woO 2006/071989 A3 |00 7 00O O A

Enbodi nents relate to nethods and conpositions for
eliciting, enhancing, and sustaining i mune responses,
preferably nultival ent responses, preferably

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

‘ﬂb A0 YA

(10) International Publication Number

WO 2006/071989 A3

(19) World Intellectual Property Organization
International Bureau

(43) International Publication Date
6 July 2006 (06.07.2006)

(51) International Patent Classification: Kent Andrew [US/US]; 2916 Bayshore Avenue, Ventura,
AGIK 39/00 (2006.01) AGIK 39/39 (2006.01) California 93001 (US).

(21) International Application Number: (74) Agent: MALLON, Joseph J.; KNOBBE MARTENS OL-

PCT/US2005/047440 SON & BEAR LLP, 2040 Main Street, 14th Floor, Irvine,

California 92614 (US).
(22) International Filing Date:
29 December 2005 (29122005) (81) Designated States (unless otherwise indicated, fOV every

kind of national protection available): AE, AG, AL, AM,
(25) Filing Language: English 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,

(26) Publication Language: English GB. GD, GE, GH, GM, HR, HU, ID, IL, IN,, IS, JP, KE,

(30) Priority Data: KG, KM, KN, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV,

60/640,402 29 December 2004 (29.12.2004)  US LY, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NG, NI,

NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG,

(71) Applicant (for all designated States except US): SK, SL, SM, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US,
MANNKIND CORPORATION [US/US]; 28903 North UZ, VC, VN, YU, ZA, ZM, ZW.

Avenue Paine, Valencia, CA 91355 (US).
(84) Designated States (unless otherwise indicated, for every

(72) Inventors; and kind of regional protection available): ARIPO (BW, GH,
(75) Inventors/Applicants (for US only): BOT, Adrian Ion GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
[RO/US]; 24406 West Gable Ranch Lane, Valencia, Cal- 7ZW), Burasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
ifornia 91354 (US). LIU, Xiping [US/US]; 6035 Camel- European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI,
lia Avenue, Temple City, California 91780 (US). SMITH, FR, GB, GR, HU, IE, IS, IT, LT, LU, LV, MC, NL, PL, PT,

[Continued on next page]

(54) Title: METHODS TO ELICIT, ENHANCE AND SUSTAIN IMMUNE RESPONSES AGAINST MHC CLASS
I-RESTRICTED EPITOPES, FOR PROPHYLACTIC OR THERAPEUTIC PURPOSES

(57) Abstract: Embodiments relate to methods and compositions for

A: s . o .
eliciting, enhancing, and sustaining immune responses, preferably mul-
tivalent responses, preferably against MHC class I-restricted epitopes.
Schedule of immunization The methods and compositions can be used for prophylactic or therapeu-
tic purposes.
Immunization Schedule:
T 1 week T 1 week ﬂ 6days ﬁ
DNA DNA | s CRA snd Tetramer Staining
Experimental Setup:
Group | pSEM {tmg/ml) LN 25u) X2
Group 2: pSEM {bmg/ml) im 25} X2
Group 3: pSEM {0.25 mg/ml) im 100ul X2
2: pSEM (imp/enf) s2 250l
Group 5: pSEM (0.25 mg/ml) s¢ 100ul X2
B:

Immunogenicity of pSEM vs Different Routes

LN 6.43% Im-10.55%
¥

Eoaar

1 0.00%

Tetramer (% of iymphocyte)

Antl-CD8



agai nst MHC class I-restricted epitopes. The nethods
and conpositions can be used for prophylactic or
t herapeuti c purposes.

WO 2006/071989 A3 || DA 00 0 0000 O

RO, SE, SI, SK, TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, (88) Date of publication of the international search report:
GN, GQ, GW, ML, MR, NE, SN, TD, TG). 7 December 2006

Published:

—  with international search report

—  before the expiration of the time limit for amending the  Fortwo-letter codes and other abbreviations, refer to the "Guid-
claims and to be republished in the event of receipt of ance Notes on Codes and Abbreviations" appearing at the begin-
amendments ning of each regular issue of the PCT Gazette.



