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M5 KEELY GRAHAM Thank you everyone for com ng. Medi cal
cannabis - are they just blow ng snoke? W have two
fantastic speakers, very well known to this Society for a
long tine, the first of which is Dr David G onow, who had a
special interest in pain nedicine as an anaesthetic
registrar in Sydney Hospital back in 1973.

David established a private nulti-disciplinary pain clinic
in 1981 at the Sydney Pain Managenent Centre, of which he
is still the Medical Director.

David has been a supervisor for advanced training at the
Royal Australian College of Physi ci ans, Faculty of
Rehabilitation Medicine, and the Drector of the Milti-
Di sciplinary Pain Service at Westnmead Hospital from 1999 to
May 2017, establishing the training programfor the Faculty
of Pai n Medi ci ne.

He was Secretary/ Treasurer, Vice President and President of
the Australian Pain Society and has been Treasurer and
President of the Australian Pain Relief Society.

He is a past nmenber of the Court of Exam ners Faculty of
Pain Medicine and is an Accreditation Surveyor for the
Faculty. He has been a Surveyor for the Australian Counci
of Healthcare Standards and is, of course, the Medical
Secretary of this Society.

David has undertaken clinical trials in analgesics and
witten journal articles and has given presentations on
vari ous aspects of pain medicine, and consults to nany
private hospitals and to Sydney Hospital.

It”’s interesting conversations with David that led to the
concept of this topic. Please wel cone David.

DR DAVID GRONOW  Thank you very mnuch. I hope | can keep
you interested for the next half hour. Wiy the topic and
why the title - that will be explained by the end of the
tal k hopefully.

Wat | want to try and do is give you sone sort of
background of where this has been, this subject and why
there is a difference, if you |ike, between the popul ar and
the scientific.

Mari j uana has been around for 4,000 years. W can see that
iIt’s been used for multiple complaints, some of which are
still suggested now. It’s interesting that Emperor Fu Shsi
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almost got it right, as we’ll see, when he suggested that
it could restore honeostasis in the body.

W can see in ancient tinmes it was used for a whole range
of other nedicinal purposes; sone of them a little bit
out | andi sh, but sone of themstill recommended for today.

In nedieval Europe, it was used to treat tunours, coughs

and j aundi ce. In 1854, the US Dispensary |isted cannabis
to treat the following - interestingly, a hundred years
later, now you can’t use it for anything - how things
change.

Britain in those tinmes recognised it had anti-epileptic
benefits and for some of you who are interested,
aphrodisiac. India was probably left out a little bit - a
panacea for sunstroke and dysentery; but there’s not much
It wasn’t used for.

Things started to change in the 1900s, the Pure Food Act in
USA started to require you had to have labelling on the
products that were sold over the counter and in the 1900s,
1920s, the Mexicans didn’t have a wall, so they managed to
I ntroduce cannabis into the American culture.

The Marijuana Tax Act in 1937 really nade marijuana ill egal
and nost of the other western countries followed suit
followng that. Then it becane hardly used and not really
| ooked at as a substitute, also because a |ot of other
things started to be developed that had nore specific
usages.

VWhat are we tal king about? | think this is one of the
things that we start to get a little bit confused about in
the terminology. It”s an ethnobotanical and there are a

whole ot of them - these are just a few - which have gone
on to produce substances that we use for specific
condi ti ons.

Cannabis, interestingly enough, has yet to achieve that.
It still hasn’t got a single purpose that i1t’s used for,
it’s still sort of a shotgun type of use and therein lies
part of its problem

When we talk about cannabis, we’re talking about the
cannabi noi ds. Wat we nmean by them there are three
different groups of them There are the endogenous
compounds, they’re the ones we make within ourselves and
they are called the endocannabi noids. Then there are the
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phyt ocannabi noids, which is what cones from the marijuana
pl ant. Then there are the synthetic conpounds.

As it happens, these nolecules are actually very easy to
synthesise and variations of +them are very weasy to
synthesise. You can isolate and vary different conpounds.
But we’re not going to go into that too much.

The marijuana we’re talking about comes from the Cannabi s
sativa nost of the tine, 1It’s the nost conmon one but also
Indica and Ruderalis. There are over 500 conpounds in
these plants. Over a hundred of them are cannabi noids and
the definition of that cones fromthe fact these conpounds
are unique to this plant and that’s why they’re called
cannabi noi ds.

We’ve got a whole group of them here. As 1 said, |1
couldn”t put the whol e hundred up, but the two top ones are
the nost commonly identified ones — there’s THC, which

gives us a cerebral high and there’s the cannabinoid CBD,
which is said to give a body high. We’ll look into those
two a bit nore.

The interesting thing is if you’re going to be using 1It,
particularly using it recreationally, you want to know how
much THC there is, because that’s the one that gives you
t he hi gh. W can see the dried flowers give you up to
about five per cent of the THC. Hashish gives up to about
20 per cent and hashish oil gives you up to about 50 per
cent - so, quite a wide variation.

However, i1t does depend on the strain of plant that you’re
taking this from and as of now, there are over 2,000
varieties of genetically nodified plants that are avail abl e
to you. If you want to have a look at those, that’s the
website that lists themall - leafly.com

It al so depends on the growi ng conditions. The sanme strain
will develop a different amount of THC depending on where
iIt’s grown. Basically, they like to be grown below the
35th Jatitude, but what’s grown in Queensland will be of
different content to what’s grown in Victoria.

IT you’re going to smoke a joint, i1t basically has a gram
of cannabis, containing about 20 to 70 per cent THC
Bi oavailability through the lungs is up to about 24 per
cent. That neans you get about three mlligrams of THC,
whi ch is enough to give you a high.
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If you eat it in a cookie, it takes a little bit |onger;
takes two hours to get a peak. It’s not quite as we
absor bed.

t
|

The ratio of THC and CBD, the other commobn one, IS quite
important. It’s often stated the CBD component, which
doesn’t give you a high, modifies the THC effect. That’s
not quite proven yet.

IT you’re really keen with 1t, if you do a bit of chem stry
at home, you can convert all the other cannabinoids back
into THC and get nore of it.

One of the things though, is that it is netabolised in the
liver by the enzyme group in the liver, and this is
I nportant because a |ot of other conmpounds use this to be
met abol i sed, particularly the anti-epileptics, and one of
the problens with some of the clinical trials is that if
they use this as an add-on, i1t’s been shown that some of
the other anti-epileptic serum | evel goes up. So, how do
you differentiate between whether the CBD is giving you the
effect or the raised level of the other anti-epileptics?

VWhat are we working on? Wiy is this having an effect?
It’s to do with the endocannabinoid system in the body.

This is an interesting and very conplex system and 1it’s
throughout the whole body, the nervous system. It’s
involved with how things are expressed and controls the
expression of nmural and i nmune transm ssion.

The system has three broad overlapping functions — it is a
stress recovery role, controls energy balance and it is
i nvolved in the i mMmune and inflammatory response.

In the nervous system small anmounts are continually being
rel eased and then netabolised within mlliseconds to help
control the excessive synaptic transm ssion that nmay occur
at any tine and that regulates both inhibitory and
excitatory neuronal nessaging. Wen we introduce an
external cannabinoid; we are saturating the system rather
than this fine tuning that’s inbuillt.

There are two cannabinoid receptors so far identified and
there are two endogenous cannabinoid |igands that work on
these, but they’re widely expressed throughout the whole
nervous system and I°m not going to go through all those.
They affect nmultiple neuro transmtters. They have a w de
effect on the whole nervous systemall the tine.
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The CB:, one mainly is in the imune cells, but is also seen
in a nmuch smaller anount in the central nervous system
When you | ook at THC i1t’s described as a partial agonist on
the CB: receptor, so it doesn’t fully activate it, it
partially activates it and CBz, which is the main one we’ll
see is used to help control epilepsy, is an antagoni st on

the CB: receptor. It works as an inverse agonist on the
CB> receptor. People can ask nme later about what that
nmeans.

VWhat is now available? These are the nmjor ones that are
avai l able that are registered or licensed throughout the
world. The main places that use this are in Scandinavia
I srael, Canada and there are starting to be sonme places in
the States, as we know.

The main one that’s registered in Australia is the one
called Sativex, which is a genetically nodified plant,
ratio of THC and CBD is about 1:1 ratio. W can see there
are a whole lot of other ones we’ll come to, but the
synthetic CBD, as you can see there, is the one being used
for resistant epilepsy. W can also see the bottom one
caused a nmmj or psychosis.

Sativex is manufactured by GW Pharmaceuticals and O suka
froma GM strain - a genetically nodified strain, and it
conmes as an oronucosal spray. 0.1 nl gives you about 2.7
of THC and 2.5 of CBD, plus sone other cannabi noids.

This 1s the one that’s approved 1in Australia. It’s
mar keted by Novartis. One difficulty is that it has to be
kept in the fridge. That’s a difficulty because it’s an S8
meaning the fridge has to be a safe and there are not many
pharmaci sts that have | ockabl e fridges, nor have a safe for
transport, as you would have to do for an S8 drug like an
opiate. That’s a problem in terns of accessibility.

The current types of nedical conditions that can be treated
by marijuana are nultiple - epilepsy, multiple sclerosis

nausea, vom ting, chenot her apy, neur opat hi c pai n

I nfl ammat ory bowel disease, post-traumatic stress disorder

Alzheimers, other dementias, Parkinson’s disease,
Huntington’s disease, f eedi ng di sorders, gl auconma,
glioblastonra nmultiforma, Type | diabetes, scleroderns,
fibronyalgia. They are all the ones around the world that
people are pronoting its use for.

But, it hasn’t yet established a use and we have to ask
why. Wiy is it that it hasn”’t managed to find a definitive
role as a therapeutic agent? Is it its efficacy, is it
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toxicity, is it dependency or just its ability to be
delivered to us?

There is a statenment that came out by Peter Ginson, he’s
running a nausea/vomting study and | think it does give a
handl e on what the problens are. In a lot of trials, the
evidence is unconvincing, involving all the areas that
we’re going to talk about, but surprisingly the trials have
been badly run; they’re poorly designed, they fail to
account for the placebo effect, there is of ten
I nappropri ate dosage, small sanple sizes, short periods of
time and poor docunentation of side effects and harmns.

Let’s have a look at a few of the areas that are promoted,
remenberi ng one of the problens of epilepsy is one third of
patients are currently pharmacoresi stant, that neans even
with the best mx of anti-epileptics that are avail able,
one third of them aren’t totally seizure free, so there 1is
a need for sonething else.

There is this small group of children who have genetic
abnormality, Dravet syndrone or Lennox-Gastaut syndrone
that have severe epilepsy, which often leads to premature
death, probably about one per cent of the sufferers. It’s
postul ated that in these people they have a defect in this
endocannabinoid system and that’s why they get their

epi | epsy.

The CBD group is the nost prom sing. However, interestingly
enough, it may not be effective because of its effect on
the endocannabinoid system but on other types of iron
channels in the brain, and this is something that’s being
| ooked at, at the nonment. We may have a total furphy here,
this may not be really a cannabi noid effect.

A recent Cochrane review about 18 nonths ago cane out wth
this conclusion on the effects of CBD on epilepsy, that no
reliable conclusions can be drawn of the efficacy of
cannabinoid treatnents. They could only find four placebo
controlled studies for the causes and design w th opposing
resul ts.

Devinsky, who’s written quite a bit on this subject, In a
2015 open | abel study on this dose of CBD found that there
was a 36 per cent overall nedian reduction of seizures, but
79 per cent had adverse effects, which are |isted there and
30 per cent had serious effects. Some of those were in
fact worsening of the epilepsy and there were a couple of
cases of death, which we are not sure what the cause was.
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Interestingly, the author’s interpretation of this study
was that it mght reduce seizures and mght have an
adequate safety profile, an interesting conclusion. I
don't think you could make that conclusion with any other
subst ance, apart froma marijuana one.

This is an interesting one in Colorado, in which of course
it’s legal to use this substance and of course, what
happens, there are a |lot of parents that conme from
different parts of the States to Colorado. 75 per cent in
a survey reported that their children had a reduction of
seizures by about 30 per cent, but in eight of them they
measured their EEG and there was no change.

In 2017 this sane author, Devinsky, has done a doubl e-blind
trial of CBD, it was an add-on therapy and showed a nedi an
of seizure frequency of 39 per cent in Dravet syndrone.
However, sone had an increase in frequency. The nore severe
didn’t seem to respond but the less severe did.

The side effects were quite frequent and caused a drop out.
It was only short term it was only 12 weeks, so we don't
know what happens i1f you’re going to be on these for a
lifetime. Do you get tolerant to it? Does the effect wear
off and the other difficulty of course, i1t’s a GW
Phar maceuti cal study, so it is not independent.

Again, John Lawson is running the local study and his
overall view is the effects are mnor and the majority
aren’t helped.

Another area is in nmultiple sclerosis. There have been
sonme studies in this. The cannabis nultiple sclerosis
study concluded there was no inprovenent shown in the
assessing spasticity on the Ashworth scale. There was an
i nprovenent in the subjective perception of spasticity, so,
there was a difference between what the patients felt and
what could be neasured in ternms of spasticity.

The MUSEC trial showed an inprovenent in nuscle stiffness,
at THC 25 mlligrans per day, which is a fairly high dose.
An open | abel study had a high dropout of 36 per cent over
a year, but those who did inprove seenmed to stay inproved.

A recent Italian study showed that 70 per cent had a 20 per
cent inprovenent, and only 28 per cent had a 30 per cent
I nprovenent of spasm and again nore than a third dropped
out because of side effects.
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When you do a neta-analysis of 14 studies, only two were of
low risk of bias, none nmet the statistical difference but
showed sone inprovenent baseline and none of these were
conpared to a conparator, so all were conpared to a
placebo. We can’t really tell whether they were any better
than what’s being used at the present time.

Anot her study |ooked at M5 sufferers who were using
cannabis to those who weren’t using cannabis and found that
they were worse on information processing, working menory,
executive functions and other cognitive functions. These
peopl e were having significant central effects.

In pain, 1t’s been postulated again the cannabinoid system
iIs involved in the development of neuropathic pain, that’s
pain secondary to damage to the nervous system and pre-
clinical st udi es are showi ng sone ef fi cacy, but
unfortunately, this has not been able to be translated into
clinical practice. THC is the only one that does this and
the other cannabinoids don’t. Again, we’re blighted with
the poor quality studies and again, not conparative to what
we woul d use for this condition.

Rheunmatoid is another one, because a lot of these are
thought to have an inflammatory component to them and we’ve
nmentioned earlier this is one of the areas that it 1is
thought it may be hel pful. Again, the Cochrane a few years

ago found a snall signi ficant difference favouring
cannabi s, but again, those who were receiving cannabis were
nore likely to suffer an adverse effect. The overall

potential harm outweighed the nodest benefit; that was
their determ nation.

Canadi an survey patients for rheumatic diseases, where
again it’s freely available, found only just over four per
cent used it as a nethod of controlling their synptons.
Qut of those, 46 per cent of them thought they had really
severe disease but the physician’s assessment was that only
10 per cent had severe disease. So there was a perception
probl em

Agai n, anot her  subsequent Cochrane review found no
convi nci ng unbi ased, high quality evidence suggesting that
Nabi | one, which is the synthetic THC, is of value in
treating people with fibronyalgia which is one area that it
has been pronot ed.

O her studies |ooking at pain, Tsang |ooked again at THC.
He |ooked at eight randomsed controlled trials, two
perspective trials and one retrospective chart review
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That’s pretty difficult to actually mix those up and assess
t hem

It was a m xed group of pain. Nabilone is a conmonly used
adjunct and led to small reductions in pain. Al the
trials were small, of short duration and bias wasn't
control | ed.

Phar nacol ogi cal studies in neuropathic pain, both using
non-sel ective cannabinoid agonist and selective ones,
that’s synthetic ones, induced antinociceptive effects in
mul tiple animl nodels of neuropathic pain. One of the
difficulties however was what they actually neasured. \When
you’re looking at neuropathic pain, you’re not only looking
at a reduction scoring pain but you’re looking at the other
features that neuropathic pain comes with and that’s often
spont aneous pain, sleep disturbance, and these haven’t
neasured whether any of these cannabinoids actually help
any of the other manifestations of this pain in patients.

Boychuk”’s study looked at what he described as 13 high
qual ity random controlled trials and “these suggested”, he
said, “that the cannabi noids provide analgesia in patients
with neuropathic pain who are refractory to other
treatments”. But a subsequent review again found that he
didn’t look at the bias in these patients and didn’t look
at the safety and harm

Anot her recent review included six trials with marijuana
for neuropathic pain and concluded that it may be useful
with sone significant side effects such as addiction and
wor seni ng psychiatric illness.

Savitex Is the one that’s registered here and that’s the

conbined one with THC and CBD. There have been severa
clinical trials wth placebos and a range of different
neur opat hi ¢ st at es. The recent neta-analysis of these

recommended a weak recommendation against the wuse in
neur opat hi ¢ pai n.

A recent single pilot study conpared Savitex with pl acebos.
Wth chenot herapy induced pain, there are certain groups of
chenot herapy that call for neuropathy and showed no gl obal
di fference in the use.

In the Whiting review studies only found two with | ow bias
and the trend towards inprovenent but no statistical
di fference and no change in quality of |ife and no change
in functional performance, which is really quite inportant
when you’re looking at studies on analgesics.
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The clinical research of cannabinoids and pain has been
hampered by a lot of limitations, a lot of what we’ve just
descri bed, poor sanple size, poor nethodology, I|ack of
differentiation of the different pain syndrones, not
| ooki ng at appropriate end points, not properly | ooking at
safety profiles, often poor docunmentation of adverse events
and not | ooking at |ong term consequences.

O course, the problemwth blinding these studies is that
it is difficult because of the psychotropic effects of
cannabi noi ds.

The Faculty of Pain Medicine has conme out with a docunent
in April 2015 - 1 won’t go through all of them, but number
10 states their current belief and this is being reviewed,
but 1t won’t change. It does not endorse the use of
cannabi noi ds in chronic non-cancer pains until such tine as
a clear therapeutic role for them is identified in the
scientific literature.

What about the adverse events? They are nmainly attributed
to THC, but not only and there are no studies |ooking at
the long-termeffects of CBD. Short termthere is inpaired
menory, judgenent, notor performance, nausea, suicide
i deation, dizziness and fatigue, increase in anxiety,
depression, social withdrawal and psychosis. We’ve seen a
couple of these this year, the Cairns” murder was a
psychotic episode and the Tines Square event was a
psychoti c epi sode due to marijuana.

Hone expl osi ons, there have been 30 of themin five nonths
in Colorado. Way? Because to extract the oil people use
but ane and that bl ows the house up.

A neta-anal ysis of 62 studies showed a nuch higher serious
adverse event rate and dropouts due to adverse events.
Long termuse is nore difficult but the addiction risk is
esti mated between nine and 17 per cent, wth cognitive
i mpai rment, behavioural changes, decreased notivation

i ncreased psychotic disorders, imune effects, reduced |Q
in children and reduced brain devel opnent.

In adults, brain imging has shown altered function and
structure and reduced <cortical volunme in people who
regularly use THC. There’s really no good study looking at
the long term adverse effects.

So, the three Ps, the pronotion of nedical marijuana is
driven by the popul ace who believe that sufficient evidence
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al ready exists with the efficacy and safety, and hopefully
1’ve thrown some seeds of doubt of that. There’s a created
gap between the popular beliefs and the scientific
know edge. The naturalistic fallacy that sonething that
nat ure produced nust be better. However, of course nost of
the things that they are using are genetically nodified.
Converting strong beliefs and anecdotes into facts and a
desire to control one’s own care.

The press pronotes the story of the exception, ignoring the
overall risk to society and the politicians being persuaded
by the vocal passionate pleas against the scientific
advi ce.

| don't think any other therapeutic option would be
approved in this fashion.

Whiere are we up to? There are sone trials going on at the
moment to try and solve some of these. There’s a
paedi atric epilepsy trial using Epidiolex, which is the CBD
one, related to CBD, it’s a variation and that’s being run
by the Sydney Children’s Hospital. There’s a nausea and
vomting trial being done with a THC and CBD ratio of 1:1
at the Chis 0’Brien Lifehouse at Campbelltown and there’s
an appetite quality of life inprovenent in palliative care
being run at Sacred Heart. That’s using this Bedrobinol,
which is a spray of 30.5 per cent THC and also at
Newcast | e.

The future - we do need inproved nedicines. The
cannabi noi ds do have an effect on many bodily functions but
their efficacy and safety nust be shown. W still are in

the dark of which one, what dose, for which condition and
what are the short and |long-term safety aspects? W need
that debate of the individual devel opnent versus society
har m

The synthetic cannabi noids may hold hope in the future, can
we develop one that’s specific for each of the conditions
that may be helpful? That’s in the process of being looked
at, at the moment. It hasn’t advanced all that well,
despite that, but still there is hope that there may be an
i ndividual synthetic cannabinoid that doesn’t have all your
negative effects 1°ve talked about iIn the future. Thank
you.

M5 KEELY GRAHAM Thank you David. M/ understanding now is
that there’s no significant change to clinical results by
use of cannabi noids, but the patient”’s awareness decreases,
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so they often think that there is a change in the results,
iIT they don’t blow the house up first.

Qur next speaker is Ruanne Brell. Ruanne started her
nmedi co-1 egal career at Blakes, now Ashurst, where she
predom nantly acted for doctors in conplex litigation,

particularly obstetrics and catastrophic injury in the
Suprene Court, Court of Appeal and H gh Court.

Then 10 years ago, she noved to Avant as a nedico-| egal
advi sor, where she still is, providing telephone and
witten advice to nenbers on a wide variety of nedical and
heal th | aw i ssues.

Ruanne is the author of the National Disability Insurance
Schene handbook along wth Bill Madden and Jani ne
Mcllwraith. She’s given a number of presentations on the
NDIS and is in the editorial panel of the Australian Health
Law Bul l etin and has been since 2014, and frequently wites
topi cal nedi co-legal papers. Please wel cone Ruanne.

M5 RUANNE BRELL: Thank you. Now that David has told you al
about why there’s not enough evidence to prescribe it, 1°m
going to tell you how all our States and Territories have
gotten together to try and help doctors be able to
prescribe it to patients, but there are sone hurdles.

You may be wondering after hearing David talk why we’re
actually even having this process evolve and that’s mainly
because the nedia have been calling for it, and anecdotally
we know that patients are wal king into consulting roons and
aski ng doctors for it.

From an MDO poi nt of view obviously we need to provide sone
advice about what can | do, how can | do it and is it
advi sable to do?

These are just a very small snapshot out of hundreds of
headlines that you’ve probably seen over the last three to
six nonths and beforehand, saying increasingly, as you can
see, that there is at |ast some evidence to back anecdotes
about nedicinal cannabis in seizures. There are patients
calling for i1t, the media’s covering it, but what actually
is it and what can you do?

Davi d has tal ked about the clinical aspects of it and what
it actually 1s as a substance. I’m just going to talk
about what the law says it is and then go through very
briefly, mainly focusing on New South \Wales, how patients
can actually get access to it in New South Wil es and what
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you need to be aware of. 1’0l just cover a little bit
about the other States and Territories, because sone of
what they’ve done i1s relevant.

Basically, David left off at the US taxing marijuana and it
becom ng illegal. The illegal status of cannabis was
entrenched into the single convention on drugs and that was
reflected in the Coomonweal th | egislation as well.

What they did through an anendnent brought in |ast year,
was actually to create a category of cannabis, being
nmedi ci nal cannabis, which is basically sonething derived
from cannabis that actually has properties to cure or
al l eviate the synptons of a di sease.

It is still very clear that all other forns of cannabis are
il1legal. What sonme of the States and Territories have done
is provide for people to be able to carry what they see as
cannabi s for nedicinal purposes, but this is actually about
how doctors can go about prescribing it.

Unfortunately, there are different schenes in all the
different States and Territories. Some have no schene or
no additional |egislation, sone have their own State-based
legislation and in addition to that, the Comonwealth
through its Federal legislation and also the Therapeutic
Goods Adm nistration and the Ofice of Drug Control have
provi ded for how people can apply for licences to cultivate
mari juana and then manufacture it into nedicinal cannabis
and supply it under prescription.

There are very strict, obviously, |licensing arrangenents
for being able to manufacture and cultivate marijuana and
the difficulty is that it ultimately will fall to the

doctors on being able to source these, if they do indeed
decide to provide a prescription for a particular patient.

Once you have your Federal supply schene, what the
Therapeutic Goods Adm nistration have also done as of
Novenber last year, is changed nedicinal cannabis from
being a schedule 9 prohibited substance to an S8, a
control |l ed drug.

David tal ked about one of the fornms of an S8, which is
actually registered, but otherwise, all other fornms of
nmedi ci nal cannabis do remain unregistered. For a doctor
that neans one has to fulfil the normal requirenments of an
advice to a patient about how to provide nedicinal cannabis
and how to advi se patients about the risks of doing so.
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The supply and production, as you can see, is conplex,
there are lots of steps to go through, but once you’ve gone
t hrough t he Commonweal th process, where do we end up?

Basi cally, concentrating on New South Wales, there was an
anendnent to the Poisons and Therapeutic Goods Regul ation
| ast year and essentially in New South Wiles genera

practitioners or other specialists can apply to the TGA and
to the State systemfor an authority to prescribe nedicina

cannabis as an S8. They have to get a State authority and
then get a Comonwealth authority through the TGA Speci al

Access Scheme. Now, as a result of a TGA decision, that’s
only through Special Access Schene category B, nedicinal

cannabis is specifically exenpted from any category A
prescriptions.

Some of you nmay have seen sone of the press tal king about
that as a step backwards because previously it could be
accessed for termnally ill patients through a category A
potentially.

New Sout h Wal es and Tasmani a have conme to an understandi ng
about the supply of the cannabis products for the New South
Wales” trials and they’re actually being cultivated and
provi ded through Tasnani a. The ultimate aim for sone of
the Tasmanians is that they nmay (a) get the benefit of the
findings of those <clinical trials and (b) exchange
information and develop a relationship with New South
Wal es.

But in the meantine, Tasmania has their own schene, as do
the ACT, the Northern Territory and South Australia, al
currently don’t have any specific legislation. South
Australia has followed an interesting step of actually
introducing what’s called a Patient Access Pathway where
there is sonme cannabis product available as an S4 and that
was only announced about six weeks ago, but otherw se a
State authority is still needed as an S8.

Interestingly, in WA, again while there’s no legislation,
the Health Mnister in WA has recently called an energency
meeting to understand why doctors in Western Australia are
not prescribing nedicinal cannabis and not seeking to
prescri be nedicinal cannabis nore, which is quite
interesting when we’ve all just heard from David about why
there doesn’t really seem to be sufficient clinical reason
for doing so.

Beyond that, in Victoria and in Queensland, are the two
other States where |egislation has been brought in and
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Queensl and have taken the extra step of actually bringing
in, quite usefully, some clinical guidelines about the
things you need to be aware of when considering whether or
not to prescribed nedicinal cannabis and how to go about
doing it.

These are obviously guidelines only and they’re State-
based, but at the nonent there are no Commonwealth
gui delines, although these are in draft form and being
consi dered, but it neans that for doctors in other States
and Territories, they are a good reference docunent for
trying to understand the sorts of things that nay be needed
to be considered and reviewed and covered in any
application for an authority prescription.

W are basically left with no consistent |egislation.
We’re left with one set of clinical guidelines iIn
Queensland. We’ve got the TGA having down-schedul ed
medi cinal cannabis to an S8 and therefore it being
accessi bl e through either the Special Access Schenme or the
aut hori sed prescri ber systemthrough the TGA

But before you go to a Comonweal th aut hority, dependi ng on
the State or Territory, you need to get State approval and
that certainly applies in New South Wales. Then once
you’ve got the State approval, to be able to apply for the
TGA approval you need to identify your supplier and you
need to nane them You need to work out that they can
supply it and then you also need to provide all the
scientific and clinical evidence to justify why you shoul d
be able to get the authority to prescribe nedicina
cannabis for that patient.

In nost States and Territories where that system exists,
It’s a 12 month authority. |In Queensland, it’s for three
nmont hs.

So, assuming that you’ve considered that; we’re iIn New
South Wales and we’ve got two different examples. We’ve
got a patient in front of us who is a 24 year old wth
chroni ¢ non-cancer pain and he’s heard some friends talk
about how nedicinal cannabis has really helped them He
goes to his doctor and he says, can | get nedicinal
cannabi s?

On the other hand, we’ve got the 40 year old patient,
they’ve got MS, so we know that there is some evidence to
suggest that it may be beneficial for MS, but you’re the
neurologist and you’re wondering can Yyou prescribe
medi ci nal cannabis for that patient.
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Much |ike any other situation, you’ve still got your
overriding duty of care to your patient; so that’s still
relevant and if there is sonme sort of adverse outcone,
you’re going to need to justify that it was standard
practice at the time, according to the peer test that’s set
out there.

You need to talk to your patient about what it mght be
able to do for them the risks and benefits. You need to
be able to provide them with sufficient information about
what those risks and benefits are and as the TGA has
specifically set out, the patient has to be infornmed that
It’s not approved in Australia, of any known side effects
and possible benefits, and of course, that has to include
that there is limted clinical evidence that there are side
effects that we don't know about, particularly long term

For a terminally ill cancer patient, the |lack of long term
side effects may not be relevant but for a nunber of other
patients, that nmay be very real and very relevant. Say,

for exanple, the parents of a child with epilepsy, even
though their synptons mght be horrendous and quite
debilitating, the long-term effects may still be relevant
for them

You also need to consider whether or not there are any
alternative treatments, what’s been tried, why it hasn’t
worked or why it may not have worked and whether there are
any other alternatives still avail able.

This is a step where those Queensland guidelines m ght
becone useful, because even though they are State-based,

they do still talk about sonme of the things that you need
to consider and it makes it very clear that nmedicinal
cannabis is not neant to be and will never be a first l|ine
treat nent.

You mght be talking about some of those clinical
indications but the long-term issues are going to be
particularly inportant.

In addition to the Queensland gui delines, the Conmonweal th
Is in the process of trying to finalise sonme draft
guidelines on a Federal level. At this point in tinme they
are directed to epilepsy and to palliative care patients
and the use of nedicinal cannabis in treatnment for those
two sets of patients.
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Those are being considered by the Australian Advisory
Council, of which they’ve had two meetings as yet and
they’re still considering those guidelines before they get
finalised and released and are available generally, and
shoul d be considered when considering any prescription for
medi ci nal cannabi s.

At the first neeting the nmenbers of that Council did say
that they were encouraged by sone of the evidence
avai l able, but they believed that further research was
required, further «clinical trials were required, and
generally speaking there was a consensus that there was
very limted understanding and limted evidence available
to the nedical profession in Australia when considering
whet her or not they could prescribe nedicinal cannabis.

As you can see there, the clinical guidelines talk about
sone of the contra-indications. One of the relative
contra- indications is that it’s not recommended for people
under 25; so, the 24 year old patient is not |ooking very
good, because you’re going to have to get over that hurdle
iIf you’re trying to prove to the TGA and your State
authority that a prescription is indicated.

They talk about paediatric and elderly patients being
relative contra-indications too. So paediatric patients,
when a lot of the trials have focused on paediatric
epi | epsy, again are | ooking interesting.

There it just says as you can see in the clinical
guidelines, nicely in bold down the bottom that they
really need to be aware that doctors prescribing nedicina
cannabis have to take full responsibility for the use of
the product over any other unauthorised product and that’s
where the discussion with the patient, the warnings, and of
course, the docunmentation of that discussion and the
war ni ngs, becones very inportant.

Interestingly also, one of the main sticking points when
| ooki ng at nedicinal cannabis is obviously that under the
Crinmes Act it is an offence to drive under the influence of
a drug. The THC conponent of cannabis particularly has an
effect on driving and the clinical guidelines make it very
cl ear that cannabis generally will influence driving.

As a doctor prescribing nedicinal cannabis, it is inportant
that they warn their patients that they cannot drive if

taking it. Again, for a termnally ill cancer patient, they
may have already ceased driving. Inability to drive may not
be t hat I nportant. Regar dl ess of the patient’s
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ci rcunst ances, it must still be covered wth them
addressed with them and docunented, but that is often a
hurdle that many patients are not able to accept and at
this stage there’s no level or acceptable concentration
that would enable a patient to drive and still take
medi ci nal cannabi s.

Once you’ve gone through that process, you’ve explained it
all to the patient, you’ve warned them that they can’t
drive, you’ve got their written consent that they
understand all those warnings and that they’re willing to
take on that risk and go through the process with you, you
then go and apply for your State approval process.

You’ve explained to the patient all of the clinical
I ndications. You’ve talked to them about why it’s being
used, how i1t’s being used. You need to have a plan in
place of nonitoring to ensure that you can be aware of
whether or not i1t’s having any effect, but al so whether or
not there are any adverse effects of it, whether or not
It’s causing any harmto the patient and judging from what
Davi d said, the chances of it doing nore harmthan good may
be quite high.

I f you manage to get over those hurdles, then you go to the
TGA Speci al Access Schene. Agai n, as an unapproved drug,
this is your course of action, either through the Speci al
Access Schene or as an authorised prescriber, and as |
nmenti oned at the beginning, you also need to identify where
you are getting the supply from

You literally have to name the contact details and the
supplier needs to be involved in the process prior to
seeking the authority fromthe TGA. As of about four weeks
ago the TGA now actually have a list of the authorised
suppliers on the Ofice of Drug Control website, which
actually lists the nane, conpany, contact details and the
actual specific drugs or concentrations that are avail able
t hrough t hem

You have to be able to confirmthat the conpany is able to
provide that supply as part of the process of seeking
authority.

The other interesting thing that’s happened in Queensland
is that there is an exception from a protection from
liability included in that Act. Wether or not it
protected a medical practitioner from any action from a
prof essi onal conduct point of view, from the wording it
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would suggest that it doesn’t, but obviously it’s untested
and 1t hasn’t gone through the process yet.

IT you didn’t get the impression from that that the process
was overwhelmng, this flow chart should confirm that it
iS. I think, really it’s going to be that middle step in
terms of actually being able to provide, docunent and
supply to the State authority, as well as to the TGA in the
process of seeking that authority, that you’ve got the
requisite clinical evidence and support that is really
going to be the stunbling bl ock.

But in the neantime, the press keep talking about it,
patients keep asking for i1t and so it’s really a matter of
taking each patient as you find them and applying the
guidelines and the law to each individual situation and
seeing whether wultimately you want to go through the
journey with them and nake the application. Thank you.

QUESTI ONS

M5 KEELY GRAHAM Thank you. W have a short while for sone
questions, if people have questions.

QUESTI ON: Peopl e who snoke pot, are they all snoking the
same stuff?

DR DAVID GRONOW No. It’s going to depend what strain of
marijuana plant they’re using. Hydroponic growth has
higher concentration of THC. There’s the amount of THC,
which is variable in concentration and over the years the
concentration of THC has increased enornously.

If you go back 50 years ago, you’d probably be battling to
get 0.1 per cent, now we’re talking about five to - if
you’re talking just about marijuana, not hashish, we’re
getting up to 20 per cent easily and hydroponic probably
gets up to 25 to 30 per cent, but then there’s the ratio of
the THC to CBD, which is different in every strain of those
2,000 plants that are avail abl e.

If you go to Col orado, you can order one of those strains
and decide which one you’d like. It’s a bit like going to
T2.

QUESTION:  Who pays for the cost of the drug if you do get
it through the approval process and how nuch does it cost?

DR DAVI D GRONOW The current stuff is extraordinarily
expensive. | think i1t’s in the order of - the registered
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stuff is about, depending on how nmuch you take a day, $100
to $200 a day. Yes, 1It’s very expensive at the current
tinme.

M5 KEELY GRAHAM And who pays for it?

DR DAVID GRONOW We’re not talking about marijuana, we’re
tal king about that list | put up of those ones from - now
you’ve got to remember that if any of you had been w se
enough to invest in a marijuana conpany in the United
States, whether it be supply or even giving the farm
machi nery, they have gone up in 18 nonths by 5,000 per cent
on the Stock Exchange; 1t’s big business. The other P 1is
proprietary.

M5 KEELY GRAHAM Davi d, who pays - the patient, the private
heal th fund, the governnent?

DR DAVID GRONOW The S8s, yes, you have to pay the
company. Say it’s under the Special Access Schene; | don't
think the governnent has brought in any financial support
that 1°m aware of at this stage, unless you’re iIn a
clinical trial.

DR GREG STEWART: Geg Stewart, South Eastern Sydney Local
Health District. We’re responsible for a drug and al cohol
service, and I was told by ny director of drug and al coho

the other day that half the marijuana that’s being
prescri bed under the schene, and 1 think because they’d be
under trials, Sativex trials, that they probably are
provi ded free of charge.

DR DAVID GRONOW Yes, if you’re under trial, yes, that’s
bei ng supplied. The one thing, you can becone a registered
supplier. To date, only 25 are in Australia and 23 of them
are in New South Wl es.

DR GREG STEWART: Just another comment, you’d be unlucky
wouldn’t you, as a prescribing doctor if a 24 year old came
along and said 1’ve got terrible chronic pain and you were
convi nced and went through the process and he got his dope,
and then he sued you. Wouldn’t you be unlucky?

The nore serious coment is this, | cone to these |lectures
all the time, there’s not a lot to see here, is there?
We’ve got a drug that maybe or maybe doesn’t work. We’ve
got a regulatory framework that allows it to be prescribed.
The only contentious thing in all of this for ne was why in
heaven’s name are we saying that a person who smoked
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marijuana five days ago is incapable of driving? Wy does
the law say that? It’s just silly.

IT you’ve drunk six glasses of wine, then clearly, you’re
much | ess capable of driving a car.

M5 KEELY GRAHAM Not if | drank it five days ago though.

DR GREG STEWART: No, i mredi ately. But a law that says if
there’s any THC in your system you are therefore in breach
of a law that’s about not being able to look after
notori sts--

DR DAVID GRONOW The problemis that, first of all, there
is evidence, significant evidence, that THC i ncreases notor
vehi cl e accidents and notor vehicl e deaths.

DR GREG STEWART: Not five days | ater though.

DR DAVID GRONOWN No, that’s the next point. There are no
studi es on how nmuch you are affected in terns of your notor
skills and there’s no study on that; and therein lies the
difficulty.

Unfortunately for those who snoke it, the sensitivity of
these tests is getting nore sensitive than they used to be,
but the difficulty is, we don't know If you’ve got a half-
life or if you’re safe or do you have to get down to a
quarter, and it does hang around in the body for a |ong
tinme.

IT you’re a chronic smoker or a chronic user of THC, so if
you’re using it - and for nost of these conditions the
clinical effect only lasts for about four to six hours, so
you’re going to have to be using it four times a day. |IFf
It’s Savitex, you’re going to be using THC four times a
day, so you’re going to have a build-up in your body for
quite a long tine.

IT you stop it, then you’re going to be affected by THC for
several days and your notor skills wll be affected for
several days.

IT you just have a joint on Saturday night, then you’re
probably right, by Tuesday probably your notor skills are
normal , but it still will be picked up

So, it really is how nuch cumulatively you’ve been using it
and that is a significant conponent to it.
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QUESTION: On the adverse effects, conpared to tobacco
snoki ng, what are the adverse effects of marijuana? Is it
in the sane category?

DR DAVID GRONOW  There’s no real science on that, but if
you snoke it, there are carcinogens in the other conponents
of the marijuana flower; whether it’s as bad as nicotine is
not known but it has been shown that regular snoking does
cause chronic bronchitis and it can go to producing
bronchi ect asi s.

But whether that goes on to producing cancer, in itself, is
not known, because a |ot of people snoke nicotine as wel
as snoke nmarijuana, but the evidence is available to
suggest that it could be as bad, but it’s not proven it is
as bad, yet.

The problem is that we don't know what the [|ong-term
effects of this are going to be on people. W do know that
people who are chronic snokers becone totally wthdrawn
from society and do have quite significant cognitive and
menory effects and basically becone disabl ed.

We then go back to individual cannabinoids, are they going
to have the sane effect as THC? W don't know that yet.

M5 KEELY GRAHAM To both of you, have you found many
applications to go through all these hoops to seek to
supply it? If so, has it been supplied with this
requi renent for |ocked fridge trucks and if so, or if not,
has there been nmuch notification about a failure to supply
it or you supplied it when you shouldn’t have? Have there
been clains related to it in your experience?

M5 RUANNE BRELL: From the point of view of the newer
concept of nedicinal cannabis, other than, | suppose those
products that have been used like the Sativex, iIt’s just
not been nearly as widely taken up as perhaps the nedia
coverage would suggest and at this point in tinme the nmain
concern is really trying to understand - it was literally
as of four weeks ago, so, it was down-schedul ed i n Novenber
| ast year, but it was alnost inpossible to actually find
out how to get it in New South Wal es or across the country
until three or four weeks ago.

The other thing in New South Wales is that there is a
schene where you can actually become registered as a
termnally ill person using nmedicinal cannabis and that was
probably nore common where patients nay get given |eniency
i f pulled over by the police holding cannabis, but the main
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problemis actually just access and understandi ng where to
be able to obtain it, if indeed you find a patient where
you can justify prescribing it for them

DR DAVI D GRONOW So far in our practice, once you start
explaining the risks involved of taking it, none of the
patients have persisted with the request.

One of the fTirst things, of course, you can’t drive and
that loss of iIndependence is significant for a person who’s
in their 30s, 40s, 50s, or even 1 had one patient’s
daughter came 1iIn and said can’t you prescribe some
nmedi cinal marijuana for ny nother? When you told the
not her, she actually had tried it and said it was the nost
horrible thing she’d ever had, but despite that, the
daughter still thought it m ght have been a good thing.

But once you explained all the things that could happen and
you can’t drive, it often just ends the discussion.

One of the things 1 have in terms of that though, if you’re
prescribing THC in any of its forms, do you actually have
to notify the RVS as a prescriber?

M5 RUANNE BRELL: That’s a whole other fitness to drive
di scussion, but generally speaking the obligation would be
on the patient having been warned that they can’t drive,
not to drive and to disclose any condition that affected
their driving, depending on how serious you thought the
risk mght be if they continued to drive.

QUESTION: G ven the vagaries around the indications for the
use of cannabis and the different clinical scenarios, if a
practitioner took a position that cannabis was sort of a
cure-all, they’ve had efficacy and all of these things,
epil epsy, M5, pain relief, etcetera, when wuld you
consider a practitioner was actually reckless in the
prescri bi ng?

M5 RUANNE BRELL: 1 think based on given that we’ve just
gone over all the lack of clinical support for doing so, if
a particular practitioner decided that it was sone cure-al
and started prescribing it, presumably they would be doing
so outside the State and Comonwealth authority schene
because they wouldn’t have sufficient evidence to support
it.

If they were doing so without appropriate authorities, then
they would obviously be at risk of sanctions nmuch |Iike
prescribing any S8 wi thout an authority and presumably al so
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they could potentially be at risk of a finding of
negligence and potentially at mandatory reporting risk
because arguably, they mght be acting so far outside
standard practice if ‘they were prescribing nedicina
cannabis as their first line treatnent for every and any
condition in patients that presented to them

| think that practitioner would be at real risk if it was
their go-to nmedication for all presentations.

DR DAVID GRONOW In New South Wales it will only ever be
al l onabl e for epilepsy, nausea and vomting and palliative
care. Al the other things that | nentioned, you wll have
no chance of getting approval for.

That’s provided what happens with these clinical trials and
no one’s really said from the government point of view what
standard of proof these clinical trials have to show for
themto continue to approve it through their system This
is still an unknown.

The clinical trials, all of them are doing a pilot study,
of about 30 patients, which is very small. If they show a
positive outcome, they’re planning to do a second trial of
about 200 to 300 patients, but even that is actually quite
a small sanple size to get any power in the study.

We don't know what the end point is going to be of these,
what’s going to be acceptable. We’re going to have to wait
and see. That hasn’t been pre-determ ned. W don't know
what’s going to happen with the results of these clinical
trials.

I suspect they’ll show some degree of positivity, but how
much? With the nausea and vomiting ones there’s a tota

| ack of other trials conparing these substances with the
current antiemetics. Al the studies that were done 15 to
20 years ago against the older ones, and they were about
the sane in those studies.

This is what we don’t know, so i1t’s still a bit of a
mel ting pot.

M5 KEELY GRAHAM  Thank you very nuch.

VEETI NG CONCLUDED
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