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Dear ACAAI delegate

ALK welcomes you to the ACAAI 2019 Annual Meeting in 
Houston, TX.

As the world leader in allergy immunotherapy (AIT), we are 
proud to present a total of three abstracts. One abstract reports 
the primary and key secondary results from the first ever large 
Phase 3 trial of ragweed sublingual immunotherapy tablets 
(SLIT-tablet) in children and adolescents. Another abstract 
focuses on house dust mite (HDM) allergy, specifically the 
proportion of super-responders to HDM SLIT-tablet treatment 
evaluated in an environmental chamber challenge trial. Lastly, 
one abstract reports the histamine skin prick test wheal size, 
allergen-specific skin index, and specific IgE levels at baseline 
by age, sex, and geographic region subgroups using data from 
multiple AIT trials and a population survey.   

ALK is committed to sustain, develop and disseminate AIT and 
anaphylaxis management worldwide.

Enjoy the congress and please join us at our stand in the 
exhibition area to learn more about our concepts and ongoing 
research activities at ALK.

Hendrik Nolte, MD, PhD
Senior Vice President

Research & Development
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Skin prick test and specific IgE sensitivity across demographic subgroups 
and geographic regions  

Bernstein DI1, Kleine-Tebbe J2, Andersen PS3, Nolte H4 

1Division of Immunology, Allergy and Rheumatology, University of Cincinnati College of Medicine, Cincinnati, OH, USA; 2Allergy & Asthma Center 
Westend, Berlin, Germany; 3ALK, Hørsholm, Denmark; 4ALK, Bedminster, NJ, USA

Introduction 

Regulatory authorities have expressed concern that subgroup variations in skin prick tests (SPT) and serum 
allergen-specific IgE (sIgE) used as eligibility criteria for allergy immunotherapy trials could lead to population 
variability and possible bias. This analysis assessed if clinically important differences in SPT or sIgE exist across 
subgroups.

Methods

SPT responses to histamine (10 mg/mL) and sIgE at screening were collected from 4097 individuals who 
participated in timothy grass, ragweed, and house dust mite allergy immunotherapy trials and analyzed by age, 
sex, and geographic region. IRB approvals were obtained.

Results

Median (Q1, Q3) histamine wheal size was 5 (4, 6) mm for the 4-17y subgroup, 6 (5, 7) for 18-29y, 30-38y, and 
39-46y subgroups, and 6 (5, 7.5) for >46y. Median (Q1, Q3) wheal size was 5.5 (4.5, 7) mm for both males and 
females and was 6 (5, 7.5) for the US, 5 (5, 6.5) for Canada, and 5.5 (4.5, 6.5) for Europe. Median (Q1, Q3) sIgE 
level was 44 (14, 109) kUA/L for 4-17y, 15 (4, 38) for 18-29y, 10 (3, 26) for 30-38y, 9 (3, 23) for 39-46y, and 10 (3, 
27) for >46y. Median (Q1, Q3) sIgE level was 15 (5, 43) kUA/L for males, 12 (4, 38) for females, 7 (3, 18) for the US, 
11 (4, 29) for Canada, and 30 (10, 83) for Europe.  

Conclusion

Skin reactivity was generally lower and sIgE levels higher in children/adolescents versus adults and some 
statistically significant differences were observed among geographic subgroups which might be linked to 
regional clinical practice differences. 
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Super- and non/low-responders among subjects with  
allergic rhinoconjunctivitis receiving house dust mite sublingual 
immunotherapy tablet 

Nelson HS1, Zieglmayer P2, Bernstein DI3 Zieglmayer R2, Lemell P2, Nolte H4 
1National Jewish Health, Denver, CO, USA; 2Vienna Challenge Chamber, Vienna, Austria; 3Division of Immunology, Allergy and Rheumatology, University 
of Cincinnati College of Medicine, Cincinnati, OH, USA; 4ALK, Bedminster, NJ, USA

Introduction 

The US Food and Drug Administration considers a 20% improvement from baseline in symptom scores a clinically 
meaningful response to allergy immunotherapy in environmental exposure chamber (EEC) trials. The objective of 
this post-hoc analysis was to evaluate the proportion of super- and non/low-responders to house dust mite (HDM) 
sublingual immunotherapy (SLIT)-tablet. 

Methods

A randomized, double-blind, EEC trial (NCT01644617) was conducted in adults with HDM-induced allergic rhinitis 
with or without conjunctivitis. IRB approval was obtained. Subjects were randomized to daily doses of 12 SQ-HDM 
(n=42), 6 SQ-HDM (n=41), or placebo (n=41) for 24 weeks. Exposure challenges (6-hours) were conducted at 
screening and week 24 for the primary endpoint. The primary endpoint was the total nasal symptom score (TNSS; 
max=12). A post-hoc responder analysis was conducted in subjects who completed the trial (n=106). Response 
subgroups were defined by the percentage improvement in TNSS relative to baseline at week 24 (≥50%=super 
responder; ≥20%-<50%=responder; <20%=non/low responder).    

Results

In the overall study population, the percentage improvement in TNSS relative to placebo at week 24 was 48.6% 
(95% CI, 35.3%, 60.2%) with 12 SQ-HDM and 26.6% (95% CI, 11.2%, 39.6%) with 6 SQ-HDM. In the responder 
analysis, the proportion of super responders at week 24 with 12 SQ-HDM, 6 SQ-HDM, and placebo was 61%, 
36%, and 3%, respectively; the proportion of responders was 17%, 22%, and 35%, and the proportion of non/low 
responders was 22%, 42%, and 62%. 

Conclusion 

Super- and non/low-responder rates to HDM SLIT-tablet appear dose-dependent. The majority of subjects 
receiving 12 SQ-HDM were super responders.
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Efficacy and safety of ragweed SLIT-tablet from a large trial  
in children with allergic rhinoconjunctivitis 

Nolte H1, Bernstein DI2, Nelson HS3, Ellis AK4, Kleine-Tebbe J5, LuS6 
1ALK, Bedminster, NJ, USA; 2Division of Immunology, Allergy and Rheumatology, University of Cincinnati College of Medicine, Cincinnati, OH, USA; 
3National Jewish Health, Denver, CO, USA; 4Division of Allergy & Immunology, Department of Medicine Queen’s University, Kingston, ON, Canada; 
5Allergy & Asthma Center Westend, Berlin, Germany; 6Merck & Co., Inc., Kenilworth, NJ, USA  

Introduction 

Ragweed sublingual immunotherapy (SLIT)-tablet improves symptoms and decreases rescue medication use 
in adults with allergic rhinitis with or without conjunctivitis (AR/C) but has not been evaluated in children. This 
international, double-blind, placebo-controlled trial evaluated the efficacy and safety of ragweed SLIT-tablet in 
children with AR/C.

Methods

Polysensitized children (N=1025) aged 5 to 17 years with ragweed AR/C with or without asthma (FEV1 ≥80% 
predicted) were randomized 1:1 to daily ragweed SLIT-tablet (12 Amb a 1-Unit dose) or placebo for up to 28 weeks 
(NCT02478398). IRB approval was obtained. The primary endpoint was the average total combined score (TCS; 
sum of rhinoconjunctivitis daily symptom score [DSS] and daily medication score [DMS]) over the peak ragweed 
season. Key secondary endpoints were average TCS during the entire ragweed season, and DSS and DMS during 
peak season.
 
Results

Relative improvements in TCS with ragweed SLIT-tablet compared with placebo were −38.3% (95% CI, −46.0%, 
−29.7%; least square [LS] mean difference=2.73; P<0.001) during peak season and −32.4% (95% CI, −40.7%, 
−23.3%; LS mean difference=1.86; P<0.001) during the entire season. DSS and DMS were improved with ragweed 
SLIT-tablet compared with placebo by −35.4% (95% CI, −43.2%, −26.1%; LS mean difference=1.40; P<0.001) and 
−47.7% (95% CI, −59.8, −32.5%; LS mean difference=1.84; P<0.001), respectively, during peak season. No events 
of anaphylaxis, airway compromise, or severe treatment-related systemic allergic reactions were reported. 

Conclusions 

This is the largest allergy immunotherapy trial in children with ragweed AR/C demonstrating that ragweed SLIT-
tablet significantly improves symptoms and decreases rescue medication use. Treatment was well tolerated.
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