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Compound induced changes in gene expression

Gene induction

Changes in gene expression in response to test compounds may represent a either a
therapeutically desired drug effect or an unwanted liability.

EXPERTS IN HUMAN
TISSUE RESEARCH Combining a well established qRT-PCR platform with the ability to isolate and culture a

range of human primary cells or tissues, Asterand can study the effects of compounds on
the expression of specific target genes.

Some examples of this approach are shown below:

* Induction of gene expression in human bronchial epithelial cells (hBECs)
EXTENSIVE HUMAN

TISSUE NETWORK » |nduction of cytokine gene expression in human umbilical vein endothelial cells
(HUVECS)

» [nduction of drug metabolising enzymes in human hepatocytes
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Compound induced changes in gene expression

Induction of gene expression in human bronchial epithelial cells (hBECs)

iINOS expression in human bronchial epithelial cells is increased in bronchial asthma.
The ability to monitor changes in the expression of this gene in hBECs allows the effects
EXPERTS IN HUMAN  of biological modulators and test compounds to be examined.
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COMPOUNDS FASTER Effect of compounds on the expression of mRNA for iNOS and A1 adrenoceptors in freshly

isolated human bronchial epithelial cells (hBECs). hBECs were freated with either TNF« or
isoprenaline for 4 and 24 hours. Data were generated by qRT-PCR and are presented as log
copy number (mean t sem).

Clear induction of iINOS by TNF« can be seen after 4 hour treatment (donors 1 & 2) or 24 hour
treatment (donor 3).
INFORMED
DECISION MAKING Following treatment with isoprenaline, A1 adrenoceptor expression appears to be downregulated
in donors 1 & 3 but not in donor 2. The tissue pathology for donor 2 confirms bronchiectasis.
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