UC-781

Drug Description

UC-781 is a thiocarboxanilide nonnucleoside
reverse transcriptase inhibitor (NNRTI). [1]

HIV/AIDS-Related Uses

UC-781 is anonnucleoside reverse transcriptase
inhibitor currently being developed as a vaginal
microbicide. UC-781 has been studied in animal
models and will soon enter a Phase | clinical trial in
humans.[2]

Phar macology

In vitro studies have shown UC-781 to be arapid
tight-binding inhibitor of HIV-1 reverse
transcriptase.[3] It is effective against transmission
of both cell-free and cell-associated HIV and has an
intracellular antiviral protective effect with a
half-life of 5.5 days.[4] [5]

In vitro exposure of human cervical tissueto 0.5
microM UC-781 for 30 minutes, followed by
extensive wash of the residual drug, resulted in
95% reduction of subsequent viral infection as
determined by immunohistochemistry and p24
determination. Furthermore, 1 microM UC-781
pretreatment for 20 minutes, or 10 microM UC-781
pretreatment for 2 minutes, resulted in total
protection of the cervical tissue from both T- and
M- tropic HIV-1 isolates, as well asfrom
cell-associated HIV-1 infection. Twenty minute
incubation with 10 microM UC-781 completely
protected the cervical tissue even when it was
challenged with HIV-1 48 hours after the drug
pretreatment. UC-781 was not toxic to the cervical
tissue, even when the tissue was exposed to 10
microM UC-781 for 24 hours.[6]

UC-781 has been studied with AZT invitro. A 1:1
molar combination of AZT plus UC-781 showed
high-level synergy in inhibiting replication of an
AZT-resistant clinical isolate of HIV. Thetimeto
development of HIV resistanceto a1:1 molar
combination of AZT plus UC-781 was significantly
delayed compared to that for either drug alone.[7]
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Clinical Trials

For information on clinical trials that involve
UC-781, visit the Clinical Trials.gov web site at
http://www.clinicaltrials.gov. In the Search box,
enter: UC-781 AND HIV Infections.

Dosing I nformation

Mode of Delivery: Intravaginal.[§]
Dosage Form: Gel.[9]

Other Names
UC781[10]

N-[4-chloro-3-(3-methyl-2-butenyloxy)phenyl]-
2-methyl-3-furancbothiamide[11]
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Manufacturer I nformation

UC-781
Biosyn, Inc.
1800 Byberry Road, Building 13
Huntingdon Valley, PA 19006-3525

For Morelnformation

Contact your doctor or an AIDSinfo Health
Information Specialist:

* ViaPhone: 1-800-448-0440 Monday - Friday,
12:00 p.m. (Noon) - 5:00 p.m. ET

* ViaLiveHelp: http://aidsinfo.nih.gov/live_help
Monday - Friday, 12:00 p.m. (Noon) - 4:00 p.m. ET
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