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reversal with corticosteroids 
Ankur Jain
Department of Medicine, Maulana Azad
Medical College, New Delhi, India

Abstract

We report a case of a 25-year-old lady who
presented to our department with complaints of
easy fatigability and shortness of breath since
one week. She had a history of Raynaud’s phe-
nomenon. Examination revealed scleroderma
like skin changes and pericardial friction rub.
Investigations revealed high titer of anti-U1
RNP antibodies along with co-existing pancy-
topenia. Chest x-ray and echocardiography con-
firmed pericardial tamponade. Patient was diag-
nosed as having mixed connective tissue disor-
der (MCTD) and she was started on high dose
prednisolone, which led to complete reversal of
pancytopenia and pericardial tamponade after 1
month of treatment. There are only 6 reported
cases of pericardial tamponade in a patient with
MCTD, and none of them had pancytopenia.
Present case highlights the need to investigate
the patient of pericardial tamponade for MCTD,
especially in the presence of pancytopenia and
relevant clinical history, as prompt treatment
with corticosteroids can avoid invasive proce-
dures like pericardiocentesis.

Case Report

We report a case of a 25-year old lady who
presented to our OPD with the complaints of
generalized body swelling since one month
and shortness of breath since one week.
Patient was well one month back when she
started developing swelling over the body
which she noticed first on face and gradually
progressed to involve the whole body which
was associated with the simultaneous thicken-
ing of the overlying skin and appearance of
depigmented lesions over the hands and back.
She developed increasing difficulty in breath-
ing since the last one week which was associ-
ated with fever and chest pain for which she
presented to our OPD. Patient was a married
woman and had history of two consecutive
abortions in the past and had no live issues.
She had a 1 year history of Raynaud’s phenom-

enon. There was no history of oral ulcers,
arthralgias, arthritis, photosensitivity, facial
erythema, jaundice, malena, hemetemesis,
reduced urine output, hematuria and family
history of autoimmune disease. On examina-
tion, patient was conscious and oriented to
time, place and person and was afebrile to
touch. Her BP was 110/60 mmHg and pulse
rate was 108/min. General physical examina-
tion was remarkable for the presence of pallor,
but there was no icterus, cyanosis, clubbing or
lymphadenopathy. Patient’s JVP was raised
and she had bilateral pitting type of pedal
edema and periorbital edema. There was thick-
ening and diffuse pigmentation of skin over
both the limbs, with perifollicular depigmented
macules seen over the arms and back, non-
scarring alopecia, and reduced mouth opening
(Figure 1). Dorsum of bilateral hands had
puffy appearance with loss of wrinkles and der-
mal appendages. Cardiovascular examination
revealed the presence of pericardial friction
rub. Respiratory, abdominal and central nerv-
ous system examination were unremarkable.

Patient’s routine investigations revealed:
Hb 78 gm/L; total leucocyte count 3700×109/L;
differential count; 52% polymorphs; 41% lym-
phocytes; 4% eosinophils; 3% monocytes;
platelet counts 40×109/L. Peripheral smear
revealed pancytopenia with normocytic and
normochromic anemia. Erythrocyte sedimen-
tation rate 65 mm/hr, liver and kidney function
tests were normal, total calcium 1.92 mmol/L,
phosphorous 1.55 mmol/L, total proteins 48
gm/L, serum albumin 15 gm/L, total cholesterol
5.62 mmol/L, serum triglycerides 4.8 mmol/L.
Urine analysis revealed the presence of 4+
proteinuria by dipstick and 24 hour urinary
protein was 3100 mg/24 hours. Urine examina-
tion revealed inactive sediment and there were
no red cell casts, crystals or pus cells. Renal
biopsy of the patient was done which revealed
membranous nephropathy. Patient’s ANA was
positive (1:256, speckled positivity), anti-dou-
ble stranded DNA 5.8 IU/mL (normal <30
IU/mL), anti-Sm antigen, anti-Scl 70, anti-cen-
tromere, anti-SSB, P-ANCA and C-ANCA were
negative. Patient’s sera tested positive for
anti-U1RNP (1:256) and anti-SSA/Ro-52
(1:180). Patient’s HIV-1 and HIV-2 serology,
hepatitis B surface antigen and anti-HCV were
negative. Patient’s coomb’s test, antiphospho-
lipid antibodies and D-Dimers were negative.
Patient’s coagulation profile and fibrinogen
levels were normal. Her TSH 8.92 mIU/mL, FT4
9.04 pmol/L, FT3 0.025 pmol/L (suggestive of
subclinical hypothyroidism). Rest of the hor-
mone profile (FSH, LH, prolactin, cortisol) was
normal. Patient’s skin biopsy was done which
revealed basket weave hyperkeratosis, promi-
nent basal layer, perivascular edema in dermis
with chronic inflammation. Dermis was
homogenous with dermal fibrosis confirmed
by masson’s trichrome stain with changes con-

sistent with scleroderma. Ultrasound abdomen
and chest revealed bilateral pleural effusion
with pericardial effusion and normal liver,
spleen. Kidney size was normal and there was
no free fluid in the abdomen. Chest X-ray
revealed massive cardiomegaly with normal
lung fields (Figure 2). ECG was suggestive of
low voltage complexes and 2D-echocardiogra-
phy revealed the presence of pericardial effu-
sion, 11 mm anterior to right ventricle, 15 mm
posterior to the left ventricle, 26 mm lateral to
the left ventricle with the diastolic collapse of
right ventricle (Figure 3). Patient was diag-
nosed as a case of mixed connective tissue dis-
order with pericardial tamponade and pancy-
topenia. Patient was hemodynamically stable
and therefore she was planned for conserva-
tive treatment. Patient was immediately start-
ed on oral prednisolone in a dose of 1
mg/kg/day (50 mg/day) along with levothyrox-
ine in dose of 50 mcg/day. Patient’s improved
over the next 7 days with improvement of blood
counts and she was continued on same dose of
glucocorticoids for another 3 weeks. Patients
blood investigations revealed resolution of
pancytopenia with complete normalization of
total leucocyte and platelet counts. Patient’s
swelling over the face and legs reduced and
repeat urine examination showed 24 hour pro-
tein of 350 mg/24 hours and echocardiography
done at the end of 4 weeks showed resolution
of tamponade effect with only minimal pericar-
dial effusion remaining. Patient was dis-
charged from the hospital after 4 weeks of
prednisolone treatment and was also started
on mycophenolate mofetil at the time of hospi-
tal discharge. Cyclophosphamide was not
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added due to the risk of infertility and
mycophenolate was added only after the
improvement of blood counts. Patient was fol-
lowed up in the OPD with gradual tapering of
the prednisolone dose. 

Discussion 

Mixed connective tissue disorder was first
described by Sharp et al. in 1972 as an overlap

syndrome with features of SLE, systemic sclero-
sis and polymyositis along with the presence of
high titers of anti-U1RNP antibodies.1 Since
then, MCTD has been characterized in a better
way and is known to evolve from one subtype
into another. A number of autoantibodies are
reported in MCTD which includes anti-U1 RNP
(IgG subtype), anti-ACE2, anti-cardiolipin, anti-
endothelial cell antibody, and others including
anti-Ro/SS-A, anti-Sm, anti-ssDNA, anti-dsDNA,
although not specific for MCTD.2 Cardiac
involvement in MCTD has been reported widely
from 11-85% depending on the method used for

detection.3,4 Alpert et al. reported a number of
cardiac abnormalities in MCTD including peri-
carditis (with or without effusions, 29%), mitral
valve prolapse (10%), cardiac conduction abnor-
malities, myocarditis, intimal hyperplasia of the
intramural coronary arteries, perivascular leu-
cocytic infiltrates and pulmonary artery hyper-
tension.4 Pericarditis is the commonest cardiac
manifestation of MCTD variably reported to
occur in 29%, 43%, 56% of the cases, detected
either ante-mortem or by autopsy.4-6 Pericardial
effusions are found in 24-38% of the patients by
echocardiography.4,7 Interestingly, pericardial
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Figure 1. Clinical pictures of the patient with MCTD showing thickened skin of bilateral lower limbs (A), cubital fossa along with per-
ifollicular hypopigmented macules (B), nape of the neck (C), and non-scarring alopecia (D).

Figure 2. Chest X-ray of the patient show-
ing massive cardiomegaly due to a large
pericardial effusion.

Figure 3. Picture of the 2D echocardiograph of the patient showing large pericardial effu-
sion surrounding the heart. 
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involvement in MCTD is usually asymptomatic
and clinically significant disease is present in
only 10% of cases. Even rarer in MCTD is tam-
ponade which has been reported in only 6 cases
till date, usually in the setting of an established
disease. Pericardial tamponade can present
acutely with sudden deterioration of the condi-
tion or sub-acutely with gradually progressive
features. Pathogenesis of pericarditis in MCTD
is unknown but has been proposed to be com-
plement mediated.8 Treatment of pericardial
disease in MCTD is not established however, lit-
erature provides evidence of effectiveness of
NSAIDS, colchicines, corticosteroids, and
immunosuppressant in the management of
pericarditis associated with MCTD.9 Complete
resolution of pericardial effusions has been
reported with the use of corticosteroids.
Hematological manifestations in MCTD
includes anemia of chronic disease, leucopenia,
coomb’s positive hemolytic anemia,10 pure red
cell aplasia.11 Thrombocytopenia has been
described in MCTD and causes can be IgG anti-
platelet antibody mediated platelet destruc-
tion,12 thrombotic thrombocytopenic purpura,13

or antiphospholipid antibody syndrome.
Antiphospholipid antibodies have been seen in
15% of the patients with MCTD (different from
anti-b2GP1) and are associated with pulmonary
artery hypertension but are usually not associ-
ated with thrombotic eventsalthough,2,14 case
reports of sinus vein thrombosis due to
antiphospholipid antibody syndrome in MCTD
have been described in the literature.15

Pancytopenia is a very rare finding in MCTD
and is even rarer as a first manifestation.
Kumar et al.9 reported a case of pericardial tam-
ponade in MCTD along with review of the 5 pre-
viously reported cases, making a total of 6
reported cases till date. Pericardial tamponade
is reported in only 1 case as a first presentation
of the disease, 4 cases required invasive proce-
dure (pericardiocentesis or pericardiostomy) in
combination with corticosteroids for the treat-
ment, 1 case was managed with only corticos-
teroids and 1 was treated successfully with only
NSAIDS. None of the 6 reported cases had pan-
cytopenia at presentation or at any point of
time.  Our patient presented with pericardial
tamponade and pancytopenia was detected on
investigations. Diagnosis of MCTD was made by
criteria proposed by Kasukawa et al.6 Patient

was treated with high dose corticosteroids for 1
month with complete normalization of blood
counts and resolution of pericardial effusion.
We probably report the first case of pericardial
tamponade with pancytopenia as the first pres-
entation of MCTD, which completely recovered
with only corticosteroids, without any invasive
intervention.

Conclusions

Mixed connective tissue disorder is an
overlap syndrome of scleroderma, SLE and
polymyositis. Pericardial tamponade although
rare, has been reported in this disorder and
represents a potentially fatal complication.
Present case highlights the fact that cardiac
tamponade can be the initial presentation of
the MCTD. Prompt recognition of the underly-
ing MCTD as the cause of pericardial tampon-
ade is a key in the management and timely
treatment with corticosteroids can effectively
reverse this fatal condition. Similarly, pancy-
topenia is a rare finding in MCTD and pres-
ence of pancytopenia in a patient with peri-
cardial tamponade should make a clinician to
direct his diagnosis towards mixed connec-
tive tissue disorder under appropriate clinical
scenario. 
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