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Algorithms Predictive for Prodromal Teens

BY DIANA MAHONEY
New England Bureau

risk factors can significantly increase

the predictive accuracy of standard
prodromal criteria for psychosis in high-risk
adolescents, a study has shown.

In a longitudinal investigation of 291
adolescents, median age 16, who met the
criteria for prodromal psychosis based on
the Structured Interview for Prodromal
Syndromes (SIPS), the risk of conversion
to psychosis was 35%, Tyrone D. Cannon,
Ph.D., of the University of California at
Los Angeles, and his colleagues reported
in the Archives of General Psychiatry.

The positive predictive power of the risk
assessment more than doubled, however,
with the application of algorithms com-
bining two or three out of five “uniquely
predictive” baseline variables, including
baseline assessments of deteriorating so-
cial function, family history of psychosis
together with a recent functional decline,
increase in unusual thoughts, increase in
suspicion and paranoia, and past or cur-
rent drug abuse, the authors wrote (Arch.
Gen. Psychiatry 2008;65:28-37).

Depending on the combination of vari-
ables, the refined predictive system in-
creased the positive predictive accuracy up
to 81%, which is comparable with the ac-
curacy of risk assessment models seen in ar-
eas of preventive medicine such as diabetes.

The prospectively identified, treatment-
seeking patients recruited for the study
were evaluated across eight clinical re-
search centers over the course of 2% years
as part of the North American Prodrome
Longitudinal Study (NAPLS). All of the
study sites collected information on de-
mographics, prodromal symptom severi-
ty, family history of mental illness, schizo-
typal personality disorder diagnosis, social
and role functioning, comorbid psychi-
atric diagnosis, and substance abuse.

The follow-up assessments were ad-
ministered at minimum 6-month inter-
vals to detect clinical deterioration or con-
version to psychosis.

In addition to determining the rate of
conversion to psychosis in a high-risk pop-
ulation, the investigators sought to ascer-
tain the shape of survival function across
2Y2 follow-up years and to develop a mul-
tivariate risk prediction algorithm to guide
case selection for future studies.

Of the 291 patients—which represents
the largest database of prodromal cases
followed up longitudinally worldwide—
22% developed psychosis within the first
12 months, and approximately 11% and
2% had evidence of conversion at 24 and
30 months, respectively, they reported.
None of the 134 healthy, age-matched
controls developed psychotic illness during
the study period.

Univariate analyses uncovered 37 po-
tential predictor variables associated with
conversion to psychosis. Of these, only
the five aforementioned predictors con-
tinued to be related significantly and
uniquely in multivariate models, ac-
cording to the authors. The investigators
generated prediction statistics for the
five variables, independently and in each

S creening for specific combinations of

of 26 combinations. Among the algo-
rithms requiring the co-occurrence of two
risk factors, the models were associated
with positive predictive values of 69% and
61%, respectively, the authors wrote.

In addition, two of the three-factor mod-
els—specifically, those involving genetic risk
with recent functional decline, unusual
thought content, and either suspicion/para-
noia or impaired social functioning—had
positive predictive values of 74% and 81%,
respectively, while no further gain in pre-

diction was associated with any of the four-
or five-factor models, according to the au-
thors. Controlling for the use of antipsy-
chotic medication during the follow-up pe-
riod did not alter the significance or the
magnitude of the results, they stated.

The results of the study “provide a
benchmark for the shape and rate of con-
version risk against which to compare in
future studies assessing comparable pop-
ulations provided with a standardized in-
tervention program,” the authors wrote.

In an accompanying editorial, Dr.
Patrick D. McGorry of the University of
Melbourne, and his colleagues, stressed
that the NAPLS findings apply only to an
ultrahigh-risk, treatment-seeking popula-
tion and not to the general population
(Arch. Gen. Psychiatry 2008;65:25-7).

They also cited the limitations inherent
in the study’s naturalistic design and
called for a “large international multi-
center clinical trial” to build on the
NAPLS findings. u
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You wrote “ZYPREXA."
Will your patient leave the pharmacy with something else?

have been mistaken, one for the other, in the past.

* Include dosage form, strength, and full instructions.

tablets) before they leave the pharmacy.

OL33361 PRINTED IN USA. 3000103575 ©2005, ELI LILLY AND COMPANY. ALL RIGHTS RESERVED.
ZYPREXA is a registered trademark of Eli Lilly and Company.
Zyrtec is a registered trademark of UCB, Societe Anonyme.

With over 4,000 drugs on the market and more than 8 million prescriptions filled every day,
medication errors can and do occur. For example, ZYPREXA and Zyrtec” (cetirizine HCI)

To help avoid such medication errors, the Institute for Safe Medication Practices
(ISMP) recommends that physicians:

+ Print the medication’s brand name and generic name on all prescriptions.

* Pronounce the name for the patient or caregiver, and have them say it back to you.

* Remind the patient to check for anything unusual (eg, capsules instead of the usual

Please take special care when prescribing any medication.
Millions of patients and their families are counting on you.
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