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Gastrosnierology 2020;1582180-2194
CLINICAL—LIVER
Safety and Efficacy of 48 Weeks REP 2139 or REP 2165, ®

Tenofovir Disoproxil, and Pegylated Interferon Alfa-2a in
Patients With Chronic HBV Infection Naive to Nucleos(t)ide

Michel Bazmet Victor Pantea,” Gheorghe Placinta,” lurie Moscalu Valentin Cebotarescu.”
Valentma Smesnoi,” Ta'aana Musteata,”

Lilia Co;uh:m Pavlina Jimbei," Liviu larovoi,”
Alina Jucov,””

* Ulf Dittmer,” Adalbert Krawczyk,** and Andrew Vaillant'
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Universily of Duisburg-Essen, Essen, Germany, and “Department of Infectous Diseases, Un versily Hospital Essen, Universily
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| See editorial on page 2051. |

BACKGROUND & AIMS: Nucleic acid palymers (NAPs) inhibit
assembly and secretion of hepatitis B virus (HBV) subviral
partides We performed an open-lshel phase 2 study of the
safety and efficacy of the NAPs REP 2139 ar REP 2165 com:

bined with tenofovir disoproxil fumarste (TDF) and pegylaed
interferan alfa2a (peglFN) in patients with chronic HBV
infacion who were negative for hepatitis B e antigen
METHODS: Follawing 24 weeks TDF therapy, 40 patients wers
randomly assgned to groups that received 48 weeks of
experimenta] therapy (TDF + peglFN + REP 2139-Mg or REP
2165-Mg) or 24 weeks of control therapy (TDF + peglPN)
fallowed by 48 weeks of experimental therapy. Patients were
then followed for 3 tratmentfree period of 48 weeks. Primary
outcames wers the safety and tolerability of REP 2139-Mg or
REP 2165-Mg in combination with TDF + peglPN compared
with TDF + pegIFN alone through the first 48 weeks of therapy
and subsquently throughout 48 weeks of NAP-bawd

@mbination therapy (treatment weeks 24-72 in the experi-
mental group and weeks 48-96 in the control group) Sec
andary outcames were reductions in he patitis B surface antigen
(HBsAg) in control and experimental groups over the first 48
weeks of the study and throughaut 48 wesks of combination
therapy and viralogic mntral (HBsAg positve, HEV DNA belaw
2000 1U/ml, narmal level of sbnine aminotransferaw) ar
functional cure (HBsAg below 0.05 1U/ml, HBV DNA target not
detected, normal level of alanine aminatransferase) after
removal of all therapy. RESULTS: Levels of HBsAg anti HEs,
and HBV DNA did nat differ significantly between the groups
given REP 2139 vs REP 2165 PeglFNinduced thrombooytn
penia (P = 299 vs controks) and neutropenia (P = 112 vs
@ntrals) were umfectad by NAPs (REP 2139 vs REP 2165)
Increases in Jevels of transaminases were signifiantly mare
frequent (P < 001 vs cantruls) and greater (P = 002 vs can
wals) in the NAP groups (but did not produce symptoms).
@mebted with initial decreas in HBsAg and normalized
during therapy and fllow-up. During the first 24 weeks of TDF
and peglPN administration, significantly higher proparSians of
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Efficacy and Safety of Mirikizumab in a Randomized Phase 2

Study of Patients With Ulcerative Colitis
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| See editorial on page 467. |

BACKGROUND & AIMS: Interdeuiin 23 contributes to the mth-
agenesis of ulcerative colitis (UC). We imvestigatnd the effects of
mirikizumab, 3 monadomal antibady against the p19 subunit of
interieukin 23, in a phawe 2 study of paSents with UC. METHODS:
We performed a trid of the efficacy and safety of mirikizumabin
patients with moderate to seversly active UC, erolling matients
from 14 countries from jamuary 2016 through September 2017
Patients were randomly awigned to groups given intravenaus
placbo (N = 63), mirikizumab 50 mg (N = 63) or 200 mg (N =
62) with expasurebased dasing, ar mirikizumab 600 mg with
fixed dasing (N = 61) at weeks 0, 4 and 8. Of asdgned patients,
63% had prior exposure to a biologic agent. Clinical responders
(decrease in 9-paint Mayo score, including > 2 paints and >35%
frum laseline with either a2 degeas of maal bleeding subsmrme
af >1 ar a rectal bleeding subscare of 0 ar 1) at week 12 who had
received mirikizumab were randomly assigned to groups that
meceived maintenance treatment with miri kizumab 200 mg sub-
cutaneously every 4 weeks (N = 47) or every 12 wesks (N = 46)
The: primary endpaint was clinical remission (Mayo subscores of
0 for mectl bieeding with 1-point decrease from baseline for
stoal frequency, and O ar 1 for smdascopy) at weeek 12, A multiple
testing proosdure was used that began with the 800-mg do=
group, and any nonsignificant cmparison result ended the
formal statistical testing procedure. RESULTS: At week 12,159%
(P— 066),226% (P = 004). and 115% (P= 142) of patientsin

50-mg 200-mg and 600-mg groups achieved clinicd remis
5'v.m, respectively, mmpared with 48% of mtients given placebo
The primary endpointwas nat sgnificant (mmparison to 600 mg,
P > 05) Clinical responses ocaurred in 413% (P = .014),597%
(P < 001} and 49.2% (P = 001) of patients in the 50-mg, 200
mg, and 600-mg groups, respectively, compared with 20.6% of
patients given placeba. At week 52, 460% of patients given
subaitaneous mirdkdzumab 200 mg every 4 weeks and 37.0%
given subaitneous mirkizimab 200 mg every 12 weeks were in
clinical remission. CONCLUSIONS: In a mndomized trial of m
tients with UG, mirikizumab was effective in indudng a dinical
respanse after 12 weeks Additional tudies are mquired to
determine the optimal dose for induction of remission. Mir
kimab showed dursble officcy thrughout the maintenance
period Clinicaltrials gov, Number NCT02589665

Kgwords EB Dosing Drug Cytokine; Inhibisr

U lcerative wlitis (UC) is a chronic inflammatory
disease characterized by mucosal inflammation of
the colon and rectum, with typical symptoms of rectal
beeding diarrhes, and urgency” The gaals of medical
management are to reduce symptoms by controlling mucosal
inflammation and, ultinutely, o preventdissbility, colectomy,
and colorectal cancer.” Monotherapy or eaymbination treat-
ment with aminosalicylates, corticosteroids, and thiopurines
are often used as initial therapy.” Biologic agents targeting
tumor necrosis factor, uding inflivimah adalimumab, and
golimumaly or integ (eg vedolizumab), and, more
recently, a small molecule inhibitor targeting Janus kinases
(&g, tofacitinib) are used in patients refractory or intolerant
to conventional therapy or thate who have more severs
disease activity or worse prognasis”~ Many patients have
an inadequate response or lose nessponse over time; thus,
new treatment apprasches ane needed

Interleskin (IL) 23, a member of the ILIZ fmily of cy-
lukn'e; has 2 components: the p40 subunit, which is shared
n IL23 but not

3 plays a key role in the maintenance and ampli-
fication of T helper 17 (Th17) cells and the stimulation of
many innate immune cells, which are important in the
pathogenesis of chronic inflammatory diseases, induding
UC"7F Ustekinumab, a monoclonal antibody directed to the
shared p40 subunit of IL12 and | is effective for treat-
sease and pso i However, mul-
tiple studies in patients with psoriasic have s
mone selactive targeting of the IL23 pathway
the pl9 subunit of 1123 is more effective than

Abbvavintions uaedin Bhs papes AE advars vwet CO, Crode’s dacase:
CAP, Cramctve protein: ER exposume-based. 1800, nflamunatory Bowsd
Osasse OQuamtcrndre 1L inteteue: SAE, wdous aiveme avert; 5C,
abcutaneous; Th7, T heler 12, UC, dlcarative colite.
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of revascularisation and device treatment.
Gaps and dilemmas in the era of advanced
technology
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diomyopathy (ICM) rep an important card L dit d with Increased dity and
mortality. It & characterised from 2 broad spectrum of clinical and path gical substrates and Its dagnosis i based on
the demonstration of significant left ventricular dysfunction in the context of significant epicardial coronary artery disease. Contemporary
management aims at improving prognosis through evidence-based plarmacotherapy and device therapy, where indicated. Whiist the
benefichl role of revasadaration remains dear In patients with strong Indications such as those with symptoms andlor acutes coronary
syndromes, for those patients that are asymptomatic and suffer from stable ischaemic heart diseaze the Impact of revascularisation on hard
oucomes remains less well defined and currenty s adoption Is hampered by the lack of robust randomized dama. The aim of this review Is
therefore to provide a constructive appraizal on the pathophysiciogy of ICM, the role of the various non-invasive imaging techniques in the
dignosts of ICM and the differentation between viable 2nd non-viable myccardium and finally discourse the potential role of revascularisation
and contemporary device therapy In the management of patfents with ICM.

Introduction

c pathy (ICM) is d with
morbidity 2and mortality and currently represents the most com-
mon cause of heart fallure in the developed world.! The predomi-
rance of heart fallure secondary to ICM has been mainly attributed
to the notable advances in the treatment of patients with acute
myocardial infarction (AMI) involving the cbsolete thr

In the prevalence of ICM? Although there is no general consensus
regarding the definzion of ICM, the latter Is considerad as a left ven-
tricular (LV) dysfunction in the presence of severe coronary artery
disease Inchuding at least one of the following characteristics: prior
revascularisation or AML = 75% stenosis In the left main stem o
the left antarior descending artary; two or more coronary vessels
with >75% luminal stenosis®

therapy and the more contemporary percutansous coronary Inter-
wvention (PCI) with drug-eluting stents. Successfid revascuarization
in this context has lead to an improved survival of patients that
Fave suffered an AMI but with an Inevitable trade-off of an upsurge

The path mifleu behind ICM nvofves a spectrum
of metabolic, ncwohumonl and Inflammatory d\x‘es resulting n
an adverse my g and n
the cmxtd*mﬁmﬂympalrtdmyowﬁal biood flow andior
reduced coronary flow resarve.!
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