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The present

invention relates to the preparation of

i nsul i notropic peptides that are synthesized using a
solid and sol ution phase ("hybrid") approach.

di fferent peptide internedig

l ugtlog /

fragnents %e ?ragnents

ad8ne@hiichab®blidatiGDROaseE.

DTDEdMbEF 2007€27. Imﬁt s eaB

(1203NTERBATIONATLL NEPLAQYIQ@QRIBLISHEDUTDER YR P*IBENTZJ'()!Q)QEWQ@ TREATY (PCT)

chem str

\ is t

3 HIlIIIIIIHIIIIIIIHIHiIﬁIHﬂIiIHiII|ﬂ>||1||I||I|IlHHII|I|I|||I|II|||I|I|I|||II|||I||II|
{Ylen coupl ed
use of10anR&eMBeNPablicion Number

SO|Id vagy

together in

IIQP'}’le Al

(51) InoumspibriakRyteiCltsdticgsiok:r agment to ot heA:T AU, AgBe RS BG, FHEBR, BW, BY, BZ, CA, CH,

21

(22)
(25)
(26)

(30)

(1)

(72)

(75)

(74)

(81)

Cﬁﬁég&ﬁ szQGTQ@e nt46éﬁ3§/2§ (2\9®r0§/) usef ul (flb £0,
qumggptldes such as

Interna 10n

nat ur a
International Filing Date: 19 June 2007 (19.06.2007)
Filing Language: English
Publication Language: English
Priority Data:
60/815,919 23 June 2006 (23.06.2006) US
Applicant (for all designated States except US): K. HOFF-

MANN-LA ROCHE AG [CH/CH]; Grenzacherstrasse
124, CH-4070 Basel (CH).

Inventors; and

Inventors/Applicants (for US only): CHEN, Lin
[CN/US]; 3642 Blanca Peak Drive, Superior, Colorado
80027 (US). HAN, Yeun-Kwei [US/US]; 816 Pinehurst
Court, Louisville, Colorado 80027 (US). ROBERTS,
Christopher R. [US/US]; 721 N. County Road, 27E,
Berthoud, Colorado 80513 (US).

Agent: KLOSTERMEYER, Doerte; Grenzacherstrasse
124, CH-4070 Basel (CH).

Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,

(34)

BrGH: FgDE. DK, DM, DO, DZ, EC, BE, EG,

@%G%@EK%JH@/E& HN, HR, HU, ID, IL,

R, KZ, LA, LC, LK,

non- andr‘fE@iooﬁd%b@i er parg §s LT, LU, LY, MA, MD, ME, MG, MK, MN, MW,

MX, MY, MZ, NA, NG, NI, NO, NZ, OM, PG, PH, PL,
PT, RO, RS, RU, SC, SD, SE, SG, SK, SL, SM, SV, SY,
TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA,
M, ZW.

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, IS, IT, LT, LU, LV, MC, MT, 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

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

with sequence listing part of description published sepa-
rately in electronic form and available upon request from
the International Bureau

Fortwo-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 Gagzette.

(54) Title: INSULINOTROPIC PEPTIDE SYNTHESIS

(57) Abstract: The present invention relates to the preparation of insulinotropic peptides that are synthesized using a solid and
solution phase ("hybrid") approach. Generally, the approach includes synthesizing three different peptide intermediate fragments
using solid phase chemistry. Solution phase chemistry is then used to add additional amino acid material to one of the fragments.
The fragments are then coupled together in the solid solution phase. The use of a pseudoproline in one of the fragments eases solid
phase synthesis of that fragment and also eases subsequent solution phase coupling of this fragment to other fragments. The present
invention is very useful for forming insulinotropic peptides such as GLLP-1(7-36) and its natural and non-natural counterparts.



