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Aim 
Many women with polycystic ovary syndrome (PCOS) 
are being treated with the insulin sensitising agent 
metformin to reduce their excessive androgen levels 
and hirsutism, and improve ovarian function. It is not 
licensed for use in PCOS.  
1. To determine changes in hormones and other 

parameters that occur when women with 
polycystic ovary syndrome (PCOS) discontinue 
treatment with the insulin sensitising agent 
metformin. 

2. To examine whether these changes may provide 
information as to the origin of the syndrome 

 
Project Outline/Methodology 
The intent was to recruit 40 women with PCOS who 
had been treated with metformin for more than 6 
months, discontinue their treatment and monitor the 
evolution of hormones and symptoms related to 
PCOS.  Prior to discontinuation and at 1, 2 and 3 
month time-points, they were to undergo 
measurements of weight, height and waist 
circumference, ovarian ultrasound scans and 
circulating hormone tests. 
 
Key Results 
During the recruitment 6 months, 62 suitable women 
were identified, and 36 were interviewed (SM, JN).  
Other exclusion criteria reduced the cohort to 22 
women, who had taken metformin for between 8 and 
24 months.  Seventeen (77%) of the 22 qualified 
women declined participation in the programme as 
they did not want to cease treatment, even for a 
short period of time.  They all considered that the 
treatment was effective, and they enjoyed the 
benefits. Two women (9%) wished not to get 
involved in research projects. Seven patients (31%) 
were initially interested in the study and were given 
patient information leaflets, but 3 decided to continue 
metformin, and 2 withdrew for personal reasons.  
Most women declining participation explained their 
difficulty of coping with transient side-effects at 
metformin treatment initiation (nausea, vomiting and 
diarrhoea, for the first weeks of treatment) and their 

anxiety of enduring that again at treatment re-
initiation.  One woman completed the study. 
 
Conclusions 
The essentially negative outcome of this study 
reveals an important piece of information.  Women 
with PCOS, once established on metformin treatment, 
believe that they obtain benefit from the treatment, 
and are disinclined to stop.  This is despite the 
acknowledged facts that the drug is not licensed for 
use in PCOS, there is little substantial evidence to 
support its use, and many of the symptoms require 
long term treatment.  Furthermore, information 
about possible prescribing problems are not 
formalised.  It is important that these voids in our 
knowledge are filled. 
 
What does this study add to the field? 
The study shows 1) how difficult it will be to obtain 
reliable, representative and important information 
about expected changes after treatment 
discontinuation, and 2) how important it is that 
metformin use in PCOS is brought into the regulatory 
framework, through appropriate studies for licensing. 
  
Implications for Practice or Policy 
Many women with PCOS are demanding treatment 
from their doctors, and there is a need for more 
information than is available at the moment. 
We have published a debate article for gynaecologists 
and physicians in Europe (in Human Reproduction) 
bringing these issues to a wider audience, and to 
elicit support from the regulatory authorities and the 
drug manufacturers to take up this programme. 
 
Where to next? 
Leading the debate over licensing, and seeking other 
approaches to obtain the scientific information. 
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