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A: Question

What is the significance of a raised Follicle-Stimulating Hormone (FSH) level (FSH=15.1 iu/l) in a 22
year old woman with Systemic Lupus Erythematosus (SLE) who has been on Depot
Medroxyprogesterone Acetate (DMPA), has been amenorrhoeic for 1 year and complains of flushes?

B: Response

In women using DMPA amenorrhoea is more likely with increased duration of use. 30-35% of women
are amenorrhoeic after 3 months and 70.3% amenorrhoeic by 12 months. It would therefore not be
unusual to experience amenorrhoea after 12 months of DMPA use. With DMPA use there is a
potential delay in return to full fertility but no evidence of permanent infertility.

Autoimmune conditions have been cited as a possible cause of premature menopause and there is
some evidence to suggest that individuals with SLE are more likely to experience menstrual
irregularities than “healthy” women, including amenorrhoea and premature menopause. It is
recommended that when testing for ovulation failure FSH levels are tested on more than two
occasions at least one or two months apart as FSH levels can vary on a daily basis if a person is
perimenopausal. FSH levels which would be strongly suggestive of premature menopause would be
>30iu/l.

Individuals with SLE will often experience night sweats and therefore this symptom may be related to
SLE rather than menopause.

The CEU would advise that whilst elevated, the levels of FSH are not high enough to confirm
premature ovarian failure (POF). From the clinical information provided and a single FSH
measurement it is impossible to tell whether the slightly elevated FSH is due to reduced ovarian
reserve, the inhibitory effect of DMPA on ovarian activity or (if the last injection was more than 12
weeks ago) return of ovulation.

Given that there is some evidence to suggest that women with SLE may be at increased risk of
premature menopause, if the clinician or patient is concerned the woman could be offered an
alternative method of contraception which would not mask menstrual bleeding, delay the return of
fertility or interfere with gonadotrophin levels. If amenorrhoea persists FSH levels can then be
monitored on several occasions 1 or 2 months apart.

C: Evidence-Based Medicine Question (which guided our literature search strategy)
Population:  Women with Systemic Lupus Erythematosus

Intervention. DMPA

Outcome: Significance of elevated follicle-stimulating hormone levels and hot flushes
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D: Information Sources

The CEU searched the following sources in developing this Member’s Enquiry Response

Source Searched Information Identified
Existing FSRH and RCOG guidance See below
The National Guidelines Clearing House No relevant information

The United Kingdom Medical Eligibility Criteria for Contraceptive Use (2005/2006)
The United Kingdom Selected Practice Recommendations for Contraceptive Use (2002)

The World Health Organization Medical Eligibility Criteria for Contraceptive Use (2004) No relevant information
The World Health Organization Selected Practice Recommendations for Contraceptive

Use (2005)

The Cochrane Library No relevant information
MEDLINE and EMBASE from 1996 to 2008 See below

E: Evidence Reviewed

DMPA works primarily by inhibiting ovulation®. There is a thickening of the cervical mucus inhibiting
sperm penetration into the reproductive tract and in addition changes to the endometrium make it an
unfavourable environment for implantation®.

Bleeding changes are common in women using DMPA. Amenorrhoea with DMPA is more likely with
increased duration of use® and 30-35% of women are amenorrhoeic after 3 months with 70.3% by 12
months®. It would therefore not be unusual to experience amenorrhoea after 12 months of DMPA
use. With DMPA use there is a potential delay in return to full fertility but no evidence of permanent
infertility.

High levels of FSH are uncommon during the reproductive years and could be indicative of early
menopause. It is recommended that when testing for ovulation failure FSH levels are tested on more
than two occasions at least one or two months apart as FSH levels can vary on a daily basis if a
person is perimenopausal or menopausal®.

Autoimmune conditions have been cited as a possible cause of premature menopause and there is
some evidence to suggest that Individuals with SLE are more likely to experience menstrual
irregularities than “healthy” women including amenorrhoea and premature menopause'’®. However
FSH levels which would be suggestive of ovarian failure in conjunction with amenorrhea would be
those >30iu/l. In this individual the FSH levels are currently not within the range expected for
someone experiencing early menopause.

The CEU would suggest that whilst elevated, the levels of FSH are not currently within the range that
would be indicative of premature ovarian failure (POF). Whilst hot flushes are a known menopausal
symptom, individuals with SLE will often experience night sweats and therefore this symptom may be
related to SLE rather than elevated FSH. However given that there is some evidence to suggest that
women with SLE may be more likely to experience menstrual irregularities including premature
menopause, it might be beneficial to change to a method which does not mask bleeding or delay the
return of fertility. If amenorrhoea persists FSH levels can then be monitored on several occasions 1 or
2 months apart.
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The advice given in this Member's Enquiry Response has been prepared by the FSRH Clinical Effectiveness
Unit team. It is based on a structured search and review of published evidence available at the date of
preparation. The advice given here should be considered as guidance only. Adherence to it will not ensure a
successful outcome in every case and it may not include all acceptable methods of care aimed at the same
results. This response has been prepared as a service to FSRH members, but is not an official Faculty guidance
product; Faculty guidance is produced by a different and lengthier process. It is not intended to be construed or
to serve as a standard of medical care. Such standards are determined on the basis of all clinical data available
for an individual case and are subject to change as scientific knowledge advances. Members are welcome to
reproduce this response by photocopying or other means, in order to share the information with colleagues.
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