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Melatonin for better sleep in Parkinson's Disease
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WHO IS DOING THIS STUDY?

This project is being undertaken by The University of Queensland, Brisbane and is being co-ordinated by The University of Queensland Centre for Clinical Research (UQCCR). The lead researchers are Dr Jane Nikles, Professor Geoff Mitchell, and Dr Hugh Senior from the University of Queensland, and Associate Professor John O’Sullivan, neurologist. 

PROJECT OVERVIEW
We would like to invite you to participate in this trial to evaluate the effectiveness of melatonin when used for sleep problems in adults who have a diagnosis of Parkinson’s Disease. Many patients with Parkinson’s Disease report difficulties, particularly in getting off to sleep. Some doctors are prescribing melatonin to help with this sleep problem. This study aims to see whether using melatonin assists with sleeping in patients with Parkinson’s Disease.
WHAT IS MELATONIN?
Melatonin is a natural hormone secreted by the pineal gland in the brain. It helps regulate other hormones and maintains the body's circadian rhythm. The circadian rhythm is an internal 24-hour “clock” that plays a critical role in when we fall asleep and when we wake up. When it is dark, your body produces more melatonin; when it is light, the production of melatonin drops. 

WHAT IS IMET?

IMET stands for Individual Medication Effectiveness Tests. An IMET is a new way of working out whether the medication is working for the individual taking the medicine.   Most projects that test the effectiveness of medicines give information about the effects of that medication on groups of people.   This makes it difficult to apply the findings to an individual person like you.  IMETs give information about the effectiveness of the medicine only for the person doing the test.  

The IMET will take 12 weeks, and use active and placebo (inactive) medication.  Placebo and active medication look exactly the same, but the placebo is not active and has no effect.  The IMET team will arrange things so that neither you nor your study doctor, will know what medication you will be taking at any one time. But everyone will know that you will be taking either medication for periods of two weeks at a time, and in a random order.

WHY THE IMET IS NEEDED?

Often, doctors and patients try to decide what treatment is best by starting a drug, and seeing if the patient feels better.  But, sometimes the doctor and the patient may think the drug works, even if it does not.  This may be because the patient may have become better anyway, without any medication.  Also, people may sometimes feel better when they are taking medication, even when it doesn't have any effect on their illness.  The IMET  offers you a more scientific way of determining the effectiveness of melatonin as a treatment for your sleep symptoms.  
PARTICIPANTS
We will be looking to recruit 44 adults to this study. You may be eligible to take part if you:
· Have a diagnosis of Parkinson’s Disease without dementia
· And have a problem getting off to sleep.
If already taking melatonin this does not stop you taking part in the study but this melatonin would need to be ceased before the study starts and during the study. 
WHAT WILL HAPPEN DURING THE STUDY
Before you begin

Please read this information sheet. There are 15 pages- please ensure you have read all of these. We will also give you an information sheet for your doctor so that you may discuss this with him/ her if you wish. Before deciding whether or not to take part you may like to discuss the matter with a relative or friend as well.  You are very welcome to do this. If you have any questions please do not hesitate to get in touch with the study coordinators on the phone numbers given at the end of this information sheet. Prior to commencement, you will need to attend the clinic in person for screening purposes. Your parking costs will be reimbursed.
Trial commencement
At the start of the study you will be asked to fill in a short questionnaire. This will take ten minutes.  This self- administered questionnaire will be given to you by the researchers, and you fill it in when it is convenient, in your own time.
The study is what is called a “Individual Medication Effectiveness Test” (IMET).  This uses real medication and placebo (inactive) medication.  Placebo and active medication look exactly the same, but the placebo is not active and so has no effect.  But we do know that you will be taking each medication in random order, something like the following example.  Random order means that the order was decided by a computer, something like tossing a coin. This phase will last 12 weeks.
Example arrangement of treatment order

	Week 1-2
	Week 3-4
	Week 5-6
	Week 7-8
	Week 9-10
	Week 11-12

	Treatment
1
	Treatment
2
	Treatment
3
	Treatment
4
	Treatment
5
	Treatment
6
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	active
melatonin
	placebo

	active
melatonin
	placebo

	placebo

	active
melatonin


So during each treatment, neither you nor your doctor will know which treatment you are taking.  

There are six treatment periods, and one treatment is taken every 2 weeks. The medication will come out to you in a pack telling you which medication to take each day. 
You will be asked to fill in a sleep diary and to wear a special watch. This “watch” (called an Actiwatch) is commonly used to measure when we are asleep. It does this by measuring movement.  It is important that this is done in conjunction with a sleep diary. The watch itself looks like a small watch and is generally fairly tough. It does not tolerate significant water exposure and you would need to remove it at these times such as swimming or showering. This is not a problem. 

You will need to keep the sleep diary of the time you go to bed, the time you go to sleep, the time you wake up in the morning and significant wake periods during the night. You will also need to wear the watch for this phase of the study.  This will help us determine how useful the melatonin has been in helping you get off to sleep but also in improving your waking patterns during the night.
You will also be keeping track of day time sleepiness in the special diary throughout the IMET. We estimate the daily diary will take approximately 1 minute on days 1-6, and 10 minutes on day 7 of each week. Before, during and after the IMET we will also ask you about your quality of life, as this can be affected by your sleeping problems. This will only take 2 minutes each time. The research team will telephone you at the end of every week to check how things are going.
What would happen after the IMET?

At the end of the IMET, you and your doctor will be told when you were taking the active medication and when you were taking the placebo.  The symptom diaries will be analysed and the results sent to your doctor.  After looking at these results, you, and your  doctor will be able to decide if the medication is effective for your  symptoms.

You will be asked to fill out a short questionnaire at the end of the study, to ask you about your experiences of being in the study.  After you have finished the IMET, we would like to know your views about how useful you thought the IMET was in finding out the best treatment for you.  We would also like to find out about anything you might have found difficult about the IMET, and what we might do about it. Again, this should take no more than ten minutes.  

POTENTIAL RISKS
In this study the active medication is melatonin. Melatonin is a medication that is currently licensed for insomnia in adults only. It is available in Australia by private prescription and many adults and children are being prescribed melatonin. A number of studies have demonstrated its usefulness with a variety of problems and associated sleep problems but it has not been evaluated properly in patients with Parkinson’s Disease.

Melatonin uses the same pathway in the liver as a number of other medications to be metabolised and excreted. Sometimes this can cause interactions or alter the concentrations of other medications you may be prescribed. You should let your GP know you are taking part in this trial, and if extra medications are being prescribed please let the IMET team know prior to starting. There is also an information sheet for your GP that you will be given at the start of the study.
You will be told of unforeseen risks that may be identified. 

WHAT I SHOULD DO IF I HAVE ANY CONCERNS ABOUT MEDICATION SIDE EFFECTS?

If you have any concerns about the medication please contact the project staff on the phone number at the beginning of this information sheet. 

If you have any problems with the medication you will be advised to stop the trial medication.
Can I talk to a doctor after hours if I feel I need to?

One of the study doctors, Prof Geoff Mitchell, can be contacted 24 hours/day on 0412 775 117 if you have any urgent concerns. 
If you are unable to get in touch with anyone then do not take the medication until you have been able to speak to one of the study researchers.

PREGNANCY

The effects of melatonin on the unborn child and on the newborn baby are not known. Because of this, it is important that research project participants are not pregnant or breast-feeding and do not become pregnant during the course of the research project. You must not participate in the research if you are pregnant or trying to become pregnant, or breast-feeding. If you are female and child-bearing is a possibility, you will be required to undergo a pregnancy test prior to commencing the research project.  If you are male, you should not father a child or donate sperm for at least 1 month after the last dose of study medication.
Both male and female participants must avoid pregnancy during the course of the research and for a period of 1 month after completion of the research project.  They should discuss effective methods of avoiding pregnancy with the study doctor.
[For female participants] If you become pregnant whilst participating in the research project, you should advise your study doctor immediately. Your study doctor will withdraw you from the research project and advise on further medical attention should this be necessary. You  must not continue in the research if you become pregnant.
[For male participants] You should advise your study doctor if you father a child while participating in the research project. Your study doctor will advise on medical attention for your partner should this be necessary.
BENEFITS TO THE PARTICIPANT:
This trial will give you and your doctor clear information as to whether melatonin has a significant effect on your sleep patterns.

At the end of the trial this information may help you and your doctor decide whether melatonin is helpful for you. If so then your doctor will be able to prescribe melatonin through current sources. At this stage this is through a private script as Melatonin is not currently on the Pharmaceutical Benefits Scheme for Parkinson’s Disease.

Other benefits will not necessarily directly affect you, but will help us determine the overall effectiveness of melatonin in patients who have a diagnosis of Parkinson’s Disease and a sleeping problem.

In the future, your anonymous information may be used to answer other questions that may arise. 
CONFIDENTIALITY
You will be asked to enter some information about your sleeping patterns securely online, every day during the IMET. If you do not have the internet at home or wish to use paper diaries that is also possible.  Your re-identifiable data will be stored in a database. All personal information linked to the data will however remain at UQCCR, so that no-one outside the study team will be able to know who the information belongs to.
All personal information and test results collected during the project will be stored securely and will only be available to doctors, researchers and scientists involved in this project. The information can then be made available if you wish to your treating doctor. A separate file with no identifying data will be made for analysis and to determine a group response. No patient information will have identifying information attached to it. Data derived from this project may be published in medical journals or presented at scientific conferences and if this occurs you should be aware that individual participants will not be identified in any of the tabulations or in text.

Once the data is de-identified, it must be stored for 15 years as required by hospital policy. 
CONSENT
You must provide consent to participate in this project. A signed Consent Form must be returned to us before a participant is accepted into this project.

PARTICIPATION AND WITHDRAWAL
Participation in this research project is voluntary.  Standard medical treatment will not be affected in any way by your decision whether or not to participate in this project.  If you decide you no longer want to participate, you may withdraw at any stage if you choose, with no adverse consequences.  However, you should be aware of the fact that if you withdraw from the study you will not be able to withdraw any data that has already been collected and analysed about you.
CONTACT DETAILS
Questions or concerns can be answered at any time during the project by contacting one of the study doctors on the telephone numbers provided on page 1 of this document. 

ETHICS APPROVAL
This project will be carried out according to the National Statement on Ethical Conduct in Research Involving Humans (May 2007, updated in 2013 and 2015) produced by the National Health and Medical Research Council of Australia.  Additionally, this project has been approved by the, UnitingCare Health Human Research Ethics Committee, and The University of Queensland Human Research Ethics Committee.
If you have any concerns or complaints about the conduct of the research, you may use the following contact:

Shannon Lytras

HREC Coordinator
UnitingCare Health Human Research Ethics Committee
The Wesley Hospital
Telephone: 07 3232 7500

PO Box 499
Auchenflower  Qld  4066
	
	

	
	

	
	


FEEDBACK TO PARTICIPANTS
Once the last participant has finished the study treatment and all data from this research have been analysed, we will be able to discuss the overall findings with you and/or your clinician on request.  
If you have any reservations about your doctor being informed about this study and the results, please let us know of your concerns. 
You are encouraged to ask questions at any time during your participation in the IMET.  If you would like 

more information or have concerns or complaints please contact the research team on 0408 599 033. 
PATIENT CONSENT FORM

PROJECT TITLE: Using IMET tests to identify responders to melatonin for sleep disturbance in Parkinson’s Disease
I confirm that I have:

 Read and understood the Patient Information Sheet;

 Had any questions or queries answered to my satisfaction;

 Been informed of the possible risks or side effects of the medications, tests or procedures being conducted;

 Understood that participating in this study will require me to take a tablet every day that will contain either melatonin or no active ingredient (placebo).  
 Been informed that the confidentiality of my information will be maintained and safeguarded; and 

 Agreed to participate in the study, including followup questionnaires and/or phone calls after the IMET finishes
 [image: image9.emf][image: image10.emf]I am happy for my doctor________________________to be told of my results    Yes
            No 
 I consent to my study (( medical) records being inspected if necessary for purposes such as ethics committee audits but understand that my name will not be disclosed outside the hospital.
 [image: image11.png]£ A



I am happy for my anonymous information to be used to answer other questions relating to this research project that may arise in the future.   Yes
             No 

 I would like to be informed about the overall results of the study after it is completed 

    Yes
             No 

Signatures:
..................................................................................................................................
Participant
Date

                            ..................................................................................................................................

.................................................................................................................................
Chief or Principal Investigator
Date

 A copy of the Information sheet and the signed Consent Form will be provided to the participant.
MELATONIN CONSUMER MEDICATION INFORMATION

NAME OF THE PRODUCT 
Melatonin 3 mg immediate-release tablets 

QUALITATIVE AND QUANTITATIVE COMPOSITION 
Each tablet contains 3 mg  melatonin. 

Each tablet contains some inactive ingredients.
WHAT IS IN THIS LEAFLET 

This leaflet contains answers to some common questions about MELATONIN. 

It is particularly important that you read the sections "When to take it" and "How to take it" 

before you take this medicine. 

The leaflet does not contain all the information that is known about Melatonin. 

It does not take the place of talking to your doctor or pharmacist. 

All medicines have risks and benefits. Your doctor has weighed the risks of you taking MELATONIN against the benefits they expect it will have for you. 

If you have any concerns about taking this medicine, ask your doctor or pharmacist. 

Keep this leaflet with the medicine. 

You may need to read it again. 

WHAT MELATONIN IS USED FOR 

MELATONIN is used to improve sleep quality and morning alertness in people with poor quality of sleep. 

The active substance of MELATONIN, melatonin (not of plant or animal origin), belongs to a group of naturally occurring hormones produced in the body. 

Melatonin works by controlling the circadian rhythms and increasing the ability to sleep. 

This medicine is only available with a doctor's prescription. 

Melatonin is not addictive. 

BEFORE YOU TAKE MELATONIN

 When you must not take it 

Do not take MELATONIN if you are allergic to it or any of the ingredients listed at the end of this leaflet. 

Symptoms of an allergic reaction may include shortness of breath, wheezing or difficulty breathing, 

swelling of the face, lips, tongue or other parts of the body, or rash, itching or hives on the skin. 

Do not take MELATONIN if you have been drinking alcohol or intend to drink alcohol or believe that you may have alcohol in your blood stream. 

Do not take it after the expiry date printed on the pack. 

If you take it after the expiry date has passed, it may not work as well. The expiry date refers to the last day of the month. 

Do not take it if the packaging is torn or shows signs of tampering. 

If you are not sure whether you should start taking MELATONIN talk to your doctor. 

Before you start to take it 

Tell your doctor if: 

1. you have any allergies to any other medicines or any other substances, such as foods, preservatives or dyes. 

2. you have, or have had the following medical conditions: 

• suffer from liver problems 

• suffer from kidney problems 

• you suffer from an autoimmune Disease 

• you have a rare hereditary problem of galactose intolerance, the LAPP lactase deficiency or 

glucose-galactose malabsorption 

If you have not told your doctor about any of the above, tell him before you use MELATONIN. 

Taking other medicines 

Tell your doctor if you are taking any other medicines, including any that you buy without a prescription from your pharmacy, supermarket or health food shop. Some medicines may affect the way other medicines work. 

Some medicines and MELATONIN may interfere with each other. These include: 

• hypnotics and tranquilisers (e.g. benzodiazepines), 

• fluvoxamine, thioridazine and imipramine (used to treat depression or psychiatric problems), 

• oestrogen (contraceptives or hormone replacement therapy), 

• cimetidine and psoralens (used to treat skin problems e.g. psoriasis) 

• Alcohol 

• Caffeine 

The effect of adding MELATONIN to other medicines used to treat insomnia has not been examined. It is not known if MELATONIN will increase or decrease the effects of other treatments for insomnia. 

Your doctor or pharmacist has more information on medicines to be careful with or avoid while taking MELATONIN. 

HOW TO TAKE MELATONIN 

How much to take 

Take MELATONIN only when prescribed by your doctor. 

 . Every night, take the number of tablets recommended by your doctor. 

There is no evidence that taking more than the recommended dose will increase the effect of MELATONIN. 

How to take it 

Put the tablet under your tongue until it dissolves.
Do not crush, chew or divide your tablet. 

If you crush, chew or divide the tablet they will not work properly. 

Follow all directions given to you by your doctor carefully. 

They may differ from the information contained in this leaflet. 

If you do not understand the instructions on the bottle, ask your doctor or pharmacist for help. 

When to take it 

After food, 30 minutes before you go to bed. 

How long to take it 

It is important that you continue taking MELATONIN for as long as your doctor prescribes. MELATONIN may be continued for up to thirteen weeks. 

If you forget to take it 

If you forget to take your melatonin, take another as soon as you remember, before going to bed or wait until it is time for your next dose. 

Do not take a double dose to make up for a forgotten dose. 

If you are not sure what to do, talk to your doctor or pharmacist. 

If you have trouble remembering to take your MELATONIN, ask your pharmacist for some hints. 

IF YOU TAKE TOO MUCH (OVERDOSE) 

Immediately telephone your doctor or Poisons Information Centre (In Australia 13 11 26), or go to 

accident and emergency at your nearest hospital, if you think that you or anyone else may have taken too much MELATONIN. Do this even if there are no signs of discomfort or poisoning. 

WHILE YOU ARE USING MELATONIN 

Things you must do 

If you are about to be started on any new medicine tell your doctor and pharmacist that you are taking MELATONIN. 

Tell any other doctors, dentists and pharmacists who treat you that you are taking this medicine. 

Things you must not do 

Do not give MELATONIN to anyone else, even if they have the same condition as you. 

Do not take more than the recommended dose unless your doctor tells you to. 

Do not use this medicine to treat any other complaints unless your doctor tells you to. 

Do not drink alcohol before or after taking this medicine 

Things to be careful of 

MELATONIN rarely causes drowsiness, nevertheless it is not recommended to drive or operate 

machinery for 8 hours after you take it. Melatonin does not impair morning alertness, but if you suffer from drowsiness during the day you should consult your doctor. 

SIDE EFFECTS 

Tell your doctor or pharmacist as soon as possible if you do not feel well while you are taking MELATONIN. 

MELATONIN has been shown to improve the sleep of most people, but it may have unwanted side effects in a few people. All medicines can have side effects. Sometimes they are serious, but most of the time they are not. You may need medical treatment if you get some of the side effects. 

Ask your doctor or pharmacist to answer any questions you may have.

Tell your doctor if you notice any of the following and they worry you. 

These are considered to be uncommon side effect in adults (i.e., likely to occur in fewer than 1 in 100 patients): 

Irritability, nervousness, restlessness, insomnia, abnormal dreams, anxiety, migraine, lethargy, psychomotor hyperactivity (restlessness associated with increased activity), dizziness, somnolence (tiredness), high blood pressure, (upper) abdominal pain, indigestion, mouth ulceration, dry mouth, hyperbilirubinaemia (changes in the composition of your blood which could cause yellowing of the 

skin or eyes ( jaundice), inflammation of the skin (dermatitis, night sweats, pruritis (itching), rash, 

dry skin, pain in extremities, menopausal symptoms, asthenia (feeling of weakness), chest pain, excretion of glucose in urine, excess proteins in the urine, abnormal liver function and weight increase. 

The following events are considered to be rare (i.e., likely to occur in fewer than 1 in 1,000 adults): 

Shingles, reduced number of white blood cells in the blood, decreased number of platelets in the blood, high level of fatty molecules in the blood, severe chest pain due to angina, feeling your heartbeat (palpitations). low serum calcium levels in the blood, low sodium levels in the blood, altered mood, aggression, agitation, crying, stress symptoms, disorientation, early morning awakening, increased sex drive, depressed mood, depression, loss of consciousness or fainting, memory impairment, disturbance in attention, dreamy state, restless legs syndrome, poor quality sleep, 'pins and needles' feeling (paresthesia) reduced visual acuity (visual impairment), blurred vision, watery eyes, dizziness when standing or sitting, vertigo, hot flushes, gastro-oesophageal reflux, gastrointestinal disorder, blistering in the mouth, tongue ulceration, gastrointestinal upset, vomiting, abnormal bowel sounds, flatulence (wind), salivary hypersecretion (excess saliva production), halitosis (bad breath), abdominal discomfort, gastric disorder, inflammation of the stomach lining, , eczema, erythema (skin rash), hand dermatitis, psoriasis, pruritic rash (itchy rash), nail disorder, arthritis, ,muscle spasms, neck pain, night cramps, increased duration of erection, inflammation of the prostate gland, tiredness, pain, thirst, passing large volumes or urine, presence of red blood cells in the urine, urination during the night, increased liver enzymes, abnormal blood electrolytes and abnormal laboratory tests. 
Melatonin is not addictive.

Other side effects not listed above may also occur in some patients. Tell your doctor if you notice any other effects. 

Do not be alarmed by this list of possible side effects. You may not experience any of them. 

AFTER USING MELATONIN 

Storage 

Keep your tablets in the bottle until it is time to take them. 

If you take the tablets out of the bottle they may not keep well. 

Keep MELATONIN away from sunlight. 

Keep the medicine at room temperature, between 15 and 25 degrees Celsius. 

Do not store it or any other medicine in the bathroom, near a sink, or on a window-sill. 

Do not leave it in the car. 

Heat and damp can destroy some medicines. 

Keep it where children cannot reach it. 

A locked cupboard at least one-and-a-half metres above the ground is a good place to store medicines in general. 

DISPOSAL 

If your doctor tells you to stop taking the tablets or the tablets have passed their expiry date, do not take any more tablets 

Return any unused medicine to the IMET service.      
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