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<1.20>

<130

<140>
<141>

<160>
<170>
<210~
<211>
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<220
<223>

<400
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use of rmLT as a Marker Antigen for vaccines and as a Synergistic
Adjuvant with amphigen

P15827 (PC25075)

€0/426,421
2002-11-14

9

PatentIn version 3.2

1

15

PRT

Unknown

Marker peptides from the rmLT sequence

1

Met Pro Arg Gly His Asn Glu Tyr Phe Asp Arg Gly Thr Gln Met
1 5 10 15

<210>
<211>
<212>
<213»

<220>
<223>

<400>

2

15

PRT
unknown

Marker peptides from the rmLT sequence
2

Asn Ile Asn Leu Tyr Asp His Ala Arg Gly Thr GIn Thr GTy pPhe
1 5 10 15

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

<220
<223>

<400

3

15

PRT
unknown

Marker peptides from the rmLT seguence
3

val Arg Tyr Asp Asp Gly Tyr val Ser Thr Ser Leu Ser Leu Arg
1 5 10 15

<210
<211>
<212>
<213>

<220>

4

15

PRT
Unknown
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<223>

400>

Marker peptides from
4

val ser Ala Ley §1y Gly Ile
1

<210>
<211>
<212>
<213»

<220>
<223>

<400

5

is

PRT
Unknown

Marker peptides from
5

g]y vai Ile Asp ?1u Arg Leu

<210
<211>
<212>
<213

<220
<223>

<400>

6

10

PRT
unknown

Marker peptides from
6

Gly Tyr Arg Ley Ala aly Phe
1

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

«<220>
<223

<400

7

10

PRT
Unknown

Marker peptides from
7

iro Pro asp His GIn Ala Trp
5

<210
<211
<212>
<213>

<220
<2Z23>

<400>

8

17

PRT
unknown

marker peptides from
8

gly Tyr Arg Leu §1a Gly Phe

the

Pro

the

His

the

Pra

the

Arg

the

Pre
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rmLT Seguence

Tyr Ser Gln Ile Tyr Gly Trp
10 15

rolLT sequence

Arg Asn Arg Glu Tyr Arg Asp
10 15

rmLT sequence

Pro Asp
10

LT sequence

Glu Glu
10

rmLT sequence

Pro Asp His Gln Ala Trp Arg Glu
10 15
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Glu

<210> 9

<211» 15

<212> PRT

<213>  Unknown

<220>

<223> Marker peptides from the rmLT sequence
<400> 9

Tyr GIn ser GTu val Asp Ile Tyr Asn Arg Ite Arg Asn Glu Leu
1 5 10 15

Ooo0o0oaoao Ooo00oan
a.
| &
i rerT 2 L
K N
h
+ E@W@mmmmﬂw@mm@@L &
© %‘D EZ
? I
$ =S §
¥ 3t - B
* 3 %V &
o N
¥ | S
o e~
o o
B ¢ ES o~
{E‘T 7 - %
1T T 1T 1T T T S e e e R
S 90 9 9 9 © © © O S N N N e e e
5§§8888¢8%¢ S 55 58 88
¥ Y v ¥Yed § s I YL ® © ¥ A
2
“ S
&
I\
S
o



(24) JP 2006-506615 A 2006.2.23

O0o0o0oad Ooo00oOooao
m rmLTYTAZ T Ovk(@QVbB—ILERE,
( EI;I FTRTOHYLTILIET:800IZHRENT)
]
m 1 2 3 4 5 6 7 8 9 10 11 12
I oy Ee " T
S m
m
L ™
! o [
r m
L m
-:\_ — ™ 2
a
N - N
i} I &
X B ~ m
H T m
£ - g
|
£ o S|
BRI,
i m
i}
A = 3A.#6.9188
r @ 1-30 HEF4FawrA—)L, 1:1600)
2-311 (#FF4Favba—iL, 1:1600)
-~ 3-409
m 4-414
— T o g—j;g
e 3 o © o 9 ] -
888888 g i
= Re sy 8-428
B 9-432
X 10- 439
S 11-442
b 12-445
N
S
B
Ooo0o0oaoao 0000

rmLTHITRA TRk (Y FO—LERE.
FTRTOHUFILIFT:800IZFREINT:)

1 2 3 4 5§ 6 7 8 9 10 11

Fig. 4

1- 311 GRUF4FavbE—JL, 1:1600)
2-30 (RHAT473vbE—IL, 1:1600)
3-410




JP 2006-506615 A 2006.2.23

(25)

goooad

oooogoag

6y 9r ev O0r L& pE

I N B

[ R

#HALLY Jquu

L6 82 Sz 2z 6L 9L €4

oL Z v 2

fuopguoew

E: oo r__E__.__C_C_:_:_r___.__c_E_c_Evr_.c__.__Eknnc_:_c_—.__C.E__.__C_E_E_d_ﬂ,:,C:L

0

g0

}
wu 05y @ Ao
gL

Z

000Z:1 €94-L0-09-dLZLEHL 06 FKY2

6y 9y &y 0r Lg pE

I B S A AN A AN SR A B S AR A |

e 82 sz ¢z 64

B W B IS B R B R

185

#HALLy

9L €t

[/ VA 4

{ S N B B A R S

sc

2

il _!::::c:

i

il

thi=:=c==:

[T ER IR

0

rgo

2
wu sy @ o

gL

0002k £9L-L0-09-d.ZIVHL LLE Hkut

“PEY

Z

gooao

goooad

901> 804~ eoL{F 1010

H

cr .8 el

6y 9 e¥ Oy L& v

11y

—

#A£LY
le 82 Sz ZZ 6L 9L gl

T N T N A W T T M T e N I RO I

T.o
-z'o
Leo
F#o
50
90
Lz0
l-g'0

~6°0

HL/S

oL £ v 3

T T Y N S B

ooon

L
4]

EEEEEEEEE_Lr_EEEEcr:Lr_EEE[EEEE:CEEEEE[CEEEEEEEE

o

g0

]

gt

Z wuost @ go
s

£

se

000S:LZEkC’) QYW

‘gelet qyw

t



(26)

oooooboagd

L T e T e T e T e T e B |
—m — ™~ ™~ ~—@ ~—= @ @ @ @ @ @ ™@ ™@ o™&@ & & & /s /s /e, /s /s /e e /e /e e e /e e e e e e e e e

[

INTERNATIONAL SEARCH REFORT

JP 2006-506615 A 2006.2.23

International application No”

PCT/IR03/053103

A.  CLASSIFICAYTION OF SUBJECT MATTER
TPC(T) T AGIK 39/0Z, 33/00, 45/00

B.  FIELDS SEARCHED

UsCL T 4243401, 236.1, 184.1, 1901, 264.1, 282.1
According to Iternational Patent Clagsification (JPC) or to both national classification and IPC

U.8. : 424/234.1, 236.1, 184.1, 190.1, 264.1, 282.1

Minimum documentation searched {classification system fillowed by dassificatior symbols)

Docymentation searched other than mimimem decimentation to the extent that such documents are incladed in the fields searched

T

Please See Continuation Sheet

Electronic dats base consulted during the international search (name of data base and, where practicable, ssarch ferms used)

C. DOCUMENES CONSIDERED TO BE RELEVANT

Caiegory *

Citation of document, with indication, where sppropriate, of the relevant passages

Relevant to claim Mo,

intragastric vaccination with F. pylori antigens is achieved using a non-toxic outans of E.
coli heat-labile exterotoxin (LT) as adjuvant, Vaecine, [998, Vol. 16, No. 1, pages 33-
37, ahstract; Malerials and Methods; and Results,

X US 6,033,673 A (CLEMENTS) ©7 March 2000 (07.03.2000), abstreat; claims; and 9, 12and 13

- Examples. e

Y 1-8, 18, 11, {4 and 15

Y US 6,436,407 BI (CLEMENTS et al) 20 August 2002 (20.08.2007), abstract; claims; and 1-15
Examples.

Y MARCHETTI et al. Pratection against Helicobacter pylori infection in mice by i-15

D Further documents are listed in the confinuation of Box C.

D See patent family annex.

b Special categories of vited rfeeuments:

“&®  document defining the generol state of the ar whick is nal coneldered to s
of particular relevanes

“E”  eaglier application or psient publisied on or after the salemationd fillng date

“L7  decument which moy throw doubts op priority claimis) er which is cited to
eetablish e publication dme of snotler sitaton of other special rewscn (as

=T later e publishzd after the i 3 filbig date of prionty
date and oot in, confiict with the spplicaticn but clted o understand the
principle or theory nnderlying the Jnveption

b o document of particnlar refevance; the claimed inventio cantot be-
considered novel or canpol be considared te invaive an inventive step
when, the documment is takes eloge

“¥r doonment of partieular relevance; the clabned invention catnot be.
coasidered to invalve an inventive siep when the doowzent is

Name and mailing address of the [SA/US
Mail Stop PCT, Atin: ISA/US
Conumissioner for Patents
P.02 Box 1450
Alegandria, Virginia 22312-1450

Facsimile Wo. (703)872-9306

specifiod)
combitied with e or mogs other such docuiments, sudk combination
“0*  Zocument referring 1o an oral disclosiive, use, exbibltion or ether mezns being obvions te a persen skilied in the art
“pr gocement published prior to the interoadional filing date but later than the K- docyment mespbey of the same patest family
priotty date claimed
Date of the actual completion of the infernational search Date of mailing of the interpational search, Zﬁlﬁrt
04 June 2004 (04.06.2004) 2 J U L &
Authorized officer

5. Devi, PR.D. ﬁ ,@98-00% %7

Telephone No. (571) 272-1600

Form PCT/ESA/210 (second sheet) (uly 1998)




L T s T e T e T e T e B |
L T e T e T e O e T e O e O e T e T T e T e O s O e T e TR e T e, IO e, TR e T e, IO e TR e, T e T e T e B e T e Y e e e T e T e T e T e T e T e T e B e

C

27) JP 2006-506615 A 2006.2.23

INTERNATIONAL SEARCE REPORT Imerzaizonal application No.

PCT/IBO3/05103
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Claim Nos.:
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Group I, claim(s) 1-8, drawn to a method of identifying s anirial vaccinated with sy immamogen and 2 nop-toxic E. colf heat-labile
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The inventions listed as Groups 1 and If do not relate o a single general inventive concept tnder PCT Rule 13.1 becanse, under PCT
Rusle 13.2, they lack the same or corresponding special techuical features for the following reasons:

The special technical featurs of invention Iis a method of identifying an animal vaccinated with an immunogen
and a non-toxic E. coli heat-labile enterotoxin mutant (mL.T) comprising administering an tmLT-containing
vaceine. The special technical feature of invension 1T is a method for enhancing the imommoprotective effects
of an imnmnogen comprising adding a non-toxic rmLT to a vaccine; and & vaccine COmprising an immunogen,
b T and an oil-in-water emulsion adjuvant. The latter method does not involve in vive administration unlike
the method of invention I. The latier method is already disclosed in the prior avt, for example, by US patent
§,033,673 (seo daims). The methods of the two inventions do not share significant common Steps or
ohjectives.

Continuatien of B. FIELDS SEARCHED Item 3:
DIALOG, WEST, EMBASE, MEDLINE, TOXLINE, BIOSIS, Sequence databases
mutant heat-labite toxin {LT); SEQ ID NQ: 1-9; Mycoplasms hyopnenmoniae; inventor's name

Form PCT/[SA/210 (second sheet) (July 1998)




(29) JP 2006-506615 A 2006.2.23

ooooogooooo

(1) Int.Cl. od oooooooooo
ooogo 31/04 (2006.01) oogog 31/00 ooood oooogd
oooo  33/00 (2006.01) ooo0O 31/04 oood ooogd
oooo  43/00 (2006.01) oooOO  33/00 oood ooogd
oooo  1/02 (2006.01) oogog 43/00 oood oooog
oooo oooo 1702 oood ooogd

@éGnoooooono  AP(BW,GH,GM,KE,LS,MW,MZ,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,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, 1S,JP,KE,KG,KP,KR,KZ,LC, LK, LR, LS,LT,LU,LV,MA,MD,M
G, MK, MN, MW, MX,MZ NI ,NO,NZ,OM, PG, PH,PL,PT,RO,RU,SC,SD, SE, SG, 8K, SL, SY, TJ, T™M, TN, TR, TT,TZ,UA, UG, US,UZ,VC
,UN,YU,ZA,2ZM,ZW

(74)000 100107386
ooooooooo

(7000 00000000000000000
00000000000000000000000000000000000000000000
0000000000000000000000000

0000 (0O) 48063 QAL8 QQ02 QQ79 QQ96 QR4S (QS33 QXO1

0000 OO 4C085 AAO3 AAO4 AA38 BA21 BA48 CCO7 CC31 DD62 DD86 EEO3

0oooo OO0 EE06 FF1l FF17



LR EH(F)

[ i (S RIR) A ()

RF(EFR)AGE)

FRI&R BB A

FERAmLTERZRENIRCHREH SAmphigenBk & A

JP2006506615A AT () B
JP2004551102 i
EZEBEHRERAAE

IR M

YOITAF—I 4y K2V K

RVTIA,TF—J4Y RAOY b

patsnap

2006-02-23

2003-11-10

GO1N33/53 A61K39/00 A61K39/108 AG61K39/39 A61P31/00 A61P31/04 A61P33/00 A61P43/00 C12Q1

/02 A61K39/02 GO1N33/569 GO1N33/68

AB1K39/0241 A61K2039/522 A61K2039/55544 A61K2039/55566 GO1N33/56933 GO1N33/6854

G01N2469/20

GO1N33/53.ZNA.N GO1N33/53.D A61K39/00.J A61K39/108 A61K39/39 A61P31/00.171 A61P31/04.

171 A61P33/00.171 A61P43/00.121 C12Q1/02

4B063/QA18 4B063/QQ02 4B063/QQ79 4B063/QQ96 4B063/QR48 4B063/QS33 4B063/QX01 4C085
/AA03 4C085/AA04 4C085/AA38 4C085/BA21 4C085/BA48 4C085/CCO7 4C085/CC31 4C085/DD62
4C085/DD86 4C085/EE03 4C085/EE06 4C085/FF11 4C085/FF17

REAGR) I
FHBX

5N 60/426421 2002-11-14 US

SAEREESE Espacenet

BEGR)

REFRET M BTESE NN EERD R R LR . @

ETNEERRR DR, Bhme Axmears | F IV W |TIr| --REny

EE5R%EE  ERAGBERNAGTRENATRERSENER F HER Y 5

TEREEN DN (RULTHS B2 0 EEE AN SREAS W mDM‘{tli_ mil | 104g/Fd

waFHmERE FRND NI R anemannrs, | 0| B MMIZ-EET mll | 0ye/RE |

e BB BT R WIS | B0, ARBRHTEEREAS NMTo—o] B

2B ENER FRENmMLTHEEASMERNSE  EhfRmy 0 mDM'{tli_ mﬁ 5W?ﬁl

mERnEeRREERDNNETD. | NpnasmirsRene | 0 | B MMIZ=EI 4 il

REMAEGEFE, W5 FERRGRRAGEASWIRLOFE. B [ ) | T]) L A, o

A ESEBEASMTEBRVLT , FEWNEIX G FEE A WH MO

EIEREHRN B REMROFE. WA, REARFT —EEAS
¥, BERERENRERFER  BTEREASWPERBERLT **%n%hmq_ﬁ_wa

ERMLTHY , URHZFZENFE, RRBETEELRE , EXLETEN
rmL TR KAl S HE T iIAMPHIGENE EE A &4,

¥ AT eh-5E RESPSLRE (REER)

UE

WRENTRenr, TR,


https://share-analytics.zhihuiya.com/view/8741c3d5-ec64-4e8b-8c48-d030fcb2d1a6
https://worldwide.espacenet.com/patent/search/family/032313133/publication/JP2006506615A?q=JP2006506615A

