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ABSTRACT

Background: Inherited bleeding disorders are not common but they are lifelong. Their effects on women are far
greater than previously realised. Many clinicians are not familiar with these disorders but may encounter such women
under acute conditions. Objectives were to study various obstetric and gynaecological problems in females with
bleeding disorders and to assess the type of management given for these disorders.

Methods: This was a prospective observational study carried out at Department of Obstetrics and Gynaecology at a
tertiary care hospital in which 30 women of known bleeding disorder were studied and various obstetric and
gynaecological problems including menorrhagia, metrorrhagia, dysmenorrhoea, mid-cycle pain, conception,
haemorrhagic ovarian cyst, etc. were identified and studied in them.

Results: 30 patients of known bleeding disorder who were found to have obstetric and gynaecological problem were
studied. Idiopathic thrombocytopenic purpura constituted the major bleeding disorder (23%), followed by von
Willebrand’s disease (17%) in our study. 21 patients had gynaecological problem and the most common
gynaecological problem was menorrhagia (62%), followed by hemoperitoneum (10%), mid cycle pain (10%),
persistent haemorrhagic cyst (7%), dysmenorrhea (7%) and endometriosis (4%). 20 patients had obstetric problems of
which postpartum haemorrhage (59%) was a major problem followed by recurrent pregnancy loss (33%) and
infertility (8%). The study concluded that both obstetric and gynaecological problems are common in patients of
bleeding disorders and occur in distribution 66.66% and 70% respectively.

Conclusions: The study conducted shows that obstetric and gynaecological problems are very common in patients of
bleeding disorders and thus optimal management of these problems requires a multidisciplinary team of approach.

Keywords: Antiphospholipid antibody syndrome, Idiopathic thrombocytopenic purpura, Recurrent pregnancy loss,
Von-Willebrand’s disease

INTRODUCTION

Bleeding disorders can affect both men and women. They
can be inherited or acquired during a person’s life. Mild
inherited bleeding disorders are common, while severe
inherited bleeding disorders are rare, affecting as few as
one in 5,000 to one in 1,000,000 people.! Certain types of
medications, malignancies, and autoimmune disorders
can cause acquired bleeding disorders. Because the most
common bleeding disorders, including Von Willebrand’s
disease (VWD), manifest primarily by mucosal bleeding,
females are often more likely to be symptomatic due to

excessive bleeding with menstruation (menorrhagia),
ovulation, and childbirth (peripartum hemorrhage). Von
Willebrand’s disease is the most frequent inherited
bleeding disorder, followed by mild coagulation factor
deficiencies such as factor XI deficiency and mild platelet
disorders. Evidence has shown that not only there is an
increase prevalence of menorrhagia associated with
bleeding disorders, but also that this complication
significantly disrupts the quality of life of these women.??
Between 40% and 50% of women experiencing
menorrhagia, report that they are limited in their activities
and that they find working more difficult during their
menstrual periods.*
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Bleeding disorders have a significant impact on women’s
health and quality of life.>® Women with bleeding
disorders have reduced quality of life that negatively
affects their academic, professional, and social life. Long-
lasting menorrhagia leads to iron deficiency anemia, with
all its consequences on physical and mental wellbeing.
Many women are not aware that their symptoms are
abnormal and do not seek medical advice. Even when
they do seek help, diagnosis of bleeding disorders is often
overlooked and appropriate treatment is not provided due
to lack of awareness among health professional. Since
menorrhagia in  women with bleeding disorders
frequently begins at menarche, these factors could have
an impact on the social and academic development of the
adolescent female. Women with bleeding disorders are
therefore more likely to have unnecessary surgical
intervention, including hysterectomy, at an early age.
Heavy and prolonged menstrual bleeding and pain may
lead to marital disharmony and also fertility problems.
This in turn, further compromises a women’s mental and
psychological wellbeing.

Aims and objectives

To study various obstetric and gynaecological problems
in females with bleeding disorders. To assess the type of
management given for these disorders.

METHODS

This study was conducted in the Department of Obstetrics
and gynecology at our tertiary care hospital. 30 patients
were included in the study for a period of 2 years. All the
eligible subjects were recruited into the study
consecutively by convenient sampling till the sample size
was reached.

Inclusion criteria

All females with diagnosed bleeding disorders presenting
with obstetric and gynaecological problems were studied
after taking consent. The various disorders included: 1)
Inherited bleeding disorders: i) Von Willebrand’s disease,
ii) haemophilia, iii) protein C and S deficiency etc. 2)
acquired bleeding disorders: idiopathic thrombocytopenic
purpura, systemic lupus erythematosus, liver disease,
aplastic anaemia.

Exclusion criteria

Women with an acute onset bleeding disorder due to an
obstetric complication like disseminated intravascular
coagulation due to PIH, abruptio placentae etc. Women
with obstetric and gynaecological problem due to some
pathology in the reproductive system.

Study procedure

A careful history serves both, to establish the degree of
clinical suspicion for a bleeding disorder and to provide
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clues to a specific diagnosis. In this study history taking
included the haematological disease the female had been
suffering, the various gynaecological and obstetric
problems in these females and the treatment options for
these problems. Presence of hemorrhagic symptoms were
noted long with a detailed menstrual history. A family
history of any bleeding disorder was also obtained. A
detailed obstetrical history with regards to parity, mode
of delivery, pregnancy related complications like
antepartum, intrapartum postpartum haemorrhage, need
of blood and blood related products noted.

Laboratory investigation were also noted which included
the following- haemoglobin, platelet count, complete
blood count, liver function tests, renal function tests, skin
bleeding time and clotting time. Various screening and
specific tests which were conducted in the department of
hematology were also noted during the study. Screening
coagulation tests like prothrombin time (PT), activated
prothrombin time (APTT), thrombin time (TT) and
specific tests like Von Willebrand’s factor assay, factor 8§
assay, platelet function studies, flow cytometry for
specific monoclonal antibodies etc. Also in patients
presenting with recurrent pregnancy loss lupus
anticoagulant and anti cardiolipin antibodies were done to
arrive at a diagnosis of APLA syndrome. Thus various
obstetric and gynaecological problems were found in
patients of bleeding disorders which were studied and
treated according to the various treatment options
available.

RESULTS

A total 30 patients of known bleeding disorders were
studied. Out of 30 patients in the study, 25 were married
and 5 patients were unmarried. Following number of
patients were referred from haematology for obstetrical
and gynaecological problems:

Table 1: Frequency of bleeding disorder in the study

population.
Disorder Fnr:ggency Percentage
Idiopathic thrombocytopenic 7 23
purpura
Von-Willebrand’s disease 5 16.66
Protein C and S deficiency 3 10
Platelets aggregation defect 2 6.66
APLA syndrome 2 6.66
ITP with APLA syndrome 2 6.66
Glanzmann’s thrombasthenia 2 6.66
SLE induced thrombocytopenia 2 6.66
SLE with acquired vWD 1 3.33
vWD with protein C and S
deficiency 1 3.33
Factor XI deficiency 1 3.3
SLE with ITP with APLA
syndrome 1 3.33
HIV induced thrombocytopenia 1 3.33
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The thirty patients presented had known bleeding
disorder and were further managed with regards to their
obstetric and gynaecological complaints. These patients
had varied types of bleeding disorder. Total thirteen
different types of bleeding disorder were presented. The
maximum number of patients were of idiopathic
thrombocytopenic purpura followed by von Willebrand’s
disease accounting for 23% and 16% respectively.

Gynaecological problems

Out of 30 patients 21 patients had gynaecological
problems. Out of these 21 patients, 5 patients presented
with multiple gynaecological problems. The most
common gynaecological problem was menorrhagia seen
in 85%. The rest of the patients presented with
hemoperitonium (3), mid cycle pain (3), persistent
haemorrhagic cyst (2), dysmenorrhea (2) and
endometriosis (1). Some of these problems coexisted in
the same patients. Multiple gynaecological problems
were seen in three patients of Von-Willebrand’s disease,
one patient of Glanzmann’s thrombasthenia and one
patient I TP.

The following problems in these patients were persistent
haemorrhagic cyst, mid cycle, menorrhagia in 1 vWD,
menorrhagia and  hemoperitonium in 2 VWD,
dysmenorrhea, menorrhagia and mid-cycle pain in
Glanzmann’s  thromboasthenia and  menorrhagia,
endometriosis and dysmenorrhea in ITP with APLA
syndrome. The presentation of gynaecological problem
was different in different bleeding disorder. Out of 7
patients of idiopathic thrombocytopenic purpura 4 had
gynaecological problems all of which presented with only
menorrhagia. However, in case of Von Willebrand’s
disease all 5 patients had gynaecological complaint and
also they presented with multiple problems as mentioned
above.

Gynaecological complaint
y 9 P m frequency

6.) Endometriosis

5.) Dysmenorrhea

4.) Persistent Hemorrhagic Cyst
3.) Mid scycle pain

2.) Hemoperitonium

1.) Menorrhagia

Figure 1: Gynaecological complaint.
Management of gynaecological problems

The management of gynaecological problems was mainly
medical. The medical line of management included
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hormonal treatment, antifibrinolytics agents (tranexamic
acid and ethamsylate) and NSAIDs like mefenamic acid.
All the 21 patients required some form of medical
treatment while 13 patients required blood and blood
products in the form of platelets and cryoprecipitates.
Some cases required conservative surgical management
in the form of endometrial ablation (2) and dilatation and
curettage (1) for menorrhagia. Surgical management was
usually avoided in these patients due to the risk of
bleeding during and after surgery however one case of
HIV induced thrombocytopenia who presented with
hemoperitonium required definitive surgical procedure in
the form of exploratory laparotomy for hemoperitonium.

Obstetric problems in females with bleeding disorders

Obstetrical problems were seen in 20 patients. Recurrent
pregnancy loss was in 7 patients and PPH occurred in 9
patients. 2 patients had combined obstetric problem
which was RPL and PPH. 5 patients also had past history
of PPH. Thus the total number of obstetric problems were
PPH (16) and RPL (9). History of infertility was seen in
two patients of which one had primary and one had
secondary infertility.

Table 2: Frequency of obstetric problems.

Total number

Obstetrical problem Percentage
of problems

Recurrent pregnancy 9 59

loss

Post-partum

haemorrhage 16 33

Infertility 2 8

Patients with haematological disorder of factor XI
deficiency, APLA syndrome and protein C and S
deficiency had obstetric complication in the form of
recurrent pregnancy loss while two of them also had
history of postpartum haemorrhage. All patients with ITP
who had obstetric complication had history of postpartum
haemorrhage. Obstetric complications were noted in 66%
of patients with SLE and 40% patients of Von-
Willebrand’s disease respectively.

Obstetric course, outcome and management

Pregnant patients of bleeding disorder were followed up
till the end of their pregnancy. In 9 patients the pregnancy
outcome was full term normal delivery except in 4 cases
each of ITP with APLA, APLA syndrome, SLE induced
thrombocytopenia and factor Xl deficiency who had
preterm vaginal delivery. One patient of Protein C and S
deficiency who had history of recurrent pregnancy loss
and past history of PPH presented with incomplete
abortion and she required curettage.

All the patients of PPH who presented in the present

pregnancy were managed with oxytocin drip and
prostaglandin analogue. Some patients required blood

Volume 10 - Issue 4 Page 1575



Panchbudhe SA et al. Int J Reprod Contracept Obstet Gynecol. 2021 Apr;10(4):1573-1579

and blood products during the course of their
management. Out of 9 patients of RPL 6 were pregnant
out of which only 2 patients had FTND, 1 patient had

incomplete abortion and 3 patients had preterm vaginal
delivery.

Table 3: Various obstetric problems in individual patients of bleeding disorders.

Haematological disorder NO.' of No. of [ZELTETE with = Recurrent RO Infertility Percentage
patients obstetrical problem pregnancy loss haemorrhage
Idiopathic
thrombocytopenic 7 4 4 - 57.1
purpura
V_on-Willebrand’s 5 2 1 1 40
disease
(Fj’ro_tgm CandS 3 3 1 ) 100
eficiency
Platelet’s aggregation 2 1 1 ) 50
defect
APLA syndrome 2 2 - - 100
Glanzmann’s
thrombasthenia 2 1 i 1 50
SLE induced
thrombocytopenia 2 2 ) S
Factor XI deficiency 1 1 1 - 100
gynaecological problem was 70% whereas prevalence of
obstetrical problem was 66.66%. However, with the
HIV induced thrombocytopenia exception of HIV induced thrombocytopenia all the
SLE with ITP with APLA syndrome disorders presented with obstetrical problems whereas
Factor X1 ceficiency gynaecologlcal problem.was absolutely :clb_sent in three
disorders namely Protein C and S deficiency, APLA
VWD with Protein C & S deficiency syndrome and SLE acquired vWD.
SLE with acquired VWD
DISCUSSION
SLE induced thrombocytopenia
Glanzmann’s Thrombosthenis Gynaecological and obstetric problems were studied in
30 patients of known congenital and acquired bleeding
ITP with APLA syndrome disorder. Apart from the other symptoms of bleeding
APLA syndrome disorders, gynaecological and obstetric manifestation
) N form the main stem of the symptoms in women’s life.
Protein C & S deficiency The current study evaluates a complete symptomatology
von-Willebrand’s disease and presentation of both gynaecological and obstetric
\iopathic thrombocytopenic purpura propler_ns the women had_been su_ffering right from the
| | beginning of her reproductive age till date.
0% 100% 200%

m obstetric problem m gynecological problem

Figure 2: Combined obstetric and gynaecological
problems in patients of bleeding disorders.

When considered the combined problems in the patients
of bleeding disorder we found that both obstetrical and
gynaecological problems were equally significant in these
patients. Total 21 patients presented with gynaecological
problems and 20 patients presented with obstetrical
problems out of the 30 patients. So, the prevalence of
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Out of the total 30 patients presented, almost all had one
or the other obstetric or gynaecological problem. 70%
patients had gynaecological complaints whereas 66.66%
patients had obstetric problems. With regards to the
individual bleeding disorder the largest subgroup of
patients were found with ITP (23%) followed by vWD
(17%). Few patients of some rare bleeding disorder like
SLE with acquired VWD, vWD with protein C and S
deficiency, factor Xl deficiency and HIV induced
thrombocytopenia compromised the remainder. Though
some of the bleeding disorders had relatively uncommon
general symptoms but they presented a significant
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bleeding problem either during menses or during
delivery.

Menstruation is a crucial haemostatic challenge that can
be associated with excessive bleeding in the presence of
any haemostatic defect during the reproductive age
group. Therefore, menorrhagia can be the presenting
symptom of a bleeding disorder (especially in its mild
form) in otherwise asymptomatic women. It is defined as
bleeding that lasts for more than seven days or results in
the loss of more than 80 ml of blood per menstrual cycle.”
Women with bleeding disorders commonly present with
adolescent menorrhagia at menarche which is the first
haemostatic challenge for these young girls. Of the total
gynaecological problems presented, menorrhagia formed
the major disturbing complaint which was present in 62%
cases. The assessment of menorrhagia was done on the
basis of patients subjective perception of menstruation
which included number of days of bleeding, cycle length,
number of pads soaked per day etc. In a study conducted
by Siboni et al 59% of women had menorrhagia and in
this study 62% of women had menorrhagia.® Most of the
patients of menorrhagia responded to the conservative
medical management which included hormonal
treatment, antifibrinolytics, and NSAIDS. Two patients
required conservative surgical procedure in the form of
endometrial ablation and one patient required dilatation
and curettage. Most of the patients also required blood
and blood products during their management like platelet
transfusion if menorrhagia was associated with idiopathic
or acquired thrombocytopenia and cryoprecipitate if
menorrhagia was associated with Von Willebrand’s
disease.

Apart from menorrhagia as the significant gynaecological
problem, the other gynaecological problems were also
taken into consideration. These included hemoperitonium
in 3 patients (2 of VWD and 1 of HIV induced
thrombocytopenia) i.e. 10%, mid cycle pain in 3 patients
(2 of vWD and 1 of Glanzmann’s thrombocytopenia) i.e.
10%, persistent haemorrhagic cyst in 2 patients of vWD
i.e. 7%, dysmenorrhea in 2 patients (1 of ITP with APLA
and lof Glanzmann’s thrombocytopenia) i.e. 7% and
endometriotic cyst in 1 patient of ITP with APLA i.e. 4%.
Hemoperitonium which was found in 3 patients was
managed conservatively by medical line of treatment
including antifrinolytics, blood, platelets and factor
concentrate except in one patient of HIV induced
thrombocytopenia who was managed with definitive
surgical approach i.e. exploratory laparotomy in view of
ultrasonography findings suggestive of rupture of ovarian
cyst and required blood and platelet transfusion prior,
during and after surgery. The conservative management
with blood products and factor concentrate was
successful in avoiding surgery in two of the three patients
of bleeding disorders. Similarly, a study conducted by
Payne reported that conservative management can avoid
surgery in these patients and recurrent episodes may be
prevented by suppression of ovulation.®
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Endometriosis was found in one patient of ITP with
APLA syndrome. Several studies have demonstrated
increased rates of endometriosis in female with heavier
menses presumably due to the increased rate of
retrograde menstruation, a probable aetiology of
endometriosis. Midcycle pain was found in 3 patients,
two of vVWD and one of Glanzmann’s thromboasthenia. A
female with a bleeding disorder may bleed excessively at
the time of ovulation and experience a great deal of
pelvic pain which is greatly magnified in these females.

Similarly, dysmenorrhea was seen in 2 patients, one of
ITP with APLA syndrome and other with Glanzmann’s
thromboasthenia, both these patients were treated
conservatively with NSAIDS. In females with bleeding
disorder has coexistent endometriosis, the tissue found
outside the uterus may bleed excessively, causing
peritoneal irritation and pain.

Persistent haemorrhagic cyst was found in 2 patients of
vWD which accounts for 7% of the total gynaecological
problems found. Both these patients were treated
conservatively with hormonal treatment and clotting
factor replacement. Recurrence of haemorrhagic cyst was
itself a manifestation of bleeding disorder. In one patient
of VWD it was found that there is recurrence of
haemorrhagic cyst after stopping combined oral
contraceptive pills and therefore this patient was
continuously on COC pills to inhibit ovulation and thus
to prevent recurrences of haemorrhagic ovarian cyst.

From the above data collected it was found that a varied
number of gynaecological problems were found in
bleeding disorder patient. It was also noted that all
patients who were detected to have bleeding disorder
disclosed their bleeding problems only in response to
leading questions, therefore this study insisted that
history should be taken meticulously in each and every
patient of bleeding disorder. It was also found that
although a menorrhagia was a predominant problem, it
was a subjective issue, as in families of type | VWD who
have dominantly inherited the history of menorrhagia
from their maternal grandmother and mother, daughters
might consider their excessive menstrual blood loss as
normal.

The total number of obstetric problems found were
comparable to gynaecological problems. Obstetric
problems were postpartum haemorrhage, recurrent
pregnancy loss and infertility which were found in 59%,
33% and 8% respectively.

Pregnancy is accompanied by increased concentrations of
fibrinogen, FVII, FVIII, FX and Von Willebrand’s factor
(VWF).X® Factor VIII and VWF levels rise even in
haemophilia carriers or women with VWD. Factor II, FV
and FIX are relatively unchanged. Plasminogen activator
inhibitor type 1 (PAI-1) levels are increased. All of these
changes contribute to the hypercoagulable state of
pregnancy, and, in women with bleeding disorders,
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contribute to improved haemostasis. Despite improved
haemostasis, bleeding during pregnancy is a common
symptom reported in women with bleeding disorders.

In individual bleeding disorders, out of 7 idiopathic
thrombocytopenic purpuric patients 4 had obstetrical
problems which included 4 primary PPH in the present
pregnancy and 1 had PPH in the past pregnancy. Out of 5
patients of VWD only 2 presented with the obstetrical
problems which included 1 PPH and 1 infertility. With
the exception of HIV induced thrombocytopenia all the
other bleeding disorder patients had obstetric problems.

In this study post-partum haemorrhage was a major
obstetrical problem accounting for 59% of the total
obstetrical problems. Primary PPH was more common
than secondary PPH and also PPH was associated with
other obstetric problems like past history of PPH or
recurrent pregnancy loss. Patients of ITP, factor XI
deficiency and SLE with ITP with APLA had higher
incidence of PPH per pregnancies as compared to other
disorders. All the patients were managed conservatively
with oxytocin and prostaglandin analogue and blood and
blood products.

An increased risk of miscarriage and placental abruption
resulting in fetal loss or premature delivery among
women with deficiency of FXIII or fibrinogen has been
reported.’* Recurrent pregnancy loss was another
obstetric problem found in 33% in our study. 9 of the 30
patients had history of RPL. The incidence of RPL was
more common in patients of Protein C and S deficiency,
APLA syndrome, SLE with ITP with APLA, factor XI
deficiency and vWD with protein C and S deficiency.
Low molecular weight heparin has become a routine
treatment for women with RPL with acquired and
heritable thrombophilias. A recent systemic review in
which the data on use of anticoagulants, showed that
there was 30% reduction in pregnancy loss with its use.?
Also it has been shown that heparin and aspirin results in
significant better pregnancy outcomes than low dose
aspirin alone in women with APA and RPL.*3

In this present study all pregnant patients RPL patients
were managed with heparin and aspirin, of which only 2
could complete the term and had full term normal vaginal
delivery, 3 patients had preterm vaginal delivery and 1
patient had incomplete abortion.

CONCLUSION

On analysing the combined obstetric and gynaecological
problems the present study found that gynaecological
problems were more prevalent (70%) compared to
obstetric problems (66.66%). There is a growing body of
evidence that the quality of life of women with inherited
bleeding significantly diminished by both obstetric and
gynaecological problem.
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Management needs to be individualized and is best
undertaken jointly and in a coordinated fashion by the
family  physician, the haematologist, and the
gynaecologist. Pregnancy is not contraindicated in
patients with coagulation disorders but requires a
multidisciplinary approach to management. Ideally, there
should be a pre-pregnancy discussion between the future
parents and the medical team. Optimal management of
these problems requires a multidisciplinary team
approach  which includes a haematologist and
Obstetrician.
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