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Benefits:

 ———__ * Synergistic mechanism
* Less Gl side-effects
PALEXIA® 75 mg
) 4 Filmtabletten * Less genetic variation in metabolism —
e more predictable

o Fimiabletten - Lower risk of serotonin syndrome

Enthalt Lactose. lage beachten. _

B P amen. ganzschcken - Lower abuse potential

* Less concern of tolerance and
withdrawal



Adverse effects:

* Nausea (30%)

* Dizziness (24%)

- Somnolence (15%)

* Itch

Tapentadol  Dry mouth

° Reduced seizure threshold

Synergistic effect with Monoamine Oxidase Inhibitors
Toxicity in hepatic impairment

Potential for abuse/dependence




< Opioid Target

Total Morphine oral ~ 20 mg/day

20 mg/day
Codeine >
154 mg/day

O P I 0 | D Dextropropoxyphene .
200 mg/day
Hydromorphone .
4 mg/day
Oxycodone .
13 mg/day
Tapentadol )
50 mg/day
Tramadol .

100 mg/day



Pharmacokinetics

* Oral administration (IR and SR)
- Large volume of distribution (7.7L/kg)
* Hepatic Phase |l metabolism (CYP2Cg/CYP2Ca9)

* Inactive metabolites
- Extensive first-pass metabolism

* 99% renal excretion, 1% hepatic excretion

* 3% excreted in urine as unchanged drug



Moderate-severe pain unresponsive to non-narcotic analgesia

Neuropathic pain
- Diabetic peripheral neuropathy
* Peripheral vascular disease

Cancer pain

Use in CKD

No dose adjustment needed for CrCl > 30 ml/min

Not recommended for CrCl < 30 ml/min
* No controlled efficacy studies

 AUC of tapentadol-O-glucuronide increased 5.5x in severe renal
impairment

« Effect of metabolite accumulation is unknown




Dialysis

Table 1. Physical-Chemical Characteristics of Opioids Impacting Ability to Dialyze

Drug Volume of Plasma Protein Binding, % Water Solubility® Molecular
Distribution (L/kg) Weight, g/mole

Fentanyl HCI 528.6

Oxycodone HCI

Tapentadol HCI 1-10:1° 257.8
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Cannabidiol (CBD)

Relieves
Spasms

Increases
Appetite

Pain
Reliever

Reduces
Nausea

Antioxidanf

Muscle
. Relaxant

- Causes
Drowsiness,

D Reduces
Anxiety

Decreases !
Seizures

Antioxidant .
Pain

Reliever

Anti
Inflammatory

Relieves
Spasms

Causes
Drowsiness

Decreases
Seizures

Decreases
Appetite

TH

Bone
Stimulant

11 9yoHONSS

Reduces
Nausea

Muscle
Relaxant Pain
Reliever

Antioxidant Increases
Appetite

Relieves
Spasms

Tetrahydrocannabinol (THC)




T

~204-

CANNABIS =
TINCTURE

HIGH CBD

MADE WITH MCT OIL
& FULL PLANT EXTRACT

1FLOZ 130MLI

g

~3d> : : Jdd-

CANNABIS = CANNABIS

TINCTURE 3 TINCTURE
HIGH CBD v HIGH CBD
MADE WITH MCT OIL i} MADE WITH MCT OIL
& FULL PLANT EXTRACT &FULL PLANT EXTRAC
1FLOZ (30ML) 1FLOZ [30ML)

« OCTHCA »»
= CANNABIS
TINCTURE

NON-PSYCHOACTIVE

MADE WITH MCT OIL
& FULL PLANT EXTRACT

1FLOZ (30MLI

~<CBDA >~

B CANNABIS

TINCTURE
NON-PSYCHOACTIVE

MADE WITH MCT OIL
& FULL PLANT EXTRACT

1FLOZ (30MLI

L

CANNABIS 5

TINCTURE

CBDA | THCA | CBD | THC -

MADE WITH MCT OIL
& FULL PLANT EXTRACT

1FLOZ (30ML)

Formulations:

* Smoking

* Vaporising

Oral (oil, liquid capsules)
* Oromucosal

* Topical

Variable CBD:THC ratios



The evidence




The evidence

Rage " Department of Health
Therapeutic Goods Administration

Guidance
for the use of

medicinal cannabis
in Australia

Overview

Version 1, December 2017

AR



Guidance
for the use of

medicinal cannabis
in the treatment of

epilepsy

in paediatric and
young adult patients
in Australia

Reduction in seizure frequency

Improvement in quality of life

Version 1, December 2017

Higher rates of adverse events

Use as adjunct to conventional therapy




Guidance
for the use of

medicinal cannabis
in the treatment of

multiple sclerosis
in Australia

Version 1, December 2017

Pain
Spasticity
Quality of life
Side effects

Use as adjunct



Guidance
for the use of

medicinal cannabis
in the treatment of
palliative care
patients

in Australia

- Limited evidence for use in Alzheimer’s

Disease
Version 1, December 2017

- Little evidence for use in cancer
symptoms
* Appetite
* Weight gain




Guidance
for the use of

medicinal cannabis
for the prevention or
management of

nausea and vomiting
in Australia

Version 1, December 2017

- As effective as older antiemetics in
chemotherapy-induced N&V
* Not compared against newer agents

* No evidence for use in any setting



Guidance

for the use of
medicinal cannabis
in the treatment of

chronic * Moderate evidence for reduction in pain
non-cancer pain ccores for-

in Australia . .
* Multiple sclerosis
Version 1, December 2017

* Neuropathic pain
* No evidence for arthritis/fibromyalgia

- Potential opioid-sparing effect in
chronic non-cancer pain




- Unwanted effects include:
* Dizziness/vertigo

* Somnolence
* Diarrhoea

* Euphoria/dysphoria
Adve rse * Psychological dependence (10%)

events - Patients in treatment groups twice as likely to withdraw from
studies due to adverse events

- Lack of long-term studies

- Concerns re safety of smoked and vaporised cannabinoids




Effect of cannabis use in people with chronic non-cancer pain
prescribed opioids: findings from a 4-year prospective
cohort study

Gabrielle Campbell, Wayne D Hall, Amy Peacock, Nicholas Lintzeris, Raimondo Bruno, Briony Larance, Suzanne Nielsen, Milton Cohen, Gary Chan,
Richard P Mattick, Fiona Blyth, Marian Shanahan, Timothy Dobbins, Michael Farrell, Louisa Degenhardt



- No studies looking at use in significant renal impairment,
however...

- CBD and THC highly lipophilic — stored in fatty tissue for up to 4
weeks

Use IN CKD - Metabolised in the liver (CYP2D6)

- Several psychoactive metabolites

* 1/3 of parent drug and metabolites excreted in urine
 Remainder in faeces




* CB1and CB2 receptors in kidneys

- Mechanisms of receptors involvement in pathology is unknown
- Beneficial and deleterious effects

Use in CKD ° ?new target for treatment of CKD

* Improve renal function
* Anorexia/cachexia

* Pruritis

* Nausea and vomiting







