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Introduction

House dust mite (HDM) sensitivity is common in adults and
adolescents and is a significant inducer of allergic
rhinitis/conjunctivitis (AR/C)."-3 Allergy immunotherapy is the
only treatment that can alter the underlying disease
mechanisms of AR/C.# Sublingual immunotherapy (SLIT)-
tablets provide a convenient, at-home administration form of
allergy immunotherapy. Two large, phase 3, double-blind,
placebo-controlled trials of the HDM SLIT-tablet were
previously conducted in individuals aged =12 years with
AR/C.>®

Objective
This post hoc analysis compared the efficacy and safety of

the HDM SLIT-tablet between adults and adolescents with
AR/C in the 2 trials.

Methods

Two double-blind, placebo-controlled trials were conducted In
North America (NCT01700192) and Japan (JapicCTl number
121848).>° Subjects aged =212 years with HDM-induced AR/C
were randomized to approximately one year of 12 SQ-HDM or
placebo. Symptom-relieving rescue medication was provided
to all subjects.

Primary endpoint was the average total combined rhinitis
score (TCRS; sum of the rhinitis dailly symptom and
medication scores) during the last 8 weeks of treatment.
Adverse events (AEs) in the North American trial were
assessed and solicited by the use of a SLIT side effect report
card during the first 28 days of treatment.” AEs in the
Japanese trial were assessed by general questioning by the
investigator during study visits. Post hoc analyses were
conducted in the subgroups of adolescents 12-17 years of age
and adults 218 years of age in each trial.
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Results

Overall, 395 adolescents and 1719 adults were included iIn
the analysis.

Efficacy

Treatment effect on the TCRS during the last 8 weeks of
treatment was similar between adolescents and adults In
both trials (Table 1). In the North American trial, average
TCRS significantly improved by 22% in adolescents and
16% in adults with 12 SQ-HDM versus placebo (Figure 1).
In the Japanese trial, average TCRS significantly improved
by 19% in adolescents and 20% in adults with 12 SQ-HDM
versus placebo (Figure 1). By the end of the trials, 57% of
subjects in the North American trial and 60% of subjects in
the Japanese trials had not used symptom-relieving rescue
medications.

Table 1. Total combined rhinitis score (TCRS) with 12 SQ-HDM versus
placebo in adolescents and adults.

_ Treatment Effect of 12 SQ-HDM vs -
Placebo

_ TCRS Absolute TCRS Relative
Population Difference, (95% CI) Differencet P value
-1.0(-2.0, -0.1)’ 22% 0.02
-0.7 (-1.1, -0.3)’ 16% <0.001
-1.0 (-1.9, -0.1)t 19% 0.04
-1.0(-1.7, -0.4) 1 20% 0.001

HDM, house dust mite.

"Analysis by non-parametric method with Hodges-Lehmann estimate as absolute
difference and the relative difference based on medians.

TAnalysis by linear mixed-effects model on square root transformed values. Differences

were based on back-transformed least square means.
tRelative difference to placebo: (placebo—-12 SQ-HDM)/placebo x 100%.

Figure 1. Total combined rhinitis score (TCRS) in adolescents and adults.

Safety

The proportion of adolescent and adult subjects
reporting treatment-emergent AEs in the HDM SLIT-
tablet group was 95% and 90%, respectively, in the
North American trial and 93% and 89% in the
Japanese trial (Table 2). The most common 12 SQ-
HDM treatment-related AEs in the North American
trial were oral pruritus, throat irritation, and ear
pruritus in both adolescents and adults. The most
common 12 SQ-HDM treatment-related AEs in the
Japanese trial were oral pruritus, mouth edema, and
oropharyngeal discomfort in adolescents and oral
pruritus, throat irritation, and ear pruritus in adults.
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Table 2. Summary of adverse events with 12 SQ-HDM and placebo in adolescents and adults.

I North American Trial*
_ Adolescents Adults Adolescents Adults

Placebo 12 SQ-HDM Placebo 12 SQ-HDM Placebo 12 SQ-HDM Placebo 12 SQ-HDM
(n=95) (n=94) (n=643) (n=649) (n=99) (n=107) (n=220) (n=207)
79% 95% 72% 90% 83% 93% 79% 89%
5 5 5% 7% o o o o
47% 93% 40% 83% 19% 66% 16% 62%
TRAE leading to 0 10% <1% 8% 1% 2% 1% <1%
discontinuation
0 0 0 <1% 0 0 0 0

HDM, house dust mite; TEAE, treatment-emergent adverse event; TRAE, treatment-related
adverse event.

*Pre-specified local application site reactions were collected in the side effect report card for
the first 28 days of treatment.

TAssessed by study investigator as incapacitating with inability to do normal activities, had
significant effect on clinical status, or warranted intervention.

tEvents that caused death or were life-threatening, resulted in persistent or
significant disability, resulted in (or prolonged) inpatient hospitalization, were a
congenital birth defect in an offspring of the subject, or resulted in any other
medically important event that required intervention or may have jeopardized
the subject.

Conclusion

Efficacy and safety of the HDM SLIT-tablet appear
similar in adolescents and adults with AR/C.
Treatment with the HDM SLIT-tablet significantly improved

the composite measure of symptoms and rescue medication
use compared with placebo and was well tolerated in both
adolescents and adults. The higher proportion of TRAES in the
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