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CASE HISTORY

A 59-year-old female presents to the clinic with 
persistent left leg swelling that started about two-and-
a-half months ago. She describes a feeling of tightness, 
some redness that started about four weeks ago, a sen-
sation of burning that has been disrupting her sleep, as 
well as numbness and tingling in her left foot and toes. 
The patient reports no recent injury or trauma to the 
area. She denies any recent extended immobilization.

After trying some interventions and discovering 
that use of ice and elevation provided only tempo-
rary relief, she consulted a physician from a different 
health system about two weeks ago. She reports that 
an ultrasound was completed and that although no 
blood clots were found, there were some slightly swol-
len lymph nodes. She was told to use ibuprofen and 
elevate the leg. 

Despite trying these, she feels the condition is 
worsening. A further review reveals no chest pain, fe-
ver, or shortness of breath.

She had varicose vein surgery on the right leg 12 
years ago but reports that the veins in her left leg were 
“not too bad.” She also reports a history of cellulitis 
in the right leg a few years ago that was treated with 
prednisone. She has no history of blood clots.

The patient has not been seen in her primary 
care office for over 10 years. She is not currently on 
any medication and has no other significant past 
medical history. 

On examination, she is in no distress and has nor-
mal vital signs. There are no open areas or wounds 
present. The swelling is localized to her lower extremi-
ty, with no swelling noted above the knee. Fig. 1 shows 
the initial presentation of the patient’s swollen left leg.

The left lower leg is warm and tender to touch 
with 3+ pitting edema and erythema. No swelling is 
present in the patient’s left foot or above the knee. She 
has a negative Homan’s sign, and her pedal pulses are 
2+ bilaterally. The patient’s lungs are clear, and she ex-
hibits no other signs of fluid overload. 

At the time she leaves the office, she is treated for 
cellulitis with amoxicillin 875 mg twice daily for one 
week. She is also advised to continue elevating the leg 
and start using compression stockings during the day 
when she is on her feet. A repeat ultrasound is ordered 
to rule out a deep vein thrombosis (DVT). 

The ultrasound shows no evidence of an acute 
left lower extremity DVT; however, pathologic left 
inguinal lymph nodes measuring up to 4.2 cm are 
noted. Further imaging with a pelvic ultrasound is 
recommended in the next one to three months to de-
termine the cause of her lymphadenopathy, and tissue 
sampling is recommended if she has persistent lymph-
adenopathy. 

One week later, the patient follows up in the of-
fice. She reports no change in her symptoms with the 
use of amoxicillin. Her assessment is also unchanged. 
She is prescribed cephalexin 500 mg twice daily for 
seven days to see if additional microbial coverage 
would be any more effective. She is encouraged to con-
tinue elevation and compression use. Due to the lack 
of response and the enlarged lymph nodes, a comput-
ed tomography (CT) scan of the patient’s abdomen 
and pelvis and a chest X-ray are ordered for further 
evaluation. 

QUESTIONS

1.	 What are some possible causes of lower extremity 
edema? 

2.	 What are the risk factors for DVT?
3.	 What are possible causes of inguinal lymphadeno-

pathy? 

ANSWERS

1.	 Possible causes of lower extremity edema include, 
but are not limited to, varicose veins, chronic kid-
ney disease, cirrhosis, DVT, chronic venous in-
sufficiency, heart failure, cellulitis, lymphedema, 
medication side effects, and malignancy involving 
lymph nodes leading to obstruction.1
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2.	 Some risk factors for DVT include male gender, 
a recent hospitalization or extended period of 
immobilization, congestive heart failure, trauma 
or fracture, soft tissue injury, infection, varicose 
veins, clotting disorders, smoking, pregnancy, 
acute malignant neoplasm, and use of hormonal 
contraception.2

3.	 Inguinal lymphadenopathy can be caused by sexu-
ally transmitted infections, localized skin and soft 
tissue infections, and other viral or bacterial infec-
tions. Less common but serious causes of lymph-
adenopathy include lymphoma and metastatic 
disease.3

ADDITIONAL CASE HISTORY

When the additional imaging is completed, the 
chest X-ray shows large pulmonary nodules consistent 
with metastases (see Fig. 2). The CT of the patient’s 
abdomen and pelvis shows large enhancing left in-
guinal lymph nodes without other findings of intra-
abdominal metastatic disease. The radiology service 
concludes that based on the location and distribution 
of her disease, the cause is likely a malignancy in the 
lower extremity such as melanoma or sarcoma. When 

the patient returns to the office to reassess her lower 
extremity edema, the imaging is reviewed and the pa-
tient is notified of the findings.

An urgent referral is placed to the oncology ser-
vice. In the meantime, a needle biopsy of the lymph 
node and a chest CT are ordered, as well as an MRI 
of the brain. 

The needle biopsy reveals a high-grade, poorly dif-
ferentiated malignant neoplasm. The differential diag-
nosis at this time includes melanoma, primitive neuro-
ectodermal tumor (PNET), and a poorly differentiated 
carcinoma with neuroendocrine differentiation. Ma-
lignant melanoma seems most likely.

The lymph node and the lung nodules are pre-
sumed to be metastases, and the original site of the 
assumed melanoma is not identified. The brain MRI 
shows a few tiny but concerning foci of enhancement 
in brain parenchyma, suggestive of early intracranial 
metastatic disease.

DISCUSSION

Unilateral lower extremity edema can be caused 
by many different pathologies as discussed above. In 
this case, the patient’s leg swelling was not a result of 
cellulitis but an underlying melanoma leading to me-
tastasis. Prompt imaging and close follow-up helped 
identify the cause of the patient’s swelling and guide 
the next steps in the treatment plan to set the patient 
up for the best possible outcomes. 

Photo Quiz: Lower Extremity Edema

Fig. 2. Chest X-ray showing multiple lung nodules bilaterally.

Fig. 1. Left lower leg edema compared to the right leg.
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In the United States in 2024, there were an es-
timated 100,640 new cases of cutaneous melanoma.4  
Melanoma of unknown primary (MUP) accounts for 
approximately 2% to 4% of all melanoma cases in the 
nation. MUP is believed to arise when there is regres-
sion of a known primary site, likely driven by immune 
responses involving T cells and natural killer cells. 

Molecular studies suggest that MUP likely comes 
from the skin, as it often has the pattern of ultravio-
let (UV) damage mutations found in cutaneous mela-
noma. Other melanoma types, such those originating 
in mucosal or uveal locations, have different mutation 
patterns and lack UV signatures.5

Clinical evidence also supports this theory, as pa-
tients with MUP often have vitiligo and regressed pig-
mented lesions, as well as a higher prevalence of dys-
plastic nevi compared to the general population. MUP 
is thought to most commonly originate from areas on 
the trunk and lower limbs.5

Lymph node involvement is the most common 
presentation in patients with MUP, with axillary and 
inguinal nodes being the most frequently affected ar-
eas. In a study of MUP patients, 65% presented with 
lymph node metastases only, especially the axillary, 
groin, and cervical locations. A minority of MUP cases 
present with visceral metastases (25%), brain involve-
ment (16%), or skin/subcutaneous lesions (10%).6

Clinical signs to look for include a history of previ-
ously excised skin lesions without histological exami-
nation, vitiligo, or regressed pigmented lesions, which 
may suggest immune-mediated regression. A complete 
skin exam should be performed, with attention paid to 
evidence of regressing lesions.

MUP tends to affect men more often than women, 
and most cases appear in patients between the ages 
of 40 and 60 years. Based on lymphatic drainage pat-
terns, the trunk and lower limbs are considered the 
most likely sites of primary disease, so it is important 
to focus on these when completing the skin exam. 

CASE OUTCOME

The patient was seen promptly by the oncol-
ogy service and started on chemotherapy. Discussion 
about starting radiation for more targeted therapy of 
metastases also occurred, but the decision was made 
to repeat imaging after a few rounds of chemotherapy 
to determine response.

The patient had a hard time tolerating chemo-
therapy, with the biggest complication being severe 
diarrhea. She was hospitalized for other complications 
including colitis and a small bowel obstruction. She is 
currently on a break from chemotherapy due to these 
complications. The patient’s prognosis at this time  
remains unclear.
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