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Real-world evidence: Methods
for assessing long-term health
and effectiveness of allergy
immunotherapy

Fritzsching B, Contoli M, Porsbjerg C, Buchs S, Larsen JR,
Freemantle N.

Real-world evidence (RWE) is often used to compliment randomized
controlled trials (RCTs), but the number conducted in allergy
immunotherapy (AIT) remains small. RCTs are required for regulatory
approval and marketing authorizations for AIT, but RWE studies
(RWSs) can be used to explore associations in AIT. To ensure
appropriate robustness of RWE, the authors have identified caveats of
RWSs and recommendations for possible improvements.

Appropriate data sources are key to the quality of any generated data.
Retrospective data is often used in RWSs due to the large numbers
needed and the length of time required to gauge outcomes, and
several reporting methodologies exist to assess the quality of data
used. To ensure generation of high-quality RWE, the authors identify
CLINICAL SPOTLIGHT the following attributt_es: 1) having .a pre-speciﬁed. anallysis plan, 2?
transparency regarding study design and analysis prior to execution,
3) identifying and addressing potential confounders in the retrospective
Farnaz Tabatabaian, MD, MS data set, 4) transparent reporting of predefined outcomes, and 5)

discussing outcomes in the context of existing research along with any
Tampa, FL : ) :

potential conflicts of interest.

The authors concluded that high-quality retrospective RWSs, along
with other RWE study types, can be used to compliment available

As an Allergist and Clinical Immunologist and
Assistant Program Director at the University ) _
of South Florida (USF), | have the honor to evidence for RCTs in AIT.

teach future generations in our specialty.

Read full study ¥
Fritzsching B. Contoli M, Porsbjerg C, Buchs S, Larsen JR, Freemantle N.

in cell signalling and inflammation have Real-world evidence: Methods for assessing long-term health and effectiveness
inspired me to pursue a career in Allergy of allergy immunotherapy. J Allergy Clin Immunol. 2022:149(3):881-883. doi:
10.1016/j.jaci.2021.12.781.

My background and post-graduate training

and Immunology. | teach immunology to

the fellows at USF and the role it plays in INVESTIGATOR INSIGHTS

precision medicine. Over the years, we

have expanded our ability to target Th2 high We spoke with Anne Ellis, MD to discuss key takeaways from the

inflammation with various biologics and publication Randomized controlled trial of ragweed sublingual
have demonstrated immunomodulation with immunotherapy tablet in the subpopulation of Canadian children
allergen immunotherapy. Currently, my focus and adolescents with allergic rhinoconjunctivitis and how

is on a quality improvement project targeting clinicians can implement these findings in their practice. Watch below

to learn more!

patients with multiple antibiotic allergies.
My passion lies with teaching empathy and
continued compassion for patients, and to

improve patient access to subspecialty care RandomizgdigontroliSehtrial of ragweed sublingual

immungthérapytablétinithe subpopulation of

in the community.

rhingeonjunctivitis

Canadian childrén andadoléscents with allergic

Ellis ASNKSIGagnonR.”, BernsteimpaandNoltélERandomized controlled trial

of ragWeedsublingual immunotherapytabletinithe subpopulation of
Cangdian'ehildréniand adolescents withi@llergieirhinoconjunctivitis.
AllergypASthma & Clinical ImmunelOgye 202812427 . doi. 10.1186/513223-021-00626-2.

This pUBlicationNSit postaibeanalysSiSWIthithe Canadian subpopulation in the study,
and it is designed for hypothesis generation purposes.
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WHAT’S NEW IN RESEARCH?

Comparison of intact allergen extracts
and allergoids for subcutaneous
immunotherapy - the effect of

chemical mod_lflcatlon differs both University of Tennessee Beaumont Allergy &
between species and between Health Science Center Immunology (Michigan) —
individual a"ergen molecules (Tennessee) — April 7, 2022 May 14, 2022
Henmar H, Nedergaard Larsen J, Lund L, Hvalsge Meno K, Texas Allergy, Asthma and Loyola Medicine Allergy &
Ferreras M. Immunology Society Annual Immunology (lllinois) —

i = May 16, 2022
Currently available commercial allergoids differ with g\n:r‘;tén% g;;xas) v
respect to composition and downstream allergenicity and ' Adult & Pediatric Ear,
immunogenicity. Within this study, the authors explore how Henry Ford Health Nose & Throat
chemical modification can impact the properties of intact (Michigan) — April 15, 2022 (Michigan) — May 21, 2022
allergen extracts across species and allergen molecules. University of Chicago University of Cincinnati
They report that allergoids and intact allergen preparations (linois) — April 22, 2022 (Ohio) — May 23, 2022
differ significantly with respect to the composition of IgE- : : BC Societv ol
binding epitopes. Interestingly, they tested birch, grass ‘(’:i':teh':g::zlti:a';'vers'ty and I;Cr:leuz:bgyergy
and house dust mite (HDM) allergoids and the chemical April 29, 2022 (Vancouver, BC, Canada) —
cross-linking effects of these species and allergen June 22, 2022
molecules differently. For instance, Der p 1 remains Rush Allergy & Immunology

largely unmodified. Further, investigational HDM allergoid (Nlinois) — May 6, 2022

injections showed reduced and delayed immune responses
when used for immunization of mice.

e
Read full study ¢
Henmar H, Nedergaard Larsen J, Lund L, Hvalsge Meno K, Ferreras M.

Comparison of intact allergen extracts and allergoids for subcutaneous

immunotherapy - the effect of chemical modification differs both between
UPCOMING ALK EVENTS

species and between individual allergen molecules. J Investig Allergol
Clin Immunol. 2022:33(3). doi: 10.18176/jiaci.0783.
£XX2 - g
*Bookmark this page in your browser to stay up to date
on new events being added!

What gaps in research would you like to share with
ALK? Let us know:

¥ @US_ALK #ALKMedAffairsNA

ALLERGY NEWS AROUND THE GLOBE - orldwide
ebinar

EAACI guidelines: Anaphylaxis ednesdays

(2021 update) in North America

Angier E, Arasi S, Bellou A, Beyer K, Bijlhout D, Bilo MB,

etal.

The European Academy of Allergy and Clinical Joseph Han, MD (United States)

Immunology (EAACI) Anaphylaxis multidisciplinary Task

May 18, 2022 — 7:00pm EST
Force has updated their guidelines. Key recommendations . -

include: Philippe Bégin, MD, PhD (Canada)
- Acutely, diagnosis is suggested to be made via clinical June 15, 2022 — 7:00pm EST
criteria including rapid onset of multiple signs and Christian Virchow, MD (Germany)
symptoms.

July 20, 2022 — 6:00pm EST

» Retrospective diagnosis is suggested to be made
via serum tryptase (30 min-2 hours after onset) and
baseline tryptase (within 24 hours of resolution).

 First-line treatment remains prompt administration of

intramuscular adrenaline with auto-injectors suggested Y o Botany Walks are an excellent opportunity
; : ’ to see common allergens in their natural

over prefilled needle-syringe.

P yring environment. ALK has partnered with Tricia

+ Increased availability of pharmacokinetic data is — Sowers, PhD to engage with Allergists and

needed, especially for new devices. ENTs for this unique educational program.
If your institution is interested in hosting a

» Education and training are recommended in recognition botany walk, please email

and management of anaphylaxis for both patients and
healthcare professionals.

Anaphylaxis?

v Adult & Pediatric Ear, Nose & Throat (Michigan) -
[ Assess: Airway, Breathing, Circulation, Disability, Exposure ] M ay 21 2022
m s
Suspect anaphylaxis if: Symptoms/signs: University of Cincinnati (Ohio) - May 23, 2022
- Acute onset . Ail_'way or Breathing: dysphagia, hoarseness,l
 Life-threatening A, B or C stridor, dyspnea, tachypnoea, wheeze, cyanosis
problems ¢ Circplation: (aghycardia, hypotension, dizziness,
- With skin/mucosa and/or severe fawftmg, Sonuson : ) .
g i inal (Gl) symg - Sk Gl: ¢ 4 pruritus, flushing,
(not always present) urticaria, angioedema, vomiting, abdominal pain
¥ X
. + Call for help, remove potential trigger O -
Give - Optimise posture depending on North Carolina Allergy, Asthma and Immunology Society -
i.m. adrenaline presentation:
- mainly respiratory - sit up with May 20-22, 2022
Children < 25-30 kg 0.15 mg i.m. - :::rﬂ?ﬂ;:&ivascular - lie patient :
Adults/children 22530~ 03mg im. e o dvsis bon Allergy Asthma and Immunology Foundation of Northern
v [ California Allergy Society (AAIFNC) - May 21, 2022
High flow oxygen at 10 litres/minute with a reservoir bag
lfci y/: respiratory ns: i.v. fluid — crystalloid - bolus Eastern Allergy Conference - June 2-5, 2022
Children < 25-30 kg 10 mlkg (maximum 500ml per bolus) i.v. (repeat as needed)
Adults/children =25-30 kg 500 ml i.v. bolus (repeat as needed) . . ..
« If stridor: nebulised adrenaline as supplement to i.m. adrenaline Pennsylvanla AIIergy & Asthma Association Annual
Children and adults 1 mg with 4 ml 0.9%NaCl (repeat as needed) .
« If wheeze: beta,-agonist nebulised or Metered Dose Inhaler (MDI) + spacer, eg. salbutamol Meetlng - June 22-25, 2022
Adults and school children nebulised 5mg; MDI 600mcg (repeat as needed)
Preschool children nebulised 2.5mg; MDI 400mcg (repeat as needed) EAAC' conference > JU|y 1 _3 2022
n ’
[ If no impr in 5-10 mi repeat i.m. ine* and give i.v. fluids }
v
Circulatory or respiratory compromise despite i.m. adrenaline x 2 Monitor:
and i.v. fluids: « Cerebral status . .
ol er oy toam . — 1o provid “Pulse :)r(;r;lset?; Do you have a suggestion for a future ALK Medical
advanced it i i U . .
- Cardiac arrest: follow guidelines * ECG Affairs North America event? Let us know!

When patient is stabilized: Consider additional

v X MedicalAffairs@alk.net

* Measure serum tryptase ¥ to 2 hours after reaction onset treatment, eg. antihistamines,
* Make decision about level and length of observation corticosteroids

“Consider (i) giving second dose by needle and syringe in case Modified from the 2020 Danish National
of autoinjector failure and (ii) using 0.5mg dose for adolescents or adults.  Anaphylaxis guideline (12.06.21)

le
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Read full study ¢
EAACI gquidelines: Anaphylaxis (2021 update). Allergy. 2022:77(2):357-

377. doi: 10.1111/all. 15032.
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