Allergic Asthma

Immunology and Inflammatory Disease

Asthma is a heterogeneous disease in which various environmental stimuli as well as different
genes, cell types, cytokines and mediators are implicated. This chronic inflammatory disorder of
the airways is estimated to affect as many as 300 million people worldwide. Animal models of
asthma, despite their limitations, have contributed greatly to our understanding of disease patho-
logy and the identification of key processes, cells and mediators in asthma.

The accuracy of extrapolations from animal models to human asthmatics is highly dependent on
the species of animal selected. The mouse demonstrates many features of airway allergy and
allergic asthma that are similar to the human conditions. The following features of human asthma
can be effectively investigated in a mouse model of the disease: cellular infiltration of the lung,
antigen-specific IgE production et al.

The majority of available models of asthma are restricted to the acute inflammatory response
following a short period of allergen exposure. The frequently used model of ovalbumin (OVA)
sensitization and challenge replicates the inflammatory process in the airways.

Models Available:

» OVA Induced Allergic Asthma Mice
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OVA Induced Allergic Asthma Mice

Validation Data: OVA Induced Allergic Asthma Mice

Study Protocol

1) Female Balb/c mice, 7-8wk at arrival, are
acclimated 7 days.
2) Randomization:1 day prior experiment initiate.
PBS/Veh 10 mice
OVA/Veh 10 mice
OVA/Dex 1mg/kg 10 mice
OVA/ comp A Smpk 10 mice
OVA/ Comp A 20mpk 10 mice
OVA/ comp A 50mpk 10 mice
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Dosing at challenge study only:
(15 min before each challenge)

PBS/Veh

QVA/Veh

OVA/Dex 1 mg/kg s.c.
OVA/ Comp A Smpk
OVA/ Comp A 20mpk
OVA/ Comp A 50mpk
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Sensitization: 10 ug OVA/Alum i.p.

Statistics:
+ Data are Mean = SE
* p<0.05, **p<0.01, ***p<0.001 vs. Ova
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Challenge: 5 % OVA aerosol,

20 min

Termination:

24 h after final challenge with 5 % OVA,

animal will be anesthetized.

Blood and BAL will be collected:

«  BAL total and differential cell count,
BAL cytokines (IL-5)

+  Serum IgE assay

Results

i. Infiltration of inflammatory cells in BALF
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ii. IL-5 Production in BALF
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IL-5 of BALF

One-Way ANOVA, Bonferroni's multiple test,
*p<0.05, *"p<0.01, ™*p<0.001 vs. OVA

iii. Blood levels of Igk

Anti-Ova IgE OD (450 nm)
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One-Way ANOVA, Bonferroni's multiple test,
*p<0.01, **p<0.001 vs. OVA
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BioDuro Pharmacology

The BioDuro Advantage

BioDuro’s pharmacology team has extensive drug discovery and
development experience in the pharmaceutical industry enabling
us to support fully integrated programs, including study design
and data interpretation. Special expertise in metabolic and
inflammatory diseases is coupled with a commitment to working
with clients to develop customized models for rare diseases.

Our team has successfully collaborated with 9 of the top 20
large pharmaceutical companies and numerous small companies.
The success of these collaborations is highlighted by the quality
data provided that have informed key project decisions and
regulatory filings. Beyond providing analysis, our senior team'’s
expertise allows for the development of a consulting relationship
with client partners.

Services

e Translational research
e Biomarker discovery & development

e Compound efficacy evaluation

e Consultation

For more info please call: 858.529.6600 x517

The Pharmacology Team

¢ Dr. Yong Qi, Directory of Pharmacology, has over 16 years of
experience in leading and advancing drug discovery projects in
metabolic and other disease areas at several pharmaceutical
companies, including GlaxoSmithKline

e Group leader-level scientists with strong background and
training in metabolic diseases

o Ateam of 20 well-trained bench scientists focused on in
vitro and in vivo metabolic disease drug discovery services.
They are skilled in different animal models/assays and excel in
problem-solving and trouble-shooting

Therapeutic Focus

e CNS
¢ Inflammation and Immunology Disease

e Metabolic Disease
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