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CONCLUSIONS PLAIN LANGUAGE SUMMARY

“ Key disease markers, including ALP and total bilirubin, show a strong  « Researchers defined treatment response using different ‘composite response criteria,” which relied on blood tests like

association with long-term clinical outcomes in PBC when incorporated into ALP and bilirubin. Paris |, Paris Il, and Rotterdam were the most common, with a few studies using Rochester or POISE
composite response definitions

* Patients who do not achieve a treatment response based on composite response criteria were more likely at a
» The findings align with our previous evidence that links ALP decline to improved substantially higher risk of liver transplantation or death

clinical outcomes, such as LT and death
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*» Regardless of the composite response definition used, the consistent associations observed across diverse studies

* These findings support the use of surrogate markers in guiding treatment validate their utility as reliable indicators for adverse outcomes, including liver transplantation or death
decisions, evaluating therapeutic efficacy, and reinforcing the value of

biomarker-driven strategies in PBC management and reducing patient burden
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»» The most recent studies using the POISE criteria confirmed that non-responders had significantly worse clinical

outcomes
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« To better understand the relationship between surrogate endpoints and clinical e publication | Study design Country
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between composite response-based surrogate endpoints and long-term clinical Ormolfsson 2019 222 e 3.00 (1.21, 7.43) Yoo 2018 347 + 2.95 (1.82, 4.79)
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Figure 1 : Eligibility criteria of the SLR Rotterdam | :
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+  Clinical trials « Similarly, six studies evaluating Paris Il criteria demonstrated significant associations with LT or death, with the pooled HR
ﬁg:g)pative;ﬂ;s (agﬁngr? P * Observational studies confirming the effect (HR: 4.18, 95% CI: 2.58-6.76) (Figure 4)
biliary cholangitis ( + base-control studies « Among studies with categorical data, all except one study (Namisaki 2017) found significant associations between the Paris

studies | criteria and LT or death (OR:6.15, 95% CI: 4.78-7.91). Similarly, for Paris |l criteria, all except one study (Ornolfsson 2019)
Database studies reported statistically significant associations with LT or death (OR: 18.76, 95% CI: 10.45-33.67) (Figure 5)
RESULTS « All three studies with categorical data evaluating the association between Rotterdam criteria and LT or death reported
statistically significant results (OR: 19.35, 95% CI. 7.86-47.62) (Figure 5)

» Overall, 28 studies were included, reporting an association between a composite » Consistent across all studies, patients who did not achieve composite response criteria were at a significantly higher risk of
response defined by key biomarkers and clinical outcomes. The PRISMA flow for LT or death COmpared with reSpOnderS (HR 506, 95% Cil: 369-695) (Figure 4) These findings align with our earlier
the SLR and MA is provided in Figure 2 findings on ALP response/normalization (HR: 2.18, 95% CI: 1.76-2.70)3, reinforcing the consistency and robustness of the

« Of these, 19 studies were peer-reviewed journal articles, while 9 were conference evidence
abstracts. Among the included Studies’ 19 were retrospective ObservationaL while  Two studies aSSGSSing CompOSi’[e response by POISE criteria (ALP <167XULN, >15% ALP redUCtion, bilirubin S1XULN)
nine were prospective observational reported that non-responders had significantly higher risks of adverse outcomes than responders (De 2024: HR 1.39, 95%

Cl 1.18-1.67 for liver-related events; Ampuero 2024: sHR 4.35, 95% CI 1.56-12.5 for decompensated cirrhosis)

« Six studies were conducted in China, followed by five studies each conducted in
Japan and globally. Additionally, three were conducted in the UK, two each in the
Netherlands and South Korea, and one each in Spain, France, Italy, Iceland, and the LIMITATIONS
USA (Figure 3)

« Across these studies, death or LT were the most frequently reported hard clinical

endpoints (n=15), with most patients treated with UDCA alone or with fibrates

« Commonly applied composite response criteria included Paris | (ALP <3 x ULN, AST
<2 x ULN and normal bilirubin; n=22), Paris Il (ALP and AST <1.5 x ULN and normal
bilirubin; n=15), and Rotterdam (bilirubin < 1 x ULN and/or albumin = LLN; n=13)
with some studies using Rochester (n=3) and POISE (n=2) criteria

« All six studies evaluating the association between Paris | criteria and LT or death
reported statistically significant results, with the pooled effect estimate also reaching

« This analysis included studies with differences in design, sample size, geographic setting, patient characteristics, follow-
up duration, and treatment regimens (UDCA alone or in combination with fibrates), which might introduce heterogeneity
and limit the generalizability

« The quality of data and reporting standards across the included studies can vary, which may impact the reliability of the
meta-analysis results

« Some surrogate definitions (e.g., POISE, Rochester, Rotterdam) were assessed in only a few studies, which reduced the
robustness and statistical power of the pooled estimates

 The study may not fully account for all potential confounding factors that could influence the relationship between

significance (HR: 5.60, 95% ClI: 3.25-9.66) (Figure 4) composite response and clinical outcomes, such as patient comorbidities and variations in treatment adherence
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