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dOFM

Bioequivalence

Apply reference and test product on skin and
Analyse for PK of APl in dOFM samples

.....................................................................................................

One method from ex-vivo to clinical studies
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Bioequivalence
Ongoing FDA Project

NOVEL METHODOLOGIES AND IVIVC APPROACHES
TO ASSESS BIOEQUIVALENCE OF TOPICAL DRUGS

FDA grant: 1UO01 FD004946-01

Institute for Biomedicine and Health Sciences
JOANNEUM RESEARCH

Principal Investigator: Frank Sinner
Project leader: Manfred Bodenlenz and Katrin Tiffner
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Bioequivalence
‘Clinical Study

Overall AIM: Investigate the possibility of dOFM to address
BE and non-BE of topical formulations in vivo
and ex-vivo

Overview Clinical Studies:
m Optimization Study (6 subjects)
® Formulation Study (6 subjects)
® Pilot BE Study (4 subjects)
® Main BE Study (20 subjects)
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Bioequivalence
‘Clinical Study

v Aims of the Optimization Study
® AIM: Optimization of entire OFM set-up for BE
w AIM: Exclude lateral drug carry-over between adjacent application sites
® AIM: Exclude systemic drug carry-over into application site

v Aims of the Formulation Study:
® AIM: PK evaluation of commercial 5% acyclovir products
®m AIM: Choose Reference(R) and Test (T) for subsequent studies

Aims of the Pilot BE Study:
® AIM: Study to show non-BE of R and T having strong different PK profiles

Aims of the Main BE Study:

® AIM: Study to show BE for R versus R and non-BE for R versus T
whereas T having AUC ~ 50% of R
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Bioequivalence
Clinical Study
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Overall AIM: Investigate the possibility to adress BE and
non-BE of topical formulations in vivo

Scre_eni g Follow-UP

Vis
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Bioequivalence
EX-vivo Human Skin Flaps

-----------------------------------------------------------------------------------------------------

» 40 skin flaps from different
donors

« Two application sites for RLD
and one for test substance

o 2 OFM probes for each site = 6
OFM probes per skin flap

........................
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----------------------------------------------------------------------------

First Results

-------------------------

Bioavailability of Acyclovir from Three Acyclovir Cream 5% Products
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Aciclostad cream and Aciclovir cream 1A Pharma show

different PK profile compared to US Zovirax
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Thank you for your attention

Dr. Frank Sinner

JOANNEUM RESEARCH
Forschungsgesellschaft mbH

HEALTH — Institute for Biomedicine
and Health Sciences

Neue Stiftingtalstrasse 2, 8010 Graz
+43 316 876-4000

frank.sinner@joanneum.at
www.joanneum.at/health
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