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Analysis of QT Interval Prolongation of Amiselimod in Healthy Subjects: A Phase 1 Randomized
Controlled Trial
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BACKGROUND: Amiselimod, a selective sphingosine 1-phosphate receptor modulator, is in de-
velopment for the treatment of inflammatory bowel disease. Unlike fingolimod, amiselimod does not
appear to impact early changes in heart rate or increase the risk of bradycardia.! This phase 1 analysis
assessed the potential for amiselimod and its active metabolite, MT-1303-P, to invoke QT interval
prolongation.

METHODS: A randomized, double-blind, multiple-dose, placebo-controlled, parallel study with a
nested crossover design evaluated the effects of multiple amiselimod doses on QT prolongation.
Healthy adults were randomized in a 2:1:1 ratio during a 28-day treatment period accordingly: a
single dose of placebo followed by amiselimod (titrated daily doses of 0.4 to 1.6 mg to achieve steady-
state concentrations); a single dose of moxifloxacin 400 mg followed by placebo; or placebo followed
by a single dose of moxifloxacin 400 mg. Moxifloxacin prolongs QT interval duration and therefore
served as a positive control to determine assay sensitivity. A full 24-hour continuous 12-lead elec-
trocardiogram recording (extracted in triplicate) and time-matched pharmacokinetic samples were
taken at baseline, day 1, day 13, and day 26. The primary endpoint compared the QT mean difference
between amiselimod/MT-1303-P and placebo in the time-matched change from baseline (ddQTc).
The QT interval was corrected for effect of heart rate by Fridericia’s method (QTcF). The analysis
used a linear mixed-effects model with the change from time-matched baseline QTcF as the de-
pendent variable. A 2-sided 90% confidence interval (CI) was calculated as the difference in treatment
QTCcF, which was fitted across all time points on days 13 and 26. The relationship between amise-
limod/MT-1303-P plasma concentrations (Cy,,,) and time-matched treatment differences in QTcF
change from baseline between amiselimod and placebo was quantified using a linear mixed-effects
modeling approach.

RESULTS: This analysis included 183 subjects (amiselimod n = 92; moxifloxacin n = 91). Ap-
proximately 40% were female, >80% were white, and the mean (standard deviation) age was 39.0
(8.8) years. Statistical modeling of change from baseline dQTcF between amiselimod and placebo for
day 13 and day 26 showed that the upper limits of the 90% ClIs of the differences of LS means were
<10 msec for all postdose time points, indicating that amiselimod did not have a significant effect on
QT interval prolongation. For moxifloxacin, the lower limits of the 90% CIs of the differences
between moxifloxacin and placebo of LS means for all 4 time points were >5 msec, confirming assay
sensitivity. No subject in any treatment group had a QTcF >500 msec or a change from baseline in
QTcF >60 msec at any timepoint. Predicted ddQTcF at the geometric mean C,,, of amiselimod/
MT-1303P were slightly higher on day 26 than day 13. However, at the geometric mean C,,,x of
amiselimod/MT-1303-P following oral dosing to steady-state concentrations for the 0.4 mg amise-
limod dose (day 13) and 0.8 mg amiselimod dose (day 26), the upper limits of the 90% CIs were well
below 10 msec, indicating that QTcF prolongation was not observed.

CONCLUSION: In this cardiodynamic analysis, amiselimod did not invoke a significant effect on
QT interval prolongation.
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Familial Prevalence of Serologic Markers of IBD in a Hispanic Cohort
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BACKGROUND: To describe the prevalence of serologic markers in Hispanics with In-
flammatory Bowel Disease (IBD) and their unaffected parents. Serum markers evaluated were
ANCA, ASCA IgA, ASCA IgG, CBirl, 12, and OmpC. We determined the association of specific
markers with diagnoses: Crohn’s disease (CD) vs ulcerative colitis (UC); examined the presence
and levels of serum markers in the unaffected parents (familial controls) and compared them with
the subjects with IBD (cases).

METHODS: Subjects were Hispanic participants in the NIDDK IBD Genetics Research Consortium.
We selected a familial cohort of trios (subject plus unaffected parents) and tetrads (2 affected siblings
plus unaffected parents). IBD diagnosis was established by standard criteria. Serologic markers were
performed using ELISA and reported in EU/ml. The results were classified as positive or negative
according to the mean levels of each group. Cutoff values for positive serologies in EU/ml were: ANCA =
35, CBirl = 30,12 = 30, ASCA IgA = 20, ASCA IgG = 40 and OmpC = 23. Descriptive statistics was used
to summarize continuous variables using mean and standard deviation. Categorical variables were described
using frequencies and percentages. The protocol is approved by the MSC-IRB.

RESULTS: Of the 286 subjects in the cohort, 98 were cases and 188 were controls. There were 90
trios and 4 tetrads. 64 subjects had CD and 33 had UC. The mean values of individual markers for
each study group were assessed. Subjects with UC were positive for ANCA (mean level of 41.79).
Subjects with CD were positive for CBirl (mean = 40.30), 12 (mean = 44.83), ASCA IgG (mean =
43.94) and OmpC (mean = 23.08). The mean values for the parents of both groups were in the
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negative range. However, within each diagnostic group, several parents had positive antibody titers.
Particularly, 18.3% and 21.9% of UC and CD parents, respectively, were positive for 12 and 11.3% and
13% of UC and CD parents, respectively, were positive for OmpC.

CONCLUSION: This study suggests that serologic markers in Hispanics with IBD follow the same
pattern as that of other ethnic groups. However, the prevalence of positive pANCA is similar for UC
and CD, and lower for UC and higher for CD than reported in other groups. Likewise, the prevalence
of OmpC in subjects with CD was lower than expected (40.6 vs 55%), as was 12 (40.6% vs 55%). ASCA has
also been reported to be present in 20 to 25% of first-degree relatives of patients with CD, whereas our group
showed only 13.3%. These discrepancies deserve further study. They may represent genetic differences
between populations, but this has not been shown to date in genetic studies. Variation in environmental
exposures based in the geographic location of the population is an attractive consideration and may explain
the presence of diverse antibodies in parents of both UC and CD subjects.
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Smoking Status Increases Likelihood of Advanced Disease Phenotype in Crohn’s Disease
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BACKGROUND: The relationship between the smoking status and advanced disease phenotype
(stricturing or penetrating) in patients with Crohn’s disease (CD) is not well known. This study aims
to determine whether smoking status increases the likelihood of advanced disease phenotype in CD
Ppatients.

METHODS: This was a retrospective study of CD patients seen at McMaster University Medical
Centre, in Hamilton, ON, Canada from 2012-2020. Smoking status was dichotomized into two
groups, current smokers and ex- or never smokers. Patients were classified as having the primary
outcome if their gastroenterologist documented the presence of advanced disease phenotype either
during the baseline assessment or during the period of follow-up. Prior knowledge in combination
with forward selection was used to develop a multivariate logistic regression model and examine
relationships with presence of advanced disease phenotype. The variables considered for the forward
selection model included current biologic use, sex, disease duration, disease location, age at diagnosis,
and presence of extraintestinal manifestations.

RESULTS: A total of 625 CD patients were included in the analysis, of which 186 had stricturing
phenotype, 126 had penetrating phenotype and 313 had inflammatory phenotype only. Of the 625
CD patients, 492 had smoking status available - 67 patients were active smokers (13.6%), compared
to 85 ex-smokers (17.3%) and 340 non-smokers (69.1%). A univariate regression analysis indicated
that the odds ratio (OR) of advanced disease phenotype is 1.80 (95% CI, 1.06 - 3.04) for smokers
compared to non/ex-smokers. In the multivariate regression analysis, current biologic use was found
to have a significant relationship with advanced phenotype (OR 2.14; 95% CI, 1.47 - 3.11). After
adjustment for biologic use, active smokers have 1.93 times higher odds of having advanced phe-
notype disease (95% CI, 1.11 - 3.35). A sub-analysis of patients with CD penetrating type only
displayed smoking (OR 2.01; 95% CI, 1.14 - 3.56) and current biologic use (OR 2.06; 95% CI, 1.33 -
3.18) are significantly associated with penetrating disease. A sub-analysis of patients with CD
stricturing type only did not show a significant association with smoking (OR 1.52; 95% CI, 0.88 -
2.62). However, sex [male (OR 1.62; 95% CI, 1.09 - 2.39)] and current biologic use (OR 1.61; 95% CI
1.09 - 2.38) were significantly associated with stricturing disease.

CONCLUSION: Current smoking is associated with increased likelihood of advanced disease
phenotype in CD patients. Additionally, current biologic use and male sex were found to be have
increased odds of advanced phenotype in CD patients. Patients with CD should continue to be
advised on the importance of smoking cessation.
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BACKGROUND: Sarcopenia, or muscle mass loss, has been associated with post-operative com-
plications in inflammatory bowel disease (IBD). It is commonly diagnosed by skeletal muscle index
(SMI), which is computed by specialized software using several cross-sectional muscle areas at the L3
vertebral body level and is labor intensive. In contrast, psoas muscle thickness normalized to height
(PMTH) is calculated quickly without specific software and has potential for routine community use.
PMTH is a potential surrogate of SMI and sarcopenia in cirrhosis and chronic pancreatitis. Our aim
was to investigate whether sarcopenia defined by PMTH has utility in a predictive model for post-
operative complications in IBD.

METHODS: We performed a retrospective study of adults undergoing IBD related surgical
resections from 2009 to 2019 at two hospitals. Patients with MRI or CT scans within 90 days
preoperatively to 7 days postoperatively were included. Sarcopenia was defined by sex-specific
PMTH at the level of the umbilicus on MRI or CT images using a 50th percentile median cutoff
(17.8 mm/m in males, 14.8 mm/m in females). Predictive models were created using variables
(BMLI, age, gender, smoking status, albumin level, INR, platelet count, hemoglobin level, hy-
pertension, diabetes, coronary artery disease, steroid/immunomodulator/biologic use) asso-
ciated with complications (defined as mortality within 30 days, reoperation within 30 days,
readmission within 90 days, RBC transfusion, ICU admission, sepsis, any infection, or DVT/
PE). Additional predictive models were created incorporating sarcopenia for comparison. P-
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