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About the program:

Best of The Liver Meeting 2020 was created
by the Scientific Program Committee for the
benefit of AASLD members, attendees of the
annual conference, and other clinicians
involved in the treatment of liver diseases.
The program is intended to highlight some

of the key oral and poster presentations from
the meeting and to provide insights from the
authors themselves regarding implications
for patient care and ongoing research.
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Outcomes of pregnancy in autoimmune hepatitis:
a population-based study

. AlH vs Other CLD AlH vs no CLD
Aim AOR*, 95% Cl | pvalue | AOR*,95%Cl | pvalue
To determine whether AIH in pregnancy increases the risk of Maternal Outcomes
adverse maternal and perinatal outcomes Hypertensive complications

(pre-eclampsia, eclampsia, 1.77 (1.00-3.17) 0.05 | 2.35(1.34-4.11) | 0.003
Methods and/or HELLP syndrome)

. . . ional DM 2.23(1.47-3. .001 | 2.40(1.61-3. .001
Retrospective study from US National Inpatient Sample (2012-16) Ges_tat""l’a 3147:338) | <001 | 240(1.613.60) | <00
comparing outcomes in pregnancies with AIH (n=935) vs other chronic Perinatal Outcomes
liver diseases (CLD) (n=120,00) or no CLD in pregnancy (n=18,474,310). Aﬁﬁfﬂffghﬁzxﬁg hepat;lr;‘ic{).:?fjgii?fc nve?j,-ieas:('zf;)l':;j;:: meff;fsl(DM)
Regre55|0n models adJUSted for age, race, mUItlpIe gestation, hypertension (HTN), hemolysis, elevated liver tests, low platelets (HELLP)
pre-pregnancy metabolic disease, and cirrhosis. *Adjusted for age, race, multiple gestation, obesity, pre-existing HTN, pre-existing DM, pre-

existing hyperlipidemia, and cirrhosis (when comparing AlH to other CLD)
Main Findings
AlH prevalence in pregnancy remained stable in recent years. AlH increased the risk for hypertensive complications of pregnancy,
gestational diabetes, and pre-term birth, but not maternal or perinatal mortality (see Table).

Conclusions

* AIH was associated with notable maternal and perinatal risks though whether risks are influenced by AlH treatment and/or disease
activity warrants further evaluation.

* AIH did not increase maternal or perinatal mortality.

Wang CW, et al., Abstract 99
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The association of UDCA treatment with long-term outcome
and biliary tract cancer in Japanese patients with
primary sclerosing cholangitis

1.07
Aim UDCA (+), n=278
To elucidate whether UDCA treatment was associated with long-
term outcome (all-cause death or liver transplantation [LT]) and

development of biliary tract cancer (BTC) in a well-characterized

Japanese cohort of PSC patients

0.8

......

081 UDCA (-), n=47 ™

0.41
Methods
325 patients with PSC treated with UDCA (n=278) and without 0-2] aHR 0.47
UDCA (n=47) were analyzed retrospectively with Cox-regression LT-free survival in (95% Cl 0.28-0.78, p=0.003)
0.0- ] SR

Cumulative LT-free Survival Rate

model and IPTW model, adjusted for covariates. UDCA (+) vs UDCA (-)

1 I ) I
0 4 8 12

(covariate-adjusted) Follow-up (years)

Conclusions

UDCA treatment was significantly associated with an improvement
in LT-free survival in this Japanese PSC cohort. While UDCA was
likely to be associated with a reduction of biliary tract cancer, aHR P aHR p

it was not consistently significant. Cox Regression Model 0.47(0.28-0.78) 0.003 0.32(0.14-0.78)  0.012

All-cause Death or LT Development of BTC

IPTW Model 0.43(0.25-0.75) 0.020 0.42(0.16-1.10) 0.100

Arizumi T, et al., Abstract 100
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Fenofibrate increases bile acid glucuronidation & reduces bile acid toxicity
in patients with PBC and PSC who are partial responders to ursodiol

A B

Hypothesis — = C, —— o — D, —
A Fay .Y
Fenofibrate, a PPARa agonist, upregulates bile acid (BA) 1500 200 00 =
=
glucuronidation, which reduces BA toxicity in patients with PBC - ~ ba _ EM .
and PSC who are partial responders to Ursodiol monotherapy. S 1000 é“'sn “a oo 5% E’
N 5 o 2
Methods = < 2 =)
500 =
Serum BA and BA-glucuronide profiles from adult patients with @ ’"@ — e i
PBC a.nd PSC receiving Ursodiol monotherapy with ALP 21.5 x ULN * - @ ) E ) | ) i .
fenofibrate by mouth were analyzed by LC-MS/MS. Ukio Comb_Urso_Comb_ o Comb Urso_Comb Uro Comb_Uro_Comb Ve Comt Uno_Comn_
PBC —sc PBC SC PBC PSC
Main Findings A B
. . . . . E * ® Control
Combination therapy with fenofibrate and Ursodiol reduces 2 W e P
elevated liver enzyme levels, reduces total serum BAs, and 56' :—A‘ = AT . ' ® PBC Comb
w
increases total serum BA-glucuronides in patients with PBC and & AANR ory &:gg grsob
PSC who have an incomplete response to Ursodiol monotherapy. _§4 AA DEE!J 'g o - o
G El - f | -lLl_.
. 0 = A T B
Conclusions <l s % | 2 | e 402 oD
= 0 ol
Addition of fenofibrate therapy increases BA-glucuronidation as m 2 '.. s A . 3 6 8o " ﬁ o
a PPARa-mediated mechanism to reduce the toxicity of serum BAs g Aa 2o m o’ iy g
in patients with PBC and PSC who are incomplete responders to E | o A E N
Ursodiol monotherapy. 200 S = P 1 A "
— o | 8
® o Q
. . : 3 =
Control  Urso Comb Control  Urso Comb

Gallucci GM, et al., Abstract 101
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EXerCise Intervention in cholesTatic livEr Disease

Objective Figure 1. Changes in Fatigue Domain of PBC-40
Feasibility and efficacy of a home-based exercise program (HBEP)

to attenuate fatigue associated with PBC 60 -
Study —
* Single-arm, open-label trial
* PBC with moderate-severe fatigue (PBC40 fatigue score >33) 40 -
* Endpoint: median reduction in fatigue score >5

* k% * k%

Score
I

Results (interim findings; n=25 participants) 20 -
* Significant reduction in PBC-associated fatigue (see Figure 1)

* N=23/25 attained the primary endpoint

* N=19/25 attained fatigue scores akin to the control population 0 r .

Conclusion Week O Week 6 Week 12

HBEP is safe, feasible, and effective in attenuating fatigue in PBC. (Pre-intervention)

Key

*** Friedman matched pairs test w/post-hoc correction P<0.001
—— Highest entry self-reported fatigue score

—— Lowest entry self-reported fatigue score

Freer A, et al., Abstract 102
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ENHANCE: safety and efficacy of seladelpar in patients
with primary biliary cholangitis

After 3 months of treatment

Aim 78% met composite endpoint 27% of patients normalized ALP
Evaluate the efficacy, safety, and tolerability of seladelpar, a selective
PPPA-delta agonist, in the treatment of patients with PBC 100 ﬂ| 501
£20.0001 — P<0.01
- £ 40l
Methods ? 80 oo 0001 78.2 z 40 P<0.0001
* Phase 3, placebo-controlled, randomized study; g o g 273
= o
PBC patients with an inadequate response or intolerance to UDCA E § 2]
2 1 k=
* End-point: ALP < 1.67 x ULN; > 15% decrease in ALP; Total Bilirubin < ULN g s -
£ 207 & ] 5.4
Main Findings ol 0
. (n=56)  (n=56) (n=55) (n=56)  (n=56) (n=55)
Seladelpar 10 mg after 3 months of treatment resulted in:
* 78% of patients with composite biochemical response and achieving Significant improvements in pruritus 50% normalized ALT
primary study endpoint Patients with baseline NRS =4 Patients with baseline ALT 2ULN
i (n=18) (n=17) (n=18) 100 -
* Statistically significant effect on ALP normalization ’ _ e
P i 20 4 P=0.0201
* Statistically significant reduction in pruritus £ £ P=0.0102
® T 60
* Generally safe and well tolerated E’ N = 17 500
S 3 g 40 1
i 3 g
Conclusions : § .l e
Seladelpar demonstrated biochemical efficacy,
improved pruritus, and was generally safe and well tolerated. ° E T R ——
Hirschfield GM, et al., Abstract LO11 Placebo @ 5mg @ 10mg
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Saroglitazar for primary biliary cholangitis (PBC)

Objective 04
Evaluate safety, tolerability, and efficacy N L L - L
of saroglitazar in patients with PBC 3 40 -
Methods o,
* Double-blind, prospective trial comparing the efficacy _E -80 -
of Saroglitazar 2 and 4 mg in patients with PBC o
* Patient population studied — UDCA unresponsive & -120 - 1
with ALP 21.67 x ULN 5 T ﬂ
c
Main Findings é -160 - %
Saroglitazar 4 mg: (mean =-163.3 U/L, SE = 25.1, L H J:[
p<0.001) and 2 mg (mean = -155.8 U/L, SE = 24 .4, -200 -
p<0.001) resulted in statistically significant drop in ALP T T T T T
compared to placebo (mean =-21.1 U/L, SE = 28.9) BL WK4 WK8 WK12 WK16

(See Figure). ——+—— Saroglitazar 4 mg —— Saroglitazar 2 mg —— Placebo

Conclusions
Saroglitazar at 2 and 4 mg daily resulted in rapid and sustained improvements in ALP.

Vuppalanchi R, et al., Abstract LO12
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