levels than adults. The growth hormone elevations reported for the 12 patients with
“growth hormone excess” were modest and well below levels reported in children with
gigantism.7,8
None of the patients reported to have “growth hormone excess” had adverse events that
can be directly attributed to increased growth hormone levels.
Hyperprolactinemia was present in 10 of the patients reported to have growth hormone
excess, a notable finding. A true association between these two events cannot, however,
be established based on the available data. Further study is warranted to assess whether
risperidone increases the risk for pituitary tumors, some of which may secrete both
growth hormone and prolactin.
The data in the current application pertaining to risperidone and growth hormone do not
provide sufficient evidence of an effect of risperidone on growth hormone levels for us to
mandate further study of the effect of long-term risperidone treatment on growth
hormone levels and on the growth and development of children and adolescents treated
with risperidone.
In order to understand whether risperidone does affect growth hormone levels, we will
ask the sponsor to add growth hormone and IGF-1 assessments to the 6-week, fixed-dose,
parallel-group, placebo-controlled clinical study that they have agreed to perform as a
phase 4 commitment in autistic children and adolescents to determine the effect of
risperidone treatment on fasting glucose, fasting insulin, and insulin resistance. Careful
attention will need to be paid to appropriately and consistently collecting these hormone
measurements. I recommend that we obtain Endocrinology input when we review the
study protocol submitted by the sponsor.
In addition, IGF-1 and growth hormone level assessments will be added to the nonclinical (rat and dog) studies that the sponsor has agreed to as phase 4 commitments. In
the dog study, we will also ask the sponsor to assess long bone growth in dogs. Any
abnormalities detected would provide evidence that further study on growth in humans
may be warranted.
We should also recommend to the sponsor that they consider studying the effect of longterm risperidone treatment on the growth and development of children and adolescents.

4 Sexual Maturation
No cases of precocious puberty were reported during clinical trials of risperidone in
children.
, cases of precocious puberty have been
(b) (4)
7

Zimmerman D et al. Congenital gigantism due to growth hormone-releasing hormone excess and
pituitary hyperplasia with adenomatous transformation. J Clin Endocrinol Metab 1993; 76(1): 216-22.
8
Minagawa et al. Effects of octreotide infusion, surgery and estrogen on suppression of height increase and
20K growth hormone ratio in a girl with gigantism due to a growth hormone-secreting macroadenoma.
Horm Res 2000; 53 (3):157-60.

mammary gland, and pancreatic islet cell neoplasia (mammary adenocarcinomas, pituitary and
pancreatic adenomas) was observed in the risperidone carcinogenicity studies conducted in mice
and rats (see PRECAUTIONS – Carcinogenesis, Mutagenesis, Impairment of Fertility). Neither
clinical studies nor epidemiologic studies conducted to date have shown an association between
chronic administration of this class of drugs and tumorigenesis in humans; the available evidence
is considered too limited to be conclusive at this time.
Hyperprolactinemia, Growth, and Sexual Maturation
Risperidone has been shown to elevate prolactin levels in children and adolescents as well as in
adults (see PRECAUTIONS—Hyperprolactinemia). In double-blind, placebo-controlled studies of
up to 8 weeks duration in children and adolescents (aged 5 to 17 years)
(b) (4)

(b) (4)
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