4106517 A1 IV 0O YO OO A

The invention
t echni ques.
(RNA) for

Is directed towards constructs for
The i nvention provides a ribonucleic acid
use as interfering RNA in gene silencing

RNAI

(12 BORRNGUOSAL OPREI¢AMOEPEBLISIEGEINDGR NBE EOMEDITICOORBRATIORTIBEATY (PCT)

to 3" direction at

| east a first effector

sequence, a

qep WAldahiRehar poggiyence, 2gssguence substantial ly
conpl emepinakiont 0 t he secof@fjBRie
O e ot | 1 1 o o il ARy e

ef fector sequence, wherei W&

A

conpl enentary sequences

@apaneaRabaerlicdiion pitag doubl e st r andmi inegitons Pwblichtion Number
thpécembasiios (0vie.200d)ect or Pédliences aWOXIREAF6517 Al

| east one of these sequences is substantially
(51) GG entlCRsdidRioP! €di@bRAs/AT anscdundt pRla @si€QhO®1 Bfiyon Terrace Drive,

the target gene,

(21) IlﬁdﬂﬁhorﬁnAﬂa}wﬁon Number:
PCT/AU2004/000759
(22) International Filing Date: 3 June 2004 (03.06.2004)
(25) Filing Language: English
(26) Publication Language: English

(30) Priority Data:

60/475,827 3 June 2003 (03.06.2003) US
60/479,616 17 June 2003 (17.06.2003) US
2003906281 14 November 2003 (14.11.2003) AU
60/550,504 5 March 2004 (05.03.2004)  US
2004901258 10 March 2004 (10.03.2004) AU
60/553,920 17 March 2004 (17.03.2004) US
2004902279 30 April 2004 (30.04.2004) AU

(71) Applicant (for all designated States except US): BEN-
ITEC AUSTRALIA LIMITED [AU/AU]; Suite 4, 242

Hawken Drive, St Lucia, Queensland 4067 (AU).

(72) Inventors; and

(75) Inventors/Applicants (for US only): GRAHAM,
Michael, Wayne [AU/AU]; 42 Raglan Street, St Lu-
cia, Queensland 4067 (AU). REED, Kenneth, Clifford
[AU/AU]; 12 Fifth Avenue, St Lucia, Queensland 4067
(AU). RICE, Robert, Norman [AU/AU]J; 39 Foley Place,
Sinnamon Park, Queensland 4073 (AU). HARRISON,
Bruce, Thomas [AU/AU]; 6 Devon Street, Eastern
Heights, Queensland 4305 (AU). ROELVINK, Petrus
[NL/US]; 180 Michael Drive, Campbell, CA 95008 (US).

and a nucl ei ¢ aciahovarRstA w6t (€9).60UN RHALOV, Alexan-

der [US/US]; 18591 Montpere Way, Saratoga, CA 95070
(US).

(74) Agent: FREEHILLS CARTER SMITH BEADLE;
Level 43, 101 Collins Street, Melbourne, VIC 3000 (AU).

(81) Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,
AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, CN,
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI,
GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE,
KG, KP, KR, KZ, L.C, LK, LR, LS, LT, LU, LV, MA, MD,
MG, MK, MN, MW, MX, MZ, NA, NI, NO, NZ, OM, PG,
PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, TJ, TM,
TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM,
ZW.

(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI,
FR, GB, GR, HU, IE, IT, LU, MC, NL, PL, PT, RO, SE, SI,
SK, TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ,
GW, ML, MR, NE, SN, TD, TG).

Published:
with international search report

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: DOUBLE-STRANDED NUCLEIC ACID

&= (57) Abstract: The invention is directed towards constructs for RNAIi techniques. The invention provides a ribonucleic acid (RNA)
& for use as interfering RNA in gene silencing techniques to silence a target gene comprising in a 5’ to 3’ direction at least a first effec-
tor sequence, a second effector sequence, a sequence substantially complementary to the second effector sequence and a sequence
substantially complementary to the first effector sequence, wherein the complementary sequences are capable of forming double
stranded regions with their respective effector sequences and wherein at least one of these sequences is substantially identical to the
predicted transcript of a region of the target gene, and a nucleic acid construct encoding such an RNA.



