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Background

In 2003 and 2005 NEQAS experiments showed that progesterone methods exhibited bias of +50% to –15% from GCMS target.

In the UKNEQAS Progesterone Interpretation there was no consensus on level confirming ovulation.

Aims of Scottish Region Survey
1. To find out correct timing of samples to assess ovulation in regular cycles.

2. In irregular cycles, what appropriate tests should be advised.

3. To find out what cut off levels are in use to confirm ovulation.

4. On what evidence base these levels are based.

15/22 laboratories responded.

1. When do you suggest clinicians should measure progesterone to assess ovulation in patients with regular cycles?

Most labs agreed with guidelines----day 21 if 28 day cycle and 7 days before expected period.

NICE recommendation: Mid-luteal progesterone after 1 year infertility.

2. What do you suggest clinicians measure to detect ovulation in patients with irregular cycles?

Most labs agreed weekly sampling required with measurement of other hormones.

NICE recommendation: Weekly progesterone + LH/FSH




          TFTs not indicated unless symptomatic




          Prolactin only after anovulation demonstrated.

3. What progesterone level confirms/excludes ovulation, if a mid luteal phase sample?

Wide variation in progesterone value accepted as evidence (eg 10 to 30mmol/l) or lack of ovulation ( eg 3-20mmol/l) even within method group.

Source of evidence could be literature based, hospital’s own evidence based on patient samples or instrument manufacturers.

New RCOG (Feb 2004) guidelines say ‘values range from 16-28mmol/l as lowest limit indicative of ovulation’ and they give 4 references. See table below. The previous guidelines cited only the Hull paper as evidence, hence the previous guideline of  a progesterone >30mmol/l level.
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Reference


Results--ovulation
Comments

Hull et al 1982

Extraction tritiated progesterone-RIA
28-53mmol/l  (>30)
Conception cycles measurement as proof of ovulation

Wathen et al 1984

125 iodinated prog.----RAI
>20nmol/l
Mid-luteal phase values derived from follicular phase measurements of prog.

Paper says ‘definitions are arbitary and  scientifically unsatisfactory’

Abdulla et al 1983

Direct RIA at pH4 tritiated prog.
>38nmol/l
Follicular rupture confirmed by laparoscopy. But not necessarily ovulation.

European Society for Human Reproduction & 

Embryology
16-32nmol/l
From 2 further references-

Landgren et al 1980 (1975 RIA method)

Crosignani et al 1993

Discussion

Ideally each lab should find the concentration of progesterone in their assay in the mid luteal phase from conceptual cycles. 

The evidence used by RCOG is based on outmoded analysis of progesterone and even the papers do vary in level suggested. How comparable are RIA methods with modern immunoassay methods?

Those labs that use the old RCOG guidelines may wish to review their guidelines.

There needs to be more collaboration between labs using the same method.

And there needs to be discussion with gynaecology clinicians.

