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CLAIMS

WHAT IS CLAIMED IS:

1.

A method of identifying fibrotic agents capable of modulating a fibrotic process, comprising:

a) contacting a plurality of immortalized or transformed fibroblasts with a test compound;

b) determining a level of activity of a collagen inhibiting gene of the fibroblasts contacted
with the test compound;

¢) comparing the level of activity of the collagen inhibiting gene to a control; and

d) identifying the test compound as a fibrotic agent capable of modulating a fibrotic process
when the activity of the collagen inhibiting gene indicates an upregulation or

downregulation of the collagen inhibiting gene relative to the control.

The method according to claim 1, wherein a gene product of the collagen inhibiting gene is

druggable.

The method according to claim 1 or 2, wherein the level of activity of two or more collagen

inhibiting genes is determined.

The method according to claim 3, wherein the two or more collagen inhibiting genes are from

the same gene family.

The method according to any of the previous claims, wherein the test compound is ribonucleic
acid (RNA) selected from the group consisting of small interfering RNA, micro RNA, and
small activating RNA.

The method according to any of the previous claims, wherein the activity of the collagen
inhibiting gene is determined by at least one of protein quantitation and transcriptomic

analysis.

The method according to claim 6, wherein the activity of the collagen inhibiting gene is
determined by measuring reporter gene activity, and wherein the protein is a fluorescent
protein coded by a reporter gene inserted downstream of an endogenous promoter for the

collagen inhibiting gene in the fibroblasts.

The method according to claim 7, wherein the fluorescent protein is a red fluorescent protein

selected from the group consisting of mCherry, mStrawberry, mOrange, and dTomato.

The method according to claim 6, wherein the activity of the collagen inhibiting gene is

measured by transcriptomic analysis, the transcriptomic analysis comprising:
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a) generating a transcriptional profile for the plurality of fibroblasts contacted with the
test compound, wherein the transcriptional profile comprises data related to the

transcription of a collagen inhibiting gene,
b) comparing the transcriptional profile of the fibroblasts to a control, and

¢) identifying the test compound as a fibrotic agent capable of modulating a fibrotic
process when the transcriptional profile for the fibroblasts, relative to the control,

indicates an upregulation or downregulation of the collagen inhibiting gene.

The method according to claim 9, wherein the transcriptomic analysis further comprises
isolating RNA from the fibroblasts, creating labeled cRNA or cDNA from the isolated RNA,
and hybridizing the labeled cRNA or cDNA to a microarray comprising a probe for the

collagen inhibiting gene.

The method according to any of the previous claims, further comprising administering the

fibrotic agent to a person in need of treatment.

The method according to claim 11, wherein administering the fibrotic agent results in an

increase in collagen production compared to a placebo.

The method according to any of the previous claims, further comprising mixing the fibrotic

agent with a carrier to provide a treatment composition.

The method according to claim 13, wherein the treatment composition includes an additional
ingredient selected from the group consisting of skin care actives, anti-fibrotic actives, pro-

fibrotic actives, and combinations thereof.

The method according to claim 13, wherein the treatment composition is in a form suitable for

at least one of topical application, ingestion, or injection by a person.



