLACTIN-PRODUCING PITUITARY TUMOUR
— OBSESSIVE THOUGHTS, PSYCHOMOTOR RETARDATION
— TYPE 2 DIABETES MELLITUS
— HYPERKINESIA
— BREAST DISCHARGE
— DYSTONIA, TARDIVE DYSKINESIA
— ACUTE PSYCHOSIS
— BRADYKINESIA, TORTICOLLIS

— POLYDIPSIA, PRESSURE OF SPEECH
— INTENTIONAL SELF-INJURY
— IDEAS OF REFERENCE
— HYPOMANIA
— BIPOLAR | DISORDER, EXTRAPYRAMIDAL DISORDER
— BIPOLAR DISORDER
— PARKINSONIAN GAIT
— MANIA, MUSCLE RIGIDITY
— DELUSION
— PSYCHOTIC DISORDER
— DROOLING, PARKINSONIAN REST TREMOR
— REDUCED FACIAL EXPRESSION
— SALIVARY HYPERSECRETION
— TRICHOTILLOMANIA
— OBSESSIVE-COMPULSIVE DISORDER
— HALLUCINATION, AUDITORY
— SCHIZOPHRENIFORM DISORDER
— OCULOGYRIC CRISIS

F’—

— PARKINSONISM
— OBESITY

T T T T T
5x

10x 15x

25x
fold-risk of preferred term for adverse event in FAERS (EBGM)

— NEUTROPHIL COUNT INCREASED

— AKATHISIA, CATATONIA
— GALACTORRHOEA
— COGWHEEL RIGIDITY
— BLOOD PROLACTIN INCREASED

Adult
e RIS_USA_72 (N=163)
corresponding placebo (N=83)

FAERS: FDA Adverse Event Reporting System
EBGM: Empirical Bayes Geometric Mean

— GRANULOCYTOPENIA
— GYNAECOMASTIA
— SCHIZOPHRENIA
— NEUROLEPTIC MALIGNANT SYNDROME
— SCHIZOAFFECTIVE DISORDER

— HYPERPROLACTINAEMIA

20x
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Percent of subjects with AE in clinical study

Preferred Terms (PT) of Adverse Events observed in clinical studies,
according to EBGM values of PT observed in FAERS

— CHEMICAL POISONING, CHOREOATHETOSIS, DEMENTIA ALZHEIMER'S TYPE, EXCESSIVE SEXUAL FANTASIES, HYPERLIPIDAEMIA, POISONING, SLUGGISHNESS, SOMNOLENCE, SUBSTANCE ABUSE

— ALCOHOLISM, BLOOD CHLORIDE INCREASED, BREAST ENLARGEMENT, ELECTROCARDIOGRAM ABNORMAL, HYPERSOMNIA, HYPERTRIGLYCERIDAEMIA, MUSCLE TWITCHING, PERSONALITY DISORDER, SINUS ARRHYTHMIA,

— BLEPHAROSPASM, COMA, PLATELET COUNT INCREASED, URINARY INCONTINENCE
— AUTOMATISM, DISTRACTIBILITY, MUSCLE CONTRACTIONS INVOLUNTARY, TYPE V HYPERLIPIDAEMIA
— BUNDLE BRANCH BLOCK RIGHT, HALLUCINATION, HEAD TITUBATION, MAJOR DEPRESSION, PANIC DISORDER
— ASPIRATION, INJURY, LEUKOPENIA, RESTLESS LEGS SYNDROME
— APATHY, CORNEAL REFLEX DECREASED, DYSARTHRIA, SEXUAL DYSFUNCTION

100- — HYPNAGOGIC HALLUCINATION, INTENTION TREMOR, ORTHOSTATIC HYPOTENSION, PAROTID GLAND ENLARGEMENT, SUDDEN DEATH
— ELECTROENCEPHALOGRAM ABNORMAL, EYE MOVEMENT DISORDER, HYPERNATRAEMIA, LIBIDO INCREASED, PSYCHOMOTOR HYPERACTIVITY, SOMATIC SYMPTOM DISORDER, STUPOR, URINE THC INC
— AGORAPHOBIA, HALLUCINATION, VISUAL, MENTAL IMPAIRMENT
- — BRADYPHRENIA, HYPERREFLEXIA, SUICIDAL IDEATION
— ALCOHOL PROBLEM, BLOOD CREATINE PHOSPHOKINASE INCREASED, COMMUNICATION DISORDER, DYSLIPIDAEMIA, INTENTIONAL OVERDOSE, SINUS TACHYCARDIA, WEIGHT INCREASED, WPW
— AGITATION, COMPLETED SUICIDE, INCREASED APPETITE
- — ABNORMAL BEHAVIOUR, AUTONOMIC NERVOUS SYSTEM IMBALANCE, TONGUE PARALYSIS, TRISMUS
— EXCESSIVE EYE BLINKING, WBC COUNT INC
— BLOOD TRIGLYCERIDES INCREASED, BRUXISM, MENTAL DISORDER
— DELIRIUM, DYSSOMNIA, ELECTROCARDIOGRAM T WAVE ABNORMAL
b — DEPRESSIVE SYMPTOM
— LEUKOCYTOSIS
— INAPPROPRIATE AFFECT, POSTURE ABNORMAL Adult
- — MONOCYTE COUNT INCREASED, SEDATION
— AGGRESSION, BULIMIA NERVOSA [E— -
— PSYCHOMOTOR SKILLS IMPAIRED, RETROGRADE EJACULATION RIS—INT—GZ (NCT00249132) (N 319)
75_ — DISTURBANCE IN SOCIAL BEHAVIOUR, DYSKINESIA, PHYSICAL ASSAULT
— PERSISTENT DEPRESSIVE DISORDER, RESTLESSNESS, SUICIDE ATTEMPT
— BOREDOM, ELECTROCARDIOGRAM QT PROLONGED
o — ILLNESS ANXIETY DISORDER, LOGORRHOEA
— ABULIA
— AKINESIA
— ENURESIS . H
. HIYPERPHAGIA, PARANGIA FAERS: FDA Adverse Event Reporting System
— OVERWEIGHT .. .
— DIABETES MELLITUS, PROLACTIN-PRODUCING PITUITARY TUMOUR EBGM: Emp|r|ca| Bayes Geometric Mean
- — OBSESSIVE THOUGHTS, PSYCHOMOTOR RETARDATION
— TYPE 2 DIABETES MELLITUS
— HYPERKINESIA
— BREAST DISCHARGE
b — DYSTONIA, TARDIVE DYSKINESIA
— ACUTE PSYCHOSIS
— BRADYKINESIA, TORTICOLLIS
50- — POLYDIPSIA, PRESSURE OF SPEECH
— INTENTIONAL SELF-INJURY
— IDEAS OF REFERENCE
- — HYPOMANIA
— BIPOLAR | DISORDER, EXTRAPYRAMIDAL DISORDER
— BIPOLAR DISORDER
— PARKINSONIAN GAIT
b — MANIA, MUSCLE RIGIDITY
— DELUSION
— PSYCHOTIC DISORDER
- — DROOLING, PARKINSONIAN REST TREMOR
— REDUCED FACIAL EXPRESSION
— SALIVARY HYPERSECRETION
- — TRICHOTILLOMANIA
— OBSESSIVE-COMPULSIVE DISORDER
— HALLUCINATION, AUDITORY
— SCHIZOPHRENIFORM DISORDER
25- — OCULOGYRIC CRISIS
— NEUTROPHIL COUNT INCREASED
— PARKINSONISM
- — OBESITY
— AKATHISIA, CATATONIA
— GALACTORRHOEA
- — COGWHEEL RIGIDITY
— BLOOD PROLACTIN INCREASED
— GRANULOCYTOPENIA
— GYNAECOMASTIA
b — SCHIZOPHRENIA
— NEUROLEPTIC MALIGNANT SYNDROME
LU — SCHIZOAFFECTIVE DISORDER
- — HYPERPROLACTINAEMIA
1
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3x 5x 10x 15x 20x 25x

fold-risk of preferred term for adverse event in FAERS (EBGM)
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FIGURE 5 [38]

Preferred Terms (PT) of Adverse Events observed in clinical studies,
according to EBGM values of PT observed in FAERS

- — CHEMICAL POISONING, CHOREOATHETOSIS, DEMENTIA ALZHEIMER'S TYPE, EXCESSIVE SEXUAL FANTASIES, HYPERLIPIDAEMIA, POISONING, SLUGGISHNESS, SOMNOLENCE, SUBSTANCE ABUSE
— ALCOHOLISM, BLOOD CHLORIDE INCREASED, BREAST ENLARGEMENT, ELECTROCARDIOGRAM ABNORMAL, HYPERSOMNIA, HYPERTRIGLYCERIDAEMIA, MUSCLE TWITCHING, PERSONALITY DISORDER, SINUS ARRHYTHMIA,
— BLEPHAROSPASM, COMA, PLATELET COUNT INCREASED, URINARY INCONTINENCE QRS AXIS ABN
- — AUTOMATISM, DISTRACTIBILITY, MUSCLE CONTRACTIONS INVOLUNTARY, TYPE V HYPERLIPIDAEMIA
— BUNDLE BRANCH BLOCK RIGHT, HALLUCINATION, HEAD TITUBATION, MAJOR DEPRESSION, PANIC DISORDER
— ASPIRATION, INJURY, LEUKOPENIA, RESTLESS LEGS SYNDROME
— APATHY, CORNEAL REFLEX DECREASED, DYSARTHRIA, SEXUAL DYSFUNCTION
100= — HYPNAGOGIC HALLUCINATION, INTENTION TREMOR, ORTHOSTATIC HYPOTENSION, PAROTID GLAND ENLARGEMENT, SUDDEN DEATH
— ELECTROENCEPHALOGRAM ABNORMAL, EYE MOVEMENT DISORDER, HYPERNATRAEMIA, LIBIDO INCREASED, PSYCHOMOTOR HYPERACTIVITY, SOMATIC SYMPTOM DISORDER, STUPOR, URINE THC INC
— AGORAPHOBIA, HALLUCINATION, VISUAL, MENTAL IMPAIRMENT
L — BRADYPHRENIA, HYPERREFLEXIA, SUICIDAL IDEATION
— ALCOHOL PROBLEM, BLOOD CREATINE PHOSPHOKINASE INCREASED, COMMUNICATION DISORDER, DYSLIPIDAEMIA, INTENTIONAL OVERDOSE, SINUS TACHYCARDIA, WEIGHT INCREASED, WPW
— AGITATION, COMPLETED SUICIDE, INCREASED APPETITE
- — ABNORMAL BEHAVIOUR, AUTONOMIC NERVOUS SYSTEM IMBALANCE, TONGUE PARALYSIS, TRISMUS
> — EXCESSIVE EYE BLINKING, WBC COUNT INC
— BLOOD TRIGLYCERIDES INCREASED, BRUXISM, MENTAL DISORDER
o) — DELIRIUM, DYSSOMNIA, ELECTROCARDIOGRAM T WAVE ABNORMAL
S b — DEPRESSIVE SYMPTOM
frurt — LEUKOCYTOSIS
17 — INAPPROPRIATE AFFECT, POSTURE ABNORMAL
- — MONOCYTE COUNT INCREASED, SEDATION
—_ — AGGRESSION, BULIMIA NERVOSA
© — PSYCHOMOTOR SKILLS IMPAIRED, RETROGRADE EJACULATION Adult
- — DISTURBANCE IN SOCIAL BEHAVIOUR, DYSKINESIA, PHYSICAL ASSAULT _
2 75 — PERSISTENT DEPRESSIVE DISORDER, RESTLESSNESS, SUICIDE ATTEMPT s RIS_SCH_3001 (NCT00216476) (N=169)
[ — BOREDOM, ELECTROCARDIOGRAM QT PROLONGED
e J — ILLNESS ANXIETY DISORDER, LOGORRHOEA
O — ABULIA
— AKINESIA
— ENURESIS . H
c . HIYPERPHAGIA, PARANGIA FAERS: FDA Adverse Event Reporting System
— OVERWEIGHT .. .
(W} — DIABETES MELLITUS, PROLACTIN-PRODUCING PITUITARY TUMOUR EBGM: Emp|r|ca| Bayes Geometric Mean
< - — OBSESSIVE THOUGHTS, PSYCHOMOTOR RETARDATION
— TYPE 2 DIABETES MELLITUS
— HYPERKINESIA
e — BREAST DISCHARGE
-+ b — DYSTONIA, TARDIVE DYSKINESIA
= — ACUTE PSYCHOSIS
; — BRADYKINESIA, TORTICOLLIS
50= — POLYDIPSIA, PRESSURE OF SPEECH
(7)) — INTENTIONAL SELF-INJURY
) — IDEAS OF REFERENCE
Q - — HYPOMANIA
Q — BIPOLAR | DISORDER, EXTRAPYRAMIDAL DISORDER
— — BIPOLAR DISORDER
Ko — PARKINSONIAN GAIT
b — MANIA, MUSCLE RIGIDITY
> — DELUSION
wn — PSYCHOTIC DISORDER
G L — DROOLING, PARKINSONIAN REST TREMOR
— REDUCED FACIAL EXPRESSION
(@) — SALIVARY HYPERSECRETION
- — TRICHOTILLOMANIA
+ — OBSESSIVE-COMPULSIVE DISORDER
[ — HALLUCINATION, AUDITORY
()] — SCHIZOPHRENIFORM DISORDER
O 25= SIS
o — NEUTROPHIL C
Q — PARKINSONISM
L — OBESITY
[a W — AKATHISIA, CATAT
— GALACTORRHOEA
- — COGWHEEL RIGIDITY
— BLOOD PROLACT|N INCREASED
— o
GYNAECOMASTIA
b — SCHIZOPHRENIA
— NEUROLEPTIC MALIGNJNT SYNDROME
— SCHIZOAFFECTIVE DJSORDER
- |- HYPERPROLACTINAEMIA
0 T T 1 T T T T T T T T T T T T T T T T T T T T T 1
3x 5x 10x 15x 20x 25x

fold-risk of preferred term for adverse event in FAERS (EBGM)



FIGURE 6 [39]

Preferred Terms (PT) of Adverse Events observed in clinical studies,
according to EBGM values of PT observed in FAERS

- — CHEMICAL POISONING, CHOREOATHETOSIS, DEMENTIA ALZHEIMER'S TYPE, EXCESSIVE SEXUAL FANTASIES, HYPERLIPIDAEMIA, POISONING, SLUGGISHNESS, SOMNOLENCE, SUBSTANCE ABUSE

— ALCOHOLISM, BLOOD CHLORIDE INCREASED, BREAST ENLARGEMENT, ELECTROCARDIOGRAM ABNORMAL, HYPERSOMNIA, HYPERTRIGLYCERIDAEMIA, MUSCLE TWITCHING, PERSONALITY DISORDER, SINUS ARRHYTHMIA,

— BLEPHAROSPASM, COMA, PLATELET COUNT INCREASED, URINARY INCONTINENCE QRS AXIS ABN
- — AUTOMATISM, DISTRACTIBILITY, MUSCLE CONTRACTIONS INVOLUNTARY, TYPE V HYPERLIPIDAEMIA

— BUNDLE BRANCH BLOCK RIGHT, HALLUCINATION, HEAD TITUBATION, MAJOR DEPRESSION, PANIC DISORDER
— ASPIRATION, INJURY, LEUKOPENIA, RESTLESS LEGS SYNDROME
— APATHY, CORNEAL REFLEX DECREASED, DYSARTHRIA, SEXUAL DYSFUNCTION
100= — HYPNAGOGIC HALLUCINATION, INTENTION TREMOR, ORTHOSTATIC HYPOTENSION, PAROTID GLAND ENLARGEMENT, SUDDEN DEATH
— ELECTROENCEPHALOGRAM ABNORMAL, EYE MOVEMENT DISORDER, HYPERNATRAEMIA, LIBIDO INCREASED, PSYCHOMOTOR HYPERACTIVITY, SOMATIC SYMPTOM DISORDER, STUPOR, URINE THC INC
— AGORAPHOBIA, HALLUCINATION, VISUAL, MENTAL IMPAIRMENT
- — BRADYPHRENIA, HYPERREFLEXIA, SUICIDAL IDEATION
— ALCOHOL PROBLEM, BLOOD CREATINE PHOSPHOKINASE INCREASED, COMMUNICATION DISORDER, DYSLIPIDAEMIA, INTENTIONAL OVERDOSE, SINUS TACHYCARDIA, WEIGHT INCREASED, WPW
— AGITATION, COMPLETED SUICIDE, INCREASED APPETITE
- — ABNORMAL BEHAVIOUR, AUTONOMIC NERVOUS SYSTEM IMBALANCE, TONGUE PARALYSIS, TRISMUS
— EXCESSIVE EYE BLINKING, WBC COUNT INC
— BLOOD TRIGLYCERIDES INCREASED, BRUXISM, MENTAL DISORDER
— DELIRIUM, DYSSOMNIA, ELECTROCARDIOGRAM T WAVE ABNORMAL
— DEPRESSIVE SYMPTOM
— LEUKOCYTOSIS
— INAPPROPRIATE AFFECT, POSTURE ABNORMAL
L — MONOCYTE COUNT INCREASED, SEDATION Adult
— AGGRESSION, BULIMIA NERVOSA
— PSYCHOMOTOR SKILLS IMPAIRED, RETROGRADE EJACULATION m RIS_SCH_4045 (NCT00216671) (N=220)
— DISTURBANCE IN SOCIAL BEHAVIOUR, DYSKINESIA, PHYSICAL ASSAULT
— PERSISTENT DEPRESSIVE DISORDER, RESTLESSNESS, SUICIDE ATTEMPT
— BOREDOM, ELECTROCARDIOGRAM QT PROLONGED
— ILLNESS ANXIETY DISORDER, LOGORRHOEA
— ABULIA
— AKINESIA

— ENURESIS . H
. —HYPERPHAGIA, PARANGIA FAERS: FDA Adverse Event Reporting System
— OVERWEIGHT .. .
— DIABETES MELLITUS, PROLACTIN-PRODUCING PITUITARY TUMOUR EBGM: Emp|r|ca| Bayes Geometric Mean
- — OBSESSIVE THOUGHTS, PSYCHOMOTOR RETARDATION
— TYPE 2 DIABETES MELLITUS
— HYPERKINESIA
— BREAST DISCHARGE
— DYSTONIA, TARDIVE DYSKINESIA
— ACUTE PSYCHOSIS
— BRADYKINESIA, TORTICOLLIS
50- — POLYDIPSIA, PRESSURE OF SPEECH
— INTENTIONAL SELF-INJURY
— IDEAS OF REFERENCE
- — HYPOMANIA
— BIPOLAR | DISORDER, EXTRAPYRAMIDAL DISORDER
— BIPOLAR DISORDER
— PARKINSONIAN GAIT
— MANIA, MUSCLE RIGIDITY
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— DELUSION
— PSYCHOTIC DISORDER
- — DROOLING, PARKINSONIAN REST TREMOR

— REDUCED FACIAL EXPRESSION
— SALIVARY HYPERSECRETION
- — TRICHOTILLOMANIA
— OBSESSIVE-COMPULSIVE DISORDER
— HALLUCINATION, AUDITORY
— SCHIZOPHRENIFORM DISORDER

Percent of subjects with AE in clinical study

25- — OCULOGYRIC CRISIS
— NEUTROPHIL COUNT INCREASED
— PARKINSONISM
- — OBESITY
— AKATHISIA, CATATONIA
— GALACTORRHOEA
- — COGWHEEL RIGIDITY
— BLOOD PROLACTIN INCREASED
— GRANULOCYTOPENIA
— GYNAECOMASTIA
b — SCHIZOPHRENIA
— NEUROLEPTIC MALIGNANT SYNDROME
— SCHIZOAFFECTIVE DISORDER
- — HYPERPROLACTINAEMIA
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fold-risk of preferred term for adverse event in FAERS (EBGM)



FIGURE 7 [40]

Preferred Terms (PT) of Adverse Events observed in clinical studies,
according to EBGM values of PT observed in FAERS

- — CHEMICAL POISONING, CHOREOATHETOSIS, DEMENTIA ALZHEIMER'S TYPE, EXCESSIVE SEXUAL FANTASIES, HYPERLIPIDAEMIA, POISONING, SLUGGISHNESS, SOMNOLENCE, SUBSTANCE ABUSE

— ALCOHOLISM, BLOOD CHLORIDE INCREASED, BREAST ENLARGEMENT, ELECTROCARDIOGRAM ABNORMAL, HYPERSOMNIA, HYPERTRIGLYCERIDAEMIA, MUSCLE TWITCHING, PERSONALITY DISORDER, SINUS ARRHYTHMIA,

— BLEPHAROSPASM, COMA, PLATELET COUNT INCREASED, URINARY INCONTINENCE QRS AXIS ABN
. — AUTOMATISM, DISTRACTIBILITY, MUSCLE CONTRACTIONS INVOLUNTARY, TYPE V HYPERLIPIDAEMIA

— BUNDLE BRANCH BLOCK RIGHT, HALLUCINATION, HEAD TITUBATION, MAJOR DEPRESSION, PANIC DISORDER
— ASPIRATION, INJURY, LEUKOPENIA, RESTLESS LEGS SYNDROME

— APATHY, CORNEAL REFLEX DECREASED, DYSARTHRIA, SEXUAL DYSFUNCTION
100+ — HYPNAGOGIC HALLUCINATION, INTENTION TREMOR, ORTHOSTATIC HYPOTENSION, PAROTID GLAND ENLARGEMENT, SUDDEN DEATH
— ELECTROENCEPHALOGRAM ABNORMAL, EYE MOVEMENT DISORDER, HYPERNATRAEMIA, LIBIDO INCREASED, PSYCHOMOTOR HYPERACTIVITY, SOMATIC SYMPTOM DISORDER, STUPOR, URINE THC INC
— AGORAPHOBIA, HALLUCINATION, VISUAL, MENTAL IMPAIRMENT
L — BRADYPHRENIA, HYPERREFLEXIA, SUICIDAL IDEATION
— ALCOHOL PROBLEM, BLOOD CREATINE PHOSPHOKINASE INCREASED, COMMUNICATION DISORDER, DYSLIPIDAEMIA, INTENTIONAL OVERDOSE, SINUS TACHYCARDIA, WEIGHT INCREASED, WPW
— AGITATION, COMPLETED SUICIDE, INCREASED APPETITE
- — ABNORMAL BEHAVIOUR, AUTONOMIC NERVOUS SYSTEM IMBALANCE, TONGUE PARALYSIS, TRISMUS
— EXCESSIVE EYE BLINKING, WBC COUNT INC
— BLOOD TRIGLYCERIDES INCREASED, BRUXISM, MENTAL DISORDER

— DELIRIUM, DYSSOMNIA, ELECTROCARDIOGRAM T WAVE ABNORMAL

— DEPRESSIVE SYMPTOM

— LEUKOCYTOSIS
— INAPPROPRIATE AFFECT, POSTURE ABNORMAL
- — MONOCYTE COUNT INCREASED, SEDATION
— AGGRESSION, BULIMIA NERVOSA
— PSYCHOMOTOR SKILLS IMPAIRED, RETROGRADE EJACULATION
75 - — DISTURBANCE IN SOCIAL BEHAVIOUR, DYSKINESIA, PHYSICAL ASSAULT Adult
— PERSISTENT DEPRESSIVE DISORDER, RESTLESSNESS, SUICIDE ATTEMPT

— BOREDOM, ELECTROCARDIOGRAM QT PROLONGED m—— RIS_USA_121 (NCT00253136) (N=620)

— ILLNESS ANXIETY DISORDER, LOGORRHOEA - -

— ABULIA

— AKINESIA

— ENURESIS . H
4 — ANPERPHAGIA, PARANOIA FAERS: FDA Adverse Event Reporting System
— OVERWEIGHT .. .
— DIABETES MELLITUS, PROLACTIN-PRODUCING PITUITARY TUMOUR EBGM: Emp|r|ca| Bayes Geometric Mean
- — OBSESSIVE THOUGHTS, PSYCHOMOTOR RETARDATION
— TYPE 2 DIABETES MELLITUS
— HYPERKINESIA
— BREAST DISCHARGE
— DYSTONIA, TARDIVE DYSKINESIA
— ACUTE PSYCHOSIS
— BRADYKINESIA, TORTICOLLIS
50 =- — POLYDIPSIA, PRESSURE OF SPEECH
— INTENTIONAL SELF-INJURY
— IDEAS OF REFERENCE
. — HYPOMANIA
— BIPOLAR | DISORDER, EXTRAPYRAMIDAL DISORDER
— BIPOLAR DISORDER
— PARKINSONIAN GAIT
— MANIA, MUSCLE RIGIDITY

— DELUSION
— PSYCHOTIC DISORDER
- — DROOLING, PARKINSONIAN REST TREMOR

— REDUCED FACIAL EXPRESSION
— SALIVARY HYPERSECRETION
— TRICHOTILLOMANIA
— OBSESSIVE-COMPULSIVE DISORDER
— HALLUCINATION, AUDITORY
— SCHIZOPHRENIFORM DISORDER

Percent of subjects with AE in clinical study

25= — OCULOGYRIC CRISIS
— NEUTROPHIL COUNT INCREASED
— PARKINSONISM
- — OBESITY
— AKATHISIA, CATATONIA
— GALACTORRHOEA
i — COGWHEEL RIGIDITY
— BLOOD PROLACTIN INCREASED
— GRANULOCYTOPENIA
— GYNAECOMASTIA
b — SCHIZOPHRENIA
— NEUROLEPTIC MALIGNANT SYNDROME
— SCHIZOAFFECTIVE DISORDER
= — HYPERPROLACTINAEMIA
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fold-risk of preferred term for adverse event in FAERS (EBGM)



FIGURE 8 [28,29]

Preferred Terms (PT) of Adverse Events observed in clinical studies,
according to EBGM values of PT observed in FAERS

- — CHEMICAL POISONING, CHOREOATHETOSIS, DEMENTIA ALZHEIMER'S TYPE, EXCESSIVE SEXUAL FANTASIES, HYPERLIPIDAEMIA, POISONING, SLUGGISHNESS, SOMNOLENCE, SUBSTANCE ABUSE

— ALCOHOLISM, BLOOD CHLORIDE INCREASED, BREAST ENLARGEMENT, ELECTROCARDIOGRAM ABNORMAL, HYPERSOMNIA, HYPERTRIGLYCERIDAEMIA, MUSCLE TWITCHING, PERSONALITY DISORDER, SINUS ARRHYTHMIA,

— BLEPHAROSPASM, COMA, PLATELET COUNT INCREASED, URINARY INCONTINENCE QRS AXIS ABN
- — AUTOMATISM, DISTRACTIBILITY, MUSCLE CONTRACTIONS INVOLUNTARY, TYPE V HYPERLIPIDAEMIA

— BUNDLE BRANCH BLOCK RIGHT, HALLUCINATION, HEAD TITUBATION, MAJOR DEPRESSION, PANIC DISORDER
— ASPIRATION, INJURY, LEUKOPENIA, RESTLESS LEGS SYNDROME

— APATHY, CORNEAL REFLEX DECREASED, DYSARTHRIA, SEXUAL DYSFUNCTION
100 — HYPNAGOGIC HALLUCINATION, INTENTION TREMOR, ORTHOSTATIC HYPOTENSION, PAROTID GLAND ENLARGEMENT, SUDDEN DEATH
— ELECTROENCEPHALOGRAM ABNORMAL, EYE MOVEMENT DISORDER, HYPERNATRAEMIA, LIBIDO INCREASED, PSYCHOMOTOR HYPERACTIVITY, SOMATIC SYMPTOM DISORDER, STUPOR, URINE THC INC
— AGORAPHOBIA, HALLUCINATION, VISUAL, MENTAL IMPAIRMENT
- — BRADYPHRENIA, HYPERREFLEXIA, SUICIDAL IDEATION
— ALCOHOL PROBLEM, BLOOD CREATINE PHOSPHOKINASE INCREASED, COMMUNICATION DISORDER, DYSLIPIDAEMIA, INTENTIONAL OVERDOSE, SINUS TACHYCARDIA, WEIGHT INCREASED, WPW
— AGITATION, COMPLETED SUICIDE, INCREASED APPETITE
- — ABNORMAL BEHAVIOUR, AUTONOMIC NERVOUS SYSTEM IMBALANCE, TONGUE PARALYSIS, TRISMUS
— EXCESSIVE EYE BLINKING, WBC COUNT INC
— BLOOD TRIGLYCERIDES INCREASED, BRUXISM, MENTAL DISORDER

— DELIRIUM, DYSSOMNIA, ELECTROCARDIOGRAM T WAVE ABNORMAL

— DEPRESSIVE SYMPTOM

— LEUKOCYTOSIS
— INAPPROPRIATE AFFECT, POSTURE ABNORMAL

- — MONOCYTE COUNT INCREASED, SEDATION
— AGGRESSION, BULIMIA NERVOSA
— PSYCHOMOTOR SKILLS IMPAIRED, RETROGRADE EJACULATION Adolescent

— DISTURBANCE IN SOCIAL BEHAVIOUR, DYSKINESIA, PHYSICAL ASSAULT : . : : : -
— PERSISTENT DEPRESSIVE DISORDER. RESTLESSNESS, SUICIDE ATTEMPT === Risperidone pool of Schizophrenia studies (N=385)

— BOREDOM, ELECTROCARDIOGRAM QT PROLONGED i =

— ILLNESS ANXIETY DISORDER, LOGORRHOEA correspondlng pIaCEbO (N 54)
— ABULIA
— AKINESIA

— ENURESIS . H
. —HYPERPHAGIA, PARANGIA FAERS: FDA Adverse Event Reporting System
— OVERWEIGHT .. .
— DIABETES MELLITUS, PROLACTIN-PRODUCING PITUITARY TUMOUR EBGM: Emp|r|ca| Bayes Geometric Mean
- — OBSESSIVE THOUGHTS, PSYCHOMOTOR RETARDATION
— TYPE 2 DIABETES MELLITUS
— HYPERKINESIA
— BREAST DISCHARGE
— DYSTONIA, TARDIVE DYSKINESIA
— ACUTE PSYCHOSIS
— BRADYKINESIA, TORTICOLLIS
— POLYDIPSIA, PRESSURE OF SPEECH
— INTENTIONAL SELF-INJURY
— IDEAS OF REFERENCE
- — HYPOMANIA
— BIPOLAR | DISORDER, EXTRAPYRAMIDAL DISORDER
— BIPOLAR DISORDER
— PARKINSONIAN GAIT
— MANIA, MUSCLE RIGIDITY
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— DELUSION
— PSYCHOTIC DISORDER
- — DROOLING, PARKINSONIAN REST TREMOR

— REDUCED FACIAL EXPRESSION
— SALIVARY HYPERSECRETION

- — TRICHOTILLOMANIA

— OBSESSIVE-COMPULSIVE DISORDER
— HALLUCINATION, AUDITORY
— SCHIZOPHRENIFORM DISORDER

Percent of subjects with AE in clinical study

25= — OCULOGYRIC CRISIS

— NEUTROPHIL COUNT INCREASED

— PARKINSONISM
- — OBESITY

— AKATHISIA, CATATONIA
— GALACTORRHOEA
- — COGWHEEL RIGIDITY
— BLOOD PROLACTIN INCREASED
— GRANULOCYTOPENIA
— GYNAECOMASTIA
b — SCHIZOPHRENIA
— NEUROLEPTIC MALIGNANT SYNDROME
— SCHIZOAFFECTIVE DISORDER
- — HYPERPROLACTINAEMIA
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FIGURE 9 [32-35]

Preferred Terms (PT) of Adverse Events observed in clinical studies,
according to EBGM values of PT observed in FAERS

- — CHEMICAL POISONING, CHOREOATHETOSIS, DEMENTIA ALZHEIMER'S TYPE, EXCESSIVE SEXUAL FANTASIES, HYPERLIPIDAEMIA, POISONING, SLUGGISHNESS, SOMNOLENCE, SUBSTANCE ABUSE

— ALCOHOLISM, BLOOD CHLORIDE INCREASED, BREAST ENLARGEMENT, ELECTROCARDIOGRAM ABNORMAL, HYPERSOMNIA, HYPERTRIGLYCERIDAEMIA, MUSCLE TWITCHING, PERSONALITY DISORDER, SINUS ARRHYTHMIA,

— BLEPHAROSPASM, COMA, PLATELET COUNT INCREASED, URINARY INCONTINENCE QRS AXIS ABN
- — AUTOMATISM, DISTRACTIBILITY, MUSCLE CONTRACTIONS INVOLUNTARY, TYPE V HYPERLIPIDAEMIA

— BUNDLE BRANCH BLOCK RIGHT, HALLUCINATION, HEAD TITUBATION, MAJOR DEPRESSION, PANIC DISORDER
— ASPIRATION, INJURY, LEUKOPENIA, RESTLESS LEGS SYNDROME
— APATHY, CORNEAL REFLEX DECREASED, DYSARTHRIA, SEXUAL DYSFUNCTION
100 — HYPNAGOGIC HALLUCINATION, INTENTION TREMOR, ORTHOSTATIC HYPOTENSION, PAROTID GLAND ENLARGEMENT, SUDDEN DEATH
— ELECTROENCEPHALOGRAM ABNORMAL, EYE MOVEMENT DISORDER, HYPERNATRAEMIA, LIBIDO INCREASED, PSYCHOMOTOR HYPERACTIVITY, SOMATIC SYMPTOM DISORDER, STUPOR, URINE THC INC
— AGORAPHOBIA, HALLUCINATION, VISUAL, MENTAL IMPAIRMENT
- — BRADYPHRENIA, HYPERREFLEXIA, SUICIDAL IDEATION
— ALCOHOL PROBLEM, BLOOD CREATINE PHOSPHOKINASE INCREASED, COMMUNICATION DISORDER, DYSLIPIDAEMIA, INTENTIONAL OVERDOSE, SINUS TACHYCARDIA, WEIGHT INCREASED, WPW
— AGITATION, COMPLETED SUICIDE, INCREASED APPETITE
- — ABNORMAL BEHAVIOUR, AUTONOMIC NERVOUS SYSTEM IMBALANCE, TONGUE PARALYSIS, TRISMUS
— EXCESSIVE EYE BLINKING, WBC COUNT INC
— BLOOD TRIGLYCERIDES INCREASED, BRUXISM, MENTAL DISORDER
— DELIRIUM, DYSSOMNIA, ELECTROCARDIOGRAM T WAVE ABNORMAL
— DEPRESSIVE SYMPTOM
— LEUKOCYTOSIS
— INAPPROPRIATE AFFECT, POSTURE ABNORMAL
- — MONOCYTE COUNT INCREASED, SEDATION
— AGGRESSION, BULIMIA NERVOSA
— PSYCHOMOTOR SKILLS IMPAIRED, RETROGRADE EJACULATION Adult
. — DISTURBANCE IN SOCIAL BEHAVIOUR, DYSKINESIA, PHYSICAL ASSAULT ; . . . _
75 — PERSISTENT DEPRESSIVE DISORDER, RESTLESSNESS, SUICIDE ATTEMPT == Risperidone pool of 4 Bipolar studies (N=1533)
— BOREDOM, ELECTROCARDIOGRAM QT PROLONGED
— ILLNESS ANXIETY DISORDER, LOGORRHOEA
— ABULIA
— AKINESIA

— ENURESIS . H
. —HYPERPHAGIA, PARANGIA FAERS: FDA Adverse Event Reporting System
— OVERWEIGHT .. .
— DIABETES MELLITUS, PROLACTIN-PRODUCING PITUITARY TUMOUR EBGM: Emp|r|ca| Bayes Geometric Mean
- — OBSESSIVE THOUGHTS, PSYCHOMOTOR RETARDATION
— TYPE 2 DIABETES MELLITUS
— HYPERKINESIA
— BREAST DISCHARGE
— DYSTONIA, TARDIVE DYSKINESIA
— ACUTE PSYCHOSIS
— BRADYKINESIA, TORTICOLLIS
— POLYDIPSIA, PRESSURE OF SPEECH
— INTENTIONAL SELF-INJURY
— IDEAS OF REFERENCE
- — HYPOMANIA
— BIPOLAR | DISORDER, EXTRAPYRAMIDAL DISORDER
— BIPOLAR DISORDER
— PARKINSONIAN GAIT
— MANIA, MUSCLE RIGIDITY
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— DELUSION
— PSYCHOTIC DISORDER
- — DROOLING, PARKINSONIAN REST TREMOR

— REDUCED FACIAL EXPRESSION
— SALIVARY HYPERSECRETION

- — TRICHOTILLOMANIA

— OBSESSIVE-COMPULSIVE DISORDER
— HALLUCINATION, AUDITORY
— SCHIZOPHRENIFORM DISORDER

Percent of subjects with AE in clinical study

25= — OCULOGYRIC CRISIS

— NEUTROPHIL COUNT INCREASED

— PARKINSONISM
- — OBESITY

— AKATHISIA, CATATONIA
— GALACTORRHOEA
- — COGWHEEL RIGIDITY
— BLOOD PROLACTIN INCREASED
— GRANULOCYTOPENIA
— GYNAECOMASTIA
b — SCHIZOPHRENIA
— NEUROLEPTIC MALIGNANT SYNDROME
— SCHIZOAFFECTIVE DISORDER
- — HYPERPROLACTINAEMIA
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FIGURE 10 [30,31]

Preferred Terms (PT) of Adverse Events observed in clinical studies,
according to EBGM values of PT observed in FAERS

- — CHEMICAL POISONING, CHOREOATHETOSIS, DEMENTIA ALZHEIMER'S TYPE, EXCESSIVE SEXUAL FANTASIES, HYPERLIPIDAEMIA, POISONING, SLUGGISHNESS, SOMNOLENCE, SUBSTANCE ABUSE

— ALCOHOLISM, BLOOD CHLORIDE INCREASED, BREAST ENLARGEMENT, ELECTROCARDIOGRAM ABNORMAL, HYPERSOMNIA, HYPERTRIGLYCERIDAEMIA, MUSCLE TWITCHING, PERSONALITY DISORDER, SINUS ARRHYTHMIA,

— BLEPHAROSPASM, COMA, PLATELET COUNT INCREASED, URINARY INCONTINENCE QRS AXIS ABN
o — AUTOMATISM, DISTRACTIBILITY, MUSCLE CONTRACTIONS INVOLUNTARY, TYPE V HYPERLIPIDAEMIA

— BUNDLE BRANCH BLOCK RIGHT, HALLUCINATION, HEAD TITUBATION, MAJOR DEPRESSION, PANIC DISORDER
— ASPIRATION, INJURY, LEUKOPENIA, RESTLESS LEGS SYNDROME
— APATHY, CORNEAL REFLEX DECREASED, DYSARTHRIA, SEXUAL DYSFUNCTION
100= — HYPNAGOGIC HALLUCINATION, INTENTION TREMOR, ORTHOSTATIC HYPOTENSION, PAROTID GLAND ENLARGEMENT, SUDDEN DEATH
— ELECTROENCEPHALOGRAM ABNORMAL, EYE MOVEMENT DISORDER, HYPERNATRAEMIA, LIBIDO INCREASED, PSYCHOMOTOR HYPERACTIVITY, SOMATIC SYMPTOM DISORDER, STUPOR, URINE THC INC
— AGORAPHOBIA, HALLUCINATION, VISUAL, MENTAL IMPAIRMENT
- — BRADYPHRENIA, HYPERREFLEXIA, SUICIDAL IDEATION
— ALCOHOL PROBLEM, BLOOD CREATINE PHOSPHOKINASE INCREASED, COMMUNICATION DISORDER, DYSLIPIDAEMIA, INTENTIONAL OVERDOSE, SINUS TACHYCARDIA, WEIGHT INCREASED, WPW
— AGITATION, COMPLETED SUICIDE, INCREASED APPETITE
o — ABNORMAL BEHAVIOUR, AUTONOMIC NERVOUS SYSTEM IMBALANCE, TONGUE PARALYSIS, TRISMUS
— EXCESSIVE EYE BLINKING, WBC COUNT INC
— BLOOD TRIGLYCERIDES INCREASED, BRUXISM, MENTAL DISORDER
— DELIRIUM, DYSSOMNIA, ELECTROCARDIOGRAM T WAVE ABNORMAL
— DEPRESSIVE SYMPTOM
— LEUKOCYTOSIS
— INAPPROPRIATE AFFECT, POSTURE ABNORMAL
L — MONOCYTE COUNT INCREASED, SEDATION
— AGGRESSION, BULIMIA NERVOSA Adult
— PSYCHOMOTOR SKILLS IMPAIRED, RETROGRADE EJACULATION . R R N
— DISTURBANCE IN SOCIAL BEHAVIOUR, DYSKINESIA, PHYSICAL ASSAULT — Rlsperldone pool of 2 Alzheimer studies (N=245)
— PERSISTENT DEPRESSIVE DISORDER, RESTLESSNESS, SUICIDE ATTEMPT .
— BOREDOM, ELECTROCARDIOGRAM QT PROLONGED —— corresponding placebo (N=246)
— ILLNESS ANXIETY DISORDER, LOGORRHOEA
— ABULIA
— AKINESIA

— ENURESIS . H
e AGIA, PARANOIA FAERS: FDA Adverse Event Reporting System
— OVERWEIGHT .. .

— DIABETES MELLITUS, PROLACTIN-PRODUCING PITUITARY TUMOUR EBGM: Emp|r|ca| Bayes Geometric Mean
— OBSESSIVE THOUGHTS, PSYCHOMOTOR RETARDATION
— TYPE 2 DIABETES MELLITUS
— HYPERKINESIA
— BREAST DISCHARGE
— DYSTONIA, TARDIVE DYSKINESIA
— ACUTE PSYCHOSIS
— BRADYKINESIA, TORTICOLLIS
— POLYDIPSIA, PRESSURE OF SPEECH
— INTENTIONAL SELF-INJURY
— IDEAS OF REFERENCE
— HYPOMANIA
— BIPOLAR | DISORDER, EXTRAPYRAMIDAL DISORDER
— BIPOLAR DISORDER
— PARKINSONIAN GAIT
— MANIA, MUSCLE RIGIDITY
— DELUSION
— PSYCHOTIC DISORDER
— DROOLING, PARKINSONIAN REST TREMOR
— REDUCED FACIAL EXPRESSION
— SALIVARY HYPERSECRETION
— TRICHOTILLOMANIA
— OBSESSIVE-COMPULSIVE DISORDER
— HALLUCINATION, AUDITORY
— SCHIZOPHRENIFORM DISORDER
— OCULOGYRIC CRISIS
— NEUTROPHIL COUNT INCREASED
— PARKINSONISM
— OBESITY
— AKATHISIA, CATATONIA
— GALACTORRHOEA
— COGWHEEL RIGIDITY
— BLOOD PROLACTIN INCREASED
— GRANULOCYTOPENIA
— GYNAECOMASTIA
— SCHIZOPHRENIA
— NEUROLEPTIC MALIGNANT SYNDROME
— SCHIZOAFFECTIVE DISORDER
— HYPERPROLACTINAEMIA

75=

50=

25=

Percent of subjects with AE in clinical study
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FIGURE 11 [27]
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Preferred Terms (PT) of Adverse Events observed in clinical studies,

according to EBGM values of PT observed in FAERS

— CHEMICAL POISONING, CHOREOATHETOSIS, DEMENTIA ALZHEIMER'S TYPE, EXCESSIVE SEXUAL FANTASIES, HYPERLIPIDAEMIA, POISONING, SLUGGISHNESS, SOMNOLENCE, SUBSTANCE ABUSE
— ALCOHOLISM, BLOOD CHLORIDE INCREASED, BREAST ENLARGEMENT, ELECTROCARDIOGRAM ABNORMAL, HYPERSOMNIA, HYPERTRIGLYCERIDAEMIA, MUSCLE TWITCHING, PERSONALITY DISORDER, SINUS ARRHYTHMIA,

— BLEPHAROSPASM, COMA, PLATELET COUNT INCREASED, URINARY INCONTINENCE
— AUTOMATISM, DISTRACTIBILITY, MUSCLE CONTRACTIONS INVOLUNTARY, TYPE V HYPERLIPIDAEMIA
— BUNDLE BRANCH BLOCK RIGHT, HALLUCINATION, HEAD TITUBATION, MAJOR DEPRESSION, PANIC DISORDER
— ASPIRATION, INJURY, LEUKOPENIA, RESTLESS LEGS SYNDROME
— APATHY, CORNEAL REFLEX DECREASED, DYSARTHRIA, SEXUAL DYSFUNCTION

— HYPNAGOGIC HALLUCINATION, INTENTION TREMOR, ORTHOSTATIC HYPOTENSION, PAROTID GLAND ENLARGEMENT, SUDDEN DEATH

— ELECTROENCEPHALOGRAM ABNORMAL, EYE MOVEMENT DISORDER, HYPERNATRAEMIA, LIBIDO INCREASED, PSYCHOMOTOR HYPERACTIVITY, SOMATIC SYMPTOM DISORDER, STUPOR, URINE THC INC

— AGORAPHOBIA, HALLUCINATION, VISUAL, MENTAL IMPAIRMENT
— BRADYPHRENIA, HYPERREFLEXIA, SUICIDAL IDEATION

— ALCOHOL PROBLEM, BLOOD CREATINE PHOSPHOKINASE INCREASED, COMMUNICATION DISORDER, DYSLIPIDAEMIA, INTENTIONAL OVERDOSE, SINUS TACHYCARDIA, WEIGHT INCREASED, WPW

— AGITATION, COMPLETED SUICIDE, INCREASED APPETITE
— ABNORMAL BEHAVIOUR, AUTONOMIC NERVOUS SYSTEM IMBALANCE, TONGUE PARALYSIS, TRISMUS
— EXCESSIVE EYE BLINKING, WBC COUNT INC
— BLOOD TRIGLYCERIDES INCREASED, BRUXISM, MENTAL DISORDER
— DELIRIUM, DYSSOMNIA, ELECTROCARDIOGRAM T WAVE ABNORMAL
— DEPRESSIVE SYMPTOM
— LEUKOCYTOSIS
— INAPPROPRIATE AFFECT, POSTURE ABNORMAL
— MONOCYTE COUNT INCREASED, SEDATION
— AGGRESSION, BULIMIA NERVOSA
— PSYCHOMOTOR SKILLS IMPAIRED, RETROGRADE EJACULATION
— DISTURBANCE IN SOCIAL BEHAVIOUR, DYSKINESIA, PHYSICAL ASSAULT
— PERSISTENT DEPRESSIVE DISORDER, RESTLESSNESS, SUICIDE ATTEMPT
— BOREDOM, ELECTROCARDIOGRAM QT PROLONGED
— ILLNESS ANXIETY DISORDER, LOGORRHOEA
— ABULIA
— AKINESIA
— ENURESIS
— HYPERPHAGIA, PARANOIA
— OVERWEIGHT
— DIABETES MELLITUS, PROLACTIN-PRODUCING PITUITARY TUMOUR
— OBSESSIVE THOUGHTS, PSYCHOMOTOR RETARDATION
— TYPE 2 DIABETES MELLITUS
— HYPERKINESIA
— BREAST DISCHARGE
— DYSTONIA, TARDIVE DYSKINESIA
— ACUTE PSYCHOSIS
— BRADYKINESIA, TORTICOLLIS
— POLYDIPSIA, PRESSURE OF SPEECH
— INTENTIONAL SELF-INJURY
— IDEAS OF REFERENCE
— HYPOMANIA
— BIPOLAR | DISORDER, EXTRAPYRAMIDAL DISORDER
— BIPOLAR DISORDER
— PARKINSONIAN GAIT
— MANIA, MUSCLE RIGIDITY
— DELUSION
— PSYCHOTIC DISORDER
— DROOLING, PARKINSONIAN REST TREMOR
— REDUCED FACIAL EXPRESSION
— SALIVARY HYPERSECRETION
— TRICHOTILLOMANIA
— OBSESSIVE-COMPULSIVE DISORDER
— HALLUCINATION, AUDITORY
— SCHIZOPHRENIFORM DISORDER
— OCULOGYRIC CRISIS
— NEUTROPHIL COUNT INCREASED
— PARKINSONISM
— OBESITY
— AKATHISIA, CATATONIA

Adolescent
== Risperidone Autistic disorder study (N=49)

—— corresponding placebo (N=53)

FAERS: FDA Adverse Event Reporting System
EBGM: Empirical Bayes Geometric Mean

— GALACTORRHOEA
— COGWHEEL RIGIDITY
— BLOOD PROLACTIN INCREASED

— GRANULOCYTOPENIA
— GYNAECOMASTIA
— SCHIZOPHRENIA
— NEUROLEPTIC MALIGNANT SYNDROME
— SCHIZOAFFECTIVE DISORDER

— HYPERPROLACTINAEMIA

3x 5x 10x 15x

20x 25x

fold-risk of preferred term for adverse event in FAERS (EBGM)

QRS AXIS ABN
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