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SUMMARY

Haemol~tic anemias of different types are not uncommon amongst our
patients. But paroxysmal nocturnal haemoglobinuria (PNH) is rare. In fact,
the existence of the disease in this country is not recorded so far. The patient
described here presented with features of haemolytic anaemia. A etiological
background was thorougly explored which led to tinal diagnosis.

INTRODUCTION

PNH is an uncommon disorder of insidious onset with chronic course

manifested by attacks of intravascular haemolysis-intermittent haemoglobinuria
and persistent haemosiderinuria. The basic defect is that the membranes
of RBC. WBC and platelets are unduely sensitive to complement. The most
accepted biochemical abnormality of PNH erythrocyte memberane is decreased
acetylcholinesterase activity (Auitore et ai, 1960). Careful analysis have demons-
trated the presence of two or three separate populations of RBC which showed
varying sensitivities to complement in patients with PNH (Rosse, 1973).

It has been suggested that PNH results from somatic stem cell pool.
The association of PNH with aplastic anaemia suggests that drugs or chemicals
may cause injury to marrow. As the case described here was the first docu-
mented case of PNH in this country, we felt encouraged to report it.

CASE REPORT

A young Muslim housewife of 22 years presented to us with the history
of weakness, palpitation and jaundice for the last five years. She also noticed
the passage of red coloured urine specially in the early morning for the last
three years. She could remember the aggravation of her later symptom after
exertion but not with menstruation or exposure to cold weather. Her symp-
toms were not persistent in nature and also were not so severe. She also
complained of low grade irregular fever for last three years but gave no
history suggestive of urinary tract infection. She denied intake of any drug
which could be responsible for her ailments.
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She developed pain in right hYDochondrium a few months back which
had no radiation and no definite relation to food. On several occasions she

was given blood transfusion but she did not admit any aggravation of her
condition. There was no positive family history. Physical examination revealed
a young anxious lady with marked pallor and mild jaundice. Pulse and blood
pressure were normal and there was no lymphadenopathy. Slight tenderness
over right hypochondrium was elicited on deep palpation but there was
no hepatosplenomegaly. Examination of other systems was unrewarding.

Laboratory investigations showed her haemoglobin was 3 gm %. ESR
75 mm in 1st hour and peripheral blood picture was suggestive of combined
deficiency but polychromasia was unusually prominent. Routine urine examina-

tion was done repeatedly without any significant change. PCV was 9%, MCV
100 cubic micron. MCH was 27 picogram and MCHC was 30 per cent.
Reticulocyte count was 6%. Bone marrow examination showed nortpoblastic
eryhroid hyperplasia. Osmotic fragility was within normal range. Haemoglo-
bin electrophoresis showed no abnormal haemoglobins. Coombs test was negattve.
Serum complement was normal. Life span of RBC was 40 days but uptake of
chromium tagged cells by spleen was normal. Ham's acid serum haemolysin
test was posithe and Donath Landsteiner test was negative. Haemoglobin
and haemosiderin were present in urin and urobilinogen was inoexcess but no
porphobihnogen. Serum LDH was 3100 u/L but level of G6PD was normal.
Anti-nuclear factor (ANF) was insignificant. Her serum bilirubin was 2.5mg%,
serum iron 80 microgram per cent and iron binding capacity was 350 microgram
per cent. Her renal function tests were normal and so were serum uric
acid and electrolytes. VDRL was non reactive. Sucrose - haemolysis test,
measurement of leucocyte alkaline phosphatase and serum hapatoglobin could
not be done due to lack of facility. Skiagram chest. pelvis. skull and hands were
normal and so were OCG and IVU. Her BCG finding was also within normal
limit.

TREATMENT

She was on folic acid and vitamin B-complex for last two years and
blood transfusions were given on different occasions.

DISCUSSION

Paroxysmal nocturnal haemoglobinuria is due to acquired intracorpus-
cular defect in contrast to other acquired haemolytic disorders. The patient
described here had no positive family history. Though it is common in young
persons as in this case, rarely children may be affected due to very early muta-
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tion (Resegotti and Givone, 1962). PNH patients remain undiagnosed for
considerable period of time due to its non-specific protein manifestations.
The classic manifestation of the disease is gross haemoglobinuria which occurs
intermittently in most cases and may never appear in some patients. In about
50% cases, haemoglobinuria is initial presentation (de Gruchy, 1978). Haemo-
globinuria is related to sleep. Of course, in severe cases all urine samples
may be coloured. Nocturnal haemoglobinuria occurs in only 25% cases. (Ro-
bbins et af, 1984). Relation with sleep is poorly understood. But the popular
explanation is retention of carbon dioxide causing slight lowering of blood pH.
The patient discussed here, remained undiagnosed for few years and her haemo-
globinuria was intermittent. There are some known precipitating factors
of which only exertion was found to be responsible in this case. Intravas-
cular haemolysis was evidenced by the presence of haemoglobinuria, haemosi-
derinuria and high serum LDH level. Conditions which could give rise to simi-
lar picture, were excluded by history and laboratory investigations.

Patients with PNH can develop pain in right hypochondrium due to
disease itself or due to cholelithiasis (Elizaga, 1982). But OCG was normal
in our patient. Low grade fever can accompany an attack of haemoglobi-
nuda or may be due to infections which is related to granulocytopenia or
abnormal leucocyte function. In this case, we could not find any evidence of
infection. Despite iron deposition in kidney, renal function is rarely affected.
Renal function tests and IVU were normal in this case also. Iron deficiency
anaemia can develop after few years of haemosiderinuria as was in this case.
Regarding treatment, erythropoiesis can be enhanced by routine use of folic
acid. Oral iron often exaceraates haemolysis which can be prevented by prior
blood transfusions or by simultaneous administration of prednisolone (40-60
mg/day) during initial phases of iron therapy. Whole blood transfusion
exacerbate~ haemolytic process which can be prevented by using washed
RBC or big molecular weight dextran before transfusion. Bone marrow may
be stimulated by use of oxymetholone 150-200 mg daily (Rakel, 1986).
Splenectomy is not recommended as risk benefit ratio is not favourable.
Use of heparin may aggravate the situation in some cases. Value of prophy-
lactic anticoagulation with coumadin is questionable. Bone marrow transplanta-
tion may be useful to eradicate PNH clone in selected patients.

The course of PNH is variable. Most patients live less than 10 years
after diagnosis, sometimes longer. In small percentage of patients there may
be spontaneous remission due to disappearance of abnormal clones as a result
of new mutational event. As our patient has not developed marrow failure
or venous thrombosis as yet, the outcome may be hopeful. PNH should
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be remembered as a possibility whenever a patient presents with features
of intravascular haemolysis due to unknown cause or pancytopenia with
haemolysis.

In fact. any case of refractory anaemia should be taken into account
unless proved otherwise. As the disease is rare, only high degree of suspi-
cion and awareness about it amongst the professional members will help to
detect more such cases.
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