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Autism Increase Not a Result of Reclassification

BY MICHELE G. SULLIVAN
Mid-Atlantic Bureau

he apparent increase in autism dis-

orders reflects an actual increase in

prevalence, rather than a reclassifi-

cation of other developmental disorders as

autism, reported Craig Newschaffer,

Ph.D., of Johns Hopkins University, Balti-
more, and his colleagues.

Some researchers have suggested that

children who would once have been clas-

sified in other categories—such as mental
retardation or speech disorders—are now
being diagnosed as autistic and that this
“diagnostic shifting” accounts for the in-
crease in autism. This is not the case, the
investigators maintained, because al-
though autism diagnoses have risen, there
has been no corresponding decrease in
other diagnostic categories (Pediatrics
2005;115:€277-82).

Dr. Newschaffer and his associates ex-
amined data from the U.S. Department of

Education’s office of special education
programs for 1992-2001. These records
reflect state counts of children who re-
ceived free public education services. The
children were classified into 13 primary
disability categories defined under the In-
dividuals with Disabilities Education Act.

The researchers calculated the preva-
lence of autism, traumatic brain injury,
mental retardation, speech/language im-
pairment, and other health impairments in
children aged 6-17 years during each of
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OF GARBAMAZEPINE. DATA FROM A POPULATION-BASED CASE-CONTROL STUDY DEMONSTRATE THAT THE RISK
OF DEVELOPING THESE REAGTIONS IS 5-8 TIMES GREATER THAN IN THE GENERAL POPULATION. HOWEVER, THE
OVERALL RISK OF THESE REACTIONS IN THE UNTREATED GENERAL POPLILATION IS LOW. APPROXIMATELY SIX
PATIENTS PER ONE MILLION POPULATION PER YEAR FOR AGRANULOCYTOSIS AND TWO PATIENTS PER ONE
MILLION POPULATION PER YEAR FOR APLASTIC ANEMIA. ALTHOUGH REPORTS OF TRANSIENT OR PERSISTENT
DECREASED PLATELET OR WHITE BLOOD CELL COUNTS ARE NOT UNCOMMON IN ASSOCIATION WITH THE USE
OF CARBAMAZEPINE. DATA ARE NOT AVAILABLE TO ESTIMATE ACCURATELY THEIR INCIDENCE OR OUTCOME.
HOWEVER, THE VAST MAJORITY OF THE CASES OF LEUKOPENIA HAVE NOT PROGRESSED TO THE MORE
SERIOUS CONDITIONS OF APLASTIC ANEMIA OR AGRANULOCYTOSIS. BECAUSE OF THE VERY LOW INCIDENCE
OF AGRANULOCYTOSIS AND APLASTIC ANEMIA, THE VAST MAJORITY OF MINOR HEMATOLOGIC CHANGES
OBSERVED IN MONITORING OF PATIENTS ON CARBAMAZEPINE ARE UNLIKELY TO SIGNAL THE OCCURRENCE OF
EITHER ABNORMALITY, NONETHELESS, COMPLETE PRETREATMENT HEMATOLOGICAL TESTING SHOULD BE
OBTAINED AS A BASELINE. IF A PATIENT IN THE COURSE OF TREATMENT EXHIBITS LOW OR DECREASED WHITE
BLOOD CELL OR PLATELET COUNTS, THE PATIENT SHOULD BE MONITORED CLOSELY. DISCONTINUATION OF THE
DRUG SHOULD BE CONSIDERED IF ANY EVIDENCE OF SIGNIFICANT BONE MARROW DEPRESSION DEVELOPS.
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Agents with Decreased Levels in the Presence of Carbamazepine due 1o Induction of Cylochrome P450 Enzymes
Carbamazeping is known to induce CYP1A2 and CYP3AA. Therefore, the potential exists for interaction between
carbamazepine and any agent metabolized by one (or more) of these enzymes. These agants have been found, or are
expected to have decreased plasma levels in the presence of EDUF!'RG “ duu 1o induction of CYP BNZyIMes. Comm only
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‘Warfarin's anticoagulant effect can be reduced in the presence of carbamazeping,
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INDICATIONS AND USAGE

EQUETRO™ Is indicated for the traatment of acute manic and mixed apsooss associated with Bipotar | Disorder

The efficacy of EQUETRO™ in acute mania was in 2 placeby double-biind, 3-week studies
In patients meeting DSM-IV critenia for Bipolar | Disorder who nun'enﬂy dﬁpla.yed an acute manic or mixed episode.

Thiss, if a patient has been tirated to a stable dosage on one of the agents In this catégory, and then beq.lns acourse of the

treatment with EQUETRO™, It Is reasonable to expect thal a dose decrease for the agenl may be V.
Phenytoin has been repuned to decrease or increase in the of car ine. Careful itaring of
phenytoin plasma levels follow ication with ine is advised

Phnma:nluolca Wharmcoﬂrnamlc Interactions with Carbamazepine

The effectiveness of EQUETRO™ for longer-term use and for prophylactic use in mania has not besn
evaluated in controlled clinieal trials. Therefore, physicians wha elect to use EQUETRO™ for extended periods should
pariodically re-evaluate tha long-term risks and benefits of the drug for the Individual patient (see DOSAGE AND
ADMINISTRATION).

CONTRAINDICATIONS
Carbamazepine should not be used in patients with a history of previous bone marrow depression,
hypersensitivity to the drug, or known sensitivity to any of the tricyclic compounds, such as amitriptyline,

and lithium may increase the risk of neurotoxic side effects.
lean the anti of car E * may reduce the thyroid function as has been
reportad with other anticonyulsants, Additionalty, anti-malarial drugs, such as chioroguine and mefloguing, may
antagonize the activity of carbamazapine.

Thus if a patient has been ttrated to a stable dosage on one of the agents in this calagory, and then begins a course
of treatment with EQUETRO™, it is reasonable 1o expect that a dose adjustmant may be necesea

Because of its primary CNS effect, caution should be used when EQUETRO ™ is taken with other centrally acting

deswramma Imlnrarnlns protriptyling and nemrpryl-ns Likewise, on lhweﬂcal grounds its use with
is Befo pine, MA i should be
d:sconunueﬂ fora mlmmum of 14 days, or Ionmar It the clinical sutualnnn parmrts

WARNINGS

Patients should be made aware that EQUETRO™ contains carbamazeping and should not be used in combination
with any other
Usage in Pregnancy

Carbamazeping can cause fetal harm when administared to a pregnant woman,

Epidemiological data suggest that there may be an association between the use of carbamazepine during pregnancy and
congenital malformations, including spina bifida. The preseribing physician will wish to weigh the benefits of therapy
against the risks in treating or counseling women of childbearing potential. i this drug is used during pregnancy, or if
the patient becomes pragnant while taking this drug, the patiant should be apprisad of the Emsntial hazard to the fetus,
Retrospective case reviews supgest fhat. compared with monothar there may be a higher prevalance of
teratogenic effects associated with the us of anticonvulsants in combination therapy.

In humans, passage of car ine is rapid (30-60 minutes), and the drug |s accumulated in
the fetal tissues, with higher levels found in livar and kidney than in brain and lung,

Carbamazeping has been shown to have adverse effects in reproduction. studies In rats when givan orally in
dosages 10-25 times a human daily dosage of 1200 mg on a mp/kg basis or 1.5-4 times the human daily dosage
on a mg/m’ basis. In rat teratology studies, 2 of 135 oftspring showed kinked ribs at 250 mg/kg and 4 of 119

drugs and alcohel.
of Fertility

Administration o :arhamaaeplne to SpmgueDawlsy rats for two years in the diet al doses of 25, 75, and
25 {low dose app times the human daily dose of 1200 mg on a mg/m’® basis), resulted
in a dose-refated increase in the incidence of hepatocellular tumors in females and of benign interstitial cell
adenumis in the testes ol malas
must, be o be ] in Sprague-Dawiey rats. Bacterial and

mammalnan mutagenicity studies using carbamazepine produced negative results, The significance of these
findings relative to the use of carbamazepine in humans is, at present, unknown,
Usage in Pregnancy
Pregnancy Category D (See WARNINGS).
Labor and Delivery
The effect of carbamazepine on human labor and dellvery is unknown,
Nursing Mothers
Carbamazepine and its epoxide metabolite are transferred to breast milk and during lactation. Because of the
potential for serious adverse reactions in nursing infants from carbamazepine, a decision should be made whather 1o
g;sﬁ;:ar;hnua nursing or to discontinue the drug, taking into account the importance of the drig to the mother

ediatric Use
The safety and effectiveness of EQUETRO™ in pediatric and adalescent patients have not been established,
Geriatric Use

offspring at 650 mg/kg showed other anomalies (cleftt palate, 1, talipes, 1, 2h In

studies in rats, nursing offspring demonstrated a lack of weight gain and an unkempt awe.mm:a at a maternal
dosage lavel of 200 mg/kg.

Tests to detect defects using current accepted procedures should be considered a part of routine prenatal care in
childbearing women receiving carbamazeping.

General

Patients with a history of adverse hematologic reaction to any drug may be particularly at risk.

Severe 0 toxi nncrolys:s |Lyelis syndrome) and Stevans-Johnson
syndrome have been reported with carb. ing. These have been w. However, a few

fatalities have been reported.
In patients with seizure disorder, carbamazepine should not be discontinued abruptly because of the strong
possibility of ipitating status hypoxia and threat to life.

Carbamazepine has shown mild anticholinergic activity. therefore, patlents with

No i studies in geriatric patients have been conducted,

ADVERSE REACTIONS

General: The most severa advarse reactions praviously observed with carbamazeping were reported in the
hemopoietic system (see BOX WARNING), the skin, and the cardiovascular system,

The most frequently observed adverse reactions, particularly during the initial phases of therapy, are dizziness,
drowsiness, unsteadiness, nausea, and vomiting. To minimize the possibility of such reactions, therapy should be
Initiated at the lowest dosage recommended.

The most commonly observed adverse experiences (5% and ar |east twice placabo) seen in association
with the use of EQUETRO™ (400 1o 1600 mg/day, dose adjusted in 200 mg daily increments in week 1 in Bipolar |
Disorder In the double-blind, placebo-controlled trials of 3 weaks' duration are: dizziness. somnolence, nausea,
vomiting, ataxia, pruritus, dry mouth, amblyopia, and speech disorder.

EQUETRO™ and placebo-treated patients from the two doubls-biind, placebo-controlled stedies were enrolled in a

ressure should be closely observed during therapy.

ecause of the relationship of the drug to other IllC)‘CllC compounds, the possibility of activation of a latent
psychosis and, in elnerty patients, of confusion or agitation should be considered,

ing and delavirdine may lead to loss of virologic response and possible
leoside reverse

resistance to the l:!ass of non
PRECAUTIONS

neral
Before Initiating therapy, a detailed history and physical examination should be made.

Therapy should be prescribed only after critical benefit-to-risk appraisal in patients with a history of cardiac, hepatic, or
ranal damags; advarse hematologic reaction to other drugs; or interrupted courses of tharapy with

G-month open-lasel study. The most common adverse avents with an incidence of 5% or more are; headache,
dizziness, rash, Infection, pain, somnolence, diarrhea, dyspepsia, nausea, asthenia, amnesia", accidental injury,
anxiety, depression”, manic depressive reaction, chast pain, back pain, constipation, ataxia, and pruritus.

"Amnesia includes poor memory, forgetful and memory disturbance

‘Depression includes suicidal ideation
Other significant adverse avents ssen in less than 5'\- of patiants include suicide attlempt, manic reaction, insomnia,
(fungal, viral, bacterial), pllanmultls
thinitis, sinusitis, bronchitis, unnary tract infection, leukopenia and lymphadenopathy liver function tasts abnormal,
edama peripheral edema, allergic reaction, photosensitivity reaction, alopecia, diplopia and ear pain.

adverse lons were reported with carbamazeping
System:

Suicide: The possibility of sulcide attempt is inherent in Bipolar Disorder and close supervision of high

risk patients should accompany drug therapy. Prescriptions for EQUETRO™ should be written for the smallest

quantity consistant with good patient management in order to reduce the risk of overdosa.

Information far Patients

Patients should be made aware of the early toxic signs and of a potantial problem, such as

fever, sore throat, rash, ulcers in the mouth, easy bruising, petechial or purpuric hemorrhage, and should be advised

to report to the physician immediately if any such signs or symptoms appear,

Since dizziness anﬂ drowsiness may ocour, palnnts should be cautionad about the hazards of operating machinery

or in ather tasks.

If necassary, lhe EQUETAO™ capsules can be opened and the contenis sprinkled over food, such as a teaspoon of

applesauce or other similar food products, EQUETRO™ capsules or their contents should not be crushed or chewed.

EQUETRO™ may Interact with some drugs. Therefore, patients should be sdvised to report 1o their doctors the use of

any other prescription or non-prescription medication or herbal products.

Laboratory Tests

Complate p blood counts, i platelots and possibly reticulocytes and serum iron, should be

obtained as a baseling, If a patient in the course ol' treatment exhibits low or decreased white biood cell or platelet

counts, the patient should be closely. Di of the drug should be considered if any evidence

ol significant bone marrow depression develops.

Baseline and periodic evaluations of fiver function, particularly In patients with a history of fiver disease, must

be D'ul'fmmed during treatment with this drug since liver damage may occur. The drug should be discontinued
in cases of agg liver dysfunction or active liver disease,

Aplastic anemia, ao!anulumes‘.ls pancylopenia, bong marrow depression,
aci

ytopenia, p leukocytosis, porphyria,
Skin:  Pruritic and erythematous rashes, urhr.arla toxic epidermal necrolysis (Lyall's syndrome)
(see WARNINGS), Stevens-dohnson syndrome (see WARNINGS), in skin
itls, erythema multif and purpura, aggravation of disseminated lupus

erythematosus, alopecia, and diaphoresis. In certain cases, discontinuation of therapy may be necessary. Isolated
cases af hirsutism nave been reported, bul a causal relationship is not clear.
gestive heart failure, edema, aggravation of hypartension, hypotension, syncope and
cuilapsa aggravation u| coronary artery disease, arrfythmias and AV block,
and aﬂanopamy or lymphadenopathy. Sume of these cardiovascular complications have resulted in fatalities,
has been d with other tricyclic compounds
Liver: Abnormalities in liver function fests, cholestatic and hepatocellular faundice, hapatitis.
Respiratary System: Pulmonary hypersensitivity characterized by fever, dyspnea, pneumonitis, or pneumonia.
Genitourinary System: Lirinary fmqnancy acute urinary ratention, oliguria with elevated blood pressure, azotemia, renal
fallure and 0 . elevatod BUN, and microscopic deposits in ihe urine have also been
rted. Ti lar atrophy d in rats iving carbamazeping orally from 4-52 weeks at dosage lavels of
wn mg/kg/day, Additionally, rals recelving ;amamazep:ne in the diet for 2 years al dosage levels of 25, 75, anu
ESD mg.’kgfday had a dose-re alzd mmdence of testicular atrophy and In dogs, it
ite, in the urinary bladder at dosage levels of 50 mg.’!:gc’dav and
higher. Relevance of these |lnﬂlnos o humans is unknown.
Nervous System: Dizzine: of o confusion, d
vision, visual halluc:naunns transient diplopia, I |

':angue hlurreo

Baseline and periodic eye examinations, including siit-lamp. and
many phenothiazines and refated drugs have been shown to cause aya ::hanges
Baseling and periodic and BUN deter

this agent because of observed renal dysfunction,

Increases In total cholesterol, LOL and HDL have been observed In some patients taking anticonvulsants,
Therefore, periodic evaluation of these s also

Manitoring of blood levels {please see full prescribing information) may be useful for verification of drug compliance,
assessing safely and determining the cause of 1o:|c|ty Innludlnu whan more than one medication Is hamu usad,
Thyroid function tests have been reported to show d o valugs with

Hyponatremia has been reported in association with carbamazepine use, either alone or in combination wlth othsrdrugs
Interference with some pregnancy tests has been reported.

Drug Interactions

Clinically meaningtul drug interactions have occurred with concomitant medications and include, but are not
limited to the foliowin )

Agents Highly Bound to Plasma Protein: Carbamazepine is not highly bound to plasma proteins: therefore,

Y. are rec since

for patients treafed with

neuritis and paresthasias, dapmss:un " weith agitation, IaFkahuenass

tinnitus, and hypm:us:s

There have baen repons of associatad paralysis and ofher symuloms of carebral arterial insufficiency, but the exact

refationship of these reactions 1o the drug has not been estabiish

Isolated cases of neurolephic malignant syndrome have been repurteu with concomitant use of psychotropic drugs.

Digestive System: Nausea, vomiting, gastric distress and abdominal pain, diarrhea, constipation, anorexia, and

dryness of the mouth and pharynx, including glossitis and stomatitis.

Eyes: Scattered punctata cortical lens opacities, as well as conjunctivitis, have been reported. Although a direct causal

ralationship has not been established, many phenothiazines and related drugs have been shown 1o cause eye changes.

Musculoskeletal System: Aching |oints and muscles, and leg cramps.

Metabolism: Fever and chills, inappropriate antidiuretic hormone (ADH) secration syndrome has been reporied,

Cases of frank water Intoxication, with decreased ssrum sodium (hyponatremia) and confusion have bean

reportad In association with carbamazepine use (see PRECAUTIONS, Laboratory Tests). Decreased levals of plasma

calcium have baan reportad

Dther: Isolated cases of a lupus erythematosus-like syndrome have been reported. There have been occasional
, HOL |

administration of EQUETRO™ to a patient taking another drug that is highly protein bound should not cause raports of alavated levels of , and fr in patiants taking anticonvulsants.
Increased free concentrations of the other drug. A case of aseptic meningitis, accomp y I dp ilia, has baen reported in a patient
Agents that Inhibit Cylochrome P450 Isoenzymes and/or Epoxide boiized taking car ing in bi with other madi . Tha patient was succssfully dechallenged, and the
mawly by cywclnrnma P?SOI{GYP] 3&-11]0 rh7 active carbamazeping 1P 11-apoxide, which Is furlner 4 ingiti: upon lienge with carbamazepine.

to the trans-diol by epoxide hydrolase. Therefore, the potential exists for between ani 4191207 001 actured for: Shirs US Inc:

any agent that inhibits CYP3A4 and/or epuxlde hydrolase. CYP3A4 inhibitors have been found, or are expected,
to increase plasma levels of EQUETRO™. Commaonly used agents that inhibit CYP3A4 are: azole antifungals (such
5 ketoconazole and itraconazole, calclnm channel blockers (such as diltazem and verapamil), macrolide
and . grapefruit Juice, and other drugs, Pleass

(such as ery
see full prescribing information.
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these years. They then superimposed
those data onto birth cohorts extending as
far back as 1975.

There were clear, significant increases in
the prevalence of autism among younger
birth cohorts, especially those born be-
tween 1987 and 1992. During those years,
autism prevalence rose by about 50% every
2 years; the prevalence was 5.3/10,000 in
1984, 7.8/10,000 in 1986, 11.8/10,000 in
1988, and 18.3/10,000 in 1990.

There were no changes, however, in
the prevalence of mental retardation,
speech/language impairment, or trau-
matic brain injury, which suggests that the
increase in autism is real and not the result
of reclassifica-
tion of diag-
noses or across-
the-board
increases in spe-
cial education
classification.

The yearly in-
creases seemed
to begin level-

The Department
of Education uses
only one autism
classification,

so the study
included an

array of children  ing off after
whose disabilities 1992 1t’simpos-

sible to know if
ranged from that observa-

tion represents
a true decrease
in prevalence, however. Since 1997, feder-
al law has allowed state and local education
agencies to classify as “developmentally
delayed” children as old as 9 years, Dr.
Newschaffer and his associates noted.

“It is possible that increasing propor-
tions of children in younger cohorts who
would have been classified previously as
having autism as they transitioned out of
preschool special education retain devel-
opmental delay classifications,” the inves-
tigators said. This may mean that children
are now simply being diagnosed with
autism at later ages.

Additionally, Thomas Burns, Psy.D., said
in an interview, the numbers paint the
spectrum of autism diagnoses with the
broadest brush possible.

The Department of Education uses only
one autism classification, which includes
all students receiving services who have
been diagnosed with any one of the
autism spectrum disorders. Thus, the
study’s prevalence numbers included an
array of children whose disabilities ranged
from severe to mild, Dr. Burns said.

“The study makes it a little hard to
compare apples to apples,” said Dr. Burns,
director of neuropsychology at Children’s
Healthcare of Atlanta, because it includ-
ed “kids who are severely mentally hand-
icapped as well as kids with IQs of 130
who are delayed socially.”

Upcoming studies by the Centers for
Disease Control and Prevention, which use
uniform diagnostic criteria, may further il-
luminate the issue. “Some of these other
disorders are really objective and easy to
identify. You either have traumatic brain in-
jury or you don’t. You either have alow IQ
and mental retardation, or you don’t. With
autism and Asperger’s, you can be dealing
with very vague symptoms and diagnostic
criteria that vary from physician to physi-
cian and from study to study,” he said. W

severe to mild.



