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Unilateral leg swelling poses a diagnostic challenge with a myriad of potential differential diagnosis, including deep 
vein thrombosis (DVT), Baker’s cyst, and cellulitis. As some of these causes can be benign and easily treatable, 
other causes may be more severe and even life threatening. This article highlights the critical need for healthcare 
professionals to expand their differential diagnosis when common causes have been excluded, recognizing that 
some rare etiologies may signify severe underlying conditions. We present the case of a 55-year-old female with a 
two-month history of right leg swelling, initially attributed to erysipelas due to negative DVT findings. Upon closer 
examination, an abdomino-pelvic CT scan revealed diffuse peritoneal carcinomatosis, obstructing the right external 
iliac vein and elucidating the unilateral lower limb edema. This case focuses the importance of considering atypical 
causes, especially in patients with a history of cancer, and the potential life-threatening nature of rare etiologies. 
The article emphasizes the significance of a multidisciplinary approach, comprehensive laboratory assessments, 
and advanced imaging techniques in achieving accurate and timely diagnoses, ultimately guiding effective patient 
management.
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Introduction:

Unilateral leg swelling can be attributed to various 
factors, with deep vein thrombosis (DVT), Baker’s 
cyst, and cellulitis being the most prevalent causes. 
It is particularly crucial for healthcare professionals 
to promptly diagnose DVT, due to its potential life-
threatening complication of pulmonary embolism1.
When ruling out these more common etiologies, it is 
important to recognize that numerous less common 
causes of unilateral leg swelling exist, spanning 
a spectrum from benign to potentially serious 
conditions. Therefore, clinicians should be mindful 
of rare etiologies, such as arterial insufficiency, 
lymphatic or venous obstruction, or systemic diseases 

like vasculitis2. Conditions like popliteal artery 
entrapment syndrome, lymphangioleiomyomatosis, 
or Behçet’s disease may present with unilateral leg 
swelling, posing diagnostic challenges due to their 
infrequent occurrence3. Furthermore, certain rare 
genetic disorders, such as hereditary angioedema 
or Milroy’s disease, can manifest as unilateral leg 
swelling4. These conditions, though infrequent, 
underscore the importance of considering a broad 
differential diagnosis. 
In fact, any lesion or disease process that mechanically 
obstruct major abdominal veins, can potentially present 
as unilateral or bilateral leg swelling, mimicking DVT, 
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ranging from cysts, malignancies, even abscesses5. 
This article presents a never yet reported case of 
upstream venous obstruction, due to diffuse peritoneal 
carcinomatosis obstructing at the level of the right 
external vein, in a patient with 2-month history of 
unilateral leg swelling, with negative workup for DVT 
and no improvement with antibiotics.

Case presentation:

This is the case of a 55-year-old female patient, known 
to have breast carcinoma in 2010 status post remission 
after chemotherapy and radiotherapy, and endometrial 
cancer in 2019 status post hysterectomy and bilateral 
oophorectomy, presented to the emergency room for 
unilateral right leg pain and swelling of two months 
duration.
The history goes back to multiple visits to her primary 
care physician for the same complaint; ultrasound was 
conducted at that time and eliminated a DVT of the 
lower extremity, or the presence of a cyst. The patient 
was then prescribed antibiotics, assuming erysipelas 
was the etiology of the clinical presentation. After 
a 7 days course of treatment, the patient noticed no 
amelioration, therefore she presented to the emergency 
department. 
Upon presentation, the patient was tachycardic, afebrile 
and in pain. Physical exam was unremarkable, except 
for non-pitting right lower limb edema extending to 
the mid-thigh, with minimal erythema and positive 
pedal pulses (Figure 1). 

Review of personal history was non-significant except 
for the previously mentioned oncologic disorder, and 
recent ablation of a cutaneous lesion on right leg that 
was found benign on histology; review of family 
history and review of systems were insignificant.
Laboratory workup were ordered and showed an 
elevated D-Dimer (3120 ng/ml with a reference value 
of <500 ng/ml) and CRP (22 mg/L), with a negative 
white blood cells count, normal creatinine and normal 
liver enzymes. In light of a negative DVT workup, 
and elevated D-Dimer, malignancy was suspected, 
and therefore an abdominal-pelvic CT with injection 
was ordered. Surprisingly, the report showed diffuse 
peritoneal carcinomatosis, with an intra-peritoneal 
speculated lesion, lateral to the bladder on the right, 
compressing the right external iliac vein that could 
explain the unilateral lower limb swelling. After 
seeking surgical, gynecologic and oncologic consults, 
the plan was to admit the patient and put her on 
prophylactic anticoagulation, waiting for further 
investigations and management, including chest CT 
scan, MRI of the pelvis, biopsies.  
Verbal consent was taken from the patient to publish 
these data anonymously. 

Discussion:

This case highlights the imperative need for healthcare 
professionals to maintain a broad and comprehensive 
approach when confronted with unilateral leg swelling, 
particularly when common etiologies like deep vein 
thrombosis (DVT), Baker’s cyst, and cellulitis have 
been ruled out. Although rare etiologies can be benign 
and non-life threatening, others can be more serious, 
and can be the superficial, visible tip of an iceberg, 
hiding underneath the surface a very serious condition, 
that needs prompt investigations and management. 
For instance, the case of unilateral lower limb edema, 
depicted in this report, unveiled a hidden malignancy 
and introduces a rare etiology of venous obstruction, 
although mechanical obstruction due to compression 
by a mass is relatively a common cause of edema and 
swelling6, having peritoneal carcinomatosis as the 
cause of the presentation is not documented in the 
literature yet. In fact, obstruction related to peritoneal 
carcinomatosis have been reported mainly as small 
bowel occlusion (highlighting the distinctiveness of 
this case report) 7 8.
Furthermore, this patient had strong risk factors and 
signs for DVT: unilateral leg swelling, 2 months 
duration, elevated D-Dimer, history of breast and fig.1
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endometrial cancer, no improvement on antibiotics, 
and was tachycardic upon presentation (which could 
be a sign of consequences of DVT such as pulmonary 
embolism), which could easily lead to a bias in 
diagnosis; but the negative Doppler Ultrasound mead 
the physicians in the emergency department into 
further investigation. Given her past medical history, 
other diagnosis could be thought of such as idiopathic 
lymphedema, heart failure, kidney failure, pulmonary 
hypertension … all of which were eliminated by the 
physical exam, laboratory workup and imaging done 
in the ER.
The delayed diagnosis in this case demonstrates the 
potential life-threatening nature of rare etiologies and 
the importance of promptly identifying and addressing 
them, even though Peritoneal Carcinomatosis (PC) is 
a late-stage manifestation of several gastrointestinal 
and gynecological malignancies, and is usually a sign 
of metastatic disease and has a poor prognosis9.
Finally, it is important to note that, in low-resource 
settings, the practical challenges of investigating lower 
limb edema can be significant. Relying on expensive 
imaging techniques like CT scans may not be realistic 
due to the high costs involved and limited access to such 
technology. This can make it difficult for healthcare 
providers to accurately diagnose the underlying cause 
of a similar presentation and develop an appropriate 
treatment plan. In these settings, healthcare providers 
may need to rely on less expensive and more readily 
available diagnostic tools, such as physical exams and 
basic laboratory tests, which can lead to misdiagnosis. 
The multidisciplinary approach taken, involving 
surgical, gynecologic, and oncologic consultations, 
exemplifies the complexity of managing such cases. 
The decision to initiate anticoagulation while awaiting 
additional investigations reflects a cautious approach 
given the potential complications associated with 
venous obstruction, including a chest CT to rule 
out any potential pulmonary embolisms. Further 
investigations are in order, including MRI, biopsies 
with histological and pathological studies to assess the 
extent of the disease and potentially the source of PC. 

Conclusion:

This case underscores the significance of broadening 
the differential diagnosis for unilateral leg swelling 
beyond common causes. Clinicians should remain 
vigilant for rare etiologies, recognizing their potential 
to be life threatening or indicative of more extensive 
and serious underlying conditions. A multidisciplinary 

approach, comprehensive laboratory assessments, and 
advanced imaging techniques are essential in ensuring 
timely and accurate diagnoses, thereby facilitating 
appropriate and effective patient management.
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