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Any person, talented or handicapped, who-

se social skills have been severely defi-

cient since very early childhood, who star-

ted to talk late or whose communicative

use of language is inadequate, and who

perseverates and lacks cognitive and be-

havioral flexibility meets the diagnostic cri-

teria for an autistic-spectrum disorder. The

Diagnostic and Statistical Manual of Men-

tal Disorders, 4th edition (DSM-IV), pu-

blished by the American Psychiatric Asso-

ciation, and the International Classification

of Diseases, 10th Revision (ICD-10), pu-

blished by the World Health Organization,

use the term  «pervasive developmental di-

sorder» to encompass the broad spectrum

of developmental disorders with these cha-

racteristics (see Table). Pervasive deve-

lopmental disorders are more common in

boys than girls. Autistic disorder is classic

autism, one of the more severe disorders

on the spectrum. Persons with autistic di-

sorder have substantial impairment in so-

cial skills, verbal communication, and cog-

nitive and behavioral flexibility. About 70

percent of such persons are mentally re-

tarded, and a third have had at least two

unprovoked epileptic seizures by the time

they reach late adolescence. About half

are nonverbal or have grossly impaired

speech. Most persons with autistic disor-

der are not able to live independently as

adults. 

As long as autistic disorder was the only

recognized subtype on the spectrum of au-

tistic disorders, autism was considered to

be rare (0.4 case per 10,000 persons). In

the early 1940s, however, Kanner and

Asperger independently described children

whose speech was notable for its stilted

quality and unusual vocabulary and who

had many autistic characteristics despite

average or superior intelligence. Since

then, widespread use of improved, stan-

dardized questionnaires and observational

scales has resulted in the identification of

many persons with less severe disorders

on the autistic spectrum, some of whom

have received a diagnosis such as deve-

lopmental language disorder, attention-de-

ficit disorder, or obsessive-compulsive di-

sorder. Their cognitive skills are typically

uneven. The least severely affected may

not come to medical attention at all or not

until midchildhood or adolescence, despite

aberrant types of behavior that are evident

to family members, educators, and peers.

According to the DSM-IV and ICD-10 clas-

sifications, such children who are not re-

tarded and who started to speak at the ex-

pected age have Asperger’s disorder, and

those who do not meet the criteria for eit-

her autistic disorder or Asperger’s disorder

have pervasive developmental disorder not

otherwise specified. 

The autistic spectrum disorder1

Table: Characteristics of Pervasive Developmental Disorders

Characteristics

• Presence of > 6 of 12 potential deficits involving all
three behavioral domains that define the autistic
spectum:
≥ 2 deficits in sociability, empathy, and insight into 

other persons’ feelings and agendas
≥ 1 deficit in communicative language and imagination
≥ 1 deficit in behavioral and cognitive flexibility

• Detectable before the age of 3 years
• Diagnosis not excluded by the level of cognitive

competence or the existence of other handicaps

• Troublesome social ineptness, lack of inisght
• Behavioral inflexibility with a narrow range of interests
• IQ ≥ 70 (affected children may be normally intelligent 

or gifted)
• No delay in the emergence of speech
• Often clumsiness

• Applies to less severely affected chidren who do not
meet criteria for either autistic disorder or Asperger’s
disorder

• Early development entirely normal, including speech
• Severe regression between the ages of 2 and 10 years,

affecting language, sociability, cognition, and competen-
ce in skills of daily life

• Severe global regression in infant girls (rarely in
boys), resulting in lifelong severe mental retardation,
lack of language and purposeful hand use, and other
neurologic deficits

Disorder

Autistic disorder 
(classic autism)

Asperger’s disorder

Pervasive developmental 
disorder not 

otherwise specified

Disintegrative disorder

Rett’s syndrome

1 This article was published in the New England Journal
of Medicine 2002: 347(5) 302–303. Copyright© 2002
Massachussetts Medical Society. All rights reserved.
Reprint whit the permission of the editor and comple-
ted (references) by the author.
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DSM-IV and ICD-10 list two other rare, very

severe disorders with a poor prognosis.

The first, disintegrative disorder, is dia-

gnosed in previously normal children who

do not have a degenerative disease yet in-

explicably undergo a catastrophic global re-

gression, with or without epilepsy, and be-

come autistic, most often between the

ages of three and six years. Mutations of

the MECP2 gene on Xq28, identified in

1999, cause the second disorder, Rett’s

syndrome, which affects girls almost ex-

clusively. This disorder is characterized by

postnatal reduction in brain growth, with

hand stereotypy, seizures, sensorimotor

and autonomic deficits, and curtailment of

social, language, cognitive, and neurologic

development. 

A puzzling feature reported by about a third

of the parents of children with autism is

stagnation or regression of early language,

usually between the ages of 18 and 24

months, and regression of sociability and

play, with the appearance of stereotypy.

Some parents blame the problem on an

intercurrent illness or a traumatic envi-

ronmental change, but in most cases, it is

insidious and unexplained. Clinical or sub-

clinical epilepsy (the latter diagnosed on

the basis of epileptiform electroencepha-

lographic features in the absence of clini-

cal seizures) occurs in no more than 10 to

20 percent of children with autism, whet-

her or not they have a history of regres-

sion. The value of treatment with antiepi-

leptic medications has not been determi-

ned. The natural course of autistic

regression is an improvement, although full

recovery is rare. 

The dramatic increase in estimates of the

prevalence of autism – to 2 to 5 cases per

1000 children – has raised the possibili-

ty of an «epidemic» of autism, and school

systems are hard put to address the pro-

blem. More active case ascertainment and

changes in diagnostic criteria probably ac-

count in large part for the increase. The

role of such environmental factors as pe-

rinatal injury, vaccines (exposure to mi-

nuscule amounts of mercury preservative

or the persistence of measles in the en-

teric lymphatic system), or food allergies

is unsubstantiated. In the case of both au-

tism and a broad spectrum of develop-

mental disorders in families, twin and fa-

mily studies have implicated multigenic in-

fluences in the families of many affected

persons. Because autism is a behavioral,

not a biologic, diagnosis, prenatal dia-

gnosis is not possible except in the rare

case in which autism is associated with a

single-gene disorder, such as tuberous

sclerosis, Rett’s syndrome, the fragile X

syndrome, or Angelman’s syndrome. Re-

search requires brain imaging and elec-

trophysiological, biochemical, and genetic

investigations, but the yield of these stu-

dies is minimal in the clinic, barring spe-

cific indications. 

In a distressingly large proportion of children

with autistic-spectrum disorders, tantrums,

noncompliance, destructiveness, and self-

injury impede integration into mainstream

social and educational environments. Phar-

macologic agents cannot cure autism be-

cause, in most cases, the brain has un-

dergone atypical cellular development dating

from the earliest embryonic stages. The

goal is to alleviate troublesome symptoms

that interfere with the most effective inter-

vention – intensive, targeted education. The

results of a controlled study of the effecti-

veness of risperidone, reported by the

Pediatric Psychopharmacology Autism Net-

work in the N Engl J Med 2002; 347 (5):

314–321, are therefore welcome and en-

couraging, despite the acknowledged limi-

tations of the study. The search for safe and

effective psychotropic medications has

been frustrating so far. May this study be fol-

lowed by larger, longer, and equally rigo-

rous trials of interventions in children with

autism. Such studies are sorely needed.
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