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INTRODUCTION Emilio Sacchetti,

Claudio Mencacci

Editors, Evidence-Based
Psychiatric Care

Treatment of schizophrenia has recently undergone radical changes,
not only in terms of our understanding and use of effective and appro-
priate interventions but also in shortening the gap between research
and routine clinical practice. These aspects are very relevant as they
reduce the gap between pure research and the real-world. A researcher
can be a clinician, with all the intrinsic complexities that involves, and
a clinician can contribute to the development of new knowledge that is
useful for different cohorts of patients and in different settings of care.
Ultimately, both evidence and experience find new and fruitful points
of convergence that can lead to effective, appropriate and sustainable

treatments and interventions. In this sense, psychiatry has become a

modern science and assumes the contradictions and challenges of mo-

dernity by increasing its ability to pursue rehabilitative therapeutic ap-
proaches. Such changes allow for reflection on the different techniques
and interventional settings:

e techniques are important in the effort to combine psychopharmaco-
logical, psychotherapeutic and psychosocial interventions into a truly
integrated approach that considers real scientific evidence together
with new clinical evidence (through practice monitoring tools, from
clinical records to case reports and audit of clinical systems);

* interventional settings are important, not only as places, but also as
networks and treatment pathways that are flexible in relation to the
stage of disease, treatment goals, contexts and the individual char-
acteristics of the patient.

In this sense, a ‘new’ clinic cannot avoid tests of its appropriateness.
Such a concept in health care develops within the sphere of the episte-
mological theory of complexity and its effects in the field of public health.
In this dimension, appropriateness emerges as an indispensable feature
of health care interventions, integrating efficacy and efficiency, and can
be defined as “a component of the quality of care that refers to the tech-
nical-scientific validity, acceptability and pertinence (relative to individu-
als, circumstances, places and the current state of knowledge) of health
care”. In particular, clinical appropriateness refers to the indication or
performance of a health care intervention in a way that the chances of
benefits outweigh the potential risks. If it is evident that ineffective inter-
vention may not be appropriate, clinical appropriateness measures the
individual effectiveness of the patient’s needs and clinical complexity,
as well as the expected effectiveness on population cohorts based on
clinical issues, setting and abilities of health care systems.

Such a clinical approach departs from the limitations of merely wait-
ing and becomes an active clinic, capable of combining an “individual-
ized” approach with a “public health” approach, i.e. considering both
public health and the population. It is capable of defining priorities, not
only of an individual treatment but also of service policies; e.g. early
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treatment and intervention in adolescence and pre-
adolescence.

Thus, it is possible to assess the success of new ap-
proaches in adherence, patient knowledge and active
participation of patients in treatment, as well as resis-
tance to treatment (which cannot be easily explained
by lack of response to a drug, but often by a com-
plexity of genetic factors, on which significant results
from pharmacogenomics research can be expected
towards greater personalization of treatment, based
on individual settings), “recovery”, intended as finding
oneself and in the experience of suffering and disease.
Thus, clinics will have to take greater responsibility in
activating processes that give more weight to these
issues, which may have the peculiar effect of break-
ing pessimistic and stigmatizing dogma regarding
psychiatric disorders and psychiatric patients, which
is still widespread in the population, and even among
health care providers.

This clinic takes on the challenge of mind-body unity,
considering various forms and pathways related to the
organization of services, care and protection of the
body: attention to lifestyle, especially in psychiatric pa-
tients with severe mental iliness; complete protocols
for monitoring side effects and/or adverse events, with
attention to individual and hereditary risk factors as
well as those related to treatment (from drugs to cog-
nitive psychotherapies), refusing to refer to a hierarchy
of “acceptability” of the disability, but defining it with
the patient and his or her culture and identity.

Up to now, the main goal in the treatment of schizo-
phrenia has been rapid reduction of symptoms in
the short term and reducing the risk of recurrence,
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together with the burden on physical, social and
economic factors, because recurrences and re-hos-
pitalizations increase refractoriness to treatment,
modify brain morphology and progressively reduce
the possibility of the patient returning to baseline
levels of functioning. However, the introduction of
atypical or new-generation antipsychotics and long-
acting injectable (LAI) formulations, such as the cur-
rent available LAl (paliperidone palmitate) adminis-
tered quarterly, has been, and will be, a remarkable
step forward in the pharmacological approaches to
schizophrenia. With this class of drugs, clinical trials
have begun to look beyond pure symptomatic effi-
cacy to include cognitive aspects, social functioning
and quality of life, leading to the adoption of broader
and more ambitious therapeutic targets. Indeed, to-
day, remission of symptoms and, ultimately, func-
tional autonomy and social functioning represent
higher goals in the longer term, but nonetheless
achievable in the treatment of schizophrenia. The
picture that has emerged shows a significant advan-
tage of maintenance therapy for schizophrenia, es-
pecially in terms of being more effective on negative
and affective symptoms, recovery of social skills
and reduction of adverse effects. Pharmacological
treatment, in particular with atypical antipsychotics
in LAls, represents the therapeutic means to not
only achieve remission but, together with psycho-
social interventions such as family psycho-educa-
tion, social skills training and cognitive behavioural
therapy, also significantly decrease symptom recur-
rence and promote functional recovery of patients
with the ultimate goal of rehabilitation.



PALIPERIDONE:
THE EXPERT POINT OF VIEW

The clinical and scientific interest for in paliperidone is the interest for
an goes back to an antipsychotic drug line that was born began in 1958
with the discovery of haloperidol and reached now paliperidone, includ-
ing antipsychotic drugs with a prevalent and constant antagonist ac-
tion on the D2 receptors. The initial perception of paliperidone in clinical
practice has evolved over time, both for both pharmacodynamic (an-
tagonist action on 5-HT2A receptors, rapid drug-receptor dissociation)
and pharmacokinetics reasons (width breadth of the therapeutic win-
dow, regular kinetics in the therapeutic range, stability of plasma con-
centrations, minimal hepatic metabolism, reduced interaction with other
substances). Overall, these pharmacological characteristics guaranteed
paliperidone a clinical ductility flexibility that risperidone itself didoes not
present. Given its balanced, persistent and non-irreversible binding to
D2 receptors, the high tolerability and low tendency to induce side ef-
fects, since its marketing paliperidone has represented an added value
in to the treatment of psychosis since it came on the market.

In recent years, clinicians have also witnessed the advent of second-
generation long-acting injectables (LAl) antipsychotics. With the intro-
duction of a risperidone LAI formulation, there has been an improve-
ment in adherence of among schizophrenic patients with schizophrenia
as well as a reduction in relapses, both in terms of both frequency and
intensity. Furthermore, the therapeutic relationships with the psychotic
patients was have improved. This was an unprecedented unexpected
phenomenon that did not occurred occur with haloperidol decanoate
(as well as or with other first-generation depot antipsychotics), but that
has occurred with all second-generation LAl antipsychotics. These ob-
servations have progressively prompted clinicians to change their per-
spective on the schizophrenic syndrome. Until then, in fact, tThe course
and severity of this psychotic disorder were were previously evaluated
mainly on the basis of positive symptoms (more evident), rather than
on negative symptoms (difficult to investigate and intertwined with com-
plex dimensions such as affectivity, cognitive functions and socializa-
tion). With the advent of second-generation LAl antipsychotics, it has
been is understood that the more constant the anti-psychotic therapeu-
tic dosage is constant, the more adaptive the mind-brain system will
be. Therefore, the stability of the antipsychotic effect became a funda-
mental requirement for an effective reparative neuroplastic process. In
From this new perspective, the advantages offered by LAl formulations
of second-generation antipsychotics is are evident. In practice, the intro-
duction of second-generation LAl antipsychotics has allowed clinicians
to focus more on therapeutic programs that include social and emotional
rehabilitation and patient empowerment. A patient is no longer “passiv-
ated”, as in the past, but “empowered” and involved in care, in from a
participatory perspective.

Today, like as yesterdaypreviously, the clinician to whom when a schizo-

Evidence-based Psychiatric Care 2017;2;45-46

Paolo Girardi

Dipartimento di Neuroscienze, Salute
Mentale e Organi di Senso, Sapienza
Universita di Roma, Facolta di
Medicina e Psicologia; Ospedale
SantAndrea, Roma, ltalia

- 45



P. GIRARDI

phrenic patient with schizophrenia is referred with se-
vere levels of psychotic dissociation is referred, the
clinician first considers a drug with a predominant D2
receptor antagonist action. However, bBecause of
previously shown its advantages, paliperidone is not
only a the first-choice therapeutic option, but also of-
fers the possibility of a rapid conversion to LAl treat-
ment, both from with risperidone and from or oral pali-
peridone. The starting of tTreatment with paliperidone
palmitate begins(which involves with two injections
in the first eight 8 days) ; this usually allows a results
in rapid reduction of positive symptoms and any pre-
existing side effects. In many cases, we observe the
rapid passage transformation of the psychotic patient
from a phase of simple compliance (often imposed),
to a phase of “assisted” adherence (in which the
patient is still supported, but already provides con-
tributesa substantial consensus), to a phase of con-
scious adherence. From this point of view, an impor-
tant advantage of paliperidone palmitate compared
to with risperidone and oral paliperidone seems to
be the induction of a greater and faster neuroplasti-
city, with a more rapid recovery of insight, that which
allows the patient to participate in psychoeducation
groups and programs of rehabilitation. The discovery
of these clinical advantages of paliperidone palmitate
occurred by serendipity: ; we started began with from
the idea of creating a formulation that would guar-
antee a less harmful compliance compared to that
of with the first-generation depot antipsychotics and
instead we reached a completely different therapeu-
tic option, which makes paliperidone palmitate a the
first-choice treatment. Its particular pharmacokinet-
ics and constancy of action allow the patient a pos-
sibility of to adapt and adaptation, of copinge, which
in fact activates their resilience already from the
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acute phase. It is essential, therefore, the possibil-
ity of using that paliperidone palmitate is used, even
without a preliminary stabilization with oral treatment
in patients with schizophrenia who have previously
responded to paliperidone or oral risperidone.

In conclusion, we can state that the antipsychotic ef-
fect of LAl treatment is based not only on the drug
itself, but also on the constancy and stability of its ac-
tion. These last features represent the true revolution
of the care system. For this reason, many authors sup-
port the use of LAl antipsychotic therapy since from
the first psychotic episode. Early treatmentActing on
time, in fact, guarantees a fundamental qualitative ef-
fect: ; first the earlier we intervene on in the degen-
erative process connected to schizophrenia and the
better the results will be. It is a therapeutic choice that
represents the beginning of a new phase of life for the
in the life of a person with schizophrenic persona from
the point of view of planning, especially in view of the
availability of paliperidone LAl in a quarterly formula-
tion. The possibility to of implementing effective anti-
psychotic therapy with four injections per year will, in
fact, drastically decrease the stigma associated with
schizophrenia. The decrease in Reducing the stigma
in surrounding the treatment of schizophrenia is a pri-
mary factor, not a secondary one, but a primary factor:
reducing Reducing the number of administrations of
antipsychotic therapy means decreasing the prejudic-
es, increasing the scope and depth of the doctor-pa-
tient relationship, and focusing on rehabilitation work.
This is a fundamental difference in the treatment of
schizophrenia which, ultimately, can be implemented
in a “repressive” sense, as in the case of high-dose
haloperidol, or in the “expressive” sense, as in the
case of paliperidone palmitate and other second-gen-
eration LAl antipsychotics.



SUCCESSFUL SWITCH FROM
COMBINED TREATMENT
WITH QUETIAPINE AND
LITHIUM TO ARIPIPRAZOLE
ONCE-MONTHLY (AOM)

IN A PATIENT WITH
SCHIZOAFFECTIVE
DISORDER AND COMORBID
COCAINE USE DISORDER

A 50-year-old man came under care in September 2016 as an inmate
of the Regina Coeli prison in Rome. He had been jailed on August 2016
and he was affected by asthma, childhood onset epilepsy, Insulin De-
pendent Diabetes Mellitus (IDDM) and HBV-HCV coinfection (since
1992). He presented with a history of intravenous cocaine abuse (since
1998), attempted suicide (in 2006) and cerebellar infarction (in 2014).
Physical examination and laboratory tests on admission showed mul-
tiple self-harm scars and positive urine test for cocaine.

His medical and criminal history reported a treatment for cannabis abuse
since the age of 24 and the use of intravenous cocaine since the age of
28. Although his criminal activity had begun even earlier, with car thefts,
bank and apartment robberies, and drug dealing, he declared he was
never under investigation or convicted for those crimes.

Later on, cocaine abuse triggered epileptic seizures and cerebellar in-
farction, causing him to be repeatedly hospitalized over the years, as
well as systematically excluded by therapeutic community programs (as
his case was labeled as a dual diagnosis). Eventually, his case was
referred to the local mental health service to be taken into care with the
ICD-9 diagnoses of schizoaffective and substance use disorder in bor-
derline personality.

In 1994, the patient got a steady employment at the municipal waste
management company. During the following 22 years, until his retire-
ment due to the worsening of his many conditions (i.e., COPD, IDDM,
schizoaffective disorder, liver cirrhosis), he reported particularly stressful
life and work rhythms (“I never slept at night, | used to sleep during the
day”). Over the years, he went through several psychiatric hospitaliza-
tions, some of which requested compulsory treatment. Of those, the
most remarkable took place in 2008, following a suicide attempt by drug
overdose.

At the time of admission to the prison, the patient was undergoing the
following treatment: lithium carbonate 600 mg/day, gabapentin 900 mg/
day, promazine 25 mg/day, quetiapine 600 mg/day, diazepam 12 mg/
day. Laboratory tests on admission showed a serum lithium level of 0.40
mEq/L. Patient reported he had never had higher serum lithium level,
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even when he used to take lithium carbonate at the
dosage of 900 mg per day. He did not show signs or
symptoms of acute psychiatric disorders at the time
of admission. Instead, he presented with a hyperthy-
mic temperament, poor impulse control, and tenden-
cy to over-react. He also complained of insomnia and
moderate levels of somatic anxiety.

After a few weeks of detention, the patient became
progressively more depressed with rapid mood
switches to elevated mood, irritability, dysphoria,
and paranoid thoughts. He also engaged in a vari-
ety of self-injury behaviors (superficial cutting of the
forearms) that requested seclusion. After a prelimi-
nary work to enhance therapeutic alliance (given the
history of multiple treatment failures), the patient’s
treatment was changed by adding oral aripiprazole
at the dose of 20 mg per day for the first two weeks,
and 30 mg per day there after '. Simultaneously, so-
dium valproate was started at the dose of 500 mg
per day, and quetiapine treatment was gradually
discontinued.

A few weeks after the introduction of aripiprazole,
the patient reported a substantial improvement of his
mood with a reduction of anger and rumination about
substance use 23. Impulse control also improved,
especially following the gradual titration of sodium
valproate to 1500 mg per day. During the following
weeks, gabapentin and promazine were gradually
discontinued, while diazepam was cross-switched
to lorazepam. After about three months, the patient
was undergoing the following treatment: aripiprazole
30 mg/day, lithium carbonate 900 mg/day (serum
lithium: 60 mEq/L), sodium valproate 1500 mg/day,
lorazepam 7.5 mg/day.

Although symptom control and treatment adher-
ence were satisfactory, a switch from oral to lon-
gacting injectable (LAIl) formulation of aripiprazole
was proposed in view of a future transition from the
prison to a therapeutic community for dual diagno-
sis *. The patient agreed with the proposed change,
especially in the perspective of further decreasing
the pharmacological load due to concurrent medi-
cal conditions. In January 2017, the LAI treatment
with AOM 400 mg was started and oral aripiprazole
was easily discontinued over three weeks 5. The
worsening of a pre-existing lithium-related tremor
was noticed after the third AOM administration
so that a reduction in lithium dosage was agreed
upon, especially considering the established mood
stability, the patient’s subjective well-being and the
many comorbidities. Lithium carbonate was there-
fore slowly discontinued, while a treatment with la-
motrigine (up to 200 mg per day) was gradually in-
troduced. In February 2017, after checking for drug
interactions, the patient was admitted to a program
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for HCV infection treatment with saclatasvir and
sofosbuvir.

In March 2017, the patient developed a neurologi-
cal syndrome characterized by drowsiness, confu-
sion, lethargy, short-term amnesia, and ataxia. Blood
tests showed an ammonemia of 145 mcg/dL (normal
range: 27-90 mcg/dL). The syndrome was treated by
infusing saline solution and branched-chain amino
acids. Although hyperammonemia remitted in a few
days and was likely caused by the HCV-related liver
cirrhosis, a gradual discontinuation of sodium valpro-
ate was undertaken to exclude its possible role in the
onset of the syndrome.

Over time, the initial compliance to therapy evolved
to an active adherence, with the patient determined
to maintain the established treatment because of the
well-being he was experiencing, especially in terms
of physical health (i.e. better glycemic control, im-
provement of liver function due to the reduced phar-
macological load).

Because pre-existing tremor remained the only sig-
nificant treatment side-effect, an attempt to reduce
AOM regimen to 300 mg/month was made with no
benefit. Conversely, the AOM dosage reduction led
to a relapse of mood symptoms such as irritability
and dysphoria. Therefore, the treatment with AOM
400 mg/month was promptly restored, one more time
achieving clinical remission. At present, after four
months (AOM steadystate), the patient maintains
clinical remission and reports subjective well-being
and treatment satisfaction by underlining the balance
between stabilization and vitality achieved for the first
time with AOM.

In this case, the effort towards a personalized treat-
ment, the good therapeutic alliance, and the avail-
ability of a safe and tolerable LAl antipsychotic treat-
ment in the context of a comprehensive rehabilitation
program seem to have led to an optimal clinical out-
come.
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