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Delusional disorder (DD) has been considered a treatment-resistant disorder, with antipsychotics acknowledged as

the best. It is possible that the discovery of the right drug could turn treatment resistance into treatment response.

optimizing treatment schizophrenia spectrum pimozide

| 1. Introduction

The first extensive description of monomania, also called paranoia, was generated by the French psychiatrist
Esquirol (1772-1840). He labeled this form of mental illness a partial “délire” (French for delusion), partial because,
outside of the one prominent, fiercely defended, idiosyncratic, and unchangeable false belief, the patient was
generally described as fully rational [LI. The term paranoia was widely used in psychiatry until the first half of the
20th century, after which it lost its status as a stand-alone diagnosis 2. In 1987, DSM-III-R (the revision of the third
U.S. diagnostic and statistical manual of mental disorders) reintroduced the concept but gave it a new name:
delusional disorder [l Delusional disorder (DD) is considered a serious mental disorder characterized by the
presence of a fixed, preoccupying, illogical belief. It is classified as a psychotic disorder, and belongs to the
schizophrenia spectrum of disorders [4l. Characteristically, delusional beliefs are based on the misinterpretation of
external reality, and are not, by definition, amenable to extinction by persuasion or education . Delusions in DD
are sometimes accompanied by affective symptoms or perception errors; however, even when present, these do
not take center stage. Whenever hallucinations do occur in DD, they are congruent with the all-consuming
delusional theme Bl. The current diagnostic and statistical manuals for mental disorders classify DD into seven
subtypes according to the delusional content: persecutory (belief of being persecuted or conspired against),
somatic (delusional parasitosis, hypochondriasis, or body dysmorphic disorder), jealous (Othello’'s syndrome),
grandiose (delusions of grandeur), erotomanic (de Clérambault's syndrome), mixed (a combination of delusional
themes), and unspecified (vagueness in the expression of delusional content) B, These subtypes are not

associated in the psychiatric literature with differential responses to available treatments.

The worldwide prevalence of DD is difficult to determine accurately because many persons with DD do not
consider themselves ill, and thus, never seek treatment. The condition has been considered rare, representing only
1-4% of all psychiatric admissions. It usually never comes to medical attention until middle or late adult life,
although it may begin earlier [2I8, There are reports of DD being consistently and cross-culturally most common in

low socioeconomic groups and among new immigrants. In fact, DD occurs more frequently in immigrants than
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schizophrenia or affective disorder [8; except for specific local syndromes, the sociodemographic profile is

consistent across different cultures 2.

2. Treatment of Delusional Disorder Prior to the Widespread
Use of Antipsychotic Medications

Before the introduction of antipsychotic medications, patients with schizophrenia and other paranoid psychoses
were treated in long-term psychiatric institutions, where the emphasis was on keeping patients safe, calm, and
busy. Treatment focused on safety precautions, occupational activities, and nursing care 8. Gardening, art, music,
drama, and dance therapies were some of the therapeutic modalities used in mental hospitals. Dance movement
therapy was also used to improve psychological and physical well-being . The mechanism by which leisure
activities could improve psychotic symptoms was understudied. It was assumed that such activities were enjoyable

and relaxing, encouraged in-hospital socialization, and kept patients’ minds off pathological preoccupations.

Work therapy, rest cures, and a system of rewards for appropriate behavior were also offered in psychiatric
asylums. Rest cures included three main elements: rest, seclusion, and good nutrition. Massage treatment was

sometimes used 191,

Malaria treatment, insulin shock, lobotomy, and electroconvulsive therapy, plus three types of hydrotherapy, were
the main treatments for psychosis 1. Hydrotherapy was described as head-out hot showers, adapted cold
showers, and colonic hydrotherapy. It was hypothesized that hot and cold showers reduce stress and potentially

modulate neurotransmission via the mesolimbic system of the brain.

Pharmaceutical compounds such as bromides, chloral hydrate, hyoscine, paraldehyde, barbiturates, and morphine
were also used for sedation. Even after the introduction of chlorpromazine, paraldehyde was still in use as a
comparator drug, specifically for toxic psychosis and delirium tremens 123 Table 1 represents the main
treatment options used to treat patients with psychosis, including DD, before the widespread use of chlorpromazine

and related drugs.

Table 1. Treatment of delusional disorder before the introduction of antipsychotics.

Treatment for Psychosis Prior to Chlorpromazine

Asylum Care Procedures Pharmaceuticals
Gardening Malaria treatment bromides
Art/Music Freeze wraps chloral hydrate

Dance/Theatre Hydrotherapy hyoscine
Rest cures Insulin shock paraldehyde

Token economy Lobotomy barbiturates
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Treatment for Psychosis Prior to Chlorpromazine

Asylum Care Procedures Pharmaceuticals
Work therapy Electroconvulsive therapy morphine
1HIT 11DWiy Ul allupdyulivue uiuy UTVTIUMPIIITIIL 19 JTICIIUIPILUUD, Willl TIHTULUVTIITDD, ulilll uIc iadst 1cw decades,

judged solely on the basis of clinical observations. The use of phenothiazines resulted accidentally from a search
for improved antihistamines [14] Coincidentally, Paul Ehrlich had already observed, in 1891, that methylene blue, a
phenothiazine derivative, functioned as an antimalarial [15], Chlorpromazine, developed first as an antihistamine,
was noted to exert calming effects without undue sedation. It was found to calm soldiers injured on the battlefield,
and to act as an analgesic during surgery. This pronounced calming effect attracted the interest of psychiatrists,

who thought it might work (similar to freeze wraps) by cooling the brain.

The discovery of the antipsychotic effect of phenothiazines in the early 1950s was part of the
“psychopharmacological revolution” 1€, Chlorpromazine was shown to be effective for psychomotor agitation in

acute and chronic mania, schizophrenia, and also organic psychoses secondary to lobotomy 271,

Phenothiazines and piperazines were followed by butyrophenones X2 with haloperidol being synthesized by Paul
Janssen in 1958 28 Haloperidol replaced chlorpromazine as the most frequently prescribed antipsychotic among
the many that were soon available. As more and more chemical neurotransmitters were discovered in the brain, it
became generally understood that drug effects worked through inhibiting or enhancing neurotransmission, and by

exerting their effects through specialized neuronal membrane receptors.

Antipsychotics were shown to be very effective in treating positive symptoms of psychosis (delusions,

hallucinations, thought disorder) 22! and were used to treat these symptoms in whatever disorders they appeared.

In a long-term follow-up study that investigated the clinical course and treatment response of a cohort of 72 first-
admission patients diagnosed with DD 29, clinical outcomes were compared between patients admitted during the
1946-1948 period (prior to the synthesis of chlorpromazine) and those admitted during 1958-1961. Surprisingly, it
was found that the two groups fared equally poorly. In other words, antipsychotic medication did not seem to
improve the outcome. The dramatic improvement seen in schizophrenia was not, at that time, apparent in DD,

possibly because only the most severely ill DD patients were hospitalized.

Table 2 summarizes the history of antipsychotic drugs in the context of delusional disorders (DDs). Figure 1
presents the molecular structure of the main antipsychotics used to treat delusional disorder: chlorpromazine,

pimozide, clozapine, aripiprazole, olanzapine and risperidone.
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Figure 1. Molecular structure of the main antipsychotics used to treat patients with delusional disorders.

Table 2. Development of first- and second-generation antipsychotic medications.

First-Generation

Antipsychotics Second-Generation Antipsychotics, Including Partial D2 Agonists

1952 1960s 1970s 1980s 1990s 2000s 2010s
Halo
Eﬁ;p: CR):ZE Aripip Asena
CPz P Pimoz Cloz Palip Luras
Thio Quet lloper Caripr
Loxap Zipr P P
Triflu

Abbreviations: CPZ-chlorpromazine; Halo—haloperidol; Perph—perphenazine; Fluph—fluphenazine; Thio—
thioridazine; Loxap—loxapine; Cloz—clozapine; Risp—risperidone; Olan—olanzapine; Quet—quetiapine; Zipr—

ziprasidone; Aripip—aripiprazone; Luras—lurasidone; Caripr-cariprazine.
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4.4. Paliperidone

45. Chouinard, G.; Jones, B.D. Neuroleptic-induced supersensitivity psychosis: Clinical and
PalipeEfeRfs 108 i HisReAEINsidS enmain Pgebriteyol 08Teritigre. 1@pgomes as an extended-release (long-
acting) tablet to be taken gAM. Pal(i:Feridone palmitate is also available in long-acting injectable form. Altindz et al.

465 An elo(jaoulos, E.K, ?or ondilas, M.; Iéolllas, Cf.T.; Kioulos, K.T.; Berglannakl, ‘]'5)'; Papadimitrioy

reported two cases of'elderly patients with delusional parasitosis whose 'symptoms remitted after treatment with

oral paliperdang: Dether ohe experanced e efbeis ik HRraN COnGudLd Rar Fa vl beraone Nad Sporency

the%g%rs(ljt%rs'".‘]i'r%“rne'aggX %ng ig 5%8(33 %llbr Q%P’spseg:’lfi?cé‘rpsaTiZﬂt%'has been attributed to individual genetics.
47. Contreras-Ferrer, P.; de Paz, N.M.; Cejas-Mendez, M.R.; Rodriguez-Martin, M.; Souto, R.;
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2012, 4, 150-153.
Asenapine is a relatively new drug that shows high affinity for serotonergic receptors, adrenoceptors, dopamine

43 cEirdReratdifiskmRe Fektiptirs Maghde FepbraBiNR&icarMal el AL JeQEasg Ve a kg ztd Montasayitlia
chrbnidBHdIRO e i Ael GEANNER Gk A sy Wt SREWCE R FRi6I0RE TRROIb Sk B A CRSERhARIESIana
agdheigsiiosisi) @ngayasF IOHQNHR. EB8ssRaml sychighy dih3ed1d3ifA34d&, 80-100 mg/day for 10
months. Delusions of jealousy faded, but new persecutory delusions appeared, perhaps precipitated by side

effects, i.e., perioral and lingual dyskinetic movements. This combination of new symptoms and dyskinetic
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Rardeame frirsthadpsyrdmsy dio pteRo pop/ chandeierpsyeiegsstsGuy Chouinard 9, is attributable to prolonged
dopamine receptor blockade. Asenapine was chosen as the next treatment based on the belief that, because of its

potent serotonin 5-HT2A receptor antagonism, it might be able to reduce D2 receptor supersensitivity. After the
switch to asenapine 20 mg/day, the patient went into complete remission of psychotic symptoms, and showed no
dyskinetic movements. The trouble with case histories, however, is that only successful cases are reported.

Asenapine may or may not be indicated in supersensitivity psychosis. Replication is needed.

4.6. Ziprasidone

Ziprasidone use in DD has been reported in a few cases 4448 most often targeted at the somatic subtype of DD.
Contreras-Ferrer et al. 47 reported the case of a 73-year-old woman referred to dermatology because of deep
linear ulcers on the face and arms secondary to pruritis and scratching. Delusional parasitosis was suspected.
Outpatient treatment with olanzapine was not effective, thus, a combination of pimozide, ziprasidone, and
dantrolene (an anticholinergic for side effects) was started in hospital. After 2 weeks on this regimen, the delusion
disappeared. It may have been the separation from her family (who also believed in the parasitic infestation) that
effected the cure rather than the pharmaceuticals. De Berardis et al. 48 reported the case of a 24-year-old woman
who also presented with delusions of parasitosis, and was treated with ziprasidone 120 mg daily. Ziprasidone was
chosen because the patient asked for a drug that would not lead to weight gain. After 1 month of treatment, the
patient’s delusion began to fade, and she went into complete remission. Ziprasidone has a unique pattern of
receptor affinity, and delusional parasitosis has been hypothesized to result from specific pathophysiology 4. A
good match between patient and drug could be what led to treatment success. This is contrary to the consensus
that all monothematic delusions respond in the same way, but possibilities that correct matching is important to

drug efficacy, such as suggested by this case history, deserve further investigation.
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