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school of health re:

This fljpchart has been put
together to help you decide 1f
You would like to take part mn
our research project.

Dr Dev Tilakaratne is the study
doctor from the Royal Darwin
Hospital. He is an expert in skin
problems and thinks that this study
Is important for the future treatment
of scabies.
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New Medicine — Moxidectin

This is a story about scabies and a new medicine called Moxidectin that we

think will kill scabies mites and hatching mites from eggs laid in the burrow
under the skin.

_ S When a person first

e B sets scabies, he or she

R has an itchy rash in a few
T places on the body

like near the arm pits

and between the fingers.

/ A o
- Scabies between fingers ~
ok A ‘.'\.J. -‘ 5

LA

P
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How do people get scabies?

Scabies mites can move from one person to another after contact for a
long time when not treated with medicine.

People can also get scabies from sharing clothes,
sheets, blankets and mattresses with someone who
has scabies. Sometimes all the people living in one
house can be infected.

We know scabies mites die in dry or hot places but
when on people we need medicine to kill them.
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What do scabies look like?

T Ivféther scabies mites lays * " -
"abo}TfS eggs evety d’ay and ./
aﬁg;f month W|Ilvd|e‘ -

NG Eggs | hatch after 3

. . i ’ p ... daysand leave the

Dr Dev is using a - - L R Lo, sonte nake

. T C e MRS v ey burrew&qthers
machine called w AT S5 oV o anbther L T 4 s

pefson or ofothing ,,
‘reflectance confocal T g .

microscope (RCM)’, so
he can see what the
scabies mite and egg
looks like and what they
do while living under
someone's skin
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Curvent treatments for scabies?

,cAUTION ' 5% permethrin (Lyclear) cream is

KEER U &f NEACH OF CHLONEN

LYCLEAR' effective but must be applied

Scabies Uream

correctly and at least twice to kill
newly hatching mites

Fiat tha single weaimeanl of Scatves Infpsmios
HET 20} § Contaims: PERMETHAM §% WO

[

PRESCRIPTION ONLY MEDICINE
KEEP OUT OF REACH OF CHILDREN

STROMECTOL” 3 mg Ivermectin is effective but

O ——— requires 2 doses at least 7 to 14

lvermectin Tablets

days apart to kill newly hatching
mites

‘ .9 MERCK SHARP & DOHME AUST R 69142

cating Lirmiteds
willew PEAWY 1A

These 2 medicines have been used for a very long time but unless used
correctly may not kill all the scabies mites.We think there is a need for a
new scabies medicine that is more effective and easier to use, we think that
this is Moxidectin.
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What is moxidectin?

Moxidectin was originally developed as a medication for animals to kill
parasites much like ivermectin.

Moxidectin is licenced for use in humans with onchocerciasis — a tropical
disease caused by a parasitic worm that can migrate into the eye and cause
blindness, this is common in Africa.

This study is about giving moxidectin to people with scabies and seeing how
long it will take to kill the scabies mites.

Moxidectin is a small almond shaped white tablet and is taken by mouth.
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What might make Moxidectin a better scabies treatment?

What we know from other studies around the world is that:
" Moxidectin when given to animals with scabies killed the scabies mites.
= Moxidectin remains in our bodies for a lot longer than Ivermectin

What we think but have to prove:

Because Moxidectin stays in our bodies a lot longer than lvermectin we think
that one treatment dose will kill the scabies mite and remain in our bodies long
enough to also kill the newly hatching eggs.

This study is wanting to find out what is the right amount (or dose) of

Moxidectin medicine needed to kill scabies mites and their newly hatching eggs
in adults humans!?
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How is moxidectin different to Ivermectin?

Medications

Ivermectin
(curvent treatment)

Moxidectin
(new treatment)

Time taken for levels to peak in the blood

Approx. 4 hours

Approx. 4 hours

Time taken for half of the medicine to be

eliminated or destroyed in the body. |2 hours 20 to 47 days
This is called the ‘half life’. 7
Once only

Number of treatments required to kill the Two treatments
scabies mite and hatching eggs (7 to 14.days apart)

=4 Why is the ‘half Iifeﬁmportant.

ey ©
.

Both medications only kill the scabies mite not the

egg that mites will hatch from.

The half life of Moxidectin is a lot longer which
means when the scabies egg hatches there is still
enough moxidectin in the body to kill the newly

hatching mites
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What's the right amount of Moxidectin?

Currently there are 3 different amounts of Moxidectin that we will be

using, the 3 amounts are 2mg, 8mg and 20mg. However a committee pg —
will review all the available information to see if the doses are &
working. They may decide to change nothing, remove one of the N

: >’
current doses or add a 36mg dose. Up to approximately 36 people T

will participate in this study with 6 people assigned to each group.

2 mg of Moxidectin 8 mg of Moxidectin 20 mg of Moxidectin 36 mg of Moxidectin

-

6 people 6 people 6 people 6 people
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How will we know what the right amount of
Moxidectin?

We will be looking at the levels of moxidectin in the blood of the people who join the
study and we will be observing the scabies mite to see when they die. We will then

compare the results to see which amount of moxidectin works the best to kill the
scabies mite. This will tell us the right dose.

Alive scabies mite Dead scabies mite
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Who can join?

You need to be 18 years and older

Have a current scabies infection that you have not taken any medication or lotions for
Plan to stay in Darwin for the next month

Not using any creams or lotions

Be reasonable healthy

Be willing to attend 9 to 10 study visits over |3 weeks with one of these visits requiring
you to be observed for 8-9 hours, all other visits will take approximately |-2 hours

Not planning to have children within the next 6 months (both male and female)
Happy to take tablets

Willing for a medical doctor to do a full physical examination (body check).
Willing to have your blood taken on a number of occasions

Willing for your skin to be checked regularly
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Do | have to take part?

No you don’t. If you say no, that is ok. It is up to you.
Fa

\"\ :{\
x &
If you say yes, and then change your mind later on, that is okay. All
you need to do is tell the researcher that you don’t want to take
part anymore.You also don’t need to answer any questions that

you don’t want to.
/'\

Ve A

Py Clm,
- \ __d \\-/
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What do | have to do if | say Yes?

The study doctor will need to perform a few screening tests to make sure you are eligible

Check that you have
scabies with a
dermoscope

Ask you if you are taking any
medicine or have any health
problems

Take some blood to
send for tests to make

Full body examination by a
study doctor (your choice
of male or female), height, sure that your liver,
weight, temperature, heart kidney’s, red and white
rate, breathing rate and w | 28 blood cells are ok. Over
take your blood pressure the whole study this will
be 125mls (half a cup).

You also need to be able to attend clinic for 3 days after you have the Moxidectin, then

| week, 2 weeks, | month and 3 months later. If your screening tests are ok and you are
happy to attend the clinic we will let you know and book a time and day for you to start
the study
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Consent

@

MOXIDECTIN (MDGH-Mox-2001)

Participant Consent Form Consent fo rm.

THIS MEANS YOU CAN SAY NO

Site: Royal Darwin Hospital

Study Sponsor: Medicines Development for Global Health

Site Researcher: DrDev Tilakaratne Telephone: 0% 29228828

Full Project Title: A Phase [l rendomized. double-blind. paraliel group dose finding sfudy of single oral
doses of moxidectin in adulfs with scabies

- lundersiand W2 WNRNMaIlion gihvan 10 M about TS Study and | am 18 yaars or aider
= lunderstand |will recaiva 10 taists Dul will nol know how much, if any mapidacin, | was givan.

+  1givepamission for my doclrs, ganardl practlonar or hadl cars cAnic 1 relesse WMNMEtan 10 he
TESAICN 13T CONCATING my d§8353 and aFman S Me purposes Of TiE projact | understand tnat
such Imormation will ramain confideniial.

« | givepamission f 3 mambar of e rE2ACh 2am 1 phane me, my GP or hasil ks within e st
90 days folowing SVGMam omo ha Sty for MTONMItan on my ¢

= Ihave nad !he opporiunily 10 3sk questans and | am salisliad wilh he answars | have racaived.

= lundarsiand W3l If |'wilhdraw rom 2 siudy, 2 imonmaton Arsady colaciad will b2 ratainad and usad
o protact e Inlagrity of e siudy, with my parsonal InformaBion rameawad.

« lunderstand hat | can withdraw atany #ma during the sludy without afiecling my cuvant and fuurs
eI cara

= Gy signing Mis consanl form | agre2 10 parkapaie Inhe Madecin, (MOGH-MOX-2001) shudy, 35
described e parkopant omason shasl, warslan 10,

| tunderstand st 1 wil e given 3 signed cagy of TS documant o ke
Name of Faricapan (pia3ss prim)

Signatrs Cas [ 120

Declaration by Ressarcher
| have givan a varbal oplainalion of tha rasaarch project, s procedurss and risks and | balleve That the parlicipant has
undsiood Al exglanatan.

Nama of Rasaarchar (piassa pr)

Sgnawra of Rasaarchar Caie ! 20
==3 55 sigring e Caneanl Sachon MAS! daie e OWn Signaiare.
o) gre_Delow IMan inm 0B Was Wsed OF 3 WINesS 10 Che SIgName Ls red

Name of imerprater (piasse print)

Signatrs Ca [ 120
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What's next when | come to clinic?

No eating or drinking except for water:

¢ From midnight prior to coming to the clinic on the
day you are going to be given the Moxidectin.

¢ 2 hours after you have taken the treatment

¢ You need to fast because some foods change the
amount of Moxidectin that is absorbed into the body

Perform a less invasive body assessment (study
doctor), height, weight, temperature, heart rate,
breathing rate and take your blood pressure

You will also have an ECG

(machine that reads your

heart) to make sure your J
heart is healthy. et
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If all this is ok

Dr Dev will check your body for scabies mites using the
new machine called reflectance confocal microscope
(RCM). Dr Dev will mark 2 locations with scabies mites

These 2 locations will be checked a number
of times and photos similar to this picture
will be taken by Dr Dev to see when the
mite dies, and what happens to the hatching

eggs.
We also need to check your blood 5 times on the first day when you take the
medication for how much Moxidectin is in your blood.This is about a total of
30mls or 6 teaspoons. We will ask your permission to insert an IV cannula to take

blood from on the day your receive Moxidectin
so that we do not have to use a needle each time.

The IV cannula will be removed after 8 hours.

@ Can Stock Fnoio - capd 1104010
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Receiving the Moxidectin? =

»You will receive either 2mg, 8mg, 20mg or maybe 36mg of Moxidectin:

2 mg of Moxidectin 8 mg of Moxidectin 20 mg of Moxidectin
@@ \ 6 people @@4 6 people ﬁ@@‘ . 6 people
. —  10tabletseach '\ == ' 10tabletseach . —  10tablets each
1 tablet with Moxidectin 4 tablets with Moxidectin 10 tablets with Moxidectin
9 tablets with no Moxidectin 6 tablets with no Moxidectin 0 tablets with no Moxidectin

» No-one including you will know how much Moxidectin you receive, each person receives the
same number of tablets to swallow (| after the other).

» The tablets with no Moxidectin will look the same but they do not have Moxidectin
»  Only the person who makes up the medication boxes knows which boxes have 2, 8,20 or
maybe 36 mg of Moxidectin.

If the committee add an additional dose then the number of tablets will change to |8 as below

2 mg of Moxidectin 8 mg of Moxidectin 20 mg of Moxidectin 36 mg of Moxidectin
6 people 6 people 6 people 6 people
18 tablets each 18 tablets each 18 tablets each 18 tablets each
1 tablet with Moxidectin 4 tablet with Moxidectin 10 tablet with Moxidectin 18 tablet with Moxidectin
17 tablets with no Moxidectin 14 tablets with no Moxidectin 8 tablets with no Moxidectin 0 tablets with no Moxidectin
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Timeline of study procedures

DAY

-Tto-1

Day 0 (initial 8hrs)

Day 1

Day 2

Day 3

Day 7

Day 14

Day 28

3 Month

Hours

5creen

Baseline
pre-
trestment

0 hrs

2hrs

3hrs

ahrs

ahrs

24hrs

48hrs

72hrs

Twk

2wk

Jwwks

12wks

Written informed
consent

v

Rx =Treatment

*Rx

Fasting

8 hours
prior to
Rx

2 hour
post Rx

Medical History

Medication
assessment

ECG

Vital signs

NENERNEN

Cannula

PK blood sample
Plasma Storage

Hematology &
serum chemistry

K\

Pregnancy test

(\

SEruIm

N\ RSEENENEN

urine

urine

urine

Height

Weight

{\

Assessment of
clinical signs of
scabiesinfection

{\

Dermoscope

RCM {p:lst PK sampling)

Body (physical)
assessment

<<

Complets

Modified

Maodified

Meodified

Maodified

Maodified

Modifizd

Patientreported
outcome

NERSEVRN

Safety assessment

v

v

v

v

v

v
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Some other things that you will have to do

Medicines:

» You must tell study staff about all the medications you are
taking this includes any bush medicines.

» No other treatment for scabies can be used over the one
month you are on the study.

» No medication creams can be used.

» Ask the doctor before you take any allergy medications.

The 2 scabies mites that Dr Dev identified:

» Please try to avoid scratching the areas with these scabies
mites (the Dr will show you these areas).

19 MDGH-MOX-2001 Flipchart, version 2.0 25/06/2020



\

Some side effects from Moxidectin: (a®

» Moxidectin is a new medicine and therefore not all side effects are known.
Moxidectin has been given to 254 healthy volunteers at doses between 3mg
and 36mg. The most common side effects were headache, rhinitis (stuffy
nose), flu like symptoms, an upset stomach (feeling sick or runny poos) or
dizziness. Most side effects were mild.

» For 1105 patients treated with moxidectin for a parasitic worm infection
called ‘onchoceriasis’ the side effects were due to allergic reactions caused
by the worms dying in the skin and eyes as a result of treatment.The most
common side effects were itching and rash, swelling, headache, blood
pressure and heart rate changes, body pain, fever and chills, an upset
stomach, and changes in the number of some immune cells in the blood. In
most cases, these were mild, went away on their own and lasted less than a
week.
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Further information

»  We will be monitoring the safety of moxidectin in adults with scabies, this is why
we will be asking you questions about how you are feeling and why the doctors will
do regular physical exams when you come in for study visits.

» There is also a risk associated with blood draws such as mild discomfort and or
localised bruising at the site.

» Please let us know if you are worried about anything. Often scabies treatment can
cause the itchiness to worsen over a couple of weeks.This is true for 5%
Permethrin (lyclear) and Ivermectin.

» Prior to any face to face study visits the study team will contact you to confirm if
you are if you are experiencing symptoms that suggest a COVID-19 infection, or if
you know you have been in contact with someone with COVID-19.You may be
required to follow site-specific instructions to manage the risk of COVID-19
spread, including wearing a mask and maintaining an appropriate level of social
distance from other patients and clinic staff.
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Some good things that can happen in the project |

»

a7
e
You will have a health check-up including a basic physical examination, vital signhs measurements

and blood tests to determine your current state of health.The results of the tests will be
shared with you General Practitioner.

There is a possibility that this experimental treatment gets rid of the mites after a single dose
taken by mouth. However, this is not guaranteed. So you will be closely followed by a study
doctor. If the mites remain then you will be given alternative treatments.

Treatment with 5% Permethrin (Lyclear) cream will be offered to the members of your
household and other close contacts at no cost. Treatment of your close contacts will help to
make sure you are not infected again.

If Moxidectin works for treatment of scabies in this study, the study Sponsor will conduct much
larger studies with the dosage (mg) that worked the best.The aim of the future studies will be
to have moxidectin registered with the US Food and Drug Administration (FDA) and other
regulatory authorities as the first line of defense in the treatment of scabies.
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What happens to my blood samples?

_ —«= » Some of the blood sample that we collect will go to the local
dlh Y Sk pathology department to check your general health.
* - 3 L & ¥

. » The remainder of your blood samples will be used to check
F&W the level of Moxidectin in your blood and some plasma will be
used in the development of scabies testing.
e The test required to determine the level of moxidectin can only be performed
by an accredited laboratory.There is no laboratory in Australia that can perform
this test so we need to send your blood sample overseas. These will be sent
when we have finished recruiting for the study and will take a few days to arrive.
e A sample of your plasma will also be used in future ethically approved research
to help develop a test that will improve diagnosis of scabies. Examples of a test
include looking for specific markers of an immune response (antibodies)
produced in the body during a scabies infection. None of your personal
information will be used.
* All blood samples will be destroyed after 2 years by burning and no samples will
be used for genetic testing.

¥
[
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What happens to the information about me?

© Can Stock Photo - esp 13048658

Any information about you which we obtain for this research project will remain
confidential and will only be used for the purpose of this research project.Your
data excluding your name and personal details will be shared with the study
Sponsor, regulatory authorities and for the purpose of publication for
dissemination of results.Your data will only be identified by a unique subject
number.The results will be written so that no one will know who was in the
project.All information about you will be kept safe in a locked filing cabinet in a
secure building and on a special computer with a password.

The Sponsor and regulatory authorities require access to your original medical
records to ensure that the study has been conducted correctly and that the data
is accurate. By signing the Participant Consent Form you are authorizing access.

A requirement of the study is to keep your data for at least |5 years. In
accordance with country and/or Territory laws, you have the right to access the
information collected and stored by the researchers about you. Please ask the
study staff if you wish to do so.

A description of this clinical trial may be available on )
as required by U.S. Law.This website will not include information that can identify
you.At most, the website will include a summary of the results.You can search
this website at any time 25

\ —~4
\ G
N

-
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http://www.clinicaltrials.gov/

Cost and compensation

>

There are no cost to you for taking part in this research study. All medication, tests
and medical care that are part of the research study will be provided to you free of
charge.The Sponsor, Medicines Development for Global Health, will pay for this.

If you are eligible and complete the study you will be compensated for your time.
You will also be reimbursed costs reasonable for any travel, parking, meals and
other expenses.

If your screening results show that you are not eligible for the study or you
withdraw prior to taking the study tablets, you will receive no compensation. If you
wish to withdraw from the study before completion, or if the study doctor decides
that it is in your best interests to withdraw from the study, the amount of the
payment will be adjusted based on how long you took part and which visits you
completed.

The Sponsor follows the Medicines Australia guidelines for compensation for an
injury occurring in a clinical trial. If an injury results from your participation in the
study even though the study medication is administered according to the approved
protocol, you will be covered by the Sponsor’s insurance.
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Anything else?

You need to understand why we are doing this project, and
what we will be asking you to do in this project. Talk about
the project with your family or friends and ask questions
about the project before making a decision.

This study is sponsored by a not-for profit organisation called
Medicines Development for Global Health.

Thank you for reading this
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For more information

To find out more or if you have any concerns about your participation,
please contact any of the following team members:

Dr Dev Tilakaratne
Email:
Tel: 89 22 8888
Study Team:
Tel: 89 46 8522
Study Sponsor: Medicines Development for Global Health

If you have any concerns or complaints, please let the ethics committee
know on:

Email:
Tel: (08) 89 46 8600
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Message for women only
(NOTE: this page will be separated from the flipchart)

If a woman is pregnant or breastfeeding she will not be able to
go on this study. We do not know the effects of Moxidectin and
if it is safe for the unborn child or newborn child through
breastmilk.You will be asked if you are currently using effective
contraception by the study doctor.

All women of childbearing age who want to go on this study will
have their blood and urine tested to find out whether they are
pregnant or not.

You should not become pregnant for at least 6 months after you
receive the study medication, if you do please let the study
doctor know immediately.
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Message for men only
(NOTE: this page will be separated from the flipchart)

» If you are male, you should not father a child or donate sperm
for at least 6 months after you receive the study medication.

» If you are a male participant, you should advise your study
doctor if you father a child for at least 6 months after you
receive the study medication.Your study doctor will advise on
medical attention for your partner should this be necessary.
You will be asked if you are currently using effective
contraception by the study doctor.
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