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Aim 
In the absence of a known cause, the treatment of 
unexplained infertility has relied on a number of 
traditional, but unproven options such as clomifene 
citrate (CC), a drug which encourages ovulation, or 
intra-uterine insemination (IUI), where prepared 
sperm are delivered within the cavity of the womb 
through the cervix. There is little evidence to support 
the effectiveness of these traditional interventions 
which were compared with expectant management 
(no active treatment apart from regular intercourse) 
in the treatment of infertility. 
 
Project Outline/Methodology 
A parallel group, three arm, multi-centre randomised 
controlled trial was planned. The proposed 
comparisons were CC versus expectant management 
and IUI versus expectant management. We recruited 
couples from 5 centres in Scotland (United Kingdom), 
with infertility exceeding 2 years in duration, 
confirmed ovulation, open fallopian tubes and motile 
sperm.  Women were randomised to receive one of 
three options for a period of 6 months: expectant 
management (N = 193), clomifene citrate (N = 194), 
or unstimulated intra-uterine insemination [IUI] (N 
=193). 
 
Key Results 
Women in the three randomised groups (expectant 
vs clomifene vs IUI) were comparable in terms of 
age, body mass index, duration of infertility and 
sperm quality. Live birth rates in the three 
randomised groups were as follows: expectant = 
33/193 (17%); CC = 26/192 (14%) and IUI = 
43/191 (23%).  More women randomised to CC 
(159/170, 94%) and IUI (155/162, 96%) found the 
process of treatment acceptable compared to those in 
the expectant arm (123/153, 80%),  
 
 

Conclusions 
Clomifene citrate and unstimulated IUI do not offer 
superior live birth rates in comparison with expectant 
management of unexplained infertility.  The costs of 
both CC and IUI are greater than those associated 
with expectant management. 
 
What does this study add to the field? 
Prior to this trial, the available literature suggested 
that CC had a modest but positive role in unexplained 
infertility. Despite the absence of randomised data on 
IUI versus expectant management, concerns about 
the risk of multiple pregnancy led to support for 
unstimulated IUI. This trial questions the role of 
clomifene and unstimulated IUI.  
 
 
Implications for Practice or Policy 
The results of this trial suggest that the current 
practice of using empirical CC and IUI as first line 
treatment in couples with unexplained infertility 
should be reconsidered. 
 
Where to next? 
The next step is to identify couples in whom further 
expectant management is unlikely to succeed and 
who would benefit from more invasive forms of 
fertility treatment such as assisted reproduction.  
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