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SUMMARY OF KEY RECOMMENDATIONS 

 

When administered at the recommended dosing interval the failure rate of 
progestogen-only injectable contraception is approximately 0.2% in the first year of use. 
With typical use the failure rate is approximately 6%. 

Health professionals should be familiar with the most up-to-date UK Medical Eligibility 
Criteria for progestogen-only injectable contraception. 

 
Amenorrhoea or reduced bleeding is common in progestogen-only injectable users 
and may benefit women with menstrual problems. 

 

Depot medroxyprogesterone acetate (DMPA) use may reduce pain associated with 
endometriosis. 

Women should be advised about changes in bleeding patterns. 

Use of DMPA is not associated with an increased risk of ovarian or endometrial cancer 
and may offer some protection. 

 
DMPA is a contraceptive option for women with sickle cell disease and may reduce the 
severity of sickle crisis pain. 

 
Progestogen-only injectable use is associated with a small loss of bone mineral density, 
which is usually recovered after discontinuation. 

 

In women aged under 18 years progestogen-only injectable contraception can be 
used after consideration of alternative methods. 

 

Women using DMPA who wish to continue use should be reviewed every 2 years to 
assess individual situations, and to discuss the benefits and potential risks. 

Women are generally advised to switch to another method at age 50 years. If a 
woman does not wish to stop using DMPA, consideration may be given to 
continuation, providing the benefits and risks have been assessed and the woman 
informed of the potential risks. 

The available evidence suggests a possible association between current or recent use 
of hormonal contraception (including progestogen-only injectables) and a small 
increase in risk of breast cancer; absolute risk remains very small. 

A causal association between DMPA and venous thrombosis has not been 
demonstrated in the small number of studies that have investigated this relationship. 

From the limited evidence available it is not possible to confirm or exclude an 
association between progestogen-only injectable use and myocardial infarction or 
stroke. 

There is a weak association between cervical cancer and use of DMPA for 5 years or 
longer. Any increased risk appears to reduce with time after stopping and could be 
due to confounding factors. 

Health professionals should ensure that women requesting DMPA are up-to-date with 
cervical cytology screening and, if relevant, have completed the human 
papillomavirus (HPV) vaccination programme. 

Women should be informed about the link between HPV and cervical cancer, and 
advised about strategies that reduce the risk such as condom use, smoking cessation, 
regular cervical screening and, where appropriate, vaccination against HPV. 

Use of DMPA appears to be associated with weight gain, particularly in women under 
18 years of age with a body mass index (BMI) ≥30 kg/m2. 

✓ 

A 

B 

A 

✓ 

B 

B 

B 

✓ 

C 

C 

B 

B 

B 

B 

✓ 

✓ 
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 C  Women who gain more than 5% of their baseline body weight in the first 6 months of 

DMPA use are likely to experience continued weight gain. 
 

 B  Injection site reactions appear to be more common with use of subcutaneous (SC) 

DMPA than with use of intramuscular (IM) DMPA. 
 

 C  Whilst there is little evidence available to demonstrate causation, a number of possible 
side effects such as acne, decreased libido, mood swings, headache, hot flushes and 
vaginitis have been reported with use of DMPA. 

 C  The gluteal muscle in the buttock is the preferred site for IM DMPA administration but it 
can be administered into the deltoid muscle of the upper arm. In women with deep 
adipose tissue in the gluteal area, standard-length needles may not reach the muscle 
layer and SC DMPA or deltoid administration of IM DMPA should be considered. 

 C  SC DMPA should be injected into the abdomen or anterior thigh. 

 

 ✓  Women should be advised to return every 13 weeks for a repeat injection of IM or SC 

DMPA (outside the product licence for IM DMPA). 
 

 B  An injection of DMPA can be administered up to 7 days late (up to 14 weeks after the 
last injection) without the need for additional contraceptive precautions (outside the 
product licence for IM DMPA). 

 

 C  If necessary, an early repeat injection of DMPA can be administered from 10 weeks and 

from 6 weeks for norethisterone enantate (NET-EN)(outside product licence). 
 

 B  The efficacy of DMPA contraception is not reduced with concurrent use of enzyme- 
inducing drugs. 

No  increased  risk  of  pregnancy  has  been  demonstrated  in  progestogen-only 
 B  injectable users with higher body weight, although data are limited in women 

with a BMI ≥40 kg/m2. 

Women who discontinue their progestogen-only injectable and who do not wish to 
 ✓  conceive should be advised to start another contraceptive method before or at the 

time of their next scheduled injection even if amenorrhoeic. 

Women should be informed that there can be a delay of up to 1 year in the return of 
fertility after discontinuation of IM or SC DMPA. 

The consistent and correct use of condoms (male or female) can reduce the risk of 
sexually transmitted infection (STI) transmission and should therefore be 
recommended as a risk-reduction strategy. 

 

 B  A causal relationship between progestogen-only injectable contraception and HIV 
transmission/acquisition has not been established but cannot be completely 
excluded. 

 

 ✓  Women who experience unscheduled bleeding during use of a progestogen-only 
injectable and who are medically eligible can be offered a combined oral 
contraceptive (COC) for 3 months. This can be taken in the usual cyclic manner or 
continuously without a hormone-free interval (outside product licence). Longer-term 
use of the injectable and COC has not been studied and is a matter of clinical 
judgement. 

 

 B  Women with unscheduled bleeding during use of a progestogen-only injectable 
contraceptive can be offered 500 mg mefenamic acid up to three times daily for 5 
days. 

 C  

 B  
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Faculty of Sexual & Reproductive Healthcare 

Clinical Effectiveness Unit 

A unit funded by the FSRH and supported by NHS Greater Glasgow & Clyde 

to provide guidance on evidence-based practice 

 
 

FSRH Guidance (December 2014, amended July 2023) 

Progestogen-only Injectable Contraception 

(Revision due by December 2019) 

 
1 Purpose and Scope 

 
This document provides clinical guidance, evidence-based recommendations and good 

practice points on use of progestogen-only injectable contraception. Unless otherwise stated, 

the guidance will refer to depot medroxyprogesterone acetate (DMPA) injectable 

contraception. Information on norethisterone enantate (NET-EN) will be included where 

relevant. 

 
The guidance is intended for any health professional or service providing contraception or 

contraceptive advice in the UK. The document updates and replaces previous Faculty of Sexual 

& Reproductive Healthcare (FSRH) guidance on progestogen-only injectable contraception.1 

The main changes from the previous guidance are: 

• Updated UK Medical Eligibility Criteria for Contraceptive Use (UKMEC)2
 

• Inclusion of information relating to subcutaneous DMPA 

• Updated advice in relation to the dosing interval for DMPA (FSRH recommends 13 weeks) 

• Updated advice on switching between contraceptive methods 

• Updated advice on the upper age limit for use. 

 
The recommendations included in this document should be used to guide clinical practice but 

they are not intended to serve alone as a standard of medical care or to replace clinical 

judgement in the management of individual cases. A key to the Grading of Recommendations, 

based on levels of evidence, is provided on the inside front cover of this document. Details of 

the methods used by the Clinical Effectiveness Unit (CEU) in developing this guidance are 

outlined in Appendix 1 and in the CEU section of the FSRH website (www.fsrh.org). 

 
 

2 Background 

 
Long-acting reversible contraceptives (LARCs) are those that are administered less frequently 

than once a month.3,4 Both DMPA and NET-EN are long-acting progestogens; the combined 

contraceptive injectable is not available in the UK. DMPA is formulated for deep intramuscular 

(IM) injection as Depo-Provera® (150 mg medroxyprogesterone acetate in 1 ml)5 and 

subcutaneous (SC) injection as Sayana Press® (104 mg MPA in 0.65 ml).6 NET-EN is less commonly 

used in the UK. It is available as Noristerat® (200 mg in 1 ml),7 administered by IM injection. 

NET-EN is licensed for short-term use by women whose partners have undergone vasectomy 

until successful vasectomy is confirmed, and after rubella immunisation. 
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3 What is the Mode of Action of the Progestogen-only Injectable and How 

Effective is it? 
 

Progestogen-only injectable contraception works primarily by inhibiting ovulation.8–10 There is 

also an effect on cervical mucus, resulting in poor cervical mucus scores and limited sperm 

penetration.11,12 In the majority of women an effect on cervical mucus occurs within the first few 

days,11,12 but in some women this may take up to 7 days or more.13 Therefore, additional 

precautions are required for 7 days when starting after Days 1–5 to allow time for ovulation 

suppression and the cervical mucus effects of the progestogen-only injectable to become 

established. 

 
In addition, changes to the endometrium make it an unfavourable environment for 

implantation.14–16
 

 
In a multinational randomised controlled trial (RCT) cumulative pregnancy rates for DMPA users 

were 0.7% at 1 year of use.17 Similar results were reported in two cohort studies (0.4%18 and 0.3%19) 

at 1 year of use. An RCT that compared pregnancy rates for NET-EN and DMPA users found 

1-year cumulative pregnancy rates of 0.4% (NET-EN) and 0.1% (DMPA). At 2 years, cumulative 

pregnancy rates were <0.4% (<4 in 1000).17 A large prospective study compared failure rates at 

1–3 years in LARC users [implant/copper intrauterine device (Cu-IUD), n=5781] versus a group 

of combined pill, patch and ring users (n=1527) and a group of DMPA users (n=124). The 

reported cumulative pregnancy rates for those in the DMPA group (0.1%, 0.7% and 0.7%, 

respectively) did not differ significantly from those in the Cu-IUD/implant group (0.3%, 0.6% and 

0.9%, respectively) (p=0.96). The failure rate per 100 participant years for DMPA was calculated 

as 0.22 in those women who returned for their injections (i.e. perfect use).20
 

 
Estimates from the USA21 suggest that the percentage of women experiencing an unintended 

pregnancy within the first year of using the progestogen-only injectable is 0.2% with perfect use 

(used consistently and correctly) but 6% with typical use (includes incorrect/inconsistent use). 

The typical failure rates observed are higher than with other long-acting methods, perhaps due 

to the relative frequency with which repeat injections have to be administered. The injectable 

is therefore less cost-effective than the progestogen-only implant, the Cu-IUD and the 

levonorgestrel intrauterine system (LNG-IUS).3,22 However, progestogen-only injectables are more 

cost-effective than combined oral contraception (COC), even after 1 year of use.3,22
 

 

 A  
 

 

 

 

4 Who is Eligible to Use the Progestogen-only Injectable? 
 

The UK Medical Eligibility Criteria for Contraceptive Use (UKMEC)2 is a document that provides 

evidence-based recommendations on the use of contraceptive methods in the presence of a 

range of medical conditions and social factors. Health professionals should take a medical 

history as outlined in FSRH Service Standards for Record Keeping23 and should refer to UKMEC2 

when assessing an individual’s eligibility for any contraceptive method including the 

progestogen-only injectable. Unless specifically stated, UKMEC2 does not take account of 

multiple conditions. There are no formal rules for assessing multiple UKMEC categories. Assessing 

an individual’s eligibility in the presence of multiple medical and social factors requires clinical 

judgement based on the evidence available. SC DMPA was not available in the UK when 

UKMEC was last published;2 however, the FSRH would advise that UKMEC categories for IM DMPA 

can be applied to SC DMPA. 

 
The definitions of the UKMEC categories are given in Table 1. 

When administered at the recommended dosing interval the failure rate of progestogen-only 

injectable contraception is approximately 0.2% in the first year of use. With typical use the failure 

rate is approximately 6%. 
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Table 1 Summary of UK Medical Eligibility Criteria for Contraceptive Use (UKMEC) categories 

UKMEC Category Definition 

1 A condition for which there is no restriction for the use of the contraceptive method. 

2 A condition for which the advantages of using the method generally outweigh the theoretical or 

proven risks. 

3 A condition where the theoretical or proven risks usually outweigh the advantages of using the 

method. The provision of a method requires expert clinical judgement and/or referral to a 
specialist contraceptive provider, since use of the method is not usually recommended unless 
other more appropriate methods are not available or not acceptable. 

4 A condition which represents an unacceptable health risk if the method is used. 

 

 ✓  
 

 

 

 

 

5 Non-contraceptive Benefits, Health Concerns and Side Effects Associated with 
Use of the Progestogen-only Injectable 

 
5.1 Non-contraceptive benefits 

 
5.1.1 Bleeding and dysmenorrhoea 

 

The majority of progestogen-only injectable users become amenorrhoeic with time18,19 (see 

page 10). Some women may view this as an adverse effect; others may view it as a benefit, 

particularly if they have menstrual problems.24,25 The progestogen-only injectable is listed within 

National Institute for Health and Care Excellence (NICE) guidelines26 as a possible treatment for 

the management of heavy menstrual bleeding. DMPA has also been shown to help improve 

dysmenorrhoea and the symptoms of endometriosis27–30 and is listed as a possible treatment 

option within the European Society for Human Reproduction and Embryology guideline on the 

management of women with endometriosis.31
 

 
 B  

 

 

 A  
 
 

 ✓  
 

 

5.1.2 Ovarian and endometrial cancers 
 

Data from observational studies suggest that there is no increased risk of ovarian cancer32–35 or 

endometrial cancer33 associated with DMPA use, and that use of DMPA may confer some 

protection against these conditions.33
 

 

 B  Use of DMPA is not associated with an increased risk of ovarian or endometrial cancer and 
may offer some protection. 

Women should be advised about changes in bleeding patterns. 

DMPA use may reduce pain associated with endometriosis. 

Amenorrhoea or reduced bleeding is common in progestogen-only injectable users and may 
benefit women with menstrual problems. 

Health professionals should be familiar with the most up-to-date UK Medical Eligibility Criteria 

for progestogen-only injectable contraception. 
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5.1.3 Sickle cell disease 

 

Data on the benefits of DMPA in women with sickle cell disease are limited in terms of quantity 
and quality.36–38 There is no evidence to date that suggests an increased risk of clinical 
complications associated with its use, and there is some evidence to suggest that DMPA may 
actually confer some benefits with regard to severity of sickle crisis pain.36–38 However, a systematic 
review36 has indicated that there is insufficient evidence to recommend DMPA over other 
contraceptives. No assessment can be made about the risk of thrombosis associated with DMPA 
use in women with sickle cell disease due to the lack of evidence (see section 5.2.3/page 7). 

 

 B  
 

 
 

5.2 Health concerns 
 

5.2.1 Bone mineral density 
 

Suppression of ovulation with use of DMPA can lead to a decrease in estradiol and estrone 
levels. Although estradiol levels are similar to those seen in the early phase of the menstrual 
cycle, there is evidence that use of DMPA results in loss of bone mineral density (BMD). 

 

A systematic review undertaken by NICE concluded that DMPA use is associated with a small 
loss of BMD, which is largely recovered when DMPA is discontinued.3 Another systematic review 
of 10 observational studies, published between 1996 and 2006, found that following 
discontinuation of DMPA, BMD returned towards baseline or to baseline values in women of all 
ages.39 Further published data from observational studies have not changed the findings of the 
NICE review.40,43

 

 

Findings of studies examining the impact of duration of use or number of DMPA injections on 
BMD have differed. A cross-sectional study of postmenopausal women who had used DMPA 
without a break for between 1 and 15 years were compared to an age-matched group of Cu- 
IUD users. As duration of use increased, so too did differences in the BMD at the ultra-distal radius. 
The difference became statistically significant after 13–15 years of use.44 A 7-year matched 
cohort study of women aged 25–35 years found that at all time points in the 240-week treatment 
period the loss of BMD was significantly greater amongst DMPA users than Cu-IUD users; the 
greatest decline was in the first year of use.45 Other studies similarly report that the rate of bone 
loss may be greatest initially but then tapers off with time.46–48

 

 

The clinical significance of changes in BMD with use of DMPA is unclear and it is not known 
whether this translates to an increased risk of fracture. There has been particular concern about 
use of DMPA in women aged <18 years (who have not yet attained their peak bone mass) and 
among older women who are approaching the menopause when additional BMD loss will 
occur.3 

 

A Cochrane review of RCTs49 concluded that the risk of fracture associated with DMPA use could 
not be determined from existing data. A Cochrane review of observational studies50 concluded 
that data suggest use of DMPA might increase a woman’s risk of fracture. Three observational 
studies; one case-control and one cohort study utilising the same UK dataset, and a case- 
control study of Danish women,51 reported that women who have used DMPA may be at a 
modest increased risk of fracture compared with those who have not.52,53 However, none of the 
studies were adequately powered to control for potential confounding factors such as smoking, 
body mass index (BMI), participation in sports, or physical risk-taking behaviour. In addition, one 
study53 using a UK dataset reported that while DMPA users did experience more fractures than 
those who did not use DMPA, users appeared to have a higher background risk of fracture at 
the time of starting DMPA. Additionally, the increased risk was in relation to appendicular and 
miscellaneous fractures (i.e. fingers, toes, face, skull, multiple trauma, and unspecified fractures) 
rather than axial fractures (i.e. hip, pelvic fractures). DMPA users did not have an increase in risk 
after starting DMPA. The authors therefore suggested that the observed increased incidence 
of fracture compared to non-users may be a result of an inherent background risk in those who 
had chosen the method rather than an effect of DMPA use. 

DMPA is a contraceptive option for women with sickle cell disease and may reduce the severity 
of sickle crisis pain. 
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The FSRH supports guidance from the Medicines and Healthcare Products Regulatory Agency 

(MHRA)54 which advises that: 

• In women aged under 18 years DMPA may be used as first-line contraception after all options 

have been discussed and considered unsuitable or unacceptable. 

• A re-evaluation of the risks and benefits of treatment for all women should be carried out 

every 2 years in those who wish to continue use. 

• For women with significant lifestyle and/or medical risk factors for osteoporosis other methods 

of contraception should be considered. 

 
Risk factors (both inherited and modifiable) for osteoporosis are outlined in guidance published 

by the National Osteoporosis Guideline Group.55 There is insufficient evidence to make 

recommendations on bone densitometry, for example, dual energy X-ray absorptiometry 

(DEXA) scanning in progestogen-only injectable users. Clinicians should consult local protocols 

for referral criteria. 

 
For women with complex health needs, who may be at increased risk of osteoporosis, the 

potential risks should be considered in the context of the potential benefits (e.g. menstrual 

suppression). The decision is a matter of clinical judgement. 

 
For women over the age of 40 years, the advantages of using DMPA generally outweigh the 

theoretical or proven risks. Several observational studies have specifically examined the effects 

of DMPA use (past or present) on BMD in women aged over 40 years.44,56–59A small prospective 

study was identified that included a control group and two groups of women who used DMPA 

until the menopause: one group underwent subsequent hormone replacement, the other did 

not. Whereas bone loss was rapid in those women who did not use DMPA, in those who did and 

who did not use hormone replacement therapy, BMD changed very little.56 Other studies have 

suggested there is no significant worsening of BMD in postmenopausal women who had used 

DMPA until the menopause compared with non-users.44,56–59 It has been postulated that rather 

than worsen skeletal outcomes, women using DMPA until the menopause do not experience 

further significant bone loss because they have already undergone loss associated with the 

hypoestrogenic effects of DMPA.44,56
 

 

UKMEC2 advises that use of the injectable in women aged over 45 years is a UKMEC category 2 

(i.e. the advantages of using the method generally outweigh the theoretical or proven risks). In 

the UK, it has been advised that women using the injectable switch to another method at age 

50 years because of concerns about the impact on skeletal health and the theoretical risk of 

osteoporotic fracture in the menopause.60 However, if a woman prefers to continue or start the 

method at the age of 50 years or over, this would not be an unacceptable health risk and the 

benefits may outweigh the risks for some women. 

 

 B  
 

 

 C  
 

 
 

 ✓  
 

 

 C  Women are generally advised to switch to another method at age 50 years. If a woman does 

not wish to stop using DMPA, consideration may be given to continuation, providing the 
benefits and risks have been assessed and the woman informed of the potential risks. 

Women using DMPA who wish to continue use should be reviewed every 2 years to assess 

individual situations, and to discuss the benefits and potential risks. 

In women aged under 18 years progestogen-only injectable contraception can be used after 

consideration of alternative methods. 

Progestogen-only injectable use is associated with a small loss of BMD, which is usually 

recovered after discontinuation. 
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5.2.2 Breast cancer 

The limited available evidence is not consistent, but suggests that current or recent use of 

DMPA could be associated with a small increase in breast cancer risk. Causal association is 

not, however, clearly established and the absolute risk of breast cancer amongst users of 

hormonal contraception, including DMPA remains very low. 

 

The evidence 

 

When interpreting the evidence, there are the following important considerations. The 

available evidence derives from observational studies, some of which have found no effect 

of progestogen-only injectables on breast cancer risk or reduced incidence while others have 

reported a small increased risk. The number of incident breast cancers amongst women of 

reproductive age is very small, which makes effect of hormonal contraception on risk difficult 

to study. The observational, database-based nature of the studies that we do have means 

that findings could be affected by confounding factors that are not recorded or not 

considered. For example, a group of individuals that choose to use hormonal contraception 

may make other choices (e.g. lifestyle choices) that are different to those made by people 

that choose not to use hormonal contraception. There may be prescribing bias based on 

individuals’ other risks. Individuals currently or recently using a given contraceptive method 

could have been using a different method prior to that and this is not always accounted for. 
 

A case-control study¹⁵⁹ using UK database data for 1996-2017 compared current or recent use 

of hormonal contraception by individuals aged <50 years with incident invasive breast cancer 

with use by matched controls who had no history of invasive or in situ breast cancer. 308 

people with incident invasive breast cancer were currently using or had recently used a 

progestogen-only injectable (they could have used other hormonal contraceptives 

previously). The study reported a statistically significant increased risk of invasive breast 

cancer for current or recent users of a progestogen-only injectable compared to individuals 

that had not used hormonal contraception during the study period (adjusted OR 1.25 (95% CI 

1.07 to 1.45; p = 0.004). Adjustment was made for time since last birth, number of recorded 

births, BMI, and alcohol intake. 
 

A cohort study¹⁶⁰ using the Swedish nationwide register included women aged 15-34 in 2005 

and those that turned 15 thereafter, until the end of 2017 or age 45. During 127,259 person 

years of use of DMPA, 50 breast cancers occurred. Compared to individuals that did not use 

hormonal contraception during the study period, current users of DMPA had a statistically 

significantly reduced risk of incident invasive or in situ breast cancer (adjusted relative risk 0.74 

(95% CI 0.56-0.97); p=0.03). Adjustment was made for age, education, place of birth, parity, 

age at first term pregnancy, but not for factors such as BMI, smoking and alcohol. The authors 

urge caution in interpretation of this finding of apparent reduced risk, highlighting the relatively 

small numbers involved. 
 

A database study¹⁶¹ using information from Danish national databases for the 1.8 million Danish 

women aged 15–49 years between 1995 and 2012 found that after adjustment for age, 

calendar year, level of education, parity, PCOS, endometriosis, and family history of 

premenopausal breast or ovarian cancer, current and recent users of hormonal 

contraception (all methods combined) were at 20% increased risk of developing breast 

cancer compared to never-users of hormonal contraceptives (adjusted RR 1.20; 95% CI 1.14– 

1.26). Current or recent use of the progestogen-only injectable was not found to be 

associated with increased risk of breast cancer (RR 0.95 (95% CI 0.4-2.29) – the wide CI reflects 

the very small number of incident breast cancers in this group. 
 

A pooled analysis⁶¹ of two case-control studies⁶²,⁶³ reported that ever-use of DMPA was 

associated with a non-statistically significant increased risk of breast cancer (RR 1.1, 95% CI 

0.97–1.4). Subgroup analysis⁶¹ suggested that the risk of breast cancer may be increased in 

women who have started use within the previous 5 years (RR 2.0, 95% CI 1.5–2.8) but not in 

those who had used DMPA more than 5 years previously regardless of the duration of use. 
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The Collaborative Group on Hormonal Factors in Breast Cancer undertook a re-analysis of 54 

studies to investigate the relationship between breast cancer and hormonal contraceptives. 

Although few women used progestogen-only methods, limiting the strength of the findings, 

a non-statistically significant increased risk of breast cancer was observed for injectable 

progestogens.⁶⁴ A case-control study⁶⁵ of women (n=919 controls and n=1028 cases) aged 20– 

44 years reported a 2.2-fold [odds ratio (OR) 2.2, 95% CI 1.2–4.2] increase in risk of invasive 

breast cancer amongst those who had recently used DMPA (within 5 years of diagnosis) for 12 

months or longer compared to non-users of DMPA. 

 

A meta-analysis carried out by Fitzpatrick et al¹⁵⁹ combined data from their UK database study 

with data from eight other observational studies,⁶⁴,⁶⁵,¹⁶⁰⁻¹⁶⁵ some of which are described above. 

Some of these studies considered individuals that had last used DMPA up to 10 years ago and 

compared them to individuals that had never used a progestogen-only injectable (rather 

than to those that had never used hormonal contraception). The meta-analysis¹⁵⁹ suggested a 

small but statistically significant increased breast cancer risk (RR 1.18, 95% CI 1.07-1.30) for 

current or recent users of the progestogen-only injectable compared to individuals that had 

never used a progestogen-only injectable or had never used hormonal contraception. This 

was similar to risk associated with current or recent use of other hormonal contraceptives. 

 

 

 
 B  

 
 
 
 

5.2.3 Cardiovascular health 

Venous thromboembolism 

Few studies have been large enough to evaluate the risk of venous thromboembolism (VTE) 

associated with use of progestogen-only contraceptives but available studies do not show an 

increased risk for progestogen-only contraceptives collectively.66–69
 

 

A small, prospective, non-randomised pilot study70 was conducted to examine the effects of 

SC or IM DMPA on coagulation and inflammatory factors that may be indicative of an increased 

risk of thrombosis. Following four injections (i.e. 12 months of use), coagulation and inflammation 

factors were not adversely affected. The concentration of D-dimer was noted as being 

significantly reduced from baseline at 6 and 12 months.70 The study was limited by small numbers 

and lack of a control group, making the findings unreliable. However, the findings were not 

indicative of DMPA having a negative affect on possible markers of thrombosis.70
 

 

A case-control study conducted by the World Health Organization (WHO) found a small non- 

statistically significant increased risk of venous thrombosis in the small number of DMPA users 

included.66 Two subsequent papers; a meta-analysis of five case-control and three retrospective 

cohorts,68 and a large case-control study71 have reported a statistically significant increased risk 

of VTE associated with use of the progestogen-only injectable. More research is required before 

a causal relationship can be confirmed or excluded and the long-term consequences of any 

cardiovascular effects can be established. 
 

UKMEC indicates that a history of VTE or known thrombogenic mutations are conditions where 

the advantages of using the progestogen-only injectable outweigh the theoretical or proven 

risks (UKMEC 2) and are therefore a potential option for women with these conditions.2
 

 

Women with systemic lupus erythematosus (SLE) are at increased risk of a number of 

cardiovascular conditions such as ischaemic heart disease, stroke and VTE. It is for this reason 

The available evidence suggests a possible association between current or recent use of 

hormonal contraception (including progestogen-only injectables) and a small increase in risk 
of breast cancer; absolute risk remains very small. 
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that greater caution is advised in women with SLE and positive or unknown antiphospholipid 

antibodies (UKMEC 3) than women who have a history of VTE (UKMEC 2).2 A UKMEC category 

3 does not exclude use of the method, but the provision requires expert clinical judgement 

and/or referral to a specialist contraceptive provider, since use is not usually recommended 

unless other more appropriate methods are not available or not acceptable.2
 

 
Cardiometabolic parameters 

A small, 18-week prospective study72 designed to examine the short-term effects of SC DMPA 

on cardiometabolic markers in obese and normal weight women reported that amongst obese 

women there was a significantly greater decline in beta-cell compensation for insulin resistance 

(1.88 vs –2.86, p=0.04). Limitations of the study included the small sample size (n=15) and a 

control group who were not using contraception. A Cochrane review73 examined data from 31 

RCTs to examine whether hormonal contraceptive use affected carbohydrate metabolism in 

healthy women and overweight women at risk of diabetes. There were few data available for 

progestogen-only injectables, and one study showed a higher mean fasting glucose, glucose 

2-hour response, and fasting insulin level amongst DMPA users compared to those using NET- 

EN. Overall the review suggested that there was little evidence on which to draw conclusions 

about the impact of hormonal contraceptives in women with diabetes. In women without 

diabetes, there did not appear to be any major differences in terms of carbohydrate 

metabolism. 

 
No studies were identified comparing SC and IM DMPA with regard to cardiovascular 

parameters. 

 
Lipids 

DMPA has been shown to negatively affect lipid profiles in the few studies that have 

prospectively followed women starting DMPA, while taking into account possible confounders 

such as diet.74,75 A prospective cohort study75 of 703 women of different ethnicities, who self- 

selected either DMPA, a COC or a non-hormonal contraceptive, found that levels of high- 

density lipoprotein cholesterol (HDL-C) initially decreased and the ratio of low-density lipoprotein 

cholesterol to HDL-C increased from baseline to the 6-month measurement. However, the levels 

returned to baseline values over 24 months of DMPA use. 

 
Myocardial infarction and stroke 

Progestogen-only injectable use does not appear to be associated with an increased risk of 

myocardial infarction (MI) or stroke. An international hospital-based case-control study66 

comparing progestogen-only injectable users and non-users reported that current use did not 

affect risk of combined cardiovascular disease, risk of stroke, or MI. 
 

Stroke or ischaemic heart disease (current/history) are UKMEC 3 conditions for use of the 

progestogen-only injectable2 (see Table 1 on page 3). 
 

 B  
 

 

 B  
 

 

 

5.2.4 Cervical cancer 

 
The primary cause of the most common types of cervical cancer is the human papillomavirus 

(HPV), with persistent exposure increasing a woman’s risk of developing precancerous 

conditions or cervical cancer. Numerous observational studies have investigated whether an 

association between DMPA use and cervical cancer or cervical dysplasia exists.76–83
 

From the limited evidence available it is not possible to confirm or exclude an association 
between progestogen-only injectable use and MI or stroke. 

A causal association between DMPA and venous thrombosis has not been demonstrated in 

the small number of studies that have investigated this relationship. 



CEU GUIDANCE 

9 © FSRH 2014 

 

 

 

 
A systematic review84 that pooled analysis from three case-control studies suggested that with 

less than 5 years of DMPA use there was no statistically significant increased risk of developing 

cervical cancer. Pooled analysis from two case-control studies suggested a possible increased 

risk with use of 5 years or more (RR 1.2, 95% CI 1.0–1.6). A reanalysis of epidemiological data85 

also found a small significant increased risk of invasive cervical cancer (RR 1.22, 95% CI 1.01–

1.46) in those women who had used DMPA for more than 5 (mean 8.8) years; this was lower 

than for women in the same studies who had used COCs (RR 1.54, 95% CI 1.39–1.71), and lower 

than the RR calculated for COCs from a pooled analysis of 24 observational studies worldwide 

(RR 1.90, 95% CI 1.69–2.13). 

 
A population-based cohort80 of over 12 000 women reported, after controlling for confounding 

factors such as age and number of sexual partners, that no evidence was found of an 

association between use of hormonal contraception or length of use and increased risk of high- 

grade cervical intraepithelial neoplasia (CIN) lesions or high-risk HPV infection. It was suggested 

that any observed risk may be a consequence of differences in lifestyle and sexual behaviours 

between users of hormonal contraceptives and non-users. Conversely, a smaller case-control 

study76 reported that hormonal contraception, including DMPA use on its own, conferred some 

risk of cervical dysplasia but that factors such as sexual partners, alcohol consumption and 

parity may modify or confound the effect. 

 
Two case-control studies reported that among women who were positive for oncogenic HPV, 

use of DMPA was not associated with an increased risk of CIN1 or greater.86
 

 

Use of the progestogen-only injectable (DMPA or NET-EN) is a UKMEC category 2 in women with 

CIN or cervical cancer (awaiting treatment) (i.e. the advantages of using the method generally 

outweigh the theoretical or proven risks).2
 

 

 B  
 

 

 

 

 ✓  
 

 

 ✓  
 

 

 

 

5.3 Side effects 

 
Informing women about potential side effects may help continuation rates. In a study87 of 430 

women starting DMPA it was found that those who were informed of efficacy and potential 

side effects, such as bleeding changes, and advised to return to the clinic if they had any 

problems, were more likely to continue the method than those who were not informed. 

 
This document highlights a selection of side effects that are important or may be of particular 

concern to women. It is not exhaustive. The Summary of Product Characteristics (SPC)5,7 for 

each contraceptive product lists a number of undesirable effects that were noted in a large 

clinical trial. Side effects are also listed in the manufacturer’s patient information leaflets 

(available at http://www.medicines.org.uk/emc/). Side-effect profiles for subcutaneous DMPA 

are broadly similar to those of intramuscular DMPA.88
 

Women should be informed about the link between HPV and cervical cancer, and advised 

about strategies that reduce the risk such as condom use, smoking cessation, regular cervical 

screening and, where appropriate, vaccination against HPV. 

Health professionals should check that women requesting DMPA are up-to-date with cervical 

cytology screening and, if relevant, have completed the HPV vaccination programme. 

There is a weak association between cervical cancer and use of DMPA for 5 years or longer. 

Any increased risk appears to reduce with time after stopping and could be due to 

confounding factors. 

http://www.medicines.org.uk/emc/)
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5.3.1 Altered bleeding patterns 

 

Altered bleeding patterns (amenorrhoea, infrequent bleeding, spotting, prolonged bleeding) 
are commonly experienced by women using DMPA89–91 but there is a trend towards less bleeding 
and amenorrhoea with increased duration of use.89,90 In a multicentre Phase III RCT comparing 
two doses of DMPA administered every 3 months, 1156 women provided a menstrual diary. 
Amenorrhoea, as defined as no bleeding or spotting in 90 days, increased from 9% and 10% of 
women at 3 months to 41% and 47% at 1 year for the 100 and 150 mg doses, respectively.90 

Altered bleeding patterns are commonly cited as a reason for DMPA discontinuation,91–95 

therefore as a matter of good practice women should be informed that changes to bleeding 
patterns are common. Advice on the management of unscheduled bleeding is provided later 
in this document (page 19) and within existing FSRH guidance.96

 

 

The SPCs for IM and SC DMPA5,6 indicate that DMPA should be used with caution in the 
puerperium because of the potential to alter bleeding. Two low-quality, non-randomised studies 
have reported an increased number of bleeding days in women using DMPA in the 
puerperium.97,98 Only one of the studies used an appropriate control group.97 In that study the 
bleeding was not considered heavy and was not associated with anaemia.97 Further evidence 
is required to substantiate an association between DMPA and altered bleeding in the 
puerperium. FSRH guidance advises that women should be informed of the potential for 
troublesome bleeding but use of DMPA in the postpartum period should not be restricted for 
this reason.2,99

 

 

5.3.2 Weight gain 
 

DMPA use can be associated with weight gain, and this is often reported as a reason for method 
discontinuation.92,94,95,100 Higher initial BMI is predictive of weight gain with DMPA use in 
adolescents (aged <18 years).101 Significantly greater weight gain has been observed in new 
adolescent users of progestogen-only injectables compared to COC users, non-hormonal 
contraception users and discontinuers of any of the methods studied.102 The association 
between weight gain and higher BMI at initiation of DMPA has not been observed in adult 
women.103

 

 

The available evidence suggests that women who experience an increase of more than 5% of 
their starting weight within the first 6 months of use are likely to continue to experience weight 
gain.87,88 

 

Unlike some other guidelines104,105 that differentiate between young women with a BMI under 
or over 30 kg/m2, UKMEC does not advise any restriction on the use of the progestogen-only 
injectable in women with obesity.2

 

 B  
 

 

 

 C  
 

 
 

5.3.3 Injection site reactions 
 

Injection site reaction is listed as a commonly reported undesirable effect in the SPC for both 
IM5 and SC DMPA.6 Injection site reactions appear to be more common in SC than in IM users.88 

With SC DMPA reaction rates ranging from 1.6% to 21% have been reported.9,88,106,107 These 
reactions were generally regarded as mild to moderate. In a pilot study examining the feasibility 
of self-administration of SC DMPA, skin changes, including indurations, scarring and atrophy, 
were observed in 9% of participants.106

 
 

 B  Injection site reactions appear to be more common with use of SC DMPA than with use of IM 
DMPA. 

Women who gain more than 5% of their baseline body weight in the first 6 months of DMPA use 
are likely to experience continued weight gain. 

Use of DMPA appears to be associated with weight gain, particularly in women under 18 years 
of age with a BMI ≥30kg/m2. 
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5.3.4 Diffuse hair loss (alopecia) 

 

Diffuse hair loss may be associated with hormonal changes and certain drugs. No studies were 
identified that investigated the risk of hair loss associated with use of DMPA; however, hair loss 
has been cited as a side effect/reason for discontinuation of DMPA.93,108,109 The SPC5 for Depo- 
Provera indicates that alopecia was a commonly (≥1% and <10%) reported undesirable effect 
noted in a large clinical trial. 

 

5.3.5 Headache 
 

Headaches are common among the general population, making it difficult to assess the impact 
of any hormonal contraceptive on their development. A number of studies have reported 
headache as a possible side effect with use of the injectable contraceptive.91,93,110,111 In an early 
comparative study by WHO110 headaches were reported in around 11% of DMPA users, and the 
proportion of DMPA users complaining of headache at each study visit was statistically 
significantly increased over the 1-year study period from 8.5% at the first visit to 15.7% at the 
fourth visit (p<0.01). 

 

5.3.6 Mood change 
 

A prospective cohort study112 of DMPA users (n=183) and non-users (n=274) sought to examine 
depressive symptoms over a 3-year period. Compared to non-users, those who used DMPA but 
discontinued were more likely to have experienced depressive symptoms (OR 1.66, 95% CI 1.03– 
2.48). However, those who continued to use DMPA were also more likely than non-users to have 
experienced such symptoms in the past (OR 1.44, 95% CI 1.00–2.07). Those who discontinued 
use of DMPA had increased depressive symptoms immediately before (OR 2.30, 95% CI 1.42– 
3.70) and after (OR 2.46, 95% CI 1.46–4.14) discontinuation.112

 

 

Another cohort study113 of 495 women reported that baseline depressive symptom scores were 
higher amongst those women who discontinued DMPA or were lost to follow-up compared to 
those who continued to use the method. No increase in depressive symptoms was reported, 
even amongst those who were the most depressed at baseline; in fact there appeared to have 
been a slight improvement. 

 

A case-control study114 of 39 adolescent DMPA users and 24 non-hormonal contraceptive users 
did not demonstrate an increase in depressive symptoms amongst DMPA users or any significant 
changes in mood, either positive or negative, as measured using standardised tools. 

 

In a nested cohort study115 of 328 adolescents, higher levels of negative mood in users of DMPA 
were noted when compared to periods of no use. There was no difference observed in positive 
mood. Another cohort study116 reported no significant differences or changes in the incidence 
of depression in adolescents using DMPA. 

 

5.3.7 Vasomotor symptoms 
 

No evidence was identified examining the effect of SC or IM DMPA on vasomotor symptoms. 
 

5.3.8 Libido and sexual function 
 

Decreased sexual interest111,115 has been noted in clinical trials but a causal association has not 
been demonstrated. 

 

5.3.9 Vaginitis 
 

Although listed as a common undesirable effect within the SPC for IM DMPA,5 no evidence was 
identified to confirm an association. 

 

 C  Whilst there is little evidence available to demonstrate causation, a number of possible side 

effects such as acne, decreased libido, mood swings, headache, hot flushes and vaginitis have 
been reported with use of DMPA. 
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6 How Long Can Women Use Progestogen-only Injectable Contraceptives? 

There is no upper limit for duration of use of the progestogen-only injectable. 

 
Progestogen-only injectable users should be advised to return on the date their next injection is due, 

or sooner if they experience any adverse reactions or intolerable side effects. In line with other 

contraceptive methods, an annual prescription can be given. At each visit the health professional 

administering the injectable should assess the time since last injection, bleeding pattern, changes in 

sexual health, and check that women still fulfil the medical eligibility criteria. Long-term users should 

be reviewed at least every 2 years by a prescriber. In deciding whether continued use is appropriate 

the prescriber should assess risks, benefits and user preferences.(see BMD section on page 4). 

 

7 How Should Progestogen-only Injectables be Administered? 
IM DMPA is an aqueous suspension that usually comes in a pre-filled syringe. The syringe should be 

shaken vigorously before use to ensure the dose being given represents a uniform 

suspension.5 

 

The SPC for IM DMPA states that it should be administered by deep IM injection into muscle tissue, 

preferably the gluteus maximus but other muscle such as the deltoid (upper arm) may be used.5 

Traditionally the dorsogluteal site (upper outer quadrant of the buttock) has been used. The 

ventrogluteal site (lateral thigh) has been investigated as an alternative site because the risk of sciatic 

nerve injury is reduced117,118 and the fat layer is thinner than in the dorsogluteal area. However, in 

women who are classified as overweight or obese it may be difficult to ensure IM administration in 

either the dorso- or ventrogluteal region. A retrospective study of 100 adults reported that using 

standard-length ‘green’ 21-gauge needles into the ventrogluteal site resulted in 12% of injections 

being SC rather than IM, and that in the dorsogluteal site 43% of injections failed to reach the 

muscle. For standard-length ‘blue’ 23-gauge needles the proportions were higher (26% and 72%, 

respectively).119
 

 

If a clinician has been trained to administer IM injection in the ventrogluteal region this site may be 

considered in order to reduce the risk of sciatic nerve injury. If there are concerns about the ability to 

administer a deep IM injection due to body weight then the deltoid muscle in the upper arm may 

also be considered as an alternative site,3,5 or SC DMPA would be a suitable alternative. 

 

NET-EN is a thick, oily fluid. The manufacturer suggests that the ampoule is immersed in warm water 

before use to reduce viscosity.7 Administration via fine-gauge needles should be avoided and the 

injection must be administered extremely slowly. The SPC states that NET-EN should always be 

injected deep into the gluteal muscle. 

 

SC DMPA6 is supplied in a pre-filled injector and according to the manufacturer’s instructions should 

be administered at room temperature. It should be injected into the anterior thigh or abdomen, 

avoiding bony areas or the umbilicus.6 The single-dose container should be shaken vigorously before 

use. Health professionals should refer to the manufacturer’s advice for detailed instructions on 

administration (www.medicines.org.uk/emc).6
 

 

Data from cohort studies suggest that self-administration of SC DMPA is feasible106,107,120,121, 

convenient107 and acceptable to women.106,107 A small pilot study106 reported that there was no 

significant difference in continuation rates at 12 months when self-administration was compared 

with health professional administration, although injection site reactions may be greater. 

 
SC DMPA can now be self-administered by women who have been appropriately trained. While 

rare, anaphylactic reaction is possible with both first and subsequent exposures to Sayana Press. It is 

therefore recommended that users are advised to ensure there is a competent adult present at the 

time of self-administration who is aware that they should call for emergency help at the time of onset 

of any relevant symptoms. 

http://www.medicines.org.uk/emc).6
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Box 1 Criteria for excluding pregnancy 

 
Health professionals can be ‘reasonably certain’ that a woman is not currently pregnant if any one or more of the 

following criteria are met and there are no symptoms or signs of pregnancy: 

 She has not had intercourse since the start of her last normal (natural) menstrual period, since childbirth, abortion, 

miscarriage, ectopic pregnancy or uterine evacuation for gestational trophoblastic disease. 

 She has been correctly and consistently using a reliable method of contraception. (For the purposes of being 

reasonably certain that a woman is not currently pregnant, barrier methods of contraception can be 

considered reliable providing that they have been used consistently and correctly for every episode of 

intercourse.) 

 She is within the first 5 days of the onset of a normal (natural) menstrual period. 

 She is less than 21 days postpartum (non-breastfeeding women). 

 She is fully breastfeeding, amenorrhoeic AND less than 6 months postpartum. 

 She is within the first 5 days after abortion, miscarriage, ectopic pregnancy or uterine evacuation for gestational 

trophoblastic disease. 

 She has not had intercourse for 21 days AND has a negative high-sensitivity urine pregnancy test (able to detect 

hCG levels around 20 mIU/ ml). 

 C  
 

 

 

 C  
 

 

7.1 What clinical assessment and documentation is required? 

The FSRH Standards for Sexual Health Services23,122 detail the appropriate recommendations for 

training, resuscitation and record-keeping in relation to progestogen-only injectable 

contraception. Assessment of BMI should be undertaken in order to make decisions about site 

of administration and needle length (see page 9). 

 

 

8 When in the Menstrual Cycle Can Progestogen-only Injectable Contraceptives 

be Started? 

The SPC5 advises that DMPA can be started up to Day 5 without additional contraceptive 

precautions. This advice may be overcautious, as there is evidence to suggest that ovulation is 

suppressed when DMPA is started up to Day 7 of the menstrual cycle.11,12,123
 

 
If quick starting beyond Day 5 a woman may start progestogen-only injectable 

contraceptives at any time if it is reasonably certain that she is not pregnant (Box 1). Women 

requesting the progestogen-only injectable following emergency contraception (EC) should 

ideally be offered an oral contraceptive as a temporary bridging method.124 However, if 

such methods are not appropriate or not acceptable, immediate start of the progestogen- 

only injectable after levonorgestrel 1.5mg or start of the progestogen-only injectable 5 

days after ulipristal acetate 30mg for emergency contraception (UPA- C) can be 

considered.124 See Table 2. After quick starting, pregnancy testing no sooner than 3 

weeks after the last episode of unprotected sexual intercourse (UPSI) is important to avoid 

any potential delay in diagnosis of pregnancy that may occur if amenorrhoea is 

assumed to be due to the contraceptive method, or if bleeding caused by the method is 

mistaken for a period. Further information on quick starting is provided in the FSRH Quick 

Starting Contraception guidance.124
 

 

For the purposes of excluding pregnancy, the CEU would advise that hormonal, intrauterine 

and barrier methods can be considered reliable providing they have been used consistently 

and correctly on every incidence of intercourse. This should be assessed on an individual basis. 
 

SC DMPA should be injected into the abdomen or anterior thigh. 

The gluteal muscle in the buttock is the preferred site for IM DMPA administration but it can be 

administered into the deltoid muscle of the upper arm. In women with deep adipose tissue in 

the gluteal area, standard-length needles may not reach the muscle layer and SC DMPA or 

deltoid administration of IM DMPA should be considered. 
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Table 2 Faculty of Sexual & Reproductive Healthcare advice on starting progestogen-only injectable contraception 
 

Circumstances 

 

Women having 

menstrual cycles 

 

 

 

 

 
 

Women who are 

amenorrhoeic 

 
Postpartuma

 

 

 

 

 

 

 

 

 
 

Post first- or 
second-trimester 
abortion 

 

Starting day 

 

Day 1-5 of cycle 

 

 
 

After Day 5 of cycle 

 

 
Any time if it is reasonably 
certain she is not pregnant 

 
≤21 days postpartum 

 
>21 days if menstrual 
cycles have returned 

 
 

>21 days postpartum if 
menstrual cycles 
have not returned 

 
Up to and including Day 5b

 

 

At any other time if it is 
reasonably certain she is 
not pregnant 

 

Additional contraceptive 
protection required? 

No 

 

 
 

Yes (7 days) 

 

 
Yes (7 days) 

 
 

No 

 
Start as for other women 
having menstrual cycles 

 

Yes (7 days) 

 

 
 

No 
 

Yes (7 days) 

 

Any additional information 

 

It is advisable to check that the 

menstrual period is typical of the 
woman s usual bleeding pattern in 
terms duration, heaviness and timing. 

If there has been a risk of pregnancy 

consider EC and quick starting (see 
below)c

 

If there has been a risk of pregnancy 
consider EC and quick starting (see 
below)c

 

 

 
If there has been a risk of pregnancy 
consider EC and quick starting (see 
below)c

 

 
If there has been a risk of pregnancy 
consider EC and quick starting (see 
below)c

 

 

The injectable can be initiated after 
the first part of a medical abortion125 

127 (please see FSRH guideline 
Contraception After Pregnancy) 

 

Quick starting 
after oral EC OR in 
other situations in 
which pregnancy 
cannot be 
excludedc

 

If pregnancy cannot be excluded ideally use a bridging method until negative PT at 3 weeks. If 

bridging method inappropriate or unacceptable consider quick starting injectable with advice to 
use additional precaution for 7 days after injection and pregnancy test no sooner than 3 weeks 
after most recent UPSI. Note that after UPA-EC, quick start should be delayed for 5 days. 

 

aPrior to 6 weeks postpartum use of DMPA in breastfeeding women is UKMEC 2. 
bThe FSRH advises that women ideally start on the day or day after a first- or second-trimester abortion. 
cSee FSRH guidance on Quick Starting Contraception.124

 

EC, emergency contraception; LNG, levonorgestrel; UPA, ulipristal acetate; UPSI, unprotected sexual intercourse. 

 

8.1 Switching from another method 

Advice on starting the injectable and switching from other methods of contraception is 
summarised in Tables 2 and 3, respectively. Consideration of EC and a pregnancy test no sooner 
than 3 weeks after the most recent incidence of UPSI may be required if there has been a risk 
of pregnancy. 

 

8.2 When should repeat injections be administered? 

The dosing intervals advised in the SPCs of IM DMPA, SC DMPA and NET-EN are 12 weeks,5 

13 weeks6 and 8 weeks,7 respectively. When administered every 12 weeks the failure rate of 
DMPA is very low (<4/1000 over 2 years).17–19 The failure rate is lower with DMPA than NET-EN.17 

Even when DMPA is administered every 16 weeks the rate of pregnancy is less than 1%.126
 

 

The FSRH has advised that injections can be administered up to 14 weeks and 10 weeks from 
the last DMPA and NET-EN injections respectively (Table 4).1,127 The SPC for Sayana Press advises 
that SC DMPA can be given 1 week late (up to 14 weeks).6 WHO recommendations changed 
in 2008 to advise that the injectable can be given up to 16 weeks after the last injection without 
any effect on efficacy.128

 

 

The guideline development group preferred to take a more cautious approach than WHO and 
to leave FSRH advice on late IM DMPA and NET-EN unchanged. The group agreed for 
consistency to recommend a dosing interval of 13 weeks for both IM DMPA (outside terms of 
product licence) and SC DMPA. 
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If the timing of a woman’s previous DMPA injection is unknown, the injection can be given if it 
is reasonably certain that the woman is not pregnant. Additional contraceptive protection or 
avoidance of sex should be advised for the next 7 days. If there is a risk of pregnancy, the 
woman can be offered EC, a bridging method or quick started on the injectable, as 
appropriate124 (see section on quick starting on page 12). A pregnancy test should be advised 
no sooner than 3 weeks after the most recent episode of UPSI. 

Repeat injections can be given early if necessary.127,129
 

 ✓  
 

 B  
 

 

 

 C  

Table 3 Faculty of Sexual & Reproductive Healthcare advice when switching from another contraceptive to 
progestogen-only injectable contraception 

Situation Starting 

Switching from 
CHC (if taken 
correctly) 

Day 1-2 of the HFI 

Additional contraceptive 
protection required? 

No 

Additional information 

Day 3-7 of HFI 
OR week 1 following the 
HFI 

Yes (7 days). If UPSI has occurred When switching after a 7-day 
after Day 2 of the HFI, advise HFI there are no data to 
continuing the CHC method for at confirm that suppression of 
least 7 days ovulation is maintained 

Week 2–3 of pill/ring/patch No, providing the CHC method has There is evidence to suggest that 
been used consistently and taking hormonally active pills for 7 
correctly for 7 consecutive days consecutive days prevents 
before switching ovulation. Therefore as long as 

there have been 7 days of CHC 
use, 7 hormone-free days can 
occur without any effect on 
contraceptive efficacy 

Switching from Any time 
traditional POP (if 
taken correctly) 

OR LNG-IUS 

Yes (7 days) 

AND 

If UPSI in last 7 days, retain LNG IUS 
for 7 days after starting injectable 

The continuing method provides 
contraceptive cover while the 
effects of the injectable are 
established 

Switching from 
desogestrel POP 
(if taken 
correctly) OR 
progestogen-only 
implant ( 3 years 
since implant 
insertion) 

Any time No 

>3 years since 
implant insertion 

Any time Yes (7 days) If there has been a risk of 
pregnancy consider the need for 
EC and a PT no sooner than 3 
weeks after the most recent 
incidence of UPSI 

Switching from 
Cu-IUD 

Day 1–5 of menstrual cycle 

Any other time 

No 

Yes (7 days). If UPSI in last 7 days, 
retain Cu-IUD for 7 days 

CHC, combined hormonal contraception; Cu-IUD, copper intrauterine device; EC, emergency contraception; HFI, 
hormone free interval; POP, progestogen-only pill; PT, pregnancy test; UPSI, unprotected sexual intercourse 

If necessary, an early repeat injection of DMPA can be administered from 10 weeks and from 

6 weeks for NET-EN (outside product licence). 

An injection of DMPA can be administered up to 7 days late (up to 14 weeks after the last 

injection) without the need for additional contraceptive precautions (outside the product 
licence for IM DMPA). 

Women should be advised to return every 13 weeks for a repeat injection of IM or SC DMPA 

(outside the product licence for IM DMPA). 



CEU GUIDANCE 

© FSRH 2014 16 

 

 

 

 

 
 

9 What Advice Should be Given Regarding Exposure to Progestogen-only 
Injectable Contraception in Pregnancy? 

The SPC for Depo-Provera5 states that infants born from accidental pregnancies that occur 1–

2 months after injection may be at increased risk of low birth weight and neonatal death. This is 

based on an observational study130 of Thai DMPA users in which the authors acknowledge the 

difficulties of adjusting for confounding variables such as differences in antenatal care, 

socioeconomic status, smoking and alcohol use among DMPA users and controls. Longer-term 

follow-up of the same group of children showed no evidence of any adverse effects on their 

growth or pubertal development.131 Other observational data have not shown any adverse 

effects on physical, intellectual, sexual or social development of children exposed to DMPA 

in utero and followed to adolescence.132
 

Table 4 Faculty of Sexual & Reproductive Healthcare advice in relation to late progestogen-only contraceptive injections 

Timing of 
injection 

Has UPSI 
occurred? 

Is there a risk of Can EC be 
pregnancy? offered? 

Yes No NA 

Can the 
injection be 
given? 
 

Yes 

Is additional Is a pregnancy 
contraception test required? 
required? 
 

No Up to 14 weeks 
since last DMPA 
injection 

OR 

Up to 10 weeks 
since last NET- 
EN injection 
 

14 weeks + 
1 day or more 
since last IM or 
SC DMPA 
injection 

OR 

10 weeks + 
1 day or more 
since last NET- 
EN injection 

No 

No (no sex or 
used barrier 
method) 
 

Yes, but only in 
the last 5 days 
(sex that occurs 
up to Week 14 
or Week 10 is 
protected) 

No NA Yes Yes (7 days 
after injection) 

No 

Yes Yes. Consider 
Cu-IUD or LNG 
EC. The 
effectiveness of 

Yes* (if bridging 
method not 
acceptable).a 

Yes(until 7 
days after 
injection) 

Yes ≥3 weeks 
since last 
episode of UPSI 

UPA EC could 
theoretically be injection can be 

* After LNG EC 

reduced by 
residual 
circulating 
progestogen.a 

given immediately. 
After UPA EC, 
delay injection for 
5 days.a 

Yes – multiple Yes 
episodes <5 
days ago and 
>5 days ago 

Yes. The 
effectiveness of 
UPA EC could 
theoretically be 
reduced by 
residual 
circulating 
progestogen.a 

Yes*(if bridging 

method not 
acceptable).a 

* After LNG EC 

Yes (until 7 days 

after injection) 

injection can be 

given immediately. 
After UPA EC, delay 
injection for 5 days.a 

Yes, prior to 
administering 
the injection 
and ≥3 weeks 
since last 
episode of UPSI 

Yes – multiple 
episodes >5 
days ago and 
≤3 weeks ago 

Yes No Yes (if bridging Yes (until 7 days 
method not after injection) 
acceptable). 

Yes, prior to 
administering 
the injection 
and ≥3 weeks 
since last 
episode of UPSI 

Yes – multiple 
episodes >3 
weeks ago 

Yes No Perform a 
pregnancy test 
and if negative 
administer 
injectable 

Yes (until 7 days 

after injection) 

Yes, prior to 
administering 
the injection 

a See FSRH guidance on Emergency Contraception139
 

CHC, combined hormonal contraception; Cu-IUD, copper intrauterine device; DMPA, depot medroxyprogesterone 
acetate; EC, emergency contraception; IM, intramuscular; LNG, levonorgestrel; NA, not applicable; NET-EN, 
norethisterone enantate; POP; progestogen-only pill; SC, subcutaneous; UPA, ulipristal acetate; UPSI, unprotected sexual 
intercourse. 
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NICE LARC guidelines3 recommend that if a pregnancy occurs while using progestogen-only 

injectable contraception women should be advised that there is no evidence of harm to the 

pregnancy or fetus. No studies were identified examining the risk of ectopic pregnancy 

associated with use of SC or IM DMPA. 

 

10 Are there Any Factors that Would Affect the Efficacy of Progestogen-only 
Injectables? 

 

10.1 Drug interactions 

 
The SPCs for Depo-Provera5 and Sayana Press6 state that the clearance of DMPA is 

approximately equal to the rate of hepatic blood flow. For this reason, it is unlikely that drugs 

that induce hepatic enzymes will significantly affect serum levels of DMPA. Pharmacokinetic 

data from studies of antiretroviral drugs support this theory133,134 and a non-systematic review of 

drug interactions between HIV medications and contraception has also concluded that the 

contraceptive efficacy of injectable DMPA is not affected.135 Consequently the usual injection 

intervals for DMPA do not need to be reduced when using enzyme-inducing drugs. 

 

FSRH guidance on Drug Interactions with Hormonal Contraception136 recommends that NET-EN 

can be used with enzyme-inducing drugs without additional contraception or alteration of the 

dosing interval. UKMEC 20092 and WHOMEC104 give more cautious advice for NET-EN than for 

DMPA based on the product licence. 
 

Ulipristal acetate (UPA) is a progesterone receptor modulator that is licensed for use as an 

emergency contraceptive or in the management of uterine fibroids.137,138 Because UPA has 

predominantly inhibitory effects on the progesterone receptor, it could in theory reduce 

the efficacy of progestogen-containing contraceptives or vice versa.137,138 imited evidence 

from biomedical studies suggests that effectiveness of oral hormonal contraception is not 

affected by use of ulipristal acetate 30mg for emergency contraception. The effectiveness of 

ulipristal acetate 30mg for emergency contraception could however be reduced by 

concomitant use of progestogen. See FSRH guideline Emergency Contraception139. The SPC 

for UPA for the management of uterine fibroids138 advises against concomitant use with 

progestogen-containing contraceptives. 

 B  
 

 

10.2 Weight 

 
Very few studies have specifically examined the effectiveness of progestogen-only injectables 

in women who are classified as obese or ‘heavy’ as compared with women of ‘normal’ BMI or 

of lighter weight. An early comparative study of 'thin' and obese users of progestogen-only 

injectables did not find any difference between the groups of women in terms of rate of return 

of ovarian activity or hormone serum levels.140 However, in this study the greatest BMI was 

approximately 37 kg/m2 and the average weight in the DMPA group was 79.2 kg (range 69–

98 kg). A subsequently published pharmacokinetic study conducted in eight women found no 

correlation between the time when hormone levels from a single dose of 150 mg DMPA 

became undetectable and obesity index as measured by weight (kg)/height (cm) x100. 

Women weighed between 59 and 78 kg.141 Results from a 26-week prospective study142 reported 

that levels of MPA, although high enough to suppress ovulation, were lower in obese women, 

particularly those with a BMI ≥40 kg/m2 compared with women of ‘normal weight’ (BMI 18.5–

24.9 kg/m2) after receiving an injection of SC DMPA. In one extremely obese woman, levels 

were found to be just below the therapeutic level during the first 2 months following her first 

injection. The authors called for more research as the study was limited by its small sample size. 

The efficacy of DMPA is not reduced with concurrent use of enzyme-inducing drugs. 
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11 Other Considerations 

11.1 Return of fertility 

Non-comparative studies141,143–146 have reported evidence of ovulation within 6 months after the 
last DMPA injection. A pharmacokinetic study9 using serum progestogen levels as a marker of 
ovulation found that the majority of women (38/39 and 18/19, respectively) following a single 
injection of either SC or IM DMPA had ovulated by 12 months. The median time to return of 
ovulation for those who ovulated during the 12-month follow-up was 212 (range 106–358) days 
for the SC DMPA group and 183 (range 70–315) days for the IM DMPA group.9 The difference 
was not statistically significant.9

 

Although a large cohort study147 identified a mean delay from discontinuation of DMPA to 
conception of 5.5 months (compared to 4.5 months for Cu-IUD users), there were no significant 
differences in cumulative pregnancy rates 2 years after stopping the methods. 

 

Women should be informed that there could be a delay of up to 1 year in the return of fertility 
after stopping the use of injectable contraceptives.3 As there is wide inter-individual variation in 
return of fertility, women who do not wish to conceive should be advised to start another 
contraceptive method before or at the time of the next scheduled injection. No evidence was 
identified that examined whether duration of use influenced return of ovulation. 

 

 ✓  
 

 
 

 C  
 

 

11.2 Emergency contraception 

EC may need to be considered if a woman does not follow the relevant advice in relation to 
additional precautions when starting the progestogen-only injectable or if a woman does not 
receive a repeat injection until 14 weeks after the last injection (10 weeks for NET-EN) (Table 4). 
A copper IUD can be inserted for EC up to 5 days after earliest UPSI or 5 days from expected 
date of ovulation. A copper IUD can therefore be inserted within 5 days of the first UPSI. The 
earliest date of ovulation after a missed injection cannot be accurately estimated. 

For advice regarding choice of oral emergency contraception and administration of DMPA 
after ulipristal acetate 30mg for emergency contraception (UPA-EC), please see Table 2 and 
Table 4. See also FSRH Guideline Emergency Contraception.139 

 
 

11.3 Sexually transmitted infections and testing 

Assessment of women attending for progestogen-only injectable contraception should include 
a sexual history and sexually transmitted infection (STI) risk assessment.148 An STI screen should 
be offered, and should be advised if there has been a risk of STI exposure or symptoms such as 
altered bleeding. 

 

Several observational studies149,150 have reported a statistically significant increased risk of HIV 
acquisition and transmission associated with use of the progestogen-only injectable or 
worsening of HIV outcomes; others151–153 have not. Following an extensive systematic review and 
consultation, the WHO’s position is that a causal relationship cannot be entirely excluded but 
that there is currently insufficient evidence to change their current medical eligibility criteria for 
women at high risk of HIV or living with HIV.154 Women requesting the progestogen-only 
injectable should be informed about safer sex and that the consistent and correct use of 
condoms provides an effective means of protecting against HIV and other STIs.154

 

Women should be informed that there can be a delay of up to 1 year in the return of fertility 

after discontinuation of IM or SC DMPA. 

Women who discontinue their progestogen-only injectable and who do not wish to conceive 

should be advised to start another contraceptive method before or at the time of their next 

scheduled injection even if amenorrhoeic. 

No increased risk of pregnancy has been demonstrated in progestogen-only injectable users 

with higher body weight, although data are limited in women with a BMI ≥40 kg/m2. 
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12 How Should Common Problems Associated with DMPA Use be Managed? 

12.1 Problematic bleeding 

 

In addition to consideration of STIs, women with persistent problematic bleeding (or with 

bleeding after a period of amenorrhoea) should have gynaecological pathology excluded.96 

Health professionals should enquire about the woman’s cervical screening history and if 

appropriate (based on national screening guidelines) perform a cervical cytology test. 

 

Although regimens such as estrogen supplementation or tranexamic acid may help to reduce 

bleeding induced by progestogen-only contraceptives in the short term,151–153 there is insufficient 

evidence to support routine use long-term.136
 

 

Guidance on the Management of Unscheduled Bleeding in Women using Hormonal 

Contraception96 is available from the FSRH. It states that women who are medically eligible can 

be offered a COC for 3 months or that mefenamic acid 500 mg can be given up to three times 

a day for 5 days. There is no evidence looking at the benefits/risks of COC use long-term in 

conjunction with DMPA. If unscheduled bleeding recurs after 3 months of COC, the decision to 

restart COC is a matter of clinical judgement. 
 

No studies were identified that examined whether or not reducing the injection interval helps 

with unscheduled bleeding. However, for women who experience bleeding towards the end 

of the injection interval, FSRH guidance would suggest that the injection can be given from 10 

weeks after the last injection (see section on early administration on page 15).96
 

 

 ✓  
 

 

 

 
 

 B  
 

 

 
12.2 Injectable contraception and women with epilepsy, a learning disability, or HIV 

 

For women taking antiepileptic or antiretroviral drugs that induce liver enzymes DMPA may be 

an appropriate method of contraception because its efficacy is unaffected. 

 

However, in 2009 the MHRA155 highlighted that women who take carbamazepine, phenytoin, 

primidone or sodium valproate long term and who are immobilised for long periods and have 

inadequate sun exposure or dietary calcium may be at an increased risk of developing 

osteopenia, osteoporosis and fractures: NICE recommends vitamin D supplementation for such 

women. Therefore, whilst DMPA is a useful and effective contraceptive for women using 

antiepileptic medications, the individual benefits and risks and the availability/suitability of other 

options will need to be considered carefully in those individuals who are immobile or have other 

risk factors. 

Women with unscheduled bleeding during use of a progestogen-only injectable contraceptive 
can be offered 500 mg mefenamic acid up to three times daily for 5 days. 

Women who experience unscheduled bleeding during use of a progestogen-only injectable 

and who are medically eligible can be offered a COC for 3 months. This can be taken in the 

usual cyclic manner or continuously without a hormone-free interval (outside product licence). 

Longer-term use of the injectable and COC has not been studied and is a matter of clinical 

judgement. 

A causal relationship between progestogen-only injectable contraception and HIV 
transmission/acquisition has not been established but cannot be completely excluded. 

The consistent and correct use of condoms (male or female) can reduce the risk of STI 

transmission and should therefore be recommended as a risk-reduction strategy. 
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Individuals living with HIV have been reported to be more prone to lower BMD and osteopenia 

compared with those who do not have HIV.156 The European AIDS Clinical Society Guidelines157 

quote prevalence figures of around 60% for osteopenia and 10–15% for osteoporosis. The 

aetiology is thought to be multifactorial. Initiation of highly active antiretroviral therapy has been 

shown to be associated with an initial loss in BMD, which is thought to stabilise thereafter.158 

Such factors may need to be taken into account when deciding on the most appropriate 

contraceptive option for women living with HIV, or when assessing continued use long-term. 
 

DMPA is commonly prescribed in women with learning disabilities, often because of use of 

antiepileptic drugs or to reduce menstrual bleeding. Contraceptive options for women with a 

disability are as for other women. For those with a learning disability the primary additional 

consideration will be the woman’s capacity to consent to use of her chosen contraceptive. 

Her ability to comply with her chosen regimens may also be a factor. 
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Patient Consultation 

A questionnaire on the proposed guidance content was completed by a sample of potential users. 

Clinical Effectiveness Unit (CEU) Guidance is developed in collaboration with the Clinical Effectiveness Committee 
(CEC) of the Faculty of Sexual & Reproductive Healthcare (FSRH). The CEU guidance development process 
employs standard methodology and makes use of systematic literature review and a multidisciplinary group of 
professionals. The multidisciplinary group is identified by the CEU for their expertise in the topic area and typically 
includes clinicians working in family planning, sexual and reproductive health care, general practice, other allied 
specialities, and user representation. In addition, the aim is to include a representative from the FSRH CEC, the 
FSRH Meetings Committee and FSRH Council in the multidisciplinary guidance development group. 

Evidence is identified using a systematic literature review and electronic searches are performed for: MEDLINE 
(CD Ovid version) (1996–2014); EMBASE (1996–2014); PubMed (1996–2014); The Cochrane Library (to 2014) and 
the US National Guideline Clearing House. The searches are performed using relevant medical subject headings 
(MeSH), terms and text words. The Cochrane Library is searched for relevant systematic reviews, meta-analyses 
and controlled trials relevant to progestogen-only injectable contraception. Previously existing guidelines from the 
FSRH (formerly the Faculty of Family Planning and Reproductive Health Care), the Royal College of Obstetricians 
and Gynaecologists (RCOG), the World Health Organization (WHO) and the British Association for Sexual Health 
and HIV (BASHH), and reference lists of identified publication, are also searched. Similar search strategies have 
been used in the development of other national guidelines. Selected key publications are appraised using 
methodological checklists. The clinical recommendations within this guidance are based on evidence whenever 
possible. Summary evidence tables are available on request from the CEU. The process for the development of 
CEU guidance is detailed in the CEU section of the FSRH website (www.fsrh.org). The methods used in the 
development of this guidance (CEU Process Manual version 2.0) have been accredited by NHS Evidence. 
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Questions for Continuing Professional Development 

 

The following questions have been developed for continuing professional development (CPD). 

 

The answers to the questions and information on claiming CPD points can be found in the 'members-only section' 

of the FSRH website (www.fsrh.org), which is accessible to all Diplomates, Members, Associate Members and 

Fellows of the FSRH. 

 

[NB. Questions 3 and 5 have been amended subsequent to the publication of this guidance in December 2014.] 

 

 
1 The main mode of action of progestogen-only injectable contraceptives is by: 

a. Inhibiting ovulation 

b. Preventing implantation 

c. Thickening the cervical mucus 

d. Thinning the endometrium 

 
2 Norethisterone enantate is given by: 

q. Intramuscular (IM) injection 

b. Intravenous injection 

c. Subcutaneous (SC) injection 

d. Subdermal injection 

 
3  If a woman has had intercourse with no additional contraception, emergency contraception may need to be 

considered in which of the following situations? 

a. 11–12 weeks after her last DMPA injection 

b. 12–13 weeks after her last DMPA injection 

c. 13–14 weeks after her last DMPA injection 

d. More than 14 weeks after her last DMPA injection 

 
4 A 17-year-old woman presents with a body mass index (BMI) of 32 kg/m2. She is requesting the progestogen- 

only injectable but wonders if there are any considerations as a result of her weight. What is the single most 

appropriate advice to offer her from the list below? 

a. A causal association between weight and DMPA has not been established 

b. She should return every 10 weeks due to concerns about efficacy in women with a higher BMI 

c. The use of the progestogen-only injectable is not advised in women with a BMI >30 kg/m2
 

d. Use of DMPA appears to be associated with weight gain, particularly in women under 18 years of age with 

a BMI ≥30 kg/m2
 

 
5 Women who use progestogen-only injectable contraception should have a medical review by the prescriber: 

a. Every 6 months 

b. Every 12 months 

c. Every 24 months 

d. None required 

 
6 A woman attends requesting her regular repeat progestogen-only injection at the correct time. She says she 

has had irregular bleeding since her last injection. She had been amenorrhoeic before this. Which of the 

following should you do? 

a. Advise stopping the method and changing to another 

d. Assess her sexually transmitted infection risk and other pathology, and give the injection 

c. Give her azithromycin in case she has chlamydia infection 

b. Give her the injection and tell her the bleeding will settle down again 
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What learning needs did this guidance address and how will it change your practice? (Please write below) 

 

 
7 With regard to bone health, which of the following is true? 

a. DMPA decreases bone mineral density 

b. DMPA has no effect on bones 

c. DMPA increases fracture risk 

d. DMPA should not be given to teenagers 

 
8 How long can a woman continue with progestogen-only injectables? 

a. 2 years 

b. 5 years 

c. Until age 50 years 

d. Until the menopause or age 55 years 

 
9 A woman has painful periods and wants to know if depot medroxyprogesterone acetate (DMPA) injection will 

help. What does the evidence suggest in relation to this? 

a. There is no evidence to suggest that DMPA reduces dysmenorrhoea 

b. Use of DMPA can reduce dysmenorrhoea and can reduce endometriosis-associated pain 

c. Use of DMPA can reduce dysmenorrhoea but has not been shown to reduce pain as a result of pelvic 

pathology 

d. Use of SC DMPA is preferable to IM DMPA in women with dysmenorrhoea 

 
10 A woman presents reporting that she is using phenytoin for epilepsy. She wishes to continue to use IM DMPA. 

What is the single most appropriate advice to offer her from the list below? 

a. She can continue IM DMPA and have repeat injections at the same interval 

b. She can continue IM DMPA but she should have repeat injections every 8 weeks 

c. She can continue IM DMPA but she should have repeat injections every 10 weeks 

d. The efficacy of IM DMPA may be affected and she should consider an intrauterine device 
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Auditable Outcomes 

 
1 Percentage of women aged under 18 years who have a documented discussion about alternative 

methods of contraception prior to commencing the progestogen-only injectable [Auditable standard 

97%] 

 

2 Percentage of women who have used depot medroxyprogesterone acetate for a continuous period of 

more than 2 years who are reviewed by a prescriber to discuss the benefits and potential risks of longer- 

term use [Auditable standard 97%] 

 

3 Percentage of women who have a documented assessment of risk factors for osteoporosis or osteopenia 

prior to commencement of the method [Auditable standard 97%] 

 

4 Percentage of women who, prior to commencing progestogen-only injectable contraception, are 

advised of a possible delay of up to a year in the return of fertility after discontinuation [Auditable standard 

97%] 

 

Auditable Outcomes for Progestogen-only Injectable Contraception 
 

The following auditable outcomes have been suggested by the FSRH Clinical Standards Committee. 

 

 

 

 

 

 

 
 
 

 

 

 

 

 

 

 

 

 

 
 

COMMENTS AND FEEDBACK ON PUBLISHED GUIDANCE 

All comments on published this guideline can be sent directly to the Clinical ffectiveness Unit (C U) of the 

Faculty of Sexual Reproductive Healthcare (FSRH) via the FSRH website (www.fsrh.org). 

 

The C U may not respond individually to all feedback. However, the C U will review all comments and 

provide an anonymised summary of comments and responses, which are reviewed by the Clinical 

ffectiveness Committee (C C) and any necessary amendments made subse uently. 
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