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1 8—Gal X7 s 7zrrbr— (Roche) FFrAF7=¥3i 3w
1 EBEE EBBEEMSE (I T AT s R (rlu)
i 8.578 27,347
i 10. 204 26. 662
11.6 ng 22.026.968 50. 353
11.6 ng 22.101.678 47,212
18 ng 43,535, 464 140, 342
18 ng 43.392.116 162.219
|40 ng 62,436,592 635,228
140 ng 61,919,408 675,640
18— HFF7 s — FEEE
1 EHEE EBBEEMSE (I T AT s R (rlu)
| 640pg 6.048.195 25.076
| 640pg 5.911.789 28.710
3.2 ng 51,004, 204 29,527
3.2 ng 50,660,716 35,227
|15 ng 24,657,924 56. 941
|16 ng 24,504,798 55, 164
|80 ng F—=-n—F 242,200
180 ng F—=-n—F 208.589
|H1. 4B— 5 —Ga | &5)E
[ZEEE & EOBEEME (rlw) T A7 s rEEE(rly
1.6 ng 3.020. 454 49,243
1.6 ng 3,694,802 35, 667
8 ng 11.583.624 70.352
8 ng 12.377.050 60. 663
] 40 ng 33.230.640 355. 641
[ 40 ng 33.458. 668 333.4986
| 200 ng 58,670,112 2,687,583
| 200 ng 56,713,392 2.989. 107
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B—Gal®BYF 472w bnr—i

(Roche) FNIF ATz iraw

ERAE &

EREEE I

T AT e EEME (1)

[

I

I EZEBRE= EOBEEME (rlw) FF AT = EEME (rlw)
I 564 2.417

i 503 1.835
lL1l.6 ng 10.302.814 40,121
1.6 ng 10,740,706 33.578
18 ng 33.610.784 164. 745
8 ng 34.080. 292 157.913
1 40 ng 57.920.416 710,773
1 40 ng 57.083.376 744. 405
lAntp—8—Gal#JE

lE0E= EOEEME (I hZ 27 vs o EBEE Ly
[l 2 ng 618,178 2.275
2 ng 628,733 3.020

[ 10 ng 2.638.336 2.028

1 10 ng 2.660.380 2.027

| 50 ng 10,787, 237 39. 725
| 50 ng 11.323.412 25. 066
[ 250 ng 36.136.704 549. 104
[ 2560 ng 37.321.488 682,181
0 Tat—58—GalEJFE

[

I

{

[

{

[

[

{

[

[

0.5 ng 1. 638, 342 4,317

0.8 ng 1.620.746 5.587

4 ng 6,443,620 6,318

4 ng 9,424,017 5,454

20 ng 20.843.930 30. 954

20 ng 22.368.902 25.516

100 ng 53.224. 476 220.384

100 ng 49.537. 854 1285. 548
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BMP-3 g1:116072 v 7 F . -TLKKARRKQWIEPRNCARR-7 I F 2
Spi-1 g1:45071756 v 7 F . -GEVKKVKKKLTYQFSGEVL-7 I F 3
APC g1:182397 b 7 sF 2 —SSRKAKKPAQTASKLPPPVAR-7 X F 4
P80—= U g1:4758024 b 4% -NLSLRKAKKRAFQLEEG-7 I K )
EMP-4 g1i:115073 b 45 ~HALTRRRRAKRSPKHHSQ-7 X 1§
TRAK g1:8928635 ' 7 ~CLHRRAKRRPFMTQVYER-T I 7
AT AHTF g1:3243075 v 7 F 1 ~TKGGRGKGKGKKKGKVK-7 I K 3
>1(p2)
HDAC1 g1:13128860 v 7 F . -SNFKKAKRVKTEDEKEKDP-7 I F 9
A AR - £1:10954343 v 7 F > -QLLRKKRRIFIHSVGAGT-7 I R 10
IRERFT
A A=
PAE T vp g1:4503337 v 79 . -TKKEKKKSKKDKKAKAGLES-7 3 F 11
1
VAT p g1:4503337 b 4 5 ~LPKKHKKKKERKSLPEED-7 % K 12
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12804613
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14

FEFD A
YEAR
BE 14

g1

12944217
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15

A T e
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i:2117817
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B % - -PNYKYEPERKAKMLPENCS-7 % F
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SEQUENCE LISTING
<110> Implyx Ltd.
<120> PEPTIDES FOR USE AS TRANSLOCATION FACTORS
<130> REEOCTBIWO

<140> {(not vet known)
<1l41> 2002-07-01

<150¢> 0116047.2
<131> 2001-06-22

<160> 22
<170> PatentIn Ver. 2.1

<210> 1

<211> 18

<212> PRT

<213> Artificial Sequence

<220>
<223> Description of Artificlal Sequence: Synthetic
peptide conjugated with bietin

<400> 1
Met Ile Lys Lys Ala Lys Lys Val Phe Val Pro Asp Glu Gln Lys Asp
1 ' 5 10 15

Glu Lys

<210> 2

<211> 18

<21Z>» PRT

<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: Synthetic
peptide conjugated with biotin

<400> 2
Thr Leu Lys Lys Ala Arg Arg Lys Gln Trp Ile Glu Pro Arg Asn Cys
1 =] 10 15
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O

Ala Arg Arg

<210> 3

<211> 19

<212> PRT

<213» Artificial Seguence

220>

(26) JP 2005-508875 A 2005.4.7

<223> Description of Artificial Sequence: Synthetic

peptide conjugated with biotin

<400> 3

Gly &lu val Lys Lys val Lys Lys Lys Leu Thr Tyr Gln Phe Ser Gly

1 5 10

Glu val Leu

<210> 4

<211 21

<212> PRT

<213> Artificial Segquence

<220>

135

<223> Description of Artificial Sequence: Synthetic

peptide conjugated with biotin

<400> 4
Ser SBer Arg Lys Ala Lys Lys FPro Ala Gln
1 5 10

Pro Pro Val Ala Arg
20

<210> 5

<211> 17

<212> PRT

<213> Artificial Segquence

<220>

Thr Ala Ser Lys Leu Pro
15
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(27) JP 2005-508875 A 2005.4.7

<223> Description of Artificial Sequence: Synthetic
peptide conjugated with bioctin

<400> 5
Asn Leu Ser Leu Arg Lys Ala Lys Lys Brg Ala Phe 6ln Leu Glu Glu
1 5 10 15

Gly

<210> 6

<211> 18

<212> PRT

<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: Synthetic
peptide comnjugated with biotin

<400> 6
His Ala Leu Thr Arg Arg Arg Arg Ala Lys Arg Ser Pro Lys His His
1 5 10 15

Ser Gin

<210> 1

<211> 18

<212> PRT

<Z13> Artificial Sequence

<220>
<223> Description of Artificial Sequence: Synthetic
peptide conjugated with biotin

<400> 7
Cys Leu His Arg Arg Ala Lys Arg Arg Pro Pro Met Thr Gln Val Tyr
1 5 10 15

Glu Arg

10
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«<210> 8

<211> 17

<212> PRT

<213%> Artificial Sequence

<220>
<223> Description of Artificial Sequence: Synthetic
peptide conjugated with biotin

<400> 8
Thr Lys Gly Gly Arg Gly Lys Gly Lys Gly Lys Lys Lys Gly Lys Vval
1 5 10 15

Lys

<210> 9

<211> 19

<Z1&> PRT

<213> Artificial Seguence

<220>
<223> Description of Artificial Sequence: Synthetic
peptide conjugated with biotin

<400> 9
Ser Asn Phe Lys Lys Ala Lys Arg Val Lys Thr Glu Asp Glu Lys Glu
1 5 10 15

Lys Asp Pro

<210> 10

<211> 18

<212> PRT

<212>» Artificial Sequence

220>
<223> Description of Artificial Sequence: Synthetic
peptide conjugated with biotin

<400> 10
Gln Leu Leu Arg Lys Lys Arg Arg Ile Phe Ile His Ser Val Gly Ala
1 5 10 15
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GLy Thr

Gprey 11

<211> 20

<z212> PRT

<213> Artificial Seguence

<220>
<223> Description of Artificial Segquence: Synthetice
peptide conjugated with biotin

<400> 11
Tle Lys TLys Glu Lys Lys Lys Ser Lys Lys Asp Lys Lys Ala Lys Ala
1 5 10 15

Gly Leu Glu Ser
20

<210>» 12

<211> 18

<212> PRT

<213>» Artificial Sequence

<2Z0>
<223> Description of Artificial Segquence: Synthetic
peptide conjugated with biotin

<400> 12
Leu Pro Lys Lys His Lys Lys Lys Lys Glu Arg Lys Ser Leu Pro Glu
1 5 10 15

Glu Asp

<210> 13

<Z11i> 19

<Z12Z> PRT

<213> Artificial Sesguence

<ZZ20>

10

20

30

40



[ B
m —m —m ~—@ @ @ @ @ ™@ @ M™@A o™@ @ & & & /& /& /s /& /s /s /. /e /e /e /e /e /e e /e e e e

-
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<223> Description of Artificial Sequence: Synthetic
peptide ceonjugated with blotin

<400> 12
nla Ala Arg Gly Arg Arg Arg Arg Gln Arg Glu Leu Asn Arg Arg Lys
1 5 10 15

Tyr &in Ala

<210> 14

«211i> 20

<212> PRT

<213> Artificial Sequence

<2Z20>
<223> Description of Artificlal Sequence: Synthetic
peptide conjugated with biotin

<400> 14
Gly Pro Ser Gly Arg Lys Arg Arg Arg Val Pro Arg Asp Gly Arg Arg

1 3 10 i5

Ala Gly Asn Ala
20

<210> 15

<211i> 18

<212> PRT

<213> Artificlal Sequence

<Z220>
<223> Description of Artificial Sequence: Synthetic
peptide conjugated with biotin

<400> 15

Gly Leu Cys DLys Lys Arg Prc Lys Pro Gly Gly Trp Asn Thr Gly Gly
1 5 10 15

Ser Arg
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<210> 16

<211> 21

<212> PRT

<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: Synthetic
peptide conjugated with bictin

<400> 16
His Axg Lys Thr Lys Lys Pro Leu Pro Fro Thr Pro Glu Glu Asp Gln
1 5 10 15

Ile Leu Lys Lys Pro
20

<210> 17
<211> 18
<212> PRT
€213> Artificial Sequence

220>
<223> Description of Artificial Sequence: Synthetic
peptide conjugated with biotin

<400> 17
Pro Asn Tyr Lys Tyr Arg Fro Arg Arg Lys Ala Lys Met Leu Pro Lys
1 5 10 13

Asn Cys Ser

<210> 18
<211i> 21
<212> BRT
<213> Artificial Sequenhce

<220>
<223> Description of Artificial Sequence: gynthetic
peptide conjugated with biotin

<400> 18
Ala Lys Giu Thr Asn Asn Lys Lys Lys Glu Phe Glu Glu Thr Ala Lys
1 5 10 15

10
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Lys val Arg Arg Ala

<210>
<211>
<212>
<213>

<220>
<223>

<400>

20

i9

24

PRT

Artificial Seguence

Description of Artificial Sequence: Synthetic
peptide conjugated with hiotin

19

Asn Lys Fle Ala Lys Glu Thr Asn Asn Lys Lys Lys Glu Phe Glu Glu

1

5 10 15

Thr Ala Lys Lys Val Arg Arg Ala

<210>
<211>
<2lz>
<213>

<220>
<223>

<400>

20

20

12

PRT

Artificial Sequence

Description of Artificial Sequence: Synthetic
peptide conjugated with biotin

20

Gln Leu Glu Arg Tys Ala Lys Arg Thr Arg Ala Val Gln Prc Leu Arg

1

5 10 15

Leu Pro Ser

<210>
<211>
<21z>
<213>

<220>

21
22
PRT
Artificial Segquence

10

20

30

40
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<223> Description of Artificial Seguence: Synthetic
peptide conjugabed with biotin

<400> 21
Sser Gln Arg Pro Arg Lys Lys Glu Asp Asn Val Leu Val Glu Ser His
1 5 10 15

@lu Lys Ser Leu Gly Glu
20

<210> 22
<211> 23
<Z212> PRT
<213>» Artificial Sequence

<Z20>
<223> Description of Artificial Sequence: Synthetic
peptide conjugated with biotin

<400> 22
Gly TLys Met Ala Asp Trp Phe Arg Gln Thr ITeu Leu Lys Lys Pro Lys
L 5 i0 15

Lys Arg Pro Asn Ser Pro Glu Ser Thx
20 25
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Internat plicatien No

INTERNATIONAL SEARCH REPORT
PCT/GB 02/03027

A, CLAS CATION QF 5 ECT MATTER
TPE 7 CIoNI5 6 “C12N1E/87  COTK2/00  CO7K14/435  CO7K14/82

C07K16/18 C07K19/00 AB1K38/02 AB1K38/17 AB1K38/43

According to int ional Pateni Glassification {IPC) or 10 hoth national classification and IPG

B, FIELDS SEARCHED

Minimum documentalion searched [(classification system followed by classificalion symbols)

IPC 7 Cl12N CO7K A61K

Decumentation searched cther than minimum decumentaiton to the exient that such documents are included in the fields searched

Electronic dala base consulled during the inlernational search (name of gata base and, where practical, search terms used)

BIOSIS, MEDLINE, EMBASE, EPO-Internal, WPI Data, PAJ

C. DOCUMENTS CONSIDERED TO SE RELEVANT

Category » | Ghtation of document, with Indication, where appropriate. ol the relevant passages Relevant 1o clalm No.
X VOCERO-AKBANI ADITA M ET AL: "Killing 1-8,
HIV-infected cells by transduction with an 13-35

HIV protease~activated caspase~3 protein.”
NATURE MEDICINE,

vol. 5, no. 1, dJanuary 1999 (1999-01),
pages 29-33, XP00222B967

ISSN: 1078-8956

abstract

page 29, right-hand column

page 32, left-hand column

-

Furiher documents are lisled in the conlinuatien of box C. El Patent fanily members are listed in annex.

* Special categories of ciled documents :
Sp 4 'T* Iater documenl publishad afier the internationel filing dale

or priorily date and not in conflict wilh the spplicatian but

*A* document defining the ganarat state ot the arl which is not 16d I understand the pringdpla or Iheo dartving the
considered lo b 01 paricular elovance ovanton prindp v undarying

*E* earlier document but published on or after Ihe international "%* document of pariicular relevance; Ihe claimed invention
Tling date cannoi be considerad roval or cannol be considerad In

‘L* document which may throw doubls on pricrily claimis) or tnvolve an inventive step when Ihe document is taken alone
which is cited o establish the publication date of anolher 'Y" document of parlicular relevance; the claimed invention
citalian ar other spedial reason (as spectied) cannot be considerad 1o involve an inventive step when the

*Q* documenl referiing lo an oral disclosure, use, exhibition or document is combined with one or mere other such docu-
other maans mants, such combination being obvious to a person skilled

*P' documani published prior 1o the internalional filing date but in the art.
laler fhan the priorily date claimed '&" document member of the same paleni lamity

Date of the actual completion of ihe intemational search Dale of maiing of the international search repor

7 February 2003 24/02/2003
Name and maiing addrass of the ISA AlUthotized officer

European Patent Office. P.B. 5878 Palenliaan z
NL — 2280 HY Rijswijk

Tel. (+31-70) 340-2040, T. 31 651 eponl,
Fax: (+31-70) 340-3015 Meacock, S

Form PCT/ISA/210 {socond sheel) (uly 1982
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(35)

INTERNATIONAL SEARCH REPORT

JP 2005-508875

A 2005.4.7

Internati plication No

PCT/GB 02/03027

C.{Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT

Gategory Chation of document, wilh indication.where appropriate, of Ihe relevanl passages

Ralevant 10 ciaim No.

X NAGAHARA HIKARU ET AL: “Transduction of
full-length TAT fusion proteins into
mammalian cells: TAT-p27Kipl induces ceil
migration."”

NATURE MEDICINE,

vol. 4, no. 12, December 1998 (1998-12),
pages 1449-1452, XP002927987

ISSN: 1078-8956

abstract
page 1449, left-hand column
page 14562

X SMITH KELLY J ET AL: "Wild-type but not
mutant APC associates with the microtubule
cytoskeleton."

CANCER RESEARCH,

vol. 54, no. 14, 1994, pages 3672-3675,
XPO01121106

ISSN: Q008-5472

abstract

X ANDERSON D C ET AL: “TUMOR CELL RETENTION
OF ANTIBODY FAB FRAGMENTS IS ENHANCED BY
AN ATTACHED HIV TAT PROTEIN-DERIVED
PEPTIDE"

BIOCHEMICAL AND BIOPHYSICAL RESEARCH
COMMUNICATIONS, ACADEMIC PRESS INC.
ORLANDD, FL, US,

vol. 194, no. 2,

30 July 1993 (1993-07-30), pages 876-884,
XP000382181

ISSN: Q006-2091X

abstract

page 877

page 877

Y SCHWARZE 3 ET AL: ™In vivo protein
transduction: delivery of a biologically
active protein into the mouse"

SCIENCE, AMERICAN ASSOCIATION FOR THE
ADVANCEMENT OF SCIENCE,, US,

vol. 2B5, no. 5433,

3 September 1998 (1999-09-03), pages
1569-1572, XP002140133

ISSN: 0036-8075

abstract

page 1572

Y W0 99 06302 A (PERKIN ELMER CORP)

4 February 1999 (1999-02-04)

abstract
page 8, 1ine 19 -page 9, line 12

)

1-8,
13-35

19,25

1-8,
13-35

13,16,
21,22,

30-32,34

Formn PCTASA/R10 (centinuation of second sheed) {July 1602}
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Intern: lestion No

PCT/GE 02/03027

C.{Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT

Category ©

Cration of documenl, with Indicalion, where appropriate, of the relevant passages

Relevan! @ claim No.

P,X

HO ALAN ET AL: "Synthetic protein
transduction domains: Enhanced
transduction potential in vitro and in
viva.”

CANCER RESEARCH,

vol. 61, no. 2,

15 January 2001 (2001-01-15), pages
474-477, XP002228969

ISSN: 0008-5472

abstract; figure 2

page 477, teft-hand column

WO 01 76637 A (CRISANTI ANDREA ;ESSEGHIR
SELMA (GB); IMPLYX LTD (&B))

18 October 2001 (2001-10-18}

page 3, line 28 -page 4, line 19

page 11, 1ine 21 -page 12, line 7

WO 02 062823 A (UNIV YALE ;WARD DAVID C
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