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INTRODUCTION: 
Connective tissue disease (CTD) is a heterogeneous 
group of inflammatory disorders that can affect a variety 
of tissues, including blood vessels, bone, cartilage, 
tendons, ligaments, muscle, joints, and even specific 
organs. Systemic lupus Erythematosus (SLE) and the 
anti-phospholipid (HUGHES) syndrome, scleroderma, 
myositis, and Sjogren’s syndrome, vasculitis are a few 
of the conditions that fall under the category of 
connective tissues disorder  [1]. Multi-morbidity, which is 
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ABSTRACT: Connective tissues disease (CTD) is clinically manifested as an inflammatory disorder 
that generally affects connective tissues like bone, cartilage, tendons, ligaments, muscles, joints, 
vasculature, and even visceral organs. In the vasculature, it is featured as vasculitis. Anti-
phospholipid syndrome is one but a rare connective tissue disease that is characterized by 
spontaneous abortions. Extrahepatic portal vein obstruction and cavernous transformation of the 
portal vein are serious complications of non-alcoholic fatty liver disease. Here we presented a clinical 
case of a 33-year-old female patient with the diagnosis of connective tissue disease with anti-
phospholipid syndrome and non-alcoholic fatty liver disease with complications like extrahepatic 
portal vein obstruction and cavernous transformation of the portal vein. She had experienced four 
abortions all within 5 months of gestational age which in turn led to suicidal ideation. 
Hydroxychloroquine and prednisolone were added to the regimen for mitigating the progression of 
antiphospholipid syndrome. Non-alcoholic fatty liver disease was treated optimally with lactulose; a 
gut dysbiosis regulator and a prophylactic for preventing hepatic encephalopathy, and norfloxacin 
prophylaxis for abating spontaneous bacterial peritonitis. The patient’s bilateral pedal edema and 
low hemoglobin are the indicators of acute renal disease and anemia of chronic disease respectively. 
Furosemide aids in alleviating pedal edema. This is a clinical case with multiple co-morbidities and 
an integrated treatment approach is absolutely necessary for the positive prognosis of each and 
every disease. 
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defined as the coexistence of two or more chronic 
diseases started in the same individual, can occur either 
as the disease started before or after the onset of the 
index diseases, and is far more common in CTD. The 
lung is a frequent target of auto-immune mediated injury 
in patients with CTD by virtue of its abundant 
connective tissue and blood supply, and pulmonary 
involvement is a leading cause of morbidity and 
mortality with airways, lungs, parenchyma, vasculature, 
and pleural involvement in various degrees depending 
on the underlying diseases [2]. Cavernous transformation 
of the portal vein (CTPV) is a rare and incurable 
complication of portal vein thrombosis (PVT) that 
should be considered one of the differential diagnoses of 
hepatic mass [3]. Cavernous transformation of the portal 
vein is more often inefficient in guaranteeing adequate 
portal vein inflow to the liver parenchyma far from the 
hilum and therefore, is associated with an increased 
hepatic arterial flow of those peripheral liver segments. 
These changes lead to central liver hypertrophy and 
peripheral liver atrophy [4]. Antiphospholipid antibodies 
place patients at increased risk of pregnancy loss, 
cytopenias, cardiac valve lesions, and neurologic 
complications [5]. Association is not synonymous with 
cause and the proportion of miscarriages due to the APS 
is difficult to estimate for several reasons including a 
lack of proper insight into the pathogenesis of pregnancy 
loss associated with APS [6]. In the elderly, the 
prevalence of connective tissue disease is continually 
rising due to both longer life expectancy and more 
effective better-tolerated treatments. CTD in the elderly 
represents a growing concern for healthcare providers 
and an increasing burden on global health resources 
worldwide. A better understanding of the mechanisms 
involved in the regulation of the immune functions in the 
elderly and evidence-based guidelines specifically 
designed for this patient population is instrumental to 
improving the management of CTD in elderly patients. 
Presenting a clinical case of connective tissue disease 
with multiple co-morbidities and highlighting its 
complications and treatment modalities with an 
emphasis on the necessity of a holistic clinical care 
approach are the objectives of this study. 

CASE REPORT: 
Connective tissue disorder (CTD) is rarely reported in 
India. We had presented a case of a 33 year -old female 
who came with initial complaints of swelling of both 
lower limbs for 20 days, abdominal distension for 1 

week, and myalgia for 1 week. On further inquiry, she 
revealed that she had experienced spontaneous abortions 
4 times within 5 months of gestational age with the 
complaint of amenorrhea and suicidal ideation for the 
past 2 months. She had 1 live child. For the past 8 
months, she also had a history of bilateral sensorineural 
hearing loss. 
Vital signs:  Pulse - 115 beats/ min; BP - 130/ 100 mm 
Hg; SPO2 – 98 %; CVS: S1S2 +; RS: BAE (Bilateral air 
entry); Abdomen: No organomegaly, shifting dullness; 
CNS: Moves all 4 limbs. 
Laboratory work-up showed that the patient was Anemic 
with results of Hb 9 g/dL (Normal range – 12 to 15 
g/dL) with normal MCV - 89.5 femtoliter (80 to 100); 
MCH - 28.8 Pictograms/cells (27 to 31); MCHC - 32.1 
g/dL (32 to 36), ESR - 15 mm/h (0 to 19 mm/h), RBC - 
3.1 × 1012/ L (4.5 to 5.0 × 1012/ L), Total count - 4,200, 
Neutrophils – 70 % (55 to 70 %), Lymphocyte – 25 % 
(20 to 40 %), and Monocyte – 5 % (2 to 8 %). The 
coagulation profile showed normal platelets 1.8 
lakhs/cu.mm (1.5 to 4.5), with prothrombin time (PT) - 
12.3 s (10 to 13 s) and INR - 0.89 s (1.1 or below 1.1). 
Liver profile results are as follows; SGOT - 18 (7 to 55 
U/L); SGPT - 14 (8 to 48 U/L); ALP – 66 (40 to 129 
U/L). Other lab profile readings are CRP -8.5 (below 10 
mg/L), Total protein - 6.3 (6 to 8 mg/dL); RBS – 70 
mg/dL (80 to 120); Serum creatinine - 1.2 mg/dL (0.7 to 
1.3); BUN - 40 mg/dL (10 to 40 mg/dL); Serum 
electrolytes: Na+ -132 mmol/L (135 to 145); K+ - 4 
mmol/L (3.5 to 5.0); Cl - 111 mmol/L (95 to 105). The 
ultrasound abdomen of the patient showed a moderately 
fatty liver with cavernous transformation of the portal 
vein (CTPV), and moderate ascites with multiple 
cholelithiasis and large lesions. CT scan of the abdomen 
and pelvis showed multiple small tortuous vessels in the 
region of the porta hepatic and variceal veins. The 
subjective evidence, objective evidence, physical 
examination, clinical lab parameters, and USG abdomen 
report eventually led to the diagnosis of CTD 
(Connective tissues disorder), non-alcoholic fatty liver 
disease with EHPVO (Extrahepatic portal vein 
obstruction), and cavernous transformation of the portal 
vein, antiphospholipid syndrome (APS), and pre-renal 
acute kidney injury. Treatment given to the patient is 
presented in Table 1. 

DISCUSSION: 
CTPV may occur as early as 6 to 20 days following 
EHPVO, with an average time of 5 weeks. It was 
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Table1. Treatment given to the patient. 
Drug Dose FQ 1 2 3 4 5 6 7 8 9 10 11 to  

14 
Inj. Cefotaxime 1 g BD G G G G G G G SD SD SD SD 
Inj. Ranitidine 50 mg BD G G G G G G G SD SD SD SD 

Inj. Furosemide 20 mg BD G G G G G G G SD SD SD SD 
Inj. Iron sucrose 100 mg in  

100 ml 
(NS) 

OD G G G G G G G SD SD SD SD 

Tab. Atrovastatin 10mg 1 HS G G G G G G G G G G G 
Tab. Spironolactone 250 mg OD    G G G G G G G G 

Syp. Lactulose 5 ml TDS    G G G G G G G G 
Tab. Enalapril 2.5 mg BD     G G G G G G G 

Tab. Furosemide 40 mg OD        G G G G 
Tab. Cephalexin 250 mg 2-2-2        G G G G 
Tab. Ranitidine 150 mg BD        G G G G 
Tab. FST/BCT 1 tablet OD         G G G 

Tab. Prednisolone 10 mg OD          G G 
Tab. Hydrochloroquine 200 mg BD          G G 

Tab. Calcium lactate 300 mg 2TDS           G 
Tab. Paracetamol 500 mg TDS           G 
Tab. Norfloxacin 400 mg OD           G 

*G-given, SD-stopped, Tab- Tablet, Inj- Injection, Syp- Syrup, FQ- frequency. 

initially described in 1869 by Balfour and Stewart and is 
also known as portal cavernoma. Adult CTPV is 
extremely uncommon, having a rate of 15.6 % among 
EHPVO [3]. Only a few reported cases of cavernous 
transformation of the portal vein (CTPV) are there in 
adults. We presented a case of a 33-year-old female, 
who was found to have these complications due to portal 
vein thrombosis (PVT). The patient was admitted for 
severe anemia in conjunction with NAFLD with 
EHPVO, AKI, and anti-phospholipid antibodies 
syndrome (APS). 

CTPV: 
Depending on whether presents as an acute or chronic 
condition, the clinical characteristics vary substantially. 
Abdominal discomfort and newly developed ascites are 
two possible acute symptoms. During later stages, the 
portosystemic shunting develops, leading to esophageal 
varices, rectal bleeding, and hematemesis along with 
signs of portal hypertension. Long-standing PVT may 
cause the development of alternative dilation of 
numerous venous channels around the thrombus PV, 
thus paring the occlusion; this is known as Cavernous 
transformation of the portal vein or portal 
caveronoma [7]. In our case, the patient’s initial diagnosis 
and other signs associated with portal hypertension such 
as Anemia, splenomegaly, and ascites, have been 
reported. All these above-mentioned clinical symptoms 

of CTPV were evident in the patient. In our case study, 
the etiology of the CTPV could not be determined. A 
portal vein thrombosis from a likely systemic vascular 
disorder could be the cause of the CTPV. 

Anti-phospholipid syndrome (APS): 
Anti-phospholipid syndrome (APS), which was first 
characterized in the early 1980s, is a unique form of 
acquired autoimmune thrombophilia in which 
individuals exhibit clinical signs of recurrent thrombosis 
and pregnancy morbidity and consistently test positive 
for anti-phospholipid antibodies (APS) [8].In the 
literature, the definition of recurrent miscarriage varies. 
Some retain the diagnosis of APS after the second 
miscarriage, but epidemiological data argue to retain 
only the patients after three miscarriages [6]. The 
statistics showed that our patient had experienced 4 
abortions within 5 months of gestational age. According 
to the 2006 Sydney APS classification criteria, she was 
diagnosed with APS [8]. There is no evidence that 
immunosuppressant with corticosteroids or disease-
modifying drugs have any beneficial effect in the 
majority of uncomplicated APS cases.  At least in 
patients with SLE, hydroxychloroquine seems to reduce 
the incidence of thrombosis in APS [9]. Statins also have 
antithrombotic effects and may be effective as 
adjunctive therapy [10]. The role of prednisolone in 
improving the outcome of obstetric APS has been 
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controversial. Initial studies using a large dose of 
prednisolone failed to find any benefits and instead 
raised the risk of hypertensive complications and 
diabetes mellitus [11]. Prednisolone 10 mg/day during the 
first trimester, as used in more recent studies, may 
benefit women with recurrent pregnancy loss [12]. In this 
clinical case, the patient was effectively treated with 
atorvastatin, hydroxychloroquine, and prednisolone. 

NAFLD WITH EHPVO: 
The prophylaxis for the prevention of spontaneous 
bacterial peritonitis, a fatal consequence of liver illness, 
is fulfilled here by norfloxacin. Norfloxacin 400 mg 
once a day has been shown to be effective in treating 
spontaneous bacterial peritonitis and does not require 
dosage adjustments in cirrhotic patients [13]. The onset of 
proinflammatory conditions is necessary for the 
development of NAFLD and is greatly influenced by gut 
dysbiosis [14]. In non-alcoholic steatohepatitis, lactulose 
acts as a prebiotic to regulate dysbiosis and reduce 
hepatic inflammation [15]. Lactulose is also a good 
armamentarium for preventing hepatic encephalopathy, a 
well-known complication of liver disease [16]. The 
patient was diagnosed with EHPVO and esophageal 
varices with a high risk of bleeding. The administration 
of rifaximin in addition to standard therapy with beta–
blockers (propranolol), for a period of 60 days, will lead 
to a significant reduction of the hepatic venous pressure 
gradient. Hence, rifaximin is highly recommended for 
this patient. 

CONCLUSION: 
A 2011 Norweigan study showed a 3.8 per 100,000 
prevalence of CTD among adults, with an incidence of 
2.1 per million per year. The mean age of onset was 31.9 
years and more than three-quarters of patients were 
female. Connective tissue disease represents an 
increasing burden on global health resources worldwide. 
Disease-related complications, long-term treatment-
related adverse events, and associated comorbidities are 
the major contributors to mortality and morbidity 
associated with these conditions. This case study 
reported a rare case of an adult woman diagnosed with 
connective tissue disease alongside myriad 
complications like pregnancy loss interlinked with the 
anti-phospholipid syndrome and extrahepatic 
complications of non-alcoholic fatty liver disease like 
the cavernous transformation of the portal vein. The 
diagnostic and therapeutic intervention provided for this 

patient will add insight to healthcare providers for 
continuing medical education programs. 
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