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Abstract

Heavy menstrual bleeding (HMB) is the commonest bleeding symptom among
women with inherited bleeding disorders (IBD). Since HMB starts at the very onset
of menarche and continues throughout the reproductive life, the health related qual-
ity of life of these women is affected and they are at an increased risk of develop-
ing iron-deficiency anemia. Because of the entrenched stigma and taboos, women
and girls are often reluctant to discuss the problem of HMB within their families
and do not seek medical advice. Increased awareness and multidisciplinary manage-
ment approach for the management of these women are essential in ensuring an
optimal outcome. It is important to take a careful history and undertake a thorough
gynecological assessment to exclude other underlying/concomitant causes of HMB.
Iron supplementation is essential. Strategies for decreasing menstrual blood flow
are similar to those used for HMB in general with the addition of desmopressin and
replacement therapy and the exclusion of non-steroidal anti-inflammatory drugs.
Tranexamic acid and/or hormonal intervention are usually recommended as first-line
therapy. Treatment choice should be individualized taking into account whether the
woman wishes to preserve her fertility, if she requires contraception, the type of IBD,
the severity of bleeding, and her social and religious background as well as accept-

ability and availability of the treatment options.
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Advances in clinical care and research in the field of inherited bleed-
ing disorders (IBD) have focused mainly on male patients with hae-
mophilia. This has overshadowed other bleeding disorders, and the
recognition that women are also affected by bleeding disorders such
as von Willebrand disease or other rare bleeding disorders and the
impact of the disease on their daily life.* Similarly, bleeding risks in
carriers of haemophilia are often overlooked.

Management of a bleed in women with IBD is not different from
men when it comes to surgery, epistaxis, muscle and joint bleed but
menstruation, pregnancy and childbirth are unique haemostatic

challenges.

Up to 90% of women with IBD have heavy menstrual bleeding
(HMB).! HMB may be the only bleeding symptom in up to 20% of
adolescents.? More than 70% of women with VWD suffer from
HMB, and half of them suffer from dysmenorrhoea.3 The duration of
menstruation is reported to be significantly longer and episodes of
flooding significantly more common in patients with IBD compared
to the general population.* Menstrual blood loss is reported to be
heavy throughout menstruation in women with IBD women whereas
women without IBD tend to have the heaviest bleeding in the first
3 days 4 There is also a risk of bleeding with ovulation leading to

recurrent mid-cycle pain or more serious complications such as large
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haemorrhagic ovarian cysts or acute abdomen with a haemoperito-
neum.® In one study, women with VWD also had a higher prevalence
of other gynaecological conditions such as fibroids and endometri-
osis, possibly more symptomatic with bleeding due to their bleeding
tendency.®

Since HMB starts at the very onset of menarche and continues
throughout the reproductive life, the health-related quality of life
(HRQolL) of these women is affected and they are at an increased
risk of developing iron-deficiency anaemia.

Social taboos towards menstruation exist across all cultures.
Because of entrenched stigma and taboos, menstruation is rarely
discussed within families or at school and menarche often arrives
unexpectedly for girls with little or no knowledge of why they are
bleeding. A UNICEF study showed that one in three girls in south
Asia had no knowledge of menstruation before their first period,
and 48% of girls in Iran thought that menstruation was a disease.’
Adolescence can be a daunting period for young girls with many
physical, sexual, cognitive, social and emotional changes; heavy men-
struation in such situation can be a devastating additional challenge.

Menstruation in women with VWD has a negative impact on life
activities.®

Heavy menstrual bleeding has a larger impact on HRQoL in
women with inherited bleeding disorders compared with women
with normal haemostasis. For the adequate assessment of dis-
ease-specific HRQolL, standardized and validated instruments are
necessary. Within the von Willebrand disease (VWD)-QolL ques-
tionnaire, a disease-specific questionnaire for patients with VWD,
a specific dimension ‘menstruation’ is included for women. There is
still a need of a disease-specific instrument for an overall assessment
of HRQoL in women with bleeding disorders.”

A qualitative study on the impact of HMB on women has iden-
tified frustration, irritation and inconvenience, pain associated with
bleeding, feeling self-consciousness about odour and social embar-
rassment. Most women developed complex strategies to prevent
such events occurring and many reported that they avoided going
out, when they were menstruating.8

Women and girls are often reluctant to discuss the problem of
HMB with their physicians and do not seek for help.! In addition,
IBDs are familial; thus, most of women from same families suffer
from HMB and excessive bleeding during menstruation is consid-
ered as normal. Women are expected to cope and often suffer in si-
lence. Only four of 10 women who perceive that they have excessive
menstrual blood loss consult their doctor about it.®

Often considered a shameful, dirty, female weakness, the se-
crecy surrounding menstruation has permeated every aspect of
society, nurturing superstitions and taboos that are passed on be-
tween generations. In many communities, menstruating girls and
women are still banned from kitchens, crop fields or places of wor-
ship. Menstrual taboos frequently call for exclusion from social and
religious activities, school, university and work. Sexual life is af-

fected, as is women's status within the family.g'11
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There still remain several unanswered issues in the diagnosis
and management of HMB in these women. The treatment of HMB is
usually medical, but there is lack of prospective data on the efficacy
of commonly used medical therapies in these women. A multidisci-
plinary approach in the management of these women is essential in
ensuring an optimal outcome.®

It is important to take a careful history and undertake a thorough
gynaecological assessment to exclude other underlying causes of
HMB such as polyps, uterine fibroids or malignancy.'? Iron supple-
mentation is of paramount importance.

Strategies for decreasing menstrual blood flow are similar for
those with heavy menses in general with the addition of desmopres-
sin and replacement therapy and the exclusion of non-steroidal an-
ti-inflammatory drugs. Tranexamic acid and hormonal intervention
are usually recommended as first-line therapy.'® However, there are
patient-specific considerations for many of these agents, and they
must be incorporated into shared decision-making when selecting
the most appropriate treatment.'*

Treatment choice decisions should take into account whether a
woman wishes to preserve her fertility, if she requires contracep-
tion, the type of IBD, the severity of bleeding, and the social and
religious background.

Hormonal intervention is indicated for those who want to pre-
serve fertility but not planning pregnancy in the immediate future.r®
Studies assessing hormonal therapies in women with IBD are sparse.

The levonorgestrel intrauterine system (LNG-IUS) has been
shown to be effective and well accepted by these women.'® LNG-
IUS is the most effective medical treatment for HMB.X¢Y It also
provides effective contraception for 5 years with very low fail-
ure rates of <0.1%. Discontinuation rate is 17%-20% due to men-
strual irregularity and spotting, usually in the first 6 months after
insertion.'*181? Expulsion rates among women without an inher-
ited bleeding disorder have been reported to be approximately
5%-10% 8 and 8% in women with IBD.X In a small retrospective
study, three expulsions and two device malpositions were reported
among 20 women with inherited bleeding disorders.?° Prolonged
therapy with tranexamic acid may be beneficial in preventing ex-
pulsion among these women as is the use of specific haemostatic
therapies directed at controlling bleeding around the time of LNG-
IUS insertion.?!

Combined hormonal contraceptives CHCs (combined oral
contraceptive pills, transdermal patches or vaginal ring) are also
effective in reducing menstrual loss, providing women an effec-
tive contraceptive and a regular menstrual cycle.r® They also sup-
press ovulation preventing the ovulation bleeding complications.
CHCs can be taken as 21 active days, but they are now increas-
ingly used as continuous extended treatment for up to 12 months.
This approach provides effective contraception with no added
risks and reduces menstrual bleeding episodes. However, some
women do experience troublesome breakthrough bleeding
episodes.??
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Progesterone only pills, depot medroxyprogesterone
injections and sub-dermal contraceptive implants can also re-
duce menstrual loss but often associated with irregular bleeding
pattern.

Some IBDs are also associated with an increased risk of throm-
boembolic event as in afibrinogenaemia. This risk must be taken into
consideration when choosing hormonal therapy, and factor replace-
ment may be a better choice. Factor replacement therapy may also
be required in women with severe IBD not responding to hormonal
therapies alone or when pregnancy is planned and hormonal treat-
ments are discontinued.

Patients’ compliance is very important for an effective response
with any medical treatment. In Middle East region and Arab coun-
tries, there are cultural reluctance, fear of side effects, fear of cancer
and misbelief in hormonal therapies. Education of girls and women is
urgently required for adherence to the treatment.

Strategies for decreasing menstrual blood flow in adolescents
require specific considerations for many of the treatment options,
and they must be incorporated into shared decision-making when
selecting the most appropriate treatment.?

Surgical options are appropriate for women who do not wish
to preserve fertility and have completed their family. Endometrial
ablation is a minimally invasive procedure, suitable for women with
no significant pelvic pathology. It has been shown to be effective
in women with IBD with a significant reduction in menstrual loss,
improvement in haemoglobin and HRQoL.?*

Hysterectomy provides a definitive treatment for HMB and ap-
propriate for women with pelvic pathology such as large uterine
fibroids. It is a major intervention with operative and anaesthetic
risks. Perioperative bleeding is the commonest complication and re-
ported in 1%-3% of all hysterectomies. Women with IBD have even
higher operative bleeding risk and need for blood transfusion.?
Moreover, this intervention could have negative psychological im-
pact on women.2%?7

There is urgent need to discuss the multidisciplinary manage-
ment of HMB through interactive clinical case presentations, pro-
vide haematological and gynaecological point of views and highlight
the psychosocial impact on the women.
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