Title: MODIFI ED PEPTI DES AND PEP%IWI%EO’T?& FOR USE | N | MMUNOTHERAPY
Abstract: The invention relates to a nodified peptide derived from

H Ar g- Ser - Phe- Thr - Leu- Al a- Ser - Ser g4 LA-PRh&gg@I y-Val - d y-COH havi ng gener al
formula (11): Q Al-A2- A3- Ad- A5- A6- A Al0- A11- A12- A13-Z. |In general
Formul a () inMrnatRINRYARPALA I&@FI“@WB@INWII hutlll‘?*r ﬁm(ﬂﬂ'rﬂﬁhgﬁlﬂfmt el @
(), Qcorresponds with Hand Z corresponds with OH The nodifications
according to the present | nvention argesgl eci_ed—eﬂe—erF—Hce%e—ef—{he—gmups
a, b or gg,W(Qms”,,gm,g,gpg,ﬁ,c,@)(,@“lgg,t,d,,tu ®f 1-6, preferably 1- 4 am no acids
at Al through Algchibd Bi@a nat ur al 0 g

substitution of one or nobre am de boNgg
et hyl ene i s@stipkASHns)PubktRGiDhlt i ONs al Q and/ @) 1&e@BEhnalORbic@a Nubiherd)
substi t uti on wfApratusiake.anime aci ds upadp a totawey (A/29081 /i ons. The
pepti des_can be used for inducing tolerance induction in patients suffering

from autj mahe@nAPSQABQRSfcation:  COTK 14/47, OX14 SNW, Abingdon (GB). BOOTS, Anna, Maria,
GOIN 33/68. A6IK 38/10, A61P 19/02 Helena [NL/NL]; Verlengde Torenstraat 10, NL-5366
AV Megen (NL). MILTENBURG, Andreas, Martinus,
(21) International Application Number:  PCT/EP00/10230 Maria [NL/NL]; Stakenborg 19, NL-5346 VH Oss (NL.).
(22) International Filing Date: 12 October 2000 (12.10.2000) (74) Agent: HERMANS, F., G., M.; PO. Box 20, NL-5340
BH Oss (NL).
(25) Filing Language: English  £1) Designated States (national): AE, AG, AL, AU, BA. BB,
. BG, BR,BZ,CA,CN, CR, CU, CZ, DM, DZ, EE, GD, GE,
(26) Publication Language: English HR, HU, ID, IL, IN, IS, JP. KP. KR, LC, LK, LR, LT, LV,
MA, MG, MK, MN, MX, MZ, NO, NZ, PL, RO, RU, SG,
(30) Priority Data: S1, SK, SL, TR, TT, UA, US, UZ, VN, YU, ZA.
99203427.2 18 October 1999 (18.10.1999) EP
(84) Designated States (regional): ARIPO patent (GH, GM,
(71) Applicant (for all designated States except US): AKZO KE, LS, MW, MZ, SD, SL, §Z, TZ, UG, ZW), Eurasian
NOBEL N.V. [NL/NL]; Velperweg 76, NL-6824 AB Arn- patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), European
hem (NL). patent (AT, BE, CH, CY, DE, DK. ES, F1, FR, GB, GR, IE,

IT, LU, MC, NL, PT, SE), OAPI patent (BF, BJ, CF, CG,

(72) Inventors; and CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG).

'(75) Inventors/Applicants (for US only): VAN STAVEREN,
Catherina, Joanna [NL/NL]; Zevenblad 17, NL-5345 Published:
KX Oss (NL). TIMMERS, Cornelis, Marius [NL/NL); —  With international search report.
De Bongerd 132, NL-5345 JW Oss (NL). GALEN
VAN, Philippus, Johannes, Marie [NL/NL]; Hamnas 43, For two-letter codes and other abbreviations, refer 10 the "Guid-
NL-5346 WR Oss (NL). KNEGTEL, Rnaldus, Marcel- ance Notes on Codes and Abbreviations" appearing at ihe begin-
lus, Alphonsus [NL/GB]; 92 Andersey Way, Oxfordshire  ning of each regular issue of the PCT Gazette.

*162162*

*ACTION*

(54) Title: MODIFIED PEPTIDES AND PEPTIDOMIMETICS FOR USE IN IMMUNOTHERAPY

29081 Al

(57) Abstract: The invention relates to a modified peptide derived from H-Arg-Ser-Phe-Thr-Leu-Ala-Ser-Ser-Glu-Thr-Gly-Val-
~ Gly-OH having general formula (II): Q-A1-A2-A3-A4-A5-A6-A7-A8-A9-A10-A11-A12-A13-Z, In general formula (II), Al
through A13 correspond with the amino acids of formula (I), Q corresponds with H and Z corresponds with OH. The modifications
according to the present invention are selected one or more of the groups a, b or ¢, consisting of a) substitution of 1-6, preferably
1-4 amino acids at Al through A13 with non-natural amino acids or § amino acids; b) substitution of one or more amide bonds with
3 reduced amide bonds or ethylene isosteres; c) substitutions at Q and/or Z and, optionally, d) substitution of natural amino acids up to
a total of 6 modifications. The peptides can be used for inducing tolerance induction in patients suffering from autoimmune diseases.



