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Patient information leaflet

Study: Controlled ovarian stimulation + intrauterine insemination (COH + IUI) vs In Vitro Fertilization (IVF) as the first line treatment for couples with unexplained infertility

REC ref number: 13/LO/0550
Trial registration number: ISRCTN43430382
We would like to invite you to take part in our research study. Before you decide we would like you to understand why the research is being done and what it would involve for you. One of our team will go through the information sheet with you and answer any questions you have. It will take about 10 minutes to go through the leaflet.

What is the purpose of this study?

Background: When considering treatment options for couples whose examinations are all normal, so-called Unexplained Infertility (UI), it is prudent to consider simple treatments like Expectant Management (waiting for natural spontaneous conception), Clomiphene Citrate, Controlled Ovarian Hyperstimulation (injections of FSH) + Intrauterine Insemination (placing treated sperm in the womb) (COH + IUI) before more complex  options like In Vitro Fertilization (IVF). Though some of these couples will eventually conceive with expectant management, the majority would prefer some form of active management. Many couples failing to conceive with IUI subsequently do require IVF. This raises the debate then what should be the initial treatment of UI? If IVF is offered as the first choice would it save time and result in better outcome? 
The new National Institute for Health and Clinical Excellence (NICE) guidelines 2012 suggest that COH + IUI should not be offered to women with unexplained infertility for more than 2 years through the NHS (NICE, 2012). They proposed to offer IVF to these couples straight a way after 2 years of trying naturally to conceive. However the evidence on which these recommendations are based is not robust. Also this may not give patients any flexibility in their treatment and may not allow them to choose their treatment options.
COH + IUI and IVF both are accepted methods for the first line treatment of UI. Though IVF is thought to have higher success rates in general it is more invasive and more time consuming and many women find it difficult to continue with repeated cycles if one cycle fails. On the other hand IUI, being less invasive and less time consuming, women find much easier to accept and to have repeat cycles in case one attempt fails. Currently there is lack of agreement among infertility specialists with regard to first line treatment of UI. Some consider expectant management for young couples with a short period of infertility. Others consider a short trial of IUI with COH followed by IVF. Some directly offer IVF especially to older women or those with long duration of infertility. So far there is no agreement regarding the first line management for this group of patients. 

Hence we intend to perform this randomised controlled trial (RCT) to address the above questions.

What exactly we are examining: Couples (with female partner <37 completed years), trying to conceive for at least a year of unprotected intercourse, in the presence of normal semen analysis, evidence of regular ovulation with an examination of FSH<10iu/L on day 2-4 of the cycle, two patent tubes on an x-ray or ultrasound examination (HSG/HyCoSy) and who had no previous fertility treatment other than clomiphene citrate will be recruited in the study.
They will be randomly grouped into two groups, decided by another independent worker by computer randomisation. One group will receive COH + IUI as the first line treatment, while the other group will be offered IVF as the first line treatment.

The rates of live birth, multiple pregnancy and any complications will be the main measures of the outcome and will be compared between the two groups.
Why have you been chosen? 

As you meet all the above inclusion criteria, you are deemed suitable for the study.

Do I need to take part in the study?

It is up to you to decide whether you want to join the study. We will describe the study and go though the information sheet.  If you and your partner agree to take part, we will then ask you to sign a consent form. Both you and your partner would need to agree to participate in the trial. If one of you do not want to take part / or decide to withdraw, then you would be excluded from the study. You are free to withdraw at any time, without giving a reason. This would not affect the standard of care you receive.
What will happen if I agree to participate? 

Sometimes we don’t know which way of treating patients is best. To find out, we need to compare different treatments. We put people in groups and give each group a different treatment. The results are compared to see which one is better. To try to make sure the groups are the same to start with, each patient is put into a group by chance (randomly).
According to the random selection, you will either receive COH + IUI (50% of women) or IVF (50% of women) as the first offered treatment. The medicines used in the cycles will be the same as usual. 

Treatment to which the couple is randomised will be given in a 6-month period. If you are in the COH+IUI group and fail to conceive in the 3 cycles you will automatically be recommended for IVF treatment outside of this study.
If you are in the IVF group, then after 1 cycle you will not be offered IUI. This is the normal unit policy. You will have the opportunity to have more IVF if you want, which will be outside of this study. . 
We will compare the results in the two groups in order to see which group has a better outcome in terms of ongoing pregnancy rate/ live birth rate.
Will joining the study affect my NHS funding?
The numbers of IVF cycles you are entitled to depend on the primary care trust (PCT) you are from. There are some PCTs, which offer three cycles, and there are some, which offer one cycle. Your NHS entitlement will be same even if you join the study. You will not be offered any extra funded cycle if you join the study. 
If you wish to have any further IVF cycles over and above your NHS funded ones you will need to self fund yourself (irrespective of whether you are in the trial). The cost of the treatment cycles is standard for the unit (£3800 per cycle including medications). Those couples who are not eligible for NHS funding (e.g. previous child from the present relationship, BMI>30, > 4 children from different relations etc) will also be needed to self fund their treatment as per the standard cost for the unit. Those couples who are self funding their treatments are eligible for the study so long they understand and agree to the financial implications. 
What are the possible disadvantages and risks of taking part? 

There are no added disadvantages and risks over and above the routine treatment.

What are the possible benefits of taking part?

The information we get from the study will help improve the treatment of people with unexplained infertility in future.

What if there is a problem?

Any complaint about the way you have been dealt with during the study or any possible harm you might suffer will be addressed. If you have any concern about any aspects of this study, you should ask to speak to the researchers who will do their best to answer your questions. If you remain unhappy and wish to complaint formally, details are available at the reception at Homerton Fertility desk.
There is counselling support available in the unit should you feel its need.
What will happen if I don’t carry on with the study?

You are free to withdraw at any time without giving a reason. This would not affect the standard of care you receive. We would want you to keep in contact with us to let us know about your treatment and its outcome.

Will participation and the information be kept confidential?

Your participation in this study will be kept absolutely confidential and the details and the records will only be available to the members of the study group directly involved with the research.

Will my taking part in this study be kept confidential?

If you join the study, some parts of your medical records and the data collected for the study will be looked at by the authorized persons from the Homerton Fertility Centre. They may also be looked at by authorized people to check that the study is being carried out correctly. All will have a duty of confidentiality to you as a research participant.

Who is organizing and funding the research?

The Homerton University Hospital NHS Trust is organizing and funding the study. The study is covered by standard NHS indemnity scheme.

Who has reviewed the study?

All research in the NHS is looked at by an independent group of people, in this case Brighton and Sussex Research Ethics Committee, to protect your interests. 

If you have any further queries regarding the study you can contact the following investigators:

Dr Anupa Nandi (Chief Investigator)

Prof R Homburg (Co Investigator)

020 8510 7217
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