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Haemophilia is a well-known inherited
disease in Europe, but it is thought to be very
rare in Asian countries.

It is a disease characterized by a life-long
tendency to prolonged hremorrhage and rnark-
edly delayed coagulation time in affeced males.
It is due to a plasma factor deficiency, factor
VIII, also called "anthihaemophilic globulin
(:AHG). lt is inherited as a recessive Men-
delian trait and is sex-linked.

Recently, similar inherited coagulation de-
fects were described, resembling hrmophilia.
They were due to a deficiency in other factors
or due to circulating anticoagulants. These
conditions were given different names such as
pseudohemophilia, parahemophilia, etc. A
disease resembling almost completely the clas-
sical hemophilia, is factor IX deficiency, called
hamophilia B. Much confusion has arisen
from this variety of names and it has therefore
been proposed to designate the conditions by
the name of the coagulation factor which is
lacking. Since it is of great importance for
the treatment and management of the disease
to know exactly what is lacking, attempts
should always be made to arrive at an accurate
diagnosis as regards the deficiency state.

In this paper a case of classical hemophilia
due to deficiency of factor VIII in an Indian
boy is described.

METHODS

Routine hematological examinations were
carried out according to standard methods.

The blood for study was obtained frorn
the antecubital vein with a new disposable
Monoject needle without traumatisation in
order to prevent contamination with tissue
thromboplastin. The two syringes technique
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was employed and all syringes were siliconized
in order to prevent the activation of certain
coagulation factors by contact with glass. The
quantity of blood was calculated in advance
and all necessary equipment was kept ready
in order to avoid undue delay.

As a control, the blood of a normal
healthy person was used whose blood was
known to us by previous examinations.

Bleeding time was studied by the method
of Ivy (1935). With this method the normal
bleeding time is I to 9 minutes.

Capillary fragility test was that of Rumpel
Leede, using a tourniquet to study the resis-
tance of the capillaries.

Coagulation time was done by the method
of Lee and White (1913), using glass and sili-
conized test tubes. Our normal values ob-
tained with this method are 6 to 12 minutes
in glass and 25 to 35 minutes in siliconized
tubes.

CIot retraction. The simple qualitative
(Budtz-olsen l95l) and the quantitative test
of Didisheim (1961) were employed.

Clot lysis was evaluated as recommended
by Wintrobe (1961), by tilting the tubes, used
for the estimation of coagulation times, 90 de-
grees at 8,24, 48 and 72 hours. [f a clot was
found initially and subsequently the blood has
become completely fluid, lysis has taken place.
This does not occur within 72 hours in noimal
blood.

Frothrombin time. The one-stage plasma
prothrombin time of Quick (1945) was employ-
ed, using a commercial thromboplastin made
from rabbit brain (Difco-Bacto-Thrombo-
plastin).
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Plasma fibrinogen was estimated as des-

cribed by Ratnoff and Menzie and modified by
Holburn (1955).

Thromboplastin generation test. The rapid
screening test for disorders of thromboplastin
generation as modified by Hicks and Pitney
(19.57) and the modifled thromboplastin gene-
ration test of Biggs and Douglas (1953) using
inosithin instead of platelets were employed.
This test reveals any deficiency due to factor
V, VIII, IX and X as well as Hageman factor
anci PTA.

Test for anticoagulants was performed as

described by Wintrobe (1961).

CASE REPORT

Prak., a 5! year old Indian boy has suffer-
ed from easy bruising and a tendency to pro-
longed haemorrhage since 6 months of age. ln
1960 when he was l] years old, following a

cut on his tongue, the bleeding was so pio-
longed that a blood transfusion had to be
given. However, after a transfusion of 2 pints
of blood, the bleeding did not stop and the
condition became critical. He was transferred
from Kuantan to Penang where plasma and
another blood transfusion were given before
the bleeding stopped. He had never had joint
bleeding. He was the only son in the family,
a younger sister was healthy and had no bleed'
ing tendency. No other members wcre known
to suffer from easy bleeding. On December I l,
i963, we saw a resonable well nourished boy,
who did not look anremic but who showed
bruises on body, arn.rs and legs. According
to the father these bruises were obtained from
slight knocks and bumping. Other physical
flndings were normal. Spleen and liver were
not enlarged. Hrmatological findings were as

follows. Hb 143eqa, RBC 6.04 per cmm,
WBC 9600 per cmm, PCV 41.5%,l[CY 68.7,

MCH 23.7 uug, MCHC 34.5%. Platelets
270000 per cmm. Reticulocytes 4.27o, differen-
tial count of the leucocytes normal.

Specialized studies. The bleeding time
was 6 min. Tourniquct test of Rumpel Leede
was negative. Coagulation time was very much
prolonged, it was 47 minutes in glass and 7

hours in siliconized tubes. The normal con-
trol showed a coagulation time of l0 minutes
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Fig. l. Showing the abnormal thromboplastin
generation test in patient Prak. when patient's ab-
iorbed plasma was incubated cither with his own

scrum or with normal serum.

o------o Normal absorbed pla:ma + normal
serum.

o -'- '- o Normal absorbed plasma -l- Patient's
serum.

Patient's absorbed plasma * Patient's

. Patient's 
##" 

plasma + normal

in glass and 30 minutes in siliconized tubes.
Clotting time of recalcified plasma was I I
minutes and that of the normal control was

3 minutes. Clot retraction was normal. Al-
though the clotting time was very much pro-
longed, the clot retraction was satisfactory
once the clot was formed. Clot lysis was also
normal, taking place only after 72 hours.
Prothrombin time was 13.6 seconds (75%),
normal control 13.7 seconds (75%). Fibrinogen
content of the blood was 276.5mg.4o (normal
range 200-400mgqo). Protrombin consump-
tion was very poor. The rapid screening test
for disorders of thromboplastin generation of
Hick and Pitney was found to be grossly
abnormal, so the thromboplastin generation
test of Biggs and Douglas rvas carried out to
determine the exact nature of the deficiency.
This last test showed that thromboplastin
formation was deficient when patient's absorb-
ed plasma, patient's or normal serum, inosithin
and Ca Cl2 were incubated together (see fig.).
It was normal when patient's serum or normal
serum and normal absorbed plasma, inosithin
and Ca Cl2 were incubated. This test points
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to a deficiency of either factor V or factor
VIII. No circulating anticoagulants were
detected.

DISCUSSION

The thromboplastin generation test show-
ed that either factor V or factor VIII was de-
ficient. Since the prothrombin time was nor-
mal, factor V was not deficient. Therefore
the deficiency was in factor VIII. In agree-
ment with this, is the abnormal prothrombin
consumption test. No deflciency of any other
coagulation factors could be demonstrated and
the platelet number and capillary resistance
were normal. The patient is therefore a clas-
sical type of hremophilia due to factor VIII
deficiency. Recently cases of hamophilia were
reported which were due to circulating anti-
coagulants directed against factor VIIL (Horo-
with and Fujimoto 1962, Ehrenworth, 1953).
However, no circulating anticoagulant could
be demonstrated in the patient. A condition
resembling almost completely the classical
type of hamophilia is that due to factor lX,
(Aggeler et al 1952), also called hremophilia B
or Christmas disease, (Biggs et al 1952). Fac-
tor IX, also called PTC (plasma thromboplastin
component) is found in serum. Our patient's
serum incubated with normal absorbed plasma,
inosithin and Ca Cl2 showed normal thrombo-
plastin generation, which demonstrated that
factor IX was not deficient in the patient. The
father and mother did not show prolonged
coagulation times. It is a pity that no ma-
ternal uncles could be included in the study.

This is the first case of hemophilia due
to factor VIII deficiency described in Malaya.

Up to now no therapy has been found
which can cure hemophilia. However, once
it is ltnown exactly which factor is lacking
in the patient, the management and sympto-
matic treatment can be carried out more effec-
tively. The patient mnst of course be pro-
tected from wounds and abrasions and he
should be warned not to cut or bruise him-
self. However, it is important that the patient
lives normally and does not become an invalid.
Operations should be avoided. If this can not
be avoided the factor VIII level in the blood
should be raised before operation takes place.
In a bleeding crisis the basis of therapy should
be the administration of a sufficient quantity
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of antihamophilic factor to restore the normal
coagulation of the blood. This should be
maintained until the crisis has passed. Factor
VIII should be given intravenously. It can be
administered as a transfusion of fresh whole
blood if the patient has anamia, otherwise fresh
plasma, freshly frozen or freshly lyophilized
plasma should be given. This has to be given
frequently or by continuous drip, since the
effect of factor VIII lasts only a few hours. It
may take some time before the bleeding stops.
Bleeding in the region of the throat should be
treated vigorously since asphyxation may be
the result of swelling of the soft tissue. Also
acute joint bleeding should be treated in-
tensively.

Factor VIII has been produced in purified
form but it is still very difficult to obtain and
these preparations are only available in small
amounts.

Bleeding from accessible places can be
treated by applying thrombin to the exposed
bleeding points. The care of teeth is very im-
portant. Special precautions have to be taken
in case dental surgery is required.

A paper by Boudreaux (who himself was
a hremophiliac) and Frampton in 1960 report-
ed that the ingestion of peanuts or peanut flour
gives symptomatic improvement of bleeding
tendency. However, this observation has not
yet been confirmed on scientific basis.

A complication of repeated administration
of blood or plasma is the development of a

circulating anticoagulant directed against fac-
tor VIII rendering the patient refractory to
therapy. This makes prevention of bleeding
the more important.

SUMMARY

A case of classical hamophilia due to fac'
tor VIII (Antihamophilic globulin) in an In-
dian boy is described. The diagnosis was
revealed by the finding of an abnormal
thromboplastin generation test and an ab-
normal prothrombin consumption, while other
factors than factor VIII were found not to be
deficient. No circulating anticogulants were
detected. This is the flrst case of hamophilia
due to factor VIII deficiency described in
Malaya.

LIE.INJO LUAN ENG, MARY LONCIN & R. P. PILLAY



222

ACKNOWLEDGEMENTS

We like to thank Dr. R. J. Wolff of the Hooper
Foundation who kindly gave us his blood for con-
trol studies.

This study was partly supported by the U.S.
Public Health Service Research Grant No. GM -
11329- 03 from the National Institute of General
Medical Sciences.

REFERENCES

Aggeler, P. M., White, S. G. Glendening, M. 8.,
Page, E. W. Leake, T. B. and Bates, G. (1952).
Plasma Thromboplastin component (P.T.C.) De-
ficiency: A New Disease Resembling Hamo-
philia, Proc. Soc. Exper. Biol. & Med.,79, 692.

Biggs, R., Douglas, A. S., Mac Farlane, R. G., Dacie,
J. V., Pitney, W. R., Merskey, C. and O'Brien,
J. R. (1952). Christmas Disease. A condition
previously mistaken for Hemophilia. Brit. M.
J. 2, l)78.

Biggs. R. and Douglas, A. S. (1953). The Thrombo-
plastin Generation Test. J. Clin. Path. 6, 23.

Boudreaux, H. B. and Frampton, V. L. (1960). A
Peanut Factor for Hemostasis in Hemophilia.
Nature, 185, 469.

Budtz-Olsen, O. E. (1951). Clot Retraction. Ox-
ford. Blackwell Scientific Publications.

Didisheim, P.: quoted in Wintlobe, MM (1961).
Clinical Hematology. Lee & Febiger, Phila-
delphia.

HAEMOPHILIA DUE TO FACTOR VIII DEFICIENCY TN AN INDIAN BOY

Ehrenworth, L. (1963). Spontaneously occurring
Anticoagulant against Antihemophilic Globulin
in a Previously normal subject. Am. J. Med. 34,
272.

Hicks, N. D. and Pitney, W. R. (1957). A rapid
screening test for disorders of thromboplaslin
generation. Brit. J. Hem. 3, 227.

Holborn, R. R. (1955). Estimation of fibrinogen in
small samples of plasma. in The Coagulation
of Blood. Tocantins, L. M. New York, Grunc
and Stratton.

Horowitz, H. I. and Fujimoto M. M. (1962). Ac-
quired Hemophilia due to a circulating Anti-
coagulant. Am. J. Med. 33, 501.

Ivy, A. C., Shapiro, P. F. and Melnick, P. (1935).
The bleeding tendency in Jaundice. Surg.
Gynec. and Obst. 60, 781.

Lee and White (1913), quoted in Wintrobe M. M.
(1961). Clinical Hematology. Lee & Febiger,
Philadelphia.

Quick, A. J. (1945). Delermination of Prothrombin.
Am. J. Clin. Path. 15, 560.

Quick, A. J. (1949). The Prothrombin consumption
lest. Blood, 4, 1281.

Quick, A. J. (1957). Hremorrhagic Diseases. Phila-
delphia, Lee and Febiger.

Wintrobe, M. M. (1961). Clinical Hematology. Lee
and Febiger, Philadelphia.


