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EHMEEARTFE(MAP) YD aF—k ST L

ayPak—pk

RIFE:CRM(EE/EE)

RiEDpH

Ab(1-7)1/CRM 0.37

Ab(1-7)3/CRM 1.02

Ab(1-7)s/CRM 1.67
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AB(1-7),/CRM 12.5
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ooooao
#*=10
ZHEMARTFE(MAP)OL a5 —hDHIA B &2 5 Al
-7 HL TN DA Foanvh WKkO Wk 3 Wké6
a—F J—L GMT GMT
AG332 1 pg AB (1-7)1/CRM Al(OH)s <100 18,096 100,279
AG333 1 ug AB (1-7)/CRM Al(OH); <100 44,911 420,235
AG334 1 pg AB (1-7)s/CRM AI(OH); <100 27,032 394,488
AG335 0.1 pg AR (1-7)/CRM Al(OH); <100 19,350 66,834
AG336 0.1 ubg AP (1-7)/CRM AI(OH); <100 13,307 208,272
AG337 0.1 pg AB (1-7)s/CRM Al(OH); <100 1,196 22,665
AG338 1 pg AB (1-71/CRM ®L <100 5,273 370,980
AG339 1 pg Ap (1-7)3/CRM m <100 9,299 541,093
AG340 1 pg AP (1-7)s/CRM EL <100 3,100 185,272
AG341 0.1 ug Ap (1-7)/CRM ;L <100 340 25,839
AG342 0.1 pg Ap (1-7)3/CRM ®EL <100 128 5,553
AG343 0.1 pg AB (1-7)s/CRM & <100 668 2,098
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ZHMRMARTFE(MAP)OY a7 — D — CRMIE = Al
gn—7 YT OBH 2= VAVIS Wk 0 Wk 3 Wk 6
a—kK T GMT GMT
AG332 1 pg AB(1-7)//CRM Al(OH); <50 10,531 114,602
AG333 1 ng AB(1-7)s/CRM Al(OH); <50 4,274 83,065
AG334 1 pg AB(1-7)s/CRM Al(OH), <50 1,680 49,320
AG335 0.1 pg AP(1-7)1/CRM Al(OH); <50 1,114 13,231
AG336 0.1 pg AB(1-7);/CRM Al(OH)s <50 197 1,484
AG337 0.1 pg AB(1-7)s/'CRM Al(OH)s <50 65 222
AG338 1 pg AB(1-7)/CRM L <50 35 309
AG339 1 pg AR(1-7)/CRM ;L <50 29 1,085
AG340 1 pg AB(1-7)s/CRM mL <50 29 542
AG341 0.1 pg AB(1-7)1/CRM L <50 25 55
AG342 0.1 pg AB(1-7);/CRM =L <50 25 34
AG343 0.1 pg AB(1-7)s/CRM ‘L <50 29 ND
EMIZ0E L UBBICHRERMEL, £LT0. 3B LUGBITIRMLT=.,
FTas80k: 100 4 gDAI(OH) ,FE =T L, ND=SHIFEET
oooboon
gooboobooooooooobbooobboo b boboooboDbooobbooodnn
goooboboooboouooobbppoobb0b00bpbbDbbboobboo o
0 I I T I e I e I I I 0 B R B R R A N B R A U
dodooobooobooooobobooofboboo b boDoo 0 boDpdooobbooond
gogobobooobooooobbooobboo b bobooobbooobbooon
gogoooboooobobobdooobbooobbooobbuooUobbooobbooon
cooooooboooooooobOOooboboooOooDOooboDoOpOO0OO0DDO0OO0O00O0ODO
cooooooopOO0OO0OO0DO0O,0b0O0O0oO0O0O0ODOODODOODOODDODODODDODOOOOnD
goooobop bbb boboobbbooon
oooboon
dodobooboooboooooboboooboboo oo o000 oDbooobobobooodn
gogoboboooboooobbooobboooobbobooobobooobbooon
0 I T I e I I I e 0 e A B B R B R R A N B A W A
goobobobobobobobo0obU0obU0obU0obUobUobUobobooDUobooDooooDono
gooboboboooboobouoobbooobboooboooobooood
0odgn
000000000000 00RO0D000D0DO0O00DD0O0OO00O0O0OO0OO0ODODOOA3Od

Oooooooogodg

O o0Oooo

10

20

30

40

50



oooooao

(85) JP 2008-505052 A
O
go0oo0ooooooob oo o0oooob oo oooo b toooooooOoao
0oooDopOO00ODD0DO0OO0OO0DDDOOOO0DODODOOD0DODODOOODODODOOO0nan
0oooDpOO0OO0D0ODOOO0ODODDODOOOODODODODOODODDODODOOODODODOOODaO
I T T I I T A A B A 0 A B R R N R B A
gooooooooobooooooob oo b oo ooooooao
gooboooooooboooooooooboooooooooooooonaodd
I T I T I I T I 1 I A A A B A 0 A B R A A N R B A
gooooooooobooooooob oo ooooDbooooooobonOoad
I 1 e I I I 1 I 6 0 R A B A e O B A A B R B R R N A N A N
I I A I e s 1 I o 0 A 0 A N B B A B A B A N B A W A R A W AR M W A
0000000 o0DODDoOOoOpODODDODODODO0OD0ODDDODOODDDODOOODDODOOODDGO
gooooodooooiboooooob oo b Do ooOoooooao
0oooDoo0oooDoDOooo0ooDooOoooDoDoDOooOopODOOO0O0ODODODOOO0nOaO
I I 1 I T I I O A A B A 0 R B R A R VR B A
0ooooo0ooooopO0OO0bODODO0ODU0DO0O0ODODO0DO0DO0DDDODODUOOUODDDODOOODO
1 e I I I 0 R 0 A W R W A N A O N
0o0o0o0Doo0o0oo0ooODoOO0oOoo0oobODoOoOooooDoDpOODODODOO0OO0ODDODOOODOaO
0000000 o0oODoDpO0OO0ODLDDO0ODO0DO0DO0DDDODODODDDDODODOODDDOOODO
0o0ooDoo0oooDoDooo0ooDoDooooDoDpeaOO0O0DO0DOoDO0O0oOoDoDoDOoOOoO0nan
dodoboobooooobooooao
ogooooao
Oooooao
x12
BABSLVaV AT OB MED—E
A £{ENMW (Da) Jyoom#
CRM 58, 408 39
rC5ap 108, 560 85
ORF1224 30, 950 18
ORF1664 31,270 38
ORF2452 31, 790 29
T367 49, 700 29
T858 37,190 23
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00000
*13
LAV aF—,DEEBIUVFrIEL T DIEE
avPas—k RTFRERE(CMC) FyvEy
(CMCA)

AB1-7hCSap 259 -

AB1-7/0RF1224 12.8 5.7

AB1-7/0RF1664 13.4 10.8

AB1-7/0ORF2452 12.03 10.5

AB1-7/T367 13.2 8.2

AB1-7/T858 5.2 1.7
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H—AB1—42#&EHil

gn—7 I NHEY:: VP EVAVIS WK O WK 3 WK 6
a—F - GMT GMT
AG344 5 ng AB1-7/CRM Al(OH); <100 21,404 54,157
AG345 5 ug AB1-7/C5ap Al(OH); <100 61,967 402,972
AG346 5 ug AB1-7/ORT1224 Al(OH), <100 10,711 30,084
AG347 5 ug AB1-7/ORF1664 Al(OH); <100 7,188 43,226
AG348 5 ug AB1-7/OREF2452 Al(OH), <100 11,437 109,091
AG349 5 ug AB1-7/T367 A1(OH)3 <100 321 5,139
AG350 5 ng AB1-7/T858 Al(OH), <100 16,656 33,328
AG351 5 ng AB1-7/CRM L <100 2,615 119,488

- AG352 5 ng AB1-7/xCSap ®|L <100 11,858 279,113
AG353 5 ug AB1-7/ORF1224 #®L <100 1,674 18,719
AG354 5 ug AB1-7/ORF1664 =L <100 119 9,832
AG355 5 ug AB1-7/ORF2452 L <100 2,493 76,038
AG356 5 ug AB1-7/T367 L <100 50 620
AG357 5 ug AB1-7/T858 =L <100 28,820 275,202

BWIFOBLUSHEE CREBEL. 2L TO0. 3B LUGHERIZRMLI-, FEEIV 15— OREIZE T,
Tk 100 4 gDAI(OH) ;FE = FEL,
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#*15
BrAcCRM, o, ALV RTFROHEEDRERE
v Valf—h RTFRERS RRRE HEOBE
O3a—F (BENES) (mg/mL) (CMCAIZE3K)
1-28375 24/01 LVFFAEDV-C 1.67 8/10
(B &S :44)
L-28375 24/02 KLVFFAED-C 0.82 5/10
(25 &ES:45)
1.-28375 24/03 VEFFAEDVG-C 1.43 8/10
(B &S:43)
L-28375 24/04 C-LVFFAEDV 1.04 9/10
(B &S :47)
L-28375 24/05 C-KLVFFAED 0.78 1/10
(25 &S:48)
L-28375 24/06 C-VFFAEDVG 0.97 9/10
(B25 &S :46)
1-28375 24/07 VFFAEDV-C 1.00 7/10
(B25&S:49)
1-28375 24/08 LVFFAED-C 0.99 8/10
(B251 &+ :50)
1-28375 24/09 1.89 10/11
(Mock)
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A CLASSIFICATION OF SUBJECT MATTER
IFC: ASIK 35/08( 2006.01),39/38( 2006 .01)

USPC: 424/184.1,194.1,197.11,193.1,203,1,234.1,250.1
Acoording to Istemational Pateat Classification (TPC) ar to both national dlassification aad IPC

B.  FIELDS SEARCHED
Minimom docementstion scarched (classification system followed by dlassification symbols)
US. :424/184.1, 154.1, 197.11, 193.1, 203.1, 234.1, 250.1

Dexupentation scarched other than minimum documentation to the éxtent that such docoments are incinded in the fields searched

H ic data base lted-during the i i 'mrd:(nmdd-ubmud,.whmpuuiuble.mmsund)
Please Bee Continuation Shest
: C. DOCUMENTS CONSIDERED TO BE RELEVANT .
: Category * Citstion of documcat, with indication, where appropriate, of the relevant passages Relovant to claim No.
X US 6645503 BI (ARUMUGHAM et al.} 11 November 2003 (12.11.2003), entire patent. 1-2, 21-23, 55-68, M-
- ] T3, 75-76, 95-97, 129-
Y 143 and 145-148
2,69-70, 74, 76, 144-
145, 149 :
X US 3623057 (MARBURG et al) 22 Apail 1997 (22 04 1997), see entire putont. 1-2, 21-23, 55-69, 71~
-— . 73, 75-76, 9597, 129-
144 and 146-148
2,69-70, 74, 76, 144- b
145 and 149 i

E Farther documents are kisted in the continzation of Box C. D See patent family annex,
T

. . Spec] caingories of cited dooumsnts: Intor document puhinbad altor the intayalionel Flitg date or priority
. chntn wudd ot iz wonliet with e app Roastion Trut cftod 5 undamiand the
“A™  doownsat defiing the gencral sate of the st which is pot considered Lo be of principle ar Umory ying tha inverty
paatiular ralevencs .
- X of parti bowncs; tha clsimed imvaci -
“B*  earlier epplieation or pew pobli ol the ot iorml [ling dats considered nerved or seonot b irdarpd Ly ivolve mn i o B
whan the dettcnert s talon slome
he Pl ry throw dochis om pricvity cisi(s) or which i oited to
sstabilink the publioatives dats of anciher citeti vy special resecn: (an - A of particlar rel the claiwmd trveati be
reary hered 1 vt vs ar eursive picp wion - b
N - ‘with ons or nxh Do b
T & fuzing 1o am ol disch voe, sxhbi other mana obrioum to & perscn skilled in tha wt
‘P docmemt Sor tp the ictaroetions] fling dete bt bater than the N tocommat messber of the:
" hpﬂi_nuxnrw Hling saxa patert funlly !
r
Date of the actual completion of the intemational search Datc of mailing of the intemnationsl soarch ropert : i
22 March 2006 (22103.2006) Oédw ;
‘Name and mailing address of the ISA/US Authori :
Mail Siop FCT, Amn: ISA/US ! .
Comumismitratr fiw Patcnts Emily Le
P.O. Box 1450 . :
in, Virginia 22313-1450 Telophone No. (571) 272-1600 :
Facsimile No, (571)273-3201

Form PCI/ISA/210 (second shoet) (Aprl 2005) !
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Intcmational application No.

C. (Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT

US 5877220 (SCHWARTZ et al.} 02 March 1999 (02 03 1999), see lines 20-30 of column 9.

A US 5623057 (MARBURG ct al) 22 Apeil 1997 (22 04 1957), scc catire patent.

A US 6645503 Bl (ARUMUGHAM ct al.) 11 November 2003 (11.11.2003), entire patent.

Cat . Ciston of & with indication, where sppropriat, of the relovant passages Relovaat to claim No.
. US 5126121 (DINTZIS ot al.) 30 June 1992 (30 05 1992), scc claim 6. 2,76
A I,3-20, 24-25, 30-44,
47-52, 779, 98-99,

104-118, 121-125,

150-151, 170-172,

204-205, 224-235,

262-263, 282-284,

314, 316317, 336-
338,

74, 149

1,3-20, 24-25, 3044,
47-52,779, 98-99,
104-118, 121126,
150-151, 170-172,
204-205, 224-226,
262-263, 282-284,
114, 316317, 336
138,

1, 3-20, 24-25, 3044,
47-52, 779, 98-59,
104-118, 121-1286,
150-151, 170-172,
204-205, 224-226,
262-263, 282-284,
314, 315-317, 336~
33z

1, 3-20, 24-25, 3044,
47-52, T19, 9899,
104-118, 121-126,
150-151, 170-172,
204-205, 294-226,
262263, 282-284,
314, 316317, 336-
138,
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BoxNe.Il  Observations whers cerfain clatms were found unsearchable (Continustion of item 2 of first sheet)

This international search report has not bee astablished in respect of cortain claims voder Asticle 17(2)(n) for the foflowing ressons:

1. D Clnims Mos.:
beosuse they relate $o subject matter not required to be scarched by this Anthority, namely:

2 D Claims Nos.;
because they reluie io parts of the isterationsl application that do not comply with the prescribed requirements to such
an exteat that no meaningful intemational search can be carried out, specifically;

3. [ ClaimsNes:
becanse they are depeadent claims aad are not drafled in sccardamee with the seoond snd thivd senteaces of Rule 6.40a).

Box No. Il  Observations where umity of idvention ix lacking (Continustion of item 3 of first sheet)

This In iowal Searching Anthority found multiple & toas in this i ioual application, ua follows:

Pleasc See Continuation Sheet

1. D As sl roquired additional scarch ot wers timely paid by the applicaut, this intormational ssarch repoct covers all
senrchable clzims.

2. E As ufl sesrchable cluimns could be scarched without effort justifying edditionel fees, this Authority did sot invivs
payment of any additional fecs. -

. [

As oaly same of the required additional psarch faes were timely paid by the applicant, this in' ional soarch repoct
covers mlythwed-m- for which Fecs were paid, specifically claims Nos.: :

4 D I«bmddﬁhﬂﬂlﬂ!chhsmhndypndbythl"ﬁ_tl‘ quontly, this tional search report is
stricted to the i first j ttulnm.ttumuulbyelumm

RamrkonProtest |}  Tho additions] search focs were accompanicd by the applicants protest and, where applicablc, the
peyment of 2 protoi: foe. .
[ The additionsl scarch fies nerc sccompanicd by the applicant’s peosest but the applicable protcs: foe

was st paid within the tim icnit specified in the vitaticn.

D' Noymmpmidhp}mmn'fldd'limllﬂulﬁu.

Fom PCTASA210 (coutinuntion of Brst sieet(Z)) (Apeil 2005)
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' BOX ITI. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING

Thix applicetion ins the fallowing § 1 umofmmmswhd:mmtwhnhduhﬁnuundepn-nlmmnu
concept under PCT Rule 13.1. In onder for all i jons to be ined, the appropriste additional ion fses must be paid,

Gmlpl.dnm(:)l,!.?l!!ﬁ—?ﬁ 95-97 and 129-149, mwmhutet'mlhn;n pide i protein/polypeptide carrier
conjugate, wi the is ise and the cartier is it serum elbumin,

PeE il ¥ ¥

Gtwpll. cluim(s) 150-151, 170-172, 204-208, 224-226, 262-263, 282-284 and 3 14, draws 1o a.p i ogen-protein/polypepride
currier conjugate mude by the method of Group L .

umpm.u.in(.)slsanmasss.m.dnmmmmmmhu, plide i protein/potypeptide carsier crnjuggte of

ﬂmpl"! ulun(l) 1-25, 3044, 47-52, 55-99, 104-118, 121-126 nad 129-149, dnewn 1o methods of making & peptide immunogen-

carrier oonjugste, whorsin the peptide immunagen is Staphylococous sureus, Stapiwlocooous spidermidia, Neisscria
meaingitides, Neisseria grnorriveac, l-hnmnphlusnﬂm Elhendmdl Klebnetllpwumn. Listeria monccytogmes, Vibric
chalerse, Clostridium perfringens, Ck Sal lin typhinmeiwm, Borrelia burgdorferi,
Shnylllhm &ﬂ“lboydn.shylhdmﬂml otitidis, Group B streptococsi, HIV, HSY, HPY, PIV, VSV, RSV,
v, rbits virug, HCV, HEV, reoal cell carcinoma agtigen, broast carcinoma antigen,
umnnﬂuhmenm mdnm(MAﬁE;nup,pmumwﬁe-ﬂpgxmwa and the caier is -
knyhols limpet hemocyenin, immuncgiobulio molecuies, thyrogicbulin, ovalsmin, infisenza hemaggiutinin, PADRE polypeptide,
malarja siroumpporascite protein, hepetitis surface antigen, beat shock protein 65, Mywbm-huhn,dnln-m,chdm
mmu&mmry.imm CRM protein thet is croms ive with diphtheria foxin, sc, |
CSap pyogeses ORF1654, Sirep ORF24352, Ch i
mmm Chl-uyﬂu pﬂlﬂmnm}'m Tetaaus Toxoid, HIV gp120 T1, nnnpqnmu mgmadml-nﬁm
adhesive matrix molacules (MSCRAMMS), IL-1, Mpmnnbrﬁmn IE-10, GM-CSF, MIP-lalpha, MIP Ybets, RANTES, oytokizes
OR chemokines.

Group 'V, elsim(s) 130-174, 179-193, 196-201, 204-22§, 233-247, 250-253, 256-286, 291-304, 307-311, snd 314-315, drswn 10 & poptide
immunogen-protein/polypeptide carrier conjugste made by the method of Group IV.

Greup VI, claimy(s} 316-340, 345-358 and 361-365 drawn bo x methods of use fior the peptide: imminapen-proteinfpolypeptids carrier
conjogate of Group V.

This application containg claims diréctad to move than one species of the generic inveaton. Thess species are decmed 1o lack nnity of
inveatios becanse they ae not 5o linked as to form & single geners] inventive concept uader PCT Rule 13.1.

Form PCT/ISA/210 (extra shect) M 2005)
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‘ Tntermatimal Application No,
-INTERNATIONAL SEARCH REPORT PCTAS04/42T01

In order for more thas ane spesics to be cxaminod, the appropristo additicssl examinetion fes mest bo paid, The apecies arc as follows:

Carmier: beyhole limpet hemocyanis, immusog/obulis moloeudes, tyroglobulin, avalbumin, jnfluenza hemagglutinia, PADRE
polypeptide, malaris cironmsponaonits protein, hepetitis surfice antiges. beat shock protein 65, Myoohbacserinn imbereuloais, cholem
toxin, chofers toxin mutants with reduced toxicity, diphtheria eoacin, CRM protein that is cross reactive with diphtheria torcm,
recombinant Streptococeal CSa poptidase, Stroptncoccs pyogenes ORF1224, Strepiococcus pyogenes ORF 1664, Strepiococcus pyogenes
ORF2452, Chlamydia preumanise ORFTI67, Chlamydia poeumoniae ORF T858, Tetanus Taxoid, HIV gp120 T1, components
recoguizing microbial erfce adhesive matrix molocules (MSCRAMMS), IL-1, IE-2, gamme-istecfercn, IL-10, OM-CSF, MIP-1ai pha,
MIF 1bcta, RANTES, cytokines and chemokines. |

The claims are deemed to correspond 10 the speciea listed above in the ﬁlllumng manner. 2-20, 76-94, 151-169, 201-223, 263-281 and
317-335.

The following daim(s) are generic: 1, 75, 150, 204, 262 snd 316.

Poptide immusogen: Staphyl surcus, Staphyl epidermidis, Neisseri ingitides, Neisscris goacerhess, Hecmophil
influenzae, Esherichis call, Klebsiell iwe, Listoria 5 Vibrio chol Clostridawn perfringeas, Clostridium
botulinim, Pseudamonss serations, Saimoneila typhimuriom, Borrelin burgdorkeri, Singelia flomeri, Sigella bowdii, Shigella dysrotrise,
Alloiococcuy otitidis, Gronp B streptocseei, HIV, HSV, HFV, PIV, VSV, RSV, EBY, comnavirus, vaccinia virs, rotavins, rabies virs,
HCV, HBV, reaal csll carca agen, breast onril antip A bryonic antig 1 (MAGE) matigen, prosiaie

Fy o

cancer spacific antigen and A-betn polyper

The claims are d lto pond to the species listed abave in the following manner: 21-25, 30-34, 95-99, 104-109, 170-175, 179
183, 224-228, 233-235, 282-286, 291-295, 335-340 and H5-352.

The following claim(s) aro generic: 1, 73, 150, 204, 262 and 316,
mm:wmmmmwu.mmwhmmmmm13.1beum.nndumnuhuz,m
specics lack the same or panding spocial techniosl features for the foll wiag reasons: Eack of the listed species ase siracturally
distinct from coe another, The apeci da mot share significant structaral similnrity with ane sother. In the shseace of & £ighificant
strocturel sienilarity with each other, the species lack the same or comespondieg special techaical feature.

The inveations linted a3 Groups V] do act relate 10 & single general inventive oancept under PCT Rale 13.1 because, under PCT Rule
132, they Inck the seme or corresponding special technical foatures for the following reasons:

TluulnduiulMmﬁudmg&upb“hmmimmmuﬁdpdmpﬁduwﬁuwjuw. 1t is found
that the: shared technica) foature ameong the inventions does not costribats cver the pricr art, The prior art teaches of peptide immunogen«
proteln/polypeptide ontrier conjugate, as svidenood by Aromugham et al., U.S. Patent No. 6645503, Arumughan ot . teaches & poptide
in yyeu- protain/polypeptide carrier coejirgate, soo abetract. Thus, Arumagham et al_ demonstrmzes thar the sechnicat feamre: shared
among; the inventione doss not provide & contribution over the prior art. i the alaence of sk, tho technical fsature shared is not &
special technical feature. In the sbseace of a comesponding specinl technical feamare, the inventions Iack uaity with one another,

Claims 26-29, 45-45, 53-54, 100-103, 119-120, 127-124,.175-178, 194-195, 202-203, 128-232, 248 249, 754-255, 282-290, 305-306,
312:313, 341-344, 355-350 and 366-367 aro unsearchable for the foll owing reeson(s):

Claims 45-36, 53-54, [19-120, 127-127, 194-195, 202-203, 248-249, 254.255, 305-306, 312313 and 359-350: These clnims are
unscarcheblc becanse it is wnclear which A-beta peptide immunogen the claims are limiting.

Claims 26-29, lﬂﬁ-lm, 175-178, 229-232, 282-290 and 34 1-344 fil to farther limit its parent ciaims, These cinims are directed a2
ﬁn.ﬂmdpmﬁﬁ:uﬁpu.hm,ﬂnmpenﬂﬁrimmﬁnemﬁmmmmgum-ﬁm
Claims 366-367 refor i the composition of cluim 262 &8 s method. This is improp dent basis for elaim 252,

Fortn PCT/ISA/2 10 (exten shoet) (Apeil 2005)
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EAST: PreGrant Pub, U3Fet, Dawent, PO, JPO
search terms: albumin, sireg P i, popiide, conjopats, Huker, method.. immunogen, carrier.
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