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E " #=EEK [0.33 0.43 0.3 2.2 0.36 0.56 0.34 0.36 0.28 0.3 0.20
[

[

[

[

[

Ooo0o0ogoao

O0oogoano

[ *6

: BISE L 1= ELIS A

E y¥ I115gp120 sCD4 DID2 g120-D1D2

[ 28 | 658 | 1058 | 28 | 638 | 10:@ |28 |6 | 10 |2:@ | 6@ | 10
[| C2267 50 1600 | 102400 25 6400 | 102400 50 |25600 | 102400 | 1600 | 1638400 | 409600
E 2271 | 200 | 6400 | 102400 | 50 | 1600 | 102400 | 25 | 6400 | 102400 | 800 | 409600 | 1638400
go0ooooDoogoogao

Ooo0ogdoao

00000 o0oo0obO0oO0obOoboOosch400SCO 0D DODOODOHIV-1OODOGgpl2000 0000
0 e O e AR ST W I o /41 AT o0 A
gooooooocopoogooto ooy ouootooocoo b0t oo ooy oo ouooDooOoog
OO0 0Ogpl200 ODHIV-1OODODODODODOODOSDS-PAGED D DD ODODODOODDODODODOODODOO
0o0oo0o0ooDoo0ooDoooDoo0ooDoooDoooDoooDoooDodseg/miO0OO0O0OnOOanQ
Oo00o1opg/mlO0SCO0D00O0ODOOODODOODODOODOODOODODOODODOODODOODOGO
gooobooboo0obobtouobdUogpl20ob00boDboboboonn
O0Do0oo0ooDooboobopooscoosCdA0 0 D0 DD0DO0DDODUODDOUODODDODRDOGgp12
000 O0D0OO0OO0O0OdaOMolt3/HIV-1,,,;00 00O 358—D OO0O0o0og40 00000 o0.250
goooouooocgopoo3s3sboggouoogogpooyggoyg ooyt oo ogoao
Ol1mlOOD0OOODOOODOOCOO7pg/mIDO37000000000O000OHIV-200003
L 0 1 1 T = 3 = L 0 R R R R R R
0o0oo0o0ooDoo0ooDoooDoo0ooDoooDoooDoooDoooDoooooono?2.5p g/mlO 0O
Oooodo1opg/mIOO0D0OODOOODOOSCO2.5pg/MIOODOOCODOOO10p g/miO O
goooboobsC4000D0ODDODU0ODbOUODOU0DDUODOOgpl2oO0 DO OODOO
0o0oo0o0oDOoo0oDOo0o0ooDOo0o0ooDOo0o0oDOoo0oDOoo0ooDOoOo0ooDOoOo0oDoDoDOoOo0oDoDOoOO0D0DadSsSpg/m

I0Dsc0oooo0oOooDbDOo0OoooOO0Odb5ugeg/mLOSCOO0O.1l MMOa -O00D0O0O00DOOOO
oooooooooooooooobobobobooboboboooooo

oooood
Uooooooooooobgpl20-sCé40000C0CO0O0DO0OO0OO0OOOOOO0OOO0OO0OO0AHIV-1



MO O OoOoOoDoooooooooooUoooooooD oo PO 0oL oOoogoogao

oo
O

O

Oooooooo0ooooooooooooogoogooao

OooooooooooooooQgodg

I s e e
oo ooooooooooooog

oo

(18) JP 2007-534615 A 2007.11.29

0000000000000 O000O000O0000O0HIV-1,,,s00 O0O0HIV-1,,00O
HIV-2,,,,0 0000 00CEMO O Ogpl20-sCD40 000000000000 00O0

Oo0oo0ooooooooooobobDbDbhgpl20-sCA000O0OOO0O0O0O0OOO

oad
Ood

oad
Ood

Ooooooooeooooao

O

O
O

O0Ooo0oooao

= O 0Oo0o0oao

Oooooooodg

O

PTK13+Neo4O

ogodd
ooano
uoano
sCDh40O
ooano

O0Ooo0oooao
OOoo0oooao
OOoo0oooao

O

Ooooooooogogogoo
OoooooooogogoQgog

O
O
O
O

DID20

O

a
O
a
u

oooooooooooooboboooobocbooooooooooooao
ooooooooooooobboooboboobooooooooooao

gpl20-Co40 00D DODODO0OOCOCOOO0OO0O0O0OOOQgpl200sCD4AO0 O OO
goobooobooobooboobooboobooboovyesOoOn0n
ooooogosrioB 00 DoooooooooobODODOaDOsFiIocO OO
ooooooosriobb b ooooooong-gpl2o000D0DO0OO0O0OO
O0-p240000000O0O0DDODDOOOOOOODODOOOOOOOO
oooooooooooooboboboooboobooooao

gpl20-0 0000 0O0O0O0O0O0O0O0OOOODODODODDODOCOCOOOOOOO
OooododADobOOBODODODOODOGQGpl20-SCO0DOOOOOOOOGgP
OoELIsA0O 0D OO0
oooooooooooooobobbobooOoOOcOO0OO0OELISADDODOOOAO
Uo0o0ooooo0o07e30m 0000000000O00O0®S8F10B0o0 O OOOO

0OCDe DDDDODOOOOOOOSBFIODD ADODODOOOOOODODOOO

Oooooooonon0nogpl20-Ch4 ELISADODOODODODODODDODODODODADO
goooooboooobooobooboobooboobooboo
ooorlnioooooooodgpl2o-Cé40 0D DD ODODOOoooooOoan
OO0o0dOdOgpl200 00 000O000O0sCD40O0O0DO0DODODOGDOADOGQgpl20-CD4
goobooobooobooobooan

Cb40 sCD4O0 OO DOCDAOD OO OOOOODODODODODDODODOOGOGOAOC ECD4O O
goaobipz0ooooooobOoODbDID2OCOOOVIODODOOOOOOOO

DID20 0D 00D O0O0DO0OODOOPTKI3ONec4dD DD OODOOODOOO
gboboooboooboooboooboocoboobooobad
ooooovioooooobobooOooooooooobib2z0ooooan
ooano
O 0O0ODID20 O sCh40 SDS-PAGED DD OO O OOOOOOOOOODID2
ooooooooooooobboboooobobooooooooooooao
ooooogogogscb400oobbbbOOOODODDODODODOOO
ooooogdscb4d000oODOODOODIDZODODODOOOOOOOOOO
OoOO0OvioOOOoOoOO0OO0OOOOoODIb20 O gpl20/DID20 SDS-PAGED O O O
OD0Ogpl20/01020 000 00000O00CDOO0ODIDZDOOODODOOODOGO
oo
O0Ogpl20o/D1D20 00000000 O0OCDOOOOCDOOODODODRDOOSHIVLG

oooooooooooboboboDbOoano



Fi1G.2B

1t 2 3

op120 Bl - . o

— ol S
- g P

L s

agooad
Z4A
gpl20-Cb4
12345678
HEk—§
Z4B
gpl20
12345678
FRbed
gpl20-+
FAC
CcD4
12345678

CD4-

JP 2007-534615 A 2007.11.29

20
™
[}
=
]
[
®0 24 28 32 38 40
AR LOS)g (/)
3B
301 }/o
204
b1 _
s o
%
g i
20 24 28 32 38 40
mA#FR LOG)g (1/n)
O00o0oad
H5
3.2-

0.D.450nm

A e e

g T T
oz 04 oX:3 0.8
(k] (ueg/mL)



gooad

He6

ne

3 26 29 22 35 38 a)

Lo6 [mane)”

oooad

®8

Tm Cyt

372 393 433

T
s 8
D4

I

y—4

D1D2
SCD4
Ch4

(20) JP 2007-534615 A 2007.11.29

oo0ood
FIG.7
12 3 4
gpi20~-CD4—
an 200KD

gp120~CDgm L
P20 Lo we 116KD

ws 97KD
CD4- g

# sskp

PN
# 43KD

oo0oao
E9

SV4R + U

PTKI3+NeO Ay -
8911 bps

§V40 7nE—%




gooado
10

-ifih % pHY. OICHARE
-20mM RYUZR
-0.5M  NaCl
-0.5% k1 b2X-1000
1

-0.22u 74 LE—%BELTHR
(pHZ7.512HA%)

¥

-4CT, —MH, I7TA—RASLEL
HESERR-MTE/ ¥ 0—F ik
EEBEED

¥
-hILERREETRS
~RJR/BMSR/NaCH
~PJR/NaCl pHE.0
~0.15M NaCl
¥

—{EpHEH @M EpH3. 0T
CD4 D1/D2%RetH

¥

-pH#ES. 0%
-R8
-PBSCEHT

¥

-EREDRY. -10°CTRE

e o

FIG. 12

(21) JP 2007-534615 A 2007.11.29

FIG. 11A

FIG.11B

ooooand
=13

120

100

L
4
'u]

L

—8-C2267

P |-m-C2271

40 1

BroBEEiHa

20

@

10 20 40
AERAFHR



(22) JP 2007-534615 A 2007.11.29

ooood
2007534615000001.xml




L T e T e T e T e T e T e T T e T e e T e T e O e R e T e T e T e T e T e T e T T e T e T e T e T e T e T e T e T e T e T e B T e T e T e T e B T e T e T e T e T e T e B

(23) JP 2007-534615 A 2007.

gooaoodadd

INTERNATIONAL SEARCH REPORT

lonal Application No

PCT/US2004/020757

A, GLASSIFIGATIUI OF 8 BJECT MAT

IpC 7 €O7K14/1 ca7K14/705 AB1K39/21 C12N5/12 CO7K16/00

Accordng o International Patent Classiication {IPC) or to both natlonal classificatlon and 1PC

B. FIELDS SEARCHED

| {classliticatlon syste foll il by classificatiol bols)
7 CoTK AGIK e eysiom wecy esestan aoe

Dacumentation searched other than minimum documentation 1o the extent that such documents are Ineludsd in the fields searched

Elactronic data basa consulted during the Tnternatlonal search (name of date base and, where practical, search terms usad)

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

C. DOCLUMENTS CONSIDERED TO BE RELEVANT

Categosy ° | Citation of document, with Indicatlon, where appropriate, of the relevant passages Relevant to ddalm No.
X US 2002/155121 Al (FOUTS TIMOTHY R ET AL) 1-15
24 October 2002 {2002-10-24)
paragraph 0010}
paragraph ‘0042! - paragraph ‘0044!
paragraph “00568!
paragraph ‘0060!
paragraph °0067!
paragraph ‘0113! - paragraph ‘0118!
paragraph ‘0153! - paragraph ‘0159!
paragraph ‘0183!
paragraph °0183! - paragraph ‘0190!
Y US 6 328 973 B1 (PAL RANAJIT ET AL} 16-20
11 December 2001 (2001-12-11)
the whole document
—-/—

m Further documents are fisted Inthe: confizuation of box C.

Patent famiy members are listad In annex.

¢ Special categories of cited documeants :

*A" document defining the general staie of the art which is not
congidered ta be of pariicular relevence
"E" earler docurseni bul published on or afterthe international
fling date
L™ degument which mi Ei%ﬂr:mw doubiz cn prierity clalm(s) or
which is cited to @ fish the publication date of another
<citatfon or other special reason (as speciiied)
*0* decument referting fo an oral discinsure, uee, exhibiion or
other maans
*P* document published prior lo lhe ntemational fling date but
Iaterthan the pricrify dafa clalmed

T later docurment publiched after the infemational flling date
ar priority date and not in conflict with the applicetion but
f.lladtf) Undorstard tha principle of theaty underying the
nvention

X' document of pariicular reievance; the ciaimed Inventicn
cannot ba congldered novel or cannct be considered to
Involve Bn Invemlve slep whan the dun'ument 3 tnlmn alone

*y* docurnent of parti ; e claimed |
cannot ba cunsldared to ivolve an mvenﬂve slap whan the
document is comblned wilh ona or mors othar such
m?gia ?luuh combination halng obvious 10 & parson sldlled
in the al

“&* docurmnert member of the seme patent family

Data of the aciuat completion of the Intemational search Cate of malling of the Intemational search report
23 December 2004 18/01/2005
Name and malling address of tho ISA Authonzed officer
Europoan Patont Offkce, P.B. 5818 Patentlaan 2
Tol. 170 B4 808, T. 31 651
Faw: (+31-70) 3403016 spo Irion, A

Form FCTASAZ10 (3=cond sheet) (January R004)

page 1 of 3

11.29



—m —m —m @ @ @ @ @ @ @ @ @ @ @ @ @ ™@ ™@ o ™@P & &a & & & /& /& /&, /s, /. /&, o/, /e, o/, /e /e /e /e e /e o/ e e e e e

(24)

INTERNATIONAL SEARCH REPORT

JP 2007-534615 A 2007.11.29

Intey al Application No
PCT/US2004/020757

C.{Centinuation) DOCUMENTS CONSIDERED TC BE HELEVANT

Categary *

Citation of document, with Indication, where appropriale, of the refevant passages

Ralovant to claim No.

Y

P.X

DOWD CYNTHIA S ET AL: “beta—Turn Phe ‘in
HIV-1 env binding site of CD4 and CD4
mimetic miniprotein enhances env binding
affinity but is not required for
activation of co-receptor/1l7b site"
BIOGCHEMISTRY,

vol. 41, no. 22, 4 June 2002 (2002-06-04),
pages 7038-7046, XP002311440

ISSN: 0006-2960

cited in the application

the whole document

WO 2004/014420 A (BURASTERO SAMUELE E ;
LUSSO PAOLO (IT); SAN RAFFAELE CENTRD FOND
(IT)) 19 February 2004 (2004-02-19)

the whole document

FOUTS T R ET AL: "Expression and
characterization of a single-chain
polypeptide analogue of the human
immunodeficiency virus type 1 gpl20~CD4
receptor complex"

JOURNAL OF VIROLOGY, THE AMERICAN SOCIETY
FOR MICROBIOLOGY, US,

vol. 74, no. 24, December 2000 (2000-12),
pages 11427-11436, XP001156364

ISSN: 0022-B38X

abstract

DEVICO A L ET AL: "Development of an oral
prime-boosi strategy to elicit broadly
neutralizing antibodies against HIV-1"
VACCINE, BUTTERWORTH SCIENTIFIC.
GUILDFORD, GB,

vol. 20, no. 15, 6 May 2002 (2002-05-06},
pages 1968-1974, XPQ04350715

ISSN: 0264-410X

the whole document

VITA CLAUDIO ET AL: Y“RATIONAL ENGINEERING
OF A MINIPROTEIN THAT REPROCDUCES THE CORE
OF THE CD4 SITE INTERACTING WITH HIV-1
ENVELOPE GLYCOPROTEIN*

PROCEEDINGS OF THE NATIOMAL ACADEMY OF
SCIENCES OF USA, NATIONAL ACADEMY OF
SCIENCE. WASHINGTON, US,

val. 96, no. 23,

9 November 1999 (1999-11-09), pages
13091-13096, XP002181795

ISSN: 0027-8424

cited in the application

the whole document

16-20

1-20

1-15

1-20

Fomn PGTASA/Z10 (continuation of secand sheet) (anvery 2004)

page 2 of 3



—m —m —m @ @ @ @ @ @ @ @ @ @ @ @ @ ™@ ™@ o ™@P & &a & & & /& /& /&, /s, /. /&, o/, /e, o/, /e /e /e /e e /e o/ e e e e e

(25)

INTERNATIONAL SEARCH REPORT

JP 2007-534615 A 2007.11.29

Inm’nai Application No
PCT/US2004/020757

C.{Continuation) DOCUMENTS GUNSIDERED TO BE RELEVANT

Category *

Citation of document, with indication, where appropriate, of the relevant passagss

Relevant to claim No.

A

BERGER E A ET AL: "A SOLUBLE RECOMBIMANT
FOLYPEPTIDE COMPRISING THE AMINO-TERMINAL
HALF OF THE EXTRACELLULAR REGION OF THE
CD4 MOLECULE CONTAINS AN ACTIVE BINDING
SITE FOR HUMAN IMMUNODEFICIENCY VIRUS™
PROCEEDINGS OF THE NATIONAL ACADEMY CF
SCIENCES OF USA, NATIONAL ACADEMY OF
SCIENCE. WASHINGTON, US,

vol. 856, April 1988 (1988-04), pages
2357-2361, XP001181134

ISSN: 0027-8424

the whole document

1-15

Fomn PCTASA/230 {continuetion of sstond shaet) [Jaruary 2004)

page 3 of 3



—m —m —m @ @ @ @ @ @ @ @ @ @ @ @ @ ™@ ™@ o ™@P & &a & & & /& /& /&, /s, /. /&, o/, /e, o/, /e /e /e /e e /e o/ e e e e e

(26) JP 2007-534615 A 2007.11.29

ational application No.
INTERNATIONAL SEARCH REPORT PCT/US2004/020757

Box I Observetions where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This Intemational Search Repart has not been established in respect of certain claims under Article 17(2)(a) for the following Teasons:

1. Cleims Nos.:
E:I bacause they relate to aub%a]ét' r%glfaggot requited o be searchad by this Authority, namely;

Although claims 11, 12, and 20 are direcied to a method of treatment of the
human/animal body, the search has been carried out and based on the alleged
effects of the compound/composition.

2. I:l Clalms Nos.:
becauss they relate to parts of the Internaticnal Application that do nat comply with the prescribed requirements to such
an extent that no meaningful Intsmational Search can ba carrked out, spacliically:

8. || craims Nos.:
because they are dependent claims and are not dradtsd In accordance with the escond and third sentences of Rute 6.4{a).

Box lll Observations where unity of invention Is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple Inventiona in this International application, as follows:

1. D As all required addltional search fees were tinely pald by the applicant, this International Search Repart covers 2l
searchable claims.

2. D As all ssarchable claims could be searched without effart justifying an additional fae, thiz Authorlty did rotinvita payment
of any additional fee,

3. |:| As only some of the required aciditional search fees were imely pald by the applicant, this Intemalional Search Report
cavers only those olalme for which fees were paid, specifically claims Nos.:

4, D No required additional search fees were timely pald by the applicant. Consaquently, this Inernationa) Search Report ls
restricted to the Invention first mentioned in the claims; it is covered by claims Nos,:

Remark on Protest D The additional seasch fees were accompanied by the applicant's protest.

D No pratast accompanied the paymen? of addifional search foes.

Form PCT/ISA/210 (continualion of first shest (2)) (January 2004)




—m —m —m @ @ @ @ @ @ @ @ @ @ @ @ @ ™@ ™@ o ™@P & &a & & & /& /& /&, /s, /. /&, o/, /e, o/, /e /e /e /e e /e o/ e e e e e

(27) JP 2007-534615 A 2007.11.29

INTERNATIONAL SEARCH REPORT

Im’mal Application No
wiformation on patent famlly members PC U52004/020757
Patent dooument Publication Patent tamify Publication

cited In ssarch report date member(s) date

Us 2002155121 Al 24-10-2002 BR 0212093 A 30-11~-2004
CA 2457414 Al 27-02-2003
EP 1425036 A2 09-06—-2004
Wo 03016333 A2 27-02-2003
Al 7862500 A 23-04-2001
EP 1137786 Al 04-10-2001
WO 0127294 Al 19-04-2001

Us 6328973 Bi 11-12-2001 US 6030772 A 29-02-2000
Us 2004076636 Al 22-04-2004
Us 2003039663 Al 27-02-2003
us 6465172 Bl 15-10-2002
AT 207760 T 15~11-2001
AU 680916 B2 14-08-1997
Al 6907394 A 12-12-1994
CA 2160922 Al 24-11-1994
DE 69428896 D1 06-12-2001
DE 69428896 T2 20-06-2002
DK 699077 T3 21-01-2002
EP 0699077 Al 06—03-1996
ES 2166779 T3 01-05-2002
JP 8510246 T 29-10-1996
) 699077 T 29-04-2002
WO 9426305 Al 24-11-1994
us 5518723 A 21-05-1996
us 5843454 A 01-12-1998

WO 2004014420 A 19-02-2004 W0 2004014420 Al 19-02-2004

Fom RCTABAZ1D [petenl family annex) (January 20043



(28) JP 2007-534615 A 2007.11.29

gobogooaon

G1)Int.CI. oo oooooooooo
oooo  21/08 (2006.01) oooo  21/08 ooon ooooo
oooo  5/10 (2006.01) oooo 5700 oooO oooood
oooo  14/435 (2006.01) ooo0o 14/43% 0000 ooood
oooo  15/09 (2006.01) ooo0O 15700 ooon oooogd
oooo  39/00 (2006.01) oooo 39700 oooO oooogd
oooo  39/39 (2006.01) ooo0O 39739 ooon ooood
oooo 31718 (2006.01) oooo 31/18 ooon ooodgd
oooo  38/00 (2006.01) oooo  37/02 oooOo oooog
oooo  33/569 (2006.01) ooo0O 33569 0000 ooooo

@éGnooooooo  AP(BW,GH,GM,KE,LS,MW,MZ,NA,SD,SL,SZ,TZ,UG, ZM,ZW) ,EA(AM,AZ ,BY ,KG,KZ ,MD,RU, TJ, TM) ,
EP(AT,BE,BG,CH,CY,CZ,DE, DK, EE,ES,FI,FR,GB,GR,HU, IE, IT,LU,MC,NL,PL,PT,RO,SE,SI,SK, TR) ,0A(BF,BJ,CF,CG,
CI,CM,GA,GN,GQ,GW,ML,MR,NE, SN, TD, TG) ,AE,AG,AL ,AM,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,GB,GD,GE,GH,GM,HR,HU, ID, IL, IN, IS, JP,KE,KG,KP,KR,KZ,LC,LK,LR,LS,LT,LU,LV,M
A,MD,MG, MK, MN, MW, MX ,MZ ,NA,NI ,NO,NZ,OM, PG, PH,PL,PT,RO,RU,SC,SD, SE,SG, SK, SL,SY,TJ, TM, TN, TR, TT,TZ,UA, UG
,US,UZ,VC,VN,YU,ZA,ZM,ZW

(2)000d OOoooooooooo
gooooooooooooooboooooooooooooooboobobobooooooooooon
oooogooo

(G2)00oQg Oooooooo
goooooooooooooboboooooooooooooooobooooooooooooo
gog

(72000 Ooooooooooo
goooooooooooooboooooooooooooooooboboooooooooooon
ooood

(2)000 OOoOOOoOooooooOogooo
gooooooooooooooboooooooooooooooooboboooooooooooon
ooooooooooboooon

OO0OO00O@O) 48024 AAO1 AA14 BA32 BA38 BA51 BA63 CAO1 DAO3 HAO1 HA15

ooodd OO 4B064 AG20 AG27 AG30 AG32 CA10 CA12 CA19 CC24 DAO1 DA15

O0OO0O0 OO 4B065 AA9OX AA9OY AA97Y ABO1 CA24 CA45

U000 OO 4C084 AA02 AAO3 AAO7 BAO2 BA44 CAO1 CA18 CA26 CA51 CA62

oooo oo NA14 ZC55

OO0O00 OO0 4C085 AA03 BB12 DD86 EE01 EEO6 FFO1

U000 OO 4H045 AAL0 AA11 AA30 BA41 BA72 CAOS CA42 CA50 DAS0 DA76

gooog oo DA83 DA86 EA22 EA29 EA31 FA74



	bibliographic-data
	abstract
	claims
	description
	drawings
	reference-file-article
	search-report
	overflow

