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Clinical profile of children with
haemophilia at the University
Hospital of Brazzaville
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Introduction: Haemophilia is a rare hereditary
haemorrhagic disease caused by coagulation factor
VIl (haemophilia A) or IX (haemophilia B) deficiency.
Very few data exist on this disease in Congo. This
survey aims to describe the epidemiological and
clinical aspects of the children affected. Materials
and methods: A descriptive cross-sectional study
was carried out in the haematology department

of the Brazzaville University Hospital over a period
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A descriptive study of children recently diagnosed with haemophilia
at a hospital in Congo's capital city provides an epidemiological and
clinical snapshot against a background where few data exist and
the extent and impact of the disease is not yet known.

of two years. Children (under 18 years of age) with
haemophilia and with a factor VIII or IX level less
than or equal to 30% were identified. The parameters
analysed included age, diagnostic delay, type and
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severity of haemophilia, type and frequency of
bleeding manifestations, complications and history of
transfusion. Results: Nineteen patients were identified
with an average age at diagnosis of four years. The
average time to diagnosis was six years, and the

most frequent first known bleeding episode was
haemorrhage during circumcision. Family history was
found in 14 cases. There were 13 cases of haemophilia
A and six cases of haemophilia B. Fourteen cases
were severe haemophilia; no mild cases were
identified. Haemorrhagic manifestations included
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haemarthrosis, haematomas and mucocutaneous
haemorrhages. The average number of haemorrhagic
episodes per year was 12. Haemophilic arthropathy
was present at diagnosis in seven cases, with the
main location being the knee. The average number
of hospitalisations before diagnosis was two.
Sixteen patients had been transfused at least once.
Although circumcision is the most
frequent first known haemorrhagic manifestation
of haemophilia in Congo, patients are often
diagnosed late, sometimes with severe osteoarticular
complications. Further measures are needed to help
ensure early diagnosis and improve care.

Keywords: Children, haemophilia, circumcision,
haemorrhage, arthropathy, Congo

aemophilia is a hereditary haemorrhagic

disease caused by a quantitative deficiency

of coagulation factor VIII (haemophilia A) or

factor IX (haemophilia B). It is transmitted in
the recessive mode linked to the X chromosome, and
therefore mainly affects males. Its clinical expression
is variable, ranging from profuse haemorrhages
following minor trauma, to severe osteoarticular
complications 2. Its incidence in developed countries
is estimated at 17 cases per 100,000 births for
haemophilia A and 6 cases per 100,000 births for
haemophilia B®. In many countries of sub-Saharan
Africa, haemophilia remains an underdiagnosed
disease. Although African countries represent around
18% of the global population, they represent less than
3% of patients diagnosed with haemophilia, only 2%
of whom use clotting factor treatments . Patients
are most often seen late for several reasons, including
ignorance of the disease, poor access to hospitals,
and under-equipped laboratories >-°. World Health
Organization figures indicate that in Congo thereis a
ratio of one physician and 8.2 nurses and midwives per
10,000 population 8% Around two thirds of physicians
and over 40% of allied health professionals are based
in the city of Brazzaville, where around 37% of the
population lives 9.

In Congo, until 2016 the diagnosis of haemophilia
was most often presumptive on the basis of a
suggestive haemorrhagic symptomatology associated
with an isolated prolongation of the activated partial
thromboplastin time (@PTT; known locally as TCA or
temps de céphaline activée). In some cases, diagnosis
has been confirmed as a result of collaboration with
laboratories located outside Congo. Since 2017,
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thanks to support from the Franco-African Alliance for
the Treatment of Hemophilia (AFATH) and the World
Federation of Hemophilia (WFH), the measurement of
anti-haemophilia factors and the search for inhibitors
are now achievable on site at the University Hospital
of Brazzaville. Therefore, diagnosis is now quickly
confirmed in suspected patients and new cases are
reqularly diagnosed.

Few data exist on the prevalence and clinical profile
of haemophilia in Congo. Since 2017 the National
Reference Centre for Sickle Cell Disease (CNRD)
at Brazzaville University Hospital has served as a
referral centre for the management of people with
haemophilia. Thirty-four haemophiliac patients are now
regularly monitored at CNRD, including nine adults and
25 children, 19 of whom are newly diagnosed.

Focusing on the children recently diagnosed with
haemophilia in the hospital's Haematology Department,
we aim to provide an initial snapshot of this health
situation, describing epidemiological and clinical aspects.
We hope that as the situation evolves, this will provide a
point of reference and comparison for future studies.

MATERIALS AND METHODS

A descriptive cross-sectional study was carried out over
two years (June 2017 — May 2019) in the Haematology
Department of Brazzaville University Hospital, focusing
on children (below the age of 18) whose haemophilia
had recently been diagnosed. Diagnosis was confirmed
by biological assay of factors VIl and IX with a semi-
automatic Stago STart® 4 device, where a factor level
less than or equal to 30% was measured. Haemophilia
was classified as severe when the factor VIl or IX level
was less than 1%; moderate when it was between 1%
and 5%; and mild when it was greater than 5% without
exceeding 30%.

Study data was gathered from medical records, as
well as from interviews with patients and their families.
The data analysed were epidemiological (age at
diagnosis, type of haemophilia, family history), clinical
(type and frequency of haemorrhagic manifestations
before diagnosis, severity) and therapeutic (means used
to manage haemorrhages), and also included medical
history before diagnosis (number of hospitalisations
and services involved). The pre-diagnosis complications
sought included severe anaemia with need for blood
transfusion, and osteoarticular damage such as joint
arthropathy. The diagnostic period was defined as the
period extending from the date of onset of the first
known haemorrhagic manifestation to the date of
actual diagnosis by laboratory investigation.
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RESULTS

The study identified 19 patients recently diagnosed
with haemophilia. All children who were tested for
haemophilia in the Haematology Department during

the study period were diagnosed as having the disease.

The youngest patient at diagnosis was one month;
the oldest was 16 years. Over two thirds were over five
years of age at the time of diagnosis. There were 13
cases of haemophilia A and six cases of haemophilia
B. Fourteen cases were classed as severe and five
were moderate. There were no diagnoses of mild
haemophilia. A familial history of haemophilia was
found in 14 cases.

The mean average age of onset of the first known

haemorrhagic manifestation was five months (1 month;

18 months). The average age at diagnosis was four
years, although and the mean time to diagnosis was
six years (3 days; 16 years). The most common first
known bleeding episode was haemorrhage during
circumcision, occurring in 12 of the 19 patients.

The diagnosis of haemophilia was mentioned and
established during circumcision in three patients.
Haemophilic arthropathy was present at diagnosis in
seven cases, with the main location being the knees
(7/7), followed by elbows (5/7) and ankles (1/7). Among
these seven patients, one joint (the knee) was affected
in three cases, two joints (knee and elbow) were

affected in two cases, and three joints (knee, elbow and
ankle) were affected in two cases.

The mean number of bleeds per year was 12
(0; 24). Haemorrhagic manifestations included
haemarthrosis, haematomas and mucocutaneous
haemorrhages. Haemarthrosis was found in the knees,
elbows and ankles. Some patients had more than one
affected joint. Figure 1 shows an example of a swelling
of the right knee related to haemarthrosis. Figure 2
shows a retractable scar that caused a wrist injury after
a haematoma.

Treatment of bleeds most often consisted of the
use of tranexamic acid (general and/or local; in 12
of 17 symptomatic patients). Three patients received
fresh frozen plasma and two patients received
cryoprecipitate on the recommendation of the
Haematology Department; these patients had family
history of haemophilia A or B. Haematoma incisions
were made in two patients.

Due to significant bleeding with haemodynamic
repercussions, 16 patients had received a transfusion
of red blood cells at least once before being diagnosed
with haemophilia. The mean number of transfusions
per patient was 2 (1; 5). The average number of
hospitalisations before diagnosis was two (0; 4). The
services involved were paediatrics (two thirds of all
hospitalisations) and surgical services.

Table 1: Parameters related to children diagnosed with haemophilia in the Haematology Department of

Brazzaville University Hospital from June 2017 to May 2019

Gender Male 19 100%
Female 0
Age group at diagnosis < lyear 15.8%
1- 5years 3 15.8%
>5 years 13 68.4%
Type of haemophilia A 13 68.4%
B 31.6%
Severity of haemophilia Mild 0%
Moderate 5 26.3%
Severe 14 737%
First known abnormal Haemorrhage after circumcision 12 63.2%
bleeding Haematoma 6 31.6%
Oral haemorrhage 1 5.2%
Circumstance of diagnosis Haemorrhage 17 89.5%
Systematic screening 2 10.5%
Previous history of blood Yes 16 89.5%
transfusion No 10.5%
Arthropathy at diagnosis Yes 7 36.8%
No 12 63.2%
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Figure 1: Swelling of the right knee related to haemarthrosis

DISCUSSION

There are currently no statistical data on haemophilia
in Congo. However, the WFH estimates that one

child in 10,000 is born with haemophilia A and one

in 50,000 is born with haemophilia B™. Congo has

a population of around 5.244 million (World Bank
figure, 2018), meaning that there are likely to be over
500 people with haemophilia A and over 100 with
haemophilia B in the country. As the population of
Brazzaville represents over a third of the country’s
total population, we would expect a significant
number of those to live in or around the city. Although
focused on children under the age of 18, the small
sample size found in this study is reflective of poor
access to patient care, which remains a major flaw in
the Congolese healthcare system. The epidemiological
situation of this disease remains to be revealed, and
further surveys carried out across the various regions
of the country would be beneficial in helping to
identify people with haemophilia.

In common with what is described in the
literature, the majority of patients in our study had
type A haemophilia and severe forms were the most
common #5821 The absence of mild forms in our
context is probably explained by their lesser clinical
expression. In mild haemophilia, haemorrhages are
rarer and essentially post-traumatic %, and therefore
the probability is low in our context for these
patients to be referred to a specialist consultation.
By contrast, the average number of bleeds per year
for the patients in our study was 12, which cannot be
considered to be a “rare” occurrence, and should raise
questions even for doctors who are unfamiliar with
haemophilia.

Haemorrhage occurring after circumcision
represents the most frequent inaugural manifestation
of the disease in Africa, and our results support those

J Haem Pract 2020; 7(1). doi: 10.17225/jhp00159

Figure 2: Retractable scar and wrist flexion after incision of a
haematoma of the forearm

reported in other studies¢-8. Circumcision would
probably have accounted for a greater number in our
study if it had not been the case that some parents
hesitated to have their child circumcised because of

a family history of haemorrhage. In most cases, there
was no specialist consultation prior to circumcision,
which helps to explain why the disease was very rarely
diagnosed in this circumstance. In Congolese society,
where the practice of circumcision is an ancestral
tradition, it is therefore urgent to make nursing staff
aware of the importance of systematically carrying out
a haemostasis assessment before it is undertaken, and
generally before any surgery, no matter how minor.

The medical journey of the patients covered
a long time period. While the first haemorrhagic
manifestations of the disease appeared at an average
age of five months, the average age at diagnosis was
four years. Delay in diagnosis is a well-known situation
in Africa®78 and it is not without consequences for the
profile of the disease. Just over a third of patients in our
study already had arthropathy at the time of diagnosis
and, as reported in the literature, the ankles, knees and
elbows were the main targets 681214151,

The high rate of blood transfusion found in our
study has also been reported in other series in Africa .
In the absence of replacement factor VIl or IX,
transfusion was the main treatment option for a long
time, even in diagnosed patients .. Since the 2010s,
association with the WFH and the creation of multiple
partnerships between referral centres in countries with
limited resources and European hospitals have made
it possible to strengthen local diagnostic capacities
and improve patient access to treatment with factor
replacement 19,

In 2017 a partnership was established between
the haematology department of Brazzaville University
Hospital and AFATH, and the CNRD at Brazzaville
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University Hospital was equipped to allow the
measurement of anti-haemophilic factors and the
diagnosis of inhibitors. In addition, thanks to donations
from the WFH humanitarian aid programme, on-
demand treatment is possible most of the time for the
treatment of haemorrhagic incidents (depending on
factor availability). All patients included in the study had
received factor to treat bleeding episodes at least once.
For a little over a year, low-dose prophylactic treatment
has been implemented (20 1U/kg every week for
patients with haemophilia A and every 15 days for those
with haemophilia B). But as expected, some patients
have been diagnosed with inhibitors.

While this assistance has helped to bring some
improvement in the care of people diagnosed with
haemophilia in Congo, it remains insufficient and more
government involvement is required to ensure the
availability of anti-haemophilia factors.

Haemophilic arthropathy and inhibitors are the
subject of work in progress with AFATH experts.

CONCLUSION

Haemophilia remains underdiagnosed in Congo.
Although circumcision is the most frequent first

known haemorrhagic manifestation, diagnosis is

often late and patients sometimes already have joint
complications, which can be severe. Assessing the
particular determinants of diagnostic delay in Congo
may help to establish measures that can help to ensure
an early diagnosis of the disease and appropriate

care, which in the long term could help to reduce
complications linked to the disease. The relationship
with the WFH and other partners has been important
in helping to improve access to treatment, but further
studies are required to identify undiagnosed people
with haemophilia in Congo, and government support is
needed to further improve care.
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