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€3]

Val 5.62 2.53 5.0 433 5.10 25.2 24.5 300
Asp(OtBu) | 6.81 2.51 5.0 433 5.10 252 24.5 300
Ser(OtBu) | 6.35 2.52 5.0 433 5.10 252 24.5 300
Thr(tBu) 6.56 2.53 5.0 433 5.10 252 24.5 300
Phe 6.41 2.52 5.0 433 5.10 252 24.5 300
Thr(tBu) 6.59 2.53 5.0 433 5.10 252 24.5 300
Gly 4.95 2.52 5.0 433 5.10 252 24.5 300
Glu(OtBu) | 7.36 2.52 5.0 433 5.10 252 24.5 300
Aib 5.40 2.53 5.0 433 5.10 252 24.5 300

THF/NMP | DEPBT | THF/NM

3:1) H P(3:1)

0.1M 0.1 M

LiBr LiBr
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7 g HOBT |DIEA |[NMP |HBTU |NMP |[DCM | #v7VU 2
HO(g) |(mL) | (mL) ) (mL) | (mL) | & (59)

Glu(OtBu) | 9.06 |0.18 3.9 29.8 7.55 362 237|390

Leu 724 |0.17 3.9 29.8 7.55 362 (237|300

Tyr(tBu) 938 |0.17 3.9 29.8 7.55 362 237|300

Ser(tBu) 784 |0.16 3.9 29.8 7.55 362 237|360
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YE | &)
Lys(Boc) |13.86 |0.24/ |50.5 |- 6.4/ 642/ 375 |- 720
2.0 0.1 25 2.0
MWOKFERE |4.62/ |- ; 750 |12.8/ |- - 375 | 120
3.0 5.0
Val 431/ 1026/ |505 |- 6.4/ 642/ 375 |- 720
235 |0.1 25 2.0
@RS | 4.60/ |- - 750 |12.8/ |- - 375 | 120
3.0 5.0
Leu 8.85/ [022/ |584 |- 5.5/ 546/ |375 |- 240
1.7 10.085 213 1.7
Trp(Boc) |13.22 [0.21/ | 584 |- 5.5/ 546/ |375 |- 240
/1.7 10.085 213 1.7
Ala 828/ |021/ |584 |- 5.5/ 546/ |375 |- 240
1.7 10.085 213 1.7
Tle 8.85/ [0.19/ |584 |- 5.5/ 546/ |375 |- 240
1.7 10.085 213 1.7
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1.7 10.085 213 1.7
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INTERNATIONAL SEARCH REPORT

JP 2012-525348 A 2012.10.22

International application No

PCT/EP2010/055662

A. CLASSIFICATION OF SUBJECT MATTER

INV. CO7K14/605
ADD.

According to Intemational Patert Classification (IPC) or to both national olassifioation and IPC

B. FIELDS SEARCHED

Minimum dooumentaticn searched (olassifioati

1 system folk d by classification symbols)

Documentation searched other than minimum documentation to the extent that suoh doouments are included in the fields searched

Elsetronic data base cohsulted during the intfemational esarch (hame of data base and, where practical, saanch tarms used)

EPO-Internal, BIOSIS, Sequence Search, WPI Data, CHEM ABS Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* | Citation of document, with indicati where appr te, of the relevant passages Relevant to claim Na.
X WO 20077147816 AL (HOFFMANN LA ROCHE [CH]; 1-11,
CHEN LIN [US]; HAN YEUN-KWEI [US]; ROBERTS 16-18
CHR) 27 December 2007 (2007-12-27)
claims 4, 28
sequences 4, 12
page 19, lines 29-31
X W0 00734331 A2 (SOD CONSEILS RECH APPLIC 1-9
[FR]; DONG ZHENG XIN [US])
15 June 2000 (2000-06-15)
claim 9
X W0 20047074315 A2 (SOD CONSEILS RECH 1-9
APPLIC [FR]; DONG ZHENG XIN [US])
2 September 2004 (2004-09-62)
the whole document
-/ -

Further documents are listec inthe continuation of Box C.

Sea patent family annex.

* Bpecial categoriea of cited documents :

"A" doosument defining the general state of the art which is not
considered fo be of particular relevance

"E* earlier document but published on cr after the intemational
filing date

*L* document which may throw doubta on prierity claim{a) or
which ia cited to eatablish the publication date of another
witation or other special reason (as speoified)

"0" document referring to an oral discl
other means

"P" dooument published pricr to the international filing date but
later than the priority date claimed

ire, usa, exhibition or

"T" later documeant published after the intematienal filing date
ar priarity date and not in conflict with the applioation but
sited to underetand the pringiple or theory undetlying the
invention

"X' documnent of particular relevance; the claimed invention
cannot be considered novel or cannot be considerad to
invalve an inventive step when the document is iaken alone

"¥" docurmnent of particular relevance; the claimed invention
oannot be ocnsidered to involve an inventive atep when the
docsument ie combined with one or more other such docu-
!'n?'l.lﬂs, ;uch combination being obvious to a person skilled
inthe art.

*3* document member of the same patent family

Date of the actual sompletion of the international search

12 January 2011

Date of mailing of the intematicnal search report

14/02/2011

Name and mailing address of the ISAS

European Patent Office, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijawijk

Tel. (+31-70) 340-2040,

Fax: {+31-70) 340-3018

Authorized officer

Herrmann, Klaus

Form PCT/ISA210 {second sheet) (April 2006)
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International application No

PCT/EP2010/055662

C(Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Gitation of document, with indication, where appropriate, of the relevant passagee

Relevant to claim No.

X

X,P

W0 2007/090496 Al (LONZA AG [CH];
WERBITZKY OLEG [CH]; VARRAY STEPHANE [CH];
GIRAUD MATTH) 16 August 2007 (2007-08-16)
page 13, lines 1-6

page 2, line 28

WO 2007/017892 A2 (CADILA HEALTHCARE LTD
[IN]; LOHRAY BRAJ BHUSHAN [IN]; LOHRAY
YIDYA BHU) 15 February 2007 (2007-02-15)
page 7, line 20; sequence 5

page 7, line 23; sequence 10

page 7, line 25; sequence 15

page 9, lines 5-9

WO 20097074483 A2 (HOFFMANN LA ROCHE [CH];
CHEN LIN [US]; HAN YEUN-KWEI [US]; ROBERTS
CHR) 18 June 2009 (2009-06-18)

claim 2b; sequence 6

page 104, lines 2-4

sequence 17

11,16,18

12-15,18

10,15,
17,18

Form PCT/ISAR210 {continuation of second sheet) (April 2005}
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Intem ational application No.

INTERNATIONAL SEARCH REPORT POT/EP2010/055662

Box No. | Nucleotide and/or amine acld sequence(s) (Continuation of ltem 1.b of the first sheet)

1. With regard to any nuclectide and/or amine acid sequsnce disclosed in the international application and necessary to the claimed
inventicn, the international search was carried out on the basis of:

a. (means)

D on paper
E in electronic form

E in the international application as filed
D together with the international application in electronic form
D subsaguantly to this Authority for the purposa of search

2. D In addition, in the case that meore than cne version or copy of a sequence listing and/or table relating thereto has been filed
or furnished, the required statements that the information in the subsequent or additional copies is identical to that in the
application as filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Form PCTASA/210 {continuation of first shest {1)) (July 2009)
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International application No.

INTERNATIONAL SEARCH REPORT PCT/EP2010/055662

BoxNo.ll  Observations where certain claims were found unsearchable (Continuation of item 2 of first sheat)

This international search report has not been astablished in respsct of certain claims under Articla 17(2)(a) for the following reasons:

1. D Claims Nos .
becauss they ralate to subject matter not racuired to be searched by this Authority, namely:

2. D Claims Nos .

because they relate to parts of the intemational application that do not comply with the prescribed requirements o such
an extent that no meaningful intematienal ecarch can be sarried out, specifically:

3. D Claima Noa .

because they are dependent claime and are not drefted in aceordance with the secend and third sentences of Rule 6.4{a).

BoxNo. lll Chkaservations where unity of invention is lacking (Continuation of item 3 of first sheet)

This Intemational Searching Authority found multiple inventions in this intemational application, as follows:

see additional sheet

1. As all required addtional search faes were timely paid by the applicant, this international search repert covers all searchable
claima.

2. D As all smarchabla claims could be searched without effort justifying an additional fees, this Autharity did nat invite payment of
additional fees.

3. As only some of the required additional search feas wars timely paid by the applicant, this international search report cavers
only those claims for which fees were paid, specifically claims Nos.:

4. |:| No required additional search teea were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentiened in the claims; it is covered by claims Nes.:

Remark on Proteat The additional search fees were accompanied by the applicant's protest and, where applicable, the
payment of a protest fea.

The acditional search fees were accompanied by the applicant's protest but the applicable protest
fee was nat paid within the time limit specified in the invitation.

D Na protest accompanied the payment of additional search fees.

Form PCTASA/210 {continuation of first sheet (2)) (April 2005)
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International Application No. PCT/ EP2010/ 055662

FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 21Q

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1, 2(completely); 9(partially)

A method of making an insulinctropic peptide, comprising the
steps defined in claim 1.

2. claims: 3, 4(completely); 9(partially)

A method of making an insulinotropic peptide, comprising the
steps defined in claim 3.

3. claims: 5, é(completely); 9(partially)

A method of making an insulinotropic peptide, comprising the
steps defined in claim 5.

4. claims: 7, 8(completely); 9(partially)

A method of making an insulinctropic peptide, comprising the
steps defined in claim 7.

5. claims: 10{completely); 18(partially)

A peptide of the amino acid sequence (SEQ ID NO. 5) wherein
Z is H- or an N-terminal protecting group; X 35 is an
achiral, optionally sterically hindered amino acid residue;
and one or more residues of the sequence optionally includes
side chain protection.

6. claims: 11, 16(completely); 18(partially)

A peptide of the amino acid sequence (SEQ ID NO. 7) wherein
Z is H- or an N-terminal protecting group; X 35 is an
achiral, optionally sterically hindered amino acid residue;
and one or more residues of the sequence coptionally includes
side chain protection.

7. claims: 12(completely); 18(partially)

A peptide of the amino acid sequence (SEQ ID NO. 8) wherein
X 8 is an achiral, optionally sterically hindered amino acid
residues; 7 is H- or an N-terminal protecting group; B' is
-0H or a solid phase resin; and one or more residues of the
sequence optionally includes side chain protection.

8. claims: 13{completely); 18(partially)
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A peptide of the amino acid sequence (SEQ ID NO. 11} wherein
B' is -0OH or a solid phase resin; Z is H- or an N-terminal
protecting group; and one or more residues of the sequence
optionally includes side chain protection.

9. claims: l4{completely); 18(partially)

A peptide of the amino acid sequence (SEQ ID NO. 12} wherein
Z is H- or an N-terminal protecting group; and B' is -0H or
a solid phase resin.

18. claims: 15(completely); 18(partially)

A peptide of the amino acid sequence (SEQ ID NO. 13) wherein
Z is H- or an N-terminal protecting group; B' is -0OH or a
solid phase resin; X 8 is an achiral, optionally sterically
hindered amino acid residues; and one or more residues of
the sequence optionally includes side chain protection.

11. claims: 17(completely); 18(partially)

A peptide of the amino acid sequence (SEQ. ID NO. 14)
wherein Z is H- or an N-terminal protecting group; X 35 is
an achiral, optionally sterically hindered amino acid
residues; and one or more residues of the sequence
optionally includes side chain protection.
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