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LETTERS

Letters from readers are wel-
come. They will be published at
the editor’s discretion as space
permits and will be subject to ed-
iting. They should not exceed
500 words with no more than
three authors and five references
and should include the writer’s
telephone number and e-mail
address. Letters related to mate-
rial published in Psychiatric Ser-
vices, which will be sent to the
authors for possible reply, should
be sent to Howard H. Goldman,
M.D., Ph.D., Editor, Psychiatric
Services, American Psychiatric
Association, 1000 Wilson Blvd.,
Suite 1825, Arlington, VA 22209-
3901; fax, 703-907-1095; e-mail,
psjournal@psych.org. Letters re-
porting the results of research
should be submitted online for
peer review (mc.manuscriptcen
tral.com/appi-ps).

AAddddiinngg  aanndd  SSwwiittcchhiinngg  
AAnnttiippssyycchhoottiiccss
To the Editor: The article by
Kreyenbuhl and colleagues (1) in the
July issue illustrates an important
topic in the treatment of patients
with schizophrenia, because we
know that 10% to 30% of our pa-
tients do not respond to standard
treatment. The literature on the effi-
cacy of clozapine for these patients is
abundant. Therefore, the results of
this study—that neither adding an-
other antipsychotic nor switching to
some other antipsychotic is an effec-
tive way of treating resistant schizo-
phrenia—are hardly surprising.
Moreover, Kreyenbuhl and col-
leagues did not follow the patients
for whom the antipsychotic was
stopped. Perhaps these patients did
as well as those whose medication
was switched. Moreover, it is shock-
ing that only one patient for whom a
medication was added (1%) and only
11 (8%) whose mediation was
switched received clozapine.

Unfortunately, data on the adher-
ence of the patients were also not re-
ported. The Clinical Antipsychotic

Trials in Intervention Effectiveness
study (2) showed that approximately
25% to 30% of patients did not re-
main on their medication (2). Even
for patients who persist in the use of
medication, at least 20% do not take
the medication as prescribed (3).
Lack of adherence may reflect lack of
efficacy (4).

In Kreyenbuhl and colleagues’
study 14% of the patients for whom
a medication was added and 10% of
those patients whose medication
was switched used a long-acting in-
jection. It is our clinical impression
that especially in this group, in
which the adherence question does
not arise, adding clozapine has a
substantial beneficial effect. Cur-
rently, we ask all our patients
whether they prefer oral medication
or a long-acting injection (5).
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M.D., Ph.D.
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Pharm.D.
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In Reply: Dr. Hovens and Dr. Loo-
nen raise several important points re-
garding the methods and results of
our study of adding or switching an-
tipsychotic medications for treat-
ment-resistant positive psychotic
symptoms. As they correctly note,
the design of our study did not per-
mit us to follow patients for whom
antipsychotic treatment was discon-
tinued. We specifically asked psychi-
atrists to report on the response to a
medication change (defined as either
a switch to or an addition of another
medication, and not a change in
dosage) of one of their patients who
was exhibiting treatment-refractory
psychotic symptoms. Although we
cannot know for certain, it is unlikely
that discontinuing antipsychotic
treatment would have led to clinical
outcomes similar to those observed
in the chronically ill, treatment-re-
sistant sample of patients who
switched antipsychotic medications
in our study, as suggested by Hovens
and Loonen. A clinical trial of an-
tipsychotic discontinuation may be
warranted in a limited number of
cases—for example, after sustained
symptom remission following a single
psychotic episode. However, clinical
experience suggests and guidelines
for the treatment of schizophrenia
(1) recommend continuous antipsy-
chotic therapy to prevent symptom
relapse among persons who have ex-
perienced multiple episodes of psy-
chotic symptoms.

Hovens and Loonen correctly
point out that we did not query psy-
chiatrists in detail about the extent to
which their patients adhered to the
change in antipsychotic treatment.
Because more complicated treat-
ment regimens, such as antipsychot-
ic polypharmacy, have been shown to
increase the likelihood of medication
nonadherence (2), it is possible, as
suggested by Hovens and Loonen,
that the lack of effectiveness of an-
tipsychotic polypharmacy reported
by psychiatrists in our study may
have been a result of patients’ non-
adherence to the treatment rather
than to its inherent lack of efficacy.
However, several randomized con-

letters.qxd  9/17/2007  10:26 AM  Page 1375





<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 1.8)
  /CalRGBProfile ()
  /CalCMYKProfile (U.S. Sheetfed Uncoated v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket true
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /SyntheticBoldness 1.00
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage false
  /PreserveEPSInfo true
  /PreserveHalftoneInfo true
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Preserve
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile (Color Management Off)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages false
  /ColorImageDownsampleType /Average
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Average
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Average
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    0.50000
    0.50000
    0.50000
    0.50000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    0.12500
    0.12500
    0.12500
    0.12500
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /DEU <>
    /FRA <>
    /JPN <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU <FEFF004300610064006d007500730020004d00650064006900610057006f0072006b0073002000730065007400740069006e00670073002000760065007200730069006f006e00200043004d0057005f0041006300720036005f00560032002e002000200041006c006c002000730065007400740069006e0067007300200070006f00730074006500640020006f006e0020007700770077002e006300610064006d00750073006d00650064006900610077006f0072006b0073002e0063006f006d002e00200020>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


