Chroma Dermatology
Suite 15/202 Jells Road
Wheelers Hill
Victoria, Australia


Plain Language Summary



NAME OF RESEARCH PARTICIPANT: _______________________________________________


1. Study Title:  Comparison of the efficacy of two trio depigmentation agents in the treatment of melasma.

2. Investigators:
Principal Investigator:  	Dr. Michelle Rodrigues
Co-investigators:		Dr. Sophie Lim
				

3. Introduction 

You are invited to take part in this research project. This is because you are eligible for a combined thiamidol, retinoic acid and dexamethasone acetate topical agent as a treatment for your melasma. This study aims to determine if topical thiamidol + retinoic acid + dexamethasone acetate combination treats melasma as well as the standard topical hydroquinone + retinoic acid + dexamethasone acetate combination (commonly called “Kligman’s Trio” or Kligman’s Formula”. 

This Participant Information Sheet and Consent Form tells you about the research project. It explains the purpose of the research, procedures and risks involved. It also describes information about you that will be obtained, how that information will be used and with whom it will be shared. Knowing what is involved will help you decide if you want to take part in the research. Please read this information carefully. Ask questions about anything that you don’t understand or want to know more about. Before deciding whether or not to take part, you might want to talk about it with a relative, friend or your local doctor. Participation in this research is voluntary. If you don’t wish to take part, you don’t have to. You will receive the best possible care whether or not you take part. If you decide you want to take part in the research project, you will be asked to sign the Consent Form.

By signing it you are telling us that you:

•	understand what you have read; 
•	consent to take part in the research project;
•	consent to participate in the research processes that are described;
•	consent to the use of your personal and health information as described

You will be given a copy of this Participant Information and Consent Form to keep.

30 participants will potentially be recruited at this site for this study.


4. Purpose of the study 

Melasma is a common disorder of hyperpigmentation, primarily affecting the face. It can affect all racial types but predominately affects women with darker skin types.

The exact cause of melasma is unknown, but it is thought to be due to many things including pregnancy, hormonal contraception, and sunlight.  Melasma can be very difficult to treat and often frustrating for the patient and doctor with evidence showing that it may adversely affect quality of life. 

The standard topical treatment for melasma that has been used since the 1970’s, is a combination agent including hydroquinone 5%, retinoic acid 0.1% and dexamethasone acetate 0.1% (commonly called “Kligman’s Trio”). Although this treatment is effective, it frequently causes skin irritation, and the hydroquinone is largely responsible for this. Hydroquinone also carries a risk of causing skin discolouration with long-term use. 

Thiamidol, like hydroquinone, is a depigmentation agent. Recent studies showed that thiamidol was better than hydroquinone in treating melasma while causing fewer side effects (Arrowitz et al, Journal of Investigative Dermatology, 2019). Replacing hydroquinone with thiamidol in this readily prescribed depigmentation formula has never been studied.    

5. Study procedures: 

You will be asked to come for 4 study visits. An initial screening visit will be followed (if you qualify for the study) by a review at weeks 0, 12 and 24. Each visit will take approximately 30 minutes. You will be randomly allocated into either the “New Trio” group using thiamidol + retinoic acid + dexamethasone acetate, or the “Kligman Trio” group using hydroquinone + retinoic acid + dexamethasone acetate. 

Patients in both arms will be provided a topical medication and a SPF 50+ sunscreen to apply daily. 
All patients will be instructed to use a pea-sized amount of the product in the evening and apply the sunscreen 3 times per day: morning, midday and at 4pm. Products are to be stored in room temperature and shielded from sunlight.

After week 12, patients will stop applying the medication. Patients will be instructed not to use any other medications for melasma during the study period. 

Preparation of the topical medications and randomisation into unmarked bottles will be performed by Atara compounding pharmacy, Vermont South, Victoria, Australia. The contents of the bottles will be unknown to both patients and investigators. 





Table: Study visits and tests that will be performed

	
	Visit 0 (Screening)
	Visit 1 (Week 0)
	Visit 2 (Week 12)
	Visit 3 (Week 24)

	Wood’s lamp assessment
	X
	
	
	

	mMASI scoring
	X
	X
	X
	X

	Photographs
	
	X
	X
	X

	Mexameter
	
	X
	X
	X

	Quality of life assessment
	
	X
	X
	X

	Side effect screening
	
	
	X
	X

	Product evaluation
	
	
	X
	



In the screening visit, we will characterise your melasma using a Wood’s lamp which produces ultraviolet light. We will also conduct an examination of the affected skin to determine the modified Melasma Area and Severity Index (mMASI) which givens information about the severity of melasma. These steps are part of a standard melasma consultation. 

At study visits 1, 2 and 3, we will determine your mMASI score, take digital photographs of your face and use a mexameter to measure the pigmentation. We will also ask you to complete a quality-of-life questionnaire each time. These serve to monitor how the medication affects you and your face. The mexameter has been used for years in numerous dermatological studies around the world. There are no reported or foreseen risks to patients from use of the mexameter. The device has a probe which is gently pressed on the skin and painlessly records the level of pigmentation using a range of 1-1000, with 1 corresponding to white and 1000 to black. 

Screening for side effects will be performed at all follow-up visits. At visit 2, we will ask you to evaluate the product you had been using. At the end of the study, blinding will be lifted, and data analysis will be performed.

Study Procedures: Screening

· At the initial screening visit (approximately 30 minutes), you will be asked to provide written consent to participate in the screening activities. 
· Subsequently, a short medical history will be obtained, which will include an evaluation of the patient’s medication history to make sure there are no medications that may interfere with the results of the study.
· An examination of facial skin will be performed to record the melasma location and determine a modified MASI score. 
· The modified MASI score is assessed solely by visual inspection. 
· You will also have mexameter readings performed. Measurements will be taken three times at each visit of involved and adjacent uninvolved skin. 
· If you meet the selection criteria, you will be offered to participate in the study. Women of child-bearing age will be asked to conduct a pregnancy test. 
· The investigator will provide all information related to the study verbally and in writing and answer any questions that the patients may have. Patients will be provided time to reflect on whether they wish to participate in the study. 
· If you decide to participate, you will be asked to provide written consent and the inclusion visit may be conducted simultaneously if you wish to do so. If you wish for a longer cooling-off period, an inclusion visit will be arranged at a later date.
· A total of 30 patients who meet all inclusion/exclusion criteria will be enrolled. 

Inclusion visit: week 0

· Digital photographs will be taken and the areas where the Mexameter readings were done will be marked on the patient with a non-permanent skin marker to ensure the same areas are measured at each visit.
· Mexameter readings and a modified MASI evaluation will be performed. 
· Photographs will be de-identified, using only the patient’s study number and initials. 
· Facial photographs that are being used for medical publications or presentations will require specific consent by the patient, as the patient will be recognisable in the images. 
· The investigator will inform you to use a pea-sized amount of the topical medication in the evening and apply the sunscreen 3 times per day: morning, midday and at 4pm.
· The investigator will highlight the importance of not using any other pigmentation agents during the study period.
· You will be asked to complete a quality-of-life questionnaire (MELASQOL) investigating the impact melasma on their daily lives. 
· Any concurrent treatments will be recorded, and an appointment at week 12 will be booked.

How are you selected for either the active or control group of the study?

· Using a computerised random number generator program, you will be randomised into the New Trio or Kligman Trio group.
· You will then be given a supply of the topical medication as well as SPF 50+ sunscreen and instructed on dosing as described above. 
· The same number of patients will be randomised into each group and randomisation will be performed so that equal numbers of patients with moderate and severe melasma will be enrolled into each group. 
· Patients and investigators will not know the randomisation code and will therefore not know who is in which group. 

Product evaluation visit: week 12

· A history will be taken to screen for adverse events and concomitant medications that you may have taken since the last visit. 
· An examination of your face will be performed to screen for adverse effects of study medications. 
· Photographs, mexameter readings and a modified MASI evaluation will be performed. 
· You will be asked to complete a quality-of-life questionnaire (MELASQOL) investigating the impact melasma on their daily lives. 
· You will also be asked to conduct an overall evaluation of the medication. 
· Use of the topical medication will be ceased, and you will be provided sunscreen to apply for another 12 weeks.
· The investigator will collect any unfinished products to evaluate compliance. Patients will be deemed as treatment non-compliant if they have not used the products for a total of 10 or more days throughout the 12-week period.

End of study visit: week 24

· All steps taken in the week 12 visit (except the overall evaluation of the medication) will be repeated.
· Your participation in the study will cease at this visit. 
· You will find out to which arm you were allocated at the conclusion of this visit. If you were in the New Trio group, you will be given access to the Kligman Trio. 

Phone calls

We will also be giving you a brief phone call at weeks 2 and 8 to see how you are going with the treatments and if you have been experiencing any side effects. 


6. Risks and discomforts

Known side effects of:
· Thiamidol: none
· Hydroquinone: irritation, allergy, redness, skin discolouration with long-term use (usually only with more than 12 months use)
· Retinoic acid: redness, flaking in areas of use (will resolve)
· Dexamethasone: skin fragility, telangiectasia in areas of use
· Sunscreen: irritation, allergy

In the event you become pregnant during the study, you will be immediately withdrawn from the study. You will be invited to give consent to allow access to information regarding any pregnancy and its outcome for the purpose of determining any effects from the study. For additional information, please refer to the Standard Clauses - Pregnancy and Sexual Health (BA F14.1.1) available at www.bellberry.com.au.

There may be additional risks that the researchers do not expect or do not know about. Tell a member of the research team immediately about any new or unusual symptoms that you get.
At any time you have the right to withdraw from the project without prejudice to further treatment.
If you wish, your participation in the study and that any clinically relevant information noted by the trial doctor during the conduct of the trial can be providing to your usual treating Doctor/s.
7. Ionising Radiation
No ionising radiation will be involved in this study. 


8. Possible benefits

We cannot guarantee or promise that you will receive any benefits from this research, however, possible benefits may include appropriate management of your condition as well as helping the dermatology community to better understand the use of thiamidol as a treatment modality for melasma. There will be no clear benefit to you from your participation in this research.

9. Alternatives to participation

You will not be disadvantaged in any way if you do not wish to participate in this study. Just like a standard consultation, Dr Michelle Rodrigues will recommend the most appropriate treatment option for your melasma.

10. Tissue samples and data

Female patients being considered for participation in the study will be asked to perform a urine pregnancy test to ensure that they are not pregnant before entering the study. No other tissue samples will be requested. The Researchers will request information on your prior treatments, past medical history, and current medications.

11. Voluntary participation/right to refuse or withdraw

There is no obligation for you to be involved in this study. If you do not participate your normal treatment plan will be followed. If you decide to participate in the study and later feel that you no longer wish to be part of it, you may withdraw from the study at any time without prejudice to any current or future medical treatment 

12. Confidentiality

Your records relating to this study and any other information received will be kept strictly confidential.
However, staff participating in your care and other agencies authorised by law, may inspect the records related to the study. In the event you are admitted to hospital as a result of an adverse event resulting from this study, your treating doctor may require access to your study records.

Your identity will not be revealed, and your confidentiality will be protected in any reviews and reports of this study which may be published. 

13. Costs

Some of the tests or treatments used in this study may be part of standard care used to maintain your health even if you did not take part in the study. You will be responsible for the cost of this standard care in the usual way (health insurance, Medicare and your personal contribution depending on your circumstances).

All medication and study-related tests will be provided at no cost to you. You should ask the study doctor to explain any payments for which you may be responsible.

The cost of travel can either be met by reimbursement of petrol costs.
Reimbursement of parking is also provided.

14. Illness or injury

If, as a result of being in this study, you become ill or are injured, please immediately contact your study doctor. She or he will then give you all necessary information and treatment. In the case of a serious and rapidly escalating adverse reaction contact emergency services on 000. Ensure that you have your emergency card with you so the study doctor can be contacted as necessary.

15. Compensation for injury

If, as a result of your participation in this study, you become ill or are injured, immediately advise your study doctor of your condition. In the first instance your study doctor will evaluate your condition and then discuss treatment with both you and your regular treating doctor.

Since you are participating in a non-sponsored study/investigation any question about compensation must initially be directed to your study doctor who should advise their insurer of the matter.

It is the recommendation of the independent ethics committee responsible for the review of this study/investigation that you seek independent legal advice.

16. Termination of the study

This research project may be stopped for a variety of reasons. These may include the following:
· Unacceptable side effects,
· the drug being shown not to be effective,
· the drug being shown to work and not need further investigation

17. Investigators benefits

Your study doctors are being remunerated to conduct this study. They will not allow a conflict of interest to compromise their position or this research study.

18. New information arising during the project

During the research project, new information about the risks and benefits of the project may become known to the researchers. If this occurs, you will be told about this new information and the researcher will discuss whether this new information affects you.

19. Results of project

The research team may fill out a research report. The research report will not include your name, address, or telephone or Medicare number. The research report may include your initials and a tracking code. The research report will also include information the research team collects for the study. You may access any publications that arise from this study, and we can facilitate this for you.

20. Can I have other treatments during this study? 

It is important to tell your doctor and the research staff about any treatments or medications you may be taking, including over-the-counter medications, vitamins or herbal remedies, acupuncture, or other alternative treatments. You should also tell your doctor about any changes to these during your participation in the research.

21. What is the purpose of the health authorisation part of this form?

This authorisation describes how information about you and your health will be used and shared by the researcher(s) when you participate in the research study: Comparison of the efficacy of two trio depigmentation agents in the treatment of melasma. Health information is considered “protected health information” when it may directly identify you as an individual. By signing this form, you are agreeing to permit the researchers and others (described in detail below) to have access to and share this information. We will not be collecting any identifiable information, including name, address, or telephone or Medicare number. If you have questions, please ask a member of the research team.

22. Who will be able to use or share my health information?

Chroma Dermatology may use or share your health information with Dr. Michelle Rodrigues, Dr. Sophie Lim and staff at Chroma Dermatology (“Researchers”) for the purpose of this research study. Non-identifying information about your response to treatment and potentially photos, will be shared with researchers in France who are collaborating on this study.  

23. Will my protected health information be shared with someone other than the Researchers?

Yes, the Researchers may share your health information with others who may be working with the Researchers on the Research Project (“Recipients”) for purposes directly related to the conduct of this research study or as required by law.  These other people or entities include:

· Bellberry Ethics: This is a group of people who are responsible for assuring that the rights of participants in research are respected.  Members and staff may review the records of your participation in this research.  A representative may contact you for information about your experience with this research. If you do not want to answer their questions, you may refuse to do so.

· Representatives of the Therapeutic Goods Administration (TGA). The TGA may oversee the Research Project to confirm compliance with laws and regulations. The TGA may photocopy your health information to verify information submitted to the TGA.

· Representatives of domestic and foreign governmental and regulatory agencies may be granted direct access to your health information for oversight, compliance activities, and determination of approval for new medicines, devices, or procedures.  

Medical information collected during this study and the results of any test or procedure that may affect your medical care may be included in your medical record. The information included in your medical record will be available to health care providers and authorized persons including your insurance company.

24. How will my health information be protected?

Whenever possible your health information will be kept confidential as required by law. De-identified data will be electronically stored in a secure database, RedCap, for up to 15 years after completion of the research activity. Federal privacy laws may not apply to other institutions, companies or agencies collaborating with Chroma Dermatology on this research project. There is a risk that the Recipients could share your information with others without your permission. Chroma Dermatology cannot guarantee the confidentiality of your health information after it has been shared with the Recipients.

25. Why is my personal contact being used?

Your personal contact information is important for the research team to contact you during the study.  However, your personal contact information will not be released without your permission.  

26. Will my health information be used for other purposes?

Yes, the Researchers and Recipients may use your health information to create research data that does not identify you. Research data that does not identify you may be used and shared by the Researchers and Recipients in a publication about the results of the Research Project or for other research purposes not related to the Research Project.

27.  Do I have to sign this authorisation?

No, this authorisation is voluntary.  Your health care providers will continue to provide you with health care services even if you choose not to sign this authorisation.  However, if you choose not to sign this authorisation, you cannot take part in this Research Project.

28. How long will my permission last?

This authorisation has no expiration date.  You may cancel this authorisation at any time.  If you decide to cancel this authorisation, you will no longer be able to take part in the Research Project.  The Researchers may still use and share the health information that they have already collected before you canceled the authorisation. To cancel this authorisation, you must make this request in writing to: Dr. Michelle Rodrigues and Dr. Sophie Lim: Ground Floor, Suite 15/202 Jells Road, Wheelers Hill, Victoria, Australia. Phone: (03) 8560 6946.
 
29. Will I receive a copy of this consent form?
Yes, a copy of this consent form will be provided to you.

30. Advice and information
If you have any further questions regarding this study, please do not hesitate to contact Dr Michelle Rodrigues: dr.rodrigues@gmail.com

The Bellberry Human Research Ethics Committee has reviewed and approved this study in accordance with the National Statement on Ethical Conduct in Human Research (2007) – incorporating all updates. This Statement has been developed to protect the interests of people who agree to participate in human research studies. Should you wish to discuss the study or view a copy of the Complaint procedure with someone not directly involved, particularly in relation to matters concerning policies, information or complaints about the conduct of the study or your rights as a participant, you may contact the Operations Manager, Bellberry Limited on 08 8361 3222.


CONSENT FORM

Study Title:  Comparison of the efficacy of two trio depigmentation agents in the treatment of melasma.

Signatures:

By signing this document you are consenting to participate in this study and permitting the researchers to use and disclose health information about you for research purposes as described above.


I the undersigned hereby voluntarily consent to my involvement in the research project titled ____________________________________________________________ 

I acknowledge that the nature, purpose and risks of the research project and alternatives to participation have been fully explained to my satisfaction by Dr __________________. 

Specifically, the details of the procedure(s) proposed and the anticipated length of time it will take, the frequency with which the procedure(s) will be performed and an indication of any discomfort that may be expected have been explained to me.
· I freely agree to participate in this research project according to the conditions in the Participant Information Sheet which I confirm has been provided to me.
· I understand that my involvement in this study may not be of any direct benefit to me.
· I have been given the opportunity to have a member of my family or another person present while the study is explained to me.
· I have been told that no information regarding my medical history will be divulged to unauthorised third parties and the results of any tests involving me will not be published so as to reveal my identity.
· I understand that access may be required to my medical records for the purpose of this study as well as for quality assurance, auditing and in the event of a serious adverse event and I consent to this access. 
· I understand that I am free to withdraw from the study at any stage without prejudice to future treatment. 
· If I decide to withdraw from the study, I agree that the information collected about me up to the point when I withdraw may continue to be processed. 
· I am 18 years of age or over. 
· I consent to my treating Doctor/s being notified of my participation in this study and of any clinically relevant information noted by the trial doctor in the conduct of the trial. 
· I declare that all my questions have been answered to my satisfaction.
· I have read, or have had read to me in a language in which I am fluent, and I understand the Participant Information Sheet,


NAME OF STUDY PARTICIPANT: ______________________________________________ 


SIGNATURE OF STUDY PARTICIPANT: _____________________  DATE: 


Declaration by Principal Investigator (PI) or Co-Investigator (CI): 
A verbal explanation of the research project, its procedures and risks has been given to the participant and I believe that the participant has understood that explanation. 

NAME OF PI or CI: SIGNATURE OF PI or CI: ____________________________Date: ___________


USE THIS SECTION ONLY IF REQUIRED In the event that an impartial witness is required the following signing clause is to be used. 

SIGNATURE OF WITNESS _________________________________ DATE _______________ 

FULL NAME OF WITNESS ___________________________________________ ADDRESS 

I declare that I have been present when the research was explained to the above-named participant and to the best of my observation and belief was understood and the consent freely given.







[Type text]	[Type text]	[Type text]
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