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ing) and a working rapport has been established between the
patient and physician, then divided dosing should be consid-
ered. Patients should first be assessed for rapid methadone
metabolism as a result of enzymatic variants, concomitant
medications, and/or pregnancy. Prior to implementation, pa-
tients should be informed that split dosing will be maintained
only if urine drug toxicology screens are negative and with-
drawal symptoms abate, the latter offering presumptive evi-
dence that the divided dose is being consumed and is thera-
peutically appropriate. Questionnaires such as the Opiate
Dosage Adequacy Scale can be useful (1).

Nevertheless, some concerns may be overstated. The excel-
lent review article (2) Dr. Modesto-Lowe references noted that
the recent increase in police methadone seizures in the
United States has been for tablets dispensed for pain manage-
ment, not the liquid used for methadone maintenance treat-
ment. Further, the Center for Substance Abuse Treatment (3)
documents the following:

The greatest incremental growth in methadone distri-
bution in recent years is associated with use of the drug
as an analgesic and its distribution through pharmacies.
In fact, the distribution of solid methadone formulations
(tablets and diskettes), primarily through pharmacies,
has surpassed distribution of the liquid formulations
that are the mainstay of dispensing in OTPs [opioid treat-
ment programs]. From 1998 through 2002, the volume of
methadone distributed through pharmacies increased
five-fold, whereas the volume distributed through OTPs
increased only 1.5-fold. In 2002 alone, pharmacies ac-
counted for 88 percent of all purchases of methadone
tablets (DEA, 2003)….Examination of the data available
to the National Assessment participants indicates that
OTPs and the 2001 regulatory changes did not have a sig-
nificant effect on rates of methadone-associated mortal-
ity….In the cases in which the sources of methadone as-
sociated with deaths could be traced, OTPs did not
appear to be involved (1).

The increase in methadone prescription practices appears
to be a combination of increasing recognition of the impor-
tance of adequate pain relief coupled with concerns over the
use of Oxycontin, resulting in a switch to methadone.

Dr. Modesto-Lowe’s concern that the judicious and occa-
sional use of divided methadone dosing may lead to metha-
done-maintained craving-free individuals “nodding off, rob-
bing banks, and using cocaine and benzodiazepines” evokes
memories of “reefer madness” and has little support from em-
pirical evidence. Patients who are sedated should not be pro-
vided divided dosing, appropriately medicated patients on opi-
oid agonist therapy experience a dramatic decrease in crime,
and most studies indicate a decrease, not an increase, in non-
opioid drug use among methadone-maintained individuals.
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Corrections

A replacement online supplementary table has been posted with the following article published in the April
issue: “No Significant Association of 14 Candidate Genes With Schizophrenia in a Large European Ancestry
Sample: Implications for Psychiatric Genetics” by Alan R. Sanders et al. (Am J Psychiatry 2008; 165:497–506
[published online January 15, 2008; doi: 10.1176/appi.ajp.2007.07101573]). When re-checking all information
contained in supplementary table 5, the authors found and corrected errors in the map order for some haplo-
types and most of the haplotype information (individual and global p-values, haplotype alleles for most asso-
ciated haplotype, odds ratios). The authors also entered the data for the pre-existing columns of case and con-
trol haploype frequencies, added new columns for df for the global test and OR/95% confidence intervals, and
expanded the footnote text for clarity. The revised cells are highlighted in yellow. None of the comparisons be-
came statistically significant as a result of these corrections. This replacement table was uploaded on August
27, 2008.

In the September 2008 editorial “Nicotine Addiction” by Wade Berrettini, M.D., Ph.D. (Am J Psychiatry 2008
165: 1089–1092), the Chen et al. study in Table 1 should have been followed by a footnote indicating that it was
“unpublished” rather than a reference citing it as “in press.”

In the article “Association of Dorsolateral Prefrontal Cortex Dysfunction With Disrupted Coordinated Brain
Activity in Schizophrenia: Relationship With Impaired Cognition, Behavioral Disorganization, and Global
Function” (Am J Psychiatry 2008; 165:1006–1014), by Jong H. Yoon, M.D., et al., the name and designation of
the fourth author should read Ryan Walter, B.S.


