Volume : 5 | Issue : 10 | October 2015 | ISSN - 2249-555X

RESEARCH PAPER Medical Sciences

Clinical Profile of Hemophilia in Children in a
Tertiary Care Centre in Andhra Pradesh, India

Hemophilia, Bleeding disorder, Children, Hemarthrosis

Lakshmi Chaitanya Varma Pusapati Dr. Srinivasa Rao Majeti

Professor of Pediatrics, Alluri Sitarama Raju Academy of
Medical Sciences, Eluru

Medical Student, Alluri Sitarama Raju Academy of
Medical Sciences, Eluru

Introduction: Hemophilias are a group of inherited, life-long coagulation disorders. Hemophilia A (classic

hemophilia, factor VIl deficiency) and hemophilia B (Christmas disease, factor IX deficiency) are sex-linked
recessive disorders, with the incidence of hemophilia A outnumbering those with hemophilia B. Some of the patients
have their disorder caused by mutation. Hemophilias are present in every nook and corner of the world and have a
varied presentation. There is a high morbidity and mortality associated with it and knowing their presentation helps in
better management practices.

Objectives: To observe the clinical presentation of hemophilia in children.

Methodology: This observational study was carried out in the Department of Pediatrics, Alluri Sitarama Raju Academy
of Medlical Sciences for a period of one year from 1st February 2014 to 31st January 2015. Clinical profile of 66 diag-
nosed cases of hemophilia <15 years of age was analyzed.

Result: All the cases under the study were male with an age range of 3 months to 15 years. Hemophilia A was seen
in 51(77%) cases and 15(23%) cases were identified as hemophilia B. Only 49% cases had family history of bleeding.
Among hemophilia A, 49% were mild, 39% were moderate and 12% with severe hemophilia. 53.34% of hemophilia B
presented with mild disease, 33.33% with moderate form of the disease and 13.33% with severe disease. Hemarthrosis
(68%) was the most common problem with which the patients presented. Gum bleeding was the second most common
presentation followed by prolonged bleeding after tooth extraction, bruises and Ecchymosis. 49% of the patients had
their first bleeding symptoms between ages of 1-5 years and 85 %cases showed bleeding manifestation before the
age of 5. Only 15% cases had presented after 5 years of age. Bruises and hematoma were the most common initial
manifestation followed by joint bleeding, cut injury of lips and chin, scalp and facial hematoma.

Conclusion: Bruises and hematoma were the main presentation features of the children in the study. Children with he-
marthrosis have a rather morbid childhood. Cases as high as 36% of them presented before their first birthday which

makes mandatory detection in infants.

Introduction

Hemophilias are a group of inherited, life-long coagula-
tion disorders. Hemophilia A (classic hemophilia, factor VIII
deficiency) and hemophilia B (Christmas disease, factor IX
deficiency) are sex-linked recessive disorders, with the in-
cidence of hemophilia A outnumbering those with hemo-
philia B by a ratio of 4 or 5 to 1.About 30% of patients
have their disorder caused by mutation (1). The reported
hemophilia A prevalence in lower income countries is often
considerably less than that in higher income countries, and
less than expected from average international incidence.
The literature (2-6) suggests that the incidence of Hemo-
philia is same for all populations and races and has been
estimated to be 20 per 100 000male births (7,8). People
with hemophilia registered in the Hemophilia Federation
of India account for only about 10% of what is expected.
There are many possible reasons for under reporting cas-
es of hemophilia A. Aledort (9) reported that the majority
of hemophiliacs in the developing world could not been
identified because of a lack of diagnostic capability, lack
of access to care and economic means, and unavailabil-
ity of factor VIII replacement therapy. Without treatment,
those with severe hemophilia often die in childhood or
early adult life (10-13) thereby resulting in a decreased
prevalence relative to the number of cases born. In addi-
tion, the reporting procedures in many countries have not
accurately identified people with hemophilia. This study
was designed to observe the clinical presentation of hemo-

philia in children in a tertiary care hospital which will pro-
vide glimpse of presentation of pediatric Hemophilia in the
country.

Methodology

A cross sectional study was carried out on a total of 66
cases in the department of Pediatrics, Alluri Sitarama Raju
Academy of Medical Sciences over a period of one year
from 1%t February 2014 to 31% January 2015. Hemophili-
acs who were diagnosed earlier and suspected cases with
bleeding disorders which afterwards were diagnosed as
hemophilia either admitted into inpatient or attending at
outpatient department of Pediatrics were included in the
study. New cases of hemophilia who had received fresh
frozen plasma, coagulation factors or cryoprecipitate within
the timeframe of 24 hours were excluded from this study.
Parents’ consent was taken and history regarding present-
ing symptoms including symptoms at first presentation
and family history were also taken. Parents were enquired
about their child's first bleeding presentation or was taken
from the documents of the treating physicians. Evaluation
of the symptoms was done through thorough physical ex-
amination. New cases were identified through investiga-
tions like complete blood count (CBC), prothrombin time
(PT), activated partial thromboplastin time (APTT), factor
VIIl and IX assay. Reports of the CBC, PT, APTT and fac-
tors assay were collected from the patients who were diag-
nosed previously. Hemophilia diagnosis was made on the
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basis of prolonged APTT, and lower level of factor VIII and
IX with normal PT and hemogram. The findings of the his-
tory, clinical examination and investigation were recorded
in the semi structured questionnaires. Hemophilia A and B
was defined as deficiency of Factor VIII and IX with < 30%
of normal activity respectively. Mild, moderate and severe
hemophilia were defined as factor level of >5-30%, 1-5 %
and <1% of normal activity respectively.

Results

This study was done on 66 cases of hemophilia who were
all males with the Mean age of the patients was 8.77 years
with an age range of 3 months to 15 years. Age distribu-
tion of patient with hemophilia is clearly explained in ta-
ble-1. Hemophilia A was seen in51 (77%) cases and 15
(23%) cases were identified as hemophilia B. Table-2 il-
lustrates Family History of hemophilia according to which
positive family history was seen in 49% of cases out of
which 31% cases had affected brothers, 15 % cases had af-
fected maternal uncle and 3% had affected maternal cous-
ins.

Age Distribution of patient with hemophilia (table-1)
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melena was seen in 5% cases. (table-4).

Presentation of Hemophilia (Table-4)

Features Frequency :g:is/:)t-
Joint Swelling 45 68

Oral and Gum Bleeding 29 44
Tooth Extraction 14 21
Bruises and Ecchymosis 10 15
Hematuria 3 5
Melena 3 5

ICH 1 2
Epistaxis 4 [

Scalp and Facial Hematoma |4 6

Knee joint swelling was present in 57.77% cases of Hemo-
philia A and 15.55 % cases ofHemophilia B. Ankle joint
was involved in 42.22% cases of Hemophilia A and 8.88%
cases ofHemophilia B, Elbow joint swelling was found in
15.55%0f Hemophilia A and 2.22% cases of Hemophilia
B.Shoulder joint and Hip joint involvement were 6.66%
cases in cases Hemophilia A and hip joint involvement in
case of Hemophilia B is 2.22% (table-5).

Age - Hemophili- Total Num-
HemophiliaA(%)
group aB(%) ber(%) Frequency of Involvement of Joints (Table-5)
Up to 5| 22(33) 8(12) 30(45)
Joints Hemophilia A [Hemophilia B |Total(%)
6-10 16(24) 6(9) 22(33)
Knee 26(57.77) 7(15.55) 33(73.33)
11-15 1 13(20) 12 1422 Ankle  [194222)  [48.88) 23(51)
Elbow 7(15.55) 1(2.22) 8(17.77)
Total 51(77.27) 15(23) 66(100) Shoulder |3(6.66) 0 3(6.66)
Hip 3(6.66) 1(2.22) 4(8.88)
Others 2(4.44) 0 2(4.44)
Family History of hemophilia (table-2) In 68% cases of joint swelling, 49% cases showed limita-
tion of movement of the affected joints, 38% in Hemo-
History Frequency |Percent(%) philia A and 11% cases in Hemophilia B and 12 % patients
_ — had compartmental syndrome in which 9 % cases in He-
Positive Family History 32 49 mophilia A and 3% cases in Hemophilia B. ICH was pre-
Maternal Uncle 10 15 sent in one patient with Hemophilia A(table-6).
Other Siblings 20 31 Complications of hemophilia (Table-6)
Maternal Cousins 02 3
Negative Family History 34 51 Parameters |omophil- Hemophili- | ror)
Total 66 100 Limitation of
t [25(38 7(11 32(49
Table-3 clearly shows that among hemophiliaA, 49% were ?fc?\é?r:?sen 38) a 49
mild, 39% were moderate and 12% with severe hemophil- Compart-
ia, and on the other hand 53.34% of hemophilia B present- mentFe:I 6(9) 2(3) 8(12)
ed with mild disease, 33.33% with moderate form of the Syndrome
disease and 13.33% with severe disease.
ICH 1(2) 0 1(2)
Distribution of Hemophilia according to severity (Ta-

ble-3)

Severity HemophiliaA(%) HemophiliaB(%)
Mild 25(49) 8(53.34)
Moderate [20(39) 5(33.33)
Severe 6(12) 2(13.33)
Total 51(100) 15(100)

And 49% of the patients had their first bleeding symptoms
between ages of 1-5 years and cumulatively 85 %cases
showed bleeding manifestation before the age of 5. Only
15% cases had presented after 5 years of age (table-7).

Age distribution at Initial Presentation (Table-7)

Hemarthrosis (68%) was the most common problem with
which the patients presented. Gum bleeding (44%) was the
second most common presentation followed by prolonged
bleeding after tooth extraction in 21% cases at third. Bruis-
es and Ecchymosis were seen in 15% cases. Hematuria and

Age Distribu-

tion Frequency Percentage (%)
<1 year 24 36
1-5 years 32 49
>5 years 10 15
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[Total | 66 [ 100 |

Most common initial presentation of the hemophiliacs as
shown in table-8 was bruises and ecchymosis in 49% of
cases that occurred spontaneously or following trauma.
Hemarthrosis was the presentation in 18%cases and 14%
cases showed cut injury to lips and chin. 11% cases pre-
sented with scalp and facial hematoma, gum bleeding
(11%) and tongue bite (6%).

Initial presentation of Hemophilia (Table-8)

Features Frequency |Percentage (%)
Bruises and Ecchymosis |32 49
Hemarthrosis 12 18

Cut injury to lips and

chin ? 14

Scalp and Facial Hema- |- 1

toma

Tongue bite 4 6

Gum Bleeding 7 11

Discussion

Among the hereditary bleeding disorders hemophilia
which is an X linked recessive disorder is very common
and has variable clinical presentation depending upon the
severity of the problem. Sixty six children with Hemophilia
were studied to observe their clinical profile.

The present study shows the pattern of family history
similar to the earlier study on Bangladeshi population by
Rahman (14).Mac Lean et al. in their study in Netherlands
showed although a positive family history was present in
52 gravidae, 16 of them (31%) were not aware of their car-
rier status at moment of delivery (15). So carrier detection
might explore more family to be carrier of Hemophilia.

77% of the Hemophiliacs had Hemophilia A and 23%
had Hemophilia B. Uddin et al. reported similar results in
their study(14).Higher percentage of HemophiliaA which is
about 85% is seen in the study on Korean people by Kim
(16).

The present study shows 49% of Hemophilia A and 53% of
Hemophilia B had mild disease, 39% of Hemophilia A and
33 % of Hemophilia B had moderate disease, and only 12
% of Hemophilia A and 13% of Hemophilia B had severe
disease. As reported by Rahman and Uddin et al 45% mild
Hemophilia, 42.5% moderate Hemophilia and 12.5 % se-
vere Hemophilia (17,14). Studies done Kar and Pontis- Lele
on Indian Hemophiliacs and Aznar et al on Spanish Hemo-
philiacs showed similar findings with higher percentage of
mild Hemophilia. (18, 19).

Haemarthrosis was the most common presentation as
observed in this study with68% cases followed by gum
bleeding in 44% cases and excessive bleeding after tooth
extraction in 21%cases. Korean nationwide study showed
joint symptoms was the presenting sign in 81% cases fol-
lowed by easy bruising, prolonged bleeding after trauma
and soft tissue hematoma (16). In contrast Spanish Hemo-
philiacs reported arthropathy in less number of cases13.7%
in Hemophilia A and 4.1% cases in Hemophilia B (19). The
South African study showed subcutaneous hematoma was
the leading symptoms for diagnosis in 51% cases of severe
hemophilia and they reported only 5% cases with joint or
muscle bleeding in severely affected cases, 21% cases in
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moderately affected and 9% cases in mild Hemophilia(20).

73% cases had knee joint as the most commonly affected
joint followed by ankle joint swelling in 51%cases, elbow
joint swelling in 17.77 % cases and shoulder joint swelling
was present in 6.66% cases. Kim et al reported knee joint
swelling in 84 % cases followed by ankle joint and elbow
joint swelling in 21% and 22% cases respectively (16). The
same study also shows that hip joint involvement was high-
er in 12.3% cases but wrist and shoulder joint involvement
was low in 2.1% and 0.8% cases respectively (16). Higher
frequency of ankle joint involvement was also reported by
Molho et al. in Hemophiliacs in France (21). But Aznar et
al. showed ankle joint was mostly affected after knee and
elbow joint (19).

Initial presentation of the children with hemophilia was
analyzed using the available physician’s documents and
parent’s recall. Bruises and ecchymosis were the most com-
mon initial presentation in 49% of cases as per description
of the parents. Joint swelling was present in 18% cases
and gum bleeding was seen in 7% cases. Forty two per-
cent cases had bleeding following some form of trauma
such as tongue bite, gum bleeding and injury to lip or
chin, tooth extraction, circumcision and scalp injury. James
et al. reported initial presentation of Hemophilia children
presented for evaluation of presumed coagulopathy where
35.7% of diagnosis of Hemophilia were made after posi-
tive family history, 32.1% after iatrogenic bleeding like cir-
cumcision, venipuncture and heal prick and the rest after
spontaneous bleeding like bruising hematoma, cepalohe-
matoma, gastrointestinal bleeding and ICH(22). Jamil et
al. also studied initial presentation of severe Hemophiliacs
and showed that circumcision being the most common
cause of iatrogenic bleeding and bruising hematomas ma-
jor cause of spontaneous bleeding (23).

49% of the hemophiliacs in this series had initial bleeding
episode between the ages of 1 and 5 years and by the
age of Syears 85% showed evidence of active bleeding.
Jamesat el showed 64.2% cases with severe hemophilia
presented with bleeding episode before 1 month of age
(22). Bleeding following circumcision and venipuncture
were the common presentation in the neonatal period. ICH
with high potential for mortality and morbidity was ob-
served in about 3-4% cases of severe hemophilia (24,25).

Conclusion

Hemarthrosis was the main morbidity of hemophilia in
children in the present study but bruises and hematoma
were the main features at initial presentation of these chil-
dren. Great caution should be exercised for evaluation of
hemophilia in a child with these features. About thirty six
percent cases had presented before the age of one year
which makes mandatory for more vigilance in detection of
hemophilia in newborn and infants.
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