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APPENDICES:
1. Participant Consent Form
2. Participant Information Leaflet
3. GP Letter



APPENDIX 1: PARTICIPANT CONSENT FORM	


[bookmark: Text1]Lay title	Aspirin in Diabetes Pregnancy (IRELAnD Study) 

[bookmark: Text2]Principal investigator(s)	(insert PI details)
                                                 
Brief outline:
[bookmark: Text3]This study involves investigating whether low-dose aspirin treatment, started early in pregnancy and continued until close to delivery, may reduce the risk of complications in pregnancies of women with pre-existing type 1 or type 2 diabetes. Taking part in this study would involve a selection process whereby you may be asked to take one low-dose aspirin tablet every night from early pregnancy until either 36 weeks or until you are instructed to stop. Alternatively, you may be asked to participate in this study but to take a placebo.  Some additional blood tests would be obtained from you, but would be timed to be taken only when you are having blood drawn for your routine prenatal tests. Additional urine specimens would be required from you up to 3 times during the pregnancy. Aspirin has an excellent safety record in pregnancy. Further details are provided in the Participant Information Leaflet. 

I (Participant’s name)		___________________________________________	
Voluntarily consent to taking part in this project which was explained to me by 

Mr / Ms / Dr 			___________________________________________

I have received a Participant information sheet to keep and I fully understand the purpose, extent and possible effects of my involvement. I have been asked if I would like to have a family member or friend present while this project was explained to me.

I consent to the storage of blood samples for testing for the effect of aspirin on my blood during the study period and following completion of the study (Rotunda participants only).

I understand that if I refuse to consent, or withdraw myself from the study at any time without explanation, this will not affect my access to the best available treatment and care from this hospital.

I understand I will receive a copy of this consent form.
Participant’s signature
__________________________________	Date ________
Witness (not a project investigator)
Witness signature
__________________________________	Date ________
Researcher’s signature
__________________________________	Date________

APPENDIX 2: PARTICIPANT INFORMATION LEAFLET



THE IRELAnD STUDY: INVESTIGATING the ROLE OF EARLY LOW-dose ASPIRIN IN DIABETES

We are conducting a study in all the major obstetric centres in Ireland, aimed at investigating whether low-dose aspirin therapy started early in pregnancy and continued until close to delivery, may improve pregnancy outcomes in women with pre-existing diabetes. The role of aspirin in reducing complications such as preeclampsia has been investigated in many trials world-wide, involving over 30,000 women to date. Some trials have shown a benefit, while others have not. These trials have tended to start aspirin therapy relatively late in pregnancy, which may explain the fact that truly beneficial results have not yet been demonstrated in women with diabetes. Importantly, these large trials in pregnancy have not demonstrated any adverse effect from aspirin therapy. We wish to investigate whether starting aspirin earlier in pregnancy (before 12 weeks) may reduce pregnancy complications in women with diabetes. 


Eligibility: You are being asked to participate in this study because you have type 1 or type 2 diabetes. Therefore, your pregnancy is considered at ‘high-risk’ for complications. Provided you have a single on-going pregnancy, are not already taking aspirin, have not had severe early-onset preeclampsia in a previous pregnancy, and have no known aspirin allergy or peptic ulcer disease, you may be considered eligible for participation in this study. If you are taking any medication, other than folic acid or prenatal vitamins, you should inform a member of the study team prior to enrolment.  Regarding both the aspirin and the placebo used in the trial, both capsules will contain gelatine which is worth noting given some women’s dietary preferences.


What will happen if I volunteer?
If you volunteer to participate in this study, you will be randomly selected (by a computer programme) to either take low-dose aspirin or a placebo, every night with your night-time insulin dose, starting between 11 and 14 weeks of pregnancy, and stopping the medication at 36 weeks, or sooner if instructed by your doctor. This is a ‘blinded’ study, meaning that neither you nor your medical team will be aware that you have been selected for the ‘aspirin’ group, or the ‘placebo’ group.
As a study participant, the schedule of your prenatal visits to the Diabetes clinic will not be altered in any way. For participants attending the Rotunda hospital when you are having your routine blood tests drawn in the Diabetes clinic, every 4 weeks, an additional sample will be taken along with the other bloods. It is not anticipated that an extra needle would be needed. The purpose of this extra test will be to confirm that aspirin is having an effect in slightly thinning your blood. It is hoped that this testing will allow the research team to determine whether women in the ‘aspirin group’ were continuing to take aspirin throughout pregnancy.
All women with pre-existing diabetes, whether study participants or not, are asked to provide a 24-hour urine collection at the beginning of pregnancy to test for kidney function. Study participants will be asked to provide 2 more samples, later in pregnancy.
Volunteering to participate in the study also involves allowing the research team to record the details of your medical and pregnancy history and the outcome of this pregnancy (See Data Collection and Storage, below).

Antenatal Care:
Participation in this study will not affect the schedule of your antenatal consultations, which will be provided in the Combined Obstetric Endocrine clinic. Women who have been taking either therapy as part of the study will be advised to stop this at 36 weeks.  If you develop obstetric complications, such as vaginal bleeding or preeclampsia, your doctor may decide to stop the treatment early.  

Labour and delivery
This study will not, in any way, affect your labour and delivery.  Aspirin therapy does not increase the risk of needing a Caesarean section.  All options for pain relief, including epidural, will be available to women who participate in this study.  Care of your baby will be unchanged by your participation in this study and your baby will have a routine physical examination by a paediatric doctor prior to discharge. 

Data Collection and Storage
The data generated by this study will be stored on a central database located at the Royal College of Surgeons Ireland for statistical analysis. Your details will be recorded under a special study number, rather than your name, and access to the database will be password-protected to ensure access only by the study investigators. The research team may require access to your medical records and to those of your baby. The team that oversees the safety of this clinical trial may also require access to your medical records.
The blood and urine samples taken at the initial visit and later in pregnancy will form part of your medical record and be available to your doctors, except for the platelet function test (Rotunda participants only), which tests how effective aspirin is at ‘thinning’ your blood. The results of this testing are not part of routine prenatal care and will be available to the researchers only. A coded study number will identify your sample - your name and any other information that allows you to be identified will not be used.  These samples will be stored securely in the Rotunda laboratory. The platelet function test will be done in an RCSI research laboratory.  All samples will be destroyed once all study tests are completed. 

Are there any risks involved in participating in the study?
While use of aspirin in non-pregnant people may be associated with a slight increased risk of bleeding, the use of a low dose 150mg as in this study has not been associated with increased risks for mum or for baby. None or very few side effects for mother or baby have been seen in large clinical trials to date. It is regarded as a safe drug to take in pregnancy up until 36 weeks at a low dose and is routinely used in ‘high-risk’ women without any problems.  We will withdraw you from the study if you develop a severe medical complication or if your safety is at risk.

If you agree to participate in this study, we will ask you to sign a consent form. This study is not compulsory and deciding not to participate will not affect your care in any way. Furthermore, you are free to withdraw from the study at any stage. You will not have to justify your decision to anyone involved in the research. The more women that participate, the more valid the findings will be. We feel that the findings of this study will help us to decide whether we should be offering aspirin therapy for all women with pre-existing diabetes. We will keep your study details for up to 10 years once the study ends. 

This study has been funded by the Health Research Board and the research protocol has been approved by a National Ethics Committee  



















Appendix 3


Re:   (Affix participant sticker) Date



Dear Doctor,
The above named participant is participating in a study evaluating the role of low-dose (150mg) aspirin in improving pregnancy outcome for women with pre-existing diabetes (type I or II).  This study will be conducted in the Rotunda Hospital, Coombe Women’s and Infants’ University Hospital, National Maternity Hospital, Mid-Western University Hospital Limerick, University College Hospital Galway, Cork University Maternity Hospital and Our Lady of Lourdes Hospital Drogheda, and has been approved by the Health Products Regulatory Authority, the National Research Ethics Committee and by the hospital Master/Clinical Director.

Having met study criteria, your participant has been commenced on aspirin 150mg daily or matched placebo, commencing between 11 and 13+6 weeks gestation and continued until 36 weeks gestation or sooner if earlier delivery is indicated.  This is a randomized double blind placebo controlled study. Unblinding will occur in the event of an allergic reaction, or any serious adverse event. Participating in the study will not alter the schedule of prenatal hospital visits, and as is the case with all pregnancies complicated by type I or II diabetes, prenatal care will be hospital- based. Please find enclosed the full Participant Information Leaflet pertaining to this study, and please do not hesitate to contact me through this office should you have any questions.
Sincerely,

_________________________
(Insert PI information)
Contact: (Insert PI information)
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