NIH RePorter

 http://projectreporter.nih.gov/reporter.cfm



http://projectreporter.nih.gov/reporter.cfm

U, 8, Department of Health & Human Services

NATIOMAL [NSTITUTES OF HEALTH SEARCH

gy,
géﬁ Research Portfolio Online Reporting Tools (RePORT)
'-'h,ﬂﬁt‘ REPORTS, DATA AND ANALYSES OF NIH RESEARGH ACTIVITIES REFORT EXFEND.ITUR ES & RESULTS fREPDRTERJ

HOMAE FREGQUENTLY REQUESTED REPORTS REFORTS CATEGORICAL SPEMDIMNG RePORETER GLOSSARY FAGH LINKS

Home > RePORTER > Query Form ity RePORTERBET Login | Register Font Size: ~ *

@ NIH 03/31/2011 Release Note: -
New enhancements now k
REPORTER Loomerioraterot es| | NEW! PROJECTALERTS Gl 4 smourmwomns  @mavs FPoom (S O

for more information.

© NIHARRA Projects Only: [SEEECT+ B i) [Active Projects JESEEETS
) Term Search: @ NHS -
poning Catugory: | [Sseecr
Logic: ™ and () oOr
Hint: Multiple terms are accepted. Separate each term ) Agencylinstitute/Center: |AII |M
with a space. You may also use terms in " " (double B Admin O Fundin
quotes) for exact terms match. g
@ Project Title: | | R |l |"SECECT
€) Project Number: | | @ Award Type: LA | SELECT » |
Format: SR01CAD12345-04 Use "%’ for wildcard 0 A:tlvlty Code: =
' All C
Enter multiple project numbers | | @
) Principal Investigator: | |.| | @ Exclude Subprojects: =
{Last Name, First Name) Use "% for wildcard 0 Study Section: |AII | Y d.m
) Organization: | | o ®F . |
0 DUNS NMumbar: | | Format: RFA-1C-09-003 Use "% for wildcard
or PA-08-003 ; . 2
0 Department: SEIFC Funding Opportunities and Motices
| |M @ Public Health Relevance: | |
&) Educational Institution Type: | |M
@ city: [boisd] | @ Project Start Date: >= [mm/dd/yyyy |
Use "%’ for wildcard Format: mm/dd/yyyy
@ state: Idah SELEC @ Project End Date: <= mm/dd/yyyy
| = |@ Format: mmidd/yyyy | |
C try: SELEC
@ Country Al |@ o Award Notice Date: | > 3] |mm/dd/yyyy |
&) Congressional District: | |M Format: mm/dd/yyyy
@) Newly Added Projects Only:  —
Projects added since 04/02/2011 —




@

Home > RePORTER > Search Results

Search Results

ﬂ U. 8. Department of Health & Human Services www.hhs.gov I

HOME

HIT LIST

FREQUENTLY RE

PUBLICATIONS

Rasearl:h Porffolio Online Reporting Tools (RePORT)

REPORTS, DATA AND ANALYSES OF NIH RESEARCH ACTIVITIES

STED REFORTS

PATENTS

There were 62 results matching your search criteria.

3 e ar | rae

[ 1C0BRR020533-01A1

1R15CA141358-0141

1R15HD059945-01

1R15CA137510-01A1

2R15CA113464-02

1R15GMO8TE46-01

1R15DK0BET45-01

51018X000385-02

3X985M0O01687-1152

3X9B5M001687-1151

3X985M001657-1051

2X9B5M001657-10

2X985M001687-11

1HY95P017028-01

S5H79TI0Z 1632-02

P ]

PARO4-122, EXTRAMURAL RESEARCH
FACILITIES CONSTRUCTIOM:*

PREFERENTIAL CYTOTOXIC ACTIONS
OF METAL CXIDE NANOPARTICLES

REPORTS

SEARCH

RePORT EXPENDITURES & RESULTS (RePORTER)

CATEGORICAL SPENDIMNG

VISUALIZE

ey RePORTER®E™

Records per page

Click on the column header to sort the results

Login | Register Font Size:

LiM

‘-' EXPORT [l Projects |5 E

Show/Hide Search Criteria

Page 1 of2 MNexilast »

Contact FY Total Cost
N T A e el

RUDIN, MARK
JOSEPH

WINGETT, DENISE G

AGAINST CANCER

REGULATION OF CELL SIGNALING BY
COL11A1 DURING CRANIOFACIAL

OXFORD, JULIAT

DEVELOPMENT IN THE ZE

OMCOSTATIN M-INDUCED VEGF IN
HUMAN BREAST CANCER IS HIF1A-
MEDIATED

EVALUATION OF DNA CROSS-LINKING

BY AZIRIDINOMITOSENES

THERMODYMAMICS-INSPIRED
IMPROVEMENT OF RNA SEARCH IN
GEMCMIC DATABASES

ROLE OF MONOCYTE
CHEMOATTRACTANT PROTEIN
MCPI-1 IN LIVER REGEMERATION
EFFECTS OF NSAIDS ON THE

GEMESIS OF STREPTOCOCCAL
MYONECROSIS AFTER TRALIMA

PROTECTION & ADVOCACY FOR
INDIVIDUALS WITH MNTL ILLNESS

PROTECTION & ADVOCACY FOR
INDIVIDUALS WITH MNTL ILLNESS

FROTECTION & ADVOCACY FOR
INDIVIDUALS WITH MNTL ILLNESS

PROTECTION & ADVOCACY FOR
INDIVIDUALS WITH MNTL ILLNESS

PROTECTION & ADVOCACY FOR
INDIVIDUALS WITH MNTL ILLNESS

DRUGFREE IDAHO COMMUMITY
COALITION

EASTER SEALS-GCODWILL
NORTHERN ROCKY MOUNTAIN

CHILDREN'S MENTAL HEALTH

AR IR I T L T P U o e e

JORCYK, CHERYL
LYNN

WARNER, DOM L

SMITH. JENNIFER
ANNE

MITCHELL, KRISTEM
ANDREA

BREYANT, AMY
EVELYN

STILES, CORIANNA,

STILES, CORIANMA

STILES, CORINMA

STILES, CORINMA

STILES, CORIANNA,

KING, MARIANNE

WALENTINE, DELANIE

SANTILLAN,

BOQISE STATE UMIVERSITY

BOISE STATE UMIVERSITY

BOISE STATE UMIVERSITY

BOISE STATE UMIVERSITY

BOQISE STATE UMIVERSITY

BOISE STATE UMIVERSITY

BOISE STATE UMIVERSITY

BOISE VA MEDICAL CENTER

DISABILITY RIGHTS IDAHO, INC.

DISABILITY RIGHTS IDAHO, INC.

DISABILITY RIGHTS IDAHO, INC.

DISABILITY RIGHTS IDAHO, INC.

DISABILITY RIGHTS IDAHO, INC.

DRUG FREE IDAHO, INC.

EASTER SEALS-GOODWILL
NORTHERN ROCKY MOU

IDAHC FED OF

2010

2010

2009

2009

2009

2009

2010

2011

2011

2011

2010

2010

2011

2010

NCRR

NCI

NICHD

NCI

NCI

MNIGMS

NIDDK

VA

CMHS

CMHS

CMHS

CMHS

CMHS

CSAP

CEAT

e

MNCRR

NCI

NICHD

NCI

NCI

MNIGMS

QD

$3,978,104

$211,500

$211,500

$211,500

$218,815

$211,500

$404,386



E U. 8. Department of Health & Human Services www.hhs.gov T

NATIONAL INSTITUTES OF HEALTH SEARCH
{.& Research Porifolio Online Reporting Tools (RePORT)

mﬁ REPORTS, DATA AND ANALYSES OF NIH RESEARCH ACTIVITIES

HOME FREQUENTLY REQUESTED REFO REPORTS TEGORICAL SFENDING : 3 FAG LINKS

Home > RePORTER > Project Information Wy RePORTERBEA

Project Information @

Login | Register Font Slze: = %

H'EE EF! ‘.!. E-T-ia.m B ! “"I"’”S'HE'E v i u Niﬂ;‘]‘i
DESCRIPTION DETAILS RESULTS HISTORY SUBPROJECTS

Project Number: 1R43GMOBBS26-01 Contact Principal Investigator: COPPOLA, JULIA
Title: IDENTIFICATION OF SMALL MOLECULE FURIN-LIKE PROTEASE Awardee Organization: BOISE TECHNCLOGY, INC.
INHIBITORS
Abstract Text:

DESCRIPTION (provided by applicant): The overall goal of this proposal is to develop a non-invasive, real-time, guantifiable cell-based assay to detect and report on furin-like protease activity to
identify small molecule inhibitors of furin-like proteases by high throughput screening (HTS). Furin-like proteolytic enzymes are members of the Proprotein Convertase (PC) family that serve to process
immature latent proteins, including growth factors and hormones, receptors, plasma proteins, and matrix metalloproteases containing a specific recognition cleavage motif (RX(K/R)R?), to their mature
or functional forms. Processing by furin-like protease family members, such as furin, PACE4, PCS/6, and PCT/8, contributes to development of several degenerative diseases, such as Alzheimer's
disease, arteriolosclerosis, and arthritis. Furin-like protease expression and activity is necessary for processing substrates that enhance the cancer phenotype, contributing to cell transformation, tumor
pregression, metastasis, and angicgenesis. Further, furin-like preteclytic processing of viral coat glycoproteins is required for propagation of infectious viruses such as HSM1 avian influenza, HIV-1,
human papillomavirus, ebola, yellow fever, and SARS-CoV. Furin-like proteases activate bacterial toxing found in anthrax, shigella, botulinum, pseudomonas, and diphtheria. Inhibition of furin-like
proteolytic activity has been shown to halt toxicity of bacterial toxins, infectivity of viruses, and matility of cancer cells. We hypothesize that inhibiting furin-like proteclytic activity may lead to
dewvelopment of a therapeutic drug that inhibits a broad-spectrum of furin-like protease mediated disease. To aid in experimentation of this hypothesis, in specific aim 1A, we will develop a furin-like
protease reporter, which non-invasively and guantitatively senses furin-like protease activity in real time and characterize its specificity and sensitivity to furin-like protease activity. In specific aim 1B,
we will miniaturize this assay to adapt it to HTS. In specific aim 1C, we will perform HTS of several specialized small molecule libraries containing 71K compounds io identify furin-like protease
inhibitory molecules. In specific aim 2A, a secondary screen will be employed o eliminate false positives, cylotoxic, and non-specific inhibitory melecules. Potency will be assessed by exposing the
furin-reporter cells to various concentrations of the candidate compound to determine plC50 values. In specific aim 2B, we subject the five most efficacious compounds to further validation by
determining inhibition {IC50 value) of furin processing of physiclogical subsirates using western blot analysis. Additionally, cytotoxicity will be gauged using cell proliferation assays. In specific aim 2C,
the compound’s ability to inhibit furin will be confirmed using purified furin in vitro, We will also investigate the molecule's specificity by performing in vitro inhibition assays with other serine proteases.
At the conclusion of phase |, we expect to have identified at least one compound or derivative with [C50 < 1uM that will be the subject of further analysis and targeted for drug development 1o treat
furin-mediated diseases such as anthrax and cancer in subsequent years. PUBLIC HEALTH RELEWAMCE: Millicns of pecple worldwide are exposed to and/or confract furin-like protease mediated
diseases such as HIV-1, ebola, avian influenza, human papillomavirus, yellow fever, SARS-CoV, anthrax, botulinum, measles, pseudomonas, shigella, diphtheria, arhritis, aneriosclerosis, Alzheimer's
disease, and malignant cancer. Instead of searching for a therapeutic o address each pathogen and disease individually, targeting a single cellular protease may allow defeat of a broad spectrum of
furin-like protease mediated disease. The siudies described here will resuli in identification of a molecule that inhibits furin-like proteases and thus may be used to treat the diseases listed above.

Public Health Relevance Statement:

Project Marrative Millions of people worldwide are exposed to and/or contract furin-like protease mediated diseases such as HIV-1, ebola, avian influenza, human papillomavirus, yellow fever,
SARS-CaoV, anthrax, botulinum, measles, pseudomonas, shigella, diphtheria, arthritis, anerosclerosis, Alzheimer's disease, and malignant cancer. Instead of searching for a therapeutic to address
each pathogen and disease individually, targeting a single cellular protease may allow defeat of a broad spectrum of furin-like protease mediated disease. The studies described here will result in
identification of a melecule that inhibits furin-like proteases and thus may be used io treat the diseases listed above.
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