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Abstract
Primary Sclerosing Cholangitis (PSC) is a rare chronic cholestatic liver disease characterized by inflammation
and fibrosis of the bile ducts, resulting in end-stage liver disease. It may coexist with other autoimmune diseases.
Relapsing Polychondritis (RP) is an uncommon and severe disease which may lead to destruction of elastic
cartilages. A case of RP associated with PSC is presented. Although the occurrence of these diseases together
could be coincidental, an association seems immunologically plausible.
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Introduction
Primary Sclerosing Cholangitis (PSC) is a chronic cholestatic liver
disease characterized by concentric and obliterative fibrosis of the
intrahepatic and/or extrahepatic bile ducts and a lymphocytic portal
tract inflammation leading to cholestasis, cholangitis, and cirrhosis.
Either a history of or co-existent Inflammatory Bowel Disease (IBD)
has been found in 75–90% of patients with PSC [1]. Relapsing
Polychondritis (RP) is an uncommon condition of unknown etiology
characterized by inflammation of cartilage throughout the body,
including auricular, nasal, tracheobronchial and articular cartilage
[2,3], and approximately 30% of the cases are associated with systemic
non-organ-specific connective tissue diseases, most often a vasculitis
and, with systemic organ-specific autoimmune diseases such as
thyroid or IBD [4]. A case of PSC followed by RP was presented here
and speculation about the relationship of these diseases was offered.
To our knowledge, this is a unique case as no other cases with a similar
pattern have been reported.

Case Report
A previously healthy 75-year-old man presented with pruritus and
weight loss, without abdominal pain and jaundice about three years.
The patient was admitted to the hospital for operation due to
suspected diagnosis Cholangio carcinoma (CCA). During the
hospitalization, he suffered from fever, nasal pain, swelling and
redness of the external ears. Meanwhile his eyes were pain and
photophobia. On clinical examination, he was dry, flushed, febrile, and
tachycardia. Scratch marks found on skin. Bilateral helix was swelling,
erythema, and tenderness. Eyes were red and nose was tenderness. No
other clinical signs of chronic liver disease. Chest was clear, and heart
sounds were normal. Abdominal examination revealed soft abdomen
with right upper quadrant tenderness and normal bowel sounds. No
evidence of ascites, splenomegaly or pedal edema. Ophthalmologic
examination showed conjunctivitis. Routine laboratory tests revealed
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normal blood count, renal functions, and electrolytes. Urinalysis
showed positive urobilinogen. ESR was 125 mm/hr. Liver function
tests showed predominantly cholestatic picture with elevated Alkaline
Phospatase (ALP) at 176 IU/L, γ-Glutamyl Transpeptidase (γ-GT)
at137 IU/L and bilirubin at 32 μmol/L, but the synthetic liver function
increased slightly, such as aspartate aminotransferase (AST) at106
IU/L, alanine aminotransferase (ALT) at 76 IU/L and albumin was
24g/L. PT, APTT were normal. Rheumatoid factor (RF), antiextractable nuclear antigen antibodies (ENA), Antineutrophil
Cytoplasmic Antibody (ANCA), Anti mitochondrial Antibodies
(AMA), anti-smooth muscles antibodies (SMA), anti-liver cell
membrane antibodies (LMA), anti-soluble liver cell antibodies (SLA),
anti-liver-kidney microsomes antibodies (LKM) were all negative
except weakly positive ANA (1:100 granular pattern) and increased
IgG at 16.1g/L as well as IgA at 4.19 g/L. Serum levels of tumor
markers, including CEA, AFP, CA125, CA242, CA19-9, and CA153
were all within the normal ranges. Tc-99m MDP bone scintigraphy
showed diffusely increased accumulation of radioactivity in nose,
costocartilages, sternoclavicular and ankle joints (Figure1).
An ultrasound scan showed the intrahepatic bile ducts dilatation.
Computed Tomography (CT) showed multiple dilatations of the
intrahepatic bile ducts in the liver, without cirrhosis. Magnetic
Resonance Cholangio Pancreatography (MRCP) showed multiple
dilatations and beads like intrahepatic biliary ducts (Figure 2A and
2B). The patient was diagnosed as PSC and RP based on clinical
manifestations, laboratory as well as MRCP. His symptoms were
markedly improved after treated with prednisone 0.5 kg/mg/d and
methotrexate 10 mg/w. After 3 months of treatment, his symptom was
completely relieved. Repeated liver function test was normal except
slightly elevated γ-GT at 106 IU/L. After following three years,
repeated CT and MRCP showed no remarkably changes (Figures 2C
and 2D).
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Discussion
The diagnosis of PSC is based on a combination of cholestatic
parameters and typical cholangiographic findings, except secondary
sclerosing [5]. To data, MRCP has emerged as the standard procedure
for detecting PSC. Only the MRCP findings are normal, liver biopsy is
required to confirm the diagnosis [6]. The prognosis of PSC is usually
poor and liver failure occurs 10–12 years after the onset of PSC. In
addition to cirrhosis, approximately 10–15% of PSC patients will
develop CCA, which is the most feared complication often leading to
death within a few months [7]. Sudden progressive jaundice, elevated
concentration of CA 19-9, weight loss and abdominal pain are
frequently associated with the development of CCA in PSC [8]. MRCP
is considered the modality of choice in the diagnosis of CCA because
of its high contrast resolution, multiplanar capability, and its ability to
determine the parenchymal, biliary, and vascular extension [9]. In a
clinical setting, IgG4-related sclerosing cholangitis resemble PSC,
making diagnosis difficult. The diffusely enlarged pancreas imaging
findings and elevated serum IgG4 will be helpful for differential
diagnosis [10]. This case illustrated the classic clinical features and a
cholestatic pattern on serum liver biochemistry. And MRCP showed
intrahepatic ductal dilatation with tortuous and diffuse dilatation most
consistent with PSC. Then symptoms and hepatobiliary enzymes got
markedly improved with the therapy. After 3 years follow-up, the
benign course corroborated a diagnosis of PSC.

Figure 1: Tc-99m MDP bone scintigraphy demonstrate intense
uptake nose, bilateral chest wall and ankle joints.

Figure 2: A MRCP (T2-weighted image) reveals typical beading
appearance of dilated intrahepatic bile ducts characteristic of PSC.
B. MRCP (3D image). C and D After following 3 year repeated
MRCP showed no remarkably changes.

J Diabetes Metab
ISSN:2155-6156 JDM, an open access journal

PSC might be an immune-mediated process and is indeed
associated with other autoimmune diseases [11]. The vast majority of
PSC cases occur in the setting of IBD and its association with IBD is
well recognized, especially primarily Ulcerative Colitis (UC). Although
PSC occurs in approximately 5% of all patients with UC, up to 75% of
patients with PSC will have associated UC [12]. PSC is also associated
with autoimmune disease outside the gastrointestinal tract such as
Rheumatoid Arthritis (RA), Sjögren’s Syndrome (SS), Systemic
Sclerosis (SSc), and Systemic Lupus Erythematosus (SLE) [13].
However, to our knowledge there are no reports of RP in patients with
PSC.
RP mainly affects cartilaginous as well as proteoglycan-rich tissues.
Up to 70% of patients with RP have disease limited to inflammatory
changes of the cartilages of the head and neck. A small percentage of
patients will develop multi systemic involvement, although hepatic
involvement in RP is rare. Approximately 30% cases of RP have
coexistent other autoimmune disorders like systemic vasculitis, RA,
SLE, SS, and IBD. The diagnosis of RP usually depended on a
constellation of clinical features and symptom-driven diagnostic
testing. McAdam et al. [14] suggested 6 clinical diagnostic criteria. The
presence of 3 out 6 criteria confirmed the diagnosis but histology was
not required. The modified criteria were proposed by Damiani and
Levine, which required either on three McAdam criteria or at least one
McAdam criterion with histologic confirmation, or chondritis at least
in two distinct locations with therapeutic response [15]. According to
Michet et al. [16], RP diagnosis relied on a proven inflammation in 2
out of 3 auricular, nasal or laryngotracheal cartilages; alternatively, a
proven inflammation in one of these cartilages and 2 other signs
amongocular inflammation, hearing loss, vestibular dysfunction, or
seronegative arthritis were required [2,14-16]. With development of
nuclear medicine, positron emission tomography (PET)/CT and
Tc-99m MDP bone scintigraphy as well as Ga-67 citrate scintigraphy
has emerged as a helpful tool in early diagnosis, determining the
biopsy site, assessing inflammatory activity and monitoring a
treatment response [17,18]. Our patient should be considered have RP
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due to chondritis in two distinct locations, and a rapid response to the
administration of prednisone as well as inflammatory cartilage in
Tc-99m MDP bone scintigraphy.
Notwithstanding the cause of both RP and PSC is largely unknown,
there is evidence of immune system abnormalities and of genetic
influences in these disorders. Six different HLA molecules have so far
been associated with PSC [19]. Among them, HLA-DR4 might be a
marker for rapid disease progression in PSC, and the DR3, DQ2
heterozygous genotype is also associated with a more rapid
progression of PSC, whereas HLA-DQ6 is associated with a retarded
disease progression [13,20]. In RP, Genome-wide association analysis
reveals susceptibility to RP is associated with HLA-DR4 [21].
Transgenic strains expressing the DQ6alpha8beta transgene develop
spontaneous polyarthritis, auricular chondritis and nasal chondritis at
the mouse equivalent of human middle age [22]. Immunogenetic
findings suggest similar HLA molecules might play a role in the
pathogenesis of both diseases. Data from animal model and human
research show that RP might be a Th1-mediated disease as serum
levels of Interferon (IFN)-γ, interleukin (IL)-12, and IL-2 coincident
changes in disease activity, but the levels of Th2 cytokines do not [23].
While the lymphocytic infiltrate of PSC also show to be primarily Th1
phenotype, and Th1 cytokines are the predominant type in PSC [24].
Like PSC, RP also always coexisting with UC [4]. Moreover, ANCA
could play a role in both RP and PSC pathogenesis. They seem present
in 24% of RP patients and correlated with disease activity [23].
Similarly, they are used as a prognosis marker in PSC [23,24].
Therefore, RP associated with PSC might not only be a rare
coincidence but also seems intrinsic relationship.
In conclusion, we reported a patient with the extremely rare
association of PSC and RP. When patient with RP presents liver
function abnormalities, PSC should not be ignored.
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