Office of Hon Peter Dunne

MP for Ohariu
Minister of Internal Affairs

Associate Minister of Health
Associate Minister of Conservation

24 JUL 2015

Dear Sir Funkalot
Response to your request for official information Ref: H201502581

Thank you for your request of 2 July 2015 under the Official Information Act 1982
(the Act) for “either your judgement notes and/or evidence you were supplied with by
the family regarding the medicinal use of cannabis for a condition like this”.

The information relating to this request is itemised below, with copies of documents
attached. An application to prescribe and administer a Class B1 controlled drug such
as cannabidiol must be made by the specialist and other prescribers involved, not
the patient or their family. No evidence was supplied by the family.

| Request 'Response
Your judgement notes Attached is:

[ Health Report number 20150878
Ministerial Approval to Prescribe and
Import Cannabidiol Oil. This includes
Appendix 1 Rapid Assessment of
application to prescribe Cannabidiol
product and Appendix 2, a previous
briefing on medicinal cannabis.

| trust this information fulfils your request.
Yours sincerelyy
NANN S

Hon Peter Dunne
Associate Minister of Health

PO Box 18041, Parliament Buildings, Wellington 6160, New Zealand
Telephone 64 4 817 9410 Facsimile 64 4 817 6530 Email p.dunne@ministers.govt.nz
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Health Report number: 20150878

File number: MC04-01-1
Action required by: urgsri

Ministerial Approval to Prescribe and Import Cannabidiol Oil

To: Hon Peter Dunne, Associate Minister of Health

Copy to: Hon Dr Jonathan Coleman, Minister of Health

Purpose

This report requests your decision as to whether ministerial approval under the Misus
1975 is granted for an application to prescribe and import a cannabidiol oil product <Blixi
application from the Deputy Chief Medical Officer, Capital and Coast Distrid/H%/i\

1
Key points @ \\9

« The Ministry has received an application from Dr Grant ty Chl d{c\ fficer,
o O

Capital and Coast District Health Board for ministerial g,p escr:tae Qy an oil
containing a cannabis constituent cannabidiol for, admihj ¥r ah to a

» Cannabidiol (CBD) is a Class B1 controlled

anticonvulsant and other e

» Ministerial approval is required to pre\ s’(er
e CBD is a constituent of cannab rno ps@ ect that has been indicated to have
|

o No pharmaceutical gr s conta\ /g> ne are available commercially, though a clinical
trial of a productd a in the c\;(

o Medical p 6‘ prescr maceutical grade products for patients under their care
butg /ﬁnntrolle@ lcatcon of CBD means that ministerial approval must first be

e Mini appro equired for a licence to import CBD.

. A foo m alled Elixino! with a high CBD level and low THC level has been identified by
is not a pharmaceutical grade product nor has it undergone clinical trials

:i of Analysis is available
d Assessment of the application to prescribe Cannabidiol has been prepared by Ministry
|

cians and the draft supplied to you. The final version is attached as appendix 1.

« Government policy has been that it does not support the use of unprocessed or partially processed
cannabis preparations but supports the use of pharmaceutical grade cannabinoid products such as
Sativex®.

« Ministerial approval to allow the administration of this product would be outside current stated
government policy.

+ We are aware of other potential applications to prescribe and import processed cannabis in particular
for the treatment of intractable childhood epilepsy such as Dravet's syndrome.

« Criteria that can be used to define exceptional circumstances in which compassionate approval may
be granted will be developed by the Ministry.

Contacts: Dr Stewart Jessamine, Group Manager Medsafe and Acting
Director of Public Health

Michael Haynes, Team Leader, Medicines Control
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Ministerial Approval to Prescribe and Import Cannabidiol Oil

Recommendations

The Ministry recommends that you:

a) Note the Rapid Assessment of application to prescribe cannabidiol product report Yes / D(o
in Appendix 1

b)  Agree that a broad perspective should be taken with respect to this application Ygs | o

c)  Agree that approval should not be granted as the application will not make a Yyé I No
positive contribution to the evidence base supporting the development of
cannabinoids as a treatment for refractory epilepsy

d) Agree that a patient centred perspective to ministerial approval of th1
appropriate O

e) Agree that the circumstances surrounding this apphcatlon Ex ption es/ Nb
compassionate use of this product can be given

f) Yes / Yo

f Elixinol

Agree to grant ministerial approval to prescrlb ter Eljxi
Renton for compassionate purposes. Mini alto a i

is also granted.

Dr Stewart \;ﬁ? Minister's signature
Acting i {
Clinical Date: . €6- [V -
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Ministerial Approval to Prescribe and Import Cannibidiol Oil

Application

1. The applicant is Dr Grant Pidgeon, Deputy Chief Medical Officer, Capital and Coast District Heaith
Board. The patient is Mr Alex Renton, a 18 year old male who had been otherwise healthy until he
presented to Nelson Hospital two months ago with recurrent seizures. He subsequently developed
super-refractory status epilepticus. He has the working diagnosis of New Onset Refractory Status
Epilepticus (NORSE).

2. He is now fully sedated and ventilated. Treatments of the most likely autoimmune mechanism of the
illness and with various antiepileptic medicines plus a ketogenic diet have been unable to establish
any control over Alex’s refractory multifocal seizures.

3. His family hold strong beliefs in the value of complementary healing me cha \e}’have
researched cannabinoids and believe cannabidiol may be of use in Ale»@{

4. DHB staff have consulted widely and believe that given the refract tur s elzur i;a
inability to attain adequate seizure control with the agents tha tnalled an\al \ativé and
unproven treatment as requested by the family could b

5. The DHB believe that Elixinol is not likely to caus |II not i any other aspect
of Alex’s care in the Intensive Care Unit.

6. As with the administration of any non- prove d ct ort M\::% pproved product for a non-
approved condition, the prescnber sgtz'a}( nSIb | ng informed consent from the
\a sterlng

guardian and takes responsiblll \S\) nd subsequent care of the patient.
Ministerial Approva \/ //

7. CBD extract is cla saB1 co 29 under the Misuse of Drugs Act 1975 (the Act).
Regulatio j fations 1977 requires ministerial approval to supply,
pres/n p a tance listed in Parts 1 and 2 of Schedule B and Part 1 of

S \/

8. Mlmstenal appr ted to the Director-General of Health, the Manager Provider Regulation
(currently e Team Leader Medicines Control.

9. %' B\m/lstenal approval are assessed by Dr Stewart Jessamine and peer reviewed by

\g‘:ns within the Ministry.

in the%ormal course of events for a medicine requiring ministerial approval, if a recommendation is
de by Ministry clinicians that the application is clinically appropriate and justifed, ministerial
approval to prescribe will be granted by the Ministry, usually with a requirement for baseline
measures and for a limited period of time. Re-application at the end of the time frame will resuit in
consideration of evidence of efficacy and safety and may result in an extended period of approval.

11. Following ministerial approval to prescribe, ministerial approval to issue an import licence, if
necessary, would then follow.

12. The prescriber intends to import this product from the United States. Export documentation will have
to be obtained fram the United States however the Elixinol website states that it is approved under
tariff codes as a directory supplement and can be shipped to other countries. In New Zealand an
import licence will be required as it is a controlled drug.

The Cannabidiol Product

13. The Certificate of Analysis on the Elixinol website states that it has a CBD concentration of
approximately 18% and a THC concentration of <0.001%. Testing for residual solvents failed to
detect anything above the stated limits of 1ppm to 50ppm for the solvents tested.
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14. The applicant proposes to use the dosage described on the website of 0.5ml placed under the
tongue, twice daily which is equivalent to 180 mg of CBD daily.

15. The use of Sativex®, the only pharmaceutical grade cannabis preparation approved for distribution
in New Zealand, has been discounted because of the sedative effects of the tetrahydrocannabinol
(THC) that it contains. Sativex®, a spray applied to the oral mucosa, has a CBD concentration of
2.5% and a THC concentration of 2.7%.

16. GW Pharma Ltd is currently undertaking a trial of formulations of cannabidiol in children who have
difficult to treat epilepsy. Results have not yet been published and it is not possible to obtain the trial
formulations in New Zealand.

Risks of Providing Approval to Prescribe e P

17. If ministerial approvsl to prescribe, administer and import is granted thisM( ime thai-suc%
approval has been given for a non-consented cannabis product foram /ﬁé urpose (

18. Ministerial approval would not be within current stated policy. O L \/

19. An approval is likely to result in pressure to approve the i @2& gib‘lﬁg an @jra n of

other similar non-consented, non-pharmaceutical gra

20. The Ministry is aware of a potential further pote i
refractory generalised epilepsy (Dravet’s sy

Clinical Assessment of t

21. An assessment of the app inistry E

The final assessment s’% App
Compass Y ept1 mstances Criteria
22.All ' Wmimst are considered on a case by case basis.

W|II \ crltena against which further applications for the use of non-
pharﬁﬁaceuti approved cannabis or other preparations can be assessed.
24, CITCU @e patient that may be considered include whether:
fif en is hospitalised in intensive care
condition is life threatening

c all other treatments have been explored.

25. The Victorian Law Reform Commission was asked to review and report on options for changes to
their legislation to allow people to be treated with medicinal cannabis in exceptional circumstances.

26. In their issues paper Medical Cannabis, published in March 2015, they note that if strict criteria of
evidence-based medicine be applied at this stage, the scope for the therapeutic prescription of
cannabis product would be relatively confined. They state that it is important and humane that
unrealistic expectations are not created and departure from the principles of evidence based
medicine should only take place when the potential benefits outweigh potential risks, dangers and
side effects.

27. The Commission has suggested the following considerations as to whether there are exceptional
circumstances:

a. the circumstances of the patient

b. the state of clinical knowledge about the efficacy of using cannabis to treat the patient's condition.
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Further Information on Medicinal Cannabis

28. Health Report, number 20150106A, previously provided to you in February 2014 is attached for
further information as Appendix 2.

END.
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/ care as it is disassociated from rigorous and unbiased study”. The way

Appendix 1
Rapid Assessment of application to prescribe Cannabidiol product

This rapid assessment report reviews an application made by clinicians at
CCDHB to use a controlled drug containing cannabidiol. The Ministry of
Health considers the review report and the advice it offers as confidential, free
and frank advice to the Minister responsible for decisions made under the
Misuse of Drugs Act 1975.

Conclusion

This application is essentially a request to allow compassionate use of CBDin
a patient with a life threatening condition in whom treatment 0 tla have
been exhausted and where death is a highly likely outcome RQ%(
condition. Despite the absence of clinical evidence suppqcﬁ

Cannabidiol (CBD) in status epilepticus, the benefit: r

Elixinol in this particular patient is very weakl if: ThlS (oﬁs%
é of any

icac of

driven by the severity of the underlying me:

other treatment options, the low nsk |f@ and the

very weak evidence supporting thé\§ BD i gn tudles This
| feedb

conclusion is supported by reporte the hospital ethics
committee and would be s e p hq %

,

However, if a bro specti ? ﬁ)and use of CBD in patient

management i zéos: contribution to the development of

knowled / g th 3{%

be/%ft |gsf\ sment{b egative once again. The product named in
h\?pll nis ph tmaceutical and its use in this patient will not add

ad nowle%%\f e safety or efficacy of CBD in the management of

t of a new medical treatment, the

ref?acto

ort the concept that Ministerial approval of use of a medicine
{s/ Id fake a broad perspective. In this analysis “Autonomy, (even when
upported by clinical opinion in a single case), is a backward step for medical

forward for CPD as a potential treatment for refractory epilepsy is the classical
pharmaceutical development mode! exploring the safety and efficacy. In this
approach, compassionate use before proof of concept is even described for
the product formulation is not supportable.

A decision to approve use of CBD for this patient does not necessarily set a
precedent for approval of CBD, or other cannabinoids, in the management of
other medical conditions. A decision to approve use of CBD in this patient can
include conditions that would limit the generalisability of the approval to
exceptional cases. However, it will increase pressure on Ministerial approval
to use CBD in the management of paediatric patients with refractory epilepsy.

Adoption of a clearer set of principles that include the requirement that

approval of cannabinoids will only be considered when a product is on a
pharmaceutical development pathway will relieve some pressure on this

1

6rly|ng —

<



subject. In this approach compassionate use as proposed in this application
would only be permitted after animal testing is complete and a phase | human
safety study has been completed or a in a limited set of exceptional
circumstances. The application as submitted fails to meet these criteria and
therefore could not be supported.

What is being requested?
The application seeks permission to prescribe a product sold in the United
States called Elixinol for compassionate use in an 18 year old male who has
presented with New Onset Refractory Status Epilepticus (NORSE). Due to its
cannabidiol content the product is a controlled drug in New Zealand and
Ministerial approval to prescribe or administer the product under the use of
Drugs Act 1975 is required. As Elixinol is to be administered to(a\ (“%bemQ
to treat or prevent refractory epilepsy, the product is al qigagt% roveq
n

medicine and its use is covered by the Medicines Act 25 0
i % Tgnd/ admi te

Medicines Act allows a medlcal practltloner to

What is Elixinol? \
Elixinol is considered to b uppl United States of
America. It is manuf s om lo ins of cannabis sativa

organically grown jrers website claims that it

contains up Yo ﬁab{ ,B ) and very low levels of
Tetrahydr\gcanr‘aim HC}« & rains of cannabis sativa utilised are
low THC thezp uct is e*% have no psychoactive effects.

actx;g Bnly general health claims for consumption of the

\5:0 uct Thetelis:na |cal evidence or clinical studies being undertaken with
is

O

pro daet r-as can be ascertained. Note that Elixinol is not a form of
abls and it can be freely sold and transported across state
2%‘ the USA. The product is also distributed through agents in Europe
d\the United Kingdom. In New Zealand, however, it is considered to be a
ntrolled drug as cannabis sativa and its active ingredients are included in
the schedules of the Misuse of Drugs Act 1975.

Elixinol is not a pharmaceutical product in the USA and its quality is not
assessed or assured by the US FDA. The manufacturing process is described
on the manufacturer's website as being based on a method of super critical
fluid extraction that uses no solvents. The manufacturing process claims to
safely extract a wide range of cannabinoids and other active ingredients from
low THC strains of cannabis sativa. | was unable to find any documentation
concerning whether the manufacturing site was operating to GMP standards,
however, as a food supplement it is more likely to be operating to a lesser
quality standard than a pharmaceutical. It is likely that the manufacturer is
subject only to state licensing and approval (as opposed to FDA approval
required for a pharmaceutical). There is evidence on the website that the
manufacturer is using some quality systems in its manufacturing process.



What does Elixinol contain?

The potency testing result available on the manufacturer's website indicates
that Elixinol which is sold as a concentrated oil, contains approximately 18%
CBD and <0.001% THC. Testing for residual solvents failed to detect anything
at concentrations between 1ppm and 50ppm. These findings are consistent
with the use of a Carbon Dioxide super critical fluid extraction methodology as
described on the manufacturer’'s website.

Can we be assured by these test results?

The testing laboratory identified on the manufacturer's website is a company

called Cannlabs Inc. The Cannlabs website describes the company as an
industry leader in testing of cannabis products and its directors and smentlflc
advisory panels and boards appear to be credible. The technical a vestor
material | can find on the company website states that th ((
providing testing and advice to several US states, and that itst §hg>systems«/‘ AN
are validated. | could find no independent conflrmatlon H:l\(\s

What is the proposed dose of Elixinol? /—«\\

There are no data exploring the use of Ehxk \n e/m p||epsy

and | can find no clinical trial data o 15/ rod rature. The
application proposes to use tge\ G[e cribed on the
manufacturer's website as pIe en B fplaced under the
tongue twice a day ( ggl%/ to 180m: ﬁf@g}% da . This dose is less
than the 200-300m ted number of studies published
in the literature epxleg(@h\i/

Whatzs v@)i::et R fatus Epilepticus (NORSE)?

T!'&' é\n‘fi: description of a refractory status epilepticus
u(’ ing-after g?n—\/pec\f’c illness. The current clinical hypothesis is that the
m {\%sm of the condition is secondary to an underlying
ut01 ﬁ\amsm i.e following a possible viral infection the patient's
system is mounting a response against brain tissue causing
matlon and electrical excitation leading to uncontrolled epilepsy.

Q \\ \

\ ' Have conventional treatments been exhausted?

= The patient, a previously healthy 18yr old man, first presented nearly two
months ago with recurrent seizures which quickly developed into super-
refractory status epilepticus. As a result he has been fully sedated and
ventilated for several weeks. He has undergone aggressive treatment with a
range of immunosuppressive medicines to try to decrease the auto-immune
challenge and he has been tried on a number of anticonvuisant medications
without sustained clinically significant effect. The consensus among clinicians
and intensive care clinicians involved in looking after this patient is that all
standard anticonvulsant treatments have been explored and the addition of
Elixinol to the treatment the patient is receiving is worthy of exploration and
will not interact with other medical treatments.

Is there evidence supporting the use of Elixinol, or CBD in NORSE?

There is anecdotal evidence of use of cannabis and high ratio CBD:THC
extracts in treating refractory epilepsy. Very few well clinical trials exploring

3



the use of well-defined and characterised cannabinoid containing products in
the treatment of refractory epilepsy have been published. Studies in animals
provide contradictory results. What human clinical research that has been
published has tended to focus on products with ratios of CBD:THC around
20:1. These low THC studies reflect some of the animal trial data which
indicates that THC also has an anticonvulsive effect and that the greatest
effect is seen when both cannabinoids (CBD and THC) are present. It must be
noted that use of Sativex has not been considered in this assessment as the
concentrations of CBD and THC in Sativex are similar and therefore quite
different from the 20:1 concentrations used in the few epilepsy studies that
have been conducted.

The psychoactive nature of THC has inhibited its use in clinic rals in
humans especially as the greatest clinical need was percerveéq the
management of refractory childhood epilepsy secondary to r\e?né ch as./ff\>
Dravet's syndrome. While the mechanism of action f\(%-, the

remains largely unknown, its lack of psychom cts “has Ieﬁ\ 1@2
exploration as an anticonvulsant in refractory paedt q/epllepsy

research appears to be using CBD and other @ r THC
containing cannabis sativa, rather th acte HC strains

of cannabis sativa. Currently G acéutlcal cting a trial of
Epidiolex a highly purified a d{o pr d h talns CBD and no
THC in refractory pae ?pllep hrle I am unable to
determine the for %yf/gpldlpieg; is a commercial secret, it
appears to be d% hig r s of cannabis sativa, and it is
highly like /y?o xed 1 \%m »f selected substances that are active

at the or ra e raw mixture of all cannabidiols present in

the/j@ \Tﬁt‘yc”annabls Q\m Elixinol. As far as can be ascertained from
@ éllmm\ary puTQZ res\afts use of Epidiolex is associated with significant

gm(d) olon uppression, of up to 50%, across a number of the six
ht variants of epilepsy included in the study population.

derea’t
r{yno clinical trial evidence exploring the use of cannabinoids, or CBD,
\\ 8 \hé treatment of NORSE or status epilepticus. The application refers to
( ); 3})me animal studies exploring the use of cannabinoids in status epilepticus
= but the general perception from the literature appears to be that animal
studies have not proven to be particularly good predictors of the effect of
cannabinoids in epilepsy.

Is it ethical to use an untested food supplement to treat this patient?

The applicants have discussed the option of using Elixinol as a treatment for
NORSE in this patient with the hospital ethics committee. The verbal feedback
given is: given that no treatment has yet been successful in a sustained
manner, the use of this kind of medication in other epilepsy syndromes and
the family’'s strongly held belief and support for use of CBD, then the
treatment could be considered ethically appropriate. The ethics advice
however was stressed to be specific to this particular situation and not a wider
endorsement of use of cannabinoids in a wider range of clinical situations.



Cillo et al in a recent review assessing cannabidiol in epilepsy (Epilepsia,
55(6):787-790, 2014) touches on the issue of compassionate or autonomous
use of CBD in refractory epilepsy and states that supporting this position is
not a compelling argument in her opinion. Indeed she states that “Autonomy is
a backward step for medical care if it becomes disassociated from rigorous
and unbiased study”. She then strongly argues that “patients, families and
medical community need objective and unbiased data on safety and efficacy
to endorse a new drug to treat epilepsy”. Cillo then sets out a classic
framework for product development setting out the steps required to fully
explore the safety and efficacy of CBD as an anticonvulsant. Compassionate
use is not a feature of her development framework.

application as the product (Elixinol) is not being de I9p a_-<
pharmaceutical, has no supportive evidence of its effi cy’ R\ it-seems/ { “q \,\
unlikely that its manufacturers will establish a clini \\tna{ \pra’gramm Wt
support its clinical development. Use of Ellxmol in-f egr(]gnage rﬁ\of W&

This issues raised by Cillo in her article are relevant with resg%to this

patient is outside the scope of the clini reé arch e\ing
undertaken, and will not contribute mea rf @hrﬂcal { pool of
scientific research on the safety or eﬁ§>. nnabl m\/ pilepsy.

What is current Governm the of cannabinoids?
The Misuse of Drugs pres Mlntsterlal approval to
prescribe a cannab;r@a >F§elr care. Government policy
over many year as-bel € hat \unprocessed or partially-processed
cannabls lg/ﬁ dtéd T f this policy position being that only
canna as pharmaceuticals by a competent
recqg’n m'ﬁedl nes Iator or which are being developed as

tlca \{ dBe ppllcatlon is to enrol the patient in a clinical trial,
c{an> e co otentially supported.

urrent criteria that the product be a pharmaceutical. Approval of the

/\ hcatlon would therefore potentially be precedent setting. As | am aware

\\_/ at several parents and paediatricians have expressed interest in obtaining

high CBD products for the management of paediatric patients with refractory

epilepsy, it is highly likely that other applications for Elixinol, or similar

products, for the management of epilepsy (and or other medical conditions)

will be submitted in the near future, irrespective of the outcome of this
application.

‘;?} a pL\g,éﬂon seeks Ministerial approval for a product that does not meet
p

What is the benefit:risk assessment for this product?
From a narrow clinical perspective focussed on use in the patient in the
application, there is:
¢ no human evidence that Elixinol, or CBD, is an effective treatment for
status epilepticus or NORSE. While there are some animal data, it is
not clear whether these animal results can be applied to Elixinol as the
concentrations and characterisation of the THC and CBD used in these
animal studies appear to be significantly different from that found in
Elixinol. Human research involving the use of CBD in refractory



\

\

(6;%

paediatric epilepsy is really only beginning and the safety and efficacy
of CBD, including the optimum dose and which types of seizure
respond to CBD treatment, remains largely unexplored. The best and
highest quality research available is the Epidiolex research programme
and compassionate use programme in the United States. The
formulation of cannabinoids present in Epidiolex is likely to be
significantly different from that found in Elixinol and the results of the
research for Epidiolex probably cannot be extrapolated to provide
support for efficacy of Elixinol. 1t should be noted, however, that
previous attempts to obtain Epidiolex from its manufacturer for other
paediatric refractory epilepsy have been unssucessful;

e evidence that the administration of CBD to humans a}N doses

proposed in the application is well tolerated and unll uce
significant adverse effects. The clinicians suppo eﬂap “C/Ks
state that they do not consider the addition o | |n ati

treatment regimen is likely to interact with me

d
administered or cause any measr@ \/The }K)sk of
S ed

commencing this medicine is theﬁ

The initial benefit:risk assessme refo e4 as there is no
evidence of benefit, and ev< eof\betentl m $t1 eror adverse effects.

§\3

However, to make(/ﬁ\ efnn eiﬂ .risk assessment the clinical
condition of th th J) \h/o ha intractable status epilepticus and the
failure of . aﬂﬁi atm eeds to be taken into consideration.

\h ; cllmcal support to commence treatment

Wheq%%a ors al és

which is pee ported) positive ethical opinion, and the strong
ly/suppo \expormg experimental treatments, are taken into
conmderatz erall benefit:risk assessment changes to being very

ﬁte/the absence of clinical evidence supporting efficacy in status
|l}e”pt|cus this change in benefitrisk is driven by the severity of the
underlying medical condition, the absence of any other treatment options, the
low risk of significant adverse effects, and the very weak evidence of
anticonvuisant effects of cannabinoids and of CBD in animal studies. In line
with the conclusion of the hospital ethics committee | think that from an
individual patient perspective, Elixinol can be administered to this patient
while complying with the principal of “non-maleficence”.

However, the balance of evidence is very thinly in favour of use only when the
decision to treat is considered from an individual patient perspective. When a
broader clinical view is taken and consideration of the issues raised by Cillo et
al is added the overall benefit:risk assessment becomes negative. This
change occurs because the product proposed for use in this application is not
a pharmaceutical in development, and its use in this case will not move the
science forward or provide clinical trial evidence supporting the safety and
efficacy of CBD in the treatment of epilepsy. | would support and extend the
argument put forward by Cillo that “Autonomy, (even when supported by

6
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clinical opinion in a single case), is a backward step for medical care if it
becomes disassociated from rigorous and unbiased study”. The way forward
for CPD as a potential treatment for refractory epilepsy is the classical
pharmaceutical development model exploring the safety and efficacy. In this
model, compassionate use before proof of concept is even described for the
product formulation is not supportable.

Is there sufficient evidence to change current Government policy on
medicinal use of cannabis?

This application is essentially a request to allow compassionate use of CBD in
a patient with a life threatening condition in whom treatment options have
been exhausted and where death is a highly likely outcome of his underlying
condition. Approval to use CBD in these circumstances does not ssanly
set a precedent for approval of CBD, or other cannab lf the
management of other medical conditions. A decision to agfo\&gd&\df)CBD/’")
in this patient can include conditions that would limit t bi

lity o tg&)
approval to exceptional cases. However, it Wll/ﬂ} 88”@1

Ministerial approval system in some specific gas
@n is t

The most likely effect of approval of thi S(Q;p ton of other
applications to use CBD in %\}a e»xto ilepsy. These

submissions will be for children wi \Dravet's.s } and other refractory
tth

epilepsies, where treat tions ha qusted, the children are
day- te\ at the quality of their life is

suffering multiple s z:ue
i ris & eath in epilepsy is significantly
\_/

everely affect
increased

If t’r@ enefl\r{s;% ent described above, was to be applied to

catlo AN ssment would also be positive. Indeed given there

re res orting use of CBD in refractory paediatric epilepsy the

tco éu;ﬂ \,assessment would be more positive than that set out above
“‘with NORSE.

can be managed to some extent by adopting a clear set of criteria for
consideration. These criteria could include the principals that use of
cannabinoids can only be approved: when the manufacturer has
demonstrated a commitment to develop the product as a pharmaceutical; the
product characteristics and formulation are clearly described and defined; the
product has completed animal studies demonstrating proof of concept and
potential clinical benefit; and the proposed use of the product is within an
appropriately designed clinical study. Compassionate use of a product that
has not reached Phase Il clinical studies would not be permitted.

\)% ihallenge of expanding use of CBD and cannabinoid containing products

Dr Stewart S Jessamine
Acting Director of Public Health
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To: Hon Dr Jonathan Coleman (Minister of Health)

Copy to:  Hon Peter Dunne (Associate Minister of Health)

Purpose -

This paper responds to your request for a briefing on medicinal cannabis, internatiora & opments

and possible next steps. B < /(‘j)
L3 « \f)

Key points

* Medicinal cannabis means one of two things: a pharmace
unprocessed or partially-processed cannabis product

» New Zealand regulates medicinal cannabis prod

safety and efficacy. To date the only cannabinoi
Approval to prescribe Sativex has been given

» Of the patients who have been ;vn;egc @ ativex, two-patient
remainder are self-funding. S t'beﬁr/i rrent e
$1000 per month per patier(%;\

» ltis difficult to quagi&y - : unm cess to Sativex by patients who would clinically
benefit. Some pa S WhoSe pres n‘be\r\s e approval to prescribe Sativex have not filled the
prescription.| l%l(im st other patiantst.prescribers have not even applied due to the cost of the
drug, and inistrative-burden

e De “P@ of rob : iR ata and evidence of patient benefit a number of jurisdictions permit
pers&\ e of %ﬁ&ﬁ r partially-processed cannabis products on compassionate grounds.

o The Austral (s%?[ ew South Wales and Victoria have announced initiatives which signal a

/s ermitting personal use of unprocessed or partially-processed cannabis products for
tie\'ﬁ groups such as, adults with a terminal illness or AIDS.

inistry’s project to review legitimate uses of controlled drugs will review the current regulation of

olled drug therapies, potentially including cannabis-based medicines.

ARMAC and costs approximately

38
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Minister’s feedback on quality of report
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Medicinal Cannabis

1. There are two approaches for regulation of cannabis products for medicinal purposes. The first is
the approved medicines route where safety and efficacy standards are required, as for any
pharmaceutical product.

2. Asecond approach is to permit personal use of unprocessed or partially-processed cannabis
products (eg. leaf cannabis), for people with particular medical conditions. Unprocessed or
partially-processed cannabis products do not meet the approved medicines requirements because
of the lack of clinical data showing safety and efficacy, and the challenges with controlling the dose
or potency.

3. Government policy is that the use of unprocessed or partially-processed cannabig’is not permitted,
Only a cannabinoid pharmaceutical such as Sativex could be approved for thek @ use. Thig’is
consistent with the approach in the United Kingdom. \)

Approved medicines route |
4. Approval and access to controlled drug products in New Ze {@ ree as \
\§§§;
i

a. Approval of the medicine by Medsafe. This invol s,/sm nt of t e@n& efficacy of
medicines and compliance with a quality manu(é }n/ ici re approved for a
indications not

particular set of indications, but for man ug}?
o

0Cess-
re ot cagi
applied for in New Zealand. Controlled d ctﬁ@({g{ ces for import and supply (to

protect the supply chain fromﬁgg\sioU icit uses
b. A prescriber who has the abili

\\‘ : )
> 8 fo\prescribe */gw\/) >Some controlled drugs require
Ministerial approval pri @p & {e

A 0 . .
-preseription b n. For some drugs, a general permission

has been issued to @b@uﬂder Q@c@it ns for example, pseudoephedrine can be
prescribed b n@i&%@tmbn&{ﬁe >/
C. Funding (n‘\ediéme Vi @@Ke ACC or privately by the individual patient.
. .
Sativex @dy A Q\
5. 'Pl@ is ntly a n,'\h{rme range of cannabinoid medicines being produced by
Bha[%\ce/utic/a_l,\@ ies"To date Sativex, a medicine which contains a fixed combination of two
re s derive

of actiye’i d from cannabis, is the only approved cannabinoid medicine

N -\ew&?é%and. Sativex is approved to reat extreme spasticity linked with myjtiple.
S \

Qp?UVal to prescribe Sativex is considered on a case-by-case basis.

availa
sC

6. T te\-the Ministry has considered 49 applications to prescribe Sativex for multiple sclerosis and
Cj\a ety of off-label conditions including chronic pain and Dravet Syndrome. Approval has been
ven for 48 patients, two of which are children (a third application for a child has been received
and is currently being processed). Of the 48 approvals given to date, two of patients have been
funded by ACC, all other patients are self-funding their treatment.

7. Sativex is not currently funded by PHARMAC and costs approximately $1000 per month per
patient. Under PHARMAC’s Named Patient Pharmaceutical Assessment (NPPA) policy
applications can be made for funded treatment for an individual, outside of the Schedule decision-
making process. PHARMAC has received eight NPPA applications for Sativex, none of which have
been successful.

NZ requirements for clinical trials of medicinal cannabis

8. The Ministry of Health is not aware of any application to date to run a medicinal cannabis clinical

' .44 trialin New Zealand. The rules to conduct a clinical trial of a medicinal cannabis in New Zealand

AT are the same as that required for any clinical trial but with the additional requirements of licences
and Ministerial approval.

9. The Law Commission’s 2011 Report on the Misuse of Drugs Act recommended that the
overnment consider undertaking or supporting clinical trials into the efficacy of raw cannanis'for
pain relief. The Government's 2011 response stated that while it didn't Ooppose genuine research it
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didn’t believe it was the Government’s role tq acti initi ch trials. This response
0es not however, preclude researchers applying for funding for medicinal cannabis clinical trials
from the Health Research Council and the Marsden Fund, or other entities, such as NGOs.

Findings from overseas medicinal cannabis clinical trials

10.

1.

12.

Access to unprocessed or partially-processed medicinal cannabi

13.

14.

To date clinical trials of unprocessed or partially-processed cannabis products have suffered from
limited participant numbers and lack of data on long term effects. Results can’t be compared
across trials because they have used different products in different patient groups.

2013 revie lsed controlled trials of any cannabis intervention in aduits with HIV or
AIDS, compared with placebo or with 2 known effective treatment concluded that evidenca Tor The
éfficacy and safety of cannabis and cannabinoids is lacking.

~ A2012 review of medicinal cannabis research supported by the Center for Me{(@%DCannabis<

(
Research at the University of California, concluded that evidence is accu in \t\i}é? \
cannabinoids may be useful medicine for certain indications. @/\,

\.

N
'aroc
Belgium, the Czech Repubiic, ThHe Nethenands. 1513 ates ¢
of America and the District of Columbia. In somg cases, Sdoh as T ﬁé&\iﬁlﬁ)ﬁs and Israel,
provision is made for the prescription of a@ha/\%‘%%\ti 2 grade\éf:i;a\m; is product. In other
\ bs”

countries, such as the USA, people are al owe in “compas$io to buy small quantities
of raw leaf cannabis or to cultivate i n er of thN

These jurisdictions have, in o i@ther, de i\jred use of unprocessed or partially-
processed cannabis pro 2

the range of health

to production, s pl)} &z
)

2 - here are different parameters around
%. ¢ I8’ permitted and different regulatory approaches

Australian de P\ p Q/m %?
15. Th e%‘e a num%e;r of re developments in Australia signalling a move towards

16.

17.

18.

@'\Q/fﬁe me unprocessed or partially-processed cannabis.
A 2013 New/Sal
cannabis

es Senate General Purpose Standing Committee report into the use of

I purposes recommended that access to cannabis pharmacotherapies

urrent regulatory regime (ie. through the Therapeutics Goods Administration) and
inical trials be conducted. It also recommended changing the law to allow people with

ally-processed cannabis without prosecution. To date, no amendment to the State legislation

fa
conti ezg}t
_ a@ er
k’(?? inal iliness or AIDS to be able to possess and use small quantities of unprocessed or

~—has occurred.

In late 2014 the NSW Government announced it would invest $A8m over the next five years to
support medicinal cannabis clinical trials examining the benefits for children with severe drug-
resistant epilepsy, terminally ill adults, and chemotherapy patients who suffer nausea and vomiting
as a result of their treatment.

In December 2014 the Victorian Government asked the Victorian Law Reform Commission to
review and report on options for changes to the Drugs, Poisons and Controlled Substances Act
7981 and associated Regulations to allow people with terminal or life-threatening illnesses to be
treated with medicinal cannabis. The Commission will report by August 2015.

Next steps

19.

Despite the lack of clinical data showing efficacy for unprocessed or partially-processed cannabis
products some population groups strongly believe that they are effective and that access should be
permitted. Allowing personal possession and use for patients with severe medical conditions where
conventional treatments are not effective or with terminal iliness would be based primarily on
compassionate grounds.
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20. The challenge jurisdictions face when permitting medicinal use of unprocessed or partially-
processed cannabis is to develop a regulatory regime for production, manufacture, sale and supply
that is robust, workable for patients and healith professionals and efficient to run. This is a particular
issue in jurisdictions which choose to retain restrictions around personal supply and use of
cannabis.

21.  While the medicines approval process is appropriate for the pharmaceutical grade products some
of the Misuse of Drugs Act provisions which limit the use of controlled drugs have been designed
to restrict illicit use rather than allow a potential legitimate medicinal use. The Ministry will be
providing advice on regulation of legitimate uses of controlled drugs by June 2015, to allowgome
Jorail changes to be given effect rough the new therapeufic products Tegisiation. This work will
provide advice on options for the future regulation of medicinal use of controlled d}gs, potentially

including cannabis-based medicines. (\6
WS
\\
) DN
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