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ABSTRACT

Periodic transfusions and effective chelation have ensured that thalassemics survive
in to adulthood but their life is punctuated by peculiar problems in adulthood.
Three cases of scurvy are being reported presenting uniquely as purpura, right hip
joint effusion and right knee joint effusion with haemorrhage in prepatellar and
retropatellar bursae, respectively over an 18 month period (2009-2010). The first
two cases did give a history of gum bleed. None had any coagulation disturbance
or transfusion-transmitted infections or connective tissue disorder. All the three
cases responded dramatically to vitamin C supplementation. It is imperative to
keep in mind that recurrent blood transfusions are associated with a state of sub-
clinical vitamin C deficiency and overt scurvy may manifest as cumulative number
of transfusions increase, as in adult thalassemics.
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INTRODUCTION

Lifelong transfusions and effective iron-chelation form the
mainstay of therapy for thalassemia major patients and
have contributed immensely in improving their quantity
and quality of life. Thalassemia patients now grow in to
adulthood and this has brought forth a peculiar set of
problems. Three adult cases of thalassemia major are
discussed, each of whom had a distinct presentation of
rare and infrequently-made diagnosis- “scurvy”. Scurvy in
transfusion-dependent adult thalassemics has not been
reported to date.

REPORT OF CASES

Three adult cases of thalassemia major on regular
transfusion and chelation that were noticed to have
peculiar features over an 18-month period (2009-2010) are
being described; the common clinical features are outlined
in table 1 for purposes of brevity. The unique features are
being discussed in detail.

Case l

Patient presented with skin rash on bilateral lower limbs
which were non-palpable purpuric spots- multiple and
perifollicular (fig 1). History of intermittent gum bleeding
was also present for past three to four months. There was no
history of fever or diarrhoea in the preceding six weeks, no
history of drug ingestion or recurrent trauma at site of skin
rash. Clinical features are outlined in table 1. Rheumatoid
factor was positive, although no clinical manifestations of
arthritis were present. No similar previous history or family
history was present. Dietary history revealed adequate
caloric intake but poor intake of fresh fruits and vegetables.
Suspecting scurvy, patient was put on oral vitamin C 500
mg daily following which the lesions disappeared in 10-15
days and there has not been any recurrence in the last six
months she has been on therapy.
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Figure 1. Purpuric Rash Over the Lower Leg Observed in Case 1.

Table 1. Clinical Features of the Three Adult Thalassemia Cases
on Regular Transfusion-Chelation.

S.No. Clinical fea- Case 1 Case 2 Case 3
tures
1 Age and sex 21 year, F 19 year, F 25 year, F
2 Marital status ~ Unmarried Unmarried Unmarried
3 Socio-econom- Low Low Low
ic status
4 Body mass in- 17.7 15.9 20.8
dex
5 Splenectomy No No No
6 Haemoglobin 9 10 9
7 Platelet count 1,77,000 3,50,000 1,79,000
8 Prothrombin Normal Normal Normal
time, aPTT
9 Serum ferritin 1824 2542 4325
(ng/mL)
10 HBV, HCV, HIV Negative Negative Negative
11 Antinuclear Negative Negative Negative
antibodies
12 Antistreptoly- <200 units < 200 units < 200 units
sin O
13 C-reactive pro- Negative Negative Negative
tein
14 Serum TSH, liv- Normal Normal Normal

er and kidney
biochemistry
profile

15 Chelating drug  Deferiprone  Deferiprone Deferasirox

Case 2

Patient presented with acute onset pain right hip joint.
Pain was incapacitating to the extent that patient was bed-
confined. Objectively there were painful right hip joint
movements with resultant restriction of movements but
no local erythema, fever or other constitutional symptoms.
Radiographic evidence of joint effusion was present. On
probing, a history of gum bleeding was present for the last
two months. Patient was administered vitamin C 500 mg
OD. By the fifth day of therapy, patient had remarkable
improvement, with return of ambulation, disappearance of
pain in hip joint and restoration of movements.

Case 3

Patient developed acute onset severe pain in right knee
joint. No history of recent trauma or fever was available.
Rheumatoid factor was negative. X-ray knee joint showed
effusion and MRI revealed haemorrhage in suprapatellar
and retropatellar bursa (fig 2) and significant inflammatory
changes in the muscles around the joint. Deferasirox, a
recently introduced iron-chelator was stopped but the
patient did not benefit. Vitamin C was instituted and on the
fourth day of therapy pain subsided and patient became
ambulatory.

Figure 2. MRI of Right Knee Joint in Case 3. (Arrows indicate
haemorrhagic effusion).

DISCUSSION

The three adult thalassemia cases receiving continuous
“transfusion-chelation” therapy presented uniquely- one
presented with non-thrombocytopenic non-palpable
purpura, the second with effusion of right hip joint while
the third had haemorrhagic effusion in the right knee joint.
The first two cases had a history of gum bleed too. Gum
bleeds, purpuric rash, serous/haemorrhagic joint effusions
make for a clinical diagnosis of scurvy; and the response to
therapy is dramatic. It is important to be aware that scurvy
can occur in adult thalassemic patients and therefore, a
high index of suspicion for diagnosis of scurvy should be
kept. All the patients belonged to the low socio-economic
strata of the society and in the present day rising inflation,
affording fruits and vegetables (the primary sources of
vitamin C); for this segment is very difficult. Incidentally,
all three cases are females, and probably that may have
to do with the malnutrition that the fairer sex is subjected
to in the lower socio-economic segment, especially when
the family is already burdened with a chronic illness like
thalassemia in one of its family members.

The fact that these cases were suffering from thalassemia
and receiving chelation therapy further complicates the
matters. The first point that comes to the mind is “What
is the relation of ascorbic acid to iron overload states
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arising out of multiple blood transfusions as in thalassemic
patients”. Way back in 1960s, it was demonstrated that
cases of transfusional siderosis had reduced levels of
white cell ascorbic acid and that severe dietary iron
overload (Bantu patients) contributes to development of
scurvy.! Further, 64% of unchelated thalassemia major
patients, specially the older and more transfused patients,
were found to have subnormal leucocyte ascorbate
concentrations without clinical evidence of scurvy.? In
iron-overloaded thalassemics, iron is stored in the reticulo-
endothelial system in the ferric form as ferritin. Ascorbic
acid is an antioxidant and gets depleted while converting
ferric to ferrous form. This is the postulated reason why a
subclinical vitamin C deficiency exists in iron-overloaded
states. Interestingly, oral vitamin C has been reported to
be effective in promoting desferrioxamine induced iron
excretion, by resulting in release of iron from stores or
converting ferric to ferrous iron.> Therefore, there is no
doubt that multiple transfusions and inadequate chelation
predispose to a state of sub-clinical vitamin C deficiency
and as the longevity of life in thalassemia increases, one
must keep scurvy at the back of mind while dealing with
adult thalassemics.

The other intriguing aspect brought about by these cases
is whether arthropathy in thalassemics could be (i) a
manifestation of scurvy, (ii) secondary to para-articular
bone thinning as a consequence of marrow expansion
seen in thalassemmia, (iii) secondary to iron-chelator
drugs, (iv) a reaction to blood transfusion or (v) part of
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