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Abstract

Cannabidiol (CBD), one of the major products of the marijuana plant, is
devoid of marijuana’s typical psychological effects. In contrast, potential
antipsychotic efficacy has been suggested based on preclinical and clinical
data (Zuardi et al., 2002). In this report, we further investigated the
efficacy and safety of CBD monotherapy in three patients with treatment-
resistant schizophrenia (TRS). This was an in-patient study. All patients
were given placebo for the initial 5 days, and from the 6th to 35th day
(inclusive) they received CBD (initial oral dose of 40 mg reaching

1280 mg/day). On the 36th day, CBD treatment was discontinued and

replaced by placebo for 5 days, which was subsequently switched to
olanzapine for over 15 days. Efficacy, tolerability and side effects were
assessed. One patient showed mild improvement, but two patients didn’t
show any improvement during CBD monotherapy. All patients tolerated
CBD very well and no side effects were reported. These preliminary data
suggest that CBD monotherapy may not be effective for TRS.
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Introduction

Cannabis use appears to act as a risk factor for the onset of schizo-
phrenia or schizophrenia-like psychosis, especially in vulnerable
people (Smit et al, 2004). This effect must be attributed to A9-
tetrahydrocannabinol (A’-THC), the main psychoactive constituent
of the plant, since high doses of A’-THC induce psychotic-like
symptoms in healthy volunteers and is associated with transient
exacerbation in core psychotic symptoms in schizophrenic patients
(D’Souza et al., 2005).

Several reports have demonstrated that other components of
the plant influence its pharmacological activity (Carlini et al.,
1970). Cannabidiol (CBD), one of the major derivatives of
Cannabis sativa (Grlie, 1976) is devoid of the typical marijuana

psychological effects (Zuardi et al, 1982) but interact with
N°-THC effects (Karniol and Carlini, 1973). In healthy volunteers
it was verified that CBD, co-administered with A’-THC, signifi-
cantly reduced anxiety and the psychotomimetic symptoms
induced by the latter drug (Zuardi et al., 1982).

It has been shown that CBD has potential antipsychotic effi-
cacy in animal models with a pharmacological profile similar to an
atypical antipsychotic drug (Zuardi et al., 1991; Guimaraes et al.,
2004; Moreira and Guimaraes, 2005).

Safety of CBD has been studied in humans and the only side
effect is sedation, in very high dose (Cunha et al., 1980; Consroe
etal., 1991; Zuardi et al., 1993).

Evidences for an antipsychotic effect of CBD were obtained
from models used for evaluation of antipsychotic-like activity in
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healthy volunteers, such as the perception of binocular depth
inversion and the administration of sub-anaesthetic doses of keta-
mine (Leweke et al., 2000; Bosi et al., 2003).

Considering the safe profile of CBD administration in humans
and laboratory animals, we previously tested CBD in a case study
with a 19-year-old schizophrenic female patient who presented
serious side effects after treatment with conventional antipsy-
chotics. After a few days of rapidly escalating doses of CBD dis-
solved in oil, this patient received 1200mg/day of CBD, for
4 weeks. After this period, CBD administration was interrupted
and placebo was administered for 4 days. Finally, the treatment
shifted to escalating doses of haloperidol that reached
12.5mg/day. The psychiatric interviews were video recorded and
the symptoms were assessed by a blindfolded psychiatrist using
the Brief Psychiatric Rating Scale (BPRS). A significant improve-
ment with no side effects was observed during CBD treatment,
which was not increased by haloperidol (Zuardi et al., 1995).

The aim of this study was to investigate effectiveness of CBD
in treatment-resistant schizophrenia (TRS), used as monotherapy,
since this cannabinoid inhibits hepatic microsomes and potentially
interacts with other co-administered drugs (Bornheim et al. 1993;
McArdle et al., 2001).

Method

The local Ethics Committee fully approved the study protocol, and
informed consent was obtained from close relatives of the patients
and themselves.

Three male adult patients recruited from the psychiatric ward
of the University Hospital of the Faculty of Medicine of Ribeirdo
Preto (Brazil), were included in the study. They were identified
among patients requiring inpatient admission. Diagnosis of schizo-
phrenia was confirmed using the Portuguese version (Del Ben et
al., 2001) of the Structured Clinical Interview for DSM-IV (SCID-
IV; First et al., 1997).

All patients had previous history of being non-responsive to at
least two trials with traditional antipsychotics (haloperidol, chlor-
promazine) and also to risperidone (6 mg/day). They fulfilled the
criteria for TRS as defined by National Institute for Clinical Excel-
lence (NICE) guidelines (2002). All the patients were offered
clozapine treatment initially — however they refused clozapine
treatment, given the side effects — and required blood monitoring
process.

During the first 5 days of hospitalization, all the patients were
given placebo (washout period). From day 6 to 35 of hospitaliza-
tion they received CBD (GW-Pharm, UK) in two daily doses,
starting with 40mg and increasing the dose depending on toler-
ance and side effects and also efficacy, observed to a maximum
dose of 1280mg/day. The administration of CBD was then
replaced by placebo for 5 days, which was subsequently switched
to olanzapine for at least 15 days.

During the study, all patients participated in the usual non-
pharmacological therapeutic procedures on the ward, such as psy-
chotherapeutic groups, occupational therapy, individual interviews

and programmed physical activities. In cases of agitation or severe
insomnia the patients received midazolam, on an as-required basis.

Patients were evaluated using the Brief Psychiatric Rating
Scale (BPRS; Overall and Gorham, 1962) using the version by
Bech er al. (1986), translated to Portuguese and validated by
Zuardi et al. (1994). The negative symptoms were assessed by the
Negative Sub-scale from the Positive and Negative Syndrome
Scale (PANSS-N; Kay et al., 1987), translated to Portuguese and
validated by Vessoni et al. (1993). The evaluators also used other
rating scales: Global Clinical Impression Scale (CGI; National
Institute of Mental Health, 1976); UKU Side Effect Rating Scale
for psychotherapeutic drugs (Lingjaerde et al., 1987); Simpson-
Angus scale for Parkinsonism (Simpson and Angus, 1970); and
Akathisia rating scale (Barnes, 1989).

Results

The BPRS scores are shown in Table 1.

Case 1

Mr A, a 23-year-old single male, was referred to the inpatient unit
due to aggressiveness, incoherent thoughts, persecutory and refer-
ence delusions and prominent auditory hallucinations.

In the present study, from day 6 to 35 of hospitalization he
received CBD, starting with 40 mg for 5 days, with the dose being
doubled every 5 days, reaching 1280mg/day. After the second
placebo period, the patient received 10 mg of olanzapine that was
increased to up to 20 mg/day.

During the use of CBD, after the first placebo period, there was
a trend for symptom improvement at dose of 1280 mg/day. After
CBD was discontinued, there was a significant worsening of the
symptoms, partially improved with olanzapine treatment. The
improvement with CBD and worsening after discontinuation were
both related to its effect on positive, negative and general symp-
toms (Table 1). During CBD treatment there were no side effects
observed or reported and the patient tolerated CBD very well.
Olanzapine treatment, on the other hand, was associated with
slight sedation, excess of salivation and weight gain (3 kilograms).
The patient has remained psychiatrically stable, on olanzapine
treatment use after a 1-year follow-up.

Case 2

Mr B, a 23-year-old single male, was referred due to persistent
psychomotor agitation, suspiciousness, physical aggression, audi-
tory command hallucinations, incoherent formal thought, loosen-
ing of association and religious, persecutory, reference and bizarre
delusions.

His symptoms did not improve with CBD treatment. However,
after CBD discontinuation there was worsening of all symptoms,
especially the negative ones (Table 1). The use of olanzapine only
partially improved the symptoms. Mr B was again offered clozap-
ine and he agreed and started on clozapine treatment (at week 4,
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Table 1 Raw scores of the Brief Psychiatric Rating Scale (BPRS) and the percentage of the maximum score of the BPRS factors: positive (+), negative
(-) and general factors (G.F.) for three schizophrenic patients throughout the study

Case 1 Case 2 Case 3
Drug BPRS BPRS Factors (% of the BPRS BPRS Factors (% of the BPRS BPRS Factors (% of the
maximum score) maximum score) maximum score)
+ - G.F. + - G.F. + - G.F.
1st Placebo 19 50% 30% 12.5% 30 80% 30% 31.3% 29 65% 55% 25.0%
(Day 5)
Cannabidiol 10 30% 20% 00.0% 28 80% 20% 25.0% 26 50% 45% 37.5%
(Day 35)
2nd Placebo 32 80% 50% 25.0% 39 100% 60% 37.5% 26 50% 40% 43.8%
(Day 40)
Olanzapine 6 5% 10% 12.5% 26 55% 25% 25.0% 22 50% 45% 12.5%
(Day 55)

200mg/day). He has remained on clozapine treatment over a year
as he has shown satisfactory clinical improvement.

Case 3

Mr C is a 22-year-old single male living at home with his parents.
He presented in crisis to the service due to the firm belief that
people could hear his thoughts, reference delusions and auditory
and visual hallucinations. At this time, his speech was incoherent
and tangential; he was not able to take care of personal hygiene
and presented severe isolation, spending most of the time closed in
the bathroom. There was very minimum improvement after CBD
treatment in both positive and negative symptoms. He was com-
menced on olanzapine with no improvement (Table 1). He finally
agreed to take clozapine treatment. He received up to 300 mg/day
of clozapine, biperiden (4mg/day) and valproic acid
(1500 mg/day), with no improvement and intolerable side effects
(excessive sedation, seizures and excessive salivation). As he
didn’t comply with treatments, he was discharged from the inpa-
tient unit into the community agreeing haloperidol decanoate
(150 mg/month) treatment with mild clinical improvement. A 1-
year follow-up at the outpatient unit showed no recovery of the
psychotic symptoms.

Discussion

The evidence that cannabis derivatives are associated with wors-
ening of psychotic symptoms in schizophrenic patients, together
with the discovery of the endocannabinoid system and its possible
dysfunction in schizophrenia attracted this system as a possible
novel therapeutic target (Zuardi et al., 1995; Leweke et al., 1999;
Giuffrida et al., 2004; Meltzer et al, 2004).

Although the efficacy outcome of this trial is mainly negative,
these results demonstrated that high dose CBD is safe to use in
patients with schizophrenia. Consistent with other human studies,

CBD was well tolerated and patients did not show any side effects
with CBD use at any dosage, as assessed by the appropriate rating
scales, even at a high dosage of 1280 mg/day.

There are several possible reasons for the lack of efficacy in this
trial as compared to the trial by Zuardi et al. (1995). These are:

1 The therapeutic approach was different as Zuardi et al.
(1995) initiated a high dose scheme from the beginning of
treatment while in the present study a titration was tried,
investigating the dose response and the minimum effective
dosage possible. Therefore, this lack of effect of CBD could
be due to an insufficient length of higher dose.

2 Patients are treatment resistant to conventional antipsychotics
and risperidone and one patient did not even respond to
clozapine. This find would not exclude the hypothesis that
CBD could be effective in non-refractory schizophrenia
patients.

3 The duration of treatment was short. Four weeks usually is
insufficient for most antipsychotics to have effects on negat-
ive symptoms.

4 A final possibility is that CBD has no clinical efficacy in

treating schizophrenia. This is difficult to assess at the present
moment, mainly when considering the amount of evidence on
the contrary. (Zuardi et al., 1991, 1995, 2002; Leweke et al.,
2000; Bosi et al., 2003; Guimaraes et al., 2004; Moreira and
Guimaraes, 2005).
The mechanism(s) of action whereby CBD produces all these
effects remains obscure. This is largely in contrast with the
effects of A9-THC, which mimics the endogenous cannabi-
noids in many of its actions. CBD does not bind to known
cannabinoid receptors, but the stereospecificity previously
observed may indicate that CBD binds to another type of
receptor in the brain (Mechoulam et al., 2002). This would
exclude the idea that CBD would act similarly to other CB1
receptor antagonists that have been shown not to be effective
in schizophrenia (Meltzer et al., 2004).
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We suggest controlled clinical trials with CBD in first
episode psychosis and early phases of schizophrenia.
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