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t N N R®L16yCTü`LYtlVI 

1 

Limited evidence regarding the effectiveness and safety of risperidone in the 

pediatric population (i.e., those less th n 16 years of age) has been obtained. 

Risperidone, however, has been reported in . ìe literatures ' °2' to be effective 
and safe in children and adolescents in controlling the symptoms of a variety of 
psychiatric disorders, including schizophrenia, attention- deficit hyperactivity 

disorder, bi -polar disorder, depression, obsessive -compulsive disorder, and 

Tourette's syndrome. 

The present summary is intended to review the reported safety of risperidone in 

four age categories: 

cneonates 
°ianfants 

°childrte i 
° adolescents 

birth up to Il month, 
1 month up to 2 years, 
2 years up to 12 years, 
12 years rap to 16 years. 

The safety information on the use of risperidone in these four age categories 
derived from three sources: 1) clinical trials of risperidone conducted by 

Janssen; 2) spontaneous adverse events' reported during :fge period from 
January 1993 to March 31, 1996; and 3) medical literature. The medical 
literature was obtained through an in -house database that includes the following 
sources: 1) approximately 700 in -house journals; 2) literature searches from 
Medline and Embase; and 3) publications from Janssen affiliates worldwide. 
The database contained medical literature from 1986 (the beginning of drug 

development) through December, 1995. The literature search was conducted on 
ianuary 15, 1996. 

To facilitate review, all safety information in this summary been presented 
by age category and then within each age category according to the source of 
the information. In addition, safety information for children and adolescents 
whose ::ges were not reported has been presented separately in Section 6. 

En accordance with 21 CFR 310.305(b)(4), 312.32(a), 314.80(a) and 600.80(a), 
all serious adverse events included in this summary were defined as any event 
th : was fatal or life threatening, permanently disabling, requiring in- patient 
hospitalization, or was a congenital anomaly, cancer, or overdose. 
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2. SAFETY IN NEONATES (BIRTH. UP TO 1 MONTH) 

2.A. JANSSEN- SPONSORED CLINICAL STUDIES 

No studies have been conducted in this age group by the sponsor. 

2.B. PUBLISHED STUDIES AND CASE REPORTS 

No studies have been conducted on the use of risperidone in neonates. No case 

reports have been published. 

2.C. SPONTANEOUS ADVERSE DRUG EVENT REPORTS 

Three spontaneous adverse events were reported for this age category during 

the period from January 1993 to March 31, 1996. 

2.C.1. SERIOUS ADVERSE DRUG EVENTS 

Of the 3 spontaneous adverse drug events reported for this age category, 2 

were considered serious. A serious adverse event was defined as any event 
was or life threatening, permanently disabling, requiring in- patient 

hospitalization, or was a congenital anomaly, cancer, or overdose. Case 
narratives are provided below for all adverse events (serious and not serious) 

that were reported for this age category. 

Case No. 40291: A one -week old neonate (gender not specified) born to a 

mother on long -term risperidone and Zoloft® (sertraline) therapy was normal at 

birth but within one week of birth experienced severe nervousness. A physical 
examination of the infant 19 hours after birth revealed increased muscle tone 

and jitteriness. The symptoms decreased 8 hours later and blood glucose was 

normal. No action was taken and the baby was discharged 38 hours after birth. 

Outcome: unknown. 

Case No. 21733: A neonate (gender and age not specified) with congenital 
agenesia of the corpus callosum was born by caesarean section to a 34-year -old 
mother who had taken risperidone (dose not specified) and a number of 
concomitant medications during pregnancy. Risperidone was discontinued after 
31 days of therapy but many of the concomitant medications were continued 
throughout pregnancy. The concomitant medications included haloperidol, 
promethazine, zuclopenthixol, temazepam, thiamazol, perphenazine, biperiden, 
propylthiouracil, iron, and folic acid. Several of the concomitant medications 

_.. _ 
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were known to have teratogenic potential. The congenital anomaly was 
considered a serious adverse event. The action taken for the event was not 

specified. Outcome: alive sequelae. 

Case No 45026: A neonate (gender and age not specified) ways born 1O weeks 
pre -term with a serious brain anomaly to a mother who had started taking 

risperidone during pregnancy. Other medications taken by the mother 
concomitantly during pregnancy included carbamazepine, paroxetine, 
filupentixol, and procyclidine. A brain scan of the neonate showed bleeding 
from a ventricular cyst, which was attributed by the reporting doctor to 

prematurity rather than drug effect. The neonate was under pediatric 
surveillance and was last seen to be developing normally, although the head 

circumference was above the 97 percentile. Outcome: congenital anomaly; 
developing normally. 

2.C.2. TREATMENT DrSCO6LTINUAT1OFt 

Information pertaining to the discontinuation of treatment for this age category 

was not specified in the spontaneous adverse event reports. 

3. SAFETY IN INFANTS (1 MONTH UP TO 2 YEARS) 

JANSSEN- SPONSORED CONICAL STUDIES 

No studies have been conducted in this age grc;: e sponsor. 

S.E. PtDßt,OSG;ED 2útDIES AND CASE R,EP©RTS 

No studies have been conducted on the use of risperidone in infants. No case 

reports have been published. 

3.C. SPONTANEOUS ADVERSE DRUC EvER. REPORTS 

During the period from January 1993 to March 31, 1996, 4 cases of 
spontaneous adverse drug events in infants were reported. 
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3.C.1. SERIOUS ADVERSE DRUG EVENTS 

Of the 4 spontaneous adverse drug events reported for this age category, 3 

were considered serious. Table 1 and the following case narratives provide a 

summary of all adverse events (serious and not serious) that were reported for 

this age category. 

Case No. 27705: A 20- month -old infant, whose gender was not 
specified, ingested an unknown amount of risperidone and experienced 
agitation and seizures, which were regarded as serious. The infant was 
admitted to the emergency room where vital signs were reponed to be 
stable. Additional information was requested from the reporting 
physician. Outcome: unknown. 

Case No. 42581: A 23- month -old boy accidentally ingested a I -mg 
risperidone tablet and was found with a partially dissolved tablet in his mouth. 
The infant was evaluated by a pediatrician at an acute care medical facility. 
Although the infant remained clinically asymptomatic, diphenhydramine was 

administered as a prophylactic measure. Outcome: recovered. 

Case No. 28254: A 20- month -old girl was suspected of ingesting ten 2- 

mg risperidone tablets. The event was reported as a serious adverse 
event. In the emergency room, the infant was given 2 separate doses of 
ipecac syrup, which induced vomiting both times. The infant was 
admitted to the pediatric intensive -care unit for observation. Cardiac 
monitoring indicated no arrhythmias or prolongation of the QT interval. 
Twenty -four hours later, the patient still had experienced no adverse 
events and the QT interval remained normal. Outcome: recovered. 

4 

Case No. 35521: An 18- month -old boy ingested one -half of a 3 -mg risperidone 
tablet. He was seen in the emergency room within 2 hours, received charcoal 
and lavage, and experienced no adverse effects. Outcome: recovered. 

3.C.2. TREATMENT DISCONTINUATION 

All spontaneous adverse events reponed for this age category involved 
accidental ingestions of risperidone. In all cases, risperidone was discontinued. 
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4. SAFETY IN CHILDREN (2 YEARS UP TO 12 YEARS) 

4.A. JANSSEN- SPONSORED CLINICAL STUDIES 

The safety and tolerability of risperidone in children have been evaluated in 2 

clinical studies. The safety information for the children who participated in these 

trials and who met the age criteria for inclusion in this safety review is 

summarized below and in Table 2. 

Study No. RIS-BEL-21 (Part I and Part II): This open trial evaluated the 

pharmacokinetics and prolactin response (Part I)2 and the tolerability and 

cardiovascular and laboratory safety (Part II)' of a single oral dose of risperidone 

in 6 healthy autistic children aged 3 through 7 years (mean: 4.7 years). A 

risperidone oral solution of 0.5 mg/mL (Lot No. 92H26/F45) was used in the 

trial. During the trial, each child received a single oral dose (0.03 mg/kg or 

0.015 mg/kg) of risperidone with 30 mL of water. The dose was equivalent to 2 

mg or 1 mg of risperidone administered to adult subjects With an average body 

weight of 70 kg. The drug intake was at least one hour before breakfast. 

Following treatment, the patients were evaluated over a 3 -day trial period. 

Patients 1, 2, and 3 received 0.03 mg/kg (range: 0.5 -1.1 mg); Patients 4, 5, and 

6 received 0.015 mg/kg (range: 0.3 -0.4 mg). Except for a transient increase in 

heart rate in (Patients 5 1 to after intake, 

clinically important changes were observed in laboratory and cardiovascular 

safety measures. Somnolence was experienced by 5 children (Patients 1, 2, 3, 5, 

and 6), the degree of sedation being more pronounced after a dose of 0.03 mg/kg 

than after 0.015 mg/kg. One child (Patient 2) developed a fever on the third day 

of the trial and another child (Patient 5), who caught a cold before entering the 

trial, had diarrhea after treatment with risperidone. Overall, risperidone was well 

tolerated in the trial. Results did not show any clear differences between adults 

and children in tolerability and laboratory and cardiovascular safety. The safety 

information for all 6 patients is summarized below. 

Patient 1 was a 3- year -old boy with autistic disorder, who weighed 17.5 kg and 

was 106.4 cm in height. The patient also had a history of eczema and 

asthmatiform bronchitis. The patient received a single risperidone dose of 0.03 

mg/kg (0.5 mg); Varlane® was administered concomitantly for treatment of 

eczema. One to 2.5 hours after treatment, the patient became sedated. No 

clinically important changes were observed in any of the investigated laboratory 

and cardiovascular safety parameters and none of the adverse events resulted in 

discontinuation of treatment. 
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Patient 2 was a 3- year -old boy with autistic disorder, who weighed 15.3 kg and 

was 100.5 cm in height. The patient received a single risperidone dose of 0.03 

mg/kg (0.45 mg) with no concomitant medications. One to 2.5 hours after the 

administration of treatment, the patient developed moderate to severe sedation 

and then slept for 30 minutes to 2 hours. On Day 3 of the trial, the patient 

developed a fever. No clinically important changes were observed in any of the 

investigated laboratory and cardiovascular safety parameters. None of the 

adverse events resulted in discontinuation of treatment. 

Patient 3 was a 7- year -old boy with autistic disorder, who weighed 37.0 kg and 

was 130.0 cm in height. The patient received a single risperidone dose of 0.03 

mg/kg (1.1 mg) with no concomitant medications. One to 2.5 hours after drug 

intake, the patient developed moderate to severe sedation and then slept for 30 

minutes to 2 hours. No clinically important changes were observed in any of the 

investigated laboratory and cardiovascular safety parameters. None of the adverse 

events resulted in discontinuation of treatment. 

Patient 4 was a 5 -year -old boy with autistic disorder, who weighed 18.8 kg and 

was 111.2 cm in height. The patient received a single risperidone dose of 0.015 

mg/kg (0.275 mg) with no concomitant medications. No clinically important 

changes were observed in any of the investigated laboratory and cardiovascular 

safety parameters. The patient completed the trial with no adverse effects. 

Patient 5 was a 4-year -old boy with autistic disorder (and a cold at the time of 
entry into the trial), who weighed 24.3 kg and was 115.1 cm in height. The 
patient received a single risperidone dose of 0.015 mg/kg (0.035 mg) with no 

concomitant medications. One to 2.5 hours after treatment, the patient 
developed somnolence. At 3.5 and 6.5 hours after receiving treatment, the 

patient had diarrhea. No clinically important changes were observed in any of 
the investigated laboratory and cardiovascular safety parameters except for a 

transient increase in heart rate i to 2 hours after drug intake. None of the 

adverse events resulted in discontinuation of treatment. 

Patient 6 was a 6- year -old boy with autistic disorder, who weighed 19.5 kg and 
was 112.3 cm in height. The patient received a single risperidone dose of 0.015 

mg/kg (030 mg) with no concomitant medication. Beginning 1 to 2.5 hours after 
drug intake, the patient developed somnolence. No clinically important changes 
were observed in any of the investigated laboratory and cardiovascular safety 
parameters except for a transient increase in heart rate 1 to 2 hours after drug 

intake. None of the adverse events resulted in discontinuation of treatment. 

Study No. RIS- BEL -22: In this multicenter, dose -titration study,' risperidone 
was administered orally for 4 weeks to 7 patients with autistic disorder. Of these 
patients, 6 were children (3 through 9 years) and 1 was an adolescent (14 years). 

JJRP 00378151 
ConfidentialProduced in Litigation Pursuant to Protective Order 



 

Safety of risperidone in neonates. infants. children. and adolescents 8 

A risperidone oral solution containing 0.5 mg/mL (Lot No. 91A24/F2) was 

administered under open conditions twice daily. The daily dose of risperidone 

starting at 0.01 mg/kg on the first day was gradually increased for each patient 

in the course of the first week. On the seventh day of the study, the mean daily 

dose for all patients (including the adolescent) was 0.019 mg/kg (range: 0.01- 

0.041 mg/kg). Throughout the remainder of the study, there was a slow increase 

in the mean daily dose for all patients except for Patient 8 (and the adolescent, 

Patient 6), reaching 0.035 mg/kg on Day 28 (range: 0.014 -0.072 mg/kg). The 

incidence of adverse events during the course of therapy with risperidone was 

low. The adverse events reported were fatigue, vomiting, weight increase, 

insomnia, increased alkaline phosphatase, rhinitis, "absences" (a term commonly 

used in French for a variety of minor epileptic seizures including those covered 

in English by the term petit mal), and coma. All adverse events, except coma, 

were rated as mild to moderate in severity. None of the adverse events resulted 

in discontinuation of treatment. Safety information for the children (Patients 1, 2, 

3, 4, 5, and 8) is summarized below; information for the adolescent (Patient 6) is 

summarized in Section 5.A. 

Patient 1 was a 9- year -old boy with autism who weighed 33.5 kg and was 

138 cm in height. The patient was treated with risperidone at a starting dose of 
0.01 mg/kg/day for lack of eye contact. The daily dose was gradually increased 

during the course of the study to 0.04 mg/kg (1.34 mg). No concomitant 

medications were administered. At regular intervals on the first day of the 

study, the patient reported mild insomnia, which was considered by the 

investigator to be related to treatment. The risperidone dose was not reduced or 
discontinued as a result of the adverse event. 

Patient 2 was a 5- year -old boy with autism and severe mental retardation, who 

weighed 18.5 kg and was 123 cm in height. The patient was treated with 

risperidone at a starting dose of 0.01 mg/kg/day for stereotypic movements. The 

daily dose was gradually increased during the course of the study to 0.08 mg/kg 

(1.48 mg). During the study, the patient was also administered an antitussive 

(Bronchosedal ®). On the fifth day of the study, the patient reportedly took an 

overdose (25 mL) of the antitussive and became heavily sedated. The 

investigator recorded "subcomatose" on the patient's case report form for this 

event. The report of "subcomatose" was characterized according to World Health 

Organization Adverse Reaction Terminology (WHOART) as "coma." Although 

the event was regarded as serious, it did not entail a loss of consciousness. The 

event resolved without treatment and with no residual effects. In the opinion of 
the investigator, the event was not related to treatment with risperidone. Mild 

insomnia was also reported by this patient during the study. The event was 

attributed to the study drug but resolved without discontinuation of treatment or 
a reduction in the risperidone dose. No residual effects were reported. 
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Patient 3 was a 3- year -old boy with autistic disorder and mild mental retardation. 
who weighed 17.6 kg and was 107 cm in height. The patient was treated with 

risperidone at a starting dose of 0.01 mg/kg/day (0.176 mg) for aggressive 
behavior. The daily dose was gradually increased to 0.06 mg/kg (1.056 mg) 

during the course of the study with no adverse effects. Levocarnitine was also 

administered as a concomitant dietary supplement to the patient during the study. 

Patient 4 was a 6- year -old boy with autistic disorder and moderate mental 
retardation, who weighed 293 kg and was 1273 cm in height. Risperidone at a 

starting dose of 0.01 mg/kg/day (0.295 mg) was administered to the patient for 
lack of eye contact and was gradually increased during the course of the study to 

0.06 mg/kg/day (1.77 mg). No concomitant medications were administered. 
During the study, the patient reportedly experienced mild rhinitis (Day 4), a 

moderate increase in alkaline phosphatase (Day 30), and moderate weight gain 
(days in treatment not specified). In the opinion of the investigator, all events 

except the rhinitis were considered to be possibly related to treatment with 

risperidone. [The report of rhinitis was not considered to be related to treatment.] 

None of the events required an adjustment to the risperidone dose or led to 
discontinuation of treatment. At the time of reporting, the weight gain and 
increase in alkaline phosphatase were unresolved. 

Patient 5 was a 7- year -old girl with autism and severe mental retardation, who 
weighed 19.5 kg and was 122 cm in height. Risperidone at a starting dose of 
0.01 mg/kg/day (0.195 mg) was administered because of previous self -injury. 

The dose was gradually increased to 0.08 mg/kg/day until the third week (Day 
21) of the study when the patient reportedly experienced moderate fatigue, 
vomiting, and weight gain. All events according to the investigator were 
considered to be possibly related to treatment. Because of the adverse events, the 

daily dose of risperidone was kept constant at 0.08 mg/kg (1.56 mg) for the 

remainder of the study. No concomitant medications were administered. At the 

time of reporting, the patient had recovered from the events with no residual 
effects. 
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Patient 8 was a 9- year -old girl with autistic disorder, severe mental retardation, 
and epilepsy, who weighed 34.6 kg and was 140 cm in height. Risperidone at a 

starting dose of 0.01 mg/kg/day (0.346 mg) was administered to the patient for a 

behavioral disturbance. The dose was gradually increased in the course of the 

first week but was kept constant for the remainder of the study at 0.08 
mg/kg/day (2.768 mg). Antiepileptic medication (carbamazepine) was 
administered concomitantly throughout the study. Beginning on Day 17 of the 

study, the patient reportedly experienced mild, intermittent absences (a term 
commonly used in French for a variety of minor epileptic seizures, including 
those covered in English by the term petit mat). In the opinion of the 

investigator, the events were considered to be possibly related to treatment. The 

event did not lead to discontinuation of the study drug. 
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Table 2. Summary of adverse drug events elicited in elbticnl ntudles of riaperidone In children (2 years up to 12 yearn) 
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Study No. Dose Time on Drug 
Accession No. Age! Body Sysletaa (mg/day) at at Omet Concomitant Action 
Aublication Patient Sex Adverse EvLiii Onset (days) Diagnosis Drugs Token Outcome 

RIS -BF L21/lt 
N 102241/1 
WA 

I 3/M Psychiatric 0.5 1 autism. 
eczema. 

bronchitis 

Varlane® none R 
somnolence 

RISBEl -21111 

N 102241/1 
2 3/M Body as a whole 0.45 3 autism none none R 

fever 
N/A Psychiatric 

somnolence 0.45 I R 

R S -BTO 2I /II 
N 102241!1 

3 7/M Ps chiaric 1.1 I autism none none R 
somnolence 

WA 

RiS- ßßL -21 /11 

N 102241!1 
S 4/M Gastrointestinal 0.035 1 autism. 

cold 
none none R 

dimrhea 
NIA Psychiatric 

somnolence 0.035 1 R 

RISBf -21/11 

N 102241!1 
6 6/MM Psychiatric 0.30 1 autism none none R 

somnolence 
N/A 

RIS- DW.. -22 1 9/M Psychiatrie 1.34 I autism none none R 
N 121131 Insomnia 
N/A 

R1SBEL 22 2 5/M Psychiauic autism. Bronchosedal® NS R 
N 121131 

N/A 
Insomnia 
Central & peripheral nervous 

1.48 t t1 mental 
retardation 

overdose 

comet 1.48 5 R 

RTSBEL -22 
N 121131 

4 6/M Metabolic & nutritional 
1.77 4 NS 

autism, 
mental 

none none NR 
weight increase 

N/A high alkaline phosphatase 1.77 30 retardation 
Respiratory R 
rhinitis 1.77 4 

'Dose was based on 0.04 mg/kg/day; 1ComaoWF1OART term for report recorded an "subcornatose" (the event did nól entail loss of consciousness); dose was based on 0.08 
mg/kg/day: adose was based'on 0.06 mg/kg/day. 
NRawt recovered at time of repon; Raresolved; NS=rot specified. 
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Table 2. (Contlnued)...Summ cry of adverse drug events elicited in clinical studies of risperidone In children (2 years up to 12 years) 
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Study No. 

Accession No. 
Publication Patient 

Age/S 
ex 

Body System 
Adverse Event 

Dose 

(mg/day) at 

Onset 

Time on Drug 
at Onset(days) 

Diagnosis 

Concomitant 

Drugs 

Action 
Taken Outcome 

RIS -BEL -22 

N 121131 

5 7IF Body at a whole 1.56 21 autism. 
mental 

none dose reduced R 

fatigue 
N/A Gastrointestinal 1.56 21 retardation R 

vomiting 
Metabolic & nutritional 1.56 21 

R 
weight increase 

RIS- BEL -22 8 9/F Central & peripheral nervous epilepsy. carbamazepine none NR 

N 121131 

N/A 
absences t 2.8 t IT autism. 

mental 
retardation 

N/Airot applicable; NS=not pecified in study; NR =not recovered at time of report; R =resolved. 

*Dose was based on 0.08 mg/kg/day: tAbsences=a term commonly used in French for n variety of minor epileptic seizures. including those covered in English by the term petit oral. 

#Dose was based on 0.08 mg/kg/day. 

r® 
Ó t- 
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4.B. PUBLISHED STUDIES AND CASE REPORTS 

The safety of risperidone in children as reported in publications of clinical 

studies and case histories is summarized below and in Tables 3 and 4. 

13 

Lombroso et al reported safety information from an 11- week, open -label trial,` 

which included 7 patients (5 boys and 2 girls) with a mean age of 12.9 t 1.9 

years. Of these patients, 1 was a child (age: 11 years) and 5 were adolescents 

(ages: 12 -13 years). One patient (Patient 7), who was 16 years old, did not 

meet the age criteria for inclusion in this review. The objective of the trial was 

to evaluate the short-term efficacy and safety of risperidone in the treatment of 
chronic tic disorders in children and adolescents. The patients were seen at 

baseline and for two follow -up visits over an 11 -week period. Risperidone 

appeared to be effective in reducing tic frequency and intensity in these 

patients. The most frequent side effect was weight gain, which ranged from 8 

to 14 pounds. Safety information for the child (Patient 1) is provided below; 

safety information for the 5 adolescents (Patients 2, 3, 4, 5, and 6) is provided 

in Section S.B. General safety information for patients for whom the age and 

sex were not specified in the report is provided in Section 6. 

Patient 1 was an 11- year -old boy diagnosed with Tourette's syndrome. 
Risperidone was initiated at a starting dose of 0.5 mg on the first day and then 

increased by 0.5 mg every 5 days up to 1 mg/day. (A maximum dose of 5 

mg/day was permitted under the protocol for the study.) An antihypertensive 
(clonidine 0.15 mg /day) was administered concomitantly. By the end of the 

study (11 weeks), the patient had gained weight. The amount of weight gained 
was not specified, however, weight gain for all patients ranged from 8 to 14 

pounds. 

Mandoki reported safety information from open clinical trials' in which 10 

patients participated. Of these patients, 7 were children (7 to 11 years of age) 

and 1 an adolescent (12 years of age) refractory to previous treatment with 

other psychotropic drugs; 2 patients aged I7 years did not meet the age criteria 

for inclusion in this safety review. A variety of disorders were represented by 

the 7 children -- schizophrenia, bipolar disorder, major depression with 

psychotic features, Tourette's syndrome, obsessive -compulsive disorder, and 

post- traumatic stress disorder. Five of the 7 patients experienced at least one 

adverse event after risperidone treatment in doses ranging from 2 to 6 mg/day 

for 6-16 weeks. The adverse events were depression, weight gain, and 
extrapyramidal symptoms. Safety information for the 7 children (Patients 1, 2, 

3, 4, 5, 6, and 7) is discussed below; information for the adolescent (Patient 8) 
is discussed in Section 5.B. 

Patient 1 (Case No. 39325) was a 7 -year -old boy with suicidal ideation who 
was treated with risperidone at an initial dosage of 0.5 mg twice daily. Over 4 
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days, the dosage was increased to 4 mg/day. At 4 mg/day, the patient became 
dysphoric and developed a mild tremor, neither of which required treatment. 

After 3 months of risperidone 4 mg/day, the patient's dosage was increased to 

6 mg/day because of the reemergence of prior psychotic symptoms including 

inappropriate sexual behavior, these symptoms responded to the addition of 
paroxetine 20 mg daily and an increase in risperidone to 8 mg daily in divided 

doses. At the time of reporting, the patient had been on this therapeutic 

regimen for 3 months but his prior psychotic symptoms were reemerging. His 

mild tremors had remained unchanged over this time period. Safety 
information for this patient was also included as a spontaneous adverse event 

report, which was regarded as serious. See Case No. 39325 in Tables 5 and 6 
of Section 4.C. 

Patieñt 2 (Case No. 39326) was an 8- year -old girl presenting with suicidal 
ideation and aggression was started on a risperidone dose of 0.5 mg twice 
daily. The dose was increased on the second day to 2 mg/day. On the third 

day of treatment, she developed extrapyramidal symptoms characterized by 

tongue protrusion and muscle rigidity. These symptoms were eliminated with 

benztropine at a dosage of 1 mg four times a day. Risperidone was then 
increased to 4 mg/day. At the time of reporting, the patient had received 
risperidone 4 mg/day for 6 weeks with no adverse effects. Safety information 

for this patient was also included as a spontaneous adverse event report. See 

Case No. 39329 in Table 5 of Section 4.C. 

Patient 3 was a 9- year -old boy diagnosed with a DSM -TV major depressive 
disorder with psychotic features was treated with risperidone because he 
presented with a prior history of sedation with thioridazine and a history of 
neurological problems (current signs included tremors, tics, and poor 
coordination). The starting dose of risperidone, 03 mg twice daily, was 
increased over a period of 6 days to 3 mg daily. He continued on this regimen 
for 10 weeks with no adverse effects. Please refer to Table 4 for a tabular 
presentation of patients who demonstrated therapeutic effects with risperidone 
without experiencing adverse events. 

Patient 4 (Case No. 39327) was a 10- year -old boy who presented with 
psychotic symptoms, suicidal ideation, and self -destructive behavior. Because 
of his lack of response to multiple medication trials, his paranoid ideation, and 
history of noncompliance, the patient was treated with risperidone at an initial 
dosage of 0.5 mg twice daily. The dose was increased by 1 mg/day to 5 mg 

daily. He became dysphoric upon initiation of risperidone therapy but no 
antidepressant was required and the dosage of risperidone was not adjusted 
because his psychotic symptoms were responding to therapy. The patient 
continued this regimen for 2 years but at age 12 he was sexually abused and 
rehospitalized for the reemergence of psychotic symptoms and suicidal ideation. 
The symptoms subsided after increasing the dose of risperidone to 8 mg/day. 

JJRP 00378158 
Confidential/Produced in Litigation Pursuant to Protective Order 



 

Suety of eispetidone in neonates, infants. childaen. and adoteseents 15 

The patient had continued on risperidone 8 mg/day for an additional 11 months 

without recurrence of the psychosis. Since the start of risperidone, the patient 

had gained 30 pounds. Safety information for this patient was also included as 

a spontaneous adverse event report, which was regarded as serious. See Case 

No. 39327 in Tables 5 and 6 of Section 4.C. 

Patient 5 (Case No. 39328) was a 10- year -old boy who presented with a 1-year 

history of bizarre behavior, withdrawal, apathy, thought blocking, poverty of 

thought, and auditory and visual hallucinations that remained unabated despite 

treatment. Risperidone was started at 2 mg/day, then increased to 4 mg/day, 

and then 6 mg/day on the third day. After reaching this dose, the patient 

became drowsy and lethargic. These symptoms resolved with a reduction in 

risperidone dosage to 4 mg/day. Ten days after initiating risperidone, the 

patient developed akinesia and dyskinetic movements, which were resolved 

with the addition of benztropine 2 mg/day. At the time of reporting, the 

patient had continued this combined regimen for 2 weeks with no adverse 

effect and was asymptomatic. Safety information for this patient was also 

included as a spontaneous adverse event report. See Case No. 39328 in Table 5 

of Section 4.C. 

Patient 6 was an 11-year-old boy presenting with severe aggression, visual and 

auditory hallucinations, motor and vocal tics, and continuing symptoms of 
Tourette's disorder and obsessive -compulsive disorder. The child had a family 

history of schizophrenia and bipolar disorder. Because he had failed to respond 

to antimanic agents and three neuroleptics, the child was treated with 

risperidone at an initial dosage of 2 mg/day. The dosage was increased to 4 

mg on the second day and to 6 mg on the third day. After one week of 
therapy, the psychotic symptoms and tics improved with no adverse effects. 

Over a period of 8 months, the risperidone dose was increased to 8 mg/day. 

After 12 months of risperidone therapy, the patient had not developed any 

adverse effects. Please refer to Table 4 for a tabular presentation of patients 

who demonstrated therapeutic effects with risperidone without experiencing 

adverse events. 

Patient 7 (Case No. 39329) was an 11- year -old girl with cerebral palsy who 

was hospitalized for treatment of sexual aggression and psychotic symptoms. 
Because of prior neurologic symptoms and a lack of response to classic 
neuroleptics, treatment with risperidone at a starting dose of 1 mg/day was 
initiated. The dose was increased by 0.5 mg twice daily up to 5 mg daily. At 

this dose, she presented with a possible tongue protrusion, which was difficult 
to assess because of her speech impediment. The child recovered without 
medical intervention. No anticholinergic medication was required and the 
risperidone dose was not adjusted. After 9 weeks, the child remained 
asymptomatic. Safety information for this patient was also included as a 
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spontaneous adverse event report. See Case No. 39329 in Table 5 of Section 

4.C. 
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Simeon et al' reported safety information for 7 patients with a variety of 
chronic psychiatric disorders who participated in open trials of risperidone. Of 

these patients, 1 was a child (age: 11 years) and 4 were adolescents (ranging in 

age from 13 to 15 years); all patients had previously received long -term 

therapy with antipsychotic medications. Two patients (Patients A and G), who 

were 17 and 18 years old, did not meet the age criteria for inelúsion in this 

safety review. Safety information for the child (Patient B) is described below. 

Please refer to Section 5.B. for safety information pertaining to the adolescents 

(Patients C, D, E, and F). 

Patient B was an 11- year -old boy diagnosed with schizophrenia (paranoid type) 

who was referred to a mental health clinic for an assessment of escalating 

behavioral problems. Risperidone treatment was initiated because of the chronic 

and severe nature of the patient's disorder and because the patient had not 

responded to prior psychotropic medications. The daily risperidone dose was 

rapidly increased to 6 mg but then reduced to 3 mg when the patient 

complained of dizziness, weakness, and "marked tiredness." Four months after 

the reporting of the adverse events, the patient was receiving an optimal daily 

dose of 2.5 mg with no major side effects. 

Stemlieht and Wells described a case of a child who had no adverse effects 

following treatment with risperidone. The risperidone treatment regimen for this 

child is described below and summarized in Table 4. 

Patient 1 was a 6- year -old boy with a diagnosis of probable childhood 

schizophrenia and attention -deficit hyperactivity disorder who had not 

responded to high doses of desipraniine, clonidine, and methylphenidate. 

Desipramine and clonidine were discontinued and risperidone (i mg twice 

daily) was started in combination with methylphenidate. At the time of 
reporting, the patient had continued the risperidone regimen for 3 months with 

no side effects. Please refer to Table 4 for a tabular presentation of patients 

who demonstrated therapeutic effects with risperidone without experiencing 
adverse effects. 
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Table 3. Summary of published safety information on thà: ttse of risperidone in children (2 years up to 12 years) 
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Authors) 
Accession No. 

Study No. Patient 
Age/ 
Sex 

Body System 
Adverse event 

Dose 

(mg/day) 
at Onset 

Time on 

Drug at 

Onset Diagnosis 

Concomitant 

Drugs 

Action 
Taken Outcome 

Lambroso et al 

N 118174 

1 11/M Metabolic & nutritional 1 11-week 

period 

Tourenc s cionidine 
0.15 mg/day 

NS NS 

weight increase 
N/A 

Mandoki 1 7/M Psychiatric bipolar paroxetine 20 risperidone NR 
N 112364/1 

N/A 
depression. psychotic symptoms 
Central & peripheral nervous 

4 4 days disorder. 

psychosis. 

mg/day dose 

increased to 
tremors 4 4 days suicide 

ideation 

8 mg/day 

Mandoki 
N 112364/1 

N/A 

2 t 8/F Central / pr:hernt nervous 
2 3 days 

suicide 

ideation. 
psychosis 

none benztropine, 
dose 

Increased 

R/f 
tongue protrusion. muscle 

rigidity 

Mandoki 4 t 10/M Metabolic &. nutritional bipolar none none NR 
N 112364/1 
N/A 

weight increase 

Psychiatric 
8 11 months disorder. 

psychosis 
dysphotia 1 -5 2 weeks R 

Mandoki 5 f 10/M Central & peripheral nervous schizophrenia none dose reduced R 
N I12364/1 akinesia 4 10 days for lethargy; 
N/A dyskinesla 

Psychiatric 
4 

6 

10 days 

3 days 

benrimpine 
for dieresis. 

dyskinesia R lethargy 

Mandoki 
N 11236411 
WA 

7 I 11/F Central & peripheral nervous 5 NS psychosis, 
cerebral palsy 
sexual 

aggression 

none none R 

tongue protrusion 

Simeon at al 

N 112430/1 
B 11/M Central & peripheral nervous 6 NS schizophrenia none dose reduced RID 

dizziness 
N/A Body as a whole 

weakness, tiredness 

Safely information also Included as spontaneous adverse event report for Case No 39325; tSafety information also included as spontaneous adverse event report for Case No. 
39326; /Safety Information also included as spontaneous adverse event report for Case No. 39327; ¡Safety Information also included as a spontaneous adverse event report for Case 
No. 39328; (Safety Information also included as a spontaneous adverse event report for Case No. 39329. N /Aanot applicable; NScnot specified in report; NR =not recovered at time 
of report; R= recovered; RID = resolved with an adjustment In dose; R/Ttresolved with treatment. 
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Table 4. Summary of published therapeutic effects of 6ottjµ .G1á nsr;, in children (2 year up to 12 years) 
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Author(i) 
Accession No. 

Study No. Patient 
Age/ Sex Dose 

(tn!/dny) 
Dunuion of 
Treatrrrmt Diagnosis Concomitant Drugs 'Therapeutic Effects 

Sternlicht lk Wells 
N 1 12362/1 
N/A 

I ß/M 2 3 months schirophrenia, ADHD methylphenidate stable 

Mandoki 
N 112364/I 
N/A 

3 911A R) desks depression none stable 

Mandoki 
N 1 12364/1 
N/A 

6 11/M 6 -6 8-l2 months Tourette e. aggression. 
hallucinations. tics. 
obsessive -compulsive 
disorder 

none aggression controlled 

N /Annot applicable. ADHD=tendon- deficit hypemctivi y disorder. 

® oto 
O. (3) 
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4oDo sPOst°NIEOUS SzvERSE DRUG EVENT EtPORü'S 
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During 1 
i, e period from January 1993 to March 31, 1996, 64 spontaneous 

adverse drug events were experienced by children receiving risperidone. Table 
5 provides a summary of the adverse events, the dose(s) at which the events 
occurred, and the outcomes of the events where information on the outcomes 
was available. 

4.C.9. SEFUot.1S ADVERSE DRUG EVENTS 

Of the 64 spontaneous adverse drug events experienced by c 'Wren, 18 were 
considered serious. Table 6 and the case narratives below provide a saummaty 

of the serious adverse events, the dose at which the events occurred, and the 

outcome of each event where information ,n the outcome was available. 

Case No. 53060: An 11- year -old boy with bipolar disorder had exhibited 
mouth movements during thioridazine therapy. Thioridazine was discontinued 
and risperidone (4 mg/day) was sttarîred the following day. lithium and valproate 
sodium (Depakote®) were ven concomitantly. After 21 weeks, ,s, outh 

ovements were noted and risperidone was discontinued. No recurrence of 
mouth movements was observed 20 days later. 

Case No. 37367: A 7- year -old boy developed tardive dyskinesia after 
3 months of risperidone (4 mg/day) therapy for hyperactivity. At the time of 
reporting, the symptoms had not abated and risperidone was not discontinued. 
The patient was lost to follow -up. 

Case No. 38757: A 9- year -old boy developed tongue movements while being 
treated with halope idol. } aloperidol was discontinued and the movements 
resolved. Risperidone (l mg/day) was started and, although the patient's 
psychosis improved, the tardive dyskinesia recurred after 10 days of treatment. 
There w no improvement wir' a lower dose (0.5 mg/day); risperidone was 
discontinued. At the time f reporting, the patient was receiving valproate 
sodium (Depnkote ®), dexamphetamine, and vitamin E, which result, _ ii in 
improvement of the tardive dyskinesia. 

Case N,. 3666ás A 6-year-old mentally retarded girl who had participated in a 
short -tern, tiria1 with good results was continued on risperidone 
(0.75 mg/day). Valproate sodium (Mepakote ®) was administered concomitantly 
for epilepsy. After 7 months of therapy with risperidone, the patient was 
hospitalized because of increasingly involuntary movements over a 3 -week 
period. Upon admission, the patient exhibited frequent dystonic reactions in 

the right arm associated with a grumbling noise, increased eye blinking, and 
intermittent torticollis to the right. Orphenadrine was prescribed when tremor 
and myoclonus of shoulders and right hemifacies were observed. Because drug- 
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induced dystonia was suspected, treatment with risperidone and orphenadrine 
were discontinued. Therapy with phetiobarbitol and carbamazepine was then 

started. The involuntary movements were reduced, but the patient became more 

aggressive and unmanageable and was transferred to a psychologic clinic. The 

general outcome of the patient was unknown at the time of reporting. 

Case No. 39042: A 7- year -old autistic boy with no previous history of seizures 
was hospitalized with a generalized seizure 4 months after starting risperidone 
(1 mg/day). Although febrile, there was no autonomic instability or muscle 
rigidity present. Results of a computed tomography (CT) scan, lumbar 
puncture, and laboratory safety tests (including electrolytes) were normal. 
Risperidone was discontinued and no further seizures occurred. 

Case No. 36389: An 8- year -old boy with a history of seizures experienced a 

seizure when risperidone was added to an existing therapy of carbamazepine 
(Tegretol ®), valproic acid (Depakene ®), and phenytoin (Dilantin ®). No 
information on the risperidone dose or on the doses of the concomitant 
medications was available. The general outcome of this patient was unknown 
at the time of reporting. 

Case No. 44344: A 5- year -old boy with autism was treated with risperidone 

2.5 mg/day, clonidine (Catapres ®), and phenytoin (Dilantin®). After 2 months 
of therapy, the child experienced a grand mal seizure. The child was evaluated 
in an emergency room and was treated with phenytoin. The child had a history 
of one prior seizure for which phenytoin had been prescribed. The plasma 
level of the phenytoin was determined to be subtherapeutic (5.0 mg) and were 

corrected. Risperidone was discontinued and the seizures did not recur. 

Case No. 40314: A 7- year -old girl experienced a head -face -neck dystonia after 

2 days of risperidone therapy (0.5 mg three times daily or 1.5 mg/day) and 

excessive sedation, tremors, and hypersalivation after 6 days of risperidone 
therapy (0.5 mg three times daily or 1.5 mg/day). Concomitant medications 
included methylphenidate (Ritalin ®), clonidine (Catapres ®), and imipramine 
(Tofranil ®) for hyperactivity. The child required hospitalization for 48 hours 
and received treatment with intramuscular diphenhydramine. Risperidone was 

discontinued. At the time of discharge, all events had resolved and risperidone 
was restarted at a lower dose. 

Case No. 44911: A 6 -year -old boy who was being treated with risperidone, 
and pemoline (Cylert®) developed an upper respiratory infection after 26 days 
of treatment The risperidone dosage was 1 mg/day. Erythromycin was added 

to the patient's therapy but shortly after starting the drug, the patient was 

hospitalized for an acute dystonic reaction. Erythromycin and risperidone were 
discontinued and diphenhydramine was initiated. The reaction was attributed 

JJRP 00378164 
ConfidentiaVProduced in Litigation Pursuant to Protective Order 



 

Safety of A peridoee in nconmcs. infants. chirdrm. and adokxents 21 

by the reporting physician to the combination of risperidone and erythromycin. 
The patient recovered. 

Case No. 41120: A boy whose age was not specified experienced petit mal 

seizures while on risperidone therapy. The dose of risperidone, the date of 
initiation, concomitant medications, patient history, treatment required for the 

seizures, and the overall outcome of the patient were not reported. It was not 

known whether the event was an aggravation of an existing seizure disorder. 

Case No. 27159: A 2- year -old girl was reported as emotionally withdrawn 
(apathetic) for 18 hours after accidentally ingesting a 3 -mg tablet of 
risperidone. In the emergency room, the child was given 0.5 .g/kg of activated 

charcoal with sorbitol and magnesium citrate. All vital signs reportedly 

remained normal and there were no laboratory abnormalities. The child was 

discharged from the hospital, fully recovered, within 36 hours. 

Case No. 30384: Risperidone (1 mg/day) was given to a 6- year -old boy i day 

after tapered discontinuation of methylphenidate. The child exhibited severe 

sedation, tachycardia (heart rate: 170 bpm), and occasional irregular pulse; no 

electrocardiographic rhythm abnormalities were noted. After discontinuation of 
risperidone treatment, gastric lavage and activated charcoal were administered. 

After an overnight stay in the hospital, he was fully recovered and discharged. 

Case No. 39325 (Patient 1): A 7- year -old boy refractory to previous treatment 

with other psychotropic drugs received treatment with risperidone at 4 mg /day. 

After 3 months, prior psychotic symptoms reemerged and the patient 

experienced depression. Safety information for this child was documented as a 

spontaneous adverse event report and in a publication: Mandoki M. Risperidone 

treatment of children and adolescents: increased risk of extrapyramidal side 

effects? Journal of Child and Adolescent Psychopharmacology 1995; 5(1):49- 

67. See Section 4.B. for detailed safety information reponed by Mandoki for 

this child (Patient 1). 

Case No. 43687: A 9- year -old mentally retarded girl with cerebral palsy was 

treated with risperidone 1 mg three times daily (3 mg) for self- destructive 

behaviour. After an unspecified period of therapy, the child was hospitalized 

with gastroparesis. A medical examination showed that the child was not 

diabetic. Cisapride therapy was started but at the time of the report, the child 

had not yet recovered from the event. 

Case No. 40745: A 7 -year -old boy experienced abdominal pain, nausea, 

vomiting, and constipation after 6 weeks of treatment with risperidone 

2 mg/day, ranitidine (Zantac ®), venlafexine (Effexor19), and benztropine 
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(Cogentin ®). The patient was hospitalized with diagnosis and outcome 
pending at the time of the report. 

22 

Case No0 39327 (Patient 4): A 10-year-old boy refractory to previous 
treatment with psychotropic drugs was treated with risperidone 5 mg/day. The 
co dñtion of the patient reportedly worsened after 11 months of treatment. 
Safety information for this child was documented as a spontaneous adverse 
event report and in a publication: Mandoki M. Risperidone treatment of 
children and adolescents: increased risk of extrapyramidal side effects? Journal 
of Child and Adolescent Psychophanruacology 1995; 5(1):49 -67. See Section 
4. . for detailed safety information reponed by Mandoki for this child (Patient 
4). 

Case No 41 t 'l: An 11- year -old girl developed moderate shortness of breath 
after two days of risperidone therapy at 1 mg /day. Concomitant medications 
included clonidine (Catapres ®) for hyperactivity. The child required overnight 
hospitalization for observation. The event resolved spontaneously without 
treatment during the night of hospitalization. According to the mother of the 
child, all breathing and blood tests were nc mil. Risperidone was permanently 
discontinued. 

Case No. n532: An 11-year-old boy who received a titrated dose of 
risperidcne 1-4 mg/day) over a 3 -week period had an elevated prolactin !eve!. 

of 68.8 ng/mL (normal range: 2 -15 ng/mL) and a pea -size breast mass. 
Risperidone was discontinued over a 2 -day period with thiothixene initiated 
over the same two days. A pediatric endocrinologist was to make an evaluatic 
and biopsy. Physician follow -up was denied. 

.C.. TREAUMENT DISCOtd'lúh9tlATION 

speridone was discontinued in 23 of the r.'' children who experienc +ive 

events, including I of the 18 children with serious adverse events. Details of 
the events leading to discontinuation of treatment for the children with serious 
adverse events are summarized in Table 7 and in the case narratives previously 
described in Section 4.C.1. A summary of all tre .. men!, discontinuations is 
provided in T. le 8. 
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Table 5. Summary of pharmacovigilance reports of adverse drug events in children (2 years up to 12 years) 

23 

Case 
No. 

Body System 
Adverse Event 

Age/ 
Sex 

Dose 

(mg/day) 
at Onset 

Time on 

Drug at 
Onset Concomitant Drugs 

Action 
Taken Outcome 

Central & peripheral nervous 
33068 tardive dyskinesia 11/M 4 21 weeks lithium/Dcpakote® DS R 
37367 tardive dyskinesia 7/M 1 -4 3 months Ritalin ® /Catapreso none NR 
38757 tardive dyskinesia 9/M 0.5 -1 10 days Depakote®/Dexedrinc® /vitamin E Rx/DS NR 
36751 dyskinesia 9/M 4 8 weeks NS DR NR 
36842 dyskinesia 10/M 1 6 months Catapres® none NR 
39542 dyskinesia 10/M 1 28 days Dexatrim ® /Depakote® DS NR 
39576 dysklnesia IOfM 4 NS t ataprest?/Benadryl® DR NR 
26514 dystonia 10/M 4 2 days Prozac® Rx R 
29184 dystonia i:',IS 1 1 day none DS R 
36663 dystonia 6/F 0.75 7 months Depakote® DS/H/Rx U 
36389 convulsion aggravated 8/M NS NS Tegretolo/Dilantin ®/Depakene® NS U 
39042 convulsions 7/M 1 17 weeks NS DS/H R 
37483 extrapyramidal symptoms 7/F 3 12 days NS none NR 
26569 tongue paralysis 10/M 2 1 day NS Rx R 
27685 stupor ll/F 3 2-1 weeks lithium DS R 
27956 dizziness 7/M U 3 days Haldol ®/Depakotee:1 Tegretol ®/Inderai0 none NR 
32281 oculogyric crisis 8/M 0.5 -2 20 days Tofranil® DS R 
44911 dystonia 6/M 1 26 days Cylert :'!erythromycin DS/H/Rx R 
44344 grand mal convulsions 5/M 2.5 2 months Catapres ® /Dilantin® DS/Rx R 
42518 abnormal gait 6/M NS 3 days NS DS R 
40314 dyskinesia 7/F 1.5 2 Ritalino /Catapres,/Tofranil® DS/H/Rx R 
39329e tongue protrusion 11/F 5 NS NS none R 
39328* dyskinesia 10/M 6 IO days none DR/Rx R 
39326* extrapyramidal symptoms 8/F I 3 days NS Rx R 
41120 petit mal seizures NS/M U U NS NS U 

*Safety information also included in a publication: Journal of Child and Adolescent Psychopharmacology 1995; 5(1):49 -67. 
NS =not specified; NR =not recovered at time of report; R= resolved; U=unknown; DS=drug stopped; Rx= prescription or supportive therapy; 
H =hospitalization; DR=dose reduced. 
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Table 5. (Continued)...Summary of pharmacovigilance reports of adverse drug events in children (2 years up to 12 years) 
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Case 

No. 
Body System 
Adverse Event 

Age/ 
Sex 

Dose 

(mg/day) 
at Onset 

Time on 

Drug at 
Onset Concomitant Drugs 

Action 
Taken Outcome 

Psychiatric 
27159 apathy (accidental Ingestion) 2/F 3 1 day NS H/DS/Rx R 
30384 somnolence 6/1V1 1 1 day Ritalin® H/DS/Rx R 
32613 somnolence C/M 2 NS NS none R 
34639 somnolence 1 E/M 2 2 days Depakoteo/Dexedrine® none NR 
37090 somnolence g/M 4 1 year Depakote® DS NR 
36539 libido increase 51M 6-8 10 months NS none NR 
39325e depression 7/M 4 3 months NS H/DS/Rx NR 
41550 agoraphobia 7/M 0.75 26 days Anafranil® none NR 
39800 aggressive reaction 9/M 5 8 months NS none NR 

Gastrointestinal 
29831 excessive appetite 10/M 3 9 days NS none NR 
32277 hypersalivation 11/M NS 6 days Paxil ® /Depakeneo none NR 
40183 gastric ulcer 9/M NS NS Effexor® /Cogentin'i! Rx NR 
40745 abdominal pain 7/M 2 6 weeks Zantaci?/Effexor ® /Cogentin® H NR 
40875 fecal incontinence 7/M 1.5 NS Ritalin ® /Klonopin® none NR 
40916 hypersativation 6/NS NS NS lithium/acetaminophen DR/Rx R 
43431 nausea 8/M 0.5 4 days NS DR NR 
43687 gastric atony 9/F 3 NS NS H/Rx NR 

Bleeding It clotting . 

31242 epistaxis NS NS NS NS DS NR 
3321 t epistaxis 11/F 2 -3 6 days NS Rx NR 
33212 epistaxis 10/M 7 4 days NS DS/Rx R 
33106 thrombocytopenia 8/M 2.5 7 weeks Benadryl ® /Catapres® DS R 
42525 epistaxis NS U U NS none NR 

*Safety information also included in a publication: Journal' of Child and Adolescent Psychopharmacology 1995: 5(1):49 -67. 
NS =not specified; NR =not recovered at time of report: R= resolved; DS =drug stopped; Rx= prescription or supportive therapy: H= hospitalization; DR =dose 
reduced: DI =dose increased. 
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Table 5. (Continued)...Summary of pharmacovigilance reports of adverse drug events in children (2 years up to 12 years) 
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Case 

No. 
Body System 

Adverse Event 
Age/ 
Sex 

Dose 

(mg/day) 
at Onset 

Time on 

Drug at 

Onset Concomitant Drugs 

Action 
Taken Outcome 

Metabolic /nutritional 
33084 weight increase 10/M 2 2 months Klonopin® Rx NR 
42121 weight increase 5/M NS NS Prozac+ DR R 
44347 weight increase 8/M 2.5 12 months NS none NR 

Skin & appendages 
25739 urticaria 11/M 2 1 day NS DS R 

32322 rash 8/M 2 1 week Dilantin® DR/Rx NR 
40751 pruritus, genital 8/F 4 NS NS none NR 

Urinary 
34672 urinary retention 7!iá9 6 10 days Synthroid ® /I'egretol® none NR 
38523 urinary retention 9/M 2.5 NS NS none NR 
43954 winery incontinence 10/M 2 7 days NS none NR 

Body as a whole 
29172 therapeutic response 

decreased 

9/M 4 NS NS 
, 

none NR 

39327* condition aggravated 10/M 5 1 I months NS H/Rx NR 

Vision 
27945 blurred vision 2/M 6 10 days none D5 NR 
38756 blepharospasm 10/M 3 -5 NS RitalinID DR NR 

Respiratory 
38676 cough 7/M 1 1 -2 hours NS none NR 
41041 dyspnea 11/F 1 2 days Catapres® DS/H R 

*Safety information also included in a publication: Journal of Child and Adolescent Psychopharmacology 1995; 5(1):49 -67. 
NS =not specified; NR=not recovered at time of report; R=resolved; DS=drug stopped; Rx= prescription or supportive therapy; H= hospitalization; DR =dosc 

reduced; DI =dose increased. 
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Table g. (Continued)...Summary of pharmacovigilance reports of adverse drug events in children (2 years up to 12 years) 
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Case 
No. 

Body System 
Adverse Event 

Age/ 
Sex 

Dose 

(mg/day) 
at Onset 

Time on 

Drug at 
Onset Concomitant Drugs 

Action 
Taken Outcome 

29632 
Neoplasms 

I1/M 4 3 weeks NS DS NR breast neoplasm 

27677 
Cardiovascular 

ß/F 1 2 days Ritaline DS R hypertension 

Total number of adverse events reported in children: 64 

NS =not specified; NR =not recovered at time of' report; R=resolved; DS =drug stopped; Rx =prescription or supportive therapy; H= hospitalization; DR =dose 
reduc >s; D1 =dose increased. 
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Table 6. Summary of pharmacovigilance reports of serious adverse events in children (2 years up to 12 years) 

Case 
No. 

Body System 
Adverse Event 

Age/ 
Sex 

Dose 

(mg /day) 
at Onset 

Time on 
Drug at 
Onset Concomitant Drugs 

Action 
Taken Outcome 

Central dt peripheral nervous 
33068 tardive dyskinesia 11 AM 4 21 weeks Ili thi m/D pakote® DS ll 

37367 tardive dyskinesia 7/M 1- 3 months Taal inO/Cataprest5 none NR 
38757 tardive dyskinesia 9/M 0.5 -1 10 days Depakote ®/Dexedrineto /vitamin E Rx/DS NR 
36663 dystonia 6/F 0.75 7 months Depakotei H/DS/R( U 
39042 convulsions 7/M I 17 wee! :s NS H/DS 4' 

36389 convulsion aggravated 8/M NS NS Tegretol 0 /DiIantino/Depnkene® NS U 
44344 grand mal convulsions 5/M 25 2 month CatapresI)/Dilantin.1 DS/Rx R 
40314 dyskinesia 7/F 1.5 2 days Ritalin( /CatapresofTofranilo NIDS/Rx R 
44911 dystonia 6/M l 26 days Cylertal/erythromycin H/DS/Rrt R 
41120 petit mal convulsions NS/M NS NS NS NS U 

Psychiatric 
27159 apathy (accidental ingestion) 2/ 3 1 day S H/DS/Rx i R 
30384 somnolence/sedation 6/M 1 1 day LRitalinD H/DS/Rx R 
39325e depression 711M 4 3 month NS H/DI/Rx NR 

Gastrointestinal 
43687 gastric stony 9/M 3 e!;', NS H/Rx NR 
40745 abdominal pain 7/M 6 t.,4- !:.s Zsntn_s+/EffexoriNCogentinG! NS NR 

Respiratory 
41!í 1 dyspnea 11/F I ` 6nyc Catapres?ll DS/H R 

Body as a whole 
39327° condition aggravated 10/M 5 l 1 months NS H/Rx NR 

°Safety information was also included in a publication: Journal of Child and Adolescent Psychophar macology 1995; 5(1):49 -67. 
NS =not specified; NR =not recovered at time of report; R= recovered; U= unknown; H=hospitalization; DS =drug slopped; D1 =dose increased; 
Rx= prescription or supportive therapy. 
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Table 6. (Continued)...Summary of pharmacovigilance reports of serious adverse events in children (2 years up to 12 years) 

Case 
No. 

29632 

Dose Time on 

Body System Age/ (mg/day) Drug at Action 

Adverse Event Sergi at Onset Onset Concomitant Drugs Taken Outcome 

Neoplasms 1 U 4 3 NS DS NR breast neoplasm 

Total number of serious adverse events reported in children: 18 

°Safety information was also included in a publication: Journal of Child and Adolescent Psychopharmacology 1995; 5(1):49-67. 

NS =not specified; NR =not recovered at time of report; R=recovered; U= unknown; H= hospitalization; DS=drug stopped; D1 =dose increased; 

Rx =prescription or supportive therapy. 
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Table 7. Summary of pharmacovigilance reports of serious adverse drug events leading to discontinuation of treatment in children (2 
years up to 12 years) 

29 

Case 
No. 

Body System 
Adverse Event 

Age/ 
Sex 

Dose 
(mg/day) 
at Onset 

Time on 
Drug at 
Onset Concomitant Drugs 

Action 
Taken Outcome 

Central & peripheral nervous 
33068 tardive dyskinesia 1113 4 21 weeks lithium/Depakote® DS R 
35757 tardive dyskinesia 9/M 0.5 -1 10 days Depakote®/Dexedrine® /vitamin E DS/Rx NR 
36663 dystonia 6/1+ 0.75 7 months Depakote® DS/H/Rx U 
39042 convulsions 7/M 1 17 weeks NS DS/H/Rx R 
44344 grand mal convulsions 5/M 2.5 2 months Catapres ®/Dilantin® Ds/Rx R 
40314 dyskinesia 7/F 1.5 2 -6 days Ritalin ® /Catapreseinofranil® DS/H/Rx R 
44911 dystonia 6/M I 26 days Cylert® /erythromycin DS/H/Rx R 

Psychiatric 
27159 apathy (accidental ingestion) 2/IF 3 1 day NS DS/H/Rx R 
30384 somnolence 6/M I 1 day Ritalin® DS/H/Rx R 

Respiratory 
41041 dyspnea I I/F I 2 days Cateprei® DS/H R 

Neoplasm 
29632 breast neoplasm 11/M 4 3 weeks NS DS NR 

Total number of serious adverse events leading to discontinuation of treatment in children: I I 

R= recovered; NS =not specified; U= unknown; DS=drug stopped; H= hospitalization; Rx= prescription or supportive therapy. 
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Table 8. Summary of pharmacovigilance reports of treatment discontinuations due to adverse drug events in children (2 years up to 12 years) 

Case 

No. 
Body System 
Adverse Event 

Age! 
Sex 

Dose 

(mg/day) 
at Onset 

Time on 

Drug at 

Concomitant Drugs 

Action 
Taken Outcome 

Central & peripheral nervous 
33068 tardive dyskinesia 11/M 4 21 weeks lithium/Depakote® DS R 
38757 tardive dyskinesia 9/M 0.5 -1 10 days Depakote,?/Dexedrine ® / vitamine E DS/Rx NR 
39542 dyskinesia 10/M I 28 days Dexatrim ®/Depakote0 DS NR 
29184 dystonia 8/NS 1 1 day none DS R 
36663 dystonia 6/IF 0.75 7 months Depakote, DS/H/Rx U 
39042 convulsions 7/M I 17 weeks NS DS/H R 
27685 stupor 11/F 3 2 -4 weeks lithium DS R 
32281 oculogyric crisis 8/M 0.5 -2 20 days Tofranil® DS R 
44911 dystonia WM 1 26 days Cylert ®/erythromycin DS/H/Rx R 
44344 grand mal convulsions 5/M 2.5 2 months Catapres ®/Dilantin® DS/Rx R 
42518 abnormal gait 61M NS 3 days NS DS R 
40314 dyskinesia 7/F 1.5 2 days Ritalin ® /Catapres ®/Tofranil® DS/H/Rx R 

Psychiatric 
27159 apathy (accidental ingestion) 2/F 3 1 day NS DS/H/Rx R 
30384 somnolence 6/M 1 I day Ritalin® DS/H/Rx R 
37090 somnolence 8/M 4 1 year Depakote® DS NR 

Bleeding & clotting 
31242 epistaxis NS NS NS NS DS NR 
33212 epistaxis 10/M 7 4 days NS DS/Rx R 
33106 thrombocytopenia 8/M 2.5 7 weeks Benadryl ® /Catapres® DS R 

RespiralorY 
41041 dyspnea 11/F I 2 days Catapres® DS/H R 

NS=not specified; NR =not recovered at time of report; R= resolved; U= unknown; DS=drug stopped; Rx= prescription or supportive therapy; 
H= hospitalization. 
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Table 8. (Continued)...Summary off phrrmacovigilance reports of treatment discontinuations due to adverse drug events in children' 

(2 years up to 12 years) 

Case 

No. 
Body System 

Adverse Event 
Age/ 
Sex 

Dose 

(mg/day) 
nt ?rnset 

Time on 

Drug at 
Onset Concomitant Drugs 

Action 
Taken Outcome 

25739 
Skin & appendages 

11/M 2 1 day NS DS R urticaria 

27945 
Vision 

2/M 6 10 days none DS NR blurted vision 

29632 
Neoplasms 

I1/M 4 3 weeks NS DS NR 
breast neoplasm 

27677 
Cardiovascular 

8/F I 2 days Ritaline DS R 
hypertension 

r 

Total number of adverse events leading to discontinuation of treatment in children: 23 

NS =not specified; NR =not recovered at time of report; R= resolved; DS =drug stopped. 
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5. SAFETY IN ADOLESCENTS (12 YEARS UP TO 16 YEARS) 

5.A. JANSSEN- SPONSORED CLINICAL STUDIES 

32 

The safety and tolerability of risperidone in adolescents have been evaluated in 3 

clinical studies: RIS- BEL -11, RIS- BEL -22, and RIS -INT -005. Safety information 

for the adolescents who participated in RIS -BEL -22 and RIS -INT -005 and who 

met the age criteria for inclusion in this safety review is summarized below and 

in Table 9. Safety information for the adolescents who participated in RIS -BEL- 

11 is provided in Section 6.A. 

Study No. RIS- BEL -22: In this multicenter, dose -titration study, risperidone was 

administered orally for 4 weeks to 7 patients with autistic disorder. Of these 

patients, 6 were children (3 through 9 years) and 1 was an adolescent (14 years). 

A risperidone solution containing 0.5 mg/mL (Lot No. 91A24/F2) was 

administered under open conditions twice daily, in the morning and the evening. 

The daily dose of risperidone starting at 0.01 mg/kg on the first day was 
gradually increased for each patient during the first week. On the seventh day of 
the study, the mean daily dose for all patients (including the adolescent) was 

0.019 mg/kg (range: 0.01 mg/kg -0.041 mg/kg). Throughout the remainder of the 

study, there was a slow increase in the mean daily dose for all patients except 

for Patient 8 (and the adolescent, Patient 6), reaching 0.035 mg/kg on Day 28 

(range: 0.014 mg/kg to 0.072 mg/kg). The incidence of adverse events during the 
course of therapy with risperidone was low and one patient (Patient 3) reported 

no adverse event. None of the adverse events resulted in the discontinuation of 
treatment for any of the patients. Safety information for the adolescent patient 

(Patient 6) is summarized below. Please refer to Section 4.A. for safety 
information pertaining to the children (Patients 1, 2, 3, 4, 5, and 8). 

Patient 6 was a 14- year -old girl with autistic disorder, severe mental retardation, 
and epilepsy, who weighed 36 kg and was 145 cm in height. Risperidone at a 
starting dose of 0.01 mg/kg/day was administered for aggressive behavior. The 

dose was gradually increased during the first week to 0.02 mg/kg/day (0.72 mg) 
and remained constant at this dose for the remainder of the study. Antiepileptic 
medication (carbamazepine and clonazepam) and a neuroleptic (pipamperone) 
were administered before and concomitantly during the course of the study. 
During the study, the patient reportedly experienced mild hypersalivation and 

mild intermittent absences, which were considered by the investigator to he 
possibly related to treatment. Absences was a term commonly used in French 
for a variety of minor epileptic seizures, including those covered in English by 
the term petit mal. The events resolved with no residual effects and did not lead 
to discontinuation of treatment. 
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Study No. RIS- INT-005: This was an international, multicenter, double -blind, 

parallel -group trial9 comparing risperidone (1 -8 mg twice daily) with haloperidol 

(1 -8 mg) twice daily when administered for 6 weeks to randomized groups of 

first- admission psychotic patients. An oral risperidone 2 -mg tablet formulation 

(Lot Nos. 89J17/F13- 91C11/F13) supplied in blister packs of 20 were used in the 

study. Patients received one to eight tablets per day given as a divided dose in 

the morning and evening for 6 weeks. The maximum permitted dosage of 
risperidone was 8 mg twice daily; the minimum allowed dosage was 2 mg once 

daily. The trial was conducted primarily with adults but included one adolescent 

patient (Patient 404) who was 15 years old. Safety information for this patient is 

described below: 

Patient 404 was a 15 -year -old adolescent girl who experienced 4 adverse events 

during the trial. On Day 2, oculogyric crisis was experienced by the patient at a 

daily risperidone dose of 4 mg. No action was taken and the event resolved with 

no residual effect. On Day 3, intermittent extrapyramidal disorder was 

experienced following a daily risperidone dose of 6 mg. No action was taken and 

the event resolved with no residual effect. The reports of oculogyric crisis and 

extrapyramidal disorder were considered by the investigator to be mild in 

severity and related to treatment. On Day 27, intermittent dizziness and 

palpitation were experienced by the patient at a daily risperidone dose of 10 mg. 

No action was taken for either event, both of which were considered by the 

investigator to be mild in severity and possibly related to treatment. None of the 

adverse events resulted in discontinuation of risperidone therapy. 
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Table 9. Summary of adverse drug events elicited In clinical studies of d epetidone In adolescents 02 years up to 16 years) 

e 
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Study No. 
Accession No. 
Publication Patient 

Age! 
Sex 

Body System 
Adverse Event 

Dose 

(mg/day) at 

Onset 

Time on Drug 
at Onset 

(days) Diagnosis 

Concomitant 

Drugs 

Action 
Taken Outcome 

RIS- BEL -22 6 14/F Gastrointestinal autism, earbamnzepine none 
N 121131 

NM 
hypersalivation 

Central & oerioheral nervous 
0.72 

0.72 

8 

NS 

menial 
retardation, 

epilepsy 

clonozepam 
pipamperone 

R 

NR abseacest 

RISINT -005 404 15/F Central & peripheral nervous psychosis none none 
N 108011/1 extmpyramidal disorder 6 3 R 

N/A dizziness IO 27 NR 

oculogyric crisis 4 2 R 

Heart rate & ri Ohm 
palpitation 10 27 NR 

N/A =not applicable: NRNrot recovered at time of report; Rcresolvcd. 
°Dose was based on 0.02 mg/kg/day; fAbsences'a term commonly used in French for a vPriety of minor epileptic seizures. including those covered in English by the tenn petit mat. 
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LE. FUE4 BSHE© TAUES AND CASE REPORTS 

The safety of risperidone in adolescents as reported in publications of clinical 
stu ;es and case histories is summarized below and in Tables 10 and 11. 

35 

Cas;_ rode]° reported 2 cases of adolescent patients who developed 
extrapyramidal symptoms following treatment with risperidone. The symptoms 
were controlled wi[ an antispasmodic agent in one case and with a reduction 
in the risperidone dose in the other. Safety information for these patients is 

provided in the following case descriptions: 

Case 1 was a 15- year -old boy diagnosed with schizophrenia. Prior to the start 
of risperidone, the patient had been treated with sertraline (Zoloft ®) without 
benefit. Sertraline was discontinued and risperidone was started at 0.5 mg daily 

for 2 days. The dose was increased to 6 mg /day over the next 14 days and 
then over e next month to 45 mg in the morning and 4 mg in the evening. 
[At a risperidone dose of 2 mg twice daily, the patient experienced hand and 

leg tremors, which were controlled with concomitant procyclidine 
hydroc oxide (5 leg 3 times d.nfly).j ,1 

Case 2 was a 14- year -old girl who was experiencing acute symptoms of 
schizophrenia. The patient experienced hand and leg tremors with risperidone 
doses that were titrated up to 4 mg twice daily over a 19 -day period. The 
tremors resolved with a gradual reduction in the risperidone dosage. At the 
time of reporting, the dosage had been reduced to 2.5 mg in the morning and 3 
mg in the evening with no adverse effect.. 

Cozza Ord Edison," reported 2 cases of adolescenr, patients with treatment - 
emergent extrapyramidal symptoms, which were ccn rolled with reductions in 

the risperidone dose. Safct^y info mi atin for these patients is provided in the 

following case descriptions: 

Case 1 was a 15- year -old boy who had demonstrated positive and negative 
psychotic symptoms for 3 years before the start of risperidone therapy. The 
patient received a risperidone starting dose of 1 mg/day, which was rapidly 
titrated to 6 mg/day. At the higher dose, the patient developed extrapyramidal 
symptoms. A reduction in the risperidone dose to 1 mg twice daily resulted in 
an attenuation of the adverse symptoms. The patient demonstrated 
improvement of psychotic symptoms within 1 week of the initiation of 
risperidone. 

Case 2 was a 15- year -old girl who exhibited symptoms consistent with a major 
psychotic illness. The patient received risperidone at a starting dose of 1 
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mg/day, which was rapidly titrated to 6 mg/day. Within 1 week, the patient 
demonstrated improvement in psychotic symptoms, but the development of 
extrapyramidal symptoms at the higher dose necessitated a reduction in the 
dose to 1 mg twice daily. The reduction in dose resulted in an attenuation of 
the extrapyramidal symptoms. The patient reported an "awareness of feelings" 
of which she had been unaware before the start of risperidone. :recause of 
discomfort over the feelings, the patient became noncompliant and later 
discontinued treatment. 

Fran and Major02 reported preliminary observations of 6 patients ranging in 

age from 8 to 14 years, who were treated with risperidone for aggressive 
behaviors. Therapeutic responses of these patients to risperidone ranged from 
effective control of aggressiveness to moderate effectiveness. The side effects 
were similar in all patients, wi the most consistently reported being sedation 
and a "spacey" look, which appeared to be dose -related. With daily doses of 
less than 3 mg in adolescents and less than 2 mg in children, extrapyramidal 
side effects were avoided. At the time of the re, iirt, all patients were 
continuing active treatment. A case report of one of these patients was 
described by '.'re au :Hors and is summarized below. General safety information 
for the other patie ts whose age and sex were not specified in the report is 
presented in Section 6. 

A 13- year -old boy with typical adolescent hypomania and a strong family 
history of bipolar disorder was described by the authors. The patient had 
initially responded to lithium but risperidone was started because the aggressive 
behavior had reemerged. An initial risperidone dose of 2 mg daily was 
increased on the second day to 4 mg/day. The increase in dose resulted in 
sedation and dizziness as well as subjective reports of numbness in the 
p.,r;ent's legs and a "hot dry etliìng in his throat." A "spacey- look was 
reptiled by the patient's mother. Ris ridone was decreased to 0.5 mg twice a 

y and then to 0.25 mg in the morning and 0.5 mg in the evening. On the 
lower dosage, e patient had no sedation and at ú.e time of reporting had 
remained free of aggressive symptoms. 

'nibrrnsr. nt al5 reported safety information from an I1- week, open -label trial 
of risperidone, which included 7 patier +ts (5 boys and 2 girls) with a mean age 
of 12.9 ± 1.9 years. Of these patients, 11 was a child (age 11 years) and 5 were 
adolescents (ages 12 -13 years). One patient (Patient 7), who was 16 years old, 
did not meet the age criteria for inclusion in this review. The objective of the 
trial was to evaluate the shoe -term efficacy and safety of risperidone in the 
treatment of chronic tic disorders in children and adolescents. The patients were 
seen at baseline and for two follow -up visits over an 11 -week period. Three of 

e 5 adolescent patients (Patients 4, 5, and 6) were diagnosed with Tourette °s 
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syndrome and 2 (Patients 2 and 3) with chronic motor tic disorder. Additional 

diagnoses for these patients were attention -deficit hyperactivity disorder in 2 

patients (Patients 4 and 5), obsessive -compulsive disorder in 2 patients (Patients 

3 and 6), and major depression -single episode in 1 patient (Patient 5). One 

patient (Patient 2) had no concurrent diagnosis. In 4 patients (Patients 2, 4, 5, 

and 6), risperidone was titrated slowly over a course of several weeks: 0.5 

mg/day with increases of 0.5 mg every 5 days as tolerated up to a maximum of 
2.5 mg/day in divided doses twice daily. In 1 patient (Patient 3), a more rapid 

dose increase was prescribed because of severe obsessive -compulsive disorder 

in addition to a motor tic disorder. The maintenance dose of risperidone was 

generally achieved by all patients within 3 weeks. Risperidone appeared to be 

effective in reducing tic frequency and intensity in these patients. The most 

frequent side effect was weight gain, which ranged from 8 to 14 pounds. 

Safety information for the adolescent patients (Patients 2, 3, 4, 5, and 6) is 

provided below; information for the child (Patient 1) is provided in Section 

4.B. General safety information for patients whose age and sex were not' 

specified in the report is presented in Section 6. 

Patient 2 was a 12- year -old boy diagnosed with a moderate to severe chronic 

motor tic disorder. Risperidone 0.5 mg/day was initiated because a course of 

clonidine (Catapres ®) showed no improvement of symptoms. The initial 

dosage of risperidone was gradually increased to I mg/day over a 2 -week 

period. No concomitant medication was administered. During the course of the 

I1-week study, the patient reported an increase in appetite with a modest 
increase in weight (8 pounds) in 8 weeks. Weight gain did not lead to 
discontinuation of treatment. 

Patient 3 was a 12- year -old girl diagnosed with an obsessive -compulsive 

disorder and a chronic motor tic disorder. Because of this patient's severe 

obsessive -compulsive symptoms, the initial risperidone dose of 0.5 mg/day was 

increased more rapidly to a daily maintenance dose of 2.5 mg. Paroxetine 60 

mg/day was administered concomitantly. Reported side effects following 

treatment were muscle stiffness and weight gain. The patient was treated with 

oral benztropine for the muscle stiffness. None of the adverse events resulted 

in discontinuation of treatment. 

Patient 4 was a 12- year -old boy diagnosed with attention deficit hyperactivity 
disorder and moderate Tourette's syndrome. Risperidone was initiated at a 

starting dose of 0.5 mg on the first day and then increased gradually to a 

maintenance dose of 1 mg/day. No concomitant medication was administered. 

Risperidone was selected as treatment because of the emergence of sedation 

and headaches following previous treatment with clonidine (Catapres ®). 

Therapeutic gains with risperidone were maintained over 4 months of follow -up 
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at a daily dose of 1 mg. Reported side effects were an increase in appetite and 
weight gain of approximately 14 pounds over 3 months. None of the adverse 
events resulted in discontinuation of treatment. 

Patient 5 was a 12- year -old boy diagnosed with Tourette's syndrome, attention - 
deficit hyperactivity disorder, and major depression (single episode). Prior to 
the start of risperidone therapy, this patient had received haloperidol for tics 
but it was discontinued because of sedation and psychomotor slowing. 
Risperidone was initiated at a starting dose of 0.5 mg on the first day of the 
study and then increased gradually to a maintenance dose of 1 mg /day. 
Fluoxetine 10 mg/day was administered concomitantly for depression, which 
remitted after several weeks of therapy. Weight gain was reported as a side 
effect following treatment, but the patient did not elect to discontinue treatment 
as a result of the weight gain. No other adverse effects were specified in the 
publication. 

Patient 6 was a 13 -year -old girl diagnosed with an obsessive -compulsive 
disorder and Tourette's syndrome. Risperidone was initiated at a starting dose 
of 0.5 mg on the first day of the study and then increased gradually by 0.5 mg 
every 5 days up to a maintenance dose of 2.5 mg/day. Sertraline (Zoloft ®) 
100 mg/day was administered concomitantly. Other than weight gain no 
adverse effects were reported following treatment with risperidone. The weight 
gain did not lead to discontinuation of treatment. 

Mandoki6 reported safety information from open clinical trials in which 
10 patients participated. Of these patients, 7 were children (7 -11 years of age) 
and 1 an adolescent (12 years of age) refractory to previous treatment with 
other psychotropic drugs. (Two patients, who were both 17 years old, did not 
meet the age criteria for inclusion in this safety review.) Safety information for 
the adolescent (Patient 8) is discussed below. Please refer to Section 4.B. for 
safety information pertaining to the 7 children (Patients 1, 2, 3, 4, 5, 6, and 7). 

Patient 8 (Case No. 39330) was a 12- year -old girl diagnosed with Tourette's 
syndrome, schizophreniform disorder, obsessive -compulsive symptoms, and 
depression, who had a family history of schizophrenia and bipolar disorder. 
After a month of treatment with risperidone (6 mg/day), the patient became 
depressed. Risperidone was decreased to 2 mg twice daily for one month with 
no improvement. The depression responded to the addition of fluoxetine 10 
mg daily. At the time of reporting, the patient had been on the combination of 
risperidone 2 mg daily and fluoxetine 10 mg daily for 12 months. Her weight 
had increased by 12 pounds over the year. An exacerbation of tics, which had 
also occurred during this period, responded to an increase in risperidone dose 
of 0.5 mg daily to a total dose of 2.5 mg/day. Safety information for this 
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S.C., Table 12, which summarizes safety information for Case No. 39330. 
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Simeon et al' reported safety information for 7 patients with a variety of 
chronic psychiatric disorders who participated in open trials of risperidone. Of 

these patients, 1 was a child (age: 11 years) and 4 were adolescents (ranging in 

age from 13 to 15 years); all patients had previously received long -term 
therapy with antipsychotic medications. Two patients (Patients A and G), who 

were 17 and 18 years old, did not meet the age criteria for inclusion in this 

safety review. Safety information pertaining to the child (Patient B) is 

described in Section 4.B. Safety information for the 4 adolescents (Patients C, 

D, E, and F) is described below. Three of the 4 adolescent patients (Patients C, 
D, and E) reported no adverse effects with risperidone treatment. Please refer 

to Table 11 for a tabular presentation of patients who demonstrated therapeutic 
effects with risperidone without experiencing adverse events. 

Patient C was a 15- year -old boy who was referred to a mental health clinic for 
aggression. Treatment with risperidone was initiated because of the patient's 
poor response to prior psychotropic medications and because of the chronic 
nature of his disorder, which was given a provisional diagnosis of 
schizophrenia. At the time of reporting, the patient had maintained the starting 
dose of 2 mg daily for 6 months with no adverse effects. 

Patient D was a 13- year -old boy diagnosed with attention- deficit hyperactivity 
disorder and a pervasive developmental disorder. Risperidone treatment at 0.5 

mg twice daily was initiated and titrated gradually to 3 mg/day. Prior treatment 
with psychotropic medications had been ineffective in controlling the patient's 
symptoms. At the time of reporting, the patient had been treated with 

risperidone 3 mg/day for 3 months with no adverse effects. 

Patient E was a 14- year -old boy diagnosed with attention -deficit hyperactivity 
disorder. Risperidone 0.5 mg twice daily was administered for 3 months with 

no clinically significant side effects. 
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Patient F was a 13- year -old girl with. a provisional diagnosis of delusional 
disorders somatic type. Risperidone treatment at 1 mg/day was initiated and 
titrated gradually to 6 mg/day combined with irnipramine for enuresis. At 6 

mg/day, the patient was "oversedated and felt very tired." These effects 
resolved with a reduction in dose to 3 mg/day. After 4 months. risperidone 
was tapered to 2 mg/day, imipramine was discontinued, and d -amphetamine 5 
mg twice daily was added to assist her concentration. At the time of reporting, 
the patient had been treated with this regimen for 10 months with no adverse 
e cts. 

Quintana and Keshavan" presented case studies of three schizophrenic 
adolescents; Patient I (boy, 12 years), Patient 2 (boy, 14 years), and Patient 3 

(girl. 15 years). Risperidone (4 mg/day) was given concomitantly with 
chlorpromazine (50 -100 mg/t.y) to Patients 1 and 2, while Patient 3 received 
risperidone (4 mg/day) only. The patients wem followed for 6 months. In that 

time, no adverse events were repone . Please refer to Table 11 for a t. bular 

presentation of patients who demonstrated therapeutic effects with risperidone 
without experie cing adverse events. 

Ribedro and Correia' presented a case report of a 15 -year -old girl with 
haloperidol -related neuroleptic malignant syndrome (NMS). Drug therapy 
( haloperidol 7.5 mg/day, lorazepam 7.5 mg/day, and benztropine 5 mg /day) 
was begun in treatment of insomnia, negativism, and auditory hallucinations, 
and levomepromazine (50 mg) was administered intramuscularly for an episode 
of psychomotor agitation. Within the first 11 days of treatment, NMS 
symptoms (cogwheel rigidity, hyperthermia, altered consciousness, 
leukocytosis, and elevated creatine phosphokinase) were observed. Neuroleptics 
were discontinued. On Day 30 of hospitalization, the introduction of 
bromocriptine (5 mg/day) coincided wi the last day of hyperthermia. One 
month later, risperidone 0.5 mg/day was introduced and later increased to I 

mg/day: the patient remained wi out productive symptoms and exhibited no 
side effects of the drug. Please refer to Table 11 for a tabular presentation of 
patients who demonstrated the .,pectic effects with risperidone without 
experiencing adverse events. 
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Author(s) 
Accession No. 

Study No. Patient 
Age/ 
Sea 

Body System 
Adverse Event 

O2ase 

(ro;r/day) at 

Onset 

Time on 

Daub of 

Onset Diagnosis 

Concomitant 

Drugs Action Taken Outcome 

Cosgrove 
N 104388/1 

N/A 

I 15/M Central & peripheral nervous 4 1.2 weeks schieophrenia NS procyciidirre 
hydrochloride 

R 

tremors (hands & legs) 

Cosgrove 
N 1i04383/1 

N/A 

2 14/F Central & peripheral nervous g 19 days nchizophuenia NS dose reduced R 

tremors (hands & legs) 

Cozen & Edison 
N 1047101 
NIA 

1 15/M Central & peripheral nervous 6 NS psychosis NS dose reduced R 

exttapynmidal symptoms 

Cone & Edison 
N 1047101 
N/A 

2 151E Central & ripberal nervous 6 NS psychosis NS dose reduced R 

eatrapyremideli symptoms 

Frets & Major 
N 114951 

N/A 

N/A 13/M Psychiatric, 4 2 days hypomanie NS dose reduced R 

sedation 
Central & periimal nervous 

di/seines', leg numbness 

Lombroso et al 

N I1ß174 
N/A 

2 I2/M Metabolic & nutritional 8 

p dod disorder 
NS none NS 

weight increase 

Lombroso et al 

N 013174 

N/A 

9 12/F Metabolic & nutritional 2.5 l i -week 

period 

OC. motor tic 
disorder 

NS parouetine for 
muscle 

stiffness 

NS 

weight increase 

Central & peripheral nervous 
muscle rigidity 

Lombroso et al 

N 015074 

N/A 

4 12/M Metabolic & nutritional 1 month 
peaíod 

AD1dD, 
úousune °s 

NS none NS 

weight increase 

OC obressivecompuisive disorder, ADliiD=attentlon- deficit hyperactivity disarde l4/Arno( applicable; NSmtot specified in report; Rerecovered. 
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Authors) 
Accession No. 

Study No. Pollen' 
Age/ 
Sex 

Body System 
Adverse Event 

Dose 

(mg/day) at 

Onset 

Time on 

Drug at 

Onset Diagnosis 

Concomitant 

Drugs Action taken Outcome 

Lombroso et al 

N 118174 
N/A 

S 12/M Metabolic & nutritional I 11-week 

period 

ADHD. 
depression. 
Touretie's 

ftuoxetine IO 

mg/day 

none 

. 

NS 
weight increase 

lambroso et al 
N 118174 

NIA 

6 13/F Metabolic & nutritional 2.5 11-week 

period 
OC, 

Tourette's 
xertraline 

100 mg/cloy 

none NS 

weight Inereas+e 

Mandoki 
N 112364/1 

NIA 

8 I2/F Metabolic & nutritional 6 l month Tourette's. 
OC. 

depression 
schizo- 

phrenlform 
disorder 

Iluoxeline 
10 mg/day 

dose reduced 

initially than 

increased to 
treat tics 

NS 

R 

R 

weight increase 

Central & peripheral nervous 
exacerbation of tics 

Psychtatsic 

depression 

Simeon et al 

N 112430/1 

N/A 

F 13/F Ps ychletcric 6 NS delusional 
disorder. 
enuresis 

imipromine. 

amphetamine 
10 mg/day 

dose reduced R 

sedation 

°Safety information also included as a spontaneous adverse eveat report for Case No. 39330: 
ADHD--- attention- deficit hyperactivity disorder, OCR obsessive- cnaropulsivc disorder. NS =not specified In report; Rwecovered. 
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Author(s) 
Accession No. 

Study No. Patient 
Age/ Ses 

Simeon et al 

N 112430/1 

N/A 

C 15/M 

Simeon et al D 13/M 
N 11243011 

AUA 

Simeon el al E 14/M 
N 112430/1 

NIA 

Dose 

(mg/day) 

2 

3 

Duration of 
Treatment Diagnosis Concomitant Drugs Therapeutic Effects 

6 mouths schizophrenia. aggression none aggression controlled 

3 months attention deficit hyperactivity 
disorder 

none stable 

Quintana, Keshavan 

N 116761 

N/A 

1 12/M 

Quintana. Keshavan 

N 116761 
N/A 

2 14/M 

Quintana. Keshavan 
N 116761 
N/A 

3 15/F 

3 months attention- deficit hyper -activity 
disorder 

none stable 

Itibeiro, Correia 
N U2260 
N/A 

N/A 

N/A =not applicable; NS>'not specified in report. 

6 months schizophrenia chlorpromazine 50- 

100 mg/day 

stable 

6 months schizophrenia chlorpromazine 50- 
100 mg/day 

stable 

6 months schizophrenia none stable 

halopetidol- related neuroteptic 
malignant syndrome 

bromocriptine 
5 mg/day 

symptoms resolved, 
stable 
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5.C. SPONTANEOUS ADVERSE DRUG EVENT REPORTS 

A total of 115 spontaneous adverse drug events in adolescents receiving 

risperidone was reported during the period from January 1993 to March 31, 

1996. Table 12 provides a summary of the adverse events, the dose at which 

the events occurred, and the outcome of each event where information of 

outcome was available. 

5.C.1. SERIOUS ADVERSE DRUG EVENTS 

44 

Of the 115 spontaneous adverse drug events reported in adolescents, 20 were 

considered serious. Table 13 and the following case narratives provide a 

summary of the serious adverse events, the dose at which the events occurred, 

and the outcome of each event where information of outcome was available. 

Case No. 31979: Risperidone (3 mg/day) was started in a 15- year -old 

behaviorally disturbed boy after amitriptyline (Elavil ®) was discontinued. After 

13 days of risperidone, he developed neuroleptic malignant syndrome (muscle 

rigidity, tachypnea, and an increase in creatine phosphokinase). Immediate 

improvement in muscle rigidity was noted with administration of intravenous 

diphenhydramine (Benadryl ®) and benztropine (Cogentin ®). He received 

intravenous fluids and was placed on 10 liters of oxygen (via nasal can nula). 

Risperidone was discontinued. The patient showed considerable improvement in 

15 days. There was no history of recent trauma, intramuscular injections, or 

prior history of neuroleptic malignant syndrome. 

Case No 35872: A 15- year -old boy with schizoaffective psychosis and bipolar 

disorder who was receiving risperidone (2 mg/day) concomitantly with lithium 

(Eskalith ®) and paroxetine (Paxil ®). developed neuroleptic malignant 

syndrome (dystonia, agitation, cogwheel rigidity, tachycardia, elevated creatine 

phosphokinase and leukocytosis and fever) after 2 weeks of treatment. All 

medications were discontinued, and intravenous fluids were started. The patient 

showed cleared mentation, decreased muscle rigidity and decreased creatine 

phosphokinase within 24 hours. The patient had no prior history of neuroleptic 

malignant syndrome. 
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Case No. 39352: A 15- year -old boy was hospitalized and treated with 
haloperidol (Haldol ®), lithium (Eskalith ®), and benztropine (Cogentin ®) for 
acute mania with psychotic features. The patient remained refractory to 
treatment and subsequently developed extrapyramidal symptoms, drooling, 
dystonia, and bradykinesia. Valproic acid (Depakene ®) was added to the 
patient's regimen and treatment with haloperidol was discontinued. The patient 
was then started on amantadine (200 mg/day). The extrapyramidal symptoms 
abated promptly and treatment with benztropine and lithium was discontinued. 
Risperidone was then started at 2 mg/day and titrated up to 4 mg/day. All 
affective and psychotic symptoms resolved with risperidone but the patient 
developed extrapyramidal symptoms with bradykinesia, muscle rigidity. and 
drooling despite the concomitant administration of amantadine. The symptoms 
abated with the discontinuation of risperidone but the psychotic symptoms 
reemerged. After administering a single 1 mg dose of risperidone, the patient 
developed fever, tachycardia, tachypnea, and unstable blood pressure. He was 
diaphoretic, tremulous, and incontinent and exhibited muscular rigidity, severe 
dystonia, bradykinesia, and clouding of consciousness evolving into stupor. 
The patient was diagnosed with neuroleptic malignant syndrome and transferred 
to the intensive care unit. Risperidone and vaiproic acid were discontinued, 
bromocriptine 15 mg/day was started and amantadine 200 mg/day was 
continued. Over the next 10 days, the patient's rigidity, akinesia, and dystonia 
resolved but the patient remained confused for another 2 weeks before 
recovering completely. 

Case No. 22369: A 14 -year -old girl diagnosed with bipolar disorder and 
schizoaffective psychosis exhibited neuroleptic malignant syndrome (extreme 
fatigue, anorexia, increased sweating, fever, hyperkinesia, hypertonia, 
tachycardia, hypotension, and an increase in creatine phosphokinase) 8 days 
after beginning therapy with risperidone. Risperidone (1 mg/day), lithium 
(Eskalith ®), and chlorpromazine (Thorazine ®) were discontinued. 
Administration of intravenous fluids (orally), acetaminophen, and cool baths 
resulted in clinical recovery and a decrease in creatine phosphokinase. 

Case No. 24529: A 12- year -old boy experienced a dystonic reaction after 
5 days of therapy with risperidone (6 mg/day) for depression. The dystonia 
resolved after 3 successive doses of 50 mg of intravenous diphenhydramine. 
Previous therapy with chlorpromazine (Thorazine ®) had been discontinued 
immediately before risperidone was started. After risperidone was discontinued 
and the dystonia resolved, chlorpromazine was restarted. 
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Case No. 25286: A 14 -year -old girl developed tremors after 6 days of 
risperidone therapy at 14 mg/day. The patient had been taking valproate 
sodium (Depakote ®) and was switched to risperidone after developing tremors. 
The tremors that developed with risperidone improved when the dose was 
decreased to 8 mg daily. 

Case No. 27441: A 15- year -old schizophrenic girl experienced 2 seizures after 
25 days of treatment with risperidone (6 mg daily). The first episode was 
described as "shaking" of extremities with a brief period of unconsciousness 
and unresponsiveness and recovery in about 5 minutes. The patient was 
diagnosed with possible onset of diabetes mellitus type II and placed on a 
diabetic control diet. Risperidone was continued. A second episode involved 
brief loss of consciousness with flaccidity and periods of apnea mixed with 
tachypnea. The patient regained consciousness and recovered completely after 
suctioning of large amounts of phlegm and clearing of the airway. Risperidone 
was discontinued. At the time of reporting, an evaluation of an underlying 
nasal obstruction, present prior to risperidone therapy, was planned. 

Case No. 30197: A 15- year -old psychotic boy experienced tardive dyskinesia 
with haloperidol (Haldol (D) and molindone. These medications were 
discontinued and risperidone (3 mg/day) was started. Twenty weeks after 
starting risperidone, the boy experienced tardive dyskinesia again. The tardive 
dyskinesia totally abated for 5 months with a reduction in dose and then 
reappeared. Risperidone was discontinued. At the time of reporting, the patient 
was receiving clozapine. The tardive dyskinesia was continuing. Further follow - 
up was not possible. 

Case No. 37805: A 14- year -old girl with a history of tardive dyskinesia (jaw 
movements) on chlorpromazine (Thorazine ®) was switched to risperidone. 
After 6 weeks of treatment with risperidone at 3 mg/day, the patient 
experienced sedation, bed wetting, continued jaw movements, and eye blinking. 
The sedation and bed wetting improved by altering the administration of the 
risperidone dose to 1 mg in the morning and 2 mg in the evening. The dosing 
was then changed to 1 mg three times daily and benztropine (Cogentin ®) and 
vitamin E were added to the therapy. Despite these changes, the tardive 
dyskinesia had not improved at the time of reporting. 
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Case No. 39577: A 14- year -old schizoaffective girl titrated to a risperidone 

dose of 6 mg/day became non -compliant with her medication, which resulted in 

a rapid re- emergence of her psychosis requiring hospitalization. While off 

risperidone, the patient developed dyskinesia (spastic tongue protrusion). 

Risperidone was restarted while the patient was hospitalized and the abnormal 

tongue movements abated. At the time of reporting, risperidone therapy was 

continuing. 

Case No. 33067: A 15- year -old girl was hospitalized after attempting suicide 

with 20 to 30 1 -mg risperidone tablets. In the emergency room, she exhibited 

confusion and dystonia of the head and neck.. She received charcoal and 

recovered. 

Case No 45411: A 15- year -old girl with depression experienced a return of 

her symptoms within 24 hours of missing two doses (1 day) of risperidone. The 

girl had been treated with risperidone 0.5 mg twice daily (I mg/day) for 2 

weeks. She was hospitalized and risperidone was restarted. The patient 

responded to the treatment, recovered, and was released within 48 hours. The 

risperidone dose was titrated up to 2 mg twice daily (4 mg/day). Concomitant 

medications were not specified. 

Case No. 40198: A 15- year -old girl hospitalized for psychosis experienced a 

catatonic reaction, urinary incontinence, inability to perform activities of daily 

living, and auditory hallucinations while on risperidone 0.5 mg/day. The 

patient had been admitted 3 weeks prior to the events for an acute onset of 
confusion and thought disorder. Risperidone was initiated during the third 

week of hospitalization after resolution of the acute episode. All organic 

causes of the admitting condition had been ruled out. At the time of reporting, 

the patient had not yet recovered and hospitalization had been prolonged. 

Case No. 32581: A 14- year -old girl with cerebral palsy, chronic pulmonary 

problems, and a history of tachycardia experienced tachycardia after 

inadvertently being administered 8.5 mg of risperidone at a long -term care 

facility. Concomitant medications included cisapride (Propulsid ®), salbutamol, 

phenobarbital, ranitidine (Zantac ®), and Augmentin ®. The patient was 

transferred to a medical facility, placed on antibiotics and IV fluids, and 

observed. The patient recovered and was readmitted to the long -term care 

facility where she stabilized quickly. 

Case No. 41884: A 14- year -old girl on risperidone 4 mg/day for 20 weeks and 

amfebutamone 400 mg/day (duration not specified) experienced right bundle 

branch block during a routine electrocardiogram. The patient had had a heart 

murmur during a previous hospitalization. An electrocardiogram and 
echocardiogram done at that time revealed only short P -R intervals, an 
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equivocal intermittent trace mitral regurgitation, and normal biventricular size 
and function; no intervention was required. The bundle branch block was a 

new ,finding on the mutine electrocardiogram performed after risperidone was 
started. The patient was asymptomatic and was discharged from the hospital. 
Risperidone therapy was continued. 

Case No. 35161: A 13- year -old girl diagnosed with depression and anxiety 
exhibited edema of the pharynx and tongue, orthostatic hypotension, 
tachycardia, dyspnea, dysarthria, hypertonia, disorientation, and pallor. 
Risperidone (2 mg/day) therapy had been started 1.5 days earlier. 
Diphenhydramine was administered intravenously and the symptoms resolved 
within 10 minutes. A toxicology screen for drugs of abuse, acetylsalicylic acid, 
and paracetamol was negative. Risperidone was discontinued. Additional 
information has been requested. 

Case No. 26087: A 15- year -old schizophrenic boy began vomiting, and was 
hospitalized after a 1 -mg dose of risperidone. Risperidone was discontinued and 
an antiemetic was added. Nausea and vomiting resolved 3 days later. There 
was no prior history of neuroleptic therapy. 

Case No. 43508: A 15- year -old girl developed increased prolactin levels, 
galactorrhea, and decreased thyroid stimulating hormone (TSH) levels while 
taking risperidone 8 mg daily, haloperidol, salbutamol, and diphenhydramine. 
Risperidone therapy was initiated 1 -2 months prior to the report; dates of 
concomitant drug therapies were not specified. The prolactin level was 204 
ng/mL and the TSH level was 0.3 (0.5 is the lower limit of normal); T4 and 
free T4 were within normal limits. Magnetic resonance imaging (MR1) 
revealed a pituitary microadenoma but no baseline MR! was available. At the 
time of reporting, the same dose of risperidone was continued and the general 
outcome of the patient was still pending. 

Case No. 37020: A 13-year-old boy developed priapism 11 months after 
starting risperidone therapy (1 mg/3 times daily) for attention deficit disorder. 
Risperidone was discontinued, a surgical procedure was performed, and the 
priapism resolved. Treatment with amitriptyline (Elavil®) had been 
discontinued 2 weeks prior to the adverse event. 
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Case No. 28503: A 15- year -old boy with Tourette's syndrome experienced 

recurrent episodes of respiratory distress after approximately 6 months of 

therapy with risperidone at 2 mg/day. The patient was also being treated with 

benztropine (Cogentin ®) and diazepam. Diphenhydramine (Benadryl ®) was 

added with no change. Treatment with risperidone was not discontinued. At the 

time of reporting, the adverse event had not resolved. 

5.C.2. TREATMENT DISCONTINUATION 

Risperidone was discontinued in 43 of the I 15 adolescents who experienced 

adverse events, including 11 of the 20 adolescents with serious adverse events. 

Details of the events leading to discontinuation of treatment for the adolescents 
with serious adverse events are summarized in Table 14 and in the case 

narratives previously described in Section 5.C.1. A summary of all treatment 

discontinuations is provided in Table 15. 

JJRP 00378193 
Confidential/Produced in Litigation Pursuant to Protective Order 
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Table 12. Summary of pharmacovigilance reports of adverse drug event.; in adolescents (12 years up to 116 years) 
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Case 
No. 

Isody System 
Adverse Event 

Age/ 
Secs 

Dose 
(mg/day) 
at Onset 

Time on 

Drug at 
Onset Concomitant Drugs 

Action 
Taken Outcome 

Central & peripheral nervous 
31979 neuroleptic malignant syndrome 15/M 3 13 days Elavil® DS/H/Rx NR 

35872 neuroleptic malignant syndrome 115/M 2 2 weeks lithium/Pia') DS/H/Rx R 

39352 aseuroleptic malignant syndrome 115 AM 1 i day Depa1Lene ® /amantadine DS/H/Rx R 

22369 neuroleptic malignant syndrome 14/p 1 8 days 11ithium/Cogentin ®/Thorazine a DS/H/Rx R 

30197 tardive dyskinesia 151M , 20 weeks NS DS NR 

37805 tardive dyskinesia 14/P 4 waelcs Thorazine® Rx NR 

29089 dystonia 115/t= ,P ,", r days none DSfilA R 

24529 dystonia 12/M 5 days douepin/acetazolamide DS/H/Rx R 

39577 dyskinesia 141í 6 NS NS H R 

25286 tremor 14A7 14 6 days í ;enadryl® DI?ÍfF,I NR 

274411 convulsions 15/V 6 25 days isoniazidfbeclomethasone DS/H R 

33221 neuritis (sensory) 141ír 4 23 days NS no NR 

381172 dizziness 13/M 4 NS NS none R 

27684 dizziness 131F 3 NS Oiahium DS NR 

25117 confusion 121Ì t 3 10 days multiple° a S NR 

44620 dizziness 114/F 2 14 months t inxin /Ciaritin 0 none NR 

41903 dizziness 15/ír 7 NS Ritnlin®/ii'ofranil ? NS NR 

44232 extrapyramidal disorder NS NS NS none NR 

Reproductive female 
33102 lactation, nonpuerperal 141F d NS NS none NR 

38488 lactation, nonpuerperal 15/P NS 
9 

NS NS none NR 

33238 lactation, nonpuerperal 15/IP 4 5 weeks Paxil ® /Naldottt DS R 

33243 lactation, nonpuerperal 15Wí" 4 
¡ 

NS Prone a? alone NR 

3t1926 lactation, nonpuerperal 151e î43i { 
7 own! lithium DS R 

35922 amenorrhea 1131E . 117 days 11ií1imurregretoOlo /Cogentin!I Rx NR 

38335 lactation, nonpuerperal 151F 6 13 weeks 2loloftlt DS NR 

33234 lactation, nonpuerperal 15/F 2 7 days Zoloftt /lithium IDS NR 

33242 lactation, nonpuerperal 151F 2 6 weeks Prom IDS R 

°Norpramin® (desipramine), Thorazinee, Stelazine®, Iithium, Synthroid®, Desyrel ®, Cogentin ®, Depakote ®. NS =not specified; NR =not recovered at 

time of report; R= resolved; DS =drag stopped; 1':.=prescription or supportive therapy; 5a-hospitalization; DR=dose reduced. 
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Table 12. (Continued)...Summary of pharmacovigilance reports of adverse drug events in adolescents (12 years up to 16 years) 
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Case 
No. 

Body System 
Adverse Event 

Age! 
Sex 

Dose 
(mg/day) 
at Onset 

Time on 

Drug at 
Onset Concomitant Drugs 

Action 
Taken Outcome 

Reproductive female (cont'd) 
41909 lactation, nonpuerpal 14/F 6 13 days Tegretol ® /Prozacit. DR NR 

43424 lactation, nonpuerpal 15/F NS NS NS DS NR 

39956 amenorrhea 15/F 4 NS NS none NR 

Urinary 
27954 urinary incontinence 12/M NS NS NS NS NR 

27952 urinary incontinence 12/M NS NS NS NS NR 

24653 urinary incontinence 13/F 6 2 days Depakote®/Zoloft%i none U 

27953 urinary incontinence 13/M NS NS NS NS NR 

26850 urinary incontinence 13/M 1 1 day Prozac® DS R 

30126 urinary incontinence 14/M NS NS lithium D6 U 

38712 urinary retention 12/F 6 NS Luvoxo DR NR 

41598 urinary incontinence 12/M 2 NS Paxil ® /Depakote® DR/Rx NR 

43234 urinary retention 12/F 6 8 days Luvoxo Benadryl ® /Ativan® DR R 

42120 urinary incontinence 12/M 1.5 7 days NS none U 

44904 urinary incontinence 14/M 0.25 3 days lithium DS R 

Psychiatric 
32309 somnolence 14/M 6 5 days lithium DR NR 

29181 somnolence 15/M 2 NS Anafranil® none NR 

27908 agitation 15/M 6 3 days NS DI/Rx NR 

27904 insomnia 13/F 5 21 days NS DR/Rx R 

30940 nervousness 15/F 3 NS Ortho -Novum® none NR 

39579 hallucinations 12/M 2 2 days Cogentin® DI R 

33067 suicide attempt 15/F 25 NS NS DS/Rx/H R 

41171 aggressive reaction 14/M 5 13 weeks NS NS NR 

40198 catatonic reaction 15/F 0.5 I week NS H NR 

39330' depression. 12/F 6 1 month Prozac® DR/Rx U 

45411 depression aggravated 15/F NA t NA t NS DI/H R 

-Safety information was also included in a publication: Journal of Child and Adolescent Psychopharmacology 1995; 5(1):49 -67.NS =not specified; 

F =not recovered at time of report; R= resolved; U =unknown; DS=drug stopped; Rx= prescription or supportive therapy; H= hospitaiization; Dl =dosse 

increased; DR=dose reduced; D =dose changed, new dose not specified. tSymptoms returned within 24 hours of missing 2 doses. 
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Table 12. (Continucd)...Summary of pharmacovigilance reports of adverse drug events in adolescents (12 years up to 16 years) 
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Case 
No. 

Body System 
Adverse Event 

Age/ 
Sex 

Dose 

(mg/day) 
at Onset 

Time on 

Thug at 
Onset Concomitant Drugs 

Action 
Taken Outcome 

Metabolic & nutritional 
32055 weight increase 13/M 4 6 months Proaac® none NR 
39129 weight increase 15/M 4 3 months NS none NR 
37061 weight increase 15/M 2 -6 7.5 months Cogentin i . DS U 
35313 weight increase I5/M 6 4 months NS none NR 
26524 creatine phosphokinase increase 13/F 2 5 days NS DS R 
28835 alkaline phosphatase increase 15/M 4 14 weeks Cogentin ® /Prozac® DS R 
43968 weight increase 15/M 18 NS NS none NR 
40186 glycosuria 13/F 4 NS Catapres ®/Depakote ®fZoloft® DS R 
42760 weight increase 14/M NS 8 months Prone tte NS NR 
40192 weight increase NS/F NS NS NS none NR 

Gastrointestinal 
28278 vomiting 12/M 2 1 week NS none NR 
36767 vomiting 13/M 2 I day Navane®/iithium none NR 
37862 dysphagia 15/M 6 2 weeks Pen -Vee K ®/Benadryl® DR/DS/Rx NR 
26087 vomiting 15/F 1 1 day NS DS/Rx/H R 
37255 vomiting 15/F 2 I day NS Rx NR 
27698 hypersalivation 15/M 1 5 days Prorac ®/Dexedrine® none NR 
44353 tongue edema 15/M NS NS Thorazine. :./Haldol ®/Benadryl® DS/Rx R 
40424 vomiting 12/M 2 1 day NS none NR 

Heart rate & rhythm 
25291 tachycardia I 5/N7 4 6 days lithium Rx NR 
29263 tachycardia 15/i 2 NS Anafranit® none NR 
32581 tachycardia MA- 8.5 1 day multiple* Rx/l -1 R 
33236 bradycardia 14fi"Jl 3 9 weeks Eskalith® DS R 
41884 bundle branch block 14/F 4 20 weeks amfebutamone H NR 
43530 arrhythmia 13í16 NS 27 days Catapres@ DS NR 
42071 tachycardia NSfF NS NS NS NS NR 

*Cisapride (Propulsid ®), salbutamol, phenobarbital, ranitidine (Zantac®). Aul;mentin ®; NS =not specified; NR =not recovered at time of report; 
R= resolved; U =unknown; DS=cirug stopped; Rx =prescription or supportive thr?rapy; H =hospitalization; DR =dose reduced. 
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Table 12. (Continued)...Summary of phartnacovigilance Pf arlve,rse drug events loa adolescents (12 years up to 16 years) 
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Case 
No. 

_oct 
Body System 

Adverse Event 
Age/ 
Sett 

ÿ6ro,iriec,y) 
Ml Ch ,et 

1 Time on 
Drug at 
Onset Concomitant Drugs 

Action 
Taken Outcome 

Skin & appendages 
35319 rash 03/M ). 1 day NS none NR 
30298 rash 14/M 3 NS NS 
28277 rash 14/M 1,5 7 we t NS ,tS R 
33617 urticaria 03/M 3 7 weeks nortriptyline DS/Rx NR 
34337 sweating increase 14/M, 4 ! NS NS none NR 
441 n -! alopecia 12/F 1 15 weeks lnderal ® /Cogentin® none NR 
42296 rash 14/F 6 13 days NS DS R 

Body as a whole 
29228 condition aggravated 13 :y : weeks NS NS NR 
37357 therapeutic response decrease 15 IF) 14S NS none NR 
27446 therapeutic response decrease 151F j G 7 days NS DI NR 
26235 edema 15/M 1 3 days NS 1135 R 
35161 edema, pharynx D3/F 1 day Prozac® DS/Rn R 
44202 chills 14/M Il NS NS none R 
26776 (Fatigue 15/M 1 month NS NS U 

Vision 
34601 blurred vision 131áb1! 3 1 week Cylcrt® none NR 
33235 blurred vision 13/áV 3 NS Prozac ®/lithium DS R 
28021 mydriasis 155/F 1 26 days none DR NR 
38582 blepharospasm 13/M 2 21 days D3usp:: to DS NR 
31613 diplopia 14/1\!i e.T. 3 months NS none R 
42114 blurred vision 141F NS Depahole ®!Zo0oútn nona NR 

Endocrine 
28860 hyperprolactinemia 05lß 

! 
6 27 days N&dol® IDS R 

27524 gynecomastia 151M 12 12 weeks multiple* DR NR 
3S1..a breast discharge 12/M 3 7 weeks Ritalin +fTenexoInortriptyline none NR 

*fdaldol ®, Depakote ®, lnderalo, nitroglycerin, Prilosec®, ,Surfak ®, scopolamine; NS =soot specified; NR =not recovered at time of report: R= resolved; 
U =unknown; DS=drug stopped; Rx=prescription or supporalve therapy; Hmioospitalization; Dl =dose increased; DR Iose reduced. 
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Table 12 (Continued)...Summary of pharmacovigilance reports of adverse drug events it adolescents (12 years up to 16 years) 
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Case 
No. 

ody System 
Adverse Event 

Age/ 
Sex 

Dose 
(mg/day) 
at Onset 

Time on 

Drug at 
Onset Concomitant Drugs 

Action 
Taken Outcome 

40203 
41053 

Endocrine (continued) 
13/F 
14/M 6 

NS 
17 days 

Catapres® 
NS 

NS 
DS 

NR 
NR 

hyperprolactinemia 
lactation, male 

38324 
36930 
39488 

White cell & reticuloendothclial 
15/M 
15/F 
85/M 

4 

6 
1 

15 days 
8 weeks 
7 days 

Navarre® 
NS 
none 

DS 
none 
DS 

R 
R 

NR 

neutropenia 
neutropenia 
leucopenia 

34990 
35932 
42517 

Cardiovascular 
13/M 
14/IF 

14 V! 

11 weeks 
3 weeks 
3 days 

Ritalintrtfibeclomethasone 
2;olofft s 

Navane® /Cogentinto 

none 
DS/Ra 
' S 

NR 
R 
U 

cyanosis 
hypotension, orthostatic 
hypotension, orthostatic 

29354 
34424 

Liver & binary 
12/NS 
15/M 

NS 
5 

NS 
NS 

?.uspa 1. /Dcpakote® 
NS 

NS 
DS 

U 
R hepatic enzymes increase 

aspartate aminotransferase increase 

24118 
BIueding & clotting 

15/1V 1 .. days Cogentin ® /nortriptyline DS epistaxis 

37020 
Reproductive male 

131ví H months lElavil ®/Ritalin® S/Rill-1 R 
priapism 

44222 
Collagen disorders 

13/° r'! ") 

.,0 1 I `J 

NS Prozac® none NR antinuclear factor test positive 

43508 
Neoplasms 

8li 
1 

1 -2 months }laldol /Proventil ®/13enadryl® none NR 
pituitary neoplasm 

28503 
Respiratory 

15h,¡4 i months diazepam/Cogentin® DR/Rx/H NR 
dyspnea 

Total number of adverse events reported in adolescent patien 

NS =not specified; NR =not recovered at time of report; R =resolved; 1.1runknor °n; DS=drug stopped; Rx= prescription or supportive therapy; 
H =hospitalization; DR=dose reduced. 
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Table 13. Summary of pharmacovigilance reports of serious adverse drug events in adolescents (12 years up to 16 years) 

Case 

No. 
Body System 

Adverse Event 
Age/ 
Sex 

Dose 

(mg/day) 
at Onset 

Timc on 

Drug at 

Onset Concomitant Drugs 

Action 
Taken Outcome 

Central & peripheral nervous 
31979 neuroleptic malignant syndrome 15/M 3 13 days Elavil® DS/Rx/H NR 

35872 neuroleptic malignant syndrome 15/M 2 2 weeks lithiurrr/Paxil® DS/Rx/H R 

39352 neuroleptic malignant syndrome I5IM 1 I day Depakene®/amantadine DS/Rx/H R 

22369 neuroleptic malignant syndrome 14/F 1 8 days lithium/Cogentin®TThorazinee, DS/Rx/H R 

24529 dystonia 12/M 6 5 days Doxcpin /acetazolamide DS/Rx/H R 

25286 tremor 14/F 14 6 days Benadryl® DR/H NR 

27441 convulsions 15/F 6 25 days isoniazid/beclomcthasone DS/H R 

30197 tardive dyskinesia I5/M 3 20 weeks NS DS NR 

37805 tardive dyskinesia 14/F 3 6 weeks Thorazine® Rx NR 

39577 dyskinesia 14/F 6 NS NS H R 

Psychiatric 
33067 suicide attempt 15/F 25 NS NS DS/Rx/H R 

45411 depression aggravated 15/F NA t NA t NS DIM R 

40198 catatonic reaction 15/F 0.5 1 week NS H NR 

Heart rate & rhythm 
32581 tachycardia 14/F 8.5 NS multiple* Rx/H R 

41884 bundle branch block 14/F 4 20 weeks amfebutamone H NR 

Body as a whole 
35161 edema, pharynx 13/F 2 1.5 days Prozac® DS/Rx R 

Neoplasms 
43508 pituitary neoplasm 151F 5 1 -2 months Proventil ®Benadryl? none NR 

Gastrointestinal 
26087 vomiting 15I1Ú;( I I day NS DS/Rx/H R 

°Cisapride (Propulsid®), salbutamol, phenobarbital, raniti line (Zantac ®, Augmentin ®; NS =not specified in report; NR =no recovered at time or 

report; R =recovered; DRQdose reduced; DS=drug stopped; Rx= prescription or supportive therapy; H =hospitalization. t Symptoms returned within 24 

hours of missing 2 doses. ' 



Safety of risperidone In neonates, Infants. children, end adolee ent 

Table 13. (Continued...) Summary of pharmacovig lance reports of serious adverse drug events in adolescents (12 years up to 16 years) 

Case 

No. 
Body System 

Adverse Event 
Age! 
Sex 

Dose 

(mg/day) 
at Onset 

Time on 

Drug at 

Onset Concomitant Drugs 

Action 
Taken Outcome 

37020 
Rcprpductive male 

13/M 
- 

3 11 months Elavil ® /Ritaline4 DS/Rx/H R priapism 

28503 
Respiratory 

15/M 2 6 months diazepam/Cogentin® DR/Rx/H NR dyspnea 

Total number of serious adverse events reported in adoles :ent patients: 20 

NS =not specified in report; NR =not recovered at time of report; R= recovered; DR =dose reduced; DS =drug stopped; Rx= prescription or supportive 
therapy; H= hospitalization. 
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Table 14. 

kol! oa 
Summary of pharmacovigilance reports of PrAtitr, dreg events leading to discontinuation of treatment in adolescents (12 years 

up to 16 years) 

Case 
No. 

Body System 
Adverse Event 

30979 
35872 
39352 
22369 
27441 
24529 
30197 

Central & peripheral nervous 
neuroleptic malignant syndrome 
neuroleptic malignant syndrome 
neuroleptic malignant syndrome 
neuroleptic malignant syndrome 
convulsions 
dystonia 
tardive dyskinesia 

35161 
Body as a whole 
edema. pharynx 

26087 
Gastrointestinal 
vomiting 

37020 
Reproductive male 

priapism 

33067 
Psychiatric 
suicide attempt 

Dooe Time on 

Age/ (n1pAlcv) Drug at Action 
Sen rv3, 4,hr;k Onset Concomitant Drugs Taken 

15/M 13 days Elavil DS/Rn/H 
15/M 
15/M I 

11 weebs 
1 day 

lithium/Paxil 
Depakene®/arnantadine 

DSIRAI11-1 

DS/Rx/1-1 

14/F 1 `;.1 days lithiura/Cogentin@ahorazine® DS/Rn/H 
15IF days isoniazid/beclomethasone DS/H1 

12/M days Doxepine/acetazolamide 11, S/Rx/111 

15/Tdi 3 :V weeks NS S 

13/P 1.5 days Prom DS/Rx 

15/M 1 day NS DSffltn/H 

13/M months Elavil®/Ritalin (It DS x/1-1 

15/F 25 

Total number of serious adverse events leading to discontinuation of treatment in adolescent patients: I I 

Outcome 

NR 
R 

R 
iR 

NR 

R 

IR 

IR 

57 

NS=not specified in report; NR=not recovered at time of report; R=recovered; DS=drug stopped; Rx=prescription or supportive therapy; 
H=hospitalization. 
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Tab0e 15. Summary of pharmacovigilance reports of un,cr.,,, A ä414 <k.watiktvtations due to adverse events in adolescents (02 years up to 16 years) 
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Cue 
No. 

Body System 
Adverse Event 

At.el 
Seu 

:Ei , 
t gdii q, ,fa1E y) 
,î, G:t ca. 

Time on 

Drug at 
Ouaset Concomitant Drugs 

ction 
Taken Outcome 

Central & peripheral nervous 
31979 neuroleptic malignant syndrome 15/M 3 13 days Elavilt DS/Rx/iH NR 

35872 neuroleptic malignant syndrome 15/DA 2 2 weeks lithium/Pattil® DS/Rx/1F1 R 

39352 neuroleptic malignant syndrome 150eí I I day Depakene® /amantadine DS/Rx/1-0 R 

22369 neuroleptic malignant syndrome 114/F 1 g days lithium/Cogentin0/Thorazine® DS/Rx/1-1 }' 

30197 tardive dyskinesia I5 t/ 3 
' 

9,0 weeks NS DS NR 

29089 dystonia 15/íF I -3 d days none ,t)S/Rx R 

24529 dystonia 12/Mí 6 5 days dosepin/acetazolamide DS/Rx/H R 

27 0 convulsions 15/F 6 C 7i days isoniazid/beclomethasone DS/H R 

27684 dizziness 13/F 3 NS lithium DS NR 

25117 confusion 12/b`ß ; 3 10 days multiple's' DS NR 

&productive female 
33238 lactation, nonpuerperei 05/F ,4 5 weeks FaxiInVlialdoll. DS R 

30926 lactation, nonpuerperal 151FF N5 7 months lithium DS R 

38335 lactation, nonpuerperal 15/íF 6 13 weeks Zolofit 0 IDS R 

33234 lactation, nonpuerpera0 15/F 2 7 days Zoloft®/lithium DS NR 

33242 lactation, nonpuerpera0 15/F 7. 6 weeks Proms? DS R 

43424 lactation, nonpuerperal 15/F ç'7; NS NS DS NR 

Metabolic e nutritional 
37061 weight increase 15/M 7,-6 7.5 months Cogenlln® DS U 

26524 creatine phosphokinase increase 113/F 2 5 days NS DS R 

28835 alkaline phosphatase increase 15 /â4 4 14 weeks Cogentin ®/Prozac!t DS IR 

40186 glycosuria 0310 4 NS Catapresr?/Depakote ®!Zoloft® DS R 

Gastrointestinal 
37862 vomiting 115/M 0 2 weeks Pen-Vice Ko/Benadrylï DR/DS/Rx NR 

26087 vomiting 15/F 1 1 day NS DS/Rx/Hi R 

44353 tongue edema 05/M NS NS Thorazine ® /Haldol ®/Benadrylía DS/Rx 

°Norpramin®(desipramine), Thorazine ®, Stelazine ®, lithium, Synthroid®, Desyrel ®, Cogentin ®, Depakote®; NS =not specified; NR =not recovered at time 

of report; Recovered; U= unknown; H =hospitalization; DS Irug stopped; DR=dose reduced; Rx= prescription or supportive therapy. 
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Table 15. (Continued)...Summary of pharmacovigilance reports of tr:?iunnent discontinuations due to adverse events in adolescents (12 years up to 16 

years) 

Case 
No. 

Body System 
Adverse Event 

Age/ 
Sex 

Dose 

(mg/day) 
at Onset 

Time on 

Drug at 

Onset Concomitant Drugs 

Action 
Taken Outcome z 

Skin & appendages 
28277 rash 14/M 1.5 7 weeks NS DS R 

33617 urticaria 13/M 3 7 weeks nortriptyline DS/Rx NR 
42296 rash 14/F 6 13 days NS DS R 

Vision 
33235 blurred vision I3/M 8 NS Pro= r?/lithium DS R 

38582 blepharospasm 131M 2 21 days Buspar® DS NR 

Urinary 
26850 urinary incontinence 13/M I I day Prozaco DS R 

44904 urinary incontinence 14/M 0.25 3 days lithium DS R 

Heart rate & rhythm 
33236 bradycardia 14/M 3 9 weeks Eskalith® DS R 

43530 arrhythmia 13/F NS 27 days Catapres0 DS NR 

Body as a whole 
26235 edema 15/M 1 3 days NS DS R 

35161 edema, pharynx l3 /^ I day Prozac 0 DS/Rx R 

Endocrine 
28860 hyperprolactinemia 15/F 6 27 days Haldol® DS R 

41083 lactation, male 14/M 6 17 days NS DS NR 
r 

White cell & reticuloendothelial 
38324 neutropenia 15/M 4 15 days Navaneo DS R 

39488 leucopenia 15/M 1 7 days none DS NR 

Psychiatric 
33067 suicide attempt 151F 25 NS NS DS/Rx/H R 

NS =not specified; NR =not recovered at time of report; R =recovered: U= unknown; H= hospitalization; DS =drug stopped; Rx=p escription or supportive 
therapy. 
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Table 15. (Continued)...Surnrnary of pharmacovigilance reports of treatment discontinuations due to adverse events in adolescents (12 years up to 16 

years) 

Case 
No. 

Body System 
Adverse Event 

Age/ 
Sex 

Dose 

(mg/day) 
qe Omet 

Time on 

Drug at 
Onset Concomitant Drugs 

Action 
Taken Outcome 

35932 
Cardiovascular 

14/P 2 3 weeks Zo loft® DS/Rx R hypotension, orthostatic 

34424 
Liver & biliary 

15/M J 3 NS NS DS R aspanate aminotransferase increase 

24113 
Bleeding & clotting 

15/M 1 2 days Cogentine/nortriptyline DS R epistaxis 

37020 
Reproductive male 

I 

13/M 3 11 months Elavil f:i/Ritalin® DS/Rx/H R priapism 

Total number of adverse events leading to discontinuation in adolescent patients: 43 

NS=not specified in repon; R=recovered; DS=drug stopped; f,,x=prescription or supportive therapy; He,hospitalization. 
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6. SAFETY IN CHILDREN/ADOLESCENTS (AGES NOT SPECIFIED) 

6.A. JANSSEN- SPONSORED CLINICAL STUDIES 

61 

The safety results of RIS- BEL-11 are summarized below. The results of this 

study were also included in a publication by Vanden Borre et al (Acta 

Psychiatr Scand 1993; 87:167 -171.); general safety information described in the 

publication is summarized in Section 6.B. below. 

Study No. RIS- BEL-11t`: This was a multicenter, double - blind, randomized, 

parallel- group, cross -over trial comparing risperidone 4-12 mg with placebo in 

37 mentally retarded patients ranging in age from 15 to 65 years. Qualifying 

patients for the trial were given placebo or risperidone as an oral solution. 

Risperidone treatment was well tolerated. Sedation was reported 10 times and 

dirTiness 6 times as a treatment-emergent adverse event under risperidone 
treatment. 

6.B. PUBLISHED STUDIES AND CASE REPORTS 

Safety information of risperidone in children and adolescents whose ages have 

not been reported is summarized below and in Table 16. 

Acri and Henretig1ó described (in an abstract) the results of an 8 -month 
prospective study of 16 cases (15 adults, 1 pediatric) of risperidone overdose 
reported to a regional poison control center. Risperidone was the only ingestant 

in 9 cases (42 -180 mg). Effects included lethargy (4), hypotension (2), 
tachycardia (6), dystonia (1), electrocardiographic changes (2), and muscle 

spasm (1). Treatment required included an antiarrrhythmic, diphenhydrarnine, an 
anticonvulsant, mechanical ventilation, and supportive care. Risperidone 
toxicity manifested primarily as reversible neuromuscular and cardiovascular 
effects from which all patients recovered fully. Whether or not the pediatric 
patient experienced an adverse effect was not specified in the publication. 
Information regarding the age and sex of the pediatric patient also was not 
specified. 

Arrnenteros et al" reported a study of 5 patients aged 13 to 16 years. General 
safety information for 4 of the 5 patients (1 transferred to another institution 
after 4 weeks) was reported. Risperidone was administered at doses ranging 
from 4 to 8 mg/day (mean: 6.4 mg/day). Adverse events were mild 
somnolence in 3 patients (did not interfere with their functioning), an acute 
dystonic reaction in 1 patient, parkinsonism requiring continuous treatment with 
benztropine in 1 patient, and weight gain in 3 patients. The duration of the 
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study was not indicated. Three of the patients had experienced adverse events 

during previous neuroleptic trials. The information reported did not include 

patient- specific information with regard to sex, gender, adverse events, and 

outcomes of adverse events. 

Fras and Major12 reported preliminary observations of 6 patients ranging in 

age from 8 to 14 years, who were treated with risperidone for aggressive 

behaviors. Four patients (whose age and sex were not specified) had been 

diagnosed with attention- deficit hyperactivity disorder with comorbid conduct 

disorder; 2 patients (age and sex not specified) had been diagnosed with bipolar 

disorder. Following risperidone treatment, the most frequently reported side 

effect for all patients was sedation with a reported "spacey" look, which was 

dose-related. Extrapyramidal effects were also reported. The age and sex of the 

patients with extrapyramidal dysfunction were not specified by the authors. 

With daily doses of less than 3 mg in adolescents and less than 2 mg in 

children, the extrapyramidal side effects resolved. None of the. adverse events 

led to discontinuation of treatment. 

Grcevich et al1e presented a poster of a retrospective efficacy and safety 

review of 17 patients treated with risperidone for psychotic illnesses. Of these 

patients, 2 were children (9 and 11 years) and 6 were adolescents (12 to 15 

years of age). (Nine patients did not meet the age criteria for inclusion in this 

safety review.) Risperidone doses ranged from 2-4 mg/day for the children and 

from 3 -10 mg/day for the adolescents. All patients were evaluated by 2 

psychiatrists. Adverse events were observed in 7 of the 17 patients (whose age 

and sex were not specified) by 1 psychiatrist and in 11 of the 17 patients 
(whose age and sex were not specified) by the other psychiatrist. Each 

psychiatrist reported only one patient (age and sex not specified) of the 17 

patients in whom an adverse event "significantly interfered" with the patient's 

activities. The adverse events were not described and no information was 

provided with regard to adverse events that may have led to treatment 

discontinuation. 

Kuspis et 2119 retrospectively assessed the toxic effects of all risperidone 
exposures reported to a regional poison control center over a 15 -month period. 

Of the 31 cases reported during this period, 11 were pediatric exposures (mean 

age: 12.1 years). The mean amount of risperidone ingested by the pediatric 

patients was 11.7 mg. Either as the sole ingestant or as a coingestant, 
risperidone overdoses were not associated with any moderate or life -threatening 

effects. Adverse events were lethargy or tachycardia, which required no 
treatment. Gastric decontamination and supportive care appeared to provide 
adequate intervention in all cases. Patient- specific information was not 
provided in the publication. 
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1Lor brroso et als reported safety information from an 11 -week, opera -label trial 

of risperidone in 7 patients with chronic tic disorders. Of the 7 patients, 5 
were adolescents (ages: 12 to 13 years) and 1 was a child (age: 11 years). (One 
patient did not meet the age criteria for inclusion in this safety review.) 
Risperidone doses ranged from 1 -2.5 mg/day. Following treatment with 
risperidone, 4 patients (whose age, sex, and patient identification number were 
not specified) experienced tiredness, but it was not severe or persistent and 
resulted in the lowering of the dose in only one case (age, sex, and patient 
identification number not specified). One patient (Patient 3) experienced 
muscle stiffness and i patient (whose age, sex, and patient identification 
number were not specified) experienced photophobia in the first 2 weeks of 
treatment, which spontaneously resolved thereafter. Weight gain (8 to 14 

pounds) was the most frequent side effect observed in all 5 of the adolescent 
patients (Patients 2, 3, 4, 5, and 6) during risperidone treatment. in 4 patients 
(Patient 4 and three other patients whose age, sex., and patient identification 
number were not specified), the weight gain coincided with increases in 
appetite. None of the patients elected to stop risperidone treatment because of 
the weight gain. Safety information for the adolescent patients for whom the 
age and sex were specified (Patients 20 3, 4, 5, and 6) is provided in Section 
5.3.; information for the child (Patient 1) is provided in Section 4. 

Mandoltf reported (as abstracts only) the results of 3 retrospective studies of 
"children Lim adolescents" (ages not specified) treated with risperidone. In a 
study20 of five children with Tourette's syndrome (risperidone 6 mg/day), the 
most common adverse event according to the author was weight gain; no other 
adverse events were specified. In a stud? of risperidone (dose not specified) 
in children and adolescents who were hospital inpatients (diagnoses not 
reported), 15 of 30 patients experienced extrapyraanidal sy=mptoms and received 
anticholinergic medications. The incidence of extmapyr&nidal symptoms was 
not related to age, risperidone dose, or primary diagnosis. Oher adverse events 
were not specified. Adverse events were not reported in a third study of 
risperidone (dose not specified) in children and adolescents with schizophrenia. 

Siin eon23 reported general safety information for 21 patients who had been 
treated with risperidone for a variety of psyc iatric disorders. The patients 
ranged in age from 4 to 20 years (mean age: 11.4 years). Risperidone 
treatment was titrated gradually for all patients and the optimal daily dosage for 
the pediatric patients ranged from 0.5 to 6 mg (mean: 1.4 mg). The duration of 
risperidone treatment for the 'pediatric patients" (age and sex not specified) 
ranged from I to 28 months (mean: 7.8 months). Four patients (age and sex 
not specified) experienced significant sedation, which resolved wi l; a reduction 
in the daily dose. Marked weight gain was experienced by 3 patients (age and 
sex not specified) and 1 patient (age and sex not specified) experienced a 
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dystonic reaction. Information regarding the severity of the adverse events or 

whether treatment was discontinued was not specified in the publication. 

Vanden Hoge et .124 reported safety information for 37 mentally retarded 

patients between the ages of 15 and 58 years (mean age: 30.5 years) who 

participated in a double- blind, randomized, cross -over study comparing 

risperidone 412 mg with placebo. The number of adolescent patients who 

participated in the trial was not specified in the publication. Sedation was 

reported 10 times and drowsiness 6 times as a treatment- emergent adverse 

event for patients receiving risperidone. No difference in the incidence of 
ex pyramidal effects was observed between patients on risperidone and 

placebo. The severity of the adverse events and information on who 

experienced the events were not specified in the publication. 
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Table 16 Summary of published safely Information on the we of risperidone In children and adolescents (ages not specified) 
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Aulhor(s) 
Accession No 

Study No. 

Age 
Range 

(years) 

Number of 
Patients 

. Adverse Events (number 
of repots) 

Dose (mg/day) 
at Onset 

Time on Drug 
ai Onset 

Diagnosis Action Taken Outcome 

Acvl & IIenrelig NS 15 adults Oethaogy (4) 42 -180 mg NS NS antiarrhythmic. all patients 

N 114954 

NIA 

1 pediatric hypotension (2) 

tachycardia (6) 

dystonia (1) 

electrocardiographic 
changes (2) 
muscle spasm (1) 

overdoses diphenhydmmine. 
anticonvuisants. 
mechanical ventilation, 

supportive care 

recovered 

Armenteros et a1 

N I 1 196311 

N/A 

13.16 

_ 

5 somnolence (3) 
acute dystonic reaction (1) 

parkinsonism (1) 
t.eight gain (3) 

4.8 
mean: 6.4 

NS NS benziropine for 

park Insonism 

NS 

- - 

Fras & Major 
N 114957 

NIA 

8.14 6 sedssion. 'apacey Zook" (6) 
entrapynunidal effects 

(NS) 

<2 In children; 
e3 in 

adoireents 

NS ADHD (4) 

bipolar 
disorder (2) 

treatment continued NS 

Crcevich et al 9.11 2 NS 2.4 NS NS NS NS 

N 118489 I2 -I5 children children 

N/A 6 adolescents 3 -10 
adolescents 

1(uspis et al mean: 11 pediatric leihe^C. (4`1S) overdo!tes NS NS gamic decontamination NS 

N 114955 12.1 utac1i ,,2;e11r,(19S) 
au E, ,rtivecore 

NIA 

Lombroso et al 00. I child aim,h1Caa, (4) 0.25 NS NS moment continued NS 

N 118174 

NM 
02 -13 5 adolnts 1511ns =i4 sil1fs+c.Jw (0) 

pit21onh ©a1w (0) 
wet, ha rCçOA (j) 
Bile ,n r.,1 or ".1te (4) 1 

NJAmsot applicable; NS =net specified In repos: °ADOID-- asilr=a1 "nu-d iia;1t hyprnclivily disorder. 
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Table 16 (Continued ...Summary of published safety Information on the use of risper(done in children and adolescente (ages not specified) 
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Authors) 
Accession No. 
Study No. 

Age 
Range 

(years) 

Number of 
Patients 

Adverse Events (number 
or reports) 

Dose (mg/day) 
rd onset 

Time on Drug 
of Onset 

Diagnosis Action Taken Outcome 

Mandoki 
N 112434/1 

N/A 

NS S children weight gain (NS) NS 

N 
NS Tourette's 

w 
NS NS 

Mandoki 
N 11243W! 
N/A 

NS 30 children & 
adolescents 

eatrapyramldai symptoms 
(15) 

NS NS NS anticholinergics NS 

Mandoki 
N 112439/1 

N/A 

Simeon 
N 116688/I 
N/A 

NS 

4-20 
mean: 

11.4 

NS 

2) 

no adverse events 

sedation (4) 

weight grin (3) 

dystonic reaction (I) 

N/A 

0.5-6. mean: 

1.4 

N/A 

I.28 months. 
mean: 7.8 
mantles 

N/A 

'psychiatric 
disorders` 

N/A 

reduction in dose for 
sedation; no action 

specified for weight 
gain. dystonie teactlon 

N/A 

R: sedation; 
NS: weight. 

dystonic 
reaction 

Vanden Borre et al 

N 80878 
RIS -BEL -1 I 

15.58 

mean: 

30.5 

37 sedation (10) 
drowsiness (6) 

4 -12 NS mental 

retardation 

NS NS 

NS =not specified in report; NR=ttot recovered at time of report; Rrncovered: N /Amto applicable. 
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7. DOSE RANGES AND EXTENT OF EXPOSURE 

7.A. DOSE RANGES 

67 

of the pediatric population ( <16 years of age) described in this summary, 48% 

(102/223) received risperidone in doses ranging from 1.0 mg to <4.0 mg/day. 

Summaries of the risperidone dose ranges are provided by source of information 

in Table 17, by the source of information and the age category of 2 years up to 12 

years in Table 18, and by the source of information and age category of 12 years 

up to 16 years in Table 19. 

7.3. EXTENT OF EXPOSURE 

More than half (60%, 133/223) of the pediatric population received risperidone for 

periods ranging from >0 to <3 months. The extent of the pediatric exposure to 

risperidone is summarized by source of information in Table 20. 
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Table 17. Dose range of risperidone In pediatric population (<16 years of age) by source of data 

68 

Dose Ranges 
(mg/day) 

Number (90 Patients 

Clinical Trials 
N =14 

Literature 
N =29* 

Spontaneous Adverse Event 

Reports N =186 
Totalt 
N =223 

0 to < 1.0 8 (57) 1 (3) 29 (16) 38 (I7) 

1.0 to < 4.0 5 (38) 13 (45) 84 (45) 102 (48) 

4.0 to < 8.0 0 10 (34) 35 (19) 45 (20) 

8.0 to < 12.0 1 (7) 5 (17) 3 (1) 9 (4) 

12.0 to 5 16.0 0 0 1 (<I) 1 (<1) 

>16.0 0 0 3 (I) 3 (1) 

not specified or unknown 0 0 31 (17) 31 (14) 

Total includes count for 6 patients whose adverse events were also reported as spontaneous adverse drug events (Case Nos. 39329, 39328, 
39326, 39325, 39327, and 39330). 
Total may not be the sum of the individual columns duc to duplication in reporting. 
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Table 18. Dose range of risperidone In children (2 years up to 12 years) by source of data 

69 

Dose Ranges 
(mg/day) 

Number (%) Patients 

Clinical Trials 
N=12 

Literature 
N =10 

Spontaneous Adverse Event 
Reports N =64 

Total# 
N =81 

0 to < 1.0 7 (58) 3 (30) 14 (22) 24 (30) 

1.0 to < 4.0 5 (42) 3 (30) 32 (50) 38 (47) 

4.0 to <8.0 0 4(40) 8(13) 9(11) 

8.0 to <12.0 0 0 0 0 

12.0 to < 16.0 0 0 0 0 

>16.0 0 0 0 0 

not specified or unknown 0 0 10 (16) 10 (12) 

* Total includes count for 5 patients whose adverse events were also reported as spontaneous adverse drug events (Case Nos. 39329, 39328. 
39326, 39325, and 39327). 

t Total may not be the sum of the individual columns due to duplication in reporting. 
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Table 19. Dose range of risperidone in adoles & -nts (12 years up to 16 years) by source of data 

70 

Dose Ranges 
(mg/day) 

Number (,) patients 

Clinical Trials 
N =2 

Literature 
N =19° 

Spontaneous Adverse Event 

Reports N =115 
Totalt 
N =135 

0 to < 1.0 I (50) 1 (5) 12 (10) 14 (10) 

1.0 to < 4.0 0 9 (47) 52 (45) 61 (45) 

4.0 to < 8.0 0 7 (37) 27 (23) 33 (24) 

8.0 to < 12.0 1 (50) 2 (11) 3 (3) 6 (4) 

12.0 to S 16.0 0 0 1 (<I) 1 (<1) 

>16.0 0 0 2(2) 2(1) 

not specified or unknown 0 0 17 (15) 17 (13) 

Total includes count for I patient whose adverse events were also reported as spontaneous adverse drug events (Case No. 39330). 
t Total may not be the sum of the individual columns due to duplication in reporting. 
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Table 20. Extent of pediatric ( <16 years of age) exposure to risperidone by source of data 

71 

Duration of exposure' 
(30 -day months) 

Number (%) of patients exposed to risperidone --- _" ` 
- 

Clinical Trials 
N =14 

' 
Literature 

Nvx29* 
Spontaneous Adverse Event 

Reports N =186 
Totult 
N =223 

>0 to < 3 14 (100) 13 (45) 106 (60) 133 (60) 

3to <6 0 6(21) 8(4) 14(6) 
61o<9 0 4 (14) 7 (3) 11 (5) 

9to512 0 3(10) 5(2) 8(4) 
>12 0 1 (3) I ( <I) 2 ( <I) 

not specified or unknown 0 2 (7) 59 (31) 61 (27) 

CD 

EA 
t 

Total includes count for 6 patients whose adverse events were also reported as spontaneous adverse drug events (Case Nos. 39329. 39328, 
39326, 39325, 39327, and 39330). 
Total may not be the sum of the individual columns due to duplication in reporting. 
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Four clinical studies, 2-3-4s.15 8 publtcaYn ons , s. 6. 1. 8. 10.11.12.13.1a.16.1T.1s.1920.21 _.;.24 and 186 l 

spontaneous adverse drug event reports' provided safety information in a total of 
223 pediatric patients ( <16 years of age) who received risperidone. The total 

number of patients (ages specified) who received risperidone and whose safety 

information was reviewed is summarized by age categories and by source in Table 

21. 

The most frequently reported treatment- emergent adverse drug events among the 

combined pediatric population ( <16 years of age) were related to the central and 

peripheral nervous system, psychiatric events, metabolic and nutritional 

disturbances, and gastrointestinal disorders. Summaries of the most common 
treatment- emergent adverse drug events are presented by source of information in 

Tables 22, 23, and 24. Events reported by ?1% of the pediatric population are 

included. Of all the adverse events reported, extrapyramidal symptoms, weight 

gain, and somnolence were described in all three sources of safety information 
(Table 25). 

Serious adverse events derived from spontaneous adverse event reports occurred in 

43 patients (2 neonates, 3 infants, 1$ children, and 20 adolescents) and were 

related mostly to the central and peripheral nervous system and psychiatric events. 
When serious adverse everts occurred, measures such as lowering the dose or 
discontinuing the drug, hospitalizing the patient, or discontinuing concomitant 
drugs were taken. At times, medications such as benztropine, paroxetine, 
procyclidine, or diphenhydranzine were started to resolve or control the reacei r. 

A review of the safety information derives from clinical trials, the medical 

literature, and spontaneous adverse event reports show no other seliious or 
unexpected safety concerns. The evens reported in the pediatric population 

described in this summary are well known to occur with risperidone in adults and 

an tolerated by most patients or are reversible with discontinuation of treatment. 

Seven publications6.11.123116.17 '21 described extrapyramidal symptoms. Significant 
extrapyramidal symptoms that appeared after rapid titration of risperidone to 6 

mg/day decreased when the dose was reduced to 1 mg twice daily.12 In a 

retrospective review» 15 of 30 patients who experienced extrapyramidal 
symptoms required anticholinergic agents. 

Specific extrapyramidal symptoms are included in the published reports 
summarized in this review. Tongue protrusion and muscle rigidity present on the 

third day of treatment with risperidone (1 mg/twice daily) were successfully 
eliminated with benztropine.6 In 1 patient, possible tongue protrusion was 
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difficult to assess because of a speech impediment' A patient with akinesia and 

dyskinetic movements 10 days after initiation of treatment with risperidone (3 

mg/twice daily) greatly improved with benztropine.6 Muscle stiffness also 
responded to benztropine s One instance of a dystonic reaction was reported but 
not discussed ". 

73 

Tremors described in 3 published studies' "'" were controlled or greatly improved 
with different modes of treatment - mild tremors (onset at 2 mg/twice daily) 
required no treatment,6 tremors (onset at 4 mg/day) were controlled with 
procyciidine," and Parkinsonism (onset dose not specified) required continuous 
treatment with benztropine." 

Weight gain was reported in 4 publications b 130 The total weight gain varied 

from 8 to 14 pounds over periods ranging from 8 weeks to 1 year. One patient 
reportedly gained 30 pounds, but no time period was indicated.' In some patients 
the weight gain coincided with increased appetites In another report,30 weight gain 
was the most common adverse event. The extent to which the weight gain in these 
cases is in excess of the expected weight gain in a child or adolescent cannot be 
determined. 

Somnolence was described in 3 published studies."."' Reduction in dose from 4 
mg/day to 0.75 mg/day eliminated daytime somnolence in 1 patient.13 

Somnolence reported in three other patients did not interfere with their 
functioning," and oversedation in 1 patient (titrated to 6 mg/day) responded to a 
reduced dose of 2 mg/day' 

Determining an optimal and safe dose for children and adolescents is difficult 
because of the limited size of the samples, the wide age range, heterogeneous 
diagnoses, and the variety of doses and titration methods. Experience in adults 
suggests that Nitrating risperidone slowly might be an important factor in avoiding 

adverse effects in children and adolescents. 
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Table 21. Total number of patients who received risperidone and whose safety information was analyzed by age 
categories (ages specified) and source of data 

Source of Safety 
Information 

Neonates 

(birth up to k 

month) 

Infants 

(1 month up to 2 

years) 

Children 

(2 years up to 12 

years) 

Adolescents 

(12 years up to 16 

years) 

TOTAL 

Spontaneous adverse 
event reports 3 4 64 115 186 

Clinical trials 0 0 12 2 14 

Publications 0 0 5° let 23 

TOTAL 3 4 81 135 223 

*Total excludes count for 5 patients (Case Nos 39329, 39328, 39326, 39325, and 39327 in Table 6.) whose adverse events were 
also reported as spontaneous adverse events. f Total excludes count for 1 patient (Case No. 39330 in Table 12.) whose adverse 
event was also reported as a spontaneous adverse event. 

74 
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Table 22. Most common* treatment -emergent adverse drug events (ADEs) experienced by the 

pediatric population ( <16 years of age)t receiving risperidone in clinical trials (N =14) 

75 

Body System 
Adverse Events (number of events) t 

Number (%) 
Patients with ADE 

Psychiatric 7 (54) 

somnolence (5) 

insomnia (2) 

Central & peripheral nervous 4 (31) 

absences § (2) 
coma I (1) 
extrapyramidal symptoms (1) 

oculogyric crisis (1) 
dizziness (1) 

Metabolic & nutritional 2 (15) 

weight increase (2) 
high alkaline phosphatase (1) 

Gastrointestinal 2 (15) 

hypersalivation (1) 
vomiting (1) 
diarrhea (1) 

Body as a whole 2 (15) 

fever (1) 
fatigue (1) 

Heart rate & rhythm 1 (8) 

palpitation (1) 

Respiratory 1 (8) 

rhinitis (1) 

a 

fi 

t 
§ 

Events reported by 2.1% of the pediatric population receiving risperidone and participating in 

clinical trials are included. 
The total number of pediatric patients who participated in clinical trials d met the age 

criteria for inclusion in this summary was 14. 

Adverse events are presented within body systems in descending order of frequency. 

Absences=term commonly used in French for a variety of minor epileptic seizures including 

those covered in English by the term petit mal. 
Coma = WHOART term for "subcomatose "(event did not entail loss of consciousness). 
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Table 23. Most common* treatment -emergent adverse drug events (ADEs) experienced by 

the pediatric ( <16 years of age) populationt receiving risperidone in the literature 

(N =29 t) 

Body System 
Adverse Events (number of events) t 

Number (%) Patients 
with ADE 

Central & peripheral nervous 12 (41) 

tremors (3) 
tongue protrusion (2) 
muscle rigidity (2) 
extrapyramidal symptoms (2) 
dizziness (2) 
akinesia (1) 
dyskinesia (I) 
exacerbation of tics (1) 
leg numbness (1) 

Psychiatric 5 (17) 

sedation (2) 
depression (2) 
psychotic symptoms (1) 
dysphoria (1) 
lethargy (1) 

Body as a whole 1 (3) 

weakness (1) 
tiredness (1) 

Metabolic & nutritional 8 (28) 
weight increase (8) 

# Events reported by X196 of the pediatric population receiving risperidone and cited in the 

psychiatric Iiterature are included. 

t The total number of pediatric patients cited in the psychiatric literature and who met the 

age criteria for inclusion in this summary was 29 and includes 6 patients whose safety 
information was also reported as spontaneous adverse drug events, 

$ Adverse events are presented within body systems in descending order of frequency. 

76 

JJRP 00378220 
Confidential/Produced in Litigation Pursuant to Protective Order 



 

Safety of risperidonc in neonates, infants. children. and adolescents 

Table 24. Most common* treatment- emergent adverse drug events (ADEs) experienced by the 

pediatric ( <16 years of age) populationt described in spontaneous adverse event 

reports (N =186) 

77 

Body System 

Adverse Events (number of events) $ 

Number (9c) 

Patients 

Central & peripheral nervous 44 (23) 

dyskinesia (7) 
dystonia (6) 

convulsions (6)1 
tardive dyskinesia (5) 

dizziness (5) 
neuroleptic malignant syndrome (4) 
extrapyramidal symptoms (3) 

Psychiatric 22 (11) 

somnolence (6) 
depression (3) 
aggressive reaction (2) 
nervousness (2) 

Urinary 14 (8) 

urinary incontinence (10) 
urinary retention (4) 

Reproductive female 12 (7) 

lactation, nonpuerperal (10) 
amenorrhea (2) 

Gastrointestinal ,.m. v) 
vomiting (5) 
hypersalivation (3) 

Metabolic and nutritional 13 (6) 

weight increase (10) 

Skin :' appendages 10 (5) 

rash (5) 
urticaria (2) 

* 

t 
Spontaneous adverse drug events reported with a frequency of Z1% are included. 

The total number of pediatric patients described in spontaneous adverse drug event reports and 

met the age criteria for inclusion in this summary was 186 and includes reports for 6 patients 

who were also described in the psychiatric literature (Case Nos. 39329, 39328, 39326, 39325, 

39327, and 39330). 
Adverse events are presented by WHO terms within body systems in descending order of 

frequency. 
Events included were reported as convulsions, seizures, petit mal seizures, grand mal seizures, 

and convulsions aggravated. 
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Table 24. (Continued...) Most common* treatment- emergent adverse drug events (ADEs) 

experienced by the pediatric ( <16 years of age) popts ationt described in spontaneous 

adverse event reports (N=186) 

78 

., y System 
Adverse Events (number of events) # 

Number (9c) 

Patients 

Body asa whole H (5) 

therapeutic response decreased (3) 
therapeutic response increased (2) 

Bleeding .. clotting 6(3) 

epistauis (5) 

Vision 8(4) 

blurred vision (4) 

Heart rate & rhythm 7(3) 

tachycardia (4) 

Respiratory 3 (1) 

dyspnea (2) 

Cardiovascular 4 (2) 
hypotension, orthostatic (2) 

White cell & reticuloendothelial 3 (1) 

neutropenia (2) 

Endocrine 5 (2) 

hyperprolactinemia (2) 

Spontaneous adverse drug events reported with a frequency of ;?Iß6 are included. 

t The total number of pediatric patients described in spontaneous adverse drug event reports and 

met the age criteria for inclusion in this summary was 186 and includes reports for 6 patients 

who were also described in the psychiatric literature (Case Nos. 39329, 39328, 39326, 39325, 

39327, and 39330). 
Adverse events are presented by WHO terms within body systems in descending order of 

frequency. 
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Table 25. Summary of adverse events* commonly reported in all sources of safety information for neonates (birth to 1 month), 

infants (1 month up to 2 years), children (2 years up to 12 years), and adolescents (12 years up to 16 years) 

79 

Body System 
Adverse Events 

Number of reports by source of information and age category 

Clinical Trials Literature Spontaneous Reports 
T 

o 
T 
A 

L 

Neonates Infants Children Adoiesc 
enta 

Neonates Infants Children{ Adoles 

tents! 
Neonates Infants Children Adoits 

cents 

Central & peripheral 0 O 2 4 0 0 7 8 1 I 25 I8 66 

nervous 

extrapyramidal 
symptoms 

Metabolic 6t 0 0 2 0 0 0 2 6 0 0 3 7 20 

nutritional 
weight gain 

Psychiatric O o 7 0 0 0 I 2 0 0 4 3 17 

somnolence t 

*Adverse events are from patients whose ages were specified. 
i Central & peripheral nervous symptoms were reported as: extrapyramidal symptoms, akinesia, dyskinesia, tremors, tongue protrusion, muscle 

rigidity, stupor, oculogyric crisis, tardive dyskinesia, dystonia, convulsions, petit mal seizures, grand mal seizures. seizures, tongue paralysis, 
abnormal gait, stupor, neuritis, dizziness, neuroleptic malignant syndrome, confusion, coma, absences, nervousness. 

Symptoms were reported as: somnolence. sedation, insomnia, lethargy, drowsiness. 

*Includes count for S patients (Case Nos. 39329, 39328, 393266, 39325, and 3932.7) whose adverse events were also reported as spontaneous 

adverse events. 

llncludes count for 1 patient (Case No. 39330) whose adverse event was also reported as a spontaneous adverse event. 



 

Safety of rispaidone in neonates, infants. children, and adolescents 

9. RISK BENEFIT ASSESSMENT 
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The efficacy and safety of risperidone have not been formally investigated in large 

pediatric populations (i.e., those less than 16 years of age) for any indication. 

Several small studies, however, have been conducted in children and adolescents, 

several investigator- initiated studies are in progress, and one formal program in 

mentally retarded children with behavioral disorders will commence in 1996. The 

risks of risperidone can therefore only be assessed relative to possible benefits in 

diverse indications. The results of these investigations may show risperidone to 

be beneficial to children and adolescents in controlling the symptoms of various 

psychiatric disorders, including schizophrenia, attention -deficit hyperactivity 
disorder, bi -polar disorder, depression, obsessive -compulsive disorder, mental 

retardation, infantile autism, conduct disorder, Tourette's syndrome, and possibly 

other conditions. The risks discussed below apply to all possible indications. 

In the absence of formal clinical trials with defined, scheduled safety evaluations 

in sufficient numbers of pediatric patients, the assessment of risk is derived from 

the less certain sources of small clinical trials using the current market 

formulation of risperidone, published reports, and spontaneously reported adverse 

events. However, converging data from these three sources indicate that children 

and adolescents exposed to risperidone are at risk of extrapyramidal symptoms, 

sedation, and weight gain. These adverse events are more common and more 

severe at doses of risperidone in excess of 3 mg/day, but they were also observed 
at lower doses. These three adverse events were also observed in large clinical 

trials in adult schizophrenic patients and they do not represent new hazards. 

All the well- recognized extrapyramidal symptoms have been observed in children 

and adolescents. These include bradykinesia, akathisia, muscle rigidity, tremor, 

dystonia, neuroleptic malignant syndrome, and tardive dyskinesia. Children and 

adolescents may be at greater risk than adult schizophrenic patients for 
extrapyramidal symptoms such as neuroleptic malignant syndrome because in 

addition to having a smaller volume of distribution they are more likely to be 

neuroleptic naive. Current recommendations for risperidone in children and 

adolescents therefore stress slow titration and careful monitoring for 
extrapyramidal symptoms. The dose of risperidone should be reduced if 
extrapyramidal symptoms emerge. Risperidone should be discontinued if dose 

reduction does not result in resolution of extrapyramidal symptoms. Since 
extrapyramidal symptoms almost always resolve with dose reduction, clinicians 
can weigh the risks of extrapyramidal symptoms with the anticipated benefits of 
risperidone treatment and safely change course if the clinical result is 

unsatisfactory. 
Sedation was commonly reported in children, but often responded to dose 
reduction. The reports do not permit a distinction between development of 
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tolerance and symptom resolution with dose reduction. However, sedation can be 

easily managed in clinical practice and does not represent a significant risk. 

Weight gain has been reported with serotonin/dopamine antagonists. Weight gain 
in long-term risperidone trials in adults was modest, averaging only 5 to 7 pounds. 
although 10-20% of patients gained more than 7% of their baseline body weight. 

eight gain in excess of anticipated. wth- related increases in body mass may 

occur in children and adolescents. The weight gain occurs gradually, and 

risperidone can be safely discontinued in a child or adolescent who gains 
unanticipated weight after initiation of risperidone. 

Prolactin increases were observed in controlled clinical trials with risperidone. 
There is limited data on prolactin levels in children and adolescents and no 

evidence of prolactin- related adverse events in children and adolescents. There is 

a possibility that risperidone- related prolactin increases could affect the onset of 
puberty. Planned long -term safety trials in pre -pubescent children will assess this 

risk. 

Controlled clinical trials indic ed that risperidone had a favorable safety profile. 
Wide market cnetration .u:d long -term clinical studies have not revealed y 

additional risks. We therefure conclude Chat i e rristos of risperidone in ch °ldrea 

and adcllescents can be sa.fery srd reasonably assessed against any detnonstted cr 
Jydy__a_ .. 
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