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ABSTRACT

Jaundice, characterized by yellow discoloration of the skin, mucous membranes, and sclera, results from
hyperbilirubinemia and is uncommon in adults. Its occurrence often signals serious underlying conditions.
Hyperbilirubinemia may also present with cutaneous manifestations, including xerosis, hyperpigmented plaques,
and erythematous rashes. A 47-year-old woman presented with hyperbilirubinemia, transaminitis, and cutaneous
manifestations, including hyperpigmented plaques on the face, erythematous rashes on the hands and feet, and
yellowish discoloration of the skin. Despite extensive evaluation, including viral hepatitis screening, autoimmune
markers, and imaging, a definitive diagnosis remained elusive. The clinical features and laboratory findings
suggested Primary Biliary Cholangitis (PBC) as the most likely diagnosis, although further confirmation through
advanced serological testing and liver biopsy was needed. Treatment with ursodeoxycholic acid (UDCA) and
high-dose oral methylprednisolone showed clinical improvement but persisted in transaminitis with a normal
ultrasonographic appearance. This case emphasizes the importance of recognizing cutaneous signs in systemic
diseases and the need for a comprehensive diagnostic approach in resource-limited settings.
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INTRODUCTION

Yellowish discoloration of the skin, mucous
membranes, and the sclera of the eyes is
caused by excessive bilirubin accumulation in
the body. This condition, known as jaundice,
occurs due to hyperbilirubinemia.! Although
jaundice is relatively rare in adults, its occurrence
typically shows a serious underlying pathology.
Diagnosing jaundice requires more than physical
examination, as the causes are highly diverse,
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ranging from pre-hepatic, intrahepatic, to
post-hepatic disorders.! Hyperbilirubinemia, in
addition to causing jaundice, may also lead to
cutaneous manifestations, such as ichthyosis/
xerosis, pallor, excoriation, hyperpigmentation
of palmar creases, clubbing, and slight edema.
The manifestations are often associated with
primary hepatobiliary disorders.? This case
report discusses a 47-year-old woman admitted
with transaminitis and hyperbilirubinemia
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accompanied by erythematous maculopapular
rashes, scaling desquamation on the hands
and feet, and itching. The most prominent
skin manifestation was the appearance of
hyperpigmented plaques on the face. The
patient was treated at a hospital in Malang,
East Java, Indonesia. Despite hospitalization,
a definitive diagnosis could not be established
due to limitations in available medical services
and cultural barriers, which hindered the
patient's willingness to undergo certain
medical procedures. This case offers a valuable
opportunity to explore the likely diagnosis from a
medical perspective, emphasizing the challenges
posed by such constraints.

CASE ILLUSTRATION

A 47-year-old woman was admitted
with elevated SGOT, SGPT, and bilirubin
levels, accompanied by the presence of
hyperpigmented plaques covering her entire
face for the past week. (Figure 1-A). The skin
lesions initially presented as erythematous
rashes on the hands and feet, accompanied by
itching over the past two months (Figure 2-A).
The patient also reported yellow discoloration
of the body and eyes, along with dark brown
urine resembling tea, during the same period.
According to the medical history, multiple
surgeries have been performed, including

appendectomy due to appendicitis (2010),
cesarean section (2011), hysterectomy (2013),
mastectomy of the right breast due to multiple
fibroadenomas (2023), and mastectomy of the
left breast due to multiple fibrocystic changes
(2024). The patient had no history of allergies
and denied alcohol consumption. During the
physical examination, the patient's vital signs
were within normal limits, and hyperpigmented
crusts were observed across her face (Figure
1-A) along with erythematous rashes, xerosis,
desquamation, and yellowish discoloration on
the hands and feet (Figure 2-B). Cardiovascular,
pulmonary, and Laboratory examination
(Table 1) revealed leukocytosis (15,230/mcL),
eosinophils at 1.8%, neutrophils at 81.5%, and
lymphocytes at 5.6%. Blood chemistry analysis
showed hyperbilirubinemia (31.20 mg/dL) of
parenchymal origin, accompanied by elevated
AST (401.4 U/L) and ALT (310.2 U/L). A prior
examination conducted at another hospital a
month earlier also showed a total increase in
bilirubin (18.8 mg/dL), AST (637.0 U/L), and
ALT (537.0 U/L). Abdominal ultrasonography
did not reveal any pathological abnormalities
(Figure 3). Screening for viral hepatitis markers
(A, B, and C) yielded negative results, and
coagulation profiles, including APTT and PT,
were within normal limits. The kidney function
tests were also within normal limits. The ANA

Table 1. The patient’s laboratory examination results on admission (12/11/2024)

Laboratory test ER Admission Reference Value
Hemoglobin 13.9 12 -16 g/dL
Leukocyte (WBC) 15.23 4.3 -10.8 10"3/mcL
Eosinophil 1.8 % (270/mcL) 1-3%
Neutrophil 81.5% (12.41/mcL) 425 -71%
Lymphocyte 5.6% (850/mcL) 20.4 — 44.6%
Thrombocyte 299 150 — 400 10”3/mcL
Random Blood Glucose 103 < 140 mg/dL
SGOT (AST) 401.4 <35 U/L
SGPT (ALT) 310.2 <41 UL

Total Bilirubin 31.20 0.3 1.0 mg/dL
Direct bilirubin 18.66 < 0.2 mg/dL
Indirect Bilirubin 12.54 < 0.1 mg/dL
Ureum 17.6 17 — 36 mg/dL
BUN 8.25 7 — 23 mg/dL
Creatinine 0.62 0.6 — 1.1 mg/dL

WBC, White Blood Cell; SGOT, Serum Glutamic-Oxaloacetic Transaminase; AST, Aspartate
Aminotransferase ; SGPT, Serum Glutamic-Pyruvic Transaminase; ALT, Alanine Aminotransferase;

BUN, Blood Urea Nitrogen
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Table 2. The aminotransferase and bilirubin levels on monitoring

Laboratory test (12/11/2024) (12/14/2024) 12/18/2024 Reference Value
SGOT (AST) 401.4 217.8 265.4 <35U/L
SGPT (ALT) 310.2 219.7 156.3 <41 UL
Total Bilirubin 31.20 29.17 30.76 0.3 - 1.0 mg/dL
Direct bilirubin 18.66 18.20 19.40 < 0.2 mg/dL
Indirect Bilirubin 12.54 10.97 11.36 < 0.1 mg/dL

Figure 1. Hyperpigmentation crust on the face (A); Resolving hyperpigmentation
crust after medication (B)

Figure 2. Maculopapular erythematous rash with desquamated skin on the hand and
foot (A); Xerosis erythematous rash, desquamated skin on the hand and foot during
hospitalization (B)
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Figure 3. Normal ultrasonographic appearance

test (10.00 AU/mL) was negative, and AFP
levels were recorded at 11.90 IU/mL. During
hospitalization, the patient was treated with
glycyrrhizine infusion drip in normal saline
daily, high-dose methylprednisolone orally
(32 mg—-16 mg—0) followed by a tapering off
regimen, saline compresses (0.9% NaCl), and
10% urea cream to address facial skin lesions.
Clinically, the patient showed improvement,
with fading hyperpigmented crusts on the face
(Figure 1-B). However, bilirubin, AST, and ALT
levels remained persistently elevated without
significant reductions (Table 2).

Based on the clinical data, laboratory
findings, and supporting examinations above,
a definitive diagnosis remains unclear. The
patient’s primary problem includes elevated
transaminase and bilirubin levels of unknown
origin, accompanied by abnormal skin
manifestations (xerosis, desquamation, yellow
skin, erythema, skin eruption), and probable
related hyperbilirubinemia. Identifying the most
possible definitive diagnosis for this patient is
a critical focus for further discussion.

DISCUSSION

Based on the patient’s history and clinical
examination, the findings included yellowish
discoloration of the skin, maculopapular
erythematous rashes on the hands and

feet, hyperpigmented crusts on the face,
hyperbilirubinemia, and transaminitis. Hepatitis
virus infections were excluded due to the
absence of clinical symptoms and negative viral
markers (Hepatitis A, B, and C). According to
the ANA test, AFP, and abdominal ultrasound
results, diagnoses involving autoimmune liver
diseases, malignancies, or bile duct obstructions
were also excluded. Since there was no history
of drug or alcohol consumption, liver damage
caused by substances could also be ruled out.
Considering the available data, a 47-year-old
woman with persistent elevation of alkaline
phosphatase and hyperbilirubinemia without
obstruction or bile duct dilation, and no history
of drug, herbal, or alcohol intake, the most
likely diagnosis is Primary biliary cholangitis.?

primary biliary cholangitis is a chronic
autoimmune disorder that impacts the
intrahepatic bile ducts, resulting in cholestasis
and fibrosis.* The disease predominantly affects
women, especially occurring in about 1 in 1000
women over the age of 40, with factors such as
genetic predisposition, hormonal influences,
and epigenetic changes playing a role.>” This
case aligns with the classical presentation of
PBC, given the persistent hyperbilirubinemia,
transaminitis, and absence of obstructive biliary
pathology. Further serological testing and liver
biopsy are crucial for confirmation.
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Hormonal fluctuations, particularly elevated
estrogen levels, are a risk factor in patients with
fibrocystic breast disease. Elevated estrogen
increases DNA synthesis, mitotic activity, cell
proliferation, and differentiation, potentially
predisposing individuals to benign atypical
breast tumors. A case-control study conducted
by Milena Brkic et al. involving 50 patients
with fibrocystic breast disease showed a higher
estrogen-to-progesterone ratio (E2/P) compared
to 40 control patients.® Estrogen is also known
to increase IFN-y production, triggering anti-
mitochondrial antibodies (AMA) in circulation,
leading to bile duct damage associated with
PBC.7 Therefore, fluctuations in estrogen
hormone levels are considered a contributing
factor to the development of PBC and fibrocystic
breast disease in this patient.

The most commonly reported symptoms
in PBC patients include fatigue (20%-85%),
followed by pruritus (20%-75%), jaundice (10%-
60%), xanthomas (15%-50%), dyslipidemia
(>75%), and osteoporosis (35%).’ Occasionally,
symptoms may mimic other conditions such
as Sjogren’s syndrome, thyroid disorders, and
systemic sclerosis, necessitating vigilance
during diagnosis. The screening tests, including
Anti-Ro/SSA, Anti-La/SSB, thyroid panels,
and anticentromere antibodies, are essential
for excluding these conditions.!” In addition,
PBC patients may experience dermatological
symptoms such as lichen planus, vitiligo, and
psoriasis.!! A prospective study conducted by
Koulentaki et al. involving 49 PBC patients
found that pruritus, xerosis, dermographism,
and melanosis were more frequently observed.
Moreover, 38.7% of patients experienced
dermatological lesions as their initial presenting
symptoms. These findings emphasize the
importance of recognizing cutaneous
manifestations as early indicators for the
detection of PBC.!?

To establish a diagnosis of PBC and exclude
differential diagnoses, further investigations
such as Computed Tomography (CT) scan,
Magnetic Resonance Imaging (MRI), Magnetic
Resonance Cholangiopancreatography (MRCP),
autoantibody markers, and liver biopsy are
required. CT and MRI play an important
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role in determining the diagnosis and ruling
out other possible causes of abnormalities.
Additionally, these modalities can assess
disease staging and predict prognosis in PBC
cases. CT and MRI allow for the evaluation
of various abnormalities, including liver
morphology changes, parenchymal structure
alterations, irregular bile duct configurations,
lymphadenopathy, portal hypertension, and
cirrhotic complications. MRI with gadoxetic
acid contrast offers deeper insights into liver
function assessment in PBC patients.'* MRCP
often appears normal in the early stages of PBC.
However, in advanced stages, it may reveal
segmental dilation of intrahepatic bile ducts,
poor visualization of ducts, or strictures. MRCP
can also differentiate PBC from other conditions,
such as Primary Sclerosing Cholangitis (PSC).
This is characterized by beaded ducts and a
“pruned-tree” appearance of bile ducts, or [gG4-
related sclerosing cholangitis, which typically
shows duct strictures accompanied by proximal
dilation."

To establish a definitive diagnosis,
serological testing for anti-mitochondrial
antibodies (AMA) and liver biopsy should be
considered. So, the autoantibody tests and liver
biopsy are the next recommended steps for
this case. Serological testing for AMA is the
primary specific marker for diagnosing PBC.
It is considered positive if the titer exceeds
1:40 on Indirect Immunofluorescence (IIF) or
> 25 units on Enzyme-Linked Immunosorbent
Assay (ELISA). In cases where AMA results are
negative, additional markers such as anti-nuclear
antibodies (anti-gp210 or sp100), which have
over 95% specificity, can be tested.>* If these
markers are also negative, a liver biopsy should
be performed. Histopathological findings in PBC
typically reveal non-suppurative destructive
cholangitis, characterized by epithelioid
granulomas situated near damaged bile ducts,
commonly referred to as florid duct lesions. In
addition to confirming the diagnosis in cases
with negative serology, a liver biopsy is also
valuable for ruling out differential diagnoses such
as autoimmune hepatitis (AIH) or non-alcoholic
steatohepatitis (NASH). It is further useful
for risk stratification following a confirmed
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diagnosis of PBC.**

The improvement in liver function associated
with UDCA is attributed to its mechanisms of
action, which include stimulating hepatobiliary
secretion, inducing bile acids that suppress
hepatocyte apoptosis, protecting cholangiocytes
from damage caused by toxic bile acids, and
enhancing CI/HCO,™ secretion via Ca*-
dependent pathways in cholangiocytes. These
mechanisms play an important role in supporting
liver function and improving the patient’s
clinical condition.' Clinical and laboratory
improvements observed in patients receiving
UDCA therapy may also help differentiate PBC
from PSC. This distinction is important because
the use of UDCA in PSC remains controversial
and is generally not recommended, as it has not
been proven to provide a survival benefit.'® The
patient responded to UDCA therapy with some
improvement in bilirubin and transaminase
levels. Long-term monitoring is necessary to
assess the adequacy of treatment response while
waiting for a diagnosis to be confirmed.

CONCLUSION

This case poses a significant diagnostic
challenge, as the patient exhibited cutaneous
manifestations alongside laboratory findings of
hyperbilirubinemia and transaminitis, despite
ultrasound imaging revealing no abnormalities.
Therefore, further investigations are necessary,
including serological tests, advanced imaging
techniques, and liver biopsy. One of the potential
diagnoses to be considered is PBC. Considering
the rarity of this case and its overlapping features
with other conditions, clinicians must enhance
their diagnostic approach. This will ensure
prompt and accurate treatment while avoiding
unnecessary diagnostic procedures.

ACKNOWLEDGMENTS

The authors express profound gratitude to
dr. Suci Prawitasari, Sp. D.V.E, Subsp. D.A.L
for treating the patient.

CONFLICT OF INTERESTS

The authors declare there is no conflict of
interest.

REFERENCES

1.

10.

I1.

12.

13.

14.

Fargo MV, Grogan SP, Saguil A. Evaluation of jaundice
in adults. Am Fam Physician. 2017;95(3):164-8.
Godara S, Thappa D, Pottakkatt B, et al. Cutaneous
manifestations in disorders of the hepatobiliary
system. Indian Dermatol Online J. 2017;8(1):9.
doi:10.4103/2229-5178.198760

Tanaka A, Ma X, Takahashi A, Vierling JM. Primary
biliary cholangitis. Lancet. 2024;404(10457):1053-66.
doi:10.1016/S0140-6736(24)01303-5

Younossi ZM, Bernstein D, Shiffman ML, et al.
Diagnosis and management of primary billiary
cholangitis. American Journal of Gastroenterology.
2019;114(1):48-63. doi:10.1038/341395-018-0390-3
Hirschfield GM, Dyson JK, Alexander GJM, et al.
The British Society of Gastroenterology/UK-PBC
primary biliary cholangitis treatment and management
guidelines. Gut. 2018;67(9):1568-94. doi:10.1136/
gutjnl-2017-315259

Boonstra, Kirsten, Beuers U, Ponsioen CY.
Epidemiology of primary sclerosing cholangitis and
primary biliary cirrhosis: a systematic review. Journal
of Hepatology. 2012;56(5) 1181-1188.

Ma D, Ma J, Zhao C, Tai W. Reasons why women are
more likely to develop primary biliary cholangitis.
Heliyon. 2024;10(4):e25634. doi:10.1016/j.
heliyon.2024.e25634

Brki¢ M. The role of E2/P ratio in the etiology of
fibrocystic breast disease, mastalgia, and mastodynia.
Acta Clin Croat. Published online in 2018.
doi:10.20471/acc.2018.57.04.18

Purohit T. Primary biliary cirrhosis: Pathophysiology,
clinical presentation, and therapy. World J Hepatol.
2015;7(7):926. doi:10.4254/wjh.v7.17.926

Chalifoux SL, Konyn PG, Choi G, Saab S. Extrahepatic
manifestations of primary biliary cholangitis. Gut
Liver. 2017;11(6):771-780. doi:10.5009/gnl16365
Terziroli Beretta-Piccoli B, Guillod C, Marsteller I,
et al. Primary biliary cholangitis associated with skin
disorders: A case report and review of the literature.
Arch Immunol Ther Exp (Warsz). 2017;65(4):299-3009.
doi:10.1007/s00005-016-0448-0

Koulentaki M, Toannidou D, Stefanidou M, et al.
Dermatological manifestations in primary billiary
cirrhosis patients: A case-control study. Am J
Gastroenterol. 2006;101(3):541-6. doi:10.1111/j.1572-
0241.2006.00423.x

Zhang Y, Zheng T, Huang Z, Song B. CT and MR
imaging of primary biliary cholangitis: a pictorial
review. Insights Imaging. 2023;14(1):180. doi:10.1186/
$13244-023-01517-3

Barba Bernal R, Ferrigno B, Morales EM, et al.
Management of primary biliary cholangitis: Current
treatment and future perspectives. The Turkish Journal
of Gastroenterology. 2023;34(2):89-100. doi:10.5152/
j2.2023.22239

385



Supriono Acta Med Indones-Indones J Intern Med

15. van Hooff MC, Werner E, van der Meer AJ. Treatment
in primary biliary cholangitis: Beyond ursodeoxycholic
acid. EurJ Intern Med. 2024;124:14-21. doi:10.1016/].
¢jim.2024.01.030

16. Marchioni Beery RM VHFF. Primary biliary cirrhosis
and primary sclerosing cholangitis: a review featuring
a women'’s health perspective. J Clin Transl Hepatol.
2014;2(4). doi:10.14218/JCTH.2014.00024

386



