ANTAGONI ST ANTI BODI ES DI RECTED AGAI NST CALCI TONI N

GENE- RELATED PEPTI DE AND METHODS USI NG SAME Thi s
wapplioemtt on clains priority to United States Rel/EB06/054364

Application No. 60/736,623, filed Novenber 14, 2005,

which is hereby incorporated by reference. Field of

the I nvention The present invention relates to the use

of anti-CGRP antagoni st anti bodi es for the prevention,

anel i oration, or treatnment of vasonotor synptons, such

as CGRP rel ated headaches (e.g., mgraine) and hot

flushes. Background of the Invention CGRP (calcitonin

gendsrehaBed ABSURRINT AR TACI37 HAVIING REPICONABL.B R SHS EARS

whi ch belongs to a fam |y of peptides that includes

calcitonin, adrenonedullin and anylin. In humans, two

fornms of CGRP (a- CGRHﬂam@F@HEENvENﬂmﬁn and have
simlar activities. The hree am no acj ds

and
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aftﬁ:lé@%t&fde@fﬂ?hym&n&ﬁMnéﬂt§&s&fécount for differential
activities. CEGRP is a neurotransnmtter in the centra

nervous system and has been shown to be a potent

vasodi [ ator in thgapRUERAANY OrPYEE BN EERITIG@Nt ai ni ng

neurons are closely associated with bl ood vessels.
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events t resul ts in extravasation | asma” an
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alfokiab yayt. Orhe, aftc@ehafl ior @ sihgSPaRsRatd atsbi®ed @ntlclal

nervous systen1(C»ED to declining sex steroids

(Freedman Am J. Human Biol. 13:453-464 (2001)). To

date, the nost effe¢thvMARYOr aPirENVENTIONUShes are

hor none- based treatnents, including estrogens and/ or

s ondIe pEFRSNTFIEON PEPiISH Al Slwléalfsa?ewg@ bagibee agideciudiag a chassis
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h_an [ ( r &l
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Kat ovi ch, Pr oceedi ngs of .t he
SBErar iy esdlaint i |them1%59 SRR GPED (G IRl
193(2): 129 35) as well as |n extrene cases of hornone

deprivation associ ated w treatnents for grostate

cancer (Berends%ﬁﬂﬂﬁ@E%?RHqﬁﬁwéﬁﬁgﬂ P&

Phap nag 0de@¥pan 291@1dra6v;t%( %&ureéwh@)refeféﬁcmﬁﬂleﬁfs identify structurally
one-third of these patients will experience persistent
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pat hol ogy of ot her vasonntor synpt ons, such as al

forms of vascul ar headache, including mgraines (with

or wWithout aura) and cluster headache. Durham N.
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the anti-CGRP ant agoni st anti body binds the C-term nal
fragnment having am no acids 25-37 of CGRP. In sone
wenwoasmsent s, the anti - CGRP ant agoni st ant i bodpChiBdes/ #4364
C-termnal epitope within am no acids 25- 37 of CGRP.
In sonme enbodi nents, the anti-CGRP antagoni st anti body
is a nonocl onal antibody. In sone enbodi nents, the
anti - CGRP ant agoni st anti body is humani zed. I n sone
enbodi nents, the antibody is human. In sone
enbodi nents, the anti-CGRP antiagoni st antibody is
anti body GL (as described herein). In sone
o phh@tidrebmicnis fhohde ﬁlﬁlﬁ)b%%ﬂiﬁl‘fﬂﬂéﬁg@h&)\smg athtet élad@’nts Such omissions of
TR iF FuTREHS s PaChrE St it s o P BHGRr paricuter
eRifehR QA Yn(Shf O examplant antdlintehiss BWHL dsmdyabd expicitlly Melineated in the
still other enpodjnments, the anti-CGRP ant agoni st
COREPHULIRE WAHPrIesE®UPhe ami no aci d sequence of the
heq}i)’th@ Q@dvﬂn% g’uﬁ:@' &dr ﬁgth@nwﬁtlt@l\/\'ﬂesb tEing %v@ar(\:"-_‘asé $EQrd Bbpended to
and the am no acid sequence o i ght chain
r@fatiep%?b pemeralyj iGAicalp oskRCRY ﬁv@mewcselelge@ | @g Nd?ft Znd night symmetric
cRAIMRLs %HQDE’A, E@E@cﬁveﬂ/ hgnafitd B?%/e FRTR Sil%ﬁle@alsn?:g 'afcld qgl A reference
constant” regi on, such as a ctonstant region that is
npypgtidh @\{i@gmtcgt p@pepdﬁ@r 10w(etqa,@a| Lq:@i:lhglep@pqm 1 p glthe elements to which that
E ) . (o) .
P Rane thert b £, B QRS BB 2 roopymy e dsganated 1.
antHigd\l-isle pendiemtof @e ekenmpaty dispebably btodhentirtigle (nABCE of a diaper
Hoel’?lcﬁ]?sts%lﬁ esenvlgsg I’VI Igng%cte 'sta%rz eh a&v’#}{)&%t {hgg tft%gtu?%nl%duced by elastic
ntmmetsanﬂn thrsgﬁgure e inedof pcerdorasf thestiapiebadl tlnam fdcas inwhrdly toward the

29: 2632 plication No.
“fsﬁnlg ] @QI?@P% We&ﬁ’a}s ) O‘tVJP( éli’tet ‘RESA%I i cation No.
98(eQne 285 a IpHmO/ieh&Ede aerbiapbir O Figuiré & v&althtthebé)d@hor portion of the diaper

0 |ses a human heavy chain | tant region
26 B S e B P TP R TRASOPRE. ¢

S3 3@@&33 1£ aKdciéh AGW Gf fhlé rm@éﬂ zog)fwlgd?regr BARIERAES i thetsb@ion line 3-3.
wildty gQ& sequence) . Immunol . (1999

20138 42%% sFctiph Mgy Al ﬁlt?aef M@égurtwealﬁle?awnaﬁ ﬁteﬁecuon line 4-4.

Coﬁﬁglﬁ«@ts fegiphh Gbwtdtemankéhpdy digpad JOURRR tQ@d:‘ﬁh(ss%f@Wextendmg
g3 wth any of the foll ow ng mut ati ons

l%ngmslaolpséaur? dheaperignmysaral:thodiagey 36 tézsé%ﬁlz%?sez@a igyver.
g Wiy @ﬁ@dl‘%‘?&?‘)%@ Fi g} e FA30BLR3 é‘xltgrﬁ)?pt)ﬁon of the diaper

P233 234A235; 4) E233L234L235G236A327A330P331 to

203BN3dA2 BEGBPS330S331 with G236 del eted: 5)

SR R e e
| n Bigime 8asrbediiorevits of thadidperadfyof dligures Tanidt akdn at &glscmlon line 8-8.

o VS5 B8R 8, B MR P60 8, AT e 0,

P2 F3HR840285 pm@d@h@ﬁ@w @€ he ted)pldep 33P0, BBEhtioshown in its relaxed,

COTROMT et & VHETE SRELRR PRGFOR T agHyUBEy Mg e intrior

pbt-ttonnkﬂnd dgﬂpyxmsykta»txtndmcmg wpwaede enbodi nents, the
;}SLS é}g’gr]&tlﬁ Ongg}lem %Pgtﬁtér x:e(gltp d flgég%%}%gv&g an alternative form of

f@t&lai@hrrent resi due (such as Asn297) and/ or fl anki ng
residues that are part of the | ycosyl] ati on
r eddgHet 2o aslgueRyetite tigeer 9ndt Eigurer légw% they gxtegigpgortion of the

JRIFBOR KBRA Bacinife GORSt ant region is agl ycosyl ated for
N-1inked glycosylation. The const ant

i 0
aglKigweyPat aecciion viRwidl theediangr @ eshicares dg apgh 23 ﬁ%@m ddhg gection line
18r13by expression in a glycosyl ation deficient host
ceII The binding affinity (K ) of an anti-CGRP
ant agoni st anti body to CGRP (such as human a- CGRP as
nmeasured by surface plasnon resonance at an
appropriate tenperature, such as 25 or 37 C can be
about O 02 to about 200 nM In sone enbodlnents t he
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vari able regions froma |light chain and/or a heavy
chain of the antibody GL. In yet another enbodi nent,
w0 b@7f6@myrent contai ns one or nore (i.e., one,PCTHB2006/054364
three, four, five, or six) conplenentarity determ ning
regions (CDRs) froma light chain and/or a heavy chain
of the antibody GL. In another aspect, the invention
is a polynucleotide (which may be isol ated) conpri sing
a polynucl eoti de that encodes for antibody GL or its
variants shown in Table 6. In3sonme enbodi nents, the
pol ynucl eoti de conprises either or both of the
polRigurel1dat & sedos hiownfitie & RONDgareand abEqR taReMN@ the section line
1%0 I n anot her aspect, the invention provides
ﬂﬁynucleotides encodi ng any of the antibodies
(1 gwidilB g antiidodyw br agmenéenphity Piaper e Rikesl &S section line similar to
escri bed herein. I n another aspect, the invention
1 ﬂ3&P@§§”W%EFU?@“%?ﬁU?HHP%%“%%%ﬁession and cl oni ng
Veqtigie 16308 sRast vie®! If sheCRIARF R6 bNBigaf¥ 12fand M taken at the section line
pol ynucl eoti de di scl osed herein. In sone enbodi nents,
16H6. vector is pDb. CGRP. hFc@ havi ng ATCC No. PTA- 6867.
I'n ﬁélﬁ% r17¢§@1%gﬁ PERLE an é)!%ﬁlp‘lla‘?ffr%mé@ oPERr R W rial.
havi ng ATCC No. PTA-6866. I n another aspect, the
i nVidgnreds is g simphiged plee Iviewerapraxeinplgryadignst yohuehidotsisewn in its flat,
ufiEnBELEE ALY i.%f, &VEEOU.@QB& Q%gﬂrﬁﬁolg qﬁ(ﬂfcb&) GO(;, Ql%t? %&n&‘)&s, having the
anot her aspect, the invention I's a conplex o P
abouredt dpyenally agdchedhe thanthabadinescrayifopo laggbpentdagern. In this figure, the
d | he ej. n. . inments, the antibody is
oS s o e M SRR BOROBLTRALE, e &1
andligiee sipecplan vieey dfharestenpiary sbariphansyeoklytA00al In this figure, the

onposi ti o rising an effective amoynt of .any .of :
FRERIR ey PRTE A sBEhARED oGl Bl e @Y huached in an
e&diipl g dyape O2PAHdSthé) tht@ide portiondf the GRERsbeaf asaarhblp @AY tHal Jaces inwardly
or Eﬁ%ynuclggfides escri bed. herein, gnd a
(OSHAT RECEEET 2% (P a5l Y EBT & BRwp ﬁacgﬁtt. ¢ Y "Vdnot her

as [Fagire 20 ea eB¥@NMiEWD BF 1hs alBsorfRhRsknMy PONEFadurBd9 taken at the section
antibody GL conprising culturing a host cell or
list 8%éhy” t her eof under conditions that allow production
of PRk RPLYa ElionNi&Y B the LBHRASL sy 2000 g€ 39 BMen at the section
expression vector that encodes for antibody Gl; and,
ling 2kdke enbodi nents, purifying the antibody A In sone
e”"lﬂg’dﬂ@@ iSa sebdih P Bﬁa?n_%ﬂl@f"e)ééﬁlﬂa?}f afsOftPht 8L mbRIM0 Pken at a section
bot h" of the pol ynucl eoti de sequences shown in SEQ I D
linesigulahi@ 2620 | D NO 10. I n anot her aspect, the

in |.GR : I 0 f [ y of the
antifng g LR GRITE] e fln R A 09 250
ex figysi2dgs apknorewrel aoge! yreoplap tiagas20ewmido fiun ghashigears extending

Hb . [ . 2pa el. resse .
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heavy chai n areexpressed fromone vector) or the

Fecoveri ng. anf g/ EOTT TP i BRITLSRia o P

L oy eegtptide sheofolloWing st havEhke @NbwinGokEniagd: agoni st

el it RenBR PBER: 8055 o pht ol bl Fiis iqid. and more

sPUCERENY, réfananhidRficht Re1ats@dediRt of mERbLiIMEY to the body of a wearer to
reventing, aneljorating, controlling, or reducing

a %%W@EH@émBFh%Wg@H%@@dﬁg%@gmgﬁﬁaﬁﬁpﬁhﬂ%ﬁﬁornal_

fungli @y 0fliafdeRiFereid U6 hindsbshieaf agiige @Ry O gerd® Ay aWHE by infants and
cluster headache, chronic headache, and tension
infeRiiREE hRYsoan db@E srloveare iseas (a tatrclmilie wasttape dhedgesor! the wearer
aRd UEN Eﬁ?ﬁgﬂl%ﬁg@ B BN a%ntﬁﬁ 'iﬂ“i}{érgf gnd felal %%h er

aspect, I'nvention provides kits ahd conpositions
conprising any one or nore of the conpositions

descri bed herein. These kits, generally in suitable
packagi ng and provided with appropriate instructions,
are useful for any of the nethods described herein.

- e -~ = o " -~ " - - A - T T o




techni ques of nol ecul ar bi ol ogy (including reconbi nant
t echni ques), m crobiology, cell biology, biochem stry
wa@p@7iosmsunol ogy, which are within the skill of P€TEB2806/054364

Such techni ques are explained fully in the literature,

such as, Mol ecular Coning: A Laboratory Mnual,

second edition (Sanbrook et al., 1989)Cold Spring

Har bor Press; digonucl eotide Synthesis (M. Git,

ed., 1984); Methods in Ml ecul ar Biology, Humana

Press; Cell Biology: A Laboratory Notebook (J.E.

Cellis, ed., 1998) Academ c Press; Animal Cell Culture

( RThe tine ShingysabléUreferd 98 Me; ndumer @dabsdrbemn drigeléselhht geidrally are not

.Ti ssye ture (J. P, Mather d P.E.. Roberts

R B GsBOSed i St piTeuT B T PR Ayl de. they ar

ikteiee du resditdrdeDoyflee ,a slnﬁe u@ iahd,i prB@rabBNdo [BeQeC)Nﬁ%&E lcbmposted or

eds., 1993-1998) J. W] ey and Sons; Methods in

Oﬁﬁ%‘?ﬁﬁ)ldﬂfﬁweé A%faH’eﬁ%l Cenw%tg%entaillﬁccgmpap%lﬁdlﬁwr of In this description, a

dﬁiﬁ@s@ﬁ]e n@ifetlis 1a0mNQAl QAeideDeMesdiitfe dNAN %mﬁh@c&ﬂﬁiséble absorbent

; Gene Transfer Vectors for Manmalian Cells .

a}\ﬂcﬂq er and MP. Calos, eds., 1987); Current Prot ocol s

in TMQ' @Iﬁfl‘l‘c@fﬂog & eﬁgbfs fo%mMefé%'%r’ ﬁﬁlmﬁﬁpﬂtmn O?Q§y dlsclosed deployable

1987); PCR The Pol ynmerase Chai n Reacti on, et

s@pctura]efdgnent 119@14}3 1n1@g|]rq0@ﬁgurmqmtg @@pgﬁgur]atqom Wb1cb gtycan be used for its
Short Protocols in

ifednded pibledl eg‘gif% W W@gﬁ %Opk%gc}%l 1999) :

I mﬁhlnobflnoi loggitul@Al” rdrrelvay dagrdof runfiiy em, 2 WeIG7§dge to an opposing

wﬁa‘tgs‘é)? %%ﬁﬁ%ﬁgtw&aﬁd%&beral p%z%lﬁtégﬁegrgagx?ﬁl%gélggafgigrg%:nfsfoﬁ %lf the article.

Moride lkomdilaternlf” irdford ites diratipr anhing dlomegideoalgh to( 4. opposing side edge of

Shepher d and an, . eds. fo versity Press,
s kRGeS SR o iR R (e
Harlhewerantiiddonklaneels Colad obpfithing dod by e)h;ﬁblﬁfg&ilmqyely relative to the
l(gée? alé%glg ate;& g\g(gnlg‘g gggﬁg%h(egbpﬁfzgaegﬁ\télér g(?_rggzg?lPel to either of the
l@%fthdlhatlloﬁﬁtﬁerﬂﬂue@i@hé body" is an inmmnogl obulin
mol ecul e capabl e of specific bindi ngh to a target, such
as @eéeémbéﬁyaﬁeét gfer @IWﬁ@E}eébqu%é‘tta‘F eﬁ eed P‘ﬁ&oy‘ffb‘ﬁtalpégw‘ﬂar place
ofpésitiontiN b QK@Y dtuch®@wih OMEr Athdn@en recognition site,
located in the variable region of the i mnggl obul in .
ol ldg re “apachgd e gpfe feplgmenty beipg copnssied Ap Baicd dyrfggtening, adhering,
b@ﬁdlﬂfg 'e% 319}1 aﬁ’?lrﬂ[&lll&in alitaBle %PQﬁ’é: lRRRhts %'glﬂgbgtga{cﬁ&l %@{her and their
al so fragnents thereof (such as Fab, Fab
cpngyituenf mefezals hiiapy (@@Ple)methads ot ytaghiag elefnentﬁ L@e@lﬁr are well-known,
y [ u
I%gl%ﬁaﬂ%ln chlﬁ%;l?gmgfll(gg§ gpr %dﬁgg‘gh telg%né‘ol dlgHTﬂd{ng ﬁﬁcl@aﬁlcal fastening, etc.
S@dnattaghmattlnmtthﬁ ntaly é)elummn@gth@mlmerntmg@b@n agert particular area either
n gen recognition site. An anti body
C&% Ou eysgra{ﬁt gﬁpé%%dy of any class, such as 1gG |gA,
or ﬂhgl%r(ro‘rcoha:sb/eti refeis 16 bereofeyty cmdndurl ant,idnodyet,neieks to itself but
dnot ge of ‘)rﬁ art cul Iﬁ CltESS' tDegsendi ng on the
art1o Eﬁ)cﬁ?ygﬂl I gf:%feesséﬁ EhURTOPYRE: const ant domai n of
i ts Meavwyms haiaks-peinfeablE0 ghd Wuhicnineanedde:” asfir goebe penetrability of
dl i E q‘ﬁﬁ%lfl%?]tzo Stlilegl:gpe?l{kgjblasgg?eg% d\llsl%a%, ie%ﬁ?aocr{o%i/?retlg}qa Specifically, the
téiﬁlV‘QVaf@ér pRfmdabRS @ef@i’@)(o BQa)feirJ bf Qﬁyeféﬂ\étrd@ﬁ’relkﬁhﬁg pores opemngs and/or
subcl asses (i sot ygles % 9@&2,
intggapnnge{gd pejAspacehidia y h@Hlé‘. Wl gﬁ%ﬁbma%w&% ﬁhscktlﬁafn the absence

O@Qr’f&@ﬁng %ﬂﬁgsdr@ thﬁvepéefyf Bkt %ﬁ&ﬁ@@eﬂeaﬁl@ﬂé@&g [Pl a layered
are ca ha, delta, epsilon, gamm, and

smlggél@rpw @e tl'{[ﬁ]gl@%?fu‘fvihlf:h igywid dffatgﬁrégn% dass in the absence of a forcing
[ r
p&&gﬁmnlgg& ok 8@%’82&%&2&% (R 1% (@aﬁpf%&rﬁé%ﬁ@%?lgln%§§ ®s definition
"nmonocl onal anti body" refers to an anti body obt ai ned
froma popul ati on of substantially honbgeneous
anti bodies, i.e., the individual antibodies conprising
the populatlon are |dent|cal except. for p033|ble
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substituted or unsubstituted al kyl (1-20 C) optionally

containing an ether (-O) linkage, aryl, alkenyl,
weyehoelsky | , cycl oal kenyl or araldyl. Not all PCTKERgE®054364

in a polynucl eotide need be identical. The preceding

description applies to all polynucleotides referred to

herein, including RNA and DNA. A "vari abl e regi on" of

an anti body refers to the variable region of the

anti body light chain or the variable region of the

anti body heavy chain, either al one or in conbination.

The variabl e regions of the heavy and |ight chain each

negei eitmeblefto watdr vapewor. kmayelgd onser(VaR)r-feanasit e Gultya water vapor-

SR SRR SRR PEL LY, 95U S0l CGL a0, (CORRL 50 i v

kabwen hethd ahplebiﬂﬁfonlrﬁbuﬁddor@e niehsah fkteypedyiedbliRy kdRg/a@n df the materials
wi.ith th mthe other chain, contribute to

B A A iog A Bk PEsRES e 4t Bl ey dostatic head
tcE08F SinflE a dhydrBRal” 100 LEEBR FLIeEnd W cElBHRHM Reldds for hydrohead
CDRs: (1) an approach based on cross-speci es sequence
tGPHPS 5 12PPipved by, INIp pdermefly gthe  lgiegnpsined sNetwerent @nghsDisposables
PQEOC&M Wgﬁ&ﬁgsol‘l@ﬁ(ﬁ{ &Sthe N()ﬁ\tv@veﬁdﬁabnésg@&ust ??ﬁﬂdolﬂ?ANA (European
Institutes of Health, Bethesda MD)); and
[hﬁpﬁW&éwmﬂéﬁ@wowms@ﬁy§ﬁﬁpnbgraphlc studles of
ant n -
SRR GG GRS R iy Bt of 108 em vl
NpFWOo pefap fromh@@%ad)éfaisnecdmbye oi thh @tera]@ppr@almal gdgew adongitudinally
ext%Hz? fﬁ?g%}ngrﬂ 19 0 gtr&g a%)rqﬁe Cgﬁ%?dmfal arXésgt?l%Iﬁﬁlo flgt?% IalstaPI:dge of the
samds elomelyt ib ilcghnbd cli@iva torhetshme donstdingl axsgiWinenafsed tedescribe relative
l%ﬁgi%%&q%gspgﬁé? &]‘g%?%f Sé’rllglflﬁl}li? P&K? uhb&grdl’ npc? onJPboar% respectwely

' s pige itérivg atdtariodt adis“exfetis€defen _teep@hafng ek yodae«ﬁremna)n ¢lément that is

an antipbo r a polypeptide is term wel | der st ood
iR B0 oec s nBRn KRER] i Gt 2ol HEE R niag bR BRile is wom
afd @i @scafidd @ anRicin@ads BidlEDOWR Iplackd s & té\hzﬁd ahy clothing that is
mol ecule is said to exhibit "specific bjnding

e BYeéfﬂéer dhipiost aglighyi %{s}wnyms fqr intepars agt” %§e§18¥:| igglade, respectively,
“IAREE dnbleQURPY laY wellDis € ifsRRI GhY “oMkitilr. IRt Qe Weadts®Bent article is
and/or with greater affinity with a partlcular cell or
ogged Bigk hat Haitarior Beessuniiar ¢4l ek iy [pisl ub i Rregpration for setting the
vx%'é&? Bﬁ“ﬂﬁ)e(‘?f it, ’%?nd%gfn% *P&‘Pljﬁ “ﬁﬁ%?' £ﬂcp‘QJ)\!vé{r b'aﬂ@% ald “below”, “over” and
preferentla inds" to a target if it binds with
“omdsat end AeIf |amif190ttoavu@r>neytweﬂmr e readil y and/or with
gr eat u P t ot flad .
o R e B B B S pliln RS, 0GRy diaper 20 i
C@ﬂémaﬂemmﬁamtym@hnﬂsnﬁ@ta:E@B@wapﬂYomgmmseamp@ﬁbmba@yﬁgwﬁdasa
b&& Walﬁ gn §§] a1§d E) dn{eﬁx@edlat Igghug[{ ﬁ%ﬁlﬁr g%,u%galéglc % ] ata%lon 37.
t haﬁhd ltaSJblsﬁdeuIt: @f Giefaimpemﬁcleqtﬁsta@}hwls doo, nxzineh l@@RI?aterally extending
epi t 0 under b
Bt PG bpeifofe R bR PSP dR TSRS it sidp paes 137, an

iérice puifaRe)02t hat arspeaiok |sﬁladcleyloar Ap[(ﬁfgﬁ[cﬁﬁall lagik 142 eRieAdkSthrough the

bttt ohf 4Pt A4 o e Bk otk Trgar 4 e exends trouh e
migReak b @e hmmdg@g 130 Whe@&@fﬁlﬁﬁl@r&hés@ﬂs 100 Eldivd?lg Figaﬁ@ 12@ditionally has

necessarily require (although it can inc

l‘é%HPQ}%?lVee’%?@Hﬁgn@d ledsrrdly zﬂPlP?Sln%J sifle higps ili‘é7c &% §V§]f1 alsyl"ﬂ‘ter*'ﬂ‘lb’ opposing
habietaneds zhﬁ‘l/ol? iog! 'wﬂﬂch‘@@&bﬁcﬂfeﬁﬁ@h@ﬁtdeéh Bioddi ng.  As

used herein, "substantiall pure" refers to materi al

whildg hasic asttruptggzst)f g@%lmﬂf 0( glsqp includgse @n fapggppent assembly 200 that is
a&%&@ﬁ@ tﬂ@ma§s)is 1089 rr[(l?le Qﬁs%flﬁfl@aggeynlfl‘}; Zd(ﬁa@)%rbggld{%ﬁﬂlg (ﬁquld bodily waste
nore preferably at [east 95% pure, nore preferably at

| east 98% pure, nore preferably at |east 99% pure. A

"host cell" includes an individual cell or cel

culture that can be or has been a recipient for

vector(s) for |ncorporat|on of polynucleotlde |nserts

. a 1. .



may be considered to be given in an effective anount

if, in conjunction with one or nore other agents, a
waleanashe result may be or is achieved. An  PCT/IB2006/054364

"individual" or a "subject” is a mammal, nore

preferably a human. Manmmal s al so include, but are not

limted to, farmaninmals, sport aninmals, pets,

pri mates, horses, dogs, cats, mce and rats. As used

herein, "vector" means a construct, which is capable

of delivering, and preferablyeexpressing, one or nore

gene(s) or sequence(s) of interest in a host cell

nxaiapl dhe absovebt REesnblN2O0UDE a labe.thll}afrxeenﬂmg flonnedge d36,@,longitudinally

viral ve t ked. DNA or e i on._vectors,

OBP%% laac Leg %2? 3?&%}]%@813??8]& %ﬁles ecfg%&&%ir nF\;N}gnor suﬁc'ace 202, and an

cRABIES B0 ZMECtFﬁé SbsRBRAC hsaéREly \H0D nGabd QBpdsed eiltide @jirhﬂlgtncally or

agents, DNA or expressi on vectors encaps | at ed

in
S HBSBHEE MG Ere & QLR IORRRAGE SOAF 4 the ateal ais 44,
HRF ORHAGHY, tﬁeehﬂsﬁrberﬁsasbb?ﬁﬂy b6y eidwn inERPHRSE isodlslﬁ)@m &@dmetrically with

sequence" neans a nucl eic acid sequence that directs
r¢speh $¢ fegensindignl aXindiepst sympieqicaliy oldsep favesd 81§ feaphtvatst region 36

WiIBGHERG S, GRME Aiskgonot er, such as a constitutive or
an induci ble promoter, or an enhancer. The expression

confhe silgserfubn eesorbsr;nmﬁefrralﬁy V09 inkly dig inpardhel thee¢spgegive edges of the
cﬂ& 19 166 4N Gh fife etxtgmplgr ?542; EP slp(ﬁv% 1n"ﬁ efj gﬁ‘fl%‘ cr(])nflguratlon in which
arnmaceuti cal a e carri e
oh@ hamogod the alges ddh@@hsaﬂbbm agxeaibp mlies |urvzﬂrah dethe apyesponding edges
| onnl \Y .
I ngr ela,ssmn];ﬁﬁ aambe%? ge IH% ger ergE {1'?){ or }oe alwnﬁg Irel?tlvely rgPre flexible
layet bvlayers adidcdns tonthn -cldgaatt IthIEEcth&hhtd ctmfcsmhpebet ba&lyi (lifrthﬂﬂ &earer and

Rl TR G e ety R0 Bt Wark Vit b8RY constaine

bphosphiatie tmuliefr %h&delﬁtﬁlelyﬂ%sgiﬂ&ﬂlblb Q@bsorbat @gsemBIyL| Alt@ﬁtﬁlvely one or

@9&%55 %& g%f eaéfoé eéllf ?I%OH %[(}g ﬁr\tlagzrclpglgls té‘%@‘stg‘f cqypesponding edge or

em@@@n&@&&kmadm)nlstratlon are phosphate buf f er ed
sal.ine or normal (0.9% saline. Conpositions

conphinshidiariich icarpioaty laver PEp ALt Aeder By TR8t vaigifgen136 and the
bW SR {20 B8 PRLNRRASe GRRE of [HRIWRXANPhi® acFRBIL MG @fe $he chassis side

Phar maceuti cal Sci ences, 18th edition, A, Gennaro,
eégfs 13Fspgircp fBe legh pf][jle(g@arer ghg gr@ﬁh r@gé\on q_bg(gengﬁ]éy posmoned between
tlﬁel@ésn&t A& Weg-lgle aref th%%%r@é?@ afd 51%915/'2@@ eQﬂcencll-) h%mfr(?&t\ﬁlst region 36

.~ Mack Publi'shi ng, 20 . The"term "kop" , as used
tlnewn the crpgh irqgientied tltedvaﬁlefvelst regon B rate constant for
|

S I0 A RINLA A1 AAR, TE EL26 o
exigtier sodAstbattis tﬁl@ndeuﬂi ts bo plaatd toward fanp plognirtgi tha dywdmenett thediaper 20.
l\ﬁﬂi gntglylll ?ﬂ%t(lr:ﬁqa e d 0% thfeegac%(gh%%tg%6 gaeu i\xiella}(‘cﬁovli/lﬁ glcludmg films of
pd]ystﬁ@leneiﬁncbmthﬂmmﬁtowﬁmls oMlﬂmlaazaﬁ li)dcbﬂlyetan;hclg enlaminates of a film and a

I nt er act | term "vaso

“8&}‘?%%%811%“3 %lsé) Ye?qﬂ E%Od’“é]da omraéfb rsuf%bl% é%d?%h B ED ﬁ’é?%’i‘eee& 26. Such a
liminsadadishat inep lﬁﬂﬁhelnt’édhudﬁthe hishwaveda 3totlispdsed taeridry, as shown in

ead (such thers hot fl ushin
€S (SRS S: “CBPtir PEhEkind EuRHies o &irbegh Houh e ouermos
1zﬁyeﬁﬁhuﬁ Romaes promai@ai bpl LsRr @e mm 30 ag tht 8etnhdsylay ax c es SI v e
perspiratio ght sweat weat s, fatl

S,
tnd eickessis dlllowa. By, nepch ey a%ﬂlﬁloalaﬂxf Hehib raégleneaﬂlawz Stached to the

b%k%ﬁééf‘% | Qith aﬁnﬂéﬁﬁﬁkr he ﬁ)?éfé}ablgf RerobRIdaY a'sblt s rAOthat will not irritate
“hot flush" and "hot flash" are art-recognized terns

therin efdhewearer. Aanyphidady wagrigls iprkmiseerilipcpdgre well-known in the art,

de?dﬂ?:% Ui &nd % fltﬁ@t l Xon%%ggﬂssgdcﬂ Gs & u@ooﬁ&l@pgﬂ" ca?rhéd’]golypropylene or
[ushin usual |y acconpani ed by perspiration in

subj ect . A Met hods for preventing or treating

vasonot or synptoms I n one aspect, the invention

provides a nethod for treating or preventing at | east

one vasonDtor synpton1 such as headache (e g.,



determ ned and adj usted over the course of therapy,
and is generally, but not necessarily, based on
wo e@anemnt and/ or suppression and/ or anel i or at PONIB2006/054364
and/ or del ay of headache (e.g., mgraine).
Al ternatively, sustained continuous rel ease
formul ati ons of anti-CGRP antagoni st anti bodi es may be
appropriate. Various formulations and devices for
achi eving sustained rel ease are known in the art. In
one enbodi nent, dosages for am anti-CGRP ant agoni st
anti body may be determ ned enpirically in individuals
\Myestdsravzel heenigt 22 magfernos pomibe of izl inlesbdr @itfaan(02)ofake chassis 100

O T SRR O P L 1 e e

ofi el V@Y. froh® a oaRSSf @hd bLRGY¥et0f6 Anmanbd désiable, for example, when the
anta oni st antlbod an indi cator of the di sease can

dgees ) i FREEN AR LRy AR caRtachbetysen ek andhe Bydifest film could
pahédageanld) accordance with the nethod in the present
i nvention can be continuous or intermttent

deﬂa{lﬁd]illﬁbg lingr 2 r@a}yaqﬁﬂné to mgéﬁm@ médth agd @péﬁp@ Length as the backsheet 26.
FBPX}?‘&HIRJ]@% %lexgﬁﬂl‘nyt dHafis WeehbEh il b%upé"ﬁ RA® f‘lgﬁfre Qhﬁqe edges of the
adm nistration i s therapeutic or prophylactic, and
iggeh bnerﬂé@t%ﬁi% smmwiy tdgnislidd| heeahsp thadrier linprdRdhas tgesame extent as the
b er& 86 rfi‘ltt 2 S Aok SR og@st @fqg@flnﬁér 138! 2291999/ li J]'B%ﬁrard of the
essent| a nt1 nuous over presel ect ed peri Oé 0]
etlgqm)f dlre lvmlyshb@ %6n Eprseam@s, with spaced tddsexemplgry, diaper 20 shown in
E?%l}rlé] ?rmﬁ e h% %;4! J){)}E? gl?(tér l%f } % 1 ql%vgltl%eplaEQﬁ]gg ?einllﬁe front edge 236
ofl thei alhg)rbﬂmd asaélhélly 200 ehdthe fmndwdllstr ddgg13@of thetiasegs 100 and the gap 118

D g B B of B URAROP AP TR AR mdOM R Nt 8 a8 or

chsvie 100 se dxpoda&,aﬂllﬁll—:hﬁe rdninisoef @ahodt MReit22,is H@u’eﬁadtﬂ’y&ﬁe absorbent

afssglglggln@:q S?CE%%%SO ?%it Tlg@,?gfprggg %/atel%/eeétenglpg ?tglgté)tf the inner liner 22

dfspoded ithel @ash thd Hentdififtatani 36 ahd mnﬁuaanatbra@ﬁeﬂendmg strip of the
ant agoni.st anti body can _be present. Gepera

I
iRt lmeeé&rﬂlsgﬁ%eég% fiecaed ante et WSt agion 39 gy éﬁ%‘ic% FPeﬁ?laWhe skin of

tRGHdaYdriioBSthé Bakste: J40h tReVRISRby affect each other. An
ant agoni st anti-CGRP anti body can al so be used in

corpsufforinold e theugshiic aarplaghchagenilp haglonggpginally extending and

la{‘t@&l%pgﬁfosﬁgegg mbss i#r thgto:{re @ﬁﬁ&@ﬁ ®n daeRbr PRHiEn 6f tnt rE'l?alper 20 that
["ow ng ant agonl sts may be used: an anti-sense

fapet avrdy divwase thedweaseraand CORPet thechaagirnghasidgritaps d&hewe formed by

i,d
(SR BELRA ot DAL B SRPAL 19eRER) P2, o
bdibrthn agspectieg sitle ViepsnidTatnidahe oifle adCERBT o€ depthaysist WAL as shown in the

gcﬁf %qgg receptor antibody. An
f% %9%%%gﬁ an aﬁgﬁgé Kmﬁ&% &§ can al so be used in

corfjauimeitle dap WiT 13 aohdied t@gentsridriratfacelilef tie dnaihdnt® in attachment

el AR B HopbForeegie HEE AT Rl RENIR chment one

184 bd; b@dytouﬁfebhck Rvad€ eded3BCR sbwhint Figureroe sstéednniemtackient zones,

t]?e?éo eff?cfégqai 8{ téléts%{e‘: ?lg]ml!l)'%/ g;:m Xl EI%B z&?el g]gtbf}ltpagl(lj d tQ aﬁ/ei igt%rior surface

1phar iwBcRitis THY drito BRGBRIRRL &sEAbly 260, SAIs6X& vBériRt §tta€éhment zones, an
stabilizers (Rem ngton, The Sci ence and Practice

clepfi HEFRY lébﬂ%at@ahedl\fe@&eewa|ﬂﬂeswpﬁ@mt otas0hy, ofj ek Hee flar? 7. Each

eﬁgtld M&BH'IB‘V ZethdREMMSAL 2Re P10 RAHEPHGaRA! Wt thOBRximal edge 157 of
cce table carriers, excipients, or stabilizers are

filap 143. Mél@inﬁpr@tﬁ]gegl e eiaﬁ@}c ﬂ@g@é@% allyyes the adjacent side flap edge to
egtgﬁl& @)nthé ﬁgﬂ L&@&ltﬁ@f@h ‘Pe)ﬁgﬁil of WCHJ?SYS GRHIN dlfb@ve@ E’J fe?a&sthé léﬁalg'tlc strands
phosphate, citrate, and other organic acids; sal
such as sodi um chl oride; antioxidants including
ascorbic acid and nethioni ne; preservatives (such as
oct adecyl di et hyl benzyl anmoni um chl ori de;
hexanethonlun1chlor|de benzalkoniun1ch|oride,

T4



The anti bodi es useful in the present invention can
enconpass nonocl onal anti bodi es, polyclona

wa@piaorloedies, anti body fragnments (e.g., Fab, FabCT/1B2006/054364
F(ab')2, Fv, Fc, etc.), chineric antibodies,
bi specific antibodi es, heteroconjugate anti bodi es,
single chain (ScFv), mutants thereof, fusion proteins
conprising an anti body portion (e.g., a donain
anti body), humani zed anti bodi es, and any ot her
nodi fied configuration of theg mmunogl obulin nolecul e
that conprises an antigen recognition site of the
162 qolitfaechnglpgeithd @btiyhal edyes USH, ngrgly Yicogyhatide ﬂapsat47amﬁ)§3031tlon to

of ant.i bodi.es, .am no ac ariants of

SGiie Put BeerR Bl Bt SRR P Bt BP0, o shown n
Faglire Bodihgson@actibe gathirk e adjaddns sidel MBHedges alamelott}lw&rnds the diaper 20
origin |nclud|n%Pch|ner|c or_humani zed anti bodi

S) .
i1y 59 SN B ATHAE S IMATIRG OL e | LCERe dn (o5t P e Rt <Bib g the diaper
20 $haR RNl RAbe Pkl RAEYA thk Bo@%ﬁh&ﬂ&@&' ABAGSn intMBure 10.

anti - CGRP antagoni st anti body is humani zed. In sone
errt%mlh%ﬁfl@Peft dS R9F1) %drﬁlagcgcy Hiingwpre genefpgonforms to the body of the

v&%Hp:? glcﬁ?ﬁﬂt ghe ftdABwaRL ﬂeglgﬁSBE AR YR @&st%@brbﬁ’sjyan' bR fastened together
antib (as described herein). In sone
lepisgale rtéwast ap{l ghedlpgsi of GeRPeagnt AYfeenitee digper 20 giyorn in this manner, the

PSS 107050, 19 D E91075, LBy B o

vaiit thbcbd@'y @ltherwearr japdh tierably (GIn sévdvue lielp Pzlpéne UE: lehlmge of deposited
il r o) S, i t - nt

S5 bt VTR, B T AR Y s 17

suea&q/todﬂawnha/dupbabbﬁaoddg martesfrawnhd ]KDWEI @rﬂoe)f Bhe(\BE@rlifdo the space

QP ee%g}enqu}; tggs?dgn aé)ﬁm%{ug th,gfe M?lgr%ggtly?f t t %Igsieﬁl%ly 200. The

vﬁdIHEbf %ﬁ(’ﬂodﬂ e Rids, ﬂatph&4"ﬂliﬁ btﬁ@ﬂ%e@[&pﬁts&ﬁ@hﬂwﬁ&dtﬁelf&d: portion of its

const ang const ant gion th

PRt e nd e iR dfip FRRE: Rorefifie bRk Bilsakize. This height

peITRAsl) e RlG et DR1I6ONBE 8NEd pRGINQN cllfes MBI ifieghi@%he leg creases of the

described in Eur. J. Imunol. (1999) 29:2613-2624; PCT

badnpl Batieaisr Nohe gy dBe e Heslsordenh aysemblyR0Bas heifl in contact with the
l'ication No. 9809951.8. In other enbodinents, the

ant i bod conprises a human heavy chain | g& constant

redn o Boisdi dineg it HePPErabbnbAghmehawisdrnse sidgzdeyahTipat are not

st%?l Sglﬁlns(éamafb%o@&lbgj tﬁlé%m;ﬁég hﬁg aﬂvbtré?alf Qfa?é ﬁﬂﬁ?n Ll@WtO@Q “T” or of an
di ype 1 g& sequence) . I mmuno

“12 go2e1daes 2. Speh s perercerRaydir wemft@ratlph @aanmptfo@ltaﬂored appearance to

oo o Nl GRRDsE B ST A ey 20 win 1o

ceimfdriablythebreer tipddgsnad it wear¢rh eamowstplmt ngregiciengula configuration of the
l.yco ted [ i | ycasy. on., I n.so

BRSPS g P g CADAGHAGI 0 SO Jorpy oposin

pbhllonmkmmgtleymassjd BWiio thelbpclnwiist regign 138mey éxgasidetctadly odevard while

RAPaEEM e 491 b Fp e WERRE Gy Sl My exencing

pbﬁ@ﬁg m08 f@m SREUansR ‘eirst R aopst A rslagaie Qo the diApe&ONElternatively,

di nents, the re jS. a coslated
(e PAREE~ G 0yt 40D S eret Lottt Tl SAhipBe 196 may extend
lﬁﬁjaﬂ’}ﬂ & WhAL 18 Foifn® froﬁtdhua&%trgtlwqoawﬁﬁﬁpaﬂ £NZYdMBhd ©ahd Miaper. As

expression in a gly cos% ation deficient host

ae(gpqr altgiRatiys; Ho}hﬁ]@e %?Iftlpﬁtt{oys a ndype Rae d}o(ftiton@éﬁbmay extend laterally
oBfaRO Nt ROF LRRY b \%F%hé SHRbeneSidBUNBY 137 R 61881 laterally

be about 0.02 to about 200 nM 'In sone enbodi nents,

ipvrad, 4N wéich gorfaurasion gn ils shqw ipppanwLie tEobaneng0. ap g nipHigure 24.
nM about 50 nM about 10 nM about 1 nM about 500

pM about 100 pM about 60 pM about 50 pM about 20

pM about 15 pM about 10 pM about 5 pM or about 2

pM I n sone enbodi nents, the binding affinity is |ess

t han any of about 250 nM about 200 nM about 100 nM

about 50 nM about 10 nM about 1 nM about 500 pM

o g, A PN RN o g, N



Nat ure 348:552-553 (1990)) can be used to produce

human anti bodi es and anti body fragnents in vitro, from
w0 povaneghobul i n vari abl e (V) donmai n gene reperPOI/IB2906/054364

from uni nmuni zed donors. According to this technique,

anti body V domain genes are cloned in-frame into

either a major or mnor coat protein gene of a

fil ament ous bacteri ophage, such as ML3 or fd, and

di spl ayed as functional antibody fragnments on the

surface of the phage particleo Because the fil anentous

particle contains a single-stranded DNA copy of the

phag Emgﬁﬁtﬁdifﬁnarﬁfhlcﬁﬁhfg eRspaokath, s ﬁrhﬁéraﬁald:ﬁﬁzttitlﬁ:rtﬂhhsms ears 106 and/or

opert| e. antj body al so.resu
185 Gl BB A O o By SRHIebio T 1 g e applying he
dRIpONEY drit@the bOBWISE a bvbﬁelprragﬂnnpafp@sa S&QBwAn Fiddre 1, one edge of each
roperties of the B ¢ Pha splag can be.
cPistb Pl eflegngbby %ffffnf%trle figs ﬂfa%t?chfﬁ%ﬁt } alppewhichghe chassis ear can
b€ plrtially @RRHEN for KBMb Pment, AN GinfIdifyRkdrallyldv&tdJ Such a frangible line of
Current Opinion in St ruct ur al Bi ol ogy 3:564-571
aftachompt maehrdpraneddp a laygsorgrlaningene layerg i Reforaii. Brethg dergration of a
bfrlRfe ﬁ@&f"gﬁ al‘éhssﬁ’d @Mlch %@%&9@1 &in ﬁeferelmaﬁﬁfJ @ﬁctﬁ&zwﬁ%st@%§d by the
isolated a diverse array of antl-oxazol one
f@rman@o@ﬁ eyedkenprea osareds|at paish o waail nall prdfekntiallp tegr yhen stressed,
b fthe\foﬂﬁﬂ%ﬁ ofig a%faedaré %pﬁ véh%hetﬁ@ ﬁla@hal‘ Wf@r@ ia %ﬁrmble when
repertoire o genes rom uni nmuni zed rs
scanabswduﬁwnwucbednﬁndwanmﬂbddﬁegnmbmaﬁdmm@hwehansawnmb1brﬂw
t. (including self-antigens) can be isol ated
n%?%%%fhgﬁﬁé foll owi ng the techniques described by Mrk
et aAltgmﬂuVel\ﬂ) hs st8iwal in Fig@iite 28 bncb&@lge (01 Q&h)chassrs e@r nff be kefined by a

FLRRa VR Msodoo b & TR wehoRePsi Mep! 7Y Wecause e

féringhor att @is (caom&tw&ﬂmamﬁw tmubladsm@aar to SRl ;ﬁémztthnelyc tma mgzessls ear may

eg PSR Ryt PRI ey Garapla S b T AF PR e deposed by

bbing frele28d iaad lffol®pl 1heale duansd db faf €5 prtjécatlfekalllbuR@rd beyond the
subsequent antigen challenge. This natural process can

afjacart ke By w8 fisyge Hh@etr%leaﬁﬁl?la ke 9 4124 include o

r@budhi]é bit@hmeNBlIkSont 98 dibosed BhQhel @t?a@ﬁ@laar ah@ a%%%p?e%ﬁ:ntary releasable
(1992)). In this nmethod, the affinit "primry

afRaRBIS ARG 86 BSPased e MedntBRor SHEE 18¥ §b‘|‘e&19’méé1i*? %SSIS ear when it is
ldtgfglﬁ}p\frﬁgarﬁy PrRAge Rl Yeléa@ﬂ)'l@Qﬂtﬁgmkﬂemgﬁﬁé&y9@ﬁgl | 1@hbe used in

chai’n V region genes with repertoires of natural V
coobinpkinnyilvarhant sar(ha pedaiord by fongiviedomal ﬁttagbmelst 91 if additional

d e

SR T U T g Dl .
eﬁarra]ger’emh@dhng thaahifghtruptiueghé fratgitde d ofMitachnget.

fé;@r%t%%%tr vevgo.lst(r% Ill gg %%ds\#]lg bLC%r\?%St Q%C(ﬁ] eSra é}}l fbg ?%Yened together to encircle
thel \oaigtrané gie)ledi as tHeasnared asmanybed]-byowidd g h Guseambleateparate fastening

dgN\g%s.ﬁ @ba%%f%% 81(1}3 %P%ét %pész 66 %gtgi% sgg]g {)]:%trsalg)? gaml/lor 9 separate belt
cap dentiseantot hbidi Iﬁﬁpos\ﬁheﬁﬂieﬁnhteveﬂw rann andditoad Yashk@agg elements can be

simlar, affini ificities fo the st ti

ismerteL bt WeabhSRtarRase 5 fi o Thebiit it ahiq B body of he

\@h@@ witBH e[ 6rafl cbuRSion @Rth! AfYSepFRE ittenitg devichie M@@@mme types of
ght chain V donmai n gene of rodent anti bodies

SB‘B‘t 18?%’%‘6“59 f%ﬁf‘?é‘é‘é elﬂf@ﬂséﬁ velk H’Pﬁ"ﬁh éncludinge BF &&ERPlG tepps gadhesives,
aHl?d@ﬁléttQ%J eib9f iQUmBRonY, He5I MoPeNGEp 16JiERE Meher forms of mechanical
rodent - human chi meras. Selection on antigen results in
fastenprss qoBesisfPafshesa ffcy Avhen Bpl@lg{l@&,fwe dh%;g lcarpgfated fastening elements
restoring a functional antigen-binding site, i.e., the

epi tope governs (inprints) the choice of partner. Wen

the process is repeated in order to replace the

remai ni ng rodent V domain, a hunman antibody is

obt ai ned (see PCT Publication No. WD 93/06213,

publlshed Aprll 1, 1993) Unllke tradltlona

- . Y e e~ Y



al., J. Biol. Chem (1991) 266:338. Therapeutic
conpositions containing a polynucleotide are
wa@cdimrnewtered in a range of about 100 ng to abpCI/IE20@6/054364

ng of DNA for local administration in a gene therapy
protocol. Concentration ranges of about 500 ng to

about 50 ng, about 1 ng to about 2 ny, about 5 ny to
about 500 ngy, and about 20 ng to about 100 ng of DNA

can al so be used during a gene therapy protocol. The

t herapeutic pol ynucl eoti des an@ pol ypepti des can be
del i vered using gene delivery vehicles. The gene
ntlgl drejectataly of Bngianidady ohtward al they magtie ¢hiiraly iagid@ibn edges of the
§segupenerally Jol Iy, Cancer Gene Therapy (1994)

dipen0- i ura, " Human Gene Therapy (1994) 5: 845;

Coma)e Iekamplwarfaﬁugae;@gosﬂgefaaemng &Qﬁféﬁts lnaJySIEza, at@iokkd to the chass1s ears.
netics 94) 6: .. Expression

146 éﬁteesl@.eﬂ?@leg@q‘&g%%%n e Beom s dedoudion éheel??ala @%@ﬁaa gars 108 and

i PRk AO fienBE BARIVAGR WSidH 38 PURS Sont RaRE RSFINDE iRh bhdl€over-front
codlngﬂse guence can be either constitutive or

npeapell Allernatvgly. gimilss Segnipe €leBieats Mmay b dispared gn fpntghassis ears 106 and

ug&lstb '}“e?s@angﬁ’é HEH Q&La?s@}éggﬁ 3%'?9 tlﬁ‘e)%%ke%%%tqe 1bﬁ] 39 ufj§§br{t %dler back manner.
cell are well known™in the art. % vi ral - based

Asetst enaskerjaliematae, siputar &S@nm@telqmem& ré@jy b@) dlsp@é@ﬁblan‘&fﬁﬁt region not

P OHS G335 50Ty UL DR R chviscn

eQBAdIAP BN O PPBYITORAiS; redigh. 91/ 02805 uU. S. Pat ent Nos.
%D ']%ét?aesge:}i %ﬁ]e%%g jéa i%@ﬂ in aVI El{lj g as e ec’t ?altse:l'ally%ugward from
tifeechgssjs eBrsrikdBiis theifoms oﬁ/telmdso ISB(;h ﬁpfmmeiyl befconted tzvlthlan @ghesive. Suitable
r. Vi r

VR-67; VR- AT
é@sby% éape%alr&év@ﬁ_&%{ ;%g) gglﬁ)grzadglil 8#’/1&98%}}1 - 1nn£sota%.S.A., under the
desigapbidlof tdNSFODI2 LS Ilﬁ AldeC 1/ Bre9813 thé GenMBird 28Q5i0ATEG MRace, such

4249, ATCC VRS and a oci ated virus (AA .
S0 o Fouaineglghdrin 39 G FalRER KB Fus: shjordg Ay the adhesive

aﬂws@&é@ﬁﬂt@?unfﬁﬁe@% 3R theMAnBd( 2 89 3Be. o Qﬁdni};lel%fmgure 3, both
and. WO 95/ 00655). Adm ni stration of DNA |inke

gt aning Fletpraol A0 s sheaviglokledi whide rFigwne; 2 Figung 6y arseRigure 7. the left

A0 @ing ddR8R128a IAdhoGanidl BRIePAn® MR QYR dastd¥dy Mbhdlt 120b is shown
dellver% vehi cl es and net hods can al so be enpl oyed,

upfolded@n awmbu€mﬁ@?mﬂﬁﬁﬂ§%d to, polycationic condensed
D“Vbﬂtloﬂhsﬁa ‘Pa[steﬂﬂl IsRdee @nott thﬁlﬂ) ln?ag HRAGRAKH HMS tlﬁ‘:' 8(’959101‘ surface 104 of
(see, rie Hum GCeneThér. (1992) 3:

the glapts |18(hk2§dde|§)mdqe(l ged].SePyent thcgtlonBPldthat(queNp 2005/0171499A1,

4 0 I v
p(lﬂ'l?sﬁgc) FI%QL A&gﬁg %?)OSU g\kﬁ% Zlat Iédﬁ{énﬁgsh%e?g%??/oigc%’d, %%_?_ﬁlleeﬁpe fastening
efoiehis mayi boradhired oD 51O Scet WHa961 thy 07k waMgd region 38 and the front
wgags{tJ € ;6l3.°%6a (g)trllly}f))r %&{J ;}1%01%§1)at1 Iggf Sl'fé?ll efa%%&ﬂ% sgeet Rllaa%ebg desirable, for
chMpleam oﬂlblsto nipde @rpphsitjie o us&Ex eiplvalyyinnxakeide lﬁhﬂ\relatively weak material
i#ﬂﬁé@%#%%%%@ nmet hods are described in PCT Publication
. 772092 and U.S. Patent No. 5, 580, 859.
Li mas@mesmftgatauem ofiCtohasveg €eendl ipwelies wehiabgisedaie U.S. Patent

& E?ﬁrtlleg %B Caﬂﬁ% ﬁ'@@{{?@é‘@%éls’ 4Zéﬁ%§€g%@$nve\ﬁ§)n it is preferable that

S&Jﬂ/ dsi 4% fanalingP @&%&%8@13@@&1 bh GRALhAAPTLRACNBS &fadhple, the back
described in Phl? Mol . Cell _Biol. (1994) 14:2411,

fagtring elopetse k) WOWF’,rIBCFlg'N& 11, Fagurg 128 1gu('qgé49)nd Figure 14, may be
t&hied B8 Jeoh&siveARS i RRAYa ks AR tHelofpReheafaly RO BRening elements 110 in

pol ypépti des, golynucleotldes vectors and host cells
(R PRI B EioB A6 819y berfaBsy eompsoBiccPlty e fasiraingdiishes-
phar maceuti cal conpositions, conprising anti body Gl
and its variants shown in Table 6 or polypeptide
derived fromantibody GL and its variants shown in
Tabl e 6; and pol ynucl eoti des conpri si ng seguences
encoding GL and its variants or the pol ypeptide. As
used hereln conpositions conpri se one or nore

. o, I o



optimumyields. It is, however, possible to insert the
codi ng sequences for two or all three pol ypeptide

W@ b@i 60611 one expressi on vector when the exprPCHIEM0a54364
at | east two polypeptide chains in equal ratios

results in high yields or when the ratios are of no
particul ar significance. In one approach, the

bi specific anti bodi es are conposed of a hybrid

i mmunogl obul i n heavy chain with a first binding
specificity in one arm and athybrid inmunogl obulin

heavy chain-light chain pair (providing a second
b|ndmn@n&pﬁcwﬁMtatmﬂmmneb@kﬂﬁﬂhsrmadndehkﬁwﬁs&nﬁEEﬂmaxmwowm

structure, with an obulin |i chain in.o

CBhE iR e Biab e P dtsbner W o pptetic maing
fa&@mar dbheils, Qfich Jisehdakﬁgs thaegplbspaaiel with PN @Iwydoefdoaﬂgured to engage
unwant ed i mmunqgl obul i n. chai n conbi nati ons.

P E oA B P EBH K BrMEEIT CAURoIPeNEe Niggne fastener clement
uBAdB4B90 Fop bhnipi) @6l s CiR Bgure 189the AR f1oQEQMINKORENay be formed

anti bodi es, conprising two covalently j oi ned

baiopl affeaiz Rirbenrabiswes i Angage WdoPe npAwqyse layer 31 of the laminate

bhaééﬁé?:% bOMSucPHES ﬁﬂ&ﬂlfi’ggbrﬁ&lt@ﬁgﬁb@&i%sé%f’%l&rgl tb Qﬁeg.%heswe fastening

i mune systemcells to unwanted cells (U S "Patent .

paicl E5tcoBeyleman sy infdgureddt of HIV i nf ection ( PCT

appld (|

oo S08STE R R Bl DD TU PRI BTG g porion o e

whelenald éreustiangs 44§ noonbe madntexgmebk- loi alkdegge mutdwddan the inherent
0 ki S n are

est%hsfgpty of ?tL rﬁgtelkil% L %g?lg? esvgﬁi:&g thgI CBQSS]@ 1%%§ﬁl_§ate éh}ﬁlee'\l%l.cksheet 26,

thﬁb 1€iﬂtﬁr 1918022 ©hibotar Iiﬁlemddlhylltﬁl kegkeuittility ool yels: ddss&blmmyorbfar to allow the

E%sslg 2{)@9 ciggﬁﬁ\rlllgt d gfu%{;]vga\é@ cﬁe tgg%%ﬁvg%%%}ﬁ/ 316: wearer The additional

e Asisitilyi ﬂnky Ao a;gecmslsabldzdbr exeaipd, @n ordE UG QLIOX | thS uﬁmy)fbaemaper 20

11rcgn8t ' u%ﬁ shﬁ)g %gg a%lali?llglll Er'é?%r]%%(ogg g)g nesg)re}let(? gytﬂf: 9 the %ronty waist region
3668¢ Bﬂikswaﬁ@ fredidtl 38, BLHAR $Qist Relodder hotmeéihiey @dteaciaMdihe waist of an
net hyl - 4- nercaptobut rimdate, Humani zed anti body

1%%1;311 SeAGT alﬁgseo\yalmréumc%fallémlqhﬂbapreéﬁfu@fl r@rtgg i.e., to tailor the
d¥REl RNhS iR WaartRADKEcHBex @ikioR R (R whRl R oS ré’ﬁéﬂsvrﬁ%/ give the
fromantibody GL or its variants shown in Table can

dp@eig aanerdly ﬁ]@ur@}f\ys FREPH @ OB WRE Crptghhegign 37 1q:6>ftended to a relatively
I&E‘é?rﬂékl%e dhRAUhe FRRE fr@§101§51‘3¥é§1d&{§yan*aern&5ﬁ ﬁﬁipatrtoa RIFRA #Pedffance to the
monoclonal antibody.” The invention enconpasses

dipert 20 whaniibivsvare  EnaddbisdythGaddiional extengibiln my P eigsiraple in order to

| u
LR B0V R0 TGS Yy SN AR v
sv@&kaﬂh&ymhn@hEMEMEWEmhaﬁbedmgnldﬁt@emsedmadﬁmywawbewwdu)mﬂm
it E | e c

%Fﬂ!ep ap%ﬁ OP Eﬁl}{% rextgﬁdseﬁé(glﬂ)g r\]x{egrteg Ear%:l?t&% tﬁe [Lor?allség gllrég& \%ould fit. In
olihﬂt abel, 4 Es@bhmbﬁnta)lﬁ rr&lltHrlabmdyeedﬁdtlh otdee talmgka aBdlapermElpa“b@ of being

rRattT Ut ERe v e St "B BEHBE P Hlabrpgescrivea

i n AlRiktRinhl d’x&rnabmty Motlé thaas 100inohe podrylpkptiches rdlftively more useful

BB S0 SR B TSR TR Ly s

e§ gt whdat th@nﬁea@ér aihfR AGhe MRH dWBSng AN&it@kg MRA &he corresponding
| eti ons or additions of am no acids which do not

BT ROy BEFSEOHT GHSTYICEER JE I TG (Y Jamaist edges o the

&Lk Y00, YieceHitaHBLhOfar G @RIt abn SNBY RGStre (ﬁ%ﬂﬂ HGe@bhd
sequence | nsertions include am no-

car’sieiipnaklaers erggnsioilsy Brige ehapds HY mfw heaﬁ‘@tlwdfm difgeof ways. For

egﬁﬁﬂlg U bEriA Rk yrﬁ%?itafs qﬁ)ﬁl GARh %emhgﬁlsalﬂh 4o glra@éjm% b@Bfegted by any of
resi dues, as well as I ntrasequence insertions of

single or nultlple am no acid residues. Exanpl es of

term nal insertions include an antibody with an

N-term nal nethionyl residue or the antibody fused to

an epltope tag. Clher |nsert|onal varlants of the

o - [T N a



capabl e of specifically binding FcRn and/or Fcg R IDb
These are typically based on chineric domains derived

WO e@mo60s02 or nor e human i munogl obul i n heavy ch&l/B2B62054364
domai ns. Antibodies nodified in this manner are
particularly suitable for use in chronic anti body
therapy, to avoid inflammatory and ot her adverse
reactions to conventional antibody therapy. The
i nvention includes affinity matured enbodi nents. For
exanpl e, affinity matured antibodi es can be produced
by procedures known in the art (Marks et al., 1992,
nBing/kheehnethody , Ak&natik8ly/ 818 or Baolias o€ thealhassis1iB4he Radacof a formed

BT 17 RE dvih e Jggany %GTC?%m C2 patenc No

5138300 &éueaQ)(ﬂ‘El Magc k®sn Aﬁiexahlp],arylﬁﬁgalent] 30(1 (BITEUHD& formed web material
%54 (7):3310-9; Hawkins et al, 199
W5 B0 Fobisuig v@@éﬁ@@%@f%&)atenﬁwsflafflwfwdﬁanﬁé%twaaﬁé extending

réBhs 320 WS Qich e @Hjid$ tiaRkgial 1€ baddf dlt‘éfeﬁ}bycéfrnbﬁﬁhu@ﬁﬂ AO®Yr method of
and for character|2|n%$a CDR. One wa

defopaitondp icxatsgr BAUCIRO enaﬁallhﬁﬂmgﬁ%yalér@/eeﬁed aligraptinggridges 312 and
Vﬁﬁ’éi@ B188), hdRERVIHRGDrntddGydBi i 3936 aflédlh&lﬁde@ﬁat@}ally extending unaltered
pol'ypeptide, such as an antibody, termed "library

regiey il @Cﬁﬁa@ beyepasthe laterdiypateadipg altqrfi:dorneapys @&an ni ng

mut f2gk |

posﬁgﬁgﬁgnlﬁ%%hﬁat%al gr@g c?ﬁé\% g%@ly\?éﬁtﬁgéﬁg%@%%%ﬁgﬂal dimension
\A(l@luhehappgczglon of relatfyely@ess fqrce th8n t@f req@iredltd exteRd the 3amd dhaterial to the

0 [ n oo

I N T
fmb@rth&ctéd gerﬁmﬂm penpblﬁlﬂctﬂmm e n(dgffs 3‘1@ ran@veé}eys m indudecand:xtension of

% 1o, & angl Ze ' be ee e op 1 90 es Xél e %]ileration of a
%WS PP& %lraé ¥e Hr%‘? é’ﬁf’ﬂ% aci d8¢ aler

r&luslﬂSé chmtaedveaiforeél qj‘rty‘namiQS lit itt@n yinalic@0 ekgibhy 316. herbid hisBriye force is

| so. inclu one conprising the native o

Qe Lo SR EFan e e SEPRAS SR bl b nefie s wltered

f&ngwherﬁbﬂéﬁdea% 8Q @hen&gen(, depepdin® ahettbRio0ARIIE thY ridges and
of the library), fromeach |ibrary are screened for

vBilsyg it alea?ﬁtf"ieﬁ F?g}m’tsélaftﬁ‘é a‘l‘b‘?@éﬁ top‘i?[“?‘f?éﬁttf)cﬂlé" r@?)‘?“"é’tfH@F Thus, such

foinfdi W& LiRldiek) exhMidarf 3REhGAE BShaidrNrebDRASBA oft B&itional elastic
sanme, decreased or no binding are identified. Methods

nfeginialieip dlicniapgens] aienvibig Grtis apaiy far wewetel of kxeRphextgsiop gesired for
udd 1o ab@rﬂéﬂt AgicRtf H%'W‘éyer NRYh REAE LR %éf@ﬁls%égﬂ% Iﬁh(ﬁc(grrglatlvely less

surface plasnon resonance anal ysis, which detects
egvempize xateasls ithat piemdi mberantlyi adistig awyd, thisgigir psefradycproyide an advantage
llg{eﬁﬁé & the BlsPHfulas uﬂﬂ%gle%g WYari§ES Ul when the

starting anti body a y ds Wth a relatively high

af fAsrshoynp irf Evgwsx&rﬁiwram(lilgﬁre aboand Fignre RR othe hipyoebent assembly 200
11§ gsd%ésre IQ% g% {] %0 “ég%o %Hso b%ﬁte ?cﬁé QE(STB%. g ?a%e‘%%lfyngx%eindmg front edge
266y bﬂgldﬁlirmﬂynopﬁdmgshanlg ecﬂ@erﬂéﬁaa Bifosidn sdye, 257a and a laterally opposing

IS A T T N T

nfdyunireRle ende e @nsteve, ec@éﬁﬂ)ﬁ)ﬂhe )&Bﬁﬁlﬁend aﬁahaly 20Bi @t Bgample, in the

B TR B REBHERT 57 A oS 20k 257 o e st

cal@szso |a@10¢a&daat@@ﬁy hﬁva&de@ﬂ BE Qe £dgBs I u@dm&ibaiﬁ RAtsembly 200, while
20 natural am nq_acids us

al
tfser ﬁrorrt éfé%egﬁﬁz@wi ‘?ﬁﬁl‘ 3@%%%%81 o the ehwEen| «BpSGFoipfific Wlt]é\glé@ respective
&Ik D8gladiesasl fge 23D SMIANEFRL@SseRIVR d00! | brari es of

clones (in sone enbodi nents, one for every amno acid

podlihe jaBsprecanesssrabls A0 PR by attashediowng thagisc @nny yagfor the whole
og glerﬁ%p&rtﬁe gﬂsf)rb@}lt as%%b?f'k(ﬁp lﬁl@feﬁ% r‘?)aﬁ{% a%%ﬁéﬂt taéé‘éﬁgly%O is attached
every position). In sonme enbodi ne t he braryt

be screened conprises substitutions in tmo or nor e

positions, which may be in the sane CDR or in two or

more CDRs. Thus, the library may conprise

substltutlons |n tmo or nore p03|t|ons |n one CDR The



contain introns and correspond to a DNA nolecule in a
one-to-one manner, and nMRNA nol ecul es, which do not
w@enwrasw1i nt rons. Addi tional codi ng or non- codP@yIB2006/054364

sequences may, but need not, be present within a

pol ynucl eoti de of the present invention, and a

pol ynucl eoti de nmay, but need not, be |linked to other

nol ecul es and/ or support materials. Polynucl eotides

may conprise a native sequence (i.e., an endogenous

sequence that encodes an antibpdy or a portion

thereof) or may conprise a variant of such a sequence.

ol?otsyermmioeetlﬂfﬂe 20dribahé shorit di00 iprRecradifamr @tachment pattern ie., in an
stitution addi tions, del etions gnd/or inserti Lons
gﬁle{ltrp‘ﬂterlnﬁ at f?Hﬂ?r%r aé{:‘atn'geﬂ 1&1); SIS he eﬂ]&ged e ffie cruciform attachment

p@@ry BRP b dentl g8t ¢ dilMbMitsSid@thns hel ki |tMﬂhﬁ1§ o cérdbit¥®throughout the
i mrunor eactive nol ecule. The effect on the

PRI bR RRIPRFN SyAsRCe helapriielsdthp STy et pishimesy patiem may include
d6@ARE Hokibnb an@ 8RADS 85t kaDnGESE TP 8fll BE hfhiked Vadh @A Be shape of the
preferably exhibit at |east about 70%identity, nore
operall @RI P EruGiEoaEt Fap BP0 Gtz eYp cvdlop dftachment pattern may
um%eatrl@l@ltﬁdﬁﬁllj %ﬁu@%ﬁon%@sﬁbée@%mngttﬂe foR %@rdmal axis and separate left
pol ynucleoti de sequence that encodes a native antibod
apg rightdeyenallp fistahpereerts, dispagpdgding oy edlieesni @ehglateral axis and thereby form
RANBERLL U AERUANELS, AL AR WRnBShe LAGRYY 6! crudiform atiachment
e sequence nucl eoti des or am no aci ds
psteeqm @@ abe iasortivat @ambly\ﬂéﬂ nadyi @n@dlclﬁadrtorrhe( clmgsrs 100 contmuously or
[
EBEIARIBESELPR. ISR IF SRl ORI SORBRELERY e coie
asaeqﬂehfc esicifwer atgachoemgraiteo rmndi tthiDWetl ao |cdnimubiﬁsw amagth the absorbent
agsg tP It leoc gﬁlﬂsn gl on Srrcl)%évg ggﬁgqqfélaﬁsaldlgg&vg:néay){)s a%phed discontinuously
ab eghibitle ﬂfe windeias bf abcmicﬁzﬁn ao@hh@htopiste MO Sichi a@ms ,the form of dots,

usual |y 30.to abou

SERE éﬁ%’é REYS L 6‘8&{513? éﬁf’dtt% a%ﬁcﬁgreea&’%%'&eé“ %Séaﬂv@ﬁ é%thSFha331s

t henrsa@mpRistig@fus cRIBEbIGLAShRES phttedh 31081k kRswil llﬂemgm 18, Figure
sequences are ogtlnally al.igned. Optinal alignnent

of
13 cKrgurscdlls Figgire Chrpd Fig 2day! hp @owightlith &fdheishays {#lethat lie outside
shdaah@rbrRr Qe HABnl ﬁhtﬁeﬁleare-ﬁ&%ﬁgﬁﬁﬁd %Waﬁt&‘chﬁicent to the absorbent assembly
bi oi nformatics software (DNASTAR, |nc., Mdison, W)
208 prehythgisfoss Famagaeasnsibls s PRIl A gefavAeRboMi leagitudinally extending
p?%}()g :22% gfgi &Ig%aﬁﬁﬂlt atﬁ&ﬂﬁ‘éﬁﬁoﬁatgﬁlsﬂr()' 1ehd @h&whlemfl@édr@% MBigure 19, and
Fegrae 31 flaamiesrthe @h@ﬁg’eofl te ‘md@h i th%ChaSSIVal(}ﬂi lée@ frant waist region 36 and in
Y
%e%@])g (&’I&QPI gloﬁ P@%‘eel& g%u%lﬂ lﬁg glléunuggre%% g\lo@ eQQ:Hlon M tﬁ)e chassis 100 in the
13tereli dmexkioBiinrfede cagioRe s darditivelyuwdit ]at:emllvaefmdngt pnti@C214 of a
ABrpEan BB, pesim R 1o P oets 18 33phug ! e 20, and
Figatrh @2 preiventEhz pomioo @Y the @hassit 880 inbadermhaedfore3Eio wiich the absorbent

BB, o e P 0 S e Bl SR e .

rélAB Sy #le latdrally/ exEagnsoion HADf,a k&lbrm Gaadhmedi@@ern 210 may also

Cﬁntﬂé‘ésk&‘g %%glgel}lélss’ %Itess:&le v § %%78 %gffnlvgé?elﬁs%coslggnflg\i% lift the proximal
eDHIBET Gd coT@éewmrrmetrab@y S thO &L fbe ForBniPlea atthCeha s 100 in the crotch
Nuneri cal Taxon Freeman Press, San Francisco,

T TOe o welgwfgee tgﬁ]@ftugtﬁ%y‘ 1nv73rq|, ie. i@xgagd ths, lgpgitudingl ax1%62dalch that the
1§Pé1de 428 186, Z@Gr%ﬁ@nglﬁ’rsﬁ"fe%ﬁg@lwb hbed’ t@@ir@%l@ﬂﬁtu@fnal axis 42, the

uence identity" is determ ned by conp arln%

syéls ami]rq7ymg]1q e@ﬁb@hg@r& achiad 40 @b@]@pauacqmaﬁmw the body. However, because
lgeofgpﬁrvé@ C\?1d9f1at@1tall %Qt%ﬁdlggg %39191%11 tZIQrb?f thé’\ﬁaﬁfcﬁblﬂl ta!?a‘%hment pattern 210
portion’o he po ynucl eotide or polypeptide sequence

in the conpari son wi ndow may conpri se additions or

del etions (i.e. gaps) of 20 percent or less, usually 5

to 15 percent, or 10 to 12 percent, as conpared to the
reference sequences (mhlch does not conprlse addltlons

I o, . Y 4 T .



carriers, excipients, or stabilizers (Rem ngton: The

Sci ence and practice of Pharmacy 20th Ed. (2000)
waepiossort WIlianms and Wl kins, Ed. K E. HOPUVEIB2)06/054364

in the formof |yophilized fornulations or aqueous

solutions. Acceptable carriers, excipients, or

stabilizers are nontoxic to recipients at the dosages

and concentrations, and nmay conprise buffers such as

phosphate, citrate, and other organic acids;

anti oxi dants includi ng ascorbi4£ acid and net hi oni ne;

preservatives (such as octadecyl di net hyl benzyl

r& AR tHerchedis A0 desr ahekaney hadei pomiahdfalid wilth of the crotch region 37, the

benzal koni um chl ori de, benzet hopi um chl ori de; phenol,
SBEEGR £ Bt prsoaretar SOLPRyr Bt Be R b fie AR RE RHpps 167

or Teopikif@al abemmeaatRahal 210 680f den@ispoed Clighexgndhetrically or

3-pentanol ;. and mcresol); |ow npl ecul ar weﬁg%} (less. |
af}ﬁlgﬂetg%]mw1%estp§%tit@gg§5 OH&tlg,%féBq lo gga:dmﬁ} :8%1%4 ’d t]gqjlaiﬁral axis 44 of
(RScHRSAH IR PontAmpee iRt élicifdih diaPANAE ki 26 shown in Figure 19 is

hydrophi li c_pol yners such as pol yvi nyl pyrroli done, .
dgs.ﬁps,ﬁté sggm@gl@u% mlglsreg}peyg i‘h él}e E}ng}luglpﬁ @§1sa@2papch@$yﬁgpetrlcally offset
bW bdicRRs wRLAEDbINS6 rePlivé ¥thdRierdlRAQIACChar i des,

di saccharides, and other carbohydrates |nclud|n% o

gl Udegsorpranpers @50 oray deispased beetren atlowyy cageimgsheqdlit is disposed
R ETR AT UBER, SICHER R,  TROOL AL oy ERBLER, o i
santcal102 ohtbe elxess dral ag. upBer-qoraingisheet drapis @ispsdesl oati/interior face of the

on- 1 oni rLagt ant ch.as T ( PL URONI
BIRPYF A5t ena LA VSRS Bt b s R D erhbhe aached
tgeteptabb@aiexbe pbenibat ane 250 bhierenddsor adle thetvby dbm the absorbent
The I- P ant agoni st anti body and c [ tions :
P Bor, I BBt s St SRl o™l 290 oRin e figures, an
uppe Bbeerinp dices 24 el 4 lowentoadry sAed 26 trecOnghee Bthet A@r adjacent to the

G B rATOREE Prorkeh o7 UGB o0 ¢ e i AR ABHGY. Allmativel.

(e dppeiddovttg; shBM2Atah® thel 1BGEUDCrIShE 25DHa§ be AMARENBSther in places
i sing an anti-CGRP ant agoni st antlbodé)(such as a

conpr
O_Hlﬁgjé’ﬂ]il HedidarntsBad)yt 6F parisepriad el f# batPriiginh dhgend edges
288 8ikd 288t boRSr PdcetI®bdA RCHAEARE 286 Mt R3S ARY e kidb B&ses 237.
met hods of the invention described herein. CGenerally,
t helde UPPRICPYRENE ShRst 2bitpyalereEmesblsapil Bowliqyid waste to pass through to
dRALSHh Sk bak i) werd tﬁ@li@ﬁ]& wa IR @b AL Fwed @(‘Sx}egﬁg Yheb©25 may be
treat, aneliorate or prevent headache (such as
walgriaperelatde c Hpakyeg the lawrsy coferinh shepe 2h orpderatdy ¢y wiegpermeable. In

elglg{)(ﬁhl@nts Tllp gvh'fc'htbg%?ﬁg L@Pér%&erﬁ%@@#t% aﬂldd[ﬁec‘ FJV%P tc%\ga%élg fsheet 25 are

ecting an in sui t al or treatnent
vareripdensiable yanydiqnhe vty thahiatdeposded padaaie drmsr qrvadartheeiol4 but does
r i.ndi vi dual | [ Vi C
AR P B2 Dl DN S R o o
ol tistebeorb@tt iaoambly 200 méash @rel Ingeatvverirty shGERB ad ttagarissthrough the

anti body t i ndi vidual at risk.of having.head e
13 et T 25 koS Ui e A SRR P SR By form the
intSrica stirtfiaca 202 eplthaabsobediyassdnibls 200eth &b iind&hiobe pldded against the body

FISaE R, SRS, oo TPt b b0 i

irifatS PERKIANID @ W, M nddidriaRadMt SOMAEDIS €S 20NBerOferiBIR: covering
CDR(s) of antibody G 1 (such as one, two, three, four

. 1 (s .
shge are” wll-knoyndp s @hpedidipmivathets poyyygyersmiveh £ &ﬂnbﬁl)d.ea or carded
p-&}?rob?lﬁﬁer, ol QRS of Rlvat.1 DkelvRe! MEnUSSeRfls @l RS RRr a covering
ant agoni st anti body general |y include information as
shest @@éaﬁg @Cate&ggpqq@e@é’qq é}@u‘fv@}—kw Mothe gripfincluding the materials that are
SGOMNLShE Bldoef Ry the intended treatment. The
contai ners may be unit doses, bul k packages (e.g.,
mul ti -dose packages) or sub-unit doses. Instructions
supplied in the kits of the invention are typically
witten instructions on a | abel or package insert
(e.g., a paper sheet included in the kit), but




Ant agoni st activity neasured by cAMP assay. Five
mcroliters of human or rat a-CGRP (final

wa@omcmatenat i on 50 nM in the presence or absenPET/tB20e601054364
anti-CGRP anti body (final concentration 1-3000 nM, or
rat a- CGRP or human a-CGRP (final concentration 0.1
nM 10 mM as a positive control for c-AMP activation)
was di spensed into a 384-well plate (Nunc, Cat. No.
264657). Ten mcroliters of cells (human SK-N-MC i f
human a-CGRP is used, or rat 6 fromATCC if rat
a-CCRP is used) in stinulation buffer (20 mM HEPES, pH
7. 4Thel disorvbhiNasd may inddeChn adquisidobadohiponehnt iiMaldlj @2 fo one or more

and 500 uM 3-1| sobutyl-1- nethyl xanthine (1B wer e, .
ife PRV Phe Mol TMGR GG “Het G THESPITAOE s Scire deposicd
ligiauinati@dvaate mhaemaltQonenhatiieofdE aBOrinn corAfstoezrget d¥&nponent. Any

i ncubati on, cAMP activation was performed usin

PRECHLARTEIRTS B A LR Sbieet barcbtiat Pl Ausigmaterial 1o the

slofRlcb@BoRnOsY Slnf¥Bdntd Mhl BWLRG BB ﬁfétaUdjLﬁsﬁon component Preferred
instruction. The assay 1S based ona genetl cal

ek Be aplugaicacoBePRrAs BB yypghetin bercre«ﬁ@vaé% §pfalfcell%polymenc
f&in@gﬂﬁa{a?s - fizhie go%¥ﬁnﬁ&?ﬁ§“&ﬁul@§@ no%%vgﬁ %iﬁf@lals and various
Donor (EDj. Wen the two fragnents are separated, the
CRMPNPAREOD] ssfnihﬂtafd‘tqllv@swvwewowhenﬁtera@mﬁ%@lr&frseﬁtsgghe@cm;#sltlon materials
L f¥reCdlly liE&A %eU §F’9£Heflr}€c9 USs4 269 Jﬁ{g%@%%é&é?z?%%e High loft
y a process ca conpl ementation. The EFC assay
nphwtveo rapquikifidn metsnzam sUHBble ANPthe eguisil@nconjpoggat ef tha present invention
h ni C T -
IFELGINT hy ERARP GRS, D Sy ARG, R, New s
08836, \IES AnZl}lﬂEI: the rmatérén] asdayesignation cAMD28nt $uobdy dbsorbent core 250

t rated to d ED-.cAMP conj ugat e and .
fR D %abet PSP rcld T REM, pRARRH AR R component 2721
shyvsaineFigatease sA @@pmﬁbﬁa siwdet 292EED; € ANVR ticGijod @albewd@h material, may be

bi ndi.n cAI\/P anti bod nt of free
B A wee e GRE a5 SR T2 et e acquisiion
c6RAPSRAL 298ttb BElp ShsufANR nodh 6N BE &1 Corne VY a isSpefasibér @olpier that may
the formation of active enzyne that is quantified by

be fslyded Rdherbseoeny CHRISHEISSPRLE N} liﬁ?ﬁhﬁ%% &Hp okt §‘iei"r§’f e.
Theyua AP W kh¥ah hiRrRESAXeMAS fRed &YsoBehRYreddelbMOceliBlose fibers in
m of lysis buffer and anti-cAWMP antibody (1:1 ratio)
thegform e HMIBIPUICA AHIed PHEn WAICh Apenmaentp kRogtrygse afrtsit” gayers or sheets of
ngﬂuﬁl oirgﬁﬁhelig fBrofm 1a@%erﬁl%@ﬂ)%ﬂtt di\ﬁﬁeragtgecfhb{ét £s&BEN materials
and i ncubated for 60 m nutes at room tenperature.
nmfytb@ms‘tdw@parn@lybatm epmbip@ion| and inapAmag g epad iandliscrete form, ie., in the
[ 104 ) (1:1 ratio) was
et GRAAS Pt DR HRERERE) {01105 holrs o
ov élifmidifietetatormay rant brpberna tniptazial Thg bpllam@bmgd mepgkets fdrmed by a
t 3860 ) ¢
lgy%IC 81”9 h\QﬁJH(I)eplasﬂf n{é@' éﬁagé ﬁeg]%loﬁﬁ?%t %d St el \t/ a% Ingc!hr%ét enﬁy Wtacts and
abl;erta; tﬁl@REosmereesucﬂ anticbveridg Cheef, evhile Gﬂl\tecgmgaw%yé&’)rﬁ thensubstrate at the

Tabl es nd 3 above. Data iin Tabhles 2 and i ndi.cate .. .
PRl SRR SRS talhb S o RY SReBnS A fesk QRO et in U
Pa@nt An@liaaﬁﬁwugmeb@d Nos. h(a)ﬂfﬁ)lbmg% o6 iANigtisy 20(&105rnd 2004/0162536 of 19
PSRRI RS SROVES o a5 53 £3Rndl i shov i
Figlet e3m neehigtabdeht Qése@bULOS fhd %s@fbehﬁ@&etlsmﬂl:ludes particles of

a- CGRP showed ant a&onl st activity in this assay

syRebapPepamalyBich 7 h b ggntaiged, enSW@ Paglseé%&?/afgr%eé’rhry(a% Fagr 275 of a

RePmORARH n@udrRE THED BosOfbe Aoke £50RBn@ANME nb @EY1658 BEQC WiI@Bhatively, the
the CGRP frombinding to the receptor as descri bed

b&',ogqﬂnbg@p 950 HaprRslvas tlépargqles ofp@mrpl@@@eg_tgaobgger@nd airfelt and both

PSR IN%’ bEERlindl 1n51de] the OQlLets C}Q? %OV&%I?l?l ﬂé&l%“lﬁ mhezl%;)eg 275 of the
Menbranes (25 ng) fromsS ['s were®i ncubat ed

for 90 m n at roomterrperature |n i ncubation buffer

(50 MM Tris-HCL, pH 7.4, 5 mM MgCL2, 0. 1% BSA)

contai ning 10 pM 125| - human a-CCGRP in a total vol une

of 1 m_ To determ ne | nh| bition concent rat| ons (I C50)

o o T Y S ey o e



CCRPs on the sensor chip. Affinity-selected clones

expressi ng Fabs were rescued fromthe master plate,
wakdochernvi ded tenpl ate DNA for PCR, sequenci PQT/IB2eh/054364

pl asm d preparation. Large scale Fab preparation. To

obtain kinetic paranmeters, Fabs were expressed on a

| arger scale as follows. Erlenneyer flasks containing

150 nmL LB + carbenicillin (50 ug/nL) + 2% gl ucose were

inoculated with 1 nL of a "starter"” overnight culture

froman affinity-sel ected Fabiexpressing E Col

cl one. The remai nder of the starter culture (~3 nlL)

thisoplseid nliaterfal BpamatepllasdsritatsDNG alkdrépnele Tiwai eqeeiy sheet 25 at the

SR bbl B, SERUETTSS0 S AEASH LR AL s s

okt MGydd Bbveling BheeDEQTOmM Of pdel(V¥89. aht w'ya;ezzvs may have the form of
(typically 12-16 ells were pellete
acsgi:ﬂt roif ff%]@rp ﬁé ﬂ}& thgg@@laﬁ&nﬁnatﬂr@lfﬂgpu%wﬁlﬁg thealll.ﬂ}ud waste may pass to the
phRiS148 RE NEBGatsBrbdR0pdlndiB270 &AbD@BigEhddl | h FRfIre! AB3Ma) separate upper
0.5 MM I PTG After 5 h expression at 300C, cells were
cputing slegt Bisshow pyeying dhealeyes 330 of hertheaeomastic apteriak Alternatively,
tHERPARE fﬁgﬁ‘é} Cb%rﬂig shle Bi ﬁﬁg e ohﬁ%d'-:alﬁd%éflfa%r ’27§ﬂ{jthL: Yociﬁfjof a fibrous
using a single freeze O /thaw (37C) tycle.
Sh%%@@b§HWE%émUGW@éN@@Hth@éﬂﬂr|fuglng at 4000rpn1 4C
t I
£i Ir[éhé Mfos%r@ggf n%lhﬁateﬁ}lﬂsog % a?gfécéa}ﬁ?%t ﬁalgtaé &Et@gts Q\Qﬁjc i dsue thereon, as
vehto My- ¢TRspugep fliublishsé ﬁhlaigosmte(nqaagéntha heh elil @ubl@A)ions listed

aﬁc?/ Fg?%ﬁ§c\%gilh r}g{éa% ggrlg\ggﬁ ha Eﬁ%re n18§0 6 at%ﬁ @EQ# % t\l\f'e&% herein by

réfnrenhef fhenewtprésslaatot adigittnil ttllrat RBSof pid ®pumeBO0r adyl combination of the

I mdazal e. Fractions coptaining Fabs. were pooled and .
da?lglﬂe)yl 18001‘%01‘ %%Elel‘f)]ﬁl e I‘&Eﬁéﬁﬂlf? ]telagazs 8§‘/ %E\é\ﬁgﬂt er Prg?en% glVeIltIOIl. In the
cadefdf ahy yortlambasieer ihz atfigitonskildrmanhe bedy iphspRE@iptiomoverrides the

For expression of full antibodies, heavy and |ight
C@H&ﬁﬁgﬁﬁﬁﬁéﬁp@”PgﬁP%ﬂ@ $81E1 oned in manmal i an
expression vectors and transfected using |ipofectam ne
into HEK 293 cells for transient expression.

Anti bodi es were purified using protein A using
standard met hods. Vector pDb. CGRP. hFc@ is an
expressi on vector conprising the heavy chain of the GL
anti body, and is suitable for transient or stable
expression of the heavy chain. Vector pDb. CCRP. hFcd
has nucl eoti de sequences corresponding to the
follow ng regions: the murine cytonegal ovirus pronoter
region (nucl eotides 7-612); a synthetic ihtron

(nucl eoti des 613-1679); the DHFR codi ng regi on

(nucl eoti des 688-1253); human growt h hornone signa
peptide (nucl eotides 1899-1976); heavy chain variable
region of GL (nucleotides 1977-2621); hunman heavy
chain | g& constant region containing the follow ng
mut ati ons: A330P331 to S330S331 (am no acid nunbering
wth reference to the wildtype | g& sequence; see Eur.
J. Immunol. (1999) 29:2613-2624). Vector

pDb. CGRP. hFcA was deposited at the ATCC on July 15,
2005, and was assigned ATCC Accession No. PTA-6867.
Vector pEb. CGRP. hKG is an expression vector
conprising the light chain of the G 1 antibody, and is
suitable for transient expression of the |ight chain.
Vector pEb. CGRP. hKG@ has nucl eoti de sequences
corresponding to the followi ng regions: the nurine

cyt omegal ovi rus pronoter region (nucleotides 2-613);
human EF-1 intron (nucl eotides 614-1149); human growt h
hor none si gnal peptide (nucleotides 1160-1237);

anti body GL Iight chain variable region (nucleotides
1238-1558); human kappa chain constant region

(nucl eoti des 1559-1882). Vector pEb. CGRP. hKA was
dep03|ted at the ATCC on July 15, 2005, and was
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Figure 1 is a plan view of an exenpl ary di sposabl e
absorbent article in the formof a diaper 20, which is
wabh@mestem2 i ts flat, uncontracted state, i.e., BCT/IB06/054364
the contraction i nduced by elastic nenbers. In this
figure, the interior portion of the diaper 20 that
faces inwardly toward the wearer and contacts the
wearer is shown facing the viewer. Figure 2 is a plan
view of the diaper 20 of Figure 1 with the exterior
portion of the diaper 20 that1faces outwardly away
fromthe wearer shown facing the viewer. Figure 3 is a
secti on view of the diaper 2@IofiMd gures 1 and 2 taken
V?}P?é ﬁizltslonllne?,:% Figure 4 is a section view of
20 of Figures 1 and 2 taken at the section
l'ine 4 4 Figure 5 is a plan view of the exenplary

di a Cﬁ)er 20 with two chassis ears extending laterally.
1y g dipRosabls Yapeg COMPISgat eri or portion of the di aper 20
IS ASinawn H‘a@i‘ﬁ% RGrdnh@aMi RYBH, a il Walt Rgloh, d @Bl k@Wnetween the
the diaper 20 of Figure 5 with the exterior portion of
t he dYV%}Eereg@OS s%mlw%ﬂ}l rgfist #hel §ileiguel aximi Wgigradly7zonpesipg side edges
secti &é@m}ﬂng vQﬁtht nﬁglqld?rﬁﬁ& oglgosﬁfg deng WhEBacR v@aﬁg efd &%&3 Heflmng its
at the seCtion line 7-7 i gure is a section view of
t he dicagieran2@erygr SW@@@@@%@WWI Guffaﬁken at the section
li of the diaper 20
of ' i e G Bale B AR RN O 1 he 005,
Fi dog éhadsis il iaclpding b@@&lly\/@p@sl&gl\ﬁldé flans fesomdyilydatyrally apewdly folded
20 sh I n

V\]@or&?ﬁ 0? ee c%\é\gr% Srlg é ]%%srt] Ehl% ﬁ?ucela:gbg é %lg %aﬁg?r%%attached to the
I n t hingribi gufaee atjhent ot as ilcmlgltqmnatlllyodastdfentlh endlhaypes a AGngitudinally
is shown facing upward. Figure vi ew qf
ot hOvhr g YRGS e b Bl atfec e S lpsaee
f ortne aifasfiaske Iil&lh&hngFlla@tHll@ obﬁosluig depiidyable \th&sals Gdarst ﬂ@ﬁned by laterally
di aper 20,0 the exterior _portion
t he d‘nngﬁ’él?y Ir?bf od %BW?“% %\fctwfh@haffﬁsem\ﬁt (°n¢ pf E‘G P”é“siffg}ogs gach chassis

sectiQn bmmg\h{emflafefhﬁy Ghaper B3Re@by i Bunpp%e fde amﬂta&%nent unt11 being
taken at the section Iine 13-13.Figure 14 is a secti

vi ew &P! q}’ﬁ%b)(ﬂ)%%qlet%ecb?t the %{ﬂ)‘gg%e lirf aélﬁdln&@eflé%gﬁll)é?utward SO as to

t he Sﬁﬁjebﬁﬁkeﬂallﬁeut%&rd%yoﬁ tﬁélfe Speblvd Saelpesid on vi ew of
anot her” exenpl ary di aper If<en at a section line

si rff] %h«soqb@lu@sef@lm?&a@ﬁévw n@e dRteHPt syrfige i of ethe gihassf the absorbent
fast CRGnTHly Fﬂagfﬁ%em&cﬁ eldée alﬁﬁ%ﬁd % & Ql‘%&fﬁd tﬂ?&l&h@@élatwe to the
20 of Figures 1 t aken at he section |ine
16- 16tesReigigrsedeedgsingd eyl edgespfahe hbsssn exenpl ary
fragnent of a forned web material. Figure 18 is a
simplified plan view of an exenplary di aper 20, which
2i d'hs Idismsabln diaper ¢fl@eim Uwbominrtaethassisinglides the @hagsis ears in both of the
VVI twr}nslﬂtr e cont raction i nduced by el astic nenbers,

etghe absorbent assenbly attached to the chassi s
|n a crumform attachnment pattern. In this figure, the

IS . faci th .
:‘Ié‘\xéilspogl &ucf;%)%?_g {Zgalrg%p\?%ﬁ elthgvg%gslfsfc’sdﬁ(ﬁlg% r‘[;%?eéilg%geleme%ts disposed
absardo et @esEhd yharOeard And fdaptell ifgua@enihd the dhmo asntegion to the

as eﬂP % 200 i s shown sepa%giely froma chassis 100 to
whiPBHE VESGTEEIaR POLOHEDS § Wasirdle&nsl aPa8h aper 20 and the
interior portlon of the absorbent assenbly 200 that

faces. i nward ward the wearer and contacts the

e dispgsable H’@Wﬁ Oﬁ %Hﬁ& whseeisy fhepsteningjelppeats sgmpisepdhesive tapes.
section view of the absorbent assenbly 200 of Figure

19 taken at the section line 20-20. Figure 21 is a . .
Ssethq gnperplgy dispet Rie Cidol Blgcing s episly Polgdesfa EpRyyaven inner liner
19 aEtQéﬁ%ﬁ' ththe Bﬂ%sl%@tcatnh @(ﬂ‘lﬂlﬁ (%10112011? the':thHBIesugf%ce' S a

section view of another exenplary absorbent assenbly

200 taken at a section line simlar to 20-20. Figure

23 is a section view of an exenplary absorbent core

250. Figure 24 is a plan view of another exenplary

dlaper 20 mnth four ChaSSIS ears extendlng Iaterally.
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through the crotch region 37 to the back wai st region
38. The chassis 100 includes a water-inperneabl e
whaoksebeser 26. The backsheet 26 forns an ext er POF/IB2006/054364
surface that is intended to be placed toward any
clothing that is worn over the diaper 20. Many
suitable materials for use as the backsheet 26 are
wel | - known, including films of polyethyl ene and ot her
pol yol efins. Milti-Ilayer backsheets, such as |am nates
of a filmand a nonwoven, arei@al so well-known and may
be suitable for use as the backsheet 26. Such a
Ianinate backsheet may be oriented with the nonwoven

ose teri s shown ur.e and ,
o1 ot BBEGEl GpFo0 GBS EE T dPabhEB i Adan Bl @ fim and o
Mo men&b@h Ntht hésBy QU BEIDSibpdséy&itertoAgidf woild. be provi ded
by using the film30 as the outernost |ayer. The
chassi s 100 nay, but need not, additionally include an
7i. MM dis i)s@@le cRSt@GRLE W‘h@refnhﬁe haekinh eRmeRO cophedt 1RBks adapted to
i nner [iner referably is forned of a soft nateri al
t h&ngage Withrilg b%ClEﬁhWtalp@W?\W@ skin of the wearer. Many
suitable materials for the inner liner 22 are

wel | -known in the art, including rayon and synthetic

8n dhadireersbls digherad Céqamrib\@bwj@@l thgrabgoshetibebsgraily pragpshied trethe chassis in
or po r f.

or SRR ol of By A 000 R i
i ntlgadBylexttendoe ertamed agai nst t he body of the wearer

and thereby serve to isolate the skin of the wearer

froma portion of the backsheet 26 as may be

9d élﬁierdwpb@blefcbxpeexh@himaﬁi witeetin & Ipertldh apdr cB@ssissindatying the absorbent

2 aen By R et Bt B GRCRF YD ekl Rner

liner 22 nmay extend to the sane width and the sane

| engt h. as t.he. bac eet 2 For exa e, in the . .

15 38 s iR T e, S s Prha Bl ogidh 451G hassis comprises a
t h@o@dgesetomatig ihditBhig hi 188K (W@ dRlifct NAtraBe Pat@fig ymbossed regions
identified because the inner |liner 22 has the same

exteafit Coataini e BeRs Hersneraly lopgitdimally PYetgy! aligmating ridas and valleys

of tdheqadgfenMosdnltfr dingdo donfGfin ,igzagl %}hbbés@d ke@%rlgcaﬁﬂfd between the
the edges of the backsheet 26. For exanp

r efcgtberied ragens Hack thahibe apiyiog |0557@r0h2&§18§ﬁ@)m13¢%a11¥ Pignded to a given
’ RAhyy wf-tllf' ﬁlepa@?ﬁdag&lso%laht;@y VRN Rrcel thﬁ%atzlg didéhi g 1a'te|?ally extend the

the gap 1 ween the front edge 2 %

absemnd emlomg%témaymmoh@metgn@nfextemtbeﬁvaqt @1? e@@geém@% of

the chassis 100 and the gap 118 between the back edge

238 of the absorbent assenbly 200 and t he back wai st

léd g“éae ﬂggoagbletdtp@elc(bfa@lgiinsS HOOreay the é()ngimgféuh,llymteh@ng hertion is disposed

absgénﬁ%ﬁ*ca IV etﬁgfsyggg{?) tllle @S% h%%a elg: ?%{cg gls%qitg 1y Igxtendmg portion is

Thehgﬁ@ﬂegmamhaMEWaﬁﬂMegmMemdmngmstmd$ of the inner

l'iner 22 disposed in the gap in the front wai st region

36 and a simlar laterally extending strip of the

1enmae disparable ARpeli FEOsied] 1i whdrkie dgaptetally tkendae goren Btlongitudinally
reg&gn 38 Hﬁ{ suffice to isolate the skin of the

we A iert PYBIICHEHYRRIRYER 26 in these two gaps. As

shown in the figures, the exenplary chassis 100 has

| ongi tudinally extending and | aterally_opposing side

184 ape digposphigidiagereoly pﬁ%‘as]ed"h@ﬁ’mt He g gpe ﬁBPEt?CBHl%Ff comprises
t heyefh@ah&ds. 20 that faces inwardly toward the wearer

and contacts the wearer. The side flaps 147 are forned

by fol ding portions of the chassis 100 laterally

inward, i.e., toward the |longitudinal axis 42, to form

both the respective side flaps 147 and the side edges

137 of the chassis 100, as shown in the figures Each

side flap 147 has a proxi mal edge 157. Each side flap

147 is attached to the interior surface 102 of the

ChaSSIS 100 |n attachnent zone 153 adjacent to the



di sposed exteriorly, sone forns of mechanica
fasteners that typically require specific mating
wo amweemsi2 el enents, such as hooks that typical PgT/IR0E5/054364
with | oops, may be configured to engage with the
nonwoven and thereby make the inclusion of the
specific mating fastener el enent unnecessary. For
exanpl e, as shown in Figure 15, the fastening el enents
120 may be fornmed by hook fastening patches configured
to engage with the nonwoven | ayer 31 of the | am nate
backsheet 26. Such hook fastening el enents may be
di sposed simlarly to the cohesive fastening patch
faz&snlqg qlenents shown in Figure 13. As described in
. 8. dipgt Bty 'RPYEErISn Publ i cation No.
2005kt IAORAL, froat Rkl deidn,af bdch Qlailg\lhfﬂgﬁ)noindt @otch aégsdnsf)etween the
100 may be nade extensible to a degree greater tha
t he |Wﬁétr BROngxq dngityfingl tarisofnd; datpal ayifalategily OPposmg side edges

mat erdle@ﬂn&gﬁfs%ﬁ%lo%@tﬁdﬂﬁll? B@ﬁ%ir}% ﬂr(ﬁlt BRHBack Svalht end Bfyes defining its
backsheet 26, the inner |1ner bot h. The
addi t ieBHRlandReRHSIIIE20q) Wr@éw&“ﬁ rable in order to

al e 0% ichaRR §w%@9u£&nﬁ%fe%a@ksh@ett he body of a
wear er during novenent by the wearer. The additiona

extlendiapid 4lsq/inphging lasgalbeorpesng sb¢ Bapstigmeghbariprlly imvardly folded
or der Jrﬁ)or%lok QW thQs%lsqﬁ &l le%ft tlf'a cgétéhof% 10% ?ﬁ] glldy ﬁ XI? attached to the
chass! having a particular size before ext ens

to exinendr shikicé rdintennal 8¢ langigndml3Blisttinadpack hnans b longltudinally
r egl Oé’] te%% %[astkl)coéat e\ﬁgé ﬁltemq)g tt%hs d%{ljaéelﬂ?to 1&%? an%al]eg

enci rcl an |n Wear er Twhose

Ci rthnmtfaesne alse ifcaldirg l\anetdillwmpaoqmgdi@ﬂoylabﬂd chaasgea,am fofqu by laterally

to tailor,t er t | nd|V|

oot oot P REns bP bty Bt Y eShiops. tasening
di apeﬂeraelgewbeﬂgadléppsdmmmrzg leﬁﬁSwS bagpe chB¢s bangndaslapb®lor fastening the
crotc re on 37 i xten ded to a relatively | esser

degr ed*Y AR 9§ Rt a?ke\ﬁ?létﬁe%i’n PeBrigRs2 W&ﬁg ‘iﬁ‘j?gs of a wearer, each

| mpar ¢hagid @k b@ﬁgﬁl&bl@ﬁ&@ﬁryaﬂ\ﬁﬁdly(folﬁ&ﬁb}dé RRAEbRO WL frember until
is worn. In addition, the additional extensibility

may
be deRiISaBINONFR N te Fainirhs 6 HEIEBEFT etntoldcd lateraly

di apegutwhialo @%@F{ﬁkj got la%é}alﬁf@idmrd @Eydﬁﬁ&&f rbﬁs'ecdvla alde \myl #d
ot herwi se be sufficient onl to nake a relatively

s eih| pogepepertly Idtiaghed Hpsthexiperer pirface yof cén Oéléssﬁséll‘f absorbent
to m&%@en%l?'lﬁpﬁ% GapaBL& QJd Red N &xtigpsied c}}r&gﬁlhl‘iy Gelative to the
wearer larger than the smaller diaper would fit. n

ot herregseids, sidg cdgesgad erthesignt ofdlie ¢hasser i al i s needed in

order to nmake a di aper capabl e of being properly

fitted onto a given size of a wearer when the materi al

1ps Thadiepexitledepdriod Chsmddsaerdiethe rdckdittlé arhment member comprises an
ext.ansi Q|I|ty in the chassis 100 in the | atera

di rection is relatively nore useful than additiona
extenS|b|I|ty in the Iongltudlnal direction. The

1%9 gI?lg dn 1SPR %R%hcgapﬁs Q aém?J]A \?{ﬁlfeg?ll ¢ ?Wgéggﬁgqttﬁ%e%ne&g gfﬁzalber comprises

t h&om@remﬁtp@nfﬂleragab&bﬁi%mﬁa{t eﬁeﬁimlnsSHl@pibséleﬁ @RS elastif@ar and on the
cir.cunf erence enci rcl ed wai st edges of

© haERaSTES Fatbnscs B TG RLOIE, G G eos on

of the waist region or regions. Additional latera
extensibility in the chassis 100 nmay be provided in

Yarl %ﬁﬁﬁp%sﬁblﬁ/éliﬁé?er ?fﬁla@kédnﬁp%feméher@’(aé?ﬁ i#Fludgs th%f@?ﬁl%\?aés in both of
from whiGhibhe chassis 100 is nade may be pleated by

any of many known net hods. Alternatively, all or a

portion of the chassis may be made of a formed web

material or a formed | am nate of web materials |ike

t hose described in U S. Patent No. 5,518,801 issued on

2 1 May 1996. An exenplary fragnent 300 of such a

formed web material 305 is shown in Figure 17. This

formed web material 305 includes distinct laterally
extendlng reglons 310 in mhlch the orlglnal naterlm

I s - Y L Y



08326, U.S. A, under the material code designation of
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storage conponent 272 is shown in Figure 25. A
separation sheet 292 of, e.g., a tissue or a nonwoven
material, may be di sposed between the absorbent core
storage conponent 272 and the absorbent core
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the gel formed by a superabsopbent polymer that may be

i ncluded in the absorbent core storage conponent
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app!l i Gadhhaind A0Y RIS eMlicabesi aSpRed NR6:8MAIly @Slative to the
wel | as any correspondi ng published foreign patent

appl i CererbYsidegdgesane el piercftthorlessis st ed and/ or

referenced in this description, are hereby

incorporated in their entireties herein by reference.

It is expressly not admtted that any of the docunents

or any conbi nati on of the docunents incorporated

herein by reference teaches or discloses the present
invention. In the case of any conflict between the
definitions of terns, the usage in this description
overrides the conflicting usage in any incorporated
reference. CLAIMS What is clained is: 1. A disposable
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