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SEQUENCE LISTING

COLONIZATION BY INTRANASAL APPLICATION OF MONOCLONAL

2.1

«<110> BICSYNEXUS,
<120

ANTIEQODIES
<130> 07787.0057-00304
<140
<141>
<150> 60/241,808
<151 2001-12-21
<]l60> 4
<170> PatentIn Ver.
<210> 1
<211> 332
<212> PRT
<213> Artificial Sequence
220>
<223>

which iz clcned intec plasmid pSUN30

<400> 1
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1

Ser

Asp

Thr

Tyr

65

Gln

Asp

Pro

Pro

The

Lys

Tyr

Ser

50

Ser

Thr

Lys

Cys

Pro
130

Ala

Ser

Phe

35

Gly

Len

Tyr

Ly

Pro

118

Lys

Ser

Thr
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Pro

Val

Ser

Ile

val

100

Ala

Pro

Thr
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Ser

Glu

His

Ser

Cys
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Glu

Pro

Lys

Lys

Gly

Pro

Thxr

Wal

70

Agn

Pro

Glu

Asp

Gly

Gly

Val

Phe

55

Val

Val

Lys

Leu

Thr
135

Pro

Thr

Thr

40

Pro

Thr

Asn

ser

Leu

120

Leu

Ser
Ala

25
val
Rla
Val
His
Cys
105

Gly

Met

val

19
Ala
Ser
val
Pre
Lys

50
ASp

Gly

Ile

Fhe

Lau

Trp

Leu

Ser

75

Fro

Lys

Fro

Ser

Pro

Gly

Asn

Gln

60

Ser

Ser

Thr

Ser

AT
140

Description of Artificial Seguence: Synthetic
amino acid segquence of the mutated human IgG1,

Leu

Cys

sSer

45

Sear

Ser

Asn

His

Val
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Thr

Ala

Leu

30

Gly

Ser

Leu

Thr

The

114

Phe

Pro

Pro

val

Ala

Gly

Gly

Lys

95

Cys

Leu

Glu

METHODS FOR BLOCKING OR ALLEVIATING STAPHYLOCOCCAL NASAL

Ser

Lys

Leu

Leu

Thr

80

val

Pro

Phe

Val
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Phe
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210
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Ty
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280
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Thr

<210> 2
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DNA
artificial Sequence
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Thr

Ser
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Tyr
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val

Asp

1565

Tyr
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Lys

245
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Ser

Ser

Ser
325

AED
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Trp

Pro

Glu
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Ile

Thr

Livs

Cys

310
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val

val

Ser

Leu

Ala

215

Pro

Gln

Ala

Thr

Leu

295

Ser

Ser

Ser

Glu

The

Ann

200

Pro

Gln

Val

val

Pro

280

Thr

Val

Leu

His

Val

Tyr

185

Gly

Ile

Val

Ser

Glu

265

Pre

val

Met:

Ser

Glu

Hisg

170

Arg

Lys

Glu

Tvr

Leu
250

Bsp

His

Pro
330

(34)

Asp

155

Agn

val

Glu

Lys

Thr

235

Thr

Glu

Leu

Lys

Glu

315

Gly

which is cloned into plasmid psSUN30

<220

<221>
222>

<400 2
gaa ttc goo toe ace aag ggc cca teg gte the cee ctg gra cec teoe
@lu Phe Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser

1

CD3
{1)..(996)

5

10

Bro

Ala
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Thr
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Asp

Ser

300

Ala

Lys

Glu
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Ser

Lys

205

Ile

Pro

Leu

Asn

Ser

285

Arg

Leu

Description of Artificial Sequence: Synthetic
nucleotide seguence of the mutated human IgGl,

Val

Thr

Val

190

Cys

Ser

Pro

Val

Gly

270

Asp

Trp

Hig

Lys
Liys
175
Leu
Lys
Lys
Ser
Lys
255
Gin
Gly

Gln

Asn

15

Phe

160

Pro

Thr

Val

2Ala

Arg

240

Gly

Pro

Ser

Gln

Arg
320
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tece
Ser

gaa
Asp

ace
Thr

tac
Tyr
65

cag
Gln

gac
Asp

cog
Pro

ccce
Pra

aca
The
145

aac
Agn

cgg
Arg

gte
Val

tec
Ser

aaa
Liys
225

aag
Lys

tag
Tyr

agc
Ser
50

teo
Ser

acc
Thr

aag
Liys

tgc
Cys

cca
Pro
130

tgce
Cvs

tgg
Trp

gag
Glu

abg
Leu

aac
Asn
210

S99
Gly

agc
Ser

tke
Phe
35

ggc
Gly

cte
Leu

tac
Tyr

aaa
Lys

cca
Pro
115

aaa
ys

gty
Val

tac
Tyr

gag
Glu

cac
His
135
aaa

Lys

cag
Glo

acc
Thr
20

fslels]
Pro

gtg
val

agc
Ser

ate
Ile

gtt
Val
100

gca
aAla

ccc
Pro

gtg
Val

gtg
Val

cag
Gln
180

cag

Gln

goc
ala

cce
Pro

tct
ser

gaa
Glu

cac
His

agc
Ser

tge
Cys
B85

gag
Glu

cct
Pro

aag
Lys

gig
Val

gac
Asp
1465

tac

Tvr

gac
Asp

cte
Leu

cga
Arg

g99
Gly

cca
Pro

acc
Thr

gtg
val
70

aac
Asn

[olsls}
Pro

gaa
Glu

gac
AsSp

gac
Agp
150

ggc
Gly

agc
Asn

tag
Trp

cca
Fro

gaa
Gla
230

g9c
Giy

gtg
Val

tte
Phe
55

gtg
val

gtg
Val

aaa
Lys

cte
Leu

acc
Thr
135

gtg
val

gtg
Wal

age
Sar

ctg
Leu

geco
Ala
215

cca
Pro

aca
Thr

acg
Thr
40

cog
Pro

acc
Thr

aat
Asn

tot
Sar

ctg
Leu
120

ctc
Leu

age
Ser

gag
Glue

acg
Thr

aat
Asn
200

coc

Pro

cag
Gln

gcg
Ala
25

gtg
Val

gct
Ala

gtg
val

cac
His

kgt
Cys
105

gag
Gly

akg
Met

cac
His

gtg
Val

tac
Tvr
185

ggc
Gly

atc
Ile

gtg
Val

gcc
Rla

tcg
Ser

gtec
val

cco
Pro

aag
Lys
20

gac
Asp

gga
Gly

atc
Ile

gaa
Glu

cat
Hig
170

cgg
Arg

aag
Liys

gag
Glu

tac
Tyr

ctg
Leu

tag
Trp

cta
Leu

tee
Ser
75

ced
Pro

aaa
Lys

ccg
Pro

tcc
Ser

gac
Asp
155

aat
Asn

gtg
val

gag
Glu

aaa
Lys

acc
Thr
235

(35)

g9ec
Gly

aac
Asn

cag
Gln
60

aga
Ser

age
Ser

act
Thr

tea
Ser

cg9g
Arg
140

cect
Pro

gcc
nla

gte
val

tac
TYL

acc
Thr
220

ctg
Leu

tge
Cys

teca
Ser
45

teoa
Ser

age
Ser

aac
Asn

cac
His

gtec
val
125

acc
Thr

gag
Giu

aag
Lys

agc
Ser

aag
Lys
205

atc

Ile

ceo
Pro

ctg
Leu
30

ggc
Gly

toa
Ser

ttg
Leu

aca
Thr

aca
Thr
110

tte
Phe

cet
Pro

gtec
val

aca
Thxr

gte
Val
130

tge
Cys

tco
ser

cca
Prec

gte
val

gce
Ala

gga
iy

gsc
Gly

aag
Lys
95

tgc
Cys

cte
Leu

gag
Glu

aag
Lys

aayg
Lys
175

[s3ute}

Leu

aag
Lys

aza
Liys

teo
Ser

aayg
Lys

ctg
Leu

cto
Leu

acoc
Thr
80

gtg
Val

ceca
Pro

tte
Phe

gte
val

ttc
Phe
160

[alals)
Pro

ace
Thr

gte
val

gcc
Ala

cag
Arg
240
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gat
Asp

tta
Fhe

gag
Glu

tte
FPhe

ggg
Gly
305

tte
Phe
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gayg
Glu

tat
Tyr

aac
Asn

tte
Phe
290

aac

Asn

acyg
Thr

<210> 3
<211
<212>
<213>

<220
223>

31
DA
Artificial Sequence

ctg
Leu

cce
Pro

aac
Asn
275

cte
Leu

gte
val

cag
Gln

acc
Thr

aga
Sexr
260

tac

Tyr

tac
Tyr

tte
Phe

aag
Liys

aag
Lys
245

gac
Asp

aay
Ly

agc
Ser

tca
Ser

age
Ser

3z

aac
Asn

ate
ILle

age
Thr

aag
Lys

tgc
Cys
310

cte
Leu

oligonucleotide

<400> 3
gectectgecaca accgetteac geagaagagce ©

<210= 4
z211> 31
«<21Z2> DNA
«213= Artificial Seguence

<220
<223> Description of Artificial Bequence:

oligonucleotide

<400> 4
ggctcektecbty cgtgaagegg ttogtgeagag c

cag
Gin

goc
Ala

acy
Thr

cte
Leu
295

tecc

Ser

tee
Ser

gtc
val

gtg
val

jalel o
Pro
280

ace

Thr

gtg
val

ctg
Leu

agc
Ser

gag
Glu
265

ccc

Pro

gtg
Val

atg
Met

tet
Ser

ctg
Leu
250

tgg
Trp

gty
val

gac
Asp

cat
His

ceg
Pro
330

Description of Artificial Sedquence:

(36)

acc
Thr

gag
Glu

aty
Leu

aag
Liys

gag
Glu
315

ggt
Gly

tgc
Cys

age
Ser

gac
Asp

agc
Ser
300

gct
Ala

aaa
Lys

ctg
Leu

aat
Zen

jutald
Ser
285

agg
Arg

ctg
Leu

gtc
Val

999
Gly
270

gac

Asp

tgg
Trp

cac
His

tgage

Syathetic

Synthetic

aaa
Lys
255

cag

Gln

age
Gly

cag
Gln

aac
Asn

ggc
Gly

ccyg
Pro

teco
Ser

cag
Gln

agc
Arg
320
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V F L F P P KP K DT L M I S R
3569 GGGGGACCGT CAGTCTTCCT CTTCCCCCCA AAACCCAAGG ACACCCTCAT GATCTCCCGG
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3629 ACCCCTGAGG TCACATGCGT GGTGGTGGAC GTGAGCCACG AAGACCCTGA GGTCAAGTTC
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oooad oooao

Gl  LCleader 96110LC 7] 3% f i3t -
Ag“ Eca Ny Fc3 ZARERKDELISAIZX 35EH |
oW FaE—4— !
TN — ) Bst BI
Pwit Ry 8 Bhug6-110
YL LT — KIHYY | ] .
TUEULLRE \/ : EICHS AR
y juliee S

7, 7 \.
pUCTS backbofe |pSUNST (Ageless/CH3 mut HC:pJRS334) b« TF V>

11343 bp
R-mmrEAOHR S ERT.

SVAOPOLYA

Xhot
h BGH POLY A ‘
M ey ETITR BSA SpA (0.2ugfwell)  SpA (1ugiwell) LTA
SVA0FOE— N .~ Hpa | ugiwel pA (1ugjwel

D:ur A% 55,,‘:
BGH polyA HC leader DINI—F4T ‘
Mot | i 1 — !

96-110 HC B 3% $8 &
CHI BAEZ R IgGl EHER 'Eco RI 0000

gooad 25

—e—pPBS ]
—RRGEE - F Y
2 —h— RURF l//lev‘I“Z»
5 g 15
4 L}
Bhuge-110 2 14
3N BCH3 RAZRI <
£
]
H ] 0.5
i Ze
1 0 - — ey
0 50 100 150 200
0 BRR (43)




oooad
HEREEERYT AV RRR%E
[} —a—CS 1%
—4&—CS 0.5%
5
o
g4
=]
T3
<
2.
1
0 . .
0 50 100 150 200 250
B (53)
oooad
100 e E—
90 - —~1.00% _|
) ~—0.50% . .|
80 —0.25%
70
3R B0 f N N N
£ 0
G 40 - L o
" a0
20 = .
10
0 :
0 150
BERE (4)
gooaoad
. HBIBEIERY T — e AL RARE
= 500,000 MW |
~=-70,000 MW
o3
i5]
€
>
T2
@& Py
o B
=
= : \Eiés
; 2
W
0 50 100 150 200
B (59)
gooaoad
BRBSEICHTE7U—LOBE
0.14
——PSSA
0.12 = Sy—A
A= PSSA L U—A
5 0.1
E
g 0.08 -
go
o
= 0.06 -
©0
(<2
3
T 0.04 -
0.02 -
0 T T

0 50 100 150

B (43)

200

(38)

JP 2005-516044 A 2005.6.2

gooad

HAREH E RPSEE

| : -=- PBS

20 40 60 80 100 120 140

B (5)

| HARNLEBNSRN
P e -+~ PBS
BT KU DA

20 40 60 80 100 120 140
R (4)



(39)

ugoooaoodadd

—m —m —m @ @ @ @ @ @ @ @ ™@ @ @ ™@ @ ™@ o™&@ & & & & & /& /& /s /&, /&, M/, /s o/, /&, /e /. /e /. /e /e /e o/ /e e e e e

O

INTERNATIONAL SEARCH REPORT

JP 2005-516044 A 2005.6.2

Internationsl application No,

B, FIELDS SEARCHED

PCT/US02/40925
A, CLASSIFICATION OF SUBJECT MATTER
IPC(7Y 1 CO7K 16/00; AGIK 39/40, 39/395, 39/40
UsCL : 530/388.1, 388.15, 387.3, 387.5, 388.4; 424/137.1, 141.1, 150.1, 165.1

According to International Patent Classification (IPC) ar © both national classification and IPC

Minimum docwmentation searched (classification system followed by classification symbols)
U.S. £ 530/388.1, 388.15, 387.3, 387.5, 388.4; 424/137 1, 141.1, 150.1, 163.1

Docurnentation searched other than minimum documentation to the extent that such documents are mcluded in the fields searched

Please Sce Continuation Sheet

Electronic data base consulted during the international search (namme of data base and, where practicable, search terins used)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Catepory #

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

Relevant to claim No,

OF MILITARY MEDICINE) 23 December 1998 (23.12.98), entire document.

Y 1§ 5,980,910 A (PIER) 09 November 1999, entire docutnent, especially column 9, full 1-9, 11, 12, 14-16 and
paragraph. 15-37

Y US 5,817,312 A (GRISTINA et al) 06 October 1998, entive decument, first and second [-37
paragraphs in colurmn 5.

Y WO 98§/57994 A2 (HENRY M, JACKSON FOUNDATION FOR THE ADVANCEMENT 1-37

D Further deeuments are listed in the contimation of Box C.

I:l See patent family annex.

* Special cotegories of oired documents:

“A"”  document dofining the penaral state of the art which is not considered to e
of particular relevance

“E™ eariier application or patent published on or after the internarional fiting date

“L"  document which may throw doubts on priority claim{s) or which i¢ cited to
establish the publication date of anather citation or other speclal reason (as
specified)

“0"  document referring to an oral discloswre, use, sxhibiton or olher means

“pr  document published prior to the intematianal filing date bur |ater than the:
priority date claimed

e later document published after the internaticnal filing date or priority
date and not in conflict with the applicstion but cited 1o understand the
principle or theery underlying the invention

“X document of particular relevance; the claimed invention cannat be
cobsidered novel or cannot be considered to involve an inventive step
when the decumen is taken alone

¥~ document of particular relevance; the claimed invention cannot be
considored 1o Involve an inventve step when the document is
combined with e or more cther such documents, such combinztion
being obvicus 1o a person skilled in the art

& document member of the sams patent family

Date of the acua] completion of the international search

30 July 2003 (30.07.2003)

Date of mailing of the international search reoport

14 0CT 2003

Narge and mailing address of the ISA/US
Mail Stop PCT, Atin; ISA/US
Commissioner for Patents

P.0. Box 1450
Alexandria, Virginia 22313-i450

Facsimile No. (703)305-3230

£~
Authorized officer Y QM SL
8. Devi, PLD, 77 AL L
Telephone No. (703) 3080196

i

Form PCT/ISA/210 (second sheet) (July 1998)

[




(40) JP 2005-516044 A 2005.6.2

: cation No,
INTERNATIONAL SEARCH REPORT Iniermarionl application Ne

PCT/US02/40925

Box I Observations where certain claims were found unsearchable (Continuation of Item 1 of first sheet)

This international report has not been established in respect of certain claims under Article 17(2)(a) for the following reascns:

1. D Claim Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claim Nos.:

because they relate to parts of the international application that de not comply with the prescribed requirements to
suclh an extent that no meaningful international search can be carried cut, specifically:

3. D Claim Nos.;

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule

6.4(a).

Box II Ohservations where unity of invention is lacking (Continuation of Itent 2 of first sheet)

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

O

This International Searching Authority found mudtiple inventions in this international application, as follows:
Please See Contimation Sheat

As all required additional search fees were timely paid by the applicant, this international search report covers all
searchable claims. '

As all scarcheble claims could be searched without effort justifying an additional fee, this Authority did not invite
payment of any additional fee.

00X

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

4, EI No required additional search fees were timely paid by the applicant. Censequently, this international search report
is restricted to the invention first mentioned in the claims; it is covered by clairus Nos.:

Remark on Protest D The additional search fees were accompanied by the applicant’s protest.

No protest accompanied the payment of additional search fees.

Form PCT/18A/210 (continuation of first sheet{1)) (July 1998)



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

O

(41) JP 2005-516044 A 2005.6.2

PCT/US02/40925
INTERNATIONAL SEARCH REPORT

BOX II. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING

This application contains the following inventious or groups of inventions which are not so linked as to form a single general
iaventive concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additonal examination fees 1mst
be paid.

Group I, claim(s) 1-21, drawn to a composition coraprising at least ene monoclonal antibody that specifically binds to an antigen of
staplylococed and a mucoadhesive carrier,

Group T, claim(s) 22-37, drawn to a method of treating a patient by insiilling the monoclonal antibody into patient's nares.

The inventions listed as Groups I and 1 do not relate to a single general inventive concept undar PCT Rule 13.1 because, under PCT
Rule 13.2, they lack the same or corresponding special technical features for the following reasons:

The special technical feature unifying the two inventions in the instant application is the composition comprising a
mucoadhesive carrier end at least one monoclonal antibody specific to at least one antigen of staphylococci, which composition is
instilled nasally w0 a patient. However, such a corpposition is already suggesied by the comibined teachings of Pier (US 5,980,910) or
Fischer et al. (WO 98/57994) and Gristina et al. (US 5,817,312). Pier or Fischer et al. taught a composition comprising a
monoclonal antibody specific to an antigen of staphylococens wherein the antibody is administered intranasally (column 9 of Pier; and
claims and page 21 of Fischer etal.), and Gristina et al, taught the use of chitosan slong with monoclonal antibodies meant for in-sita
application to ephance antibody immobilization {column 5). One of ordinary skill in the art would have found it abvious to combine
Pies's or Fischer's moneclonal antibody composition with Gristina's chitosen so as 1o enhance locel immobilizaton of the monoclonal
antibody. Since the apparent unifying feature is suggested in the prior art, unity of invention does not exist between inventions I and
IT, because the unifying feanire is not a special technical feanare. It is farther noted that, technically, the absence of 2 special
technical feature would permit the separation of the product of iavention I from the method of using the product of invention I1.

Continuation of B. FIELDS SEARCHFD Item 3:
DIALOG, WEST, MEDLINE, EMBASE, BIOSIS, sequence databases
staphylococe?, monoclonal, surface(2w)antigen?, lipoteichoic, chitosen, mucoadhes?, SEQ ID NO: 1

Form PCT/ISA/21( (second sheet) (July 1998)



(42) JP 2005-516044 A 2005.6.2

gobogooaon

GLInt.cl.’ 0o oooooooooO0
oooo 11702 oooo 11702 0OOO ooooo
0000 31/04 Ooooo 31/04 0OOOO ooooo

// 0000 15/02 oooo 15/00 OOOO0 ooooo
oooo 21708 oooo 21/08 0OOO ooooo

@éGnooooooo  AP(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, IE, IT,LU,MC,NL,PT,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,BY,BZ,CA,CH,CN, CO,CR,CU,CZ,DE,DK,DM,DZ,EC, EE,
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,MA,MD,MG, MK, MN , MW, MX , M
Z,NO,NZ,0M,PH,PL,PT,RO,RU,SC,SD, SE, SG, SK,SL,TJ, TM, TN, TR, TT, TZ,UA,UG,US,UZ,VC,VN, YU, ZA,ZM,ZW

(72)000 OOO0OOO0O0O0OOoODOO00o
goboobooboooboooboobooobooobboooboooboobooobooboo
u

(72)000 OCOOD0OO0O0OOoOO0O0O000
gboboobboooboooboobooobooobooooboooboooboooboooboa
ooooo

(r2)000 O00O00ODODOOCOOOOOooOogoood
gbboobooobooobboooboobboooboobbooooooboooboaoon

(72)000 OOOOO0OoOooOobDOOoOooooo
goboobooboooboooboobooobooobboooboooboobooobooboo
ag

(72)000 OCOOD0OO0O0OOoOO0O0O000
gboboobboooboooboobooobooobooooboooboooboooboooboa
oood

(2)000 OOoOoooooooo
gbobooboboooboooboobooobooobooobooobooobooobooooboa
good

0000 @ O) 4B024 AAO1 BA10 BA44 CA02 CAO5 DAO2 HA17

ooodd OO 4B064 AG27 CA19 CC24 DAO1

OOOd OO 4C076 AAL6 AA22 AA61 AA95 BB21 BB25 CC10 CC29 CC31 EE14

goog oo EE32 EE37 FF23 FF27 FF36 FF68 GG21

OOOd OO 4C085 AA14 AAl6 BA14 BB17 CCO2 CCO3 DD61 EEO1



	bibliographic-data
	abstract
	claims
	description
	drawings
	search-report
	overflow

