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PARTICIPANT INFORMATION AND CONSENT FORM 
Study Title: A double-blind, parallel-group study investigating the effects of a semi-essential amino acid alone, or in combination with 
a vascular-active, anti-inflammatory nutraceutical formulation on migraine frequency, severity and quality of life 

Project Sponsor: Curtin University  

Locations:  

 Perron Institute for Neurological and Translational Science clinical suites in the Ralph and Patricia Sarich Neuroscience 
Research Institute located at 8 Verdun St., Nedlands, WA 6009.  

 Curtin Medical Research Institute clinical suites, Building 305, Curtin University, Kent St., Bentley, WA 6102.   

WOULD YOU LIKE TO TAKE PART IN THIS CLINICAL TRIAL? 

We would like to invite you to participate in the Capillary And inflammation moduLation for Migraine (CALM) study involving a potential 
new treatment for migraines. Please read this document carefully and ask any questions you wish. Knowing what is involved should 
help you decide if you want to take part in this research. Before deciding whether to take part, you might want to talk about it with a 
relative, friend or your medical doctor. Participation in this research is voluntary.  

If you decide to take part in this research, we will ask you to sign the consent form. By signing it is telling us that you understand what 
you have read and what has been discussed. Do not sign the informed consent form on your first visit unless you fully understand the 
nature of the study and any possible side effects. There will be ample opportunity for you to meet the investigators and have the study 
procedures and protocol fully explained to you. Signing the consent indicates that you agree to be in the research project and have your 
health information used as described. Please take your time and ask any questions you have before you decide what to do. You will be 
emailed a copy of this information and the consent form to keep. 

WHY ARE WE DOING THIS RESEARCH? 

Migraine is a very common and distressing neurological condition that causes symptoms such as recurrent throbbing headaches, nausea 
and disturbed vision. Migraines are caused by the interaction between the brain and blood vessels of the brain. Migraines are 
conventionally believed to occur because of the dilation (opening) of the large vessels in the brain, which leads to activation of pain 
receptors in the brain which causes the common symptoms of migraines. The medications currently offered do not seem to address 
the main cause of migraines, and have many adverse effects.  

Recent research findings suggested that migraines may occur due to the constriction (tightening) of the smaller vessels of the brain, 
that leads to oxygen and nutrient insufficiency, causing vascular headaches; however, there are questions that still need to be answered. 
There are certain ingredients found in food that can increase the dilation of smaller blood vessels, and our research project will 
investigate if these specific ingredients, also known as nutraceuticals, can reduce the frequency and severity of migraine symptoms. 
Nutraceuticals contain active ingredients derived from natural origins, that may have a therapeutic benefit. Specially formulated 
nutraceuticals that target blood vessels and inflammatory pathways are being studied in migraine pain context. These nutraceuticals 
have been commonly known to cause adverse effects when included in the human diet.  

In this study, researchers are seeking participants to investigate the preventive effects of a semi-essential amino acid alone, or in 
combination with a vascular-active, anti-inflammatory nutraceutical formulation in reducing migraine headaches. All participants will 
receive the semi-essential amino acid initially. After 8 weeks, you will receive either placebo or the nutraceutical formulation in addition 
to the semi-essential amino acid. To ensure we test without bias whether the intervention is effective in reducing migraine, you will be 
randomly assigned to one of those 2 groups: group 1 (semi-essential amino acid + placebo) or group 2 (semi-essential amino acid + 
nutraceutical formulation). You will be randomly allocated (by computer) and have an equal chance to be in either group. This allows 
the research team to unbiasedly compare the results from different treatments. The placebo will appear identical to the nutraceutical 
formulation, but will have no active ingredients or clinical effect. When the placebo or nutraceutical formulation  is added (at 8 weeks 
after you begin the trial), the study becomes double-blind, meaning neither you nor the research team will know which group you have 
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been assigned. However, if your medical team needs to know for your safety, we can then decode and find out which treatment you 
have been given.  

INCLUSION/EXCLUSION CRITERIA 

To be eligible for this trial, you must fulfil the following inclusion criteria: 
1. Migraine (with or without aura) diagnosis at least 12 months ago 
2. Migraine onset occurred before 50 years of age 
3. Males and females, aged at least 18 years at screening 
4. At least ≥4 migraine days per month over the previous 3 months 
5. Able to differentiate between migraine and “other” headache types  
6. Be willing and able to take oral supplements for the trial period of 16 weeks 
7. Be able to give a blood sample through a vein (usually in your arm) 
8. Female participants, if of childbearing potential, must agree not to donate ova, not to attempt to become 

pregnant and, if engaging in sexual intercourse with a male partner, must agree to the use of acceptable forms 
of highly effective contraception 

9. Male participants must agree to abstain from sperm donation 
10. Be willing and able to comply with all study assessments and adhere to the protocol schedule and restrictions 

 

If you meet any of the following criteria, you will not be eligible for the study: 

1. Any change in medications that affect blood vessel width or blood pressure during the study 
2. Diagnosis of headache disorder, facial pain disorder or other neurological disorder other than migraine  
3. Change in migraine treatment in previous 3 months 
4. Taking garlic extracts in previous 3 months 
5. Known allergies to foods containing garlic 
6. Known risks of bleeding or coagulopathy, or currently on blood-thinning medications 
7. Active cancer diagnosis with exception to cancers of the skin such as basal or squamous cell carcinoma in situ of the skin 
8. Presence of acute/chronic pain disorders, infections, cardiovascular or cerebrovascular disease 
9. Diagnoses other than migraine as primary cause of headaches 
10. History of migraine-associated syncope (fainting) or medical emergencies in last 12 months  
11. Procedure or injection to treat migraine over past 3 months   
12. Implanted or external nerve stimulator to treat migraines 
13. History of diabetes, hypertension, hypotension, collagen vascular disease, vasculitis, or renal disease/failure 
14. Smoke >1 pack of cigarettes a day 
15. Clinically significant anaemia or iron deficiency 
16. Participation in concurrent research study 

 

WHAT DOES THE STUDY INVOLVE?  

This study is open to adults aged 18 and above, who currently experience migraines but are otherwise healthy. This is a randomised 
controlled trial, which means that study participants will be randomly placed into groups and given different treatments in order for 
the results from each to be compared. You will be randomly allocated to one of 2 study groups. Your participation in this study involves 
a considerable time commitment with a total of 3 visits over a period of 16 weeks. The 3 visits will take approximately 30 mins. each.  

VISIT 1:  30 MINUTES 

You will be asked to attend an appointment at the Sarich Institute (8 Verdun St., Nedlands, WA 6009) or Curtin MRI (Building 305, Curtin 
University, Bentley, WA 6102), in the morning after an overnight fast, having drunk only and ample water. During this appointment, we 
will discuss the study requirements, once all your questions have been answered, you will be asked to sign an electronic consent form 
using a study-provided computer. You will then be asked to complete two questionnaires, these questionnaires will ask about your 
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experience with migraines and the impact of migraines on your daily life. Both should take about 10 minutes. Then we will take a sample 
of your blood, where all blood samples will be collected by a certified phlebotomist.  In the rare event of a medical emergency, fully 
qualified physicians and nursing staff from the Perron Institute or CurtinMRI will be available. We will then measure your height, weight, 
waist and hip circumferences, and heart rate and blood pressure. Next, we will provide you with a treatment pack of the semi-essential 
amino acid to take every day for 8 weeks. During the next 8 weeks, we ask you to take your treatments each day, and complete 
fortnightly and monthly questionnaires about your migraine progress, which will be automatically sent to you online on the relevant 
dates.. This session should take approximately 30 minutes. 

VISIT 2:  30 MINUTES 

8 weeks after Visit 1, you will be asked to attend the clinic again. You do not need to come in fasted, as we will not take your bloods on 
this midway visit, only take your heart rate and blood pressure. We ask that you return your empty or partially empty medication packs, 
so that we can monitor adherence. Here, you will receive your second treatment pack, comprising treatment doses to last the next 8 
weeks. This time, we ask you to take you’re the semi-essential amino acid in the morning, and the other treatment in the evening. They 
will be differently coloured, so that you can distinguish between them. Again, we ask you to take the treatments and complete the 
online migraine questionnaires for the next 8 weeks. This session should last approximately 30 minutes. 

VISIT 3:30 MINUTES 

After the next 8 weeks, you will be asked to visit the clinic again, in the morning after an overnight fast, having drunk only and ample 
water. As on Visit 1, we will take a sample of your blood. We will retake your heart rate and blood pressure, height, weight, waist and 
hip circumferences. We ask that you return your empty or partially empty medication packs, so that we can monitor adherence. 

SCHEDULE OF STUDY ASSESSMENTS 

 

 

EoS: end of study; MSQ: migraine-specific quality-of-life questionnaire; SF-MPQ: short-form McGill pain questionnaire; UEF: unexpected-
effects form. 1Anthropometrics: body height (cm), weight (kg), hip and waist circumferences to be collected; BMI to be collected using 
height and weight data. Heart rate and blood pressure to be collected. 
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WHAT IS IN MY TREATMENT? 

This study is designed to investigate how two natural supplements – semi-essential amino acid and a vascular-active, anti-inflammatory 
nutraceutical formulation – might help reduce migraine frequency and severity by improving blood flow to the brain. This is a 
formulation combining semi-essential amino acid with a nutraceutical formulation designed to support vascular function. The treatment 
will differ between two successive phases: 

• Phase 1 (first 8 weeks): semi-essential amino acid alone 
• Phase 2 (second 8 weeks): semi-essential amino acid + a vascular-active, anti-inflammatory nutraceutical formulation 

 

WHICH TREATMENT WILL I GET? 

During the first 8 weeks, all participants will take the semi-essential amino acid. For the second 8 weeks, you will continue taking the 
semi-essential amino acid but also start the second supplement (either placebo or the nutraceutical formulation). The placebo will 
consist of microcrystalline cellulose, an inert and non-absorbable dietary fibre that is widely used in clinical trials due to its safety and 
lack of pharmacological activity. It contains no active ingredients.  

WHEN AND HOW DO I TAKE IT? 

You will be required to take the semi-essential amino acid each morning over the first 8 weeks. In the second 8 weeks, you will be 
required to take the semi-essential amino acid in the morning and the other treatment in the evening. Preferably, these should be 
spaced as far apart in the day as possible, but the timing should remain consistent between days. The treatments can be taken with or 
without food/drink. Feel free to break the capsules into your food to make them easier to take, if need be. Please consider setting a 
reminder on your mobile phone and keeping the treatment at your bedside table to remind you to take it each morning and evening. 

WHAT IF I MISS A DOSE? 

In the first 8 weeks, if it’s still within 12 hours of when you usually take the semi-essential amino acid, you may still take the missed 
dose for that day. If 12 hours have passed, please wait till the next day to take the next daily dose. If you cannot recall if you have taken 
your treatment for the day, please wait until the next day and resume taking the capsules at the usual time. In the second 8 weeks, if 
it’s still within 6 hours of when you usually take the treatment, you may still take the missed dose for that day. If 6 hours have passed, 
please wait till the next day to take the next daily dose. If you cannot recall if you have taken your treatment for the day, please wait 
until the next day and resume taking it at the usual time. 

WHAT IF I LOSE THEM? 

If you lose them, please call the trial coordinator on 0420 342 482, and we will arrange for you to collect a new pack.  

ARE THERE HARMFUL SIDE EFFECTS?  

Although both the semi-essential amino acid and the nutraceutical formulation are generally considered to be safe, and we did not find 
adverse reactions different from the placebo group in our pilot study, you may experience side effects to either treatment. Possible 
side effects associated with the study supplements may include nausea, vomiting, diarrhoea or heartburn. If you feel you are 
experiencing a non-urgent side effect or reaction to the treatment, please don’t hesitate to let your GP/neurologist know and then alert 
us via the unexpected-effects form given to you. If you are experiencing a more severe reaction such as an allergy, breathing difficulty, 
dizziness, or light-headedness, please seek medical attention immediately by calling 000. Only then alert us by filling in the unexpected-
effects form in your own time. It is important that all and any side effects of the treatment are documented. We ask you to use the 
unexpected-effects form for any unexpected effects, whether pleasant, neutral or unpleasant the effect you would attribute to our 
treatment.  

WHAT IF MY DOCTOR PRESCRIBES ME SOMETHING ELSE WHILE I’M TAKING THESE? 
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If the doctor prescribes the following types of medications, please let us know as soon as possible, and we will reassess your eligibility 
for the study. 

• Medications/drugs that might affect your vascular tone (blood vessel diameter/width)  
o Examples: perindopril, captopril, benadryl, claritin, allegra, propranolol, carvedilol, atenolol, nifedipine, ephedrine, 

sudafed, ibuprofen (Motrin, Advil), naproxen (Aleve), viagra, cialis, levitra 
• Any antipsychotic or antidepressant medications/drugs  

o Examples: fluoxetine (Prozac), paroxetine (Paxil, Pexeva), sertraline (Zoloft), citalopram (Celexa), escitalopram 
(Lexapro) 

• Blood-thinning medications  
o Examples: warfarin, heparin 

• Opioid pain medications 
o Examples: morphine (MS Contin, Kapanol), fentanyl (Durogesic), oxycodone (Oxycontin, Ooynorm) methadone, 

buprenorphine (Norspan, Temgesic) 
• Drugs with any blood vessel effects  

o Examples: analgesics, decongestants, antihistamines 

POSSIBLE RISKS IN CLINIC 

Blood samples will be collected once at Visit 1 and once at Visit 3. Blood sampling may cause discomfort, as we will use a needle to 
collect the blood. If one attempt fails, we will try to collect the blood from different sites, it is possible that you may find the number of 
blood samples collected an uncomfortable experience. Therefore, it is important to inform us if this is the case and to know that you 
are free to withdraw from the study at any stage. If we do not manage to collect your bloods on Visit 1, we will not collect them on Visit 
3. After your blood sample is collected, your blood plasma will be extracted and stored safely and securely in our laboratory freezers to 
await later analyses. After analyses, they may be kept for at least 15 years before being discarded.   

In some people, slight bruising and tenderness may appear afterwards at the site of blood collection. These side effects are only minor 
and will return to normal in a matter of days. The volume of blood collected should not cause you any risk of becoming anaemic 
(approximately 4 tablespoons). Moreover, the Visits 1 and 3 are 16 weeks apart which is ample time for new red blood cells to enter 
the circulation. However, we advise you not to donate blood during the period of study. If you need to do any routine clinical test with 
blood collection, this is not a problem. 

ABILITY TO WITHDRAW FROM STUDY  

It must be stressed that your participation in this study in entirely voluntary; you are free to withdraw from the study at any stage. It is 
important that you do not feel any pressure to complete the study, particularly if it is not what you had originally anticipated. In the 
event that you withdraw or discontinue your participation in the project, we will ask your permission to use the data you have already 
provided. If you do not want your data to be retained, all data that can be traced back to your participation will be destroyed. In some 
instances, it may be required that we retain information about any adverse events you may have experienced. You will not be 
identifiable from this data. If you are currently enrolled or work at Curtin University, there will be no impact on your studies/work if you 
were to withdraw from the study.  

BENEFITS TO THE PARTICIPANT  

This study may not be of direct benefit to you; however, by taking part in this study, you will gain useful information about your blood 
vessel width as a migraineur. We encourage you to let your medical doctor know that you are taking part in our study. Your participation 
in this study will provide us with important data, enabling us to investigate further the role of the study formulation in treating and/or 
preventing vascular headaches, especially migraines.  

WHAT HAPPENS WHEN THE RESEARCH PROJECT ENDS? 

Your data will be stored for a minimum of 15 years after the study, then destroyed. At the conclusion of the study, if you report a 
perceived benefit from the investigational product (semi-essential amino acid and/or the nutraceutical formulation), you may be 
advised about commercial products providing similar nutritional support. You will also be encouraged to discuss ongoing use with your 
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healthcare professional to ensure safety in the context of your personal medical history and concurrent therapies. While the study 
cannot provide long-term supply beyond the trial period, our team is committed to ensuring you are supported with appropriate 
information to make an informed decision about future use. You will have the option of being contacted with the results of the study. 

 

CONFIDENTIALITY  

Any information that you provide us will be stored securely, to protect your privacy. Some of your data may include personal information 
such as your name, date of birth and/or a reference number. This information will be separate to your actual data (assessment scores) 
and your data will be de-identified. The security of standards of all personal information follows Curtin University data management 
guidelines. All information will be held in secure, locked filing cabinets at Curtin University, or on a password-protected computer 
database held on a secure system, which would allow access to authorised individuals only. It is possible that the results from this study 
will also be utilised in future studies on a similar topic; however, your identity will never be disclosed. All information will be strictly 
confidential, and any publications arising from this work will not include or name or any identifying feature. 

CONTACT US  

If you have any questions, please contact the trial coordinator or the Chief Investigator, John Curtin Distinguished Professor, John 
Mamo (Head, Neurovascular and Metabolic Diseases, Perron Institute for Neurological and Translational Science; Professor of Health 
Sciences, School of Population Health and the Curtin Medical Research Institute): 

 

Trial Coordinator: 0420 342 482 or CALMstudy@curtin.edu.au 

Professor John Mamo:  Tel | +61 8 9266 7232  Mobile | +61 411164977  Email | J.Mamo@Curtin.edu.au 

 

Curtin University Human Research Ethics Committee (HREC) has approved this study (HREC number HRE202X-0528). Should you wish 
to discuss the study with someone not directly involved – in particular, any matters concerning the conduct of the study or your rights 
as a participant - or you wish to make a confidential complaint, you may contact the Ethics Office on (08) 9266 9223 or 
HREC@curtin.edu.au or the Manager, Research Integrity on (08) 9266 7093. 
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CONSENT FORM 

HREC Project Number: HRE2025-0528 

Project Title: 
CALM-2025: A double-blind, parallel-group study investigating the effects of a semi-essential amino acid 
alone, or in combination with a vascular-active, anti-inflammatory nutraceutical formulation on migraine 
frequency, severity and quality of life 

Chief Investigator: Prof. John Mamo (Head of Neurovascular and Metabolic Diseases) 

Clinical contact person Trial Coordinator - 0420 342 482 

Location 

Perron Institute for Neurological and Translational Science clinical suites in the Ralph and Patricia Sarich 
Neuroscience Research Institute located at 8 Verdun St, Nedlands, WA 6009.  

Clinical suites in the Curtin Medical Research Institute, Building 305, Curtin University, Kent Street, 
Bentley, WA 6102.   

 

Note: All parties signing the Consent Form must date their own signature. 

Declaration by participant 

• I have received a copy of the participant information sheet, I have read it, and I understand its contents. 
• I believe I understand the purpose, extent and possible risks of my involvement in this project. 
• I have had an opportunity to ask questions, and I am satisfied with the answers I have received. 
• I understand that I will be randomly allocated to one of two possible treatment groups, and that neither I nor the trial 

coordinator will know which group I am in. 
• I agree to adhere to the protocol requirements and restrictions as laid out in this Participant Information Sheet.  
• I voluntarily consent to take part in this research project, and understand that I can withdraw at any time without prejudice. 
• I understand that my data will be stored for 15 years following the completion of the study, after which time it will be 

destroyed. 
• I understand that this project has been approved by Curtin University Human Research Ethics Committee, and will be carried 

out in line with the National Statement on Ethical Conduct in Human Research (2025). 
• I understand that I will be given a signed copy of this document to keep. 

 

Signature ______________________________________ Date___________ Time___________ 

Name of participant (please print)  
________________________________________  

First, Middle Name or Initial, Last (must be as per photo ID)  

Declaration by researcher: I have given a verbal explanation of the clinical trial, its procedures and risks and believe that they understand 
the purpose, extent and possible risks of their involvement in this project.  

Signature ______________________________________ Date___________ Time___________ 

Name of participant (please print)  
________________________________________  

First, Middle Name or Initial, Last (must be as per photo ID)  
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WITHDRAWAL-OF-CONSENT FORM 

 

HREC Project Number: HRE20250528 

Project Title: 
CALM-2025: A double-blind, parallel-group study investigating the effects of a semi-
essential amino acid alone, or in combination with a vascular-active, anti-inflammatory 
nutraceutical formulation on migraine frequency, severity and quality of life 

Chief Investigator: Prof. John Mamo (Head of Neurovascular and Metabolic Diseases) 

Clinical contact person Trial Coordinator – 0420 342 482 

Location 

Perron Institute for Neurological and Translational Science clinical suites in the Ralph and 
Patricia Sarich Neuroscience Research Institute located at 8 Verdun St, Nedlands, WA 6009.  

Clinical suites in the Curtin Medical Research Institute, Building 305, Curtin University, Kent 
Street, Bentley, WA 6102.   

 

Note: All parties signing must date their own signature. 

Declaration by participant  
I wish to withdraw from participation in the above research project and understand that such withdrawal will not affect my 
relationship with those treating me or my relationship with Curtin University I hereby wish to:  

 

Option 1: Withdrawal from the study completely  

  I wish to withdraw from the study completely 

 

OR 

 

Option 2: Withdrawal from treatment only:  

I wish to discontinue protocol treatment only but will continue study follow-up procedures/assessments via:  

Curtin Medical Research or Perron Institute visits  

 

Signature ______________________________________ Date___________ Time___________ 

Name of participant (please print)  
________________________________________  

First, Middle Name or Initial, Last (must be as per photo ID)  

Declaration by researcher: I have given a verbal explanation of the implications of withdrawal from the clinical trial and I believe that 
the participant has understood the explanation. 

Signature ____________________________________ 

 

 
 

Date___________ 

 

Time___________ 

Name of trial researcher (please print)  ____________________________________ 

Consent Form must date their own signature. 
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