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Letters to the editor

Dr Gaebel and Mr Riesbeck Reply

To the Editor: We very much appreciate that the results of the 
second treatment year of the first-episode study1 as part of the  
German Research Network on Schizophrenia2 have elicited a dis-
cussion regarding the optimal long-term treatment strategy after  
a first episode in schizophrenia.

Suzuki et al summarize “several caveats” regarding our (second-
ary) conclusion that—besides maintenance treatment—alternative 
long-term strategies (including intermittent treatment) should be 
provided in individual cases. In our study, rates of relapse and of 
deterioration according to different measures were significantly 
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(up to 10-fold) higher for intermittent treatment (up to 50% of pa-
tients) compared to maintenance treatment (up to 5% of patients), 
although we had hypothesized noninferiority of intermittent treat-
ment (on the basis of post hoc analyses from a previous study3). 
Accordingly, our primary conclusion here as well as in the article 
is that “maintenance treatment is more effective than targeted 
intermittent treatment … and should be the preferred treatment 
option”1 even in the second postacute year after a first episode of 
schizophrenia. 

Nevertheless, we retain our secondary conclusion that alterna-
tives to maintenance treatment (including intermittent treatment) 
are needed and should be subject to future research. The main rea-
son for this is that nonadherence to maintenance treatment is a 
major problem in long-term treatment, relating to dysfunctional 
treatment attitudes in first-episode patients already present in 
the first postacute year,4,5 and many patients refuse to maintain 
treatment for the second year.1 Thus, there is considerable need 
for effective alternatives to standard maintenance treatment—for 
example, maintenance treatment at a (very) low dose as applied in 
our German Research Network on Schizophrenia study with quite 
low doses (about 2–3 mg/d in haloperidol equivalents), which has 
also been suggested by Suzuki et al. However, since about 50% of 
the patients receiving intermittent treatment remained stable (ie, 
had neither a relapse nor a clinically relevant deterioration), inter-
mittent treatment still seems a viable treatment strategy for some 
patients. 

Preliminary results of our ongoing data analyses on identifying 
eligible patients for intermittent treatment (manuscript in prepara-
tion) indicate that combined maintenance treatment and psycho-
logical interventions during the first year predict a more successful 
course of intermittent treatment, whereas patients with superior 
symptom response to maintenance treatment during the first year 
are at higher risk of relapse if switched to intermittent treatment. 
To better understand success or failure of intermittent treatment, 
however, the validity of our decision algorithm in terms of occur-
rence, timeliness, and clinical effect of “early” drug intervention 
needs to be analyzed in more detail. (Please note that, contrary to 
the incorrect Suzuki et al quotation, the drug treatment restart-
phase under intermittent treatment lasted on average 16.5 ± 9.4 
days.) Unfortunately, the limited sample size of our study prevents 
too far-reaching conclusions.

In conclusion, like Suzuki et al we strongly support “well- 
balanced decision-making,” and, we would like to add, this should 
entail a shared process in which the patient (and if possible his/her 
family) has been well informed about the evidence base of long-
term treatment strategies. At present and in accordance with most 
of the available treatment guidelines, the foremost recommendation 
is to maintain antipsychotic treatment at the lowest dose possible 
for at least 2 years. Nevertheless, effective alternatives (including 
administration of long-acting medication strategies6) should be 
provided in case of nonadherence, which is mainly due to dys-
functional drug attitudes, intolerability, or insufficient response to 
maintenance treatment. 

Intermittent treatment with early drug intervention should not 
be recommended for the majority of patients, but seems to be ben-
eficial for some patients. It will be still a task for future research 
(of both basic and clinical interest) to identify who these patients 
are and why this treatment strategy works for them and not for 
others.
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