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PROFESSIONAL INFORMATION

NATIVA COMPLEX® CBD OIL 300 mg

NATIVA COMPLEX® CBD OIL 600 mg

¢ Complementary Medicine.

¢ D.34.13 Complementary Medicines: Health Supplements - Other

¢ Health Supplements are intended only to complement health or supplement the diet. This
unregistered medicine has not been evaluated by the SAHPRA for its quality, safety or
intended use.

SCHEDULING STATUS
[sa]

1. NAME OF THE MEDICINE
NATIVA COMPLEX® CBD OIL 300 mg
NATIVA COMPLEX® CBD OIL 600 mg

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

NATIVA COMPLEX® CBD OIL 300 mg

Each 1,0 mL (30 drops) of Nativa Complex® CBD Oil 300 mg contains 10 mg Cannabis sativa L.
cannabidiol (CBD isolate).

NATIVA COMPLEX® CBD OIL 600 mg

Each 0,5 mL (15 drops) of Nativa Complex® CBD Oil 600 mg contains 10 mg Cannabis sativa L.
cannabidiol (CBD isolate).

Nativa Complex® CBD Oil is sugar free.
For full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Oral Solution
Colourless to light yellow oil.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Nativa Complex® CBD Oil may assist with general health maintenance and enhancement.

The beneficial health effects of CBD are attributed to its antioxidant function and effect on inflammation.
CBD also appears to aid normal brain health, is an adjunct in pain and stress management and assists in
maintaining calmness.

4.2 Posology and method of administration

Do not exceed the recommended daily dosage. Shake the bottle before use.
NATIVA COMPLEX® CBD OIL 300 mg

Aduits 18 years and older:

Take 0,5 ml to 2 ml daily, after a meal, unless otherwise specified by your doctor.
NATIVA COMPLEX® CBD OIL 600 mg

Aduits 18 years and older:

Take 0,5 ml to 1 ml daily, after a meal, unless otherwise specified by your doctor.

4.3 Contraindications
Hypersensitivity to cannabidiol or any of the ingredients of Nativa Complex® CBD Oil
(see 6.,PHARMACEUTICAL PARTICULARS)

4.4 Special warnings and precautions for use

Do not use if known hypersensitivity or allergy exists to any of the ingredients. If in doubt, consult your
medical practitioner.

The use of CBD in patients with moderate or severe hepatic impairment may cause an increase in liver
enzymes.

Patients who have or had mood problems or depression should be monitored. CBD may cause
psychomotor retardation, sedation and somnolence.

In the absence of sufficient safety data, the use in children and adolescents younger than 18 years is not
recommended.

4.5 Interaction with other medicinal products and other forms of interaction

Interactions with Medicines

Antiepileptic/anticonvulsant medication: The concomitant use of CBD and antiepileptic/anticonvulsant
medication (such as rufinamide, zonisamide and valproate) could increase antiepileptic drug plasma
levels and elevate liver transaminases. In addition, valproate may also result in low blood platelet count.
Central nervous system (CNS) depressants: Concomitant use of CBD with central nervous system (CNS)
depressants (for example barbiturates and benzodiazepines) may increase the risk of sedation and
somnolence.

Strong inhibitors of CYP3A4 or CYP2C19: Co-administration with moderate or strong inhibitors of
CYP3A4 or CYP2C19 may increase CBD plasma concentrations, which may lead to a greater risk of side
effects. This includes antiretroviral medication like protease inhibitors, antibiotics like erythromycin and
clarithromycin, SSRI’s like fluvoxamine and proton pump inhibitors like omeprazole.

Strong inducers of CYP3A4 or CYP2C19: Co-administration with strong inducers of CYP3A4 or CYP2C19
may decrease CBD plasma concentrations, which may lower the efficacy of CBD-containing products.
This includes phenobarbital, phenytoin, carbamazepine, prednisone and rifampicin.

Kinase inhibitors: Concomitant use of CBD and everolimus (kinase inhibitor) may cause additive adverse
effects.

Jmmunosuppressants: Co-administration of immunosuppressants (such as topiramate and tacrolimus)
and CBD may result in elevated immunosuppressant plasma levels and consequently additive adverse
effects.

Interactions with Diseases/Impairments

Hepatic impairment: The use of CBD in patients with moderate

or severe hepatic impairment may cause an increase in liver enzymes (see section 4.4).

Interactions with Foods

Fats: As CBD is highly lipophilic, it dissolves easily in the fat content of food. Thus, the concomitant
consumption of CBD and high fatty food may increase the solubility, absorption and bioavailability of
CBD.

Alcohol: Do not take with alcohol as it may increase the risk of sedation and somnolence.

4.6 Fertility, pregnancy and lactation

Pregnancy

Not advisable to use during pregnancy.

Breastfeeding

Not advisable to use while breastfeeding.

Fertility

There are no known effects of Nativa Complex® CBD Qil on fertility.
Porphyria

Safety has not been established.

4.7 Effects on the ability to drive and use machines.

CBD may affect the ability to drive and operate machinery, as it can cause psychomotor retardation,
somnolence and sedation. Please exercise care until you are certain that your ability to perform such
activities is not affected.

4.8 Undesirable effects
Side effects may include, but are not limited to the following.

Adverse events table

System organ class Frequency Adverse Events

Somnolence, sedation, psychomotor retardation,
lethargy, dizziness and fatigue

Nervous system Disorders | frequent

Gastrointestinal Disorders frequent Dry mouth, weight loss, vomiting, diarrhoea,
decreased appetite and abdominal pain or

discomfort,

Investigations frequency unknown | Elevated liver transaminases

Reporting of suspected adverse reactions

Reporting of suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicine. Health care providers are asked
to report any suspected adverse reactions to SAHPRA via the “6.04 Adverse Drug Reactions Reporting
Form,” found online under SAHPRA's publications: http://www.sahpra.org.za/Publications/Index/8

4.9 Overdose

Symptoms

See 4.8 Undesirable effects

No case of overdosage has been reported.

Do not exceed the recommended daily dosage.

Treatment

If an accidental overdose occurs, consult a medical practitioner.
Treatment is symptomatic and supportive.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

CBD can interact or alter the endocannabinoid signalling pathways (via the cannabinoid receptors) and
the non-endocannabinoid pathways (interactions with serotonin 5-HT1A receptors, GPR55 receptors and
vanilloid-1 receptors). CBD also inhibits the degradation of the endocannabinoid, anandamide, which may
contribute to its antipsychotic effects.

Results from pre-clinical studies suggest CBD has anti-inflammatory, analgesic, antiemetic, antipsychotic,
anti-ischemic, anxiolytic, and antiepileptiform effects.

5.2 Pharmacokinetic properties

Absorption:

Oral bioavailability of CBD is very low (13 % - 19 %). This can be ascribed to first pass metabolism.
Distribution:

CBD is rapidly distributed into the tissues (volume of distribution: ~32L/kg). Due to the high lipophilicity of
CBD, it may preferentially accumulate in the adipose tissue. CBD and its metabolites are more than 94 %
protein bound.

Metabolism:

CBD is vastly metabolized in the liver. It undergoes hydroxylation, oxidation, beta-oxidation, conjugation,
and epoxidation.

Excretion:

The half-life of CBD is between 56 to 61 hours. CBD is excreted in the faeces, with minor renal clearance.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Alpha tocopheryl acetate (vitamin E)
Medium chain triglyceride (MCT) oil

6.2 Incompatibilities
None known

6.3 Shelf life
24 months

6.4 Special precautions for storage

¢ STORE ALL MEDICINES OUT OF REACH OF CHILDREN

¢ Store in a cool, dry place at or below 25 °C.

¢ Store upright. Keep container tightly closed.

¢ Replace cap firmly after use.

¢ Protect from light and moisture.

¢ Keep in original packaging until required for use.

¢ Do not use after the expiry date printed on the carton and bottle.

6.5 Nature and contents of container

NATIVA COMPLEX® CBD OIL 300 mg: Colourless to light yellow oil packed into a 30 mL amber glass
bottle with a black screw on cap and enclosed graduated pipette and includes a patient information
leaflet in a printed unit carton.

NATIVA COMPLEX® CBD OIL 600 mg: Colourless to light yellow oil packed into a 30 mL amber glass
bottle with a black screw cap and enclosed graduated pipette and includes a patient information leaflet in
a printed unit carton.

6.6 Special precautions for disposal and other handling
No special requirements.
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