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Summary

Background: The lifetime prevalence of schizophrenia is 1%. Schizophrenia is
among the most severe mental ilinesses and gives rise to the highest treatment
costs per patient of any disease. It is characterized by frequent relapses, marked
impairment of quality of life, and reduced social and work participation.

Methods: The group entrusted with the creation of the German clinical practice
guideline was chosen to be representative and pluralistic in its composition. It
carried out a systematic review of the relevant literature up to March 2018 and
identified a total of 13 389 publications, five source guidelines, three other relevant
German clinical practice guidelines, and four reference guidelines.

Results: As the available antipsychotic drugs do not differ to any great extent in
efficacy, it is recommended that acute antipsychotic drug therapy should be side-
effect-driven, with a number needed to treat (NNT) of 5 to 8. The choice of treatment
should take motor, metabolic, sexual, cardiac, and hematopoietic considerations
into account. Ongoing antipsychotic treatment is recommended to prevent relapses
(NNT: 3) and should be re-evaluated on a regular basis in every case. Itis also
recommended, with recommendation grades ranging from strong to intermediate,
that disorder- and manifestation-driven forms of psychotherapy and psychosocial
therapy, such as cognitive behavioral therapy for positive or negative manifestations
(effect sizes ranging from d = 0.372 to d = 0.437) or psycho-education to prevent
relapses (NNT: 9), should be used in combination with antipsychotic drug treatment.
Further aspects include rehabilitation, the management of special treatment situ-
ations, care coordination, and quality management. A large body of evidence is
available to provide a basis for guideline recommendations, particularly in the areas
of pharmacotherapy and cognitive behavioral therapy.

Conclusion: The evidence-based diagnosis and treatment of persons with schizo-
phrenia should be carried out in a multiprofessional process, with close involvement
of the affected persons and the people closest to them.
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illnesses. It has a point prevalence of 4.6 per 1000

inhabitants, a lifetime prevalence of around 1%,
and the median reported incidence is 15 cases per 100 000
inhabitants (see [1] for details). Approximately two thirds
of newly arising cases of schizophrenia occur before 45
years of age, i.e., in young to middle-aged adults. With
regard to the clinical presentation, schizophrenia is char-
acterized by a heterogeneous phenotype and a variable
course, so one should really speak of a group of diseases,
“the schizophrenias.” However, in accordance with the
criteria for diagnosis and classification we used the singu-
lar “schizophrenia” for the guidelines. The disease is
characterized by psychopathological disorders of percep-
tion, ego functions, affectivity, energy, and psychomotor
function and by events that occur at particular junctures in
the disease course (1). The latter is inter- and intraindivid-
ually variable: there may be one single episode, recurring
episodes with no symptoms at all in between, relapses of
increasing severity, or continuous illness with no periodic
absence of symptoms. Although self-limiting episodes of
schizophrenia are known to occur, the majority of epi-
sodes require multiprofessional treatment. The diagnosis
is made in operationalized manner according to ICD-10
criteria. It is not only very important to differentiate
schizophrenia from other mental illnesses; somatic
diseases must also be considered as comorbidites or as
causes for secondary psychoses.

One important factor that has, so far, received little
attention is the very high mortality rate. Studies show
that schizophrenia reduces life expectancy by any-
thing from 10 to 25 years (2, 3). There are many rea-
sons for the elevated mortality: increased suicidality
(especially in the early years of illness), the occur-
rence of somatic diseases, underdiagnosis of somatic
diseases, deficient self-care, and inadequate psychi-
atric/psychotherapeutic treatment, as well as aspects
of treatment-associated adverse effects (1, 4, 5).
Around 10% of persons in whom schizophrenia is
diagnosed for the first time attempt suicide in the 12
months following diagnosis, and one can conclude,
depending on the individual survey, that 5 to 15% of
persons with a schizophrenia spectrum disorder kill
themselves (6—12). An example of the underdiagnosis
of somatic comorbidities is provided by a Swedish
cohort study of 6 097 838 adults (including 8277 with
schizophrenia): In both women (hazard ratio 3.33,
95% confidence interval [2.73; 4.05]) and men (2.20
[1.83; 2.65]) with schizophrenia, death due to
ischemic heart disease occurred more frequently than
in the rest of the population. Furthermore, the
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likelihood of timely diagnosis was significantly lower
in those with schizophrenia (26.3% versus 43.7%).
The figures for cancer disease were similar (13).
Other clinically relevant characteristics that are as-
sociated with schizophrenia and are often interrelated
are marked stigmatization; associations with previous
trauma and experience of violence (the mean propor-
tion of persons with schizophrenia who fulfill the
criteria for post-traumatic stress disorder [PTSD] is as
high as 30% [14]); a high prevalence of comorbid
substance dependency (principally tobacco (preva-
lence up to 80% [15]), alcohol, and cannabis (mean
prevalences ~25% [16]); high rates of unemployment
and homelessness (~12% of homeless persons have a
psychotic disease [17]); and reduced social partici-
pation.

The new German clinical practice guidelines

The clinical practice guidelines on schizophrenia pub-
lished in 2019 represent a comprehensive revision and
expansion of the two previous versions from 1998 and
2006. Each of these earlier documents was conceived,
developed, and published as patient-centered,
evidence-based, and consensus-based guidelines in
accordance with the rules and standards of the Associ-
ation of the Scientific Medical Societies in Germany
(AWMF) (1).

Methods

The guideline revision was undertaken by a committee
of persons representative of the intended users, divided
into a steering group, an extended steering group, a
consensus group, and an additional expert group (eBox
1). For the purpose of revision the subject matter was
divided into modules, each dealt with by a dedicated
working group in a multistage process (see [18]):

© Formulation and agreement of clinical issues with-
in the guidelines group

® Identification and methodological evaluation of
existing guidelines on schizophrenia (for the pur-
pose of guideline adaptation)

o Systematic search of the literature with regard to
questions not adequately answered by guideline
adaptation (start date: 3 March 2016, last research:
1 March 2018)

@ Systematic selection and evaluation of the evidence

® Formulation of recommendations and suggestions
for recommendation grades by the module work-
ing groups and the steering group according to the
PICO (patient population, intervention, compari-
son, outcome) scheme (19)

® Adoption of the recommendations and structured
consensus building (consensus conferences and
written Delphi process)

® Internal and external reviewing and adoption of
the guidelines

Only guidelines of high methodological quality on rel-
evant topics were used as sources (20-24). Domain 3
(Methodological Rigour of Development) of the German
Instrument for Methodological Guideline Appraisal
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BOX 1

What are the most important changes in the revised
guidelines?

© Recommendations for the entire life span: While the previous version of the
guidelines focused on the age range 18 to 65, the new guidelines contain key
recommendations for children and adolescents and for the elderly
(> 65 years).

® Somatic illness: New recommendations were developed to include somatic
iliness in differential diagnosis (detection of rare somatic causes of secondary
schizophrenia). Special attention was paid to the detection and treatment of
somatic comorbidity and to reduction of the high morbidity and mortality.

© Adverse effect-guided antipsychotic treatment: In view of the often only small
differences in effect among various antipsychotics, most of the recommen-
dations do not prioritize particular substances. Risks and benefits need to be
weighed in each case. Thus, emphasis was placed on individualized anti-
psychotic therapy at the lowest possible dosage, paying attention to adverse
effects.

© Antipsychotic prevention of relapse: The necessity of continuous antipsychotic
prophylaxis was emphasized. In contrast to the previous guidelines, the du-
ration of antipsychotic treatment to prevent relapses is not specified—this
should be determined individually on the basis of various factors, e.g., the se-
verity of the index episode, the stability of the patient’s social network, and the
comorbidities present, and should be regularly reevaluated.

© Pharmacological treatment resistance: The necessity of excluding pseudo-
treatment resistance was stressed. In the presence of pharmacological treat-
ment resistance, the importance of the antipsychotic agent clozapine was
accentuated. Clozapine should be used before offering a treatment with a
combination of antipsychotics.

® Psychotherapy: It was emphasized that every person with schizophrenia
should be offered cognitive behavioral therapy (CBT)—the therapy content
and dosage (at least 16 h, preferably more than 25 h) were specified. Further
procedures accorded the highest recommendation grade are psychoedu-
cation, social competence training, cognitive remediation, and work with
relatives.

® Psychosocial treatment: The importance of this type of treatment (e.g.,
artistic therapy, body therapy, ergotherapy) as a further therapeutic pillar
was reinforced, but overall the recommendation grades are lower than those
for psychotherapeutic procedures.

© Special treatment conditions: This module contains recommendations on the
diagnosis and treatment of catatonia, depression and suicidality, post-
traumatic stress disorder, and substance consumption disorders (alcohol,
tobacco, cannabis). Further elements are sex-specific aspects, pregnancy and
the breastfeeding period, and the new section on the at-risk stage.

(DELBI) was used for assessment. Gradations of evi-
dence and wordings of recommendations from these
source guidelines were adapted for use in the revised
guidelines. Further sources of recommendations on
dependency-specific topics were two AWMEF clinical
practice guidelines (15, 25). An overview of the guide-
lines from Germany and other countries that were used,
together with related AWMEF guidelines, can be found in
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TABLE

Antipsychotics for treatment of
psychotic symptoms at the lowest
possible dosage

(LoE 1"/1™*, recommendation
grade A)

Three selected topics in the field of antipsychotic psychotherapy with the underlying meta-analyses and other source documents

Meta-analysis and
NICE guideline adaptation
(20, 28, 29, 38)

The NICE guidelines recommend offering antipsychotic medication to every person with
schizophrenia. A meta-analysis of 17 studies with 3156 participants (median study duration
12 weeks) found a good response (50% improvement related to initial psychopathology on
PANSS/BPRS) in 51.9% of cases and a minimal response (20% improvement) in 81.3% of
cases (38). For persons with recurring schizophrenia, a meta-analysis of 167 studies with
28 101 participants (median study duration 6 weeks) showed a good response in 23% of
those on antipsychotics (versus 14% with placebo) and a minimal response in 51% (versus
30% with placebo) (28). In general, higher dosages were associated with more adverse
events but were not always more effective. With regard to various endpoints, low dosages
were not inferior to the standard dose (e.g., difference in risk of treatment failure = 0.02
[~0.05; 0.10]), but very low dosages were inferior to the standard dose (e.g., treatment
failure 0.14 [0.02; 0.26]).

» User-oriented recommendation:
Offer antipsychotics in the lowest possible dosage to every person with schizophrenia,
guided by the risk of adverse events.

Antipsychotics for the prevention
of relapse

(LoE 1**, recommendation grade
A)

Meta-analysis (27)

A meta-analysis of 65 randomized controlled trials ( 63 of them double-blind placebo-
controlled) with 6493 participants showed that the rate of relapse in the first year of obser-
vation was significantly lower for antipsychotic treatment (27%) than for placebo 64%) (RR
0.40 [0.33; 0.49], NNT 3). This superiority was found in persons with a first episode and in
those with a relapse, in persons in remission and in those with residual symptoms, and was
independent of treatment duration (a few months to many years). Adverse drug events of all
kinds occurred less often with placebo.

»> User-oriented recommendation:
Offer antipsychotics for the prevention of relapse and explain the risk of relapse if the medi-
cation is discontinued.

Duration of antipsychotic treat-
ment

(LoE 1", recommendation grade
Aand statement)

Meta-analysis and
guideline adaptation (20, 27)

While the previous version of these guidelines (39) recommended a treatment duration of at
least a year for a first episode and several years (if need be, lifelong) for a relapse, the new
guidelines just recommend antipsychotic medication for the prevention of relapse. In each
individual case, the duration should be determined jointly by the treating physician, the per-
son with schizophrenia, and those who are closest to him/her, taking account of various rel-
evant parameters. Whenever antipsychotics are discontinued, the high risk of relapse (in 1%
year: 27% with continued treatment, 65% after discontinuation; after 3 to 6 years: 22% with
continued treatment, 63% after discontinuation) must be explained.

» User-oriented recommendation:

When setting up the treatment plan for prevention of relapse, jointly agree the individual
treatment duration and explain the risks involved in discontinuation. In addition, discuss the
benefits and risks of supervised discontinuation of medication.

BPRS, Brief Psychiatric Rating Scale; LoE, level of evidence; NNT, number needed to treat; PANSS, Positive and Negative Syndrome Scale; RR, relative risk
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eTable 1. Moreover, for some of the guideline recom-
mendations systematic de novo research was carried out
(eFigure 1), while for other recommendations not based
on evidence clinical consensus points were compiled.

Updated content in the revised guidelines

The modular structure of the guidelines is intended to
enable future revision on the lines of the “living guide-
lines” principle. Box I summarizes the most important
changes in the revised clinical practice guidelines, de-
scribed in more detail below.

Diagnosis and differential diagnosis

As stated above, schizophrenia is diagnosed according
to the operationalized criteria of ICD-10 (eFigure 2).
However, the guidelines give a glimpse of the changes
that can be anticipated in ICD-11. One particular inno-
vation is the possibility of describing the course of the
illness on the basis of symptom domains (positive
symptoms, negative symptoms, cognitive disorders,

psychomotor disorders, and affective disorders) (26).
Much more importance is attached in the revised guide-
lines to aspects of organic differential diagnosis: recom-
mendations were agreed with the intention of on the one
hand detecting rare organic causes of schizophrenia
(e.g., autoimmune encephalitis) in timely fashion, and
on the other hand diagnosing the frequently occurring
somatic comorbidities and integrating them into the
overall treatment plan. eBox 2 presents the accompany-
ing somatic disorders most commonly found in persons
with schizophrenia, with the data expressed in terms of
prevalence rates, incidence rates, or odds ratios.

General treatment principles

Modern psychiatric/psychotherapeutic treatment of
persons with schizophrenia should always be multi-
professional, and all those involved in the treatment
should maintain an empathetic, appreciative attitude.
According to the guidelines, the “general goal of
treatment [is] a person broadly free of symptoms of
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illness who is capable of living in a self-determined
manner, has been informed about the therapeutic op-
tions, and is in the position to weigh up the risks and
benefits thereof” (1). To achieve this, the elements of
pharmacotherapy, psychotherapy, and psychosocial
treatments should be offered in terms of an overall
treatment plan with the close involvement of the per-
son with schizophrenia together with their relatives or
other reference persons. According to the evidence
and consensus opinion, antipsychotic drug treatment
alone is generally insufficient, as is renunciation of
antipsychotic pharmacotherapy. Other forms of
treatment, such as the use of antidepressants or
neurostimulation procedures (e.g., electroconvulsive
therapy), are reserved for particular indications (e.g.,
depressive syndromes or clozapine resistance).

Treatment with antipsychotics

Antipsychotics are highly effective with regard to the
goals relevant to the disease (e.g., reduction of psy-
chotic symptoms, prevention of relapse). For example,
the largest meta-analysis with the highest quality
methods shows a number needed to treat (NNT) of 3
for 1-year prevention of relapse (relapse rate 27% with
antipsychotic treatment, 64% with placebo) (27). In
respect of the therapeutic response in terms of reduc-
tion of psychotic experiences, another large-scale and
high-quality meta-analysis shows an NNT of 5 or § for
a minimal or good response (51%/23% with antipsy-
chotic treatment, 30%/14% with placebo) (28). One
basic innovation in the new German clinical practice
guidelines is the emphasis on adverse effect—guided
selection of the antipsychotic substances—abolishing
the general prioritization of a specific substance group.
Based on an adaptation of a NICE guideline (20) and
on a meta-analysis (29), the following definition was
formulated: “We recommend offering antipsychotics at
a dose that is within the range recommended by the re-
spective international consensuses and is as low as
possible and as high as necessary (lowest possible
dose)”. A low dose should be chosen particularly in pa-
tients suffering their first episode of schizophrenia,
who are more vulnerable to adverse effects and overall
respond better to low dosages. It is important that treat-
ment to reduce psychotic symptoms be offered in the
form of antipsychotic monotherapy. The recommen-
dation of monotherapy is justified especially on
grounds of better tractability and a lower risk of ad-
verse effects and drug interactions. Moreover, nearly all
of the source studies and meta-analyses investigated
antipsychotics given as monotherapy.

For the first time, and uniquely worldwide, clinical
consensus point (CCP) recommendations on the dis-
continuation of antipsychotic medication were
agreed. This should not be defined as the primary
course of action, however, because of the low recom-
mendation grade (“may be considered”) compared
with administration of antipsychotics to prevent re-
lapse (“we recommend”). Nevertheless, suggestions,
recommendations, and strategies are now in place for
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Findings of selected meta-analyses published after the end
of the literature survey

A dose-response meta-analysis of 68 studies calculated the so-called 95%
effective dose (the level at which no additional effect can be anticipated from
raising the dose) for the acute treatment of psychotic symptoms based on
recent data for all relevant antipsychotic drugs: for example, amisulpride
537 mg/day, aripiprazole 11.5 mg/day, olanzapine 15.2 mg, haloperidol 6.3
mg/day (31). A new network meta-analysis of 402 randomized controlled
trials (RCT) with 53 463 participants expanded the findings of the network
meta-analysis used for the clinical practice guidelines (32) with regard to the
differences among antipsychotics in terms of efficacy and tolerability. Six
years after the first meta-analysis of this kind, the new publication confirmed
that the differences in the efficacy of an antipsychotic preparation are far
smaller than the differences in its adverse effect profile (33). As for the drug
safety of antipsychotics, a meta-analysis (596 RCT with 108 747 partici-
pants) investigated the endpoint of short-term mortality, i.e., death in the
period from 1 day to >13 weeks. For persons with schizophrenia, treatment
with an antipsychotic drug showed no higher mortality than placebo (odds
ratio 0.69, 95% confidence interval [0.35; 1.35]), while elevated mortality
was found in persons with dementia and in elderly participants (34). Further
new meta-analyses have shown, even with close scrutiny of the methods, a
beneficial effect of add-on cognitive behavioral therapy on positive symp-
toms (SMD = -0.29; [-0.55; -0.03]) (35) and low variability of treatment
response to antipsychotics compared with placebo (variation coefficient
=0.86, p <0.001) (36), and have also confirmed that especially olanzapine
and clozapine can induce considerable weight gain (33, 37). According to
the latest data, aripiprazole, brexpiprazole, cariprazine, haloperidol, lurasi-
done, and ziprasidone have more favorable metabolic profiles than other
antipsychotic (33, 37).

dealing with the routinely expressed request from
both patients and their relatives for antipsychotic
medication to be stopped. It is important, in clinical
practice, to state that treatment does not end with dis-
continuation of the medication. On the contrary, regu-
lar, coordinated outpatient psychiatric and/or psycho-
therapeutic follow-up visits should continue for at
least 2 years, with two goals: (1) early detection of
signs and symptoms of an impending relapse (e.g.,
sleep disorders, a brief psychotic episode, depressive
symptoms, inner unrest); (2) implementation of inter-
ventions to help manage stress or structure daily ac-
tivities. It is vital for treatment to continue beyond
supervised discontinuation of drug intake.

In contrast to the guideline recommendation of
monotherapy, however, in clinical practice the use of
polypharmacy is growing, particularly later in the
disease course (30). This discrepancy between clini-
cal practice and evidence was addressed as follows:
According to the revised guidelines, a combination of
two antipsychotics should be given (recommendation
grade CCP) only after the failure of three previous at-
tempts at antipsychotic treatment of adequate dosage
and duration—including a course of clozapine—as
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Acute schizophrenia (initial diagnosis, relapse) |

Days or weeks of watchful waiting/
differential diagnostic investigation
y

Antipsychotic monotherapy (lowest possible dosage)
Psychotherapy, psychosocial treatment

General principles of pharmacotherapy

The following factors should be considered when
selecting an antipsychotic agent:

o Clinical target syndrome

e Previous experience of effects and adverse
events

o Special attention to metabolic, motor, cardio-

/

Verify response status after 2 weeks (max. 4 weeks) |
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Remission and

ADR

no ADR

Medication to
prevent relapse

Check whether ADR and remission
improved by dose reduction
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Non-response

Check factors for non-response

Psychotherapy, psychosocial treatment

Switch to a different antipsychotic (monotherapy)

Verify response status after 2 weeks
(max. 4 weeks)

/ '

Remission and

no ADR No remission

Exclusion of pseudo

vascular, or hormonal/sexual adverse events

o Benefits and risks of choosing not to give
antipsychotics

e The preferences of the person involved
o Sex-specific aspects, patient’s age
o Mental and somatic comorbidities

o Diagnosis of schizophrenia correct?
» ADR impairing efficacy of treatment?

o Somatic illness with negative effect on
treatment success?

' treatment resistance ® Ongoing substance abuse?
Medication to prevent Clozapine ® Serum concentration high enough?
relapse monotherapy o Treatment duration long enough?
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Medication to prevent
relapse

o Intensification of psychotherapy

« Intensification of psychosocial treatment
o Combination treatments

o Electroconvulsive therapy

® Repetitive TMS

Treatment algorithm derived from the revised German clinical practice guidelines (focus on pharmacology): Here the guidelines’ essential treatment recommendations

are summarized; for clinical application, however, it is vital to consult the long version of the guidelines and the detailed recommendations therein (this algorithm does not
form part of the clinical practice guidelines).
ADR, adverse drug reaction; TDM, therapeutic drug monitoring; TMS, transcranial magnetic stimulation

monotherapy (recommendation 43, recommendation
grade A, and recommendation 46, recommendation
grade A). The addition of a second antipsychotic or an
antidepressant for the temporary treatment of unrest,
sleep disorders, elevated prolactin concentration, or

depressive symptoms is considered separately in the
guidelines—this special situation does not fall under
the described recommendation to offer monotherapy,
but when any additional substance is given, one must
bear in mind the possible increase in adverse effects
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and monitor the patient accordingly. The 7able and
eTable 2 summarize the meta-analyses cited in the
guidelines and list the corresponding recommen-
dations. The Figure shows a treatment algorithm, de-
rived from relevant recommendations, which focuses
on antipsychotic treatment.

Psychotherapy and psychosocial treatments

The revised clinical practice guidelines place far more
emphasis on psychotherapy. Combination of treatment
with an antipsychotic substance and cognitive behavio-
ral therapy (CBT) is recommended for all persons with
schizophrenia (effect size for positive symptoms:
d=0.372; for negative symptoms: d=0.437). CBT
should be offered (recommendation grade A). If CBT
begins while the patient is in the hospital, it should be
continued on an outpatient basis after discharge; the
duration of treatment should be > 16 sessions, and for
optimization of treatment effects and in cases with
more complex treatment goals > 25 sessions should be
offered (recommendation grade B). The inpatient and
outpatient psychotherapeutic care available for persons
with schizophrenia in Germany is clearly inadequate,
although it remains unclear whether the previously very
low rates of psychotherapy in this population have been
increased by the extension of the indication to all
phases of the disease by the Federal Joint Committee
(G-BA) in 2014 (art. 26 para. 2 no. 4 of the G-BA’s
Psychotherapy Guidelines) (1). Other psychothera-
peutic procedures with recommendation grade A are
psychoeducation (NNT =9 in prevention of relapse),
family interventions, cognitive remediation (a
cognitive training and education process), and social
competence training. The various procedures should be
offered individually, depending on the indications in
each case. eTable 3 shows the matrix of psychothera-
peutic and psychosocial treatment procedures that can
be offered depending on the indications and individual
preferences. New in the revised guidelines is the rec-
ommendation (grade B) that CBT also be offered to
those who reject antipsychotic drug treatment.

Management of adverse drug reactions
A large number of preparation-specific adverse drug
reactions may be caused by antipsychotics, and these
potential side effects must always be borne in mind
when prescribing this type of medication. Accordingly,
the clinical practice guidelines focus on adverse
event—guided prescription of antipsychotic drugs. The
following groups of adverse events must be particularly
closely respected and monitored:

® Motor reactions

© Metabolic reactions

® Sexual dysfunction/prolactin-associated reactions

@ Cardiac reactions

® Disorders of the hematopoietic system.
Specifically for metabolic reactions, the guidelines
group approved new evidence-based recommendations
in terms of a stepwise procedure for detection and treat-
ment. eBox 3 defines a general stepwise process for the

Deutsches Arzteblatt International | Dtsch Arztebl Int 2020; 117: 412-9

recognition and treatment of adverse events, while
eTable 4 presents concrete recommendations for the de-
tection and treatment of metabolic syndrome, a very
common occurrence in persons with schizophrenia.
eTable 5 shows the follow-up visits as defined by the
guidelines group for persons receiving antipsychotic
treatment, and eZable 6 lists the preparation-specific
adverse events.

Problems in coordination of care
In practice, various problems may arise in coordination
among caregivers. These can affect the transition from
inpatient care to the post-hospital setting (day clinic,
outpatient clinic, specialist medical care in the commu-
nity), coordination in the area of outpatient care
(specialist-centered treatment, psychotherapists, pri-
mary-care physicians, other parties), or the challenge of
hospital admission in an acute phase of illness
characterized by decreased or lacking insight. The new
module 5 (coordination of care) is dedicated to these
and other aspects of optimized organization of patient
care. For example, one recommendation (grade CCP) is
that whenever treatment by a multiprofessional team is
required or intensification of psychopharmacological,
psychotherapeutic, or psychosocial measures becomes
necessary, it should be considered whether transfer to a
specialized and multiprofessional psychiatric hospital
outpatient service (Psychiatrische Institutsambulanz,
PIA), or to a community care network in which more
complex treatment programs are available if needed,
might be beneficial (1). In another recommendation
(CCP, strong consensus) the guidelines group defined
indications for hospital admission. Inpatient treatment
should be offered to all patients who would benefit
from the diagnostic and therapeutic resources available
in the hospital setting or from the special protection of-
fered by the hospital in the case of acute danger to
themselves or others. This would include, for example:

© Treatment resistance

® Acute suicidality

o States of severe delusion or anxiety

® Lack of proper nutrition or self-care

® Marked apathy or adynamia

® Domestic circumstances hindering remission and

recovery

® Treatment of complicating comorbidities

® Complex treatment situations

® Unexplained somatic comorbidities

® Severe adverse drug reactions

@ Other problems not amenable to outpatient care.

This incomplete list makes it clear that in patients
who present acute danger to themselves or others, or
lack insight, one must consider hospitalization under
the terms of the Care Act and the laws of the federal
state concerned. It also becomes apparent that the
guidelines group has defined factors such as the lack
of options for care, but most importantly somatic and
mental comorbidities, as indications for admission to
the hospital. These latter points routinely lead to
discussions with the medical service of the health
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insurance providers in Germany (MDK) on whether
hospital beds are being utilized unnecessarily.

Summary

The revised German clinical practice guidelines on
schizophrenia contain recommendations on both the
diagnostic work-up and the pharmacological, psycho-
therapeutic, and psychosocial treatment of persons with
schizophrenia over their entire life span. To conform
with the guidelines, the treatment of persons with
schizophrenia must be multiprofessional with a basic at-
titude of empathy, respect, and appreciation on the part
of the caregivers. The aim is to render those affected able
to enjoy “full and equal enjoyment of all human rights and
fundamental freedoms” (article 1, UN CRPD).

Clinical practice guidelines in the Deutsches Arzteblatt, as in numerous
other specialist journals, are not subject to a peer review procedure, since
such guidelines represent texts that have already been evaluated, dis-
cussed, and broadly agreed upon multiple times by experts (peers).
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Deutsche Gesellschaft fiir Kinder- und Jugendmedizin e. V.: Dr. Burkhardt Lawrenz

Deutsche Gesellschaft fir Kinder- und Jugendpsychiatrie, Psychosomatik und Psychotherapie e. V.: Prof. Dr. Gerd Schulte-Kérne (to August
2017), Prof. Dr. Christoph Correll (from September 2017) (Prof. Dr. Christian Fleischhaker)
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Deutsche Gesellschaft fir Neuropsychologie e. V.: Prof. Dr. Cornelia Exner (Dr. Steffen Aschenbrenner from September 2017)

Deutsche Gesellschatt fiir Psychiatrie und Psychotherapie, Psychosomatik und Nervenheilkunde: Prof. Dr. Wolfgang Maier (Prof. Dr. Peter
Falkai, Prof. Dr. Wolfgang Gaebel)

Deutsche Gesellschatt fiir Psychoanalyse, Psychotherapie, Psychosomatik und Tiefenpsychologie e. V.: Dr. Christian Maier (to March 2016),
Prof. Dr. Christiane Montag (from April 2016) (Dr. Ingrid Rothe-Kirchberger)

Deutsche Gesellschaft fiir Psychologie e. V.: Prof. Dr. Tania Lincoln (Prof. Dr. Stefan Klingberg)

Deutsche Gesellschaft fiir Psychoedukation e. V.: Prof. Dr. Josef Bauml (Dr. Gabriele Pitschel-Walz)

Deutsche Musiktherapeutische Gesellschaft e. V: Beatrix Evers-Grewe

Deutsche PsychotherapeutenVereinigung e. V.: Dr. Cornelia Rabe-Menssen (Mechtild Lahme)

Deutsche Gesellschatt fiir Soziale Psychiatrie e. V.: Clemens Firnenburg (to August 2017), Prof. Dr. Uwe Gonther (from November 2017)
(Ute Merkel to October 2017, PD Dr. Jann Schlimme from November 2017)

Deutsche Gesellschaft fiir Systemische Therapie und Familientherapie e. V.: Dr. Ulrike Borst (Dr. Volkmar Aderhold)

Deutsche Gesellschaft fiir Verhaltenstherapie e. V.: Rudi Merod (Prof. Dr. Tania Lincoln)

Deutscher Verband der Ergotherapeuten e. V.: Marina Knuth

Deutscher Verband fiir Physiotherapie e. V.: Eckhardt Bohle (Angelika Heck-Darabi)

Deutsche Vereinigung fir Soziale Arbeit im Gesundheitswesen e. V.: Claudia Welk (Elisabeth Helmich from June 2017)

Kompetenznetz Schizophrenie: Prof. Dr. Wolfgang Wolwer

Expert group

Prof. Dr. Thomas Becker, Prof. Dr. med. Stefan Leucht

Prof. Dr. Andreas Bechdolf, Prof. Dr. Wolfgang Maier

Prof. Dr. Peter Falkai, Prof. Dr. Eva Meisenzahl

Prof. Dr. Wolfgang Gaebel, Prof. Dr. Andreas Meyer-Lindenberg
Prof. Dr. Hermann-Josef Gertz, Prof. Dr. Hans-Jurgen Moller
Prof. Dr. Gerhard Griinder, Prof. Dr. Dipl.-Psych. Wulf Réssler
Prof. Dr. Stefan Klingberg, Prof. Dr. Hans Joachim Salize

PD Dr. Markus Kdsters, Prof. Dr. Wolfgang Wolwer

Prof. Dr. Martin Lambert

Expert group (pediatric psychiatry and psychotherapy)
Prof. Dr. Christoph Correll, Prof. Dr. Benno Schimmelmann
Prof. Dr. Frauke Schultze-Lutter, Dr. Reinhard Martens
Prof. Dr. Stefanie J. Schmidt

Support staff
Dr. Andrea Hinsche-Bdckenholt, Anja Dorothée Streb, M.A.
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Relevant somatic comorbidities (derived from [1] and expanded)

The following somatic disorders occur at statistically significantly higher rates in persons with schizophrenia than in the healthy comparison popu-
lation (3, 4, e22-e29). The figures in parentheses are prevalence rates, incidences, or odds ratios (OR) from meta-analyses or cohort studies. It
should be noted that most of these publications were not population studies, hardly any data from the German healthcare system are available,
and that many of the studies were carried out in inpatients. Therefore, the data on prevalences, risk, and incidences are somewhat uncertain.

Cardiovascular and metabolic diseases

© Obesity (OR = 4.43; 95% confidence interval [2.52; 7.82]) (€30)

© Arterial hypertension (OR = 1.36 [1.21; 1.53]) (e30)

© Diabetes mellitus type 2 with resulting diseases (10.75% [7.44; 14.5]) (€31)
® Hyperlipidemia (41.1% [36.5; 45.7]) (e32)

© Cerebrovascular disease (OR = 1.63 [1.19; 2.24]) (e22)

© Coronary heart disease (11.8% [7.1; 19.0]) (e22)

® Metabolic syndrome (33.4% [30.8; 36]) (e28)

Lung diseases
® Chronic obstructive pulmonary disease (COPD) (OR = 1.57 [1.44; 1.72]) (e33)
® Lung infections (incidence 1.12 [1.07; 1.18] cases per 100 person years) (€34)

Cancers (RR = 0.90 [0.81; 0.99])*' (e29)
® Lung

© QGastrointestinal tract

© Breast

© Hematopoietic system

® Other sites (e.g.,bladder)

Other diseases
©® Infections*2
— HIV (prevalence 1.9% [0.8; 4.8]) (e35)
— Hepatitis B (prevalence 2.7% [1.8; 3.9]) (e35)
— Hepatitis C (prevalence 4.9% [3.0; 7.9]) (€35)
© Obstructive sleep apnea syndrome (prevalence 15.4% [5.3%; 37.1%]) (e36)
® Epilepsy (prevalence of psychotic disorders in epilepsy 5.6% [4.8%; 6.4%)) (e37)
® Poor dental hygiene/caries (mean difference 7.66 [3.27; 12.27]) (e38)
® Gastrointestinal ulcers (incidence rate 1.27 [1.06; 1.52]) (e39)*3

*1 The findings for cancer are not clear. A meta-analysis shows a reduced relative risk (RR = 0.90 [0.81; 0.99]) for cancers in general in persons with schizophrenia (€29). Owing to the
generally decreased life-expactancy, neoplasms of advanced age are found less frequently in persons with schizophrenia than in the general population (survival bias), while neoplasms
(lung cancer) connected with substance use (e.g., tobacco or alcohol) occur more frequently.

*2 Prevalence figures for Europe

*3 Not a meta-analysis; population-based study from Taiwan
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Detection and management of adverse drug reactions
(modified from [1])

© Step1: Information and counseling (recommendation 52)
Persons with schizophrenia, their relatives, and other persons of
trust should not only have the potential adverse drug reactions
explained to them, but also be informed of the symptoms that
may occur and the options for their treatment (CCP, 96% strong
consensus)

® Step2:  Active inquiry and classification (recommendation 53)
Antipsychotic-induced adverse drug reactions should be actively
inquired about and documented, and in the event of suspicion,
the corresponding evaluation and treatment should be offered
(CCP, 100% strong consensus)

® Step 3:  Assess whether dose reduction, switch to different medication,
or discontinuation is feasible (recommendation 54)
Depending on the severity of the antipsychotic-induced adverse
drug reactions, and guided by risk/benefit analysis, dose reduc-
tion, a switch to another preparation, or discontinuation should be
offered (CCP, 100% strong consensus)

© Step4:  Specific treatments
The new German clinical practice guidelines suggest specific
treatments for many different adverse drug reactions associated
with antipsychotics. Special attention is paid to weight gain,
diabetes, and metabolic syndrome, for which specific evidence-
based recommendations were approved (see eTable 4 for the
treatment of metabolic adverse events).
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Result of database research
N =15697

N =2308
Excluded (duplicates)

Result of database research without duplicates
N =13389

N =11694
Excluded (irrelevant)

Result of screening at title level
N = 1695

N = 1448
Excluded (irrelevant)

Result of screening at abstract level

Hand search
N =97 added

Full text obtained and assessed
N =344

N =237
Excluded (irrelevant)

Used for formulation of recommendations
N =107

Flow chart of systematic literature survey.
The diagram summarizes the entire literature survey. The individual searches and the search
terms used can be found in the guideline report (18) (this flow chart does not form part of the

guidelines).

Vil
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eTABLE 4

Detection and treatment of metabolic adverse events (modified from [1])

» Step 1 52,53, 54 (all CCP) | Detection according to the 7% rule:

- Anposition paper of the European Psychiatric Association (EPA),
the European Association for the Study of Diabetes (EASD),
and the European Society of Cardiology (ESC) recommends in-
tervention if >7% of weight is gained in the first 6 weeks after
initiation of antipsychotic treatment, relative to baseline (40)

Detection and classification (7% rule), check whether dose reduc-
tion, a switch to another preparation, or discontinuation is feasible.
These strategies must be balanced against the danger of worsen-
ing symptoms or relapse.

Particularly close monitoring of antipsychotics that are known to

sometimes lead to significant weight gain (network meta-analysis

(33]):

- zotepine, olanzapine, sertindole, iloperidone, quetiapine,
clozapine, paliperidone, risperidone, asenapine

Meta-analysis on switch from olanzapine to aripiprazole/quetia-

pine:
— weight loss of =1.94 kg [-3.90; 0.08] (e41)
> Step 2 55 (A) Psychosocial intervention/psychotherapy vs. standard treatment
. . ) ta-analysis) (e42):
In the event of >7% weight gain, offer psychotherapeutic and psy- (_me ’ s 20N
chosocial interventions (nutritional counseling, psychoeducation, weight loss of ~2.56 kg [~3.20; ~1.92]
exercise programs) to prevent weight gain or achieve weight loss. Nutritional program vs. control (meta-analysis) (e43):
- weight loss in general g = =0.39 [-0.56; -0.21]
- weight loss when program was offered at the beginning of anti-
psychotic treatment g = -0.61 [-1.02; -0.18]
» Step 3 56 (A) Metformin versus placebo (meta-analyses)
In the event of pronounced weight gain, and after step 2 has taken - Weight loss: -3.27 kg [~4.66; ~1.89] (e44)
e . ; — weight loss: =3.17 kg [-4.44; -1.90] (e45)
place, offer off-label metformin (first choice) or topiramate (second ~ clozapine subgroup: ~3.12 kg [-4.88; ~1.37] (¢46)
choice). Look out for potential interactions and worsening of P group: =3.12 kg [=4.86, =1.
adverse events due to combination treatments, as well as Topiramate versus placebo (meta-analyses)
substance-specific characteristics (e.g., metformin — metabolic - weight loss: -2.83 kg [-4.62; -1.03] (e47)
acidosis, topiramate — dyscognitive effects) - weight loss: =2.75 kg [-4.03; -1.47] (e48)
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