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INTRODUCTION

The Board of the Brazilian Medical Association triggered the
formation of a commission with the purpose of contributing
to current scientific knowledge on the use of cannabis-derived
products in patient health care.

This scientific committee met weekly and virtually for
about 2 months, during which analyses and documents were
discussed and developed on the therapeutic indications of prod-
ucts derived from cannabis, focusing on indications based on
efficacy and safety, as well as compassionate use, in addition
to aspects of a regulatory nature.

We know that there are limits of scientific knowledge in
the timeline on all aspects involved in the health care of our
patients, which have been overcome since the dawn of medicine
through ethical aspect for the needs of patients combined with
the constant generation of scientific evidence that guarantees
the lowest level of uncertainty regarding the benefit and safety
of all clinical situations faced on a daily basis by physicians.

This is not different with regard to products derived
from cannabis, and therefore current scientific knowledge
allows us to make inferences at the moment, which can be
modified as new consistent evidence emerges, allowing this
scientific document to be lively and permanently updated,

incorporating this evidence.

This responsible and modern behavior protects the needs
of patients by disseminating and implementing evidence-based
recommendations with the health system, which guarantees
medical decision-making with low uncertainty, high bene-
fit, and safety, especially in compassionate indications that,
despite the lack of efficacy, are applicable consistently and are
conditioned to the use of informed consent signed between
doctor and patient.

This document is made up of four different and comple-
mentary parts, expressed in a summary way that allows a quick
understanding of its content and conclusions: (1) regulatory
aspects of the use of products of cannabis; (2) cannabis use in
pediatric patients with autism spectrum disorder (ASD); (3)
medical use of cannabis-derived products: efficacy and safety;

and (4) compassionate medical use of cannabis-derived products.

REGULATORY ASPECTS OF THE USE
OF CANNABIS PRODUCTS??

Analysis carried out based on the rules published by
ANVISA demonstrates the regulatory evolution of cannabis
products in Brazil.

Collegiate Board Resolution No. 3 of January 26, 2015, as
a framework, including a brief analysis of Technical Note No.
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01/2017/GMESP/GGMED/ANVISA — 01/09/2017, enabled
the registration of Mevatyl (Nabiximols), which to date is the
only cannabis-derived drug registered in Brazil.

The current regulatory context, composed of “RDC’s”
No. 327, 659, and 660 — all from ANVISA, was analyzed and
demonstrated the regulatory challenges that are being faced
by the agency, especially due to the characteristics of “canna-
bis products” (innumerable dilutions and regulation in the
countries of origin).

RDC No. 327/2019 also disciplines the possibility that the
final phase of the process of elaboration of the cannabis product
is carried out in Brazil, provides the form of prescription (pre-
scription A or B) based on the percentage of THC present in
the product (up to 0.2% mg/mL), and describes the processes
for dispensing, tracking, storage, and import.

The alternatives that the physician can use to prescribe can-
nabis products for their patient were also analyzed (products
available at the pharmacy/RDC 327 and prescription of imported
product for direct purchase by the patient with prior authori-
zation from ANVISA/RDC 660), as well as the importance of
formalizing the informed consent form (proposed treatment,
desired effects, possible adverse reactions, chosen product, and
effective consent of the patient or his/her legal representative).

We understand the need to analyze the concepts of “com-
passionate use” and “expanded access” in view of the expression
used by ANVISA in the aforementioned resolutions that are
in force: “other therapeutic options available in the Brazilian
market have been exhausted.”

This expression brings us to the concepts of “compassion-
ate use” and “expanded access,” which are subject to regu-
lation by RDC 38/2013 of the same agency. This analysis
is relevant and deserves special attention because, depend-
ing on the interpretation of these concepts, we will have a
direct impact on the daily lives of physicians who consider
this therapeutic possibility viable.

PEDIATRIC USE OF CANNABIS IN ASD?

The considerations and recommendations woven below, in rela-
tion to pediatric use in ASD, are derived from the position of
the Brazilian Society of Pediatrics carried out through a docu-
ment published and released recently?.

Cannabidiol (CBD) is not without its adverse effects, the
most commonly reported being drowsiness, increased appetite,
and irritability. They published a case of a patient with a severe
psychotic crisis that required interruption of treatment. In addi-
tion, in all published studies, however, the administration of
CBD was performed concomitantly with other medications
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already used by patients; therefore, it is not possible to relate
adverse effects to a specific drug, and it is also important to
emphasize that it is not possible to evaluate the long-term safety
of CBD, since the studies do not bring patient follow-up data
for a period longer than 6 months.

To date, the literature that associates cannabinoids with the
treatment of ASD symptoms is based on case reports or open,
uncontrolled clinical trials with a limited number of partic-
ipants. To date, only one randomized, double-blind clinical
trial has been performed.

It is also important to note that the subjective reports of par-
ents and caregivers of people with autism were used as a basis for
determining the effectiveness of CBD in several of these stud-
ies. Based on this fact, it is possible that expectations regarding
a new treatment may have influenced the responses provided.

The lack of methodologically adequate studies has con-
tributed to the emergence of several anecdotal reports of
exceptional, sometimes miraculous, improvements in autism,
attributed to the use of CBD. Coupled with the frustration
of many family members with the lack of a readily effective
treatment, many have advocated the unrestricted use of CBD
as a treatment for ASD.

In view of the quality scientific evidence currently avail-
able, the safe prescription of cannabinoids for the treatment of
ASD symptoms should not be widely indicated. Well-designed
studies are in progress and may pave the way to clarifying the
potential role of these drugs in neurobehavioral diseases. So
far, common sense and caution are recommended, which can
be summarized as follows:

1. Every doctor who treats people with ASD must be
informed and trained about CBD, as well as about the
different treatments considered alternatives for autism.
It is known that around 60% of family members of
people within the autism spectrum have already tried
one or more treatments that have yet to be proven to
be effective, and it is up to physicians to know them
and guide them in this regard.

It is necessary to create a doctor-patient relationship of
mutual trust, without judgment by the clinician. Once
the link is generated, evidence of efficacy and safety of
the different treatments can be more easily discussed.

. Evidence of safety and efficacy must be constantly
reviewed, as new studies are frequently published.
Many physicians receive requests directly from family
members to prescribe CBD, but the shared decision is
obtained only through proper understanding of autism
(about the clinical characteristics, available treatments,
expected benefits, and potential risks).
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5. Finally, the use of CBD in autism is still based on a small
number of studies, individual medical experience, and

the expectations of patients’ relatives.

MEDICINAL USE OF CANNABIS-
DERIVATIVE PRODUCTS:
EFFECTIVENESS AND SAFETY*>?

As defined previously in the methodology, analyses were
selected if they meet two requirements: significant differ-
ences between cannabis and placebo, and a quality of evi-
dence assessed as moderate or high. Under these conditions,
the only analysis and results that met these requirements
are those related to the treatment with cannabis (CBD) in
drug-resistant seizures such as the failure of 22 appropriate
and tolerated antiepileptic drugs (either as monotherapy or
in combination) to achieve sustained freedom from crises. Six
RCTs were included to support this assessment, which eval-
uated the use of CBD plus usual therapy in the treatment of
patients with Drave syndrome, Lennox-Gastaut syndrome,
and Tuberous sclerosis complex, compared to placebo plus
usual therapy. The CBD versus placebo comparison was eval-
uated for the outcome’s reduction in the frequency of seizures
and total seizures (all types), the number of patients with a
response equal to or greater than 50%, and the impression
of clinical improvement by the patient or caregiver, adverse
events, and tolerability to treatment.

As the analyses showed homogeneous results (low hetero-
geneity), the results of the three clinical situations were kept
together for common outcomes. The quality of the evidence
will be expressed using GRADE terminology. The use of CBD
was compared to placebo in patients with Dravet syndrome,
Lennox-Gastaut syndrome, and Tuberous sclerosis complex in
a follow-up period of 12-16 weeks.

Benefit
*  Shows an absolute reduction in seizure frequency of
33%; being necessary to treat three patients for a ben-
efit (number need to treat [NNT]=3). Moderate qual-
ity of evidence.
* Increases the number of patients with a 250% reduc-
tion in the frequency of seizures by 20% (NNT=5).
High quality of evidence.
Increases the number of patients with no seizures
by 3% (NNT=33). Moderate quality of evidence.
Improvement in caregiver — or patient — rated clin-
ical impression by 21% (NNT=5). High quality

of evidence.
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Damage

* Increases serious adverse events by 16% (number need

to harm [NNH]=6). Moderate quality of evidence.

Increases the risk of abandoning treatment by 12%
(NNH-=8). High quality of evidence.

Benefit/harm ratio

For patients who maintain adherence to treatment with CBD,
a relevant reduction in the number of monthly seizures is esti-
mated, assuming the risk of adverse events is severe, with a neg-
ative NN'T/NNH ratio of 0.83 (NNT/NNH: 5/6), favorable

to the adoption of the treatment.

Recommendation

This evaluation, with meta-analysis, supports the use of CBD
in the treatment of patients with convulsive crises, originat-
ing in the Dravet syndrome, Lennox-Gastaut syndrome, and
Tuberous sclerosis complex, who are resistant to the usual drugs,
presenting satisfactory benefits in the reduction of convulsive
crises and tolerable toxicity.

COMPASSIONATE MEDICINAL USE OF
CANNABIS DERIVATIVES*>?

In patient health care, we are faced with limits in the results of
our actions in many clinical situations, despite all the therapeu-
tic arsenal that we have today. These limits can occur in acute
events with unfavorable outcomes, but they can also be present
in diseases or symptoms of a chronic, recurrent, or even termi-
nal nature. In these situations of intractability, refractoriness,
or nonresponsiveness to available conventional treatments, the
individuality of patients plays a fundamental role in medical
decision-making, and the term “compassionate treatment” has
been used for the personalized care of these patients, through
therapeutic alternatives not included among the conventional
or usual treatments.

However, despite the individual and exceptional character
of compassionate use, these therapeutic forms must have been
studied, whether or not associated with conventional treatments,
through the same parameters used for evaluating the efficacy
and safety of treatments already in use today.

These parameters (see guideline for the efficacy and safety
of the medicinal use of cannabis derivatives) minimally involve
parallel randomized controlled clinical trials, comparing canna-
bis derivatives with conventional treatments or with placebo,
demonstrating superiority or absence of difference in relevant
and present outcomes in more than one study (aggregated data)

as a manifestation of refractoriness.
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This evaluation and consequently the synthesis of evidence
will not express the result and analysis already expressed in the
evaluation of the efficacy and safety of the medicinal use of can-
nabis products, in which the clinical situations directly bene-
fited are those associated with seizures, resistant to drugs such
as failure of more than 2 appropriate and tolerated antiepilep-
tic drugs (either as monotherapy or in combination) to achieve
sustained freedom from seizures, namely: in Drave syndrome,
Lennox-Gastaut syndrome, and Tuberous sclerosis complex.

Unlike the review and meta-analysis of the efficacy and
safety of medicinal use of cannabis-derived products, the syn-
thesis of evidence in this evaluation of compassionate medici-
nal use of these products is not necessarily based on significant
differences between cannabis and placebo, nor on the quality
of minimally moderate or high evidence.

However, regardless of the superiority result or the qual-
ity of the evidence, but dependent on a result not inferior to
placebo, this synthesis is based on quantified direct evidence
(derived from parallel randomized clinical trials) or qualified
indirect evidence (extrapolated from direct evidence, consider-
ing potential refractory outcomes that were correlated or also
associated with other diseases, which were studied through
crossover randomized clinical trials).

It is also necessary to remember that the clinical situa-
tions included here for compassionate use are those in which
all conventional and currently available therapeutic resources
have already been exhausted, and despite this, nonresponsive
patients remain with refractory symptoms (outcomes) that are
related to their clinical situation or underlying disease.

The clinical situations with their respective analyzed out-
comes (benefit and harm) that are likely to be treated compas-
sionately with cannabis-derived products are as follows:

1. Cancer patients (direct evidence): Low to very low qual-

ity of evidence.

 Pain: No difference in the number of responders
comparing THC: CBD (up to 16 oral sprays/day,
at follow-up ranging from 2 to 5 weeks) to placebo.

*  Opioid use: No difference in opioid consumption
with THC+CBD oral spray compared to placebo.

*  Nutrition: Increase in nutrition measured by intake
in kcal/day favorable to oral THC treatment (at
doses ranging from 0.5 to 5.0 mg/day) when com-
pared to placebo.

e Adverse events: 11% increased risk of adverse events
(95% confidence interval [CI]+6% to+16%) with
the use of THC (27 mg/ml)+CBD (25 mg/mL) (up
to 16 oral sprays/day in follow-up ranging from 2
weeks to 35 days) when compared to placebo.
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2. DPatients with neuropathic pain — nononcological (direct

evidence): Low to very low quality of evidence.

Reduction in intensity (>30%): Response increase
by 13% (95%CI 1-25%) with the use of THC
associated with CBD (2.7 and 2.5 mg; respectively,
oral spray) or THC (9 at 24 mg/day orally), in a
follow-up ranging from 15 to 52 weeks, when com-
pared to placebo.

Pain (VAS): There is no difference in the visual ana-
log scale (VAS) score with the use of THC: CBD
or THC when compared to placebo.

Adverse events (total): 14% increased risk of total
adverse events (95%CI +6% to +22%) with the
use of THC associated with CBD (2.7 and 2.5 mg,
respectively, oral spray), in follow-up ranging from
15 to 52 weeks, when compared to placebo.
Adverse events (treatment-related): Increased risk of
treatment-related adverse events by 26% (95%CI
+15% to +38%) with the use of THC associated with
CBD [(2.7 and 2.5 mg, respectively, of oral spray)
or THC (1-4 mg/day VO)], in a follow-up ranging

from 5 to 15 weeks, when compared to placebo.

3. Patients with chronic pain — nononcological (direct

evidence): Low to very low quality of evidence.

Pain (VAS): There is no difference in pain intensity
with the use of THC when compared to placebo.
Adverse Events: There is no difference in the risk of
serious adverse events with the use of (THC: CBD
or THC) when compared to placebo.

4. Patients with multiple sclerosis (direct evidence) and

spinal cord injury (indirect evidence): Low to very low

quality of evidence.

Spasticity: In patients with multiple sclerosis,
response is found to be increased by 13% (95%CI
9-17%) with the use of THC: CBD [(2.7 and 2.5
mg, respectively, oral spray) or (THC 10.0-25.0 mg
and CBD 5.0-25.0 mg/day VO)], in a follow-up
ranging from 6 to 48 weeks, when compared to
placebo. In patients with spinal cord injury, there
is a reduction in spasticity (nonquantified effect
and indirect evidence) with the use of THC, when
compared to placebo.

Pain (response): Response (responders) increased by
8% (95%CI 3—-14%) with the use of THC associ-
ated with CBD [(2.7 and 2.5 mg, respectively, oral
spray) or (10-25 mgand 5-25 mg/day VO, respec-
tively)] or THC (10 mg/day), in a follow-up ranging
from 6 to 48 weeks, when compared to placebo.
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Adverse events (total): 12% increased risk of total
adverse events (95%CI +7% to +17%) with the
use of THC associated with CBD [(2.7 and 2.5
mg, respectively, oral spray) or (10.0-25.0 mg and
5.0-25.0 mg/day orally, respectively)] or THC (7-15
mg/day), in a follow-up ranging from 3 weeks to
36 months, when compared to placebo.

Serious adverse events: There is no risk difference in
serious adverse events with the use of THC: CBD
or THC when compared to placebo.

5. Patients undergoing chemotherapy (direct evidence):

Low to very low quality of evidence.

* Nausea and/or vomiting (response): Response
increased by 42% (95%CI 18-67%) with the use
of THC associated with CBD (2.7 and 2.5 mg,
respectively, oral spray) or THC (2.5-20 mg/day
VO), in a follow-up ranging from immediate to 5
days, when compared to placebo.

Nausea and/or vomiting (absence): There is no dif-
ference in the absence of nausea and/or vomiting
with the use of THC when compared to placebo.

Adverse events: Increased risk of adverse events

by 28% (95%CI 3-53%) with the use of THC
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