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JOINT STATEMENT

Bleeding pattern changes with

progestogen-only long-acting

reversible conifraceptives

This is a Joint Statement by the following expert consultants:
Dr Christine Read, Sexual Health Physician and Consultant in Family Planning, Reproductive and

Sexual Health;

Dr Caroline Harvey, Medical Director, Family Planning Queensland;

Dr Deborah Bateson, Medical Director, Family Planning NSW;

Dr Kathy McNamee, Senior Medical Officer, Family Planning Victoria;
Dr Terri Foran, Sexual Health Physician and Lecturer, School of Women's and Children’s Health,

University of New South Wales.

Infroduction

Long-acting reversible contraceptives (LARCs) are
methods that require administration less than once per

cycle or month.!
Progestogen-only LARC:s in Australia include:?
* etonogestrel implant — Implanon®

¢ depot medroxyprogesterone acetate (DMPA) —
Depo Provera’/Depo Ralovera®

* levonorgestrel intrauterine device (LNG-1UD) —

Mirena®

Progestogen-only LARCs have the following

advantages:

* 'They have a higher ‘real life’ efficacy than

more easily reversible methods, such as oral
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contraceptives or barrier methods, because
adherence is not patient dependent.! Failure rates
associated with ‘typical’ use are virtually the same

as those associated with ‘perfect’ use.!

They are more cost effective than the combined
oral contraceptive pill based on economic

modelling in the United Kingdom.!

They are listed on the Pharmaceutical Benefits
Scheme (PBS) in Australia.? Hence, the cost to
women is low and similar to, or less than, 4 months

of oral contraceptive pill supply.



However, an important issue with progestogen-only
LARC:sS is that they all disrupt the regular menstrual cycle.
These resulting altered bleeding patterns have no serious
effects on health but can interfere with daily activities.?
Importantly, the changes in vaginal bleeding patterns —
which may include amenorrhoea, infrequent, frequent

or prolonged episodes — is the most common cause for
discontinuation of these contraceptive methods, accounting
for 40-70% of cases.b>*

Currently, there does not appear to be evidence for an
effective treatment for these bleeding irregularities in the
long term.’ It has been suggested that providing counselling
and support may be the most important way to help
patients continue on progestogen-only contraception.®™®

A study that examined the effect of pre-treatment
counselling on discontinuation of DPMA found that the
discontinuation rate was significantly lower in women who
received intensive structured counselling than in women
who received basic information about the method, with side

effects only being discussed upon request.’

Why are bleeding patterns
different with progestogen-
only contraceptives?

The endometrium differs in users of hormonal
contraceptives from that seen in women having
physiological cycles.! With DMPA and implants, ovulation
is completely suppressed, although variable amounts of
oestrogen — produced for example by adipose tissue as well
as the ovary — continue to circulate.! Both DMPA and
implants supply a relatively constant level of exogenous
systemic progestogen. With the LNG-IUD, many women
still ovulate while the endometrium is exposed to high levels
of local progestogen. This overrides influences from systemic

ovarian oestrogen and progesterone on the endometrium.

It is apparent then that in none of these methods is the
endometrium primed for regular cyclical bleeding. Any

bleeding that does occur is more correctly described as
‘breakthrough’ bleeding.™

The mechanism behind ‘breakthrough’bleeding is
multifactorial and incompletely understood. Research
indicates the involvement of a wide range of molecular
disturbances contributing to unpredictable endometrial
vessel breakdown including disturbed endometrial
angiogenesis, increased fragility of blood vessels and a

loss of integrity of the stromal supporting system.

In bleeding associated with progestogen-only LARC:,
these changes in the endometrium are possibly activated
by exposure to the synthetic progestogens themselves.?
Continuous exposure to a relatively constant progestogen
dose while simultaneously being exposed to fluctuating low
endogenous oestrogen levels appears to be an important

causative factor.!!

Changes in vaginal bleeding
patterns

'The progestogen-only LARC:s tend to have different

bleeding patterns, which are outlined below:

Etonogestrel implant (Implanon®)
About one in five women are amenorrhoeic (no vaginal
bleeding) in the first year of use.® Others may experience

infrequent, frequent or prolonged bleeding.

The bleeding pattern experienced in the first 3 months is
broadly predictive of future bleeding patterns for many
women though there is at least a 50% chance that women
with an unfavourable pattern during this period will

subsequently improve.®

Depot medroxyprogesterone acetate (Depo Provera®/
Depo Ralovera®)

About 50% of women become amenorrhoeic in the

first year of use. The initial bleeding pattern can include
irregular, prolonged or frequent bleeding.’®* Amenorrhoea

is increasingly likely with continued use.'

LNG- IUD (Mirena®)

In general there is a reduction of blood loss within a few
months of insertion.’* Amenorrhoea occurs in about 50% of
women after 12 months of use.”® Spotting occurs in 25% of
users at 6 months and decreases over time.** Some women
may experience prolonged bleeding in the first month but
this decreases over time.'* (Note: Mirena is listed on the
PBS for treatment of idiopathic menorrhagia where oral

treatments are ineffective or contraindicated.)

Managing changes in vaginal
bleeding patterns

If the contraceptive method is considered to be the likely
cause for unacceptable bleeding there is some evidence for
the use of certain interventions to control bleeding episodes
in the short term. A summary of these interventions and
the evidence for their use is provided in a table at the end
of this document. However, there is no evidence at this
time that any of these interventions are successful in the
long-term management of bleeding and none have been
shown to increase the likelihood of continuation of the
method.’

Amenorrhoea or infrequent bleeding

The woman should be advised that some women have no
bleeding or very infrequent bleeding for the duration of the
method, and reassured that this is not harmful and that no

investigations are required. There is no physiological need

to lose blood every month. There is no loss of fertility or

‘build—up’ of blood. In fact, once reassured many women

prefer to be free from monthly bleeding.>!51¢

Frequent, heavy or prolonged bleeding

Again, explanation and reassurance is important. The
bleeding often reduces in frequency or ceases with
time.'*'* Some woman may wish to trial one or more of
the short-term interventions listed. If the bleeding pattern
remains unacceptable, it may be necessary to consider a

change of contraceptive method.>'

As a clinical practice point, it is important not to
assume that changes in vaginal bleeding patterns are
always the result of the contraceptive method used,
particularly in women presenting with persistent
spotting or bleeding, or bleeding after a period of

amenorrhoea.?

Sexual history and Pap smear history should be
reviewed. If clinically indicated, exclude chlamydial
infection, pregnancy or other gynaecologic
problems unrelated to the contraceptive method

as a possible cause of bleeding.? In the case of

the LNG-IUD, it may also be important to

ensure correct placement of the device. However,
as bleeding pattern changes are an expected
consequence of these methods, a balance must be

struck between over- and under-investigation.



Table 1 Interventions for managing frequent/prolonged bleeding and evidence for effectiveness’ Table 2 Level of evidence based on NHMRC guidelines

Combined oral
contraceptive pill* (COCP)

Nonsteroidal anti-

inflammatory drugs
(NSAIDs) —commenced
when bleeding starts

Salicylic acid (aspirin)

Tranexamic acid -
commenced when
bleeding starts

Vitamin E

A 3-month study in women using
Norplant showed reduced length of
bleeding/spotting episodes, but not
the number of episodes, with a 21-day
course of a 30 mcg ethinyl oestradiol
and 150 mcg levonorgestrel COCPY

Level of evidence: 1T

Two small studies in Norplant users:

1) Mefenamic acid 500 mg bd for 5
days reduced the number of bleeding/
spotting days and reduced the number
of women with irregular bleeding'®

Level of evidence: IT

2) Oral ibuprofen 800 mg tds for
5 days decreased the mean number
of bleeding/spotting days in the

treatment interval®

Level of evidence: I1I-1

No evidence of benefit*!

Level of evidence: 1T

A small trial in women using
Norplant showed significantly more
women stopped bleeding within 7
days of using tranexamic acid 500 mg
bd for 5 days compared with women
using placebo?

Level of evidence: IT

No evidence of benefit*!

Level of evidence: IT

No trials currently available

Mefenamic acid —
Significantly more women
in the group taking
mefenamic acid 500 mg bd
for 5 days stopped bleeding
within 7 days of treatment
compared with the placebo
group.?’

No trials currently available

Tranexamic acid 250 mg

qgid was more effective

than placebo in short-term
treatment of irregular uterine
bleeding/spotting associated
with DMPA use.”

Level of evidence: I1

No trials currently available

No trials currently
available

No trials currently
available

No trials currently
available

No trials currently
available

No trials currently
available

Level of evidence | Study design

I Evidence obtained from a systematic review of all relevant randomised controlled trials.

II Evidence obtained from at least one properly-designed randomised controlled trial.

Evidence obtained from well-designed pseudorandomised controlled trials (alternate allocation or some

III-1
other method).
Evidence obtained from comparative studies (including systematic reviews of such studies) with concurrent
111-2 controls and allocation not randomised, cohort studies, case-control studies, or interrupted time series with
a control group.
-3 Evidence obtained from comparative studies with historical control, two or more single arm studies, or
interrupted time series without a parallel control group.
1A% Evidence obtained from case series, either post-test or pre-test/post-test.

*Most interventions only trialled in women using an earlier contraceptive (levonorgestrel) implant Norplant® which has never been
commercially available in Australia; it may be clinically inappropriate to extrapolate the findings to Implanon, which contains a different
hormone (etonogestrel).

"Mirena is listed on the PBS for treatment of idiopathic menorrhagia where oral treatments are ineffective or contraindicated.

Flhere is a limited evidence base for the effectiveness of the combined oral contraceptive pill (COCP) in the management of unacceptable
bleeding patterns in implant users and no evidence in DVPA users. There is no evidence the COCP will have any effect on subsequent
bleeding patterns. Although the trial in Norplant users used a LNG COCR there is no available evidence to suggest that one type of
COCP is superior in this regard.

Notes:

* Much of the available clinical trial-based evidence is several years old and of a relatively low level due to the small

numbers of participants and study design flaws.’

* 'There are a number of other interventions, such as mifepristone (RU486) and high-dose oral oestrogens which may be of
some use in controlling bleeding in women using LARCs.® These have not been included on the above list since they are

presently not readily available in Australia.

* Tamoxifen has been shown to reduce the incidence of bleeding episodes in Norplant users,>? but its side-effect profile

limits its use in a clinical context.

¢ A small pilot study indicated that doxycycline 100 mg bd for 5 days was effective at stopping a single episode of
bleeding®™® but a subsequent larger RCT did not confirm this effect.



Practical suggestions for managing frequent/prolonged

bleeding

In clinical practice, women commonly seek help with
management of frequent/prolonged bleeding episodes
related to use of the implant or DMPA. Evidence
for successful long-term management of frequent/
prolonged bleeding is lacking. However, based on the
authors’ clinical experience and review of available

evidence, the following treatments may be offered:

* Any COCPS® for women with no

contraindications to its use.

A 5-day course of an NSAID (mefenamic acid
500 mg bd or oral ibuprofen 800 mg tds)

A 5-day course of tranexamic acid 500 mg bd

SWomen may remain amenorrhoeic as long as they take
active hormone pills and will experience a withdrawal bleed
on ceasing active pills. The COCP is given either cyclically
or as continuous active hormone pills to manage bleeding
problems related to the implant or DMPA. Generally
women are offered a 1-3 month trial of a COCP to bring
relief from an unacceptable bleeding pattern. Some women
choose to use COCP continuously or intermittently fo
manage their bleeding and leave their implant in situ.

Conclusion
Progestogen-only LARCs offer many benefits in relation

to contraceptive efficacy and cost-effectiveness but the
effective management of unacceptable bleeding patterns
in some women using these methods remains a clinical

dilemma.

Provision of information including a specific explanation
about the expected patterns of bleeding changes for women
considering or commencing one of these methods should
be a standard part of contraceptive choice consultations

and assessments. Explanation about the mechanism behind

Any interventions should be trialled in consultation
with women and repeated courses of an intervention
may be helpful to assist them in ‘self-managing’ their
own bleeding patterns. In practice, these methods

will most commonly be used to terminate episodes of
prolonged bleeding, or used at the start of a bleeding
episode. Despite a lack of evidence, these interventions
may be used multiple times as required for the duration
of the method. If bleeding patterns remain unacceptable,
it may be necessary to consider an alternative

contraceptive method.

Women who experience an unacceptable bleeding
pattern where pathology has been excluded towards the
expiration of the implant may be offered an early change
of implant if they would like to continue with this
contraceptive method. Anecdotally, some women may
have an improved bleeding profile with the new implant

but this cannot be guaranteed.

these patterns may be helpful for some women in accepting

the changes they experience.>!®

If the bleeding pattern is unacceptable the woman may
choose to trial one of the reviewed interventions but it is
important to inform her that the evidence base for these

interventions is limited.

Finally, providing counselling and support is important to
increase patient compliance, continuation, and satisfaction

with any contraceptive methods.
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