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ABSTRACT

Introduction and Objectives: Pruritus is a frequent and burdensome symptom in patients with primary biliary
cholangitis (PBC), significantly affecting quality of life. Despite its clinical relevance, data on the prevalence
and management, particularly across different levels of healthcare, remain limited. We aimed to assess prev-
alence, severity, and treatment of pruritus in PBC patients across secondary and tertiary care.
Patients and Methods: Within the German PBC registry, the intensity and management of pruritus were
assessed cross-sectionally by treating physicians using a standardized 4-point verbal rating scale (absent,
mild, moderate, severe), as well as by analyzing prescribed antipruritic medications.
Results: Pruritus was reported in 23 % (n = 120/515) of patients and classified as mild, moderate, or severe in
59 (49 %), 41 (34 %), and 20 (17 %) cases, respectively. The prevalence of pruritus was 27 % (n = 96/360) for
tertiary versus 16 % (n = 24/155) for secondary care (p = 0.006). Moderate or severe pruritus was observed in
13.3 % (n = 48/360) of patients at tertiary centers compared to 8.4 % (n = 13/155) at secondary centers
(p = 0.137). Antipruritic therapies were used in only 22.5 % (n = 27/120) patients with pruritus, with bezafi-
brate being the most frequently prescribed medication (63 %, n = 17/27). Patients with pruritus were more
likely to receive antipruritic therapies in tertiary than secondary care: 26 % (n = 25/96) vs. 8 % (n = 2/24)
(p=0.098).
Conclusions: Pruritus in patients with PBC is common and under-treated in the real-world scenario. Assess-
ment and management vary by healthcare level, highlighting the need for standardized care and greater
awareness of treatment options across all settings.

© 2025 Fundacién Clinica Médica Sur, A.C. Published by Elsevier Espafia, S.L.U. This is an open access article

under the CC BY license (http://creativecommons.org/licenses/by/4.0/)

1. Introduction

Primary biliary cholangitis (PBC) is characterized by progressive
destruction of intrahepatic bile ducts [1]. Pruritus is a burdensome
symptom that impairs quality of life [2,3].

Although pruritus is clinically relevant, it is often underre-
ported [4] and not systematically assessed, despite recommen-
dations to do so [5-7]. Even when physicians record the
presence of pruritus, reported prevalence rates vary widely
between 12 % and 67 % [8], and only 53—67 % of PBC patients
with pruritus receive antipruritic therapy [4,7,9]. Antihistamines
are frequently prescribed, despite not being recommended by
current guidelines [4,5,7,9]. In the UK, only 37 %, 11 %, and 5 %
of patients received guideline-recommended therapies such as
cholestyramine (Prevalite Powder), rifampicin, or naltrexone,
respectively [10].

For Germany, data on prevalence and management of pruritus in
patients with PBC are scarce [11,12]. This analysis focuses on pruritus
and compares different levels of health care within a nationwide PBC
registry.

2. Patients and Methods

The German PBC registry is a real-world registry that enrolled 515
adult patients across 33 centers [13]. Private practices and non-teach-
ing hospitals were grouped as secondary care, university hospitals
were classified as tertiary care.

Pruritus was assessed by treating physicians using a four-point
verbal rating scale (absent, mild, moderate, or severe pruritus) at the
registry’s inclusion visit (= baseline). This manuscript reports a cross-
sectional analysis of pruritus characteristics and the use of antipru-
ritic medication at this time point.

Antipruritic medication was defined as antihistamines, chole-
styramine (Prevalite Powder), bezafibrate, rifampicin, naltrexone,
naloxone, sertraline, gabapentin (Neurontin), or steroid-contain-
ing ointments. However, the data do not allow for a distinction
between bezafibrate use as a second-line treatment to achieve
biochemical response, or as an anti-pruritic therapy, or for both
purposes.

2.1. Statistics

Differences in metric items were analyzed using Mann-Whitney
tests to identify significant differences (p < 0.05). For nominal items
with more than two categories, Chi-square tests were used, followed
by Fisher’s exact tests when appropriate.

2.2. Ethics approval and patient consent statement

All patients provided written informed consent. The registry was
conducted according to the Declaration of Helsinki and was approved
by the Ethics Committee of the University of Leipzig (vote number
003/18-ek).

3. Results

3.1. Baseline characteristics at registry inclusion

Pruritus was noted in 120/515 patients (23 %) and was classified
as mild, moderate, or severe in 59 (49 %), 41 (34 %), and 20 (17 %)
cases, respectively (Fig. 1A). Individuals with pruritus were younger
at the time of PBC diagnosis (50.4 4 11.1 years vs. 54.6 4+ 12.0 years,
p < 0.001) and reported depression more often (16/120 [13.3 %] vs.
25/395 [6.3 %], p = 0.020) compared to individuals without pruritus.
Prevalence of pruritus was not associated with UDCA dose, treatment
response according to Paris Il criteria, alkaline phosphatase and bili-
rubin, or cirrhosis (Table 1).

Second-line therapies included UDCA plus bezafibrate in 61
patients, UDCA plus obeticholic acid (OCA) in 54 patients, and a triple
combination of UDCA, bezafibrate, and OCA in 7 patients. OCA was
prescribed at similar frequencies in patients with or without pruritus
(17/120 [14.2 %] vs. 37/395 [9.4 %], p = 0.172).

3.2. Use of medications with antipruritic effect

Medications with antipruritic effect were prescribed in 27/120
(22.5 %) patients with pruritus and in 51/395 (12.9 %) without.
Bezafibrate was the most commonly prescribed medication with
antipruritic effect in patients with pruritus (17/27 [63 %]), while
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I Severe pruritus (n=20)
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Fig. 1. Prevalence of pruritus and use of antipruritic medication in the total cohort, and by the level of care. (A) Prevalence of pruritus (n = 515, upper panel), and use of antipruritic
medication (including patients on combination regimens) in patients with pruritus (n = 120, lower panel). (B) Prevalence of pruritus in patients treated at academic (n = 360) and non-
academic centers (n = 155) (upper panels), and use of antipruritic medication in patients with pruritus treated at academic (n = 96) or non-academic centers (n = 24) (lower panels).

Table 1
Baseline characteristics at registry inclusion.

Table 2
Antipruritic medication prescribed in patients without and with pruritus.

Patients without Patients with

pruritus (n = 395) pruritus
(n=120)
Cohort allocation according to the
PBC registry [16] 70(17.7 %) 20(16.7 %)
Newly diagnosed PBC patients (n) 162 (41 %) 42 (35 %)
UDCA responder patients (n) 163 (41.3 %) 58 (48.3 %)
Incomplete UDCA responder
patients (n)
Age at PBC diagnosis (years) 54.6 +£12.0 504 +11.1
Female sex ( %) 90.6 86.7
Body Mass Index (kg/m?) 271 +£56" 279+6.1
Cirrhosis (n)* 60 (15.2 %) 18(15.0 %)
UDCA dosage at registry inclusion ~ 13.6 + 34" 13.8 £3.5"
(mg/kg/d)
ALP > ULN (n) at registry inclusion 249 (63.0 %) 88(73.3%)
ALP > 1.5x ULN (n) at registry 124 (314 %) 57 (47.5%)
inclusion
ALP > 1.67x ULN (n) at registry 93(23.5%) 49 (40.8 %)
inclusion
Bilirubin > ULN (n) at registry 29(7.3%) 7(14.2 %)
inclusion
AST > 1.5x ULN (n) at registry 47 (11.9%) 26 (21.7 %)
inclusion
ALT > 1.5x ULN (n) at registry 68(17.2%) 32(26.7 %)
inclusion

* Data available in n = 386 patients.

** Data available in n = 484 patients.

*** Data available in n = 119 patients. ALP, alkaline phosphatase; ALT, alanine
aminotransferase; AST, aspartate aminotransferase; PBC, primary biliary cholangi-
tis; UDCA, ursodeoxycholic acid; ULN, upper limit of normal.

all other therapies were used only in single cases (Table 2 and
Fig. 1A).

3.3. Clinical characteristics of patients with moderate or severe pruritus
61/120 (51 %) individuals with pruritus suffered from moder-

ate or severe pruritus. Moderate or severe pruritus was associated
with psoriasis (5/12 [42 %] vs. 56/503 [11 %], p = 0.008), and

Antipruritic treatment
regimens in patients
with pruritus at
inclusion in the

Antipruritic treatment
regimens in patients
without pruritus at
inclusion in the registry

(n=395) registry (n =120)
Gabapentin 3 2
Antihistamines 1 4
Cholestyramine 0 2
Bezafibrate 43 14
Rifampicin 0 0
Naltrexone 0 0
Sertraline 2 2
Steroidal ointments 1 0
Bezafibrate + Rifampicin 0 1
Bezafibrate + Cholestyramine 1 0
Bezafibrate + Antihistamines 0 1
Bezafibrate + Antihistamines + 0 1
Cholestyramine
Number of treated patients 51 27

depression (9/41 [22 %] vs. 52[474 [11 %], p = 0.045). There was
no association with other concomitant diseases (i.e. systemic scle-
rosis, type 2 diabetes mellitus), gender, pregnancy, body mass
index, cirrhosis, UDCA response according to Paris II criteria, or
treatment with OCA.

Anti-pruritic therapies were used in 19/61 (31 %) cases: 13/41
[32 %] with moderate pruritus and 6/20 [30 %] with severe pruritus.
Individual treatment regimens are listed in Table 3 and were based
on bezafibrate-containing therapies in 12/19 (63 %) cases.

3.4. Prevalence and treatment of pruritus according to the level of
healthcare

The prevalence of pruritus was higher in patients treated at ter-
tiary (96/360 [26.7 %]) compared to those treated at secondary care
(24/155 [15.5 %]) (p = 0.006), ranging from 0—86 % and 0—50 % at
each care level, respectively (Fig. 1B). Patients with moderate or
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Table 3
Antipruritic medication prescribed in patients with moderate or severe pruritus.

Anti-pruritic treatment
regimens in patients with
moderate or severe pruritus at
inclusion in the registry (n=61)

Antihistamines 3
Cholestyramine 1
Bezafibrate

Rifampicin

Naltrexone

Sertraline

Gabapentin

Bezafibrate + Rifampicin

Bezafibrate + Antihistamines + Cholestyramine

0

[ U = N = I

severe pruritus were more likely to present at the tertiary than at the
secondary care centers (48/360 [13.3 %] vs. 13/155 [8.4 %], p = 0.137).

Antipruritic medications were prescribed in 68/360 (19 %)
patients at tertiary centers and in 11/155 (7 %) at secondary centers
(p < 0.001). Patients with pruritus were more likely to receive anti-
pruritic medication at the tertiary than at the secondary care level
(25/96 [26 %] vs. 2/24 [8 %], p = 0.098) (Fig. 1B). The percentage of
patients with pruritus receiving antipruritic therapy ranged from 0 to
75 % in tertiary centers and from 0 to 50 % in secondary centers.

4. Discussion

This study underscores the burden of pruritus in patients with
PBC, highlights its undertreatment, and compares prevalence and
treatment approaches between tertiary and secondary care. Consis-
tent with previous findings [4,10,14], our study observed that pruri-
tus in PBC is more common among patients diagnosed at a younger
age and those with comorbid depression. The association with youn-
ger age may reflect a greater likelihood of a ductopenic phenotype in
these patients [15,16], which is linked to pruritus [17]. Regarding
depression, pruritus can contribute to depressive symptoms, though
the reverse is also possible [18]. Moderate to severe pruritus was
associated with psoriasis in 10 % of affected individuals. In these
cases, pruritus may result from the skin disease, making it difficult to
distinguish from PBC-related itch and requiring different therapy.

Treating physicians reported pruritus in 23 % of patients. Reported
prevalence varied widely across centers, reflecting discrepancies in
detection. This aligns with UK data and may stem from differences in
awareness and assessment [8]. Prevalence and intensity of pruritus were
higher in tertiary than in secondary care centers, possibly reflecting
more frequent referral of patients with pruritus to tertiary care. Patient
preference, a higher perceived need for treatment, or the perception of
more therapeutic options are potential reasons for referrals [19].

"The physician-reported pruritus prevalence in our registry (23 %)
was lower than the 56 % patient-reported rate in a German survey
[20]. This difference emphasizes that itch remains difficult to objec-
tify [17]. It may also suggest that physicians understate symptom
burden, possibly to avoid clinical actions such as implementing effec-
tive itch management. Similar patterns are seen in fatigue assess-
ment, another symptom of PBC, where the absence of treatment
options can lead to underreporting or downplaying [21—24].

Treatment rates suggest that pruritus is undertreated, with
only 22.5 % of affected patients receiving therapy. Rates were
higher in moderate or severe cases (31 % and 40 %) and more
common at tertiary centers. However, under-treatment may be
overestimated, as some patients might have received therapy
leading to symptom resolution.

Bezafibrate was the most commonly used antipruritic medication,
while guideline-recommended treatments like bile acid sequestrants

Annals of Hepatology 31 (2026) 102140

and rifampicin were rarely prescribed. Limited adherence to guide-
lines may be due to weak supporting evidence and the off-label sta-
tus of most therapies for PBC-related pruritus [25,26].

Bezafibrate, though off-label, has demonstrated efficacy as sec-
ond-line treatment and antipruritic therapy [27,28]. These data are
not yet reflected in current guidelines [1,6], and warrant inclusion in
future updates. In our registry, the indication for bezafibrate, whether
as a second-line treatment for inadequate UDCA response or specifi-
cally for pruritus, remained unclear, highlighting the need for future
real-world data to distinguish between biochemical and symptom-
atic treatment intent.

5. Conclusions

Our findings highlight the need for a sophisticated evaluation of
the causes of pruritus and for improved systematic management of
itch in patients with PBC across all levels of care. Ongoing education
on symptoms remains crucial to ensure comprehensive PBC care.
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