Title

| NEECTI ON  Abst r act :
t hat

nodel

CH MERI C ANl MAL MODEL  SUSCEPTI BLE TO HUMAN HEPATI TI'S C VI RUS

The present
i s susceptible

I nvention features
to infection by human hepat ot rophi ¢ pat hogens,

a non- human ani nal

m par ti culihkyerRNAFRINARARALICA TONPUBLEHSD THER rHEMAPENTESERERWPIORAGRATP Pcd)

non- human, i nmuni conprom sed xenogeneic transgeni c ani mal having a

human- nouse chineric liver, where th%€ﬁ§;nsgene provi des for expression
of a ur ol H3RE I ARGAPASTINOSENAGH | VBTSN the liver. The invention also
Feat ur ed. hethodab ot et At 151 A colggEurote) AN dEm Rl
agents having antiviral activity ag.-\igéyvcv I nfection.

AT 0 0 OO0

WO 01/67854 Al

(43) International Publication Date
20 September 2001 (20.09.2001)

PCT

(10) International Publication Number

WO 01/67854 Al

(51) International Patent Classification’:  A01K 67/027,

C12N 9/64, 7/00, A61K 49/00
(21) International Application Number: PCT/CA01/00350

(22) International Filing Date: 16 March 2001 (16.03.2001)

(25) Filing Language: English
(26) Publication Language: English
(30) Priority Data:

09/528,120 17 March 2000 (17.03.2000) US

(71) Applicants and

(72) Inventors: KNETEMAN, Norman, M. [CA/CA]; 492
Ronning Street, Edmonton, Alberta T6R 1B7 (CA).
TYRRELL, D., Lorne [CA/CA]; 121 Laurier Drive,
Edmonton, Alberta TSR 5P6 (CA). MERCER, David, F.
[CA/CA]; #209 11115 80th Avenue, Edmonton, Alberta
T6G 0R4 (CA).

(74) Agents: ROBINSON, J., Christopher et al.; Fetherston-
haugh & Co., Box 11560, 650 West Georgia Street, Suite
2200, Vancouver, British Columbia V6B 4N8 (CA).

(81) Designated States (national): AE, AG, AL, AM, AT, AU,
AZ,BA, BB, BG, BR,BY,BZ, CA, CH, CN, CO, CR, CU,
CZ,DE, DK, DM, DZ, EE, ES, FI, GB, GD, GE, GH, GM,
HR,HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK,
LR.LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX,
MZ, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL,
TJ, TM, TR, TT, TZ, UA, UG, US, UZ, VN, YU, ZA, ZW.

(84) Designated States (regional): ARIPO patent (GH, GM,
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW), Eurasian
patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), European
patent (AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE,
IT, LU, MC, NL, PT, SE, TR), OAPI patent (BF, BI, CF,
CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG).

Published:

with international search report

before the expiration of the time limit for amending the
claims and to be republished in the event of receipt of
amendments

For two-letter codes and other abbreviations, refer to the "Guid-
ance Notes on Codes and Abbreviations" appearing at the begin-
ning of each regular issue of the PCT Gazette.

(54) Title: CHIMERIC ANIMAL MODEL SUSCEPTIBLE TO HUMAN HEPATITIS C VIRUS INFECTION

f‘E- 7

a 6¢ ,.h_—‘

% )r-" =\¢$hv

85 :7‘

e v B ~v

g 4 ,\:* —a_ \//\\\
. -

é 34 - W 8

> 2]

15

T, 1

E

SO0 1 6 & 10 12 14 16

Weeks -Post-Inoculation

(57) Abstract: The present invention features
a non-human animal model that is susceptible
to infection by human hepatotrophic pathogens,
particularly human hepatitis C virus (HCV). The
model is based on a non-human, immunicompromised
xenogeneic transgenic animal having a human-mouse
chimeric liver, where the transgene provides for
expression of a urokinase-tape plasminogen activator
in the liver. The invention also features methods for
identifying candidate therapeutic agents, e.g., agents
having antiviral activity against HCV infection.



