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half-life (t1/2) were calculated using noncompartmental analyses. Analyses of covariance were conducted to
estimate upadacitinib exposure in subjects with hepatic impairment relative to subjects with normal hepatic
function.
Data and Results: There was no statisticallysignificant difference in upadacitinib Cmax or AUC in
subjects with mild and moderate hepatic impairment
compared to subjects with normal hepatic function.
One subject with moderate hepatic impairment showed
significantly-lower upadacitinib exposures than subjects with normal hepatic functions and was excluded
as an outlier to ensure a conservative estimate for effect
of hepatic impairment on exposure. Upadacitinib
exposure ratio central values [and 90% confidence
intervals] in subjects with mild and moderate hepatic
impairment were 1.28 [0.91–1.79] and 1.24 [0.87–1.76]
for AUC and 1.04 [0.77–1.39] and 1.43 [1.05–1.95] for
Cmax, respectively, compared to subjects with normal
hepatic function. Upadacitinib terminal elimination
half-life (harmonic mean ± pseudo-standard deviation) was 7.99 ± 4.60 and 4.14 ± 1.46 in subjects
with mild and moderate hepatic impairment relative to
8.93 ± 4.87 in subjects with normal hepatic function.
Upadacitinib was generally well tolerated by the
subjects in the study.
Interpretation, Conclusion or Significance: Mild and
moderate hepatic impairment result in only a very limited effect on upadacitinib plasma exposures (<30%
increase in upadacitinib AUC). Therefore, in clinical
trials, dose adjustments in subjects with mild or moderate hepatic impairment are not warranted.
Encore: Accepted for publication at the European
League Against Rheumatism (EULAR) 2018 Meeting
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Results Between AfricanComparing FibroScan
American and Caucasian Populations When Prescreening for Nonalcoholic Liver Disease/Nonalcoholic
Steatohepatitis Research Studies
M. Pearson1 , L. Galitz1 , M. Fein1 , L. Rusch1 , C. A.
Dehn1 , N. McDonald1
1
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Statement of Purpose, Innovation or Hypothesis:
The metabolic syndrome (MS) constellation of disorders, including nonalcoholic liver disease/nonalcoholic
steatohepatitis (NAFLD/NASH), are known to disparately impact different racial groups. The purpose of
our investigation was to assess racial differences in our
research population in High Point, North Carolina usR
device results to determine paraming a FibroScan
eters that are generally accepted as having a strong
correlation to NAFLD/NASH. While liver biopsy remains the current gold standard for diagnosis, Fi-
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Poster Number: 118 Table 1. FibroScan
Reportable
Parameters Presented in E[kPa] and CAP [dB/m] Values

Elastography (E[kPa])

Fibrosis Scale
(F0-F4)

<7
>7 but 7.5
>7.5 but 10

F0
F1
F2

>10 but 14
>14

F3
F4

Controlled Attenuation
Parameter (CAP
[dB/m])
Exact cut-off values are
not yet defined, but
CAP scores above 306
dB/m are strongly
correlated to 10%
hepatic steatosis.

Steatosis
Grading
S0
S1
S2

S3

Interpretation
No scarring
Mild fibrosis
Moderate
fibrosis
Severe fibrosis
Cirrhosis or
advanced
fibrosis

Interpretation
<5% hepatic
steatosis
5%–33% hepatic
steatosis
34%–66%
hepatic
steatosis
67% hepatic
steatosis

broScan is well validated and emerging as a surrogate
marker in the assessment of NAFLD/NASH.
Description of Methods and Materials: In response
to the emerging epidemic and drug development opportunities in the NAFLD/NASH arena, High Point
Clinical Trials Ctr obtained a FibroScan machine. In
addition to using the device for study assessments,
we have implemented a prescreening and database
building initiative to identify potential participants for
clinical trials. This data was leveraged for comparison
to known rates of incidence for fatty liver disease
among different races. Our study population was from
the surrounding metropolitan area and included individuals with risk factors for fatty liver disease including
Type II diabetes. The FibroScan machine was used for
this prescreening. This device measures tissue elasticity
as a rapid, non-invasive, painless test which can be
performed by trained research staff in the clinical trial
facility. FibroScan reportable parameters presented
in E[kPa] and controlled attenuation parameter CAP
[dB/m] values. E[kPa] results represent measures of
liver stiffness, which is highly correlated to fibrosis.
Similarly, CAP scores measured in dB/M are representative of hepatic steatosis. Reference ranges and
interpretations are summarized in the attached table.
Data and Results: Among these subjects, there were
no significant differences in the kPa and CAP score

Abstracts

between African-American males and Caucasian
males. Similarly, there was no difference between the
females of these two groups. In Black males, CAP
scores on average were 290 out of 57 patients; while
White males were 301 out of 67 patients; both of
which are within the category of S2 to S3 and not very
predictive of fatty livers >10%. Also, Black females
had CAP scores on average of 307 out of 78 patients,
while White females averaged 312 out of 72 patients.
Interpretation, Conclusion or Significance: From our
results with FibroScan, the diagnosis of NAFLD/
NASH in our local population are unexpectedly similar with regards to race. The most commonly-reported
potential factors implicated in the racial differences in
NAFLD/NASH patients are: lifestyle, IR, distribution
of adipose tissue and finally genetics.
Poster Number: 119
Pharmacokinetics and Safety of ALKS 3831, a Fixeddose Combination of Olanzapine and Samidorphan,
in Subjects With Hepatic Impairment Compared to
Healthy Control Subjects
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Statement of Purpose, Innovation or Hypothesis:
ALKS 3831 is composed of a flexible dose of olanzapine and a fixed dose of 10 mg samidorphan and is
under development for the treatment of schizophrenia.
ALKS 3831 is designed to provide the established antipsychotic efficacy of olanzapine with favorable weight
and metabolic properties. Impaired hepatic clearance
pathways may alter the pharmacokinetics (PK) of
olanzapine and samidorphan, as both are significantly
metabolized and eliminated by the liver. As part of
the Phase 3 development program, this study was conducted to assess the impact of hepatic impairment on
the PK, safety and tolerability of ALKS 3831.
Description of Methods and Materials: This was
an open-label, multicenter, parallel-cohort study in
ten subjects with moderate hepatic impairment (mHI;
Child-Pugh score 79 [class B]) and 11 healthy control
(CTRL) subjects. Control subjects were matched to
subjects with mHI based on median age, BMI and sex.
All subjects received a single oral dose of ALKS 3831
5/10 (5 mg olanzapine/10 mg samidorphan). Blood
samples were collected up to 168 hrs (seven days) postdose for the determination of plasma concentrations of
olanzapine, samidorphan and two major metabolites of
samidorphan. Pharmacokinetic parameters were calculated by noncompartmental analysis. An analysis of
covariance model was used to analyze natural logtransformed systemic exposure parameters (i.e., Cmax,
AUClast and AUC). Geometric mean ratios of each
of the exposure parameters between mHI and CTRL
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subjects and their two-sided 90% confidence intervals
were calculated. Safety analysis included evaluation of
adverse events (AEs), vital signs, laboratory and ECG
parameters and suicidal symptoms.
Data and Results: Faster absorption and higher systemic exposure of olanzapine were observed in subjects
with mHI, with median tmax reached at 1.5 hrs compared to seven hrs, and 2.2 and 1.7-fold higher Cmax and
AUC, respectively, compared to CTRL. However, the
elimination rate (t½) of olanzapine was similar between
mHI and CTRL subjects. A small increase in samidorphan exposure (1.6- and 1.5-fold higher Cmax and
AUC, respectively), with similar exposure to either of
its two metabolites, was observed in mHI subjects compared to CTRL. In addition, tmax and t½ for samidorphan and its metabolites were similar between the two
cohorts. Common AEs included somnolence (81.0%),
dizziness (28.6%) and hypotension (9.5%), which were
evenly distributed and had comparable severity in both
cohorts.
Interpretation, Conclusion or Significance: As both
olanzapine and samidorphan are significantly metabolized and eliminated by the liver, systemic exposures to
olanzapine and samidorphan were approximately twofold and 1.5-fold higher, respectively, in mHI compared
to CTRL subjects following a single oral dose of ALKS
3831 5/10. ALKS 3831 5/10 was generally well tolerated under the conditions of this study. Results from
this study, in conjunction with physiologically-based
PK modeling, will be used to inform future dosing recommendation of ALKS 3831 in patients with varying
degree of hepatic impairment.
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Management of Anaphylaxis and Allergic Reactions in
Pediatric Patients With Long QT Syndrome
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Statement of Purpose, Innovation or Hypothesis: Long QT syndrome (LQTS) is a heterogeneous
group of inherited or acquired disorders of myocardial repolarization characterized by a prolongation of the QT interval potentially resulting in
life-threatening “Torsades de Pointes” tachycardia. In patients with inherited LQTS, the use of
beta-blockers is common to prevent life threatening
arrhythmias. For patients with LQTS who develop
allergic reactions including anaphylaxis, the pharmacological treatment with certain antiallergic drugs
may prolong their QT interval and/or interact with

