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Introductıon
Renal Cell Carcinoma (RCC) is associated with an up to 10% to 40% prevalence of paraneoplastic 

syndromes either at the time of diagnosis or during the disease course. Hypercalcemia, hypertension, 
polycythemia, nonmetastatic hepatic dysfunction, galactorrhoea, Cushing's syndrome, alterations 
in glucose metabolism, amyloidosis, anemia, neuromyopathy, vasculopathy, nephropathy, 
coagulopathy and prostaglandin elevation are paraneoplastic manifestations, that has been described 
among RCC patients [1].

In 1961, Stauffer described abnormal liver function tests, hepato-splenomegaly, histologic 
changes consistent with non-specific hepatitis, and recovery of these abnormalities after 
nephrectomy, in patients with RCC [2]. Cytokin production by the tumor, especially interleukin 
6 are considered as the underlying pathogenetic mechanism of RCC patients who present with 
hepatic dysfunction in the absence of liver metastases.

We report a case of an female patient presenting with advanced renal cell carcinoma with 
Stauffer’s syndrome who has recovered spontaneously.

Case Presentation
A 69 year old female patient was admitted with jaundance and pruritis of two weeks duration. 

She had a history of right radical nephrectomy nineteen years before and the final pathologic 
examination had demonstrated clear cell carcinoma with renal vein invasion. Follow up magnetic 
resonance imaging confirmed a left renal mass of 7 cm, thirteen years after operation. The patient 
refused surgery and any medical treatment and was on radiologic follow up. However, after a 
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Abstract
Stauffer syndrome is characterized by abnormal liver function tests, hepato-splenomegaly, 
histologic changes consistent with non-specific hepatitis, and recovery of these abnormalities after 
nephrectomy, in patients with RCC. Few cases have been described with paraneoplastic cholestatic 
jaundance of RCC in the literature. We report a case of a female patient presenting with advanced 
renal cell carcinoma with Stauffer’s syndrome who has recovered spontaneously
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Figure 1: Abdomen computed tomography showing two masses on left kidney.
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follow-up period of two years, renal mass increased in size and she 
developed a second renal 5 cm mass. She received interferon-alpha 
therapy until radiologic evidence of disease progression for three 
months. Sorafenib was administered as second line treatment which 
was discontinued by the patient because of severe skin reactions, 
while the disease regressed. She again denied treatment and lost from 
follow up.

Physical examination revealed jaundence, hepatomegaly and  a 
large palpable, relatively mobile, nontender mass in the left side of 
the abdomen. Laboratory data revealed anemia leucocytosis, elevated 
alkaline phospatase (ALP), gamma-glutamyl transpeptidase (GGT), 
total billurubin, calcium, decreased serum albumin levels and 
prolonged prothrombine time (Table 1). Protein electrophoresis 
revealed mild diffuse hyperglobulinaemia. She was negative for 
hepatitis A,B,C,D, cytomegalovirus, Epstein-Barr virus, herpes virus 
serological tests. Immunological assays for the various autoimmune 
diseases (ANA, ENA, antids DNA, antiss DNA, antihistones 
antibodies, ASMA, AMA, p-ANCA, c-ANCA) were all negative. 
The urine analysis showed hematuria, blood and urine cultures were 
sterile.

Abdominal ultrasonography showed 94 and 75 mm masses on 
the left kidney. There was no evidence of intrahepatic or extrahepatic 
biliary dilatation. Abdomen computed tomography showed two 
masses on left kidney and multipl paraaortic lymphadenopathies 
(Figure 1). MRCP revealed normal pancreas and no intra or 
extrahepatic biliary dilatation. The patient's liver function test levels 
gradually increased reaching the highest values one month from 
admission (Table 1).

The patient denied liver biopsy and only treated with 
cholestyramine supportively. On follow up billurubin, ALP and GGT 
levels gradually decreased and became in normal ranges 3 months 
later without any therapy (Table 1). She is on follow up without any 
treatment for one year and her billurubin level is in normal ranges. 

Discussion
Malignancy related cholestasis is usually associated with 

mechanichal obstruction of biliary tract or widespread hepatic 
metastasis. It can rarely be the paraneoplastic manifestation of some 
malignancies; especially renal cell carcinoma [3].

Few cases have been described with paraneoplastic cholestatic 
jaundance of RCC in the literature [4]. Our patient had elevated 

ALP, GGT and billurubin levels, decreased albumin and prolonged 
prothrombin time. There was no liver abnormality on abdomen 
computed tomography. On the basis of these findings and absence 
of obvious cause of liver dysfunction the patient diagnosed as having 
Stauffer’s syndrome. 

Stauffer’s syndrome with cholestatic jaundence,  appears as the 
initial clinical presentation of renal cell carcinoma. All described 
patients were diagnosed during an evulation of jaundence [5]. They 
all underwent nephrectomy and had complete resolution of clinical 
and liver function abnormalities after surgery. Recently, Girotra et al 
reported a patient with prior nephrectomy who developed Stauffer’s 
syndrome as a presentation of RCC recurrence [6]. The patient denied 
further workup and there is no information about clinical course 
thereafter. Authors concluded that this syndrome may be a surrogate 
marker of RCC recurrence. Our patient had prior nephrectomy for 
RCC and she had developed a mass on the other kidney on follow 
up. Stauffer’s syndrome diagnosis was not obtained neither prior the 
diagnosis of RCC nor before recurrence. Jaundence occurred after 
disease recurrence when she was not taking any medications for 
RCC. She was icteric on admission, billurubin levels tend to decrease 
and became normal levels  3 months after. Resolution of Stauffer’s 
syndrome was spontaneously as she did not accept operation and any 
other medication for RCC.

The underlying pathophysiology of 
this  paraneoplastic  manifestation is poorly understood. However 
possible role of IL-6 overexpression by the primary tumor are 
reported. Blay et al. [7] investigated this issue in 119 metastatic renal 
cell carcinoma patients and found that patients with detectable IL-6 
had significantly higher serum ALP and GGT levels. They concluded 
that IL-6 is involved in the pathophysiology of paraneoplastic 
cholestasis. Think that our case adds to the growing pool of data of 
this rare variant of Stauffer’s syndrome. There is no data about non 
treated paraneoplastic cholestatic jaundence of RCC in the literature. 
This is the first case of spontaneous resolution of this paraneoplastic 
syndrome.
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Admission 1 month  
later Discharge

ALP  (IU/L) 292 181 232

GGT 268 53 298

Total bıllurubin(mg/dL) 6.14 17.1 2.2

Direct bilirubin (mg/dL) 5.86 12.1 1.8

AST (IU/L) 56 38 41

ALT (IU/L) 98 33 115

Hemoglobin  (g/dL) 10.7 11.5 11.3

Albumin (mg/dL) 4.1 3.3 3.1

Prothrombine time 11 13.4 11.8

Table 1: Laboratory values.
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