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BACKGROUND
The combined oral contractive pill (COC)
has been available for over 50 years but are
we providing women with the regimens
they want? As far back as 1977, Louden
et al.1 reported the use of 84 active pills
with a 7-day break to free women from
monthly periods, yet menstrual manipula-
tion is underused today. So why do we
have a 21/7 regimen for pill-taking?

A BRIEF HISTORY
When oral contraceptives were first devel-
oped, though the pioneering work of
George Pincus, Carl Djerassi, Frank
Carlton and John Rock, the presence of
seven pill-free days allowed a withdrawal
bleed that mimicked the natural cycle. The
aim of this was to make a novel concept
more acceptable. Dr Rock stated the 21/7
regimen was a “morally permissible variant
of the rhythm method”,2 which was very
important for the USA in the 1950s where
birth control was illegal. Having a with-
drawal bleed also gave women reassurance
that they were not pregnant. The decision
to adopt this approach was therefore social
rather than physiological.
Acceptance of modern-day hormonal

contraceptives has increased over time.
Many women no longer wish to bleed
each month and request ‘an absence of
withdrawal bleeds’ to fit in with their
busy lives. This has become possible with
ethinylestradiol (EE) dose reduction and
the introduction of new progestogens in
novel COC regimens. Lowering the dose
of synthetic estrogen means that the total
intake of hormones is less with 20 mg
pills taken continuously when compared
to 30 mg pills taken with the traditional
7-day hormone break each month. When
low-dose estrogen is combined with
newer highly selective progestogens good
cycle control results, making these hor-
mones ideal partners for flexible
extended regimens.

In the 1980s, tricycling of pills (putting
three packets of COCs together followed
by a 7-day break) became more common-
place but, despite Seasonale® [containing
30 μg EE and 150 μg levonorgestrel (LNG)
with 84 active and seven placebo tablets]
being available in the USA since 2003, the
UK still does not have a licensed prepar-
ation. The 1990s and 2000s saw the intro-
duction of pills with a reduced or no
hormone-free interval. The first was
Mircette® available in the USA since 1998
(containing 20 μg EE and 150 μg desoges-
trel for 21 days plus 5 days of 10 μg EE),
which has a 2-day hormone-free interval.
Several products available in a number of
developed countries have a 24/4 regimen
such as Yaz® [20 μg EE and 3 mg drospire-
none (DRSP)] and Loestrin 24 Fe® (20 μg
EE and 1 mg norethindrone acetate). In
2007, Lybrel®, the first continuous pill
containing 20 μg EE and 90 μg LNG, was
approved for use in the USA. However, it
was not until Qlaira® (26 active pills with
two containing 3 mg estradiol valerate, five
with 2 mg estradiol valerate and 2 mg die-
nogest, 17 with 2 mg estradiol valerate and
3 mg dienogest and a further two pills con-
taining 1 mg estradiol valerate together
with two placebo tablets) in 2009 and
Zoely® (1.5 mg estradiol and 2.5 mg
nomegestrol acetate with 24 active and
four placebo pills) in 2013 that pills with
shortened pill-free intervals became avail-
able in the UK.
With few available licensed preparations

it is understandable that clinicians and
users are hesitant about trying ‘no-bleed or
reduced-bleed’ regimens. This year sees the
global launch of Flexyess®, which contains
3 mg DRSP and 20 μg EE. It is licensed as
a ‘flexible extended’ cycle oral contracep-
tive taken for between 24 and 120 days
with a 4-day pill free interval. To facilitate
the use of this new product a Clyk™ dis-
penser has been developed. This hand-held
device dispenses the pill, has an alarm to
remind the woman to take her pill,
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provides advice relating to missed pills, and guides the
user through their 4-day pill-free interval.3

When it comes to tailoring pill-taking women have
never had so many options. So why should health
care professionals advocate a change from the stand-
ard 21/7 regimen to one with a shorter or no
hormone-free interval?

BENEFITS OF TAILORED PILL REGIMENS
Women benefit greatly from tailoring their COC use.
Using a shortened hormone-free interval or continu-
ous pill-taking regimen the pill can be used as a man-
agement strategy for gynaecological conditions such
as endometriosis,4 dysmenorrhoea5 or premenstrual
syndrome.6 These conditions often stabilise with con-
tinuous COC use, leading to considerably fewer symp-
tomatic days and improved quality of life.
Furthermore, extended regimens can benefit women
who experience withdrawal symptoms during the
hormone-free interval7 8 such as menstrual migraine,
breast tenderness or acne. A Cochrane review com-
mented that extended regimens are more effective
than traditional regimens in managing withdrawal
symptoms resulting in reduced frequency and sever-
ity.7 Alternatively women may simply wish not to
have a bleed as frequently9 10 or to avoid bleeding for
a particular event (e.g. a weekend away, holiday or
sporting event).
Numerous studies have identified that extended

COC use is safe, efficacious, results in decreased
blood loss and is well tolerated.11–13 In relation to
cycle control, potential users should be told that they
will no longer have a regular 28-day cycle. There is a
tendency to increased breakthrough bleeding and
spotting, which is more pronounced in initial users
(compared to previous COC users),10 but this gener-
ally improves over time, with episodes of amenor-
rhoea becoming more common. In a study looking at
continuous use with Lybrel (20 μg EE and 90 μg
LNG) the authors reported amenorrhoea rates of
58.7% and an absence of bleeding (with or without
spotting) in 79% of cases at Cycle 13.14 Wiegratz
et al.13 reviewed extended-cycle use (84/7) of Valette®

(30 μg EE and 2 mg dienogest) compared to conven-
tional use. They reported a relatively constant number
of bleeding/spotting days with conventional use (16.5,
14.4, 14.7 and 17.7 days per 90-day reference period)
while with extended-cycle use there was a gradual
decline in the number of bleeding/spotting days (10.7,
8.1, 7.3 and 6.4 days per 90-day reference period). By
the final 90 days of the study the extended cycle had
59% (9.3 days) fewer bleeding days than the conven-
tional group. Furthermore, while the number of intra-
cyclic bleeding days is greater for the extended-use
group throughout the study, there is a progressive
decrease in intracyclic bleeding (6.9 days in Cycle 1
and 2.3 days in Cycle 4 compared to 1.5 days in
Cycle 1 and 0.2 days in Cycle 4).13 It must be

remembered that these studies have a fairly high
dropout rate over time, which may skew the results
towards reports of ‘less bleeding and spotting’. One
group have reported that co-administration of
sub-antimicrobial-dose doxycyline during the initial
phase of taking a continuous combined pill regimen
may reduce breakthrough bleeding and the length of
time needed to achieve amenorrhoea.15 However, for
many women a flexible extended COC regimen
would make more sense.
Importantly, clinicians can reassure women using a

combined hormonal contraceptive preparation that
having a monthly bleed is not necessary. Some new
monthly preparations, such as Zoely (1.5 mg EE and
2.5 mg nomegestrol acetate with 24 active and four
placebo pills), report an absence of withdrawal bleeds
with 22% of users having no bleeds at 4 months and
31% at 12 months.16 Modern progestogens such as
nomegestrol acetate with high target receptor selectiv-
ity and progestational effects17 and preparations with
continuous progestogen produce thin, decidualised
endometrium with atrophied glands. The addition of
an estrogen ensures endometrial stability.18

One way to increase patient acceptance is to adopt a
woman-centred approach, advising continuous pill use
until a bleed for 3–4 days occurs (providing 21 active
pills have already been taken). At this point a 4-day
pill-free interval should be taken. This approach has
been built into Flexyess3 and facilitated by the Clyk
device. Through ongoing continuous use of a particu-
lar pill women will often establish an individual dur-
ation of time between bleeds.19 This enables women
to reduce the number of bleeds in a year and manipu-
late their cycle to avoid important events by stopping
their pill early if their bleeding pattern would coincide
with the event in question. In addition, research indi-
cates that flexible regimens are associated with fewer
bleeding days when compared to conventional use.
Klipping et al. showed that women given the ability
to flexibly manage their cycle had only 41 days of
bleeding or spotting per year, while those using the
pill conventionally had 65.8 days and those using a
fixed extended regimen had 60.9 days.20

WOMEN’S VIEWS
A survey of German women, published in 2004,
regarding attitudes to long-cycle COC reported that
37–46% wished to never bleed and 26–35% preferred
a monthly bleed. Reasons cited for preferring a
monthly bleed were concerns about long-term fertility
and the view that a monthly bleed is natural.10 These
concerns therefore must be discussed and addressed
during method counselling. Menses returned to
almost all women (94.7%) within 60 days of stopping
a continuous COC,21 and in a small study examining
return of fertility after stopping the COC 81% of
users had achieved a pregnancy within a year of dis-
continuing their COC.22 Furthermore, from studies
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examining changes in follicle-stimulating hormone
and estradiol levels during the 7-day pill-free interval
we know that levels increase quickly when exogenous
hormones are withdrawn.23 24

Adequate counselling is key to women’s acceptance
of these new regimens. Very recent evidence suggests
that adherence may be poor to ‘off-licence’ tailored
regimens with patients finding instructions complex
and difficult to follow.25 Others may not accept the
inconvenience of unpredictable breakthrough bleeding
or spotting.10 A number of women may still wish to
see a monthly bleed but would prefer a lighter shorter
bleed; in these circumstances a 24/4 regimen may be
their ideal choice.

CLINICIANS’ OPINIONS ON THE ‘PROS AND CONS’
As far back as 1977, clinicians were less enthusiastic
about tailoring regimens than patients.1 At the time
clinicians were concerned about irregular vaginal
bleeding, that women might become pregnant
without knowing, and that women might experience
weight gain. Some 12% of the clinicians who took
part in the original study disapproved of manipulation
of the menstrual cycle to reduce the number of
periods and 30% expressed concern that a regular
cycle would not be re-established once the tricycling
stopped.1 Have clinician’s attitudes changed greatly
since then?
Clinicians’ knowledge and attitudes to medically

induced amenorrhoea and consequently extended-use
contraception are important factors in prescribing
these preparations.26 A recent survey of health care
professionals attending educational conferences27

showed that while extended regimens are increasingly
popular, those giving a monthly bleed are still the most
frequently prescribed option. A review of prescribers
in 2004 reported that patient request is the most
common reason for prescribing extended regimens.
Clinicians may feel that discussing tailored COC

regimens with women is complex and time consuming
but when clear counselling is given it could be a
perfect option. For others, continuous pill-taking with
no breaks may be more suitable following an explan-
ation that the breakthrough bleeding will settle in
most cases. The availability of a licensed ‘tailored
product’ such as Flexyess may encourage clinicians to
modernise their practice, but in the few countries
where this product has been launched initial sales
have been slow. Prescribers, perhaps particularly those
who are older, have been slow to grasp the advantages
of the Clyk device and do not understand it well
enough themselves to be confident in suggesting it to
women. The solution may be to supply the device
through pharmacists, who are more enthusiastic.

CONCLUSIONS
Extended contraceptive regimens are safe, efficacious
and well tolerated by women yet they are rarely

suggested by health care professionals. Tailoring their
COC regimen should be an option available to all
women, not only to those who ask for it or those with
specific medical conditions. The 21/7 regimen was
introduced to provide reassurance that the woman was
not pregnant and to mimic nature, but women are
demanding more in the 21st century and we as health
care professionals must respond to their demands.
While counselling for tailored regimens may be more
detailed than for traditional COC regimens, this should
not hold us back in meeting the needs of women.
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