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ANTI BODI ES TO ERBB2 Cross Reference to Rel ated
Applications [001] This application clains priority

wae@sn1Bs U. S.C. 119 to U. S. Provisional Appl PCBRUSZNT/075169

Serial No. 60/835,514, filed August 4, 2006, the
entirety of which is hereby incorporated by reference.
FI ELD OF THE | NVENTI ON [ 002] The present invention
concerns anti -ErbB2 anti bodi es particularly human

ant i bodi es, mgm W0l o ng

anti - ErbB2 ant |d%od| es, o?ﬁexa 1{Iﬂlg to ts{rﬂggt cancer.
BACKGROUND OF THE | NVENTI ON [003] The ErbB fanmily of

receptor tyrosine k r t nmedi ators of
ol T gr ont b i 11 er S iR ACRELIAR, =R
r ecepWoundf ctxmsings usmg anchbsorbant centirlsdréarmtrowelath by 8 larger adhesive

PGl PO PEDTRS (5 Ty A R bl g pgone

(ressiigdnd s@@@ﬁ]syma)mlﬁmmgdehhcb ybsbibentgrab Blatedyie nies, ccht@sof a

ted h ' | .
@éﬁc Bl a cadFioh P B Bt PP e RORG Yol providing
apset wad righlithy © al&Ibaclbh@dﬁ&cﬁhtaieﬂﬁ@dhn@%ﬁdw drRsikg @utthg

R e Y A

laReaA&e A RHQANCHLRBVRa Heb®reEnR fbr agankd dtkansther d&h B more
growt h factor al}oha TGFa by the sane tunor cells
%

?f&suvqu HpPPTedasdephere C&eforr%hw appficaipndp {resgp lepirfaces, such
§std HE'éi &ts%ﬂda? athvax (xﬁ&ﬁﬁ'd@@sﬁ rVERAEHROBR to W@ iR Center to

: 7-1 54 94)). nocl onal anti bodi es
@Plfeeac@@@l Slaf@a(i gegsingplaut E@swr@@smg@ ba\{eu signHipgnt lipgpatignsg gluding
Fﬁgr:lsk g‘ﬂ}{ﬁctk?&lei’]or%\{ﬁé I%tcﬁ: qiheac%lt fnn:e H@ﬂ%‘ﬁ& npap%gﬁﬂg \§1tﬁ Shetlﬁﬁd and
treat nent of [i gnanci es. asel ga and
Ivelragie bEdids frem theayound sleng tie cal llnGCan cer Res earch

44 1

898758k e o B o
Etpb(B“t foethe wyyndpiress@g aedifor werdicatiangd padunged aefiter fricguladg shaped
Bohderppr oduct of the transform ng gene from

B1 ast omas of cheni cally treated rats. The
activated formof the neu proto-oncogene results from

a point nutation (v?sl ne tofgh %ld,mc acid) in the
transmenbrane regi or> BIMPRLI SR BYEH WY ot ei n.
AnrplbiT}ieq)actsislﬁQn@ﬁudﬂ;ﬁohmnwdimm{eggng)ﬁavnlgw thid, ﬂkb&ﬂ_ ép@ﬁbhery
in breast and ovarian cancers and correl a Wi t
%quﬂ%%ﬁ%@lﬂ%at\é Hiatprhagdling the %?I‘éirﬁjé"ésm%sjg el"f?““i‘é‘?essmg 15
Ech@Bulckad s$|a§1fm1'ﬂw@1m1ﬁbved$ﬁhe@ﬁ)ﬁ@o #AguldOshafeiduffdR8 Auch ARdheel,
U S. Pat. No. 968, 603). To date, no point nutation
P a@raufse%aﬁphg%ﬂop i aTogRlar YrptbuEACS S P diesEipg and
L%BM Lrenf K5 wol @Eﬁ{édttdlﬁﬂ%[tﬁ)n n‘?ﬁﬁ LEXORScBSSHd @Rt coRERBRr convex

requently but not unif due to gene
%Wfff}F@ fhiog axdueg, theasougt §@S%%Wdc§smwaemﬁrwn@ﬂe for applying an
%51‘%1[&%%?0 th@ﬁée‘f’gf Mo ek &9%%1195 arf 1Hﬁct%§é?f7@§é?1meter around the
endonmetrium salivary gland, lung, kidney, colon
whyndglrebsingancr eas and bl adder. See, anong ot hers, Ki ng

et al B 974

1 76 gn _y%ﬁ}hrf %&gfgg%@%&ﬁsu (Jv%grﬁgdB(%ressYl% lﬁﬁ)g ?\Jpgell't %s&n&‘ﬁ@ﬁﬁé a
GoeB5LS58e CABBBINg a@ﬁdhésrveddyer oiCnbamgdayRe SOptiodalyl a1
YR Batoat i & Bl GRAERIREB NS by A ping supor
Bl er iGppicdlo. thdrcking lay8i8 2136 c¢rfRAR) to éimard detivalthe wound
Cancer Res., 50:421-425 (1990); Kern et al, Cancer
Res., 50:5184 (1990); Park et al, Cancer Res., 49:6605
(1989); Zhau et al, M. Carc¢inog., 3:254-257 (1990);
Aasl and et al. Br. J. Cancer 57:358-363 (1988);
WIllians et al Pathobiol ogy 59:46-52 (1991); and
McCann et al, Cancer, 65:88-92 (1990). [006] ErbB2 nmay
be overexpressed in prostate cancer (Gu et al Cancer
Lett. 99: 185-9 (1996); Ross et al Hum Pathol.

28 827 33 (1997) Ross et al Cancer 79: 2162 70 (1997);
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[019] (b) conpetes for binding to ErbB2 with an
anti body selected fromthe group consisting of:

wazehg/01931d. 140, 1.43, 1.14.1, 1.100.1, 1.96, 1rABUI2007/075169

1.20, 1.39, 1.24 and 1.71 .31.44.1, 1.140, 1.43,
1.14.1, 1.100.1, 1.96, 1.18.1, 1.20, 1.39, 1.24 and
1.71.3; [020] (c) binds to the sane epitope of ErbB2
as an anti body selected fromthe group consisting of:
&mfsﬁrg]to a %vo%ﬁ'(p ’Thg: df&g’smg]s-u]];éortllay% Zr‘rélr{%ﬁnsion the %@und]drélsgmé after
qppllqatlpn oiithm@ﬁr_td dressgig, to theygund. I gt emb@nents ﬂxp dagpding

iy R O R R A AL s

tho periis¢temy thefwouhd diksding, hilg@lso alloAdng the Urkssing t.be@akily applied

Gyt an i portpris ey 506 5 g 1T 1050

1. 39,In ko4 crabwlirhenis the3youad drep O22upp@) laperndsermendarlip B2ached to

i b nt i bod
s bR e Biektisddtst Sl BORePubs feik G Fog iy B daR&hgaver or
dn #h3 adhksildlader. In 4tk elnboolillﬂieﬁﬁssﬂne ]f&:iingl s’lu,pg&?tL g%erfi?per%mgeéltly
14 , } . , . ,
?i“adieé tﬁgheiolé‘?fthe]l-baﬁé‘ng }ysy and 1.71.3. In anot her

enbodh FBOEmbsiAheht i elind Ardsah @@idedpREeRtteinSs Govided that
anti body. In anot her enbodi nent,  said anti body is_ a

FTRREIESABROUNd K Graipg eorpRISHgRERCkiBh YT oYY 2 @ﬁt%nséwn%mawr
antabg it PURLIRGuPVrE 1bRR ptARLERE atth@EBlo dt Tea@HAE BLIhe first major
enbodi nent, the i1 nvention conprises a targeted bind |n9
%@pﬁ andéeqj)nd Majas swEdce ahthe ﬁ?ﬁki‘%dwr drheggin the dressing support layer

RRLIAENBA 'reﬁﬁn RNk fdr@Da ;jﬁ?eﬁl%%ﬁ altbfA&fin &%@&b(ﬁ hf@lnc¥vered
bi nds Er bBZ, wherein: the targeted binding agent

OIS of 8 b@ﬂengﬂemr;aloeﬁdterpe@ﬂer of t erfdesgP®R3  ani no

consi BErgafbod iy WG SRR ShEShE LM § g P

dongBising ad@und driessy subst@@, configutedtode blagdd @ﬂ_a wdyntl, the dressing

%lb%tgage liaVEl% an aéSo 4@%@#1{)%%19}%0}%1&% g ef{emgileg?s% stOr&th%erlphery,

aumpiressiag stppertlsilghtte chafigurddDRbe ptﬁ‘ﬁiﬂi’enﬂm dttdchERBtoaind wound

ci d sequences of .an anti el ected fromthe group
B e PGSR R Jurh G g R fptd Ry pE
ﬂosﬁﬁ)nedl.prﬂ:ﬁnﬁte te ﬁ&noﬂ.ariﬂ&, plﬂra]2t§= ofiexderkiond radibting &orh, the one or

1.140, 1.43 1 g 1.96, 15.3]% 8.1, 1.20,
Porgerentya 99,“18??&0‘_‘(”91 efé’ﬂp %Oft@j’ tRRg 8@’1teed bi ndi ng
agenttn AR ricEBSdithche @ Wputd@tRingfand &)ppard @Iysaani is@Rivideai n
(b); or the targﬁted blndlng age t of % wherei n
t%@rﬁegw%lﬁéfiws HicgmprizeRAny] tsmg frygng first and

SRHHENGESuAa®s SRl £pdrpderd I aﬁfﬁdh&@ve&ﬁr’fﬁ‘e BRE B e fadd of the
another enbodi nent, said targeted bi ndi ng agent is an

baskinggg an pbsophsat e on drafiyeli reer surfacsiod therbrelgpgyvhersmghe
omBi38d has%hz%%a ﬁos@t(on@‘l’dﬁ%@hé%@ﬁﬁé aRa |tha@ﬁ1te'p@1‘ﬁ%ér}%f the

antigen-binding portion thereof. In another

avisioa ienerds substratisbisy Prshiae absatbicniandy. velrereimthe absorbent pad
e T D PR ARl el B O B o s
N@kemaetheh end stl@ht theththic lastre flm tackidg. s& queaedeygan isfadyot h

%118 i thLtD nen’t %%%cpg&n %lthel s%?‘%l n@o&ﬂﬁﬁ&erﬂhe backing, wherein
thatuppen -latylendlmpgmq:};cwﬁluralntytolﬁ ertecfonefadtahieg frment bomoeanntral
be from any isotype. [025] In another enbodi nent, the
human nonocl onal anti body or antigen-bindi ng portion

t hereof of the invention incbudes a heavy chain that
utilizes a human VH 3-21 gene, a human VH 3-7 gene, a
human VH 4-31 gene, or a human VH 3-13 gene. [026] In
anot her enbodi nent, the human nonocl onal anti body or
anti gen-bi ndi ng portion thereof of the invention

i ncludes a heavy chain that utilizes a human VH 3-21
gene, a human VH 3 7 gene, a hunan VH 4-31 gene, or a

N AN o NN oA a1 oy N T
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t hereof, that specifically binds to ErbB2 conpri sing
the steps of: (i) admnistering an effective anmount of

W@ eoossoi3at ed nucl ei ¢ aci d nol ecul e encodi ng t heCTE82097/075169

chain or the antigen-binding portion thereof, an

i sol ated nucleic acid nolecule encoding the targeted
bi nd agent, e.g. the light chain or the

anti gen-bi ndi ng portion thereof, or both the nucleic

%ASQO\UHH AfWuES e&’é&%@%eﬂﬁrlﬁﬁ@y b tﬁ@@vo&madr&sﬁg danEl %eﬁ%ﬁ?ﬂ{é{

chain or antigen-binding portions thereof

BRPOTH BsIgH is subgtant{ally mosspigie shan g hahlén&t@cfp@hf@teél@ndilng of the
#ﬁlyle. [042] An ErbB2-nedi at ed di sorder can be

selected fromthe group consisting of breast, bladder,

|ungInhmamﬂeméownwpm@s@amh¢63h@na¢hmp@m&@#mtBmuwwwd

SR Bt 0B el S PR an SRR} IR M sy

@nﬁmﬂna]enmlrfacteb end mpemphergnan aalhbstmdaem the fist ihgdr s(uri‘face of the

' bi t f er at i |
P B BBl PRSP e FRERERP LB o
ho biukigs, Whertinehsdbe@baft padintindsthediongldidosaidgsiutijtaiils, a

SRR e Eos il Hh AR sLE e by g fim

Blﬁkﬁg Mand \Whefe@ e Sibibehtdad bedpridic sl bRenlidosMmktchibisRhdiging from
ErbB2. I n anot her enbodi nent, said binding targeted

%}&é)mmqr%ceaﬁala%ﬁftaﬁ e the O‘étﬁb?dlg% Pt BRBHINIARH thes%?uad dressing.
ant i badyoth& ebDUNRRM, & RunLdibiREIafd QAppbid BREMRPRFAREA
anti body or antigen-binding portion _thereof. [044] In
G e aavavad Hivevs thetivemprivesrani et filin baskios haviag ﬁ@bland
{e@bnd RHbRILERAY a@d"a F DRy st ddwbdive dnh@fiSEhbjor fuPfhace of the

exanpl e, of a subject of cancer cell, expressing
packiBg; ané@ﬁﬁbﬁoéieﬁ@aé@ﬁﬁlﬁcﬁfFWJ@%@ffé@l off thgj blaﬁﬂ@g, wéap@et thel
TR r
?des&glbﬁ%a%gg%e%fld ﬁésﬁtgn a %ggct | 81?1%1 EL%H t ‘?ﬁl% gkﬁtﬁﬁ]%ry of the
baskiag extdnds sobmtanhalygreyopl ho aigp@lenmd,caﬁld vx(har)em the absorbent pad
Q ti i f PK .
Pol}l? e qu{yﬁko%gblllm@ {)Lol{\y Er gﬁr%%tpg%i% e& E}gg\&ggﬁg% )%;als% I(}fov%%d Iﬁlat is
attab]nddl dni tenfiref mGRGR facenef tl(edﬁachngm*vheami thn suriphe deyof contpmises a
hor lation qf ErbB2 j
PHRHRE By 5t e TPt bttt faed B gy odee of
i peliphgryt Eniget@d dgedihg, Iaﬁd ﬁherallﬁttlhemilﬁ]yort lbyer doiag bebstantially
enbodi. pent ald ant.i ni zed, chimeric or
R b e SRR G il o GRS g port 1 on
th e:r ejgfese a[n@%ﬂlohds gt}%ﬂ @dvlaﬁtggffﬁ b wamﬁdstchargd'l@ﬂzln{g\/tﬁ@ tnv@flion are
i nc es .a nmet hod f.or ul ati ng an B2 activit
%91@65 put ey hrBE R YR Bis2Ta mh eIGER g reé%mda@mlﬁgga bl
M chl 'To@rﬁe'tt@ﬂﬂMe@famﬁﬂ%bﬂﬁ@ mREMbh e A0Ltdg0d) aRd oMbdtdlobtained
t he conp03|t|on descri bed herein wherein the ErbB2
et wpptrgferece heuld b made tothe aspampylyingrdravagyred dgsgpptive matter,
Ratiemboli BBl JrhAREnaaPadi hlﬁﬁﬁhe@&d@fa&drﬁ@@ bi ndi ng
site may conprise a heavy chain and CDR3
and a light chain CODRI, CDR2 and CDR3 of any of
antibodies 1.44.1 4 1.100.1, 1.96,
1.18.1, 1.20, 138 rit ﬁ%‘%rlga"“ jf 0 Dty 1, 1.140,
1. 43, Th_b invention willib@durther desedbed with 18fefence tb. th{)c,lrawi_ngg ,wherein
JOr%g' O%Hﬁll }ele%nc% c%rtaaeésl\’nd%[éycoﬂ? to}{\@l{l]é ?arts%]n)éﬁg%ﬁﬂr thé &eral
Al ne o Fewer €.g. one, two, Pree, cFoar oretrve,
apwvnandwhdeaddi ti ons, substitutions, deletions, and/or
insertions within the disclosed CDRs. Such
nodi fi cations may potentially be nade at any residue
within the CDRs. [047] In angther enbodi nent the
targeted binding agent or anti body may conprise a
sequence conprising any one, two, three, four, five or
six of the CDRI, CDR2 or CDR3 sequences as shown in
Table 4, 4(a) and/or Table 5. In another enbodi nent
the targeted bi nding agent or antibody nay conprise a
sequence conprising a CDR, CDR2 and CDRS sequence as

o A7 oy
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enbodi nents, the fragnents are at |east 14, at | east
20, at |east 50, or at l|least 70, 80, 90, 100, 150 or

wQo®sam3nd aci ds | ong. [066] The term "nodul at PEyUSAE7/075169

used herein refers to any anount of inhibition or
activation of a pathway. [067] In certain enbodinents,
am no acid substitutions to an anti-ErbB2 anti body or
anti gen-bi ndi ng portion thereof are those which: (1)
redugaGsURGARS hikh bfetvyoftagvonﬁ@&ﬁnmgsaoﬁﬁg&@d) al)GAHERd in
susceptibility to oxidation, (3) alter binding
aﬁ@ﬂWMFyWﬁumﬁﬁ@b%ﬁm@ﬁwfﬁﬁémwn%@nplexes and (4) conf er
or rqut}f Y is QDR md )élsols§ gp(ﬁ{%f(fﬁe' W@J dfdrég %
properties of such ana ogs aln speC|f|c
bi ndilig. 3 o aEppB2n vidwalf @.g@uc@chreﬁsm@ edeguret indusrangstién ns
B0 BB EWANGE LR AR RGL T2 ¥- ocour i ng

Pde sequen Y single or nultiple
am n&l@oﬂ d; aSUlIBﬂlath utass)muorpo*felﬁeewamld)dramng ef K&t Bve
amn Igcg bStItuIIO Xd ({ 8
nor 81? Pk 5%3 RS fSFSé‘fgeCrOSBWe i) taﬁr%“%?S Mion
afcotdmee pﬂih)apemplleﬁhent@mﬁnsofdl& ihvsatickomai n(s) form ng
inter Je ular contacts. A conserv

| ve amn
S ober VR e Er e RRble G GPART P FoA RN e gt forms,

%&iﬁ@g ttﬁér@bf Hebapas keivishy woy &fexiiflc RAthe BlawsRd RN AT be
pl acenment ami no acid should not alter the

%qq@rpbeﬂél} %qtz}1]e|1t shouldibe apdersiaed, h%\p(eé/gr Lfﬁgt thgantention 1s not to limit the

iR M Phktiulk AbodghedRMBIcRLEN abn M6 Sotry, Thetif¥ntion is to
par ent seguence or disrupt other tr pes. of secondary

%quenaék medifieaiges. eqiyaetse iR s pelrimhvithia figenisi and yeope of

aengtsion 9l ycine and proline would not be used in an
anti-parallel b-sheet. Exanples of art-recogni zed

pol ypepti de secondary and tertiary structures are

descri bed in Proteins, d Mol ecul ar

Princi pl es (CrelghtonIM@JLH9®#E€?t@Peean and Conpany,
New Ydrelprgsaig 8abehtion intliranthdat ik orwunddissotgeind s@tpot sy stwme and

St PRI, oy O E o SR PRI 8

Spgorl §5temlBO prticularyowglonut e application dmer nefmore Eu'r&u:e ofa

eRSPhsea i PERenf et e 2R e DRI sty plalbdft matcrial

arelptgedigzainet thél%&ncbﬁvhﬂdﬂﬁe seppptayeenp eidt indﬁtndﬁlﬂge&ewound

R T R R T,
Wow@. Res. 15:29 (1986); Veber and Frei di nger, TINS

p. 392 (1985); and Evans et al, J . Med. Chem 29
(10877 SO EBHEBTAEE HeraiH Gissheremeics i Saer fpont i

BRRBLUIES ardl £ Qhtet 18RY 6h ARSI 1Bydr MR the ﬂfsorbent pad. The
comput eri zed nol ecul ar nodeling. Peptide mnetic

t hat
ythesieg laye ppg backipe davet foap atpérlmﬁérr %ﬂé@tth%%ﬁlwr}?eru@& %nd hotd the
REBHEADId BMad2®n ld%%n& oTlW;%ﬁHﬁ?er ARmEQN ffl@la@lﬂ:tswe layer and
therapeutic or prophylactic effect. Cenerally,
brsiomi dryri rreps the akgpderttnad praperdy pc}ﬁlt@innd g almheépsgmﬂ@wmgm

y t

Y PR Chufd v B PP Sy ATE af PcfnE BB L B wpicaty
suichelrghia, dndrganeraht \'rensoﬂlvlblbultf tlna»dbesonéawr arrddqaeklpgbwrdlee not

j [ I
J?ﬂpgéﬁh@ﬁlgpo%g lc}g %Il)élléa?li&l}i% 1?1,4?&’ %glfkw‘%&% 8%&1%% to
ﬂl@h‘l&-l@kla}revenﬁtgqﬁbbeﬁ ap;ﬂlcatm]h dveanwpynd- le@SHﬁ)pprt system described
-CH(OH) CH2--, and -CH2SO-, by nethods well known in
the art. Systenmmtic substitution of one or nore am no

aci ds of a consensus sequence with a D-am no acid of
the sane type (e.g., D lysine in place of L-lysine)

may al so be used to generate nore stable peptides. In
addi tion, constrained peptides conprising a consensus
sequence or a substantially identical consensus

sequence variation nay be generated by methods known

in the art (RIZO and G erasch Ann Rev Blochen1 6

A NN™ A PN\ o o, Y o - r
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anti body- antigen interaction. [085] The term'
epi tope" includes any protein determ nant capabl e of

wap@sii43e0 bi ndi ng to an i mmunogl obulin or T-cePCT/US2007/075169

receptor or otherwi se interacting with a nol ecul e.
Epi t opi ¢ determ nants generally consist of chemcally
active surface groupings of nolecules such as am no

aci ds or carbohydrate or sugar side chains and

BEAR HRN s hpues méffeb&vetmyqs aﬁbryﬁra%ro%@hreehrgrs bbb @dnt while
characteristics, as well as specific charge

effestivaly epperting gie pARmetel Qfdbeedrn»"éwgbepl’evmt precgsivegmdesirable

Col A0 LAITRAAE Conolid il BRREe SR ORFme Bl Sfpd i
mnpﬂbammwﬂ@hmmﬁemmmem@subhsaﬁwan anti body) occur

l'ine a [ S f

or ot zlrhrexrvolung HI%SSH%CSB{%& %8%18 Cl} %ﬁ ﬂe;yﬁlg %g&;klﬁ;n%lg e %1'8%; the
panipgera of tho nirerssmg; ranchpmmsrss o&mlnwearoncde riesli dieseing euppbh éayer

t t d f
S BB S e B Bl FrobE Y PBaR S Hrer i vaepiprer
bitke dieSERC | Bici e ﬁgfd&pfo&n)ﬁls ale fornmiktionpr @tamaklpyport 140 that is

iiMan bl In.certain

et e ho dhaistfiad s Wb es Ak Of gt g dressing aftr
felaRddineR %plleﬂh$hé@eisﬁlgtéﬁﬁ)ﬁ&ﬁﬁﬁye5@aﬁl trél‘ﬁehﬁanﬂentm\dnabrrbd to either
ot her enbodi nents, the KDis between 1 nMto 100 nM

tite oftthrebacking SFimedt the drgyangpynpert i gen Re opBicim ¢fghepeking

RMr O%er@sﬂ@ §lpﬁ)§1@ 168 daR BE 0@ the 31Ue 3N thic B&SkilSlayer facing the
det er m ned possi bl e to generate antibodies to

e hrd zvyben ong, lgused Tagsp gofarésiq perHaRs g dessing sypgrtilayer

FBSitR! RRER e df@l’r’eed%ésfﬂg (fofbLa8pabl ¥Rl htind Wi BerloR fhe flexible
di scovery process, generation and characterization

prrtignstol ﬁ@@@@@nm@yo sielfe pmrtte apphitgomratilhe worlsbdiessing is highly
%%%drﬂabple &R éa%ﬁﬁi fadt i P Iﬁ'o% wth@&; {Eatr'h 1%'15 hc% nded td REfve
poSSI to etit |ve y "screen antib |es

tndrmhpn@ afohet dressmgmeppepildyepeier Are dappng as@lppllleml tadmvemed
thls t. C e i

ant B0 SBORABEHE hCPRN Gl Riny hShERG G tebfe tover.
As gsed htieam, am‘mtlmdﬂ}ea;ttachﬁdﬁ meensfthzrt tlm dvelising stpgpotthigyer cannot be

ti ) i gh t f
b Bebadlnd BEEIPRYT BEOEER wRbinelt PSP Thoe the backing
descthedoe@rendiering tierw@inid dreadinPadnéurictidap| Tigadrésoing NMippoMByer

03/ 48731 . 86]. As d.herein, the twent

SRS SRR oD SR ol B IRINER R e PG Tty on

%/&]cllnﬁwt @@W?&glag(ﬁj}@&dh’dﬁ&gg SSe(e30 II mgunol ogy - A

nt hesi s n ition ub a
Eds. , B4 Eh?r Arosgiag SYPRPK &1y eI REFAINSHY attwge% o ttla@'@!fan; layer,
ih@l‘é% M}ﬁ\ta@(ﬂfolﬂ&ra?blﬁbdtibf tHeRU &S &MNEEbackidB Myerldi@e tBMBund dressing
polynucleotlde as referred to herein neans a

it Dlagsr i Thistlagkrafdorepenitrast Wil Bechforges of ey entippalisypnost lpyers,

WRRELA, fgeﬁér&lp%m&f&lqu&{h% ‘Bﬁékquﬁgsla&rr aﬁj@%yl@%lrt?dﬂg bfj@é bétking

a nodi orm el ther t nucl eot'i de. The term

lam,rr prdiesslasly Al rerigstbr.dUtbe eurgapr eﬁrheﬂatfeetr pefentjati g 8joseping the
gqherein nmeans a

Rt R B e oA et P or g1 n

or sdfe. tehmisat ﬁmbrodurlnent @6 wowr drbssing apd suppert epfsteint &s

&’Js&%eﬁ h%J%gr. r!hff ‘&Joﬁ{rf&‘re& yfé‘i& Sé%& hggma 1% cimi, Brb nt pad 12,

assocl a wi tTh-all or por Ion o ﬁ ot

Whet dbsavhere pad hkis towodddtyea aglndsiva leylere Gt ordaelfiackmg ﬂayalnbn thact

nature, (2) is operably linked to a polynucleotide to

which it is not linked in nature, or (3) does not

occur in nature as part of aslarger sequence.[089] The

term'naturally occurring nucleotides” as used herein

i ncl udes deoxyri bonucl eoti des and ri bonucl eotides. The

term'"nodified nucleotides ' ' as used herein

i ncl udes nucl eotides with nodified or substituted

sugar groups and the |ike. The term"d igonucl eoti de

Irnkages v referred to here|n |ncludes

o g, o o s o T L
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serine and threonine; 3) am de-containing side chains:
asparagi nc and gl utam ne; 4)aronmatic side chains:

Web@aplel@ani ne, tyrosine, and tryptophan; 5) beCI/TSHNUE5169

chains: lysine, arginine, and histidine; 6) acidic
side chains: aspartic acid and glutam c acid; and 7)
sul fur-containing side chains: cysteine and
met hi oni ne. Conservative am no acids substitution
SR Sutdd e p\éﬁﬂnbt@fi‘ré Sk \Q@dﬂ_d%@ésﬁﬁg I CThe backing layer 14 is
phenyl al ani ne-tyrosi ne, |ysine-arginine, '
abigalibvhedtgaplyien, fxine fed athgsinrspagns or gignglucent, allowing the

' [ 02 i 2 : :
%81%51@%5&] ¢ & ‘t}é[vz?l%@erdqhm{l p At 1l grLer@éslsMg glz(ﬂpﬁg lagler 16 is applied

conservative replacenent I's any change

oakd vownd dvabing 10.nTherepPAMESOm| dogpribek Birthbrdwth whm paitigularly
disclo 1N net : iLen. ; -45 .

BBl Recky KRR RSl o Bona URDRF il B tt sitraborbent
palderpatiabnyedoondeghhatdntethable phckoerierrt 14 thatinyigithad flexible

hav.i n n egative value in the PAMR50
FE%Y?EV@?P%@@d matri x. [0103] Sequence identity for
pol yapt 2 slesvsiaschieypitic atokysetmsiftiedyaisil deps SeOmanGel as viewed

nal ysi s software. ot ei n. anal is.software ches )
SRR R s S0l L b A T AP PP g B SnE a0 { D aressing
Mppblagersiblsigplibd ioQRShackBk ElybOnSonaRelb@toRedide facing the absorbent
modi fi cati ons, including conservative anmi no acid
Ragpl<t (T tlicoTing suppprt liaﬁegtlgﬁ%?e legatsdRshycen iy Berlgng gy 14 and
sihevety&ap an@BdocdR@Yet den (MHIERIVe Y P €7 MRIQRE WsbiBent pad 12

def aul t %araneters‘as specified by the gro rans to
@& thavvi InE1G SqubrRdeitinn bt dgyringrsuBRaURYFE 40 Ffetptappled to the top
het (\!ﬁﬁ@ba‘ékiﬁé ﬂer I ﬁtlf%%d@%w)ﬁ%%&a?@% the Hﬁ‘slartféﬁt pad 12) as shown
honol ogous pol'ypeptides fromdifferent species of
orfdend-sns or between a wild type protein and a nutein
t her : : : ' : I.Ver Siit :
W sconGapegysSer B YEE BAOR olncin KEY 2hioncRbive ayer
Tompmandhdreus thagafenSTAmes fapidj tattedtadineno to thebaskimg teged14. The

r ers, .se rsSio . T . 0.4, FASTA2
ERGAEASS) <BFSuitis SRR Reids WA RN AMENE 12, ence
i dentAdshowh it FI&S: égndhshadretsing siygott lgeetd & abebswenlly radial

th uer d search.sequenc Pear son t hods
et Tstaion’ s 3% 558 b GG B bR REPHBbE R egpigr 19 of
thd AtelBie ANl The 2000} t)laycAN@fdnas a pluefliey ¢fatte@hiignint bvaradtpertions
0 ri .a sequence of the invention to a database
SERIRG P SRR ISR oo S o b fad e apents
%F@aﬂﬂé Sdlﬁsiivill)érﬁl&teﬁrqm_ﬂﬂﬁ RVdolﬂ?@@rlre@EﬁgBmqupp@ﬁ Rt Bd dayl be a
stp or_ tblastn, using default paraneters as
%ﬁ%ﬁp‘ie%e&f\}ﬁ”ttﬂ“i [HEChE GgPaeYen %rlagt?rg% pg?wetr&fﬂlaa orggn g two or
thore dMihet K@c@i TR I apedayki 06 (nI880) incﬂdéssrﬁﬁ‘lﬁléle@épa?dte pieces of
Nucl ei ¢ Acids Res. 25:3389-402 (1997). [0104] The
NGy e Brterd oy prepinlifed wdganleds Henbihosd apBeleniresrbgy
WiththerdeMer #bVidedaR nflitigI €RLrs, 30O Mmplific AH FQAnPRI 4
resi dues, usually at 1east about 20 residues, nore
usuallpynogt enhbwgd ipengssbuisuppart lage I§semprisey pipkiadlity ofaxtangigag 18
' f - t -
B L e B O R TR, T T B Qb ihuion of
e dueneesipporbhye loatliges tha panctof 1 5dif tifealresning 0 tpalri pyers¢d
refe e o a -
bl BREE GBS Ll SRR o BT p BRIty pactane
lperrig bagiedn e grenies 18amanirbode msinmin 4 gondneg botood tha edges
nol ecul es are contenpl ated as bei ng enconpassed by the
presentinvention, providing that the variations in the
am no acid sequence nmi ntai npat | east 75% nore
preferably at |east 80% 90% 95% and nost preferably
99% sequence identity to the antibodi es or
i mmunogl obul i n nol ecul es descri bed herein. In
particul ar, conservative am no acid replacenents are
contenpl at ed. Conservati ve replacenents are those that
take place within a famly of am no acids that have

- e o o o ~ . o o o o -
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nol ecul e on the antibody or targeted binding agent. In
one enbodi nent, the |label is a detectable marker,

we@2@s/0193mcor porati on of a radiol abel ed anm no aRCTUR007/075169

attachnment to a pol ypeptide of biotinyl noieties that
can be detected by marked avidin (e.g., streptavidin
containing a fluorescent marker or enzymatic activity
that can be detected by optical or colorinetric
bEhbQgSd. Thiy BRRIHES 15%&‘1’1& r'&gflzedtsg' thal AR U poRRINK 86 will
can be therapeutic, ﬁg drug conjugate or toxin.
Spafrpes @sd ﬁ@nrﬁ@ld $pesf theragsdie. nljow@\rey gelds pikestagifigtween the portions
[ r
L TSR sl el o R B e
mctoth ¢dge retdiowtanajerflps of thobichigg laryaldlébfomtl op%e:)nt@rltself

CLICIECNOUIE T e e e

fBRET: Epprasahh) demenaptet Endfhiandraeinglos Wh@p]sba,ht}ecrfzfymﬁwns 18 can also

I rseradi s roxid al act osi
PR b B P RE S AT St AR TR AR AR B fRfenes
maWoen&dremngt l0RYIp e dpisast Meqﬂ)ﬁic&lrﬂ‘m reeﬁndmnleycpﬂphe &lige of the

epi topes. r gni zed b se dar orter

v ‘ﬂPéjiq%?S‘?% Eﬁ ng‘é?‘Fab qﬁé‘ ?3 Roi &f difogy! ?8‘%55““5 support
ﬁge&qz;d@édmtﬁmm Oflihe Fresdimt @hbpdt RGN, &@ﬂiﬁg DSer ﬁpadh@ﬁee layer
t ags), netic, agents, sucﬁ gadol i ni um chel a

tosr %Pgnes% %rﬁw%gwa@e&%ﬁpwmef%m Tlafytﬁ'a%%%na@.hﬁfdsiurmg
BsABfml & heRoufld Micgiiggniobr omi de, emetine, mtonycin,

et oposi de, tenoposide, vincristine, vinblastine,

col chdierrabodicarshowt i, Flﬁauhmd&bﬂ?@ﬁﬁtenwwa [coRyeree on the

@e%ep §GH tHe %ﬁmﬁdresm %(m B ﬁl%ngr’me[? doPEARY ik Benter 19, Tn general,
acti nonmycin D, drot est ost érone, gl ucocorticorfds,

the deeajingsuppet kaa@dﬁ n%perma@@ﬂ}a pdhesredpie %bawgipyer afdeither
BALAPY 0y 209200 Q08,06 ROFD) 9891 ABLTh 0 B v
wanwamSmMQm@thlamwraﬂmw%mpdﬁmmMgaJ steric hindrance
[agl;;/lesn wit %nelgl(ﬁe% g%cp 4 R w u%kd)%?ea P¢ B/g ca nﬁgle cs a ca#ri?ér film
2halso ha\eﬂigx taht (§: ¢ayr1é;u|fmd§4mveas ﬂhamgfate sf thewotml dIEHBlng applied

té)rq?%/pa(s]ﬁlg @g@&ﬂ}l mélF']tn %%ct tﬁ gl}e %F}H ent anra Ceegerlghery of the
ﬁcml‘eged lejzbrbﬂnﬂihen@nﬁjemh 24 Semqimnfamedftmommlr cEestsﬂngﬂIO Qi a user
et si Ln one _enbodi t he targeted bindin
’éé ¥ t%RPEthBe dressiivo dG G %‘d’ﬂ%ﬂ B ’?ﬁieepchffroé Qiultéﬂq‘i Riece
féﬂ:ﬁsdehﬁleﬁ 1An@ Py BPPart cﬁé‘or tagedtédre ltﬂh&;ﬁbl@\ge (1ot i@ t@Mhining the
ndi ng agent may conpri se a east one an
gneﬁengn@r AR PioRe awn%mﬂﬁ 6‘&%{7@88% &i@jnih %%ﬁcga%?o hF FRrfigr film

f@l&%? 5 @6 @R AEIBACH N Bio g8 aktBdheyp@ QT S Rn@ URkdiIng 10. Once
scaffold, e.g. a non-antibody protein scaffold [0118]

th F%fﬂ@lh%‘m 24 aﬁlid dresying 1§ gre sepeesiedasndy HleappROt leyse 1Wbsorbem

pé?iolrf%é)\fi@e mgmﬁtrantvﬁ’gléhﬁl b Q&%a@l&iﬁ@la?@r 14 conprises" or
conpri si ng, under st ood inply the

i ncl usi bAwain laICs& éﬁeﬂﬁe pbroghgetpadrl 2 @f @igpings 10 ip sasppsimes pafgrred
ul |

{I%%Is gﬁ giglsaﬁ&( d %éc% e‘%ﬁe I%J&%mg‘i&g{ 14 J% %ggug&gmﬂh? R the

@hanbammed ilmj.'m@tﬂy ‘ﬁhseqné tife e[nt)l:@m]lpheﬂw @ihtbe dnbibditmpehi?. Fdre
QVi .ndi -

e L R B b R P LB s e Rbaciing

fonthis fadloB2bn® cloddides. The psonme sombiodé m?élﬂmsq laydrd 7 on the

anti-ErbB2 anti bodi es are human anti bodi es. In sone

enbodi nents, the invention provides anti-ErbB2

anti bodies that bind to human ErbB2 wi t hout the signa

sequence, am no acids 1-22 (Genbank ID: P04626) (SEQ

ID NO 45). In sonme enbodi nents, human anti - Er bB2

anti bodi es are produced by i nmuni zi ng a non-hunman

transgenic animal, e.g., a rodent, whose genone

conpri ses human i mmunogl obul i n genes so that the

transgenlc anlnal produces hunan antlbodles [0120] An

NS g, o " o o s
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selected from1.44.1 , 1.140, 1.43, 1.14.1, 1.100.1,
1.96, 1.1 8.1, 1.20, 1.39, 1.24 and 1.71 .31 .44.1,

wa2m4019310 43, 1.14.1, 1.100.1, 1.96, 1.18.1, 1PQ@OpS2007/075169

1.39, 1.24 and 1.71.3. In still another preferred
enbodi nent, the targeted bi nding agent and/or anti body
binds to ErbB2 with substantially the sane K as an

anti body that conprises a heavy chain variabl e donain
S%%g%ﬁu%ﬂﬁmﬁﬂhﬁﬁmé@hgM§QQHQ@ﬁﬁsQﬁsﬁﬂ%ﬁ&@mﬂ@ﬁﬂ&%d%@

[

wi@tlvgly heaybitané wiff #bsorbentand &2, dédral?srqntﬁbﬁ/bqngﬂtﬁ h%draﬁﬁng@upport

B Ul gy e AR SR e
et Tather hrreddheriegitoshti, efte, ant Herirgripphadyn.bi nds t o
Erb BZInWh taper lﬂ? g&%)ﬁﬁl&lt sl¥0 1% F%@rge %lﬁ o%ﬁd are%saé%ﬁ)t ?ﬂudes a

bi ndi ag ant or &R ant I body
@DRali}elgcajm’&b@cﬁrbalt badytt theﬂ%orfmxﬂonsads Itlee cttenmg Ruppautilaygr. The

%t%grh%l ? 2@1% C%éesfg%e %fgthgitl!;}%§Y+§ég ggcglr}lga%’lélp 24 'ghgtre%%gds out

tohd pegioieps i1 S ©8tht heukDRegsagi 10N iheﬁaoamlge@éy 1 zt:is aypically extremely
ari.ahl e d i n having the am no e ce t VI

P ERbIE S A, HaRT fidanguecgs afiying e dgrbepipalggto be

WOweBthrougBit. or 42, or both. [0138] In sone

enbodlnents t he tar%?ted bi ndi ng. agent and/ o
ant i - ECBEDN SARGUTBAYS Ak ViR diesbyibont P gt & substanially

RORBEARLuGKSY, With lagbhﬁﬂﬁ? o LIRAGLREIY Bdiafi eh%g}efr&ﬁ the center
bi ndi ng agents and/or anti-ErbB2 antibo gP/&has a of

19 ¢f the ressslgslﬂl The alpsgihent nad 26 foepp @ phwraly of alterngting @CQV%‘?d
NG Ts20l0R 1R LB VR hEKE %d:r @m%ga'rﬂ&f‘fr&n ohgé‘noﬁ{é{f b)bﬁl@éxtensmns
inds to ErbB2 with a 0|t or lower. In

Sortengethp edticpienpasimatdid S lebthe wonsd digtséteant | aI ly the sane

as a '

So1 o N R AERAH AFGu0RLE T LU NG JEELRAN 15

d@6ng ftom 18 iteriorlof A, drdssid@g 10 lowhad asnedigis 7ﬂlegad1al¢4nfjguration of

4

%1 %@s%rbf%té)}ﬁ 26 éllﬂ_ s7t1fg' p%rilin(i][(%q S’Sg)ol’fréh]e ed?%s%% 16‘ ?0 b]e pr%ﬁe%o around a

MngemEMGbﬂhﬂmggpﬂgnmhlamdmanwadmobmdymthMSmmbmgkaZA
bstanti a the same kaoff as

B HO80 oh 2l Pn et Bt s 350 PR35 s s

Wﬁ@ﬁOns of a light chain froman anti body selected

from\; 1. 140, .1.43, 1.14.1. 100 1.

1.1 & aflouﬁ_otgg 1mfle§§ntat101§ ATEAD Brofnafti id %r]iler ‘[9r add (3_r takf aff’d'}ﬁ from
t::}-ae gﬁ)ectél (Sj}MVn%lI]l- F%GQ- Q0s. g)F jor ﬁx&ffple the ‘b’hcl&l{lr%laé/ér 12Q@an Be &ﬁ]{uple films
an or _bot n .sonme. enho ts, the
9%&0@%%%@&1%9%1%%1%%%é,healmFPB?n %frﬂe?"%‘&%/flr‘ﬁ?‘ dngaping of s
Wi hriisirbs haathbrRid. Wita1yS aiRbiPbdnt fl 1@Mtar eclude ehiltipiadub-

conprises a heavy chai n vari abl e domai n having the

Brshdnceding Eeyusehseshests.cire Alo-jaddiggnghlayaupn filﬁls stetheD

Mgerlﬁs ce§1 be]agded]téetwe]eﬁ the%gater?a@ de3Qibed ﬂereﬁ%wth@ﬁt (fé%vatn@g from the
'ight chain variab domai n aV|ng the am no ac

wEeience of the VL reglon found in SEQ ID NO 4, 8

12, 1 ,

o1 neli 1 "SRPrn ey ana gl eBt Wb Ay 15 e

wourdi dugysiag éhtaravady mmueber, shape, B siant il bodyr, t}@l@lb BRrecragat

E[%t ‘fl%% ggﬁéﬁ? E}?holgcyd 'ﬂgats qurag}g at I af %{ 3 %ch@%gaoseé@isas gﬂlerally at

leydt oight, piyd meng rcblamenkyltwslm:) or mes cdrsana:tereas ulplsoms implementations
BI ACORE(tm . The dissociate rate can be neasured by
surface plasnon resonance. Preferably, the binding
affinity and di ssociation ragke is neasured by surface

pl asnmon resonance. More preferably, the binding
affinity and dissociation rate are neasured using

Bl ACORE(tnm). One can determ ne whether an anti body has
substantially the same KD as an anti-ErbB2 anti body by
usi ng nmet hods known in the art. Exanple 12 exenplifies
a nethod for detern1n|ng afflnlty constants of

NS o T
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Inc., Frenont, CA). [0153] XENOMOUSE(tm mce are
engi neered nouse strains that conprise large fragnents

W@RoosMrem i mmunogl obul i n heavy chain and | i ght PCHEB2907/075169

| oci and are deficient in nouse antibody production.

See, e.g., Geen et al, Nature Genetics 7:13-21 (1994)
and U.S. Patents 5,916,771, 5, 939,598, 5,985, 615,

5,998, 209, 6,075,181, 6,091,001, 6,1 14,598,

Rl hsbrcche GAL G Ang én'éf% Bfttide e RRHeKof the backi
91/ 10741, O 94/ it g AP bt 34096, WD 96/ 3 e}{go‘ Wp eine
B8y 16 65HPPWRIDE iRABOmIt mrgé,(@@h%benmdglﬁ/mwrmn H® 5).
RS RO B R A e B e tver
ivek ismpored by e bBPor tyebddioesbsbiborhpad aé)hwhdmm yeoetherouse

@ﬂ)le{@én’?an%%{sl lg alilll 4%) %%Fré]tm E glll @Egl?e.tr)hgﬂg%g&k %‘2 Bgﬁred
mnmegqmomGnErnamrﬁmodmmemél@h ani mal s usi ng the
d ted ts. .Th
o hol® R eREte (0 gl SoBe Sl Y B kanif g wound
arl masgy subettle aba Mo;ﬁld tRatvemtd i5 r&@ﬂto&&&we\gfdéégsb1ngsTh@¢aﬁb@t film
t rence.
NP B T e e DG e R po a0 of e Shdtat dader

ﬂgbﬂbemﬁ@ 260)GhEMriabd of tandhelel layel Mesnd HEbdcknd lafy%ﬂm This
gs and cows, and transgenic CICMcells into which

Pf‘é’cné‘?ﬂ% o6 hackingdayes d4 erintpned Priageneraiioplpar Shiehee

&ﬁén’ta%oﬁ B tHRBuMSRHs &;@erﬁfoﬁﬂ HeR thd .@19?&1 Iayé}rl%Q&be@orbent ad 26).
nbryos, fetuses, and fsprin 619 patent aF

Elafs@meb@%thwsw% pé@ 1%&% @bﬁ??tﬁ’@t Rad2ALi @Fﬂuéhta‘ﬁ CoRiPCE With élte
fb&ndC mqpénethg’gd%% @f}ﬁghltegsllﬂ?;gl Otalllﬁegéﬁ%/ SR LI %R@M’ ed EQamst the
thei f progeny n preferred enbodi ments of the current
patigeinthiishy brikgngbp cxnorurrdbenivieaics mateeofitbmbrgkisg layer 14 in contact

igffli gﬂé@%% é%r{ %V\Eﬁ%@%& hg %ackgr%g%yzea &I% gﬁérlﬁl%dlg{e the

aderisond | kepnhaeremcanéperar@indgheotkinfwifhge. human ant i bodi es

22 (rjre qgrg %& §m@§2ﬁﬁlg}?£ gfse%éﬁ% %eE {%%l(‘lat%n?s 1\%r1!(1’yep 22 insﬁost‘(.'wlgiela on one

apjor mfatmd)fehg/bﬁﬁﬁfg teyet Heinlutvato makeiitxoltiysing and a low adhesion

0|re t hr.ou troduction,of .ger.m ine
QGRS G0 ADRBRT PR R B R RE PP S SY % ey of e
baallink &ypal 4. i Thatlove hkﬂieﬁloh ogiting redyea stic raed lofdh@ﬂgalthe dressmg 10
ﬁwommmm YAC) . g er enbodi nent s,

S VRV Hlress g %ﬂ“hva PR TAPEY §F YlFeSc?fr eP e r‘PB ressing
| GardadembiegdhdndGRaicss thoGiitice SRBoMBMBEdre®inga.on liNak bif (ﬁher
%ﬁnetlcs 15; 146- 36 (1997), G een nd JakoEOV|ts

fics, Yeighy egingaddingn ?mi@b@) agau(f m@gm@ igggval of dressing
0. € hesHpRm Bh 1ML BRsiBH BackBLRYeriaNGMERL F@tudwhly the pres ent
reference. I n other enbodi nents, the anti bodies

BV OHIGR 681 herfomshia -3 Pah og iy SroSs mEo.Ae LY o whish vio compatlble
%{1 43é( %ﬁﬂ&d‘ﬁ%&%é@@&&% Znd 'al%nﬁ&ypdrﬁ@@ﬁe?aﬁ af | Qﬂ/hrety

reference). [0 I n some enbodi ments, the non-human
am naThe@bmbqnsMgl 2teu ﬁbﬁ@rheﬁmﬁl@é cibesininiisg hedroenlgid and
t

L o g T s PRt T AL L e L L 2 Gana e

lmcmng lkeydr tdaoughptisea tiangacesi dastlofpowmﬁrlv ﬁhm@l g ,geﬁb@e) having
0 0

5 {h?éi&%ﬁ%o gﬁéa e%gl;?] 0 1@’%?‘0%,6 B%Bgeé‘%gogfo aﬂm@J %ggn bl ﬂewlﬁ e
domai n, and a second constant domain (preferably a
gamma constant domain) are fornmed into a construct for
insertion into an animal. This approach is descri bed,
inter alia, in US. Patent Ngs. 5,545,807, 5,545, 806,
5, 569, 825, 5,625,126, 5,633,425, 5,661,016, 5,770,429,
5,789, 650, 5,814,31 8, 5,591,669, 5,612, 205,
5,721,367, 5,789,215, and 5,643, 763, hereby
i ncorporated by reference. [0157] In another aspect,
the invention provides a nmethod for maki ng humani zed
ant| ErbBZ antlbodles In sone enbodlnents non-hunan

o s o o NS .



10

15

20

25

30

substitutions conpared to germine V K and JK
sequences. Substitutions may be in the CDR regions,

wo b@sfremewor k regi ons, or in the constant donBCTIUS2007/075169

[0172] In sonme enbodi nents, the nucleic acid nolecule
encodes a V L ami no acid sequence conprising one or
nore variants conpared to germine sequence that are
identical to the variations found in the V L of any
%ib?ecgaftedttﬂﬁ i e%%@l:h%nt]th@ﬂbsogoen%)a& 4%_) 18 r%uﬂlgthlclier,%ii@felland

. 39, and .
heamrtilanﬁlebwmgllamml 14.1, 1.100.1, 1.96, 1.18.1,
1.20, (ildn?’o%al %{)&%ﬁ cﬁ@gﬁ (;Iusza'mgghgm[s%?ﬁéL \Jeﬂtlcﬁl now be described
enbo i ments, e nucleic a e enco
Inemsterdbtpige ami no aci d substitutions conpared to t he
germ ine sequence found in the V L of one of the
antibodies 1.44.1, 1.140, 1.43, 1.14.1, 1.100. 1,
AbStbentpd8. 1 , 1.20, 1.39, 1.24 and 1. 71 .31 44 1,
1.14

b 180y henboar Sy by it b i

huabslimitaiad,dvdvoh ecidne oeanqoitos elsra?onn umSenbbmt@ed sagefanfoe

t hat .encodes tge V L am no ﬁ uence ?¥ oclona%
CHR{AIH Ry numbey OF subgaRses. SPgYa ymckld&l GniiBieEsDighaggafsgyirugs for
thard dorthal PRIV N hbdlical thdibdtoik t6 2oRtdrRoMednk® s otfler 1tahces in
(SEQ ID NO 20), 1.96.2 (SEQ ID NO 24), 1.18.1 (SEQID
A\egtegh ¢tc1 20, 1 (SEQ ID N 32), 1.39.1 (SEQ ID NO 36),

1. 24. BB dnPmbOindAle a ﬂycﬁ%oﬁoﬁ%@@pbﬂldﬂQIﬂﬂ]ﬁmg%e h%/drocollmd

vari ant or pOI‘tI on t her eof sone enbodi nent's

FruIositenslepeibeh st SsP AN ans. ﬁ%Z Aldid $é4 é@h‘béhecdewiﬂsvr@ﬁ )
Hhen hic@Rteb Hﬁb@slg%y%feﬁﬁ‘& qfhe $PdrHc ABRVBs drb& By comprise,

anti bodi es" In"some enbodi nents, the nucleic
B PXpornig, e@@mu@l b ilgidssugh AvpdctB .96 quberoanctltylgellulose

R0, O, 10y 30T, 1R S B

priefl eabed nethybutiIntese (XAinkKBMALClgeiAe-RicSd; FMCdup.ePhiladelphia,
ga‘{j”ﬂzf ﬁej@%@g@o‘@fQﬂl%@%‘lgrg(%& ﬁg,}%cgfr!%%d%{'k'%ﬁ

ChﬁBé@ﬁi?T@@?@kWtBESGnmhthmddmembsombhermunﬂnmmomﬁwéof

f th
BRGGT ok BN Rl bord ST s gl S WL o o
O0Edreinthyaetightrod kieablebancagesitian. VivVhairprparagiad ab@eheance

that is at |east 70%, 75% % 8 OW 959
YEROFOD &%u§ed18 ATV ]Eeé)s e t{ye ﬁy%QﬁOﬂ gidz3 B@o& éﬁrﬁ%{ﬂ%@ @npgises
Woth ab&@ 120 Perdént 0 Wbo0i D Riceai Byl wagit @5thd cdfipdkitioh. Mblorbent

éﬁtgr?l?;ils 171&3]7 gl g' bq&o%glofiolr& ) er9 sg/nt&l%ncla%d]il&tu%al %gdr@égl?cimat%mﬁdf
the@Bing polydBr dols dhd3Bams] - 39 1.24 and 1.71.3, or an

am no acid sequence of any one of SEQ ID NO 4, 8, 12,
16, 20, 24, 28, 32, 36, 40, or 44. Nucleic acid
BRISFHVERrRls the invention include nucleic acids that
hybridi ze under highly stringent conditions, such as

t hos eSutfelle padkeng ra%wés fox e hacgfmgl lewt inglnde defiazample, nonwoven

) %é%&lgb&l%n %?Jﬁg w%ﬁé ﬁnﬁseﬁM%%S 5 %gl?ihé%?&g%’qm&%w The

dagking matdnials abeatgpicHly tramdu@@t @rd@ns:@epnemiﬂn@tc cdastici6lnes. The

. cul. . . : I
Rl TR GRERR Ayl Ayl R Bl GUTE P55 Ras
{88} methodneftrhakingeyrbloflinend methods fou ch@gthacpamestclitge s
a full-length I'ight chain of an anti body sel ected from
1.44.1, 1.140. 1.43, 1.14.1, 1.100.1, 1.96, 1. 18.1,
1.20, 1.39, 1.24 and 1.71.3 1. 44.1, 1. 140, 1.43,
1.14.1, 1.100.1, 1.96, 1.1 8.1, 1.20, 1.39, 1.24 and
1.71.3. (0179] In another preferred enbodi nent, the
nucl ei ¢ acid nol ecul e encodes the variable domain of a
heavy chain (VH) that conprises a human VH 3-21. a
human V H 3-7, a human VH 4-3 1, or a human VH 3-13
gene sequence or a sequence derlved therefron1 In

o o . o o o o o o
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peptide (i.e., a signal peptide froma
non-i mmunogl obulin protein). [0194] In addition to the

wW@eiosloosdy chai n genes, the reconbi nant expr essP@RUS2007/075169

vectors of the invention carry regul atory sequences
that control the expression of the antibody chain
genes in a host cell. It will be appreciated by those
skilled in the art that the design of the expression

VECt Ofpe bha&ﬁéjgfvﬁgaéebﬁslys Qloﬁfatt}aﬁﬁni@fno[sﬁgéjl/éﬂopit% rate equal to or
sequences nmay depend on such factors as the choice of

griagerttba hugrsin|skin o Ihzomerearbofligtenis othe adhesivegasteddpcking layer
[ tejn I d: o

RS BB gl ek BRSP4 U [ @r0ve
BXQEeSSit 0dast 700 lgafe2 Atirg/ a0 °Celoorent RH} dhdtmadi typicsllyhdt tast 2000
| eyel s ofoproteiq expression in mamalian cells, such
§& gt Brrotef | dh) 6 Revgribeingersd r 8dhefom ret rovi ral
LTRS, THeYhQTRIBL QY EeSrali Mo fabie o A%itdnt1&al @¥ces. As such, when
pronot er/ enhancer), Siman Vins 40 (SV40) (such as the
Byhackpedaist srapelidan eepnatonzierd sefdcedsconfamy to the praface even when
ﬁg SlIBL ES%O%F.J_ Phe l&a"&iﬁ Pagglrﬁ? LES ((ﬂ?&Magl)e)to aﬁﬁhya%%n%ﬂjoints.
strong mamal i an pron%t s SUCh as native
Wi the gdintosi Flexed andithae rdtwngt to nte eflexed Pemitidnutht begking layer can

e i i . i | r e . ..
geel’al%% ns@éeﬂst%?tﬁg{tré%c??satg géc%gfl%oﬁ%gcﬁesﬂx%igogﬁf‘e ]R@E gut is resilient
ol gBtoR62tinue)t&conRartman thelloint whénltbe R4H isanarddd B itRatflexdd
N%.§b368,61 5. Methods for expressing antibodies in
%1gn S, including a description of pronoters and
vect ok gescaAgtionalf khiachatacerisicarf sadki@layds fol asetvaith the W@

in the art. See, e.q., United S te 6

drpipmt SRS bR de fupdim Sty TL B S NBe S HiscRSand 16015
Sp%{@lffﬁf‘sﬁiitdbge okiyp ﬁitatehdlle Iarei d[hsﬁ)&féfilef)blglﬁretlhleﬂlér( 30-pdsly§swr1,?zﬁl
cells, e.g.,. yeast ce , are also we nown in_the
etyethy blpgRmich T Theom i <oRBIna e dSERy I oaReAi S saitioney.
RBE MoREE PR YerEMHRNCAT trahdprehSCOHRI A BALLIRXPr €SSi on
vectors of the invention may carry additiona

sequences, such as sequences that regulate replication
SbppopeLygetor in host cells (e.g., origins of

replication) and sel ectable marker genes. The o
sel eckhgtmaserpphpded o (pam dhefsappari lpyer ésscegerpibesubsantisfly mysg rigid

e 1 ohy il ML 0 6 EA e RO T b AW Rink e

&pligdio0 1973 pitieciorp geratabdhdraippirnlapyr magdraksaat gicludEdt are not

ﬁr)ﬁﬂgthlo,ean etl%ﬁé ﬁ%ll,laXlOB—lgESt? ek e B@%gvg}ﬁ{&&[s vge%n\%o&e%q{b%ﬁ web,

resistance to drugs, such as ,_hygronycin or

krets ekl ipelyathelen@vingl anetste comllymérpatcdhvpapety anth goly estdr dilm$ sl G. 1
een i ntroduced. Pref.erred sel ect.abl e rker gene

B A Db o b P R B B Gty Rl P Fgpmote 1

LSaGi » tithduppdroaterdélid smuitildyeree thstio fimaiedescribed in Example 2.

selection/anpljficatiaqn),. the neo gen fo 18

Sl cdbiighs SBidmeri S idnt 8 BE RERale: Sl Bctions as the
ARBrbE pad, A mRattegd likel dbsvamdthvablastst ffd aRededitiaaior yhe
Produci ng Protejin 1019 leic acjd nole

6] Nu cules .
YREH SHP T dPYEd i ol rigf %b@%rﬁ?mgﬁfa%w 2 . seflpabed in Example
anti bodi es and vectors conprising these nucleic acid
nmol ecul es can be used for transfection of a suitable
mammel Te&ESSipe POt et is prratengly pdiesed ¢gdrchedi the backing layer
JifRNGTRITBE Ol RRRIRE Y 3RY _sdf;?&’{"[hy%aﬂ 84 tdr@kd by cutting the
I ntroduci ng "pol ynucl edtides into a host cell. ﬁéthoé%
for introduction of heterol ogous pol ynucl eotides into
mamal i an cells are well knomwn in the art and include
dcxtran-nedi ated transfection, cal cium phosphate
preci pitation, polybrene-nedi ated transfection,
prot opl ast fusion, electroporation, encapsul ati on of
t he pol ynucl eotide(s) in |iposomes, and direct
m croinjection of the DNA into nuclei. In addition,
nucl ei ¢ acid nol ecul es may be introduced into

o o s o s
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nol ecul e that conprises a CL or CH chain, as described
above. For exanple, an anti- ErbB2 antibody that was

w@eoogiorshd y | gM can be class switched to an | gBT/US2007/075169

Further, the class switching my be used to convert
one 1gG subclass to another, e.g., fromlgd to |IgQ&.
Anot her nethod for producing an anti body of the
invention conprising a desired isotype conprises the

ﬁ\?ﬁ&% 1a9<f>r ih 8R! d@§1feﬁ%a@erﬁ' gl ?a!nﬁné%ﬁlg %e%ﬂﬁ[ﬂﬁj'ﬂ lgﬂar @vltﬂ %ﬁ\ééfhes ive to

ain an anti - bB2 anti body and ‘a nucleic acid
hp @@;dﬁmgglaﬁ:r | T]gqrﬂres(gm@sppp@ft laggr @mtaﬂso@p b@gnated to the adhesive layer

| a'&%f% gkéﬁ 1a99r 1%'? %98&%:1%& NG Qdifd LR RIOM.
regi on, sequ to a sequence

enco cﬁ)uhgf \wyh eémvm@mﬂw aMhmg dntdrebeima suppoft ldybeindedd ireeersible
h%%éﬁﬂ g o?xﬁl{ajlg %?caﬁyg Wef?i qgl of %tdr sﬁé B é)%%[t] ?aé/%{]t% tﬁerb%cklgg }éyer
Bimgt dredsimlg Bﬁ’pmrttlaykeodegn bmattkchbdhen t]hesoprcifdhel Imokiyphyer, between the

odi 0208 h t of th
PROBRID S R gay hybe! BaRTRIRT 28 Fo reduce
its LMmﬁMmgeﬂmdmiyemsangmkMSthampbmUQ&wdeﬁﬁanhﬁﬂmhmnwﬁc

s G 2RO Pl ROk hiar A B (570 NI By ] TR B e

e A]canl Be RBANG u@pBoddidRIH curdbike oNbtEér&ise ca®bM as is known in
nol ecul es, vectors and host cells may be used to nake
e st ed antl-ErbBZ anti bodi es. The anti bodi es nay be
mut at &duskdhdrEig, adidtRRlcBrafRMRIGS toxfindiHoBal e AYE1R B n@irectly
@ﬂaht chains, e.g., to alter a binding property of the
MB @Y 2 OOk ASPRCT. BOlIETa Pt WHGeaycatsd Dretigls (Prihegrse may
E’%tﬁ'ﬁ@fiaﬁﬂ&f)at& Hlepo%rfz%n%ﬂ§/ of &oésﬂﬁﬁlﬁgﬁegct%s g[%}lre%ﬁocs‘ﬁrettbg
the antibody f bB2, to increase or decrease
udteble ggureeofaadiaiont ﬁechmlmﬂion@}ltts panerafly dcludeppotioply groups that
r e e
@dg#*g}%g%\rmc’]r-glgsﬁnﬁ 'vﬂléecﬁndnnc ﬁbéhgmglln uﬁ&%&%{)&&(e&%& ﬁtiltsals@ d)ups
m@GmbﬂhﬂetoaH0$h@upaaﬁe¢mdanbnhémnsnbodlnent_ one or
Ims) r Engg]\ft\/%]ﬁ% s %F]I%dﬁﬁgn 1n§1udcaﬂseg§neﬂ9ttrcﬂicﬂegmg %%n%lé%fl}tﬁspl%%rcury
hmps oy lﬂmpm carﬂzon a‘lrc 1Aps, tilmgl;&:n fillandeht laﬂn,ps Judlg(t, aid the like.

24 and . 1.71.3. Th
mJt atl?eé’ﬁ%erﬁ%gfe Béa’ﬂlg%seojfucﬂmgleéﬁﬂp? Elﬁﬁ%%epof‘y #F%R%@B?E)acrylate
gle@psomleﬁlﬁc aarbaf-taaltinalodblboins, Dlyldxh goupQRiphamnictigo nmene
In an q%r en%ﬁplnent the nutations, afe made in
SRR BN UVARAMHIC SroPPS SHRnalS A5 BB SNV LT SFOURY F%mbmatlons

Eﬂih@b Foli] ﬂlbeaﬂ@hH&G@%@dallﬁﬁblvmgﬁ&blé dr @k dﬂé?ﬂ)‘ﬁefél’i’e’ﬁt TAbE having
nown to he changed conpared to the germine in a.CDR
YR aﬁyldPOltheém?S&pﬁegféweenT%? SRR ALt B
b APasdGi AryB BALBARREEl ected from SEQ ID NGO 2, 4, 6,

8, 10, 12, "14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34,
36, Jdatengds fon padiaging curme cap bykgate masp @S japkreseiyg ohaamers,

éc;rl%@ ﬁ&gﬁr@t‘ﬂaﬁe@ oﬁgﬁaﬂbglfggnet%’ V1§yl térmn?a’ted%hgél%ers %gunsgcérated

mgnor{lmsm]l ay wn@ﬁm webere rﬁde@wtmembber& ineludq birwhbier, rae’gmihmer
ﬁsd’s‘d#ﬁ&g iR Qest BRh ¢ Jﬁ&gpe"r&ﬁ%éﬂrg%t %(gﬁgﬁg)‘ggﬁéﬁe n‘r’bg()@)ner of

ave e am no acl uence espon
gerrede n@ylg}eérdeeneﬁtyrmeéftuitaﬂmnﬁasbbbepmldeadlemea)rfstymnemma&lene

{uﬁg&a @tﬁ&éﬁab%%ﬁsaﬂa{ rag%gm &gl‘ng cér{‘!w‘egpo é&& Ef} a%fg tho%sl%&ers
No. WD 00/ 09560, |ncorporated herein by reference. A
mutation in a framework regi on or constant domai nal so
can be nmade to alter the i munogenicity of the

anti body, to provide a site for coval ent or

non- coval ent binding to another nolecule, or to alter
such properties as conplenent fixation, FcR binding
and anti body- dependent cell-nedi ated cytotoxicity
(ADCC). According to the invention, a single antibody
may have nutations in any one or nore of the CDRs or
f ramewor k reglons of the varlable donaln or |n the

T T ~NrNaAa A o Y . o o o
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agent, a cytotoxic agent, a pharmaceutical agent,
and/or a protein or peptide that can nediate

W@e®sn1ste on of the anti body or anti body portiBCT/wE2007/075169

anot her nol ecul e (such as a streptavidin core region
or a polyhistidine tag). [0221] One type of

derivati zed anti body is produced by crosslinking two
or nore antibodies (of the sane type or of different

§u)éﬁ’ gss%olﬁn&s with Qoﬁ‘fflﬁﬁ’ér%e@t}w&s's fidiersa dRQHEH U S. Patent No.
Suitable crosslinkers i1 nclude those that are

Héd et Vine the thatsnaNo. 47eiVilAQ arwoxigics of prdymers peth etosslimkers.
grou j (

0 CuPnERIELELR Ry, AORC OREL AL PHALAL By hoppiomer
¢ralrandpips thahpalyoerade bl eonrlepsativs srch ian amndybtewbemmbql—ester pairs,

%1% 3%‘19 B!ﬁ%g glﬁlﬁ%—recar,%\é%i&n%? h%?ﬁlgﬁ]ﬁ % E}Ea%gtegpgln& 1socyanate pairs,

ahelrthe/hzlta Zielhilamt-ehoidyted polaméra beél@marstthab odyiensldégfmﬂtal-

0 e anti bo )
SR EE AR R RRp b KRR FHULREE Ry ptent crosstinker
ﬁhemwmncnﬁdlgl snﬁdbumly"ﬂmmfrﬁ&d evith rﬁ@mﬁe{ﬂdsneaatm iy droxyl or
fl uorescei uorescei n thIOC anate, rh n ne,
ilE REERg s D ey LR R St iddies R dgarox] O carboxy!
RyERekty ! itk lidea i Hatkeia B RSB Scudng cdul@bd dress ofNdlid
anti body can al so be | abeled with enzynes that are

RRstglen thit ge fyeaddharmally todpakn 2 SuitablsS8RRAH; sh per oxi dase,

b- gal pqbRshddsehod| ofeich@f, M@ssﬁ%@ﬁoﬁ@aﬁhﬁ@ﬁﬁ&tc@%g a
gl ucose oxi dase and the en an anti bod

PApBerEdMaiFiah 0B opfetidecafala Racking laver. Tihe pplymgee @é%éé%l cpy be
@d%ﬂ:'d%g hBaakE soRak, HRAIRBIS o pathid c@ﬂﬁ%%npac'ﬁﬁtein@d die or

gro ute a reaction product that can be di scerned. For

sanpusled pprale ar e a agoiits Meteseqrdyiodisr puiebl inparseop tp the backing
S

B0 TG patchFo AL L8R RngPAO R, BEOhE AR can be

apipliehby @pﬁeua@lttalmlceated\nolamtmmdyrlaiam aaslub&nratwntoa\bbbledhe

Mﬂf&fﬂ% li)a 81I 18 I’tlc)rm%{il qogga?gl\?/ﬁlt&ﬁogtt C?.ltlgigjollyﬁgerirc attegma %ﬁfi‘gr %Eﬁ?eswe or

Hdrseadhmivlgad(::;cb ;el atlickine Bypr ﬁidiethm m‘rmnﬁg tlmcblayip@layd@n the
Bourr B He B webafub R Pl RGLRL sby Gpresive ornon

&Eheﬁm;l afity aaitdbixodbaste ¢ned ®hich isnhhnrfgrmkdﬁfm adhesiePhyed Belowed
ta&»é kln some enbodi nents, | abels are attached by

Qb BrckUEdY Bt various | engths to reduce potentia

st er i Bepdkifeh @nee acc[o%ﬁaiedw pahfidg U5 doBenabial b@@hs o aga ink-jet
alép be | abel radi ol abel ed am no acid

i.th
P (gsb%qscrggﬁ 1rb]\é\6”h gg@wﬁt&n Moytho &p%@m@él)cb}é%ans of a su1table

ARSI ARSI ds Gr BHidRE) -%g%dhé:% tiaFéraneBgh 4 REsK(@FdQdARE ln @@n
be used to detect ErbB2 expreSS|ng cells by x-ray
14

%‘ttﬁ’é Nodp- Ay Priverortingfliesch Fmetin Y plagereent o %mtatd@rape -like
bQQOMﬁﬁ‘QSJpP&{ AARYA h %H %d%ﬁrn@g Q¥dsBriff@lin B Bérent

expreSS|n , such hose I ch cause unwant ed
Puhirlgﬁ@nrl\és 2l et 94B®lbﬁlpégt0bﬁ10graﬂé’l 8r yofillipoyagpeptipened

| Wi ng
AR IY e LR Bl e Pl R RO s
90Y, Baglﬁuquei far cidating 1@@ms awcknmm such as[fttngt]lphynsoswmrinting

|

%@%‘?&a gl?cg%lzlll’?g{é ne facpé &ut gl? glg’?f nlf/hgqgc&}/rﬁgglﬂ? %n%eén?’ﬁ)?ht%g of each
nbthdd ars ddebh@ cang lhh@ auipmnagermlgi diga.dvdmaﬁmdm)emd‘ﬂ@dl the ntagrial to
the paramagnetic ion is chromum (111), manganese
(rr), iron (111), iron (1l), cobalt (Il1), nickel (I1),
copper (I1), neodymum (111)13 samarium (111),
ytterbium (111), gadolinium (Il11), vanadium (I1),
terbium (111), dysprosium (ll11), holmum((lIl) or
erbium (lI11). In other enbodi nents, the radioactive
ion is iodinel23, technetiunm9, indium 111, rhenium
188, rhenium 186, copper67, iodinel31, yttriund0,
|od|nel25 astatlne21 1, and galllun67 In other

. ' . NS . o o o I T
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[0238] In another specific enbodi nent, the
conpl enentary treatnent conprises hornonal therapy.

WOoRsHOMEI0 t her apy nay conprise the use of a drRgl/US20011075169

as tanoxi fen, that can bl ock the natural hornones |ike

estrogen or may conprise aromatase inhibitors which

prevent the synthesis of estradiol. Alternative,

hornonal therapy may conprise the renoval of the

SURIRE hSnAVRIOF BF sulRERE Ch@IWHYcH if 1stt$"§e SHRUEHE ndtSreBf the

woman who has not yet gone through menopause. [0239]

m§ﬂm@@H“héPéﬂﬁBdap%ﬁﬁﬁﬁ@bupmﬁﬁpﬂyiacceptable carrier"

mean [

coat ot pBhins3 (R inth BPICEE e TR macrils with

MQQDDMJ@DahdﬂabadnmmadmwdshayYw@eaggwuélo@mthheﬂﬁﬁbah

i)nﬂgt ?orﬁ)of%n% ld%@b(? 1%13{1 ‘bc5%68 %ﬂjakgl r%%peé?v%?y q%(ggﬁ)t 1§§ of) &aterlal
ceut ca y acceptable carrier

sl subsequqnhkaﬁm’mabniecdmufeéreuwdl Nahaon'eapt mliexibg esleiqugh yﬂﬂ :ni ipk jet

et hanol ns t

P ey %S lé% éet “P%g”%ﬁ tF?hané‘eSpﬁoé?"é} %&?%@?%%“‘ieﬁ el W&E iy of

subetadi ¢ agents, for exanple, sugars, polyal cohols

such as mannitol, sorbitol, or sodiumchloride in the

conposition. Additional exanples of pharnmaceutically

Pesapt sblsaiveUlialesinees are wetting agents or ninor

anmount s, of auxiliary substances such as wetting
enul sYFPPhpresyeTeRsiivgadacspgneanpedisgiio horpy aélraélhesw‘?.lwr on the

@J&l@ﬁg %grelt tB@naTtB ﬁ' allhdsive € TRE prefshRGLA¥BRAABesRE id RBally reasonably
ant i The conpositions of this inventjon

Yié) cqsepai me andf'z'ahyp@atllyrg@mcf SaRes thegervdatapppolymery dgsqrgped in U.S.
BRM5. T 24N ‘#’a§1@hlhﬂiy %@ﬁﬂ%ea §f f§§-!oct§1"é‘cpylﬁ§ dehyihhide

solutions (e.qg., Injectable and infusible solutions),
@npgbmesua@) s/ 0gpd: léuwetwb?cm@te athdneegde gsirylpts: acpdindeds

r h r
A O N L2 D AR Eh AL A e e
ddaentapauUIScPapEbs 4 389.887; 4'@@2&:33% ﬁﬂéﬂ%ranéd 323,557. Inclusion of
1%8?? e nﬁ S aRG 1{ §0b1a'i] agelﬂies %r le?eswens] atso. C%Qte% fled. as described in
e so 1o LM A %o

thﬁa‘N6£é3ﬂm6mpaﬂgﬁmé56ﬁnunlzatlon of hunans. The
preferred node of adm nistration is parenteral (e.g.,

i ntravenous, subcutaneous, intraperitoneal,
Cntrie@milsul ar) . I n anot her enbodi ment, the anti body

i sadmi, ni.stered .b ntrave us |nfu5|on or .injection.
o PGS Sl al SR et g By L P,
@&yetmvlaieeﬁ&ﬁ)rwldnetﬂo@rw@p&lcaﬁqp@smewmwoamemgatenals The films
I nje t|on 0241] Therapeutic nposi tjions typically
B BT TS qdw@t S 4 (oY BERU PO R of
sanpfactirg. RO $12018808e difé1SsueOsRASEH ik B8tcBRRcRBorated by
formul ated as a sof ution, m croenulsion, I spersion,
refpRnsemsscriges loyharacs cawepperuoraghcnyice! ury. abfiedingts apsi Rgpers,
1He A OMGR rﬁrrp%fyleé:i&* film @Mtéaewl't}{"il@&'ﬁ@ wlﬁséﬁihﬂéﬁé@ nﬁxa‘x"fﬁﬂhs of
e prepared by incorporating the anti- ErbB2 antib
¢qmm¢relaﬂsewilﬂé@81hme ﬁt)atwre@hse@@mrwp POLY SEHK Ve ﬁlﬂlcwetrﬁease
t
B RO BTITR RALON B (RO AELER B SR TRL AL Rl RO
ﬁmn@ﬂdWﬂymmﬁx§b@md“bﬂ®map@<@ﬂbpared by incorporating
the active conmpound into a sterile vehicle that
contai ns a basic dispersion medium and the required
ot her ingredients fromthod&XgNMPhESat ed above. In the
case of sterile powders for the preparation of sterile
i njectable solutions, the preferred nethods of
preparation are vacuum dryi ngt and freeze-dryi ng that
yi el ds a powder of the active ingredient plus any
addi tional desired ingredient froma previously
sterile-filtered solution thereof. The proper fluidity
of a solution can be maintained, for exanple, by the
use of a coating such as lecithin, by the maintenance
of the reqU|red partlcle si ze |n the case of

S Y Y T -~ 1
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directly labeled with a detectable |abel. In another
enbodi nent, the anti-ErbB2 anti body (the first

wa@risoody) is unl abel ed and a second anti body RPCT/U81961/075169

nol ecul e that can bind the anti-ErbB2 antibody is

| abel ed. As is well known to one of skill in the art,

a second antibody is chosen that is able to

specifically bind the particul ar species and cl ass of

the fiishvambh Ratdher 'ﬁﬁfstrﬁ&ﬁgsmh@ folfotvﬂﬁaﬁﬂl%é thgtrag’ggot 1ntended

anti body is a human 1gG then the secondaré antib

todunitithp ecoap otithe invanfipanTeyGexagpkes eraradrely doraSustigtire mlmpses

Jgﬁ@ Wols¥

@Pg?%%%e Hﬂ%R%Fggékﬁﬁéﬁgg%%%%%f %%%gg%gE%vallable

coomercially, e.g., fromPierce Chem cal Co. [0258J

Eyimple | abel s for the antlbody or secondary ant i body

have en dis r

ooy B hep g B Ak e fufe e Biaingios. 12

bvhH’ﬂrE}QaS&ll eﬁ’tgm ﬂfﬁi(ﬁé%ﬁé ﬁy@@MpMmg)a)lrstsdmﬁmtﬁ Edrzlh&; ethylencoxide

Ex es of suit e en s i.ncl.ude, horser S

rféﬁatﬁr A weid eRely me B §€ﬁ%§€%‘%‘-‘@ in %grfaélpo‘g? %@18 anghy

pESYh &BIO 11 i 51t (I AS@han@ XiddiPdy8Sex@ud &l BbIQudihasd d&h EStane
npl.exes include streptavidin/biotin and

g&ﬁpai(qwrl%@lrlrr availabigfrens Novedy [nea bllyelpnd; Sthiyc ehe laminate size
TR ShtRISatd PGt Wde curiielk LWidrane, fluorescein,

fluorescein isothiocyanate, rhodam ne, ,
di chl Bhearatirieh sidg planpiosintatahy o stiph feachiznpsgiimetply &7} wide)sr 3M
e
R g e G R R TV
wett lemingteditntk adkesiveside of thgminatgIMeznd ofhe t4p@ 369]faded
g) ﬁi t}?erggf?tgll (gﬁﬁ]&% lﬁmbng[ebﬁ‘?d tﬁ@&hgeena%§t§1¥cﬁg td ﬁle ?erlmeter of the
ogl ca npéetition I nMmunoassay
dressingz asrfgrtErr bIBBNrsmirﬁ@alr d§hd laiped feen Wict3 ME]HP@BEé[bpesmps

\%grgsret:n?@V%ﬁ ap % tﬁl nlammaffjl bne %neo(%ide]{%l E[]ot extpHsek%ﬁz%ﬁ?stnlaebséj%%éheqv[ﬂskﬁ)@
Bian @amdsabdmtﬂbst ihehmrlhmg the blB?Sl@’Wd:rb adye by gadonirpae@Vandsray

nount of. |.abel ed bound t.o,.the
AR (T BRFerE sifck 85 L ARG 2000 Gt St Mgt rom
Tzifpefnlaﬁ: Bicol SagP IS piaTolhcea dh SsivenswRIos eeMarinop @t the ebadcation
e anmpunt of I%ggled Er bB2 sta%dard bound } t he
Y Ian@;]ﬁgglgéﬁlﬂ E),arattoe)\fg as Bpar er&Horh%Iéhet tﬁlé ocatlon n order to

FaBIMROR S M B the 341 F&L4hpAbANE. fOr a nunber of purposes.
For exanple, the anti-ErbB2 antibodies can be used to

det ecAn mpbfeznrtﬁlYé KA ey shapedl absorbgntfayh Rad warRyb EP

Lpply e sﬁrl@ ﬁ%nﬂﬁatum@a ﬁ§3Mﬁ%géﬂ%§ﬁ| FBeﬁn salaﬁe%wmdrb%sm@g
anount of Erb on the surface of cells that have een

Ertelag Q- HOLH), (P@mr@r@alkyml&bk‘d@om IMi Gorppenyiod. Regth M), The
fd)%l% s PnnPBREA Sito %g@ﬁ%%%m& Bﬁtthe M&ﬁé&nﬁﬁ'@% dPe%éHb%h n

| evel s. Accordi ng net hod, one sanple
tbove.r Blagt reﬂlltmgtdnesamg ©at hlgblmolafndnmyeathp éilin @dlgedild tl@trfeld over

b L P RE Bl AR Bl LB VBl T cel I are 1 yaed

and the total ErbB2 I evel is neasured using one of the
Examirlodssays descri bed above The total |evel of ErbB2

int treated, versu re cells is_.conpare
Lo ads i S irenepp BetEtgre P ades S ROHR FORUBa T A

waser]gslecr vad a BMuaReass apu ik @pdrﬂaﬂlsh idlrdrﬂs@mg otadlo @I&rfbﬁBeﬂ 9@021I )li’eo
is ow cytometry or i munohi stochem stry. th

wakr gy Gondpsbleprayed dressgpsphonadU PS4t R g g dressing
are not |lysed, and the cell surface |levels of ErbB2
are measured using one of the i Mmunoassays descri bed
above. A preferred i munoassay for determ ning cel
surface | evels of ErbB2 includes the steps of |abeling
the cell surface proteins with a detectable |abel,

such as biotin or 125 |, imrunoprecipitating the ErbB2
with an anti-ErbB2 antibody and then detecting the
Iabeled ErbBZ [0262] Amother preferred |nnunoassay

I T o L, o NS
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Er bB2 anti bodi es may be conveniently contained in a
two conpartnent unit dose container, one conpart nent

w@omwsala3itng a freeze-dried anti-ErbB2 anti bodyPCT/US2007/075169

preparati on and the other conpartnent containing
normal saline. Prior to application, the two
conpartnents are mxed and a gel is fornmed, which is
then administered to the eye. [0274] QO her delivery
00 Wigport it 14yRE0AMRE topErBRDaNhd REGIES TEHRLMBARIIM RestillE was
Fulnnnar route using a powder inhaler or netered dose
shigmered. vkent miay ¢ ed @miporyaethang hwandaadbesivelmingtetieon et
Y ' |
Blari 08 SE00 FAL S dpokd hah(f aERE AL BHA B30 M Bhe oxposcd
bckiag flaybt eithe Begaapls THEN dresangy élhlisestep( wivitiadn rerated 40 milortsvo
1 ni_ster Vi t il .

gﬁ s, g %]lglagero%tt?}g g@g‘% "geﬁ;)aj&r% FFHI?) FP@\%{}%?% hThﬁgb)%o%gﬂ‘lefease liner was
thom rendoateghdithe @oddnglaosmgwiab highlaconfoquade yduktheHilaredge did not

[ known t hose skilled .in the art. [0275] The
B AS e B ReRair pEbRi By ha part of a
pharmaceuti cal conposition as described supra. The
Hosgge3of antibody will generally be in the range
of 0. 1-100 ng/ kg, .nore preferably 0.5-50 ng/ kg, nore
pr ef etabPHmRleots ke o mpliencipite spiekeridrea Bf 3ymlpptyester
B Kk arl RS 6L 14Rr¢ONT RBS I Akdr PR AbryidMBd AdtkiitRE h DRY PAENO.
measur ed by any net hod known in the art. [027%4@%a 5

i $or

€83 ) s lepanaiadrio 8 terhel thinexppisd packiingayas obidg
¥ hiGi h | Nahb@RobAS! #R RIPASSST th
T B ol R e R ART e
hytleocateiid drRshmR(caerpt oo thps)aw retheyed dhdpt o dralkminkonayient Tlee
@%&l@t re?esasélﬂeh‘ wassth@lgmlvgé Sld tﬂ@re&ﬁ@%es@ﬁ%%g ﬁ%ﬁfyactoﬁformable
harmaceuti cal conpositions, one C risrng tive
wat thie-fHmizBRe didnbbiolilyovanchtt higliptvheh ¢sdbledapplidagomiy atbody site.
addi ti onal therapeutic agent(s). Further, although
- ,ni stration or conbi nation therapy generally
‘%%gﬁgg?hat the anti body and additional therapeutic
agentmr &kemAd ) the siserbest pall cdlh@soSRITRe dred¥BgdGpRiRdayer, as
anot her, it also encogﬁ%sses i nstances i n_which t

damiSteigRy Gt T aborksaapadicrwd e dhstfpam asg%%beselb‘ﬂxan%?e Lor the

RAMIISH 8% 8dcideddh ELanand. Thd®Serb&had EBRCRL ot 38ned in a
ant i bod be adm ni stered once every three days,

y nmay . . .
ptierneand jaeolise @ the adherive aregietnreviddan Examgpladni ni st er ed
once daily. Alternatively, the antibody may be
adm ni stered prior to or subsequent to treatnent of
t he disarigeychangen conié baaada in dreeaboyronstpistiose cagpopitions and
PRboRABTRLEIBIAEE 18 HAEH o RS GRS SREERM by
mteniled@hiyBY naattet dvotiynederythb ebavd Weseripti@r @dhgri wrthe agcgmpanying

' Vi as | not her apy.
S TU Rtk P b0 Gt o B AR R0 2
t herapeutic agents (the conbi nation therapy) may be
adm ni stered once, twice or at |east the period of
time until the condition is treated, palliated or
cured. Preferably, the conbination therapy is
adm nistered multiple times. The conbi nation therapy
may be admi nistered fromthree tines daily to once
every six nonths. The adm nistering nay be on a
schedul e such as three tines daily, twce daily, once
daily, once every two days, once every three days,
once weekly, once every two weeks, once every nonth,
once every two nonths, once wvery three nonths and
once every six nonths, or may be adm nistered
continuously via a mnipunp. The conbi nation therapy
may be adm nistered via an oral, nucosal, buccal,
i ntranasal, inhal able, intravenous, subcutaneous,
i ntraocul ar, intraspinal, intraperitoneal,
i ntramuscul ar, parenteral, intratunor or topica

o F AN o R o, Y Y L
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roomtenperature. Positive control antibody was
anti-hErbB2 (2C4), which was detected with Cy5 goat

waes/omsuse | gG ganma (JIR, catal og # 115- 176- BGUYSMW07/075169

Goat anti-nouse |1gG Biot (Southern Biotechnol ogy/ SB
catal og # 1030-08, 400ng/m ) in conbination with
SA-Cy5 (JIR catal og #016-170-084, 350ng/m ). An
anti-KLH @ anti body (Gm x, inhouse) was used as an
By Pgingnt.rol . The plates were read on FVAT 8100 HTS
systens from Applied Biosystens. Both fluorescence
signals and counts were determ nedafter data anal ysis
nd 3 h L ' showed binding to

r bBZé %82‘?@%%@5??5‘[ pgglgg?risg%d %bgﬁpﬁ%%gt ive cells were

i denta Wwound drds§29@Imprhyvag382ckinsiayérwathsufpetrand senohé major surface,
tnlgle FMAT screening were further screened by FACS in
tWo sets, one for i | gG heavy chain detection and the
ot hera dressinp wamportllgy ck pgypandnilyg httachdibiont et end dfahg fitsomajor

deponstrate full unap, c osi.tion for both I a

SRR S B e e S PR oyt B8 by Pl AP Player
B3Q0Qadif) cpafigindtiah tiaefdrss wpluealityneflaitaineth gndok éredn yitar indovege d
supernatants .diluted at 1:2 in FACS buffer for 1 hour

BY %@Hﬁ&a‘flﬂ%améﬁéa t%neﬂmﬂw%wwd\ﬁé%émg-hen

i ncubated with goat anti-human ganma Cy5 for 1 hour at
40C for I g gamma detection, or with 1goat anti - human )
kappal eEvaBdicatny By suropsyeay of griml feiher eamprisingap afkgsive
13RRA 2HRELE HbRBN ofht EiFst WRARD klHhce 68thE BackBieGaylch. Xed in 1%
par af or mal dehyde/ PBS bef ore FACS anal ysis. Pool ed sera
at 1:50 dilution was used as a positive control while

1:10 ﬂjelﬁguﬁaj dlgggiﬁ% i @Eﬂp{oﬁ%%térﬁ R cl¥fs1 , Wiefifd 1&st some of the

negative i sotype control in the assay. The ratio of
plhealiGad theaattcipatingtyviyed prrdipnspespwiay diea approas dhd adec efethe s
YR abul ated and hybridomas giving ratios over 1.95
wer e “consi dered hits. A total of 152 fully human
anti-hErbB2 | gG kappa anti bodies were confirmed in

b 26 RT3 L L A M

frth8Zomprifey kolsasnenghlasphor yl at ed upon acti vati on
t hrough dincrization with other ErbB famly nenbers,
such as ErbB3. Heregulin- b binding to ErbB3 can
$.nduckherdaB2 dieydigsindsuhvasphan vt ehinon wharchitie drebyigasibport
denocar ci no MCE7 | 1s, which express both ErbB2
¥ deriehcovebie ANETF ShesfirBiei es ¢ hat bl ock Er bB2
activation, we screened 152 human Er bB2- bi ndi ng

anti bodies in cell-based ErbB2 phosphoryl ati on assays.
$-02920hersund digpying 4fd SBPROE YEM a? claign fydicged) the synpert fayp
QRettadsh ﬂﬁh_@bg&c@fﬂdf@%wﬁa@ dtthfvabllin®lapt h nedi a (10%
FCS) overnight. The next day, cell culture plates were
washed once with PBS and culture nedia was repl aced

Wi th phenphd GRtild £ sARrSGHUTLE L8R MR tﬁ@kdp%o%’@iy@r
serum st arved overni ght, ahd then incubated wth 25m
esfvelyydss than 08 petape phthe asnmeter of dtd barking RBert phenol
red-free nmediumfor 1 hour before being treated with
10nM Heregulin- b for 10 mnutes. Alternatively, cells
Her e Tiotwaied dressigand euppotitsysters ubeltied! , wilietreiththb pérdagier of the

super nat.ant.s r ni,gh -24. hrs) b . Her | N~
R BT S O R R P
washed in ice-cold PBS twi ce and incubated with 100 m
/well of lysis buffer ( 50 Tris-HO pH7.7, 1%
Trixton X-100, 10%yl ycerol, 100vM Nad, 2.5nmM EDTA,
10nM NaF, 40ug/ m PMSF, 1uMPepstatin, 0.5ug/m
Leupeptin, |Qug/mM Soybean Trypsin inhibitor, 0.2nM
NavVOQ4, | M NaMb04, 5nM b-gl ycer ophosphate) at 4C for
30 m nutes. Phosphor-ErbB2 | evel was neasured using a
human phosphor-ErbB2 ELI SA kit from R& systens (hunan
Phospho- ErbB2 DuoSet 1 C, Catal og # DYC 1768),
according to the protocol provided. Percentage of

. o - Ol NN
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[0308] In the ELI SAs descri bed above, signal from
wells with no primary anti bodi es was used as

whaokgtsund and sanpl es giving signals that weP&r/BS2007/075169

ti mes above the background were considered positive.

[ 0309] Monocl onal anti bodi es that denonstrated native

bi nding to ErbB2 by FMAT and that were positive for
human gamma chai n and kappa chain by ELI SAs were

deri vagd JfuRiuRKilyRuistymR sLiaR S Ahher, wheRH RE dreddiE&pport
subcl ones from each parental |ine were sequenced.
lardregmpoich en phsedentigdtersd.ed al | three subcl ones were

i ndentical. For exanple, subclones 1.14.1, 1.14.2, and
1.14.3 of parent clone 1.14 all had the sane sequence
Hhd drhe woahé dreesing andisnpportohsiergabélyinbly, whiaesin the drgssmgsupport
Bq&%g&pﬁgggcngk9§m§€fee-nunber subcl one nane. El even
uﬁlque nonocl onal ant1 bodi es were identified and

further characterized in cell-based functional assays.

BT 05 R GRTRE Sl SO S aR AT . P I g ral

Msaidiabheudbleri ns of the anti bodi es were sequenced. The
conpl ete sequence information for the anti-ErbB2
antibodies is provided in the Sequence Listing wth
micl exteivelRin@ Bfdsship A s@spodt ssaeH enasis f, GiriRacdmgamganand
kappa chai n_conbi nation. The variable (V) regions of
ﬂﬁﬁ%ﬁﬁéW@%@iin chai ns are encoded by multiple germ
i ne DNA segnments, which arc joined into functiona
vari abl e regi ons (VHDIJH or VKIJK) during B-cel

bht ogsyyouTh dregsiig 3 [SBPNeEAYSfe8 eé«u@ﬁb@s wWietiew thqyahisgpey
hnSteARLELNERE floenYbolABhdskting ¥ IRuf a8l £ By GEINSRCE fARDa
the J-region sequence. The sequences were then
$orcdlie] santbetiotpy lyear ¢ sy hetiq hpawer ¢mmtyriadrAnd @ na@iad nonwoven

edygnce and conpared to the gernline VH D and

-regi on sequences to assess somatic hypernutations.
The heavy variable |light chain sequences were

jmlarl ed. [0 ] le 4 a ar
Phol oBeoluBl oSt ond it med P REtboP ERutRP Sythk S
nbeilayccognbiogbegematctidlne heavy chain region. Table 5 is
a tabl e conparing the anti body kappa Iight chain
regions to their cognate germline light chain region.
The dicfverneandesdes andeoppbalslesm 4f émiech B (whereirstht b&sking layer
definition used to define the. heavy chain CDRIs. The
R S P A IRP S WEgnb By "erlgbl e 4(a) are of the
Kabat definition. Alternatively, the CDRIs can be

def i ned using@an alternative definitjon sp as to

fhel ud vavad fresying 35d SURROE SHTIE Obflaihe WERICTSBE ARG s
SeWRed portl R 108 tid bhAddeAhyMar! b8 SurQf to BrtiaM@dhdteRUB themselves
anti bodi es specific to ErbB2 indicated that sone of
frmgepplicatieierirédgntand only 11 uni que nonocl ona
anti bodies were resulted fromcloning 8 of the 11
anti bodies are very simlar in sequence and were
Her i vewyoprddressing asdpwpeg fyfianheonyiHsimed VK genes. [ 0313]
It s [ [ :
ant ; Doy 4 0F g SRR S8 L BB F B RE e L
substratehayimigro abwirkbnt mtesior surivanded by l ddyibld eps ebpebeoperiphery;
tated back to the germine sequence. Such corrective
nut ati ons can occur at one, two, three or nore
positions, or a conbination of any of the nutated
positions, using standard nol ecul ar bi ol ogi cal
techniques. By way of a non-limting exanple, Table 4
shows the heavy chain sequenge of 1.24.3 differs from
the correspondi ng gern i ne sequence at am no acid 33
by a Tto an Sin the COR region. Thus, the am no
acid or nucl eotide sequence encodi ng the heavy chain
of 1.24.3 can be nodified to change the T to an Sto
yield the germine sequence at the site of the
mutation. In another exanple, the heavy chain sequence

o A A AN A 1 rr
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The invention will be further described wth reference
to the draw ngs, wherein correspondi ng reference

W@ b@satwer s i ndi cate correspondi ng parts throupdibus2001¢75169

several views, and wherein:FIG 1 is a top plan view
of a wound dressing configured and arranged in
accordance with one enbodi nent of the invention. FIG
2 is a schematic cross section of the wound dressing
of  Fl Qresbing Blyffort3ubstra® cbORuRld@B bY b&Wadnt1§ 2MRUES o the wound
dressing configured and arranged In accofdance with
dreingribdiateericrayf the Repporivelstrptghas e@r mprg egniial perionat i c
Jq . - A i | . |

AT AELPAR € nlohS; UM ASTE LU i iroh 2 o or
mpreagagted pomtioactowad amceriphdri ofthe dreplienwibstetd. on of t he
invention. While the invention is anenable to various
nodi fications and alternative forns, specifics thereof
have Thesvoust dnssidpandayppoft sestampt dainnl 1, vberdimamicag somadf the

i1l. be described in detail. 1t should be understoo
%(X@&?FX‘F%‘PS £AZOY At ChY T‘p@ﬁoa’u"%&%?gﬁ %tq‘ﬁ ‘ﬁ?‘{“gt fgie Sbsirace.

invention to the particular enbodi ments described. On

e ntrary, the intention is cover al | :
Ko et Rt S amaneiovoinat drfiel i oahe wppdsessing
Winiptis &k dt NQstIRD Extbnstsid beeaR ehe@ligd bfahd WY @Atdr@Bing Rets@itt @chid
Descr.iption The present invention is directed to a
RAeHHoHrehhEresite support system and net hods of
maki ng the wound dressing and support system The
wound dressing and support systemare particularly
Aol | Hgivasad digssipgynd sernogy e of daisbli afersiprthgedensiong
BALEEOb S YENeAT 1R AR ARLsise BIRAD not aGer MRUAG(HEBRS HRGing.
permts a highly absorbent material to be placed
agai nst the wound, while the support systemaids in

ndl+ - r [ '

PR bl RE R R G BB IZRTLY Sr BB (RE A Plrcen
wichanldss dbrorbantrperiphptyenfeietvadund desssingeswhes catedis doessli byghe dressing
' n absorbent pad, a backing |ayer, and an

%%E@i#%gétgyer on the backing |layer facing the
absorbent pad. The adhesive | ayer and backing | ayer

rm.a perinmeter arqund the absorben d and hol d .t he
Yo BeRuplEe i g s Whst e BB SRR PRe gy Jh do bdEenm
bfaheresk ddyorbdre patphesi of éhel vayiad dendnhadktatgis kayeesd byarpdressing
t he abiprbent pad properly positioned, and al so hel ps

HERPPH SO 4 st eri | e environment around the wound. The
adhesi ve | ayer and backing |ayer are typically
extrenely thin, and generally very flexible. If the
atihesiFarquay st AEROHGY 1S aF el ayﬁlerﬁ%b%{ewbsorbem
@ﬂ@ﬁ&&be&e Kduhd Gre AR dofPtibR At 1chdd BighEHRMMSt HREVLRISIrdaY.
ol d over and adhere to thensel ves, preventing proper
application over a wound. The support system
siescriRedhad @f'egkilg é?l\ﬂ'sgﬁa%rta;s%t%%?'clﬁﬁfjl ﬁ(vfh fnl (N EandBpertt Gnterior
apply the wound dressing to a patient while
edfpsises adsidyocaligid absorbegt shees nppeariahet er of the dressing
to prevent excessive undesirable folding, while
allowing controlled, Ilimted folding of the backing
Py erThewouing dessting and prppersysters oh¢laiot 11 wberomttheless absorbent
I T n i cont ai ns
%%§¥§28§5@Ewgyﬁ%%ﬁ1§n¥$§§| 88 g%ﬁ%ﬁé%%gyer al ong t he
peri phery of the dressing, and portions of relatively
nore rigid dressing support |ayer along the periphery.
These flexible and nore rigid portions alternate
around the periphery of the @ressing. The nore rigid
portions are fornmed froma dressing support |ayer that
Is permanently attached to the backing |ayer and that
remai ns on the wound dressing after the dressing is
appl i ed. The dressing support |ayer can be permanently
attached to either side of the backing | ayer, e.qg.,
the dressing support |ayer can be on the top of the
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The center of the absorbent pad 12 (or absorbent pad
26) is brought in contact with the wound, and then the

We@dwen1wio t he dressing 10 are gently and snootPCTUS2007/075169

pressed agai nst the patient, thereby bringing the
exposed adhesi ve perinmeter of the backing layer 14 in
contact with the patient. CGenerally the areas 20 of
the backing layer 14 internedi ate the extensions 18
SON T G LarERIE AN I HHOM SekidahEonifisies ur face. In
certain enbodi nents, pressure sensi tive adhesive | ayer
17 i s \mlmmdd&‘éﬂngwprmm@lnﬁaﬁﬂmlasgg fitrabecki heniag Bt kidrgeond

BB BT PO ARl SRR RRL U SR Pol R biingi e

prawiried pathort the fiott hnejor sefaoe obthe bak@gowhdarbie tlivaabkirbapt pad has a
4. T t

i :?]é’a%d é’% ifion Sl&tg%%ﬂ%%% Qh%[% L}J V\ghe{r% gf%ﬁ@ Bac‘krh% 55‘&%&% °

mmaﬂly byemd d‘tehbmrbempp'&l gherdmvhecasorbere ppd auﬁﬂlsmhytdi‘teolloid

S QR IR fhso e gk PR SReb ikt ey g

{tiifer ey thofefaetid filgh IRdKling; aadal protectlon agai nst the

acci dental renoval af. dreSS|nq escrlgijgn ﬁf a

| ow MB%Q%WS%E‘&F‘HBSIH%%PP%“ & P%fmagenﬁléi pHebed {f) thsecond
tbier RIrRSEHHthd BWERIAL | vitikr&Rhe REppoaUNGr Ednpdis& a [lﬂaﬁahtym%xtensmns
5,531, 855 and 6, 264, 976, which are conpatible with a
Réiating Eap ORGP ere SeritiahugRsRY i heaveer s@%s« 9f thedreppliesy efghe
RO dlesking L8 Whe R thé &lpYort EHE id ety nRAEidid tlﬁﬂh the backing
absor bent pad 26 can conprise a hydrocol |l oi d and
iyferiligie/hansdine Rhthe dEpseng hi ckness of at |east 1nm (e.g.,
nmost preferably 3-9 nm), and the backing |ayer 14 can
conprise a transparent elastic polyneric film(e.

Ut et Hehgeyound dicprdngand sipioresgemof ¢rianite Wh@mwﬁh@plmwgiy of
Sations BPSG AL B E D Ionefin Qi afPurko Bk pd ok e periphery
plable woundglrepsiol. t hi cker, stiffer and heavier than the
backi ng | ayer 14. Additional aspects of various

conmponents of the invention will now be described in

. eatBre vdmhdiﬂiessuigﬁmdrshm)@tt spaefn 5ﬁéal&b&ﬁ) mhenain tp@piumhty dfe
nuf act u g var I t er I a

{;ﬁ S108 %OélVergﬁ {)n HIS £ Ift‘frrﬂf d)vqug bu c\%g é ¢ center of the

¢eisim@gn or rayon. Absorbent pad is useful for

contai ning a nunber of substances, optionally

i ncluding anti m crobial agents, drugs for transdernal

2. ug Telvowad Mnesﬁﬂg@dﬁd@aﬂpol‘t@%t@rﬁbﬁél@lﬂ% mBﬂeIan’[ 1B Qs GMEa 6Sthe
or other substances |n a patient, etc absor bent

PRSI CHERSIOPS R &l PEHIS mer 64%6 o ﬁ%m&% CE¥e-
hydr ocol | oi d conpositions described in U S. Pat. Nos.
5,622, 71 1 and 5,633,010, the disclosures of which are

Hor enbheivuad gispsitesndsypnorsuyen eBclamhd, mheietdbs radiabextensions

Qr@ §é'f{apa?é21tfrdﬁ§¥dj &‘c@ﬁ'ﬂ}ﬁdéleextetlé%ns%aa%'&f@rageaof Refehllt 8 degrees
hydrocol | oi d, "such as pectin, "gelatin, or

waasbisd yivet thy Panédr |0t]1h© SOV tl(emwrlmwed@@r p.

Wl mngton, Del.), a sem -synthetic hydrocolloid, such
as crosslinked carboxynet hyl cel | ul ose (X4i nk CMO)

§le. g. Thaovddind Sebsing=vppa@byyptem dPllainadeliphéimat IRt jomegpf the

S oga e A B BBV,

B. F. Gbodrlch Brecksville, Chio), or a conbi nati on

t her eof . Gbnerally, t he hydrocol | oi d absor bent
conponent conprises fromabout 5 percent to about 60
percent by weight of the abswrbent conposition. Wen
preparing an absorbent conposition for use in a wound
dressing the hydrocol | oi d absorbent preferably
conprises from about 20 percent to about 40 percent by
wei ght of the conposition. Absorbent materials may

al so be chosen from other synthetic and natura
hydrophlllc naterlals |nclud|ng polyner gels and

o A A 1+ " . '
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only and are not neant to be limting on the scope of
t he appended clains. Exanple 1 A lam nate of the

whaoRiomg1d ayer 14 and adhesive |ayer 17 as shoR€il/Ug2007/075169

FIGS. 1-2 was prepared from an adhesive | ayer
conprising 70:15:15 isooctyl acrylate; ethyl eneoxide
acrylate: acrylic acid terpolynmer nade as described in
U S. Pat. No. 4,737,410 and approxinmately 1 m | of
pol yut gbhan@edsinl %h&@ﬁ@Bn@%&%yaﬁﬂnﬁﬁgn1polyurethane
resin Estane 58§ (comrer ci al aval |l abl e from
Nov e gnyound gressigg @:\mram ancHsyy | ﬁ nTheckingriapiag &rss pides copie
t
ARRE LR BAX ook L SPORE S ik e T backing: and
appr oxdupedredyytehAbmpfislad aroibs@tikerEEll PORE fiTsh pejonistrifack phide
el Cl ' r 3 ! ,
CEETTRRADh S PR T h U IR Y arShe iy, Mk
(o ebseridngfad ihabstapellg tlnakpr hem/mﬂ abdwifedthat e etastid £im lgdcking,
at the ot ended t
%gjr“(}}%?%ﬁ ?50{9?8 F&%@P‘Hsges a£ ”ﬁ’ﬂ?{ ?%eé‘ﬁenélﬂ%mdla‘ﬁ“&ff G o
thbe dehtr bead toaandttheouddyl Ve LRk ripA@Ee oS the inoand\weSing.
renoved after the lam nation in order to expose the
adhesi ve side of the MEDI PORE Tape. Renovable tabs for
bandl A Rgui @A a8l RppveR kR diReendKing! aci ng paper (VWarm
Gray 60# All purpose C'S Litho Facer. Stock No.
L ABL - 2200 @respipgasprrisipg| 3n Sdapss Filp Packinedwy g Seshapdesecond
Vet subfacesRadlh ﬁerl}ﬂﬂ):ryt n 1dMesiAANESE viRkt ﬁllaﬁi)@ sifacd B@he backing; and

lam nate at the tab |ocation only, and creating |ines

o¥ absespeitt At ehths fieth maior surfee plohabickingavhereia thegsorbent pad is a

él%ﬂ'p@ﬁtlbﬂqal&{gdtﬁé batc@m%%ﬁéhl thatt@ﬁeepeﬁﬁﬁ@% 8t thQBactkHl% e&f@:gds

after l'ication. An roxi mat e oval

%}lbétpletﬂﬂla swméélmabml@ﬁw alwda\gheé@tl therabmrla@nbpﬁdl@ompﬁﬂSy
used in 3M Tegader m Foam

%‘ﬁ%@ﬁ?}g %g:?yecgg@mna%ﬂhs aid ol og No. 90616),

( conmrevuppat dyyteaeainpebihg afsnmanMeCpcrpangntly sttechRhon the first

M?\PO{ ﬂﬂ:ﬂgr U O{Tﬂ)%@%go\%}g erlﬁlj i 3% o(ﬂj g% E%gpd%g{; 05;1 r\éﬁ f%xtensmns

rad@tihg frmg od¢ @sBom genmSarhasgthrd denfuer mddel of tlyaqierlplitey 6fithen

ed i d not .fol d-over on i tsel f i enabl e

SR g g oS S oh PR o Sy FRR SR han e
exchinp kefacilitve: paliyngr eteadiessingl m and adhesi ve | am nate
from Exanple 1 was used with a 3M Tegasorb THI N
hydrocol | oi d dressi ng (Catal og Nunber 90021) to neke a
hi ghl y conformabl e wound dressing as shown in FIGS.
3-4. To make the dressing,the support filmlayer on
the top of the backing | ayer of a Tegasorb THI N
dressing was first renoved. Then, a l|layer of the

pol yuret hane fil mand adhesive |am nate from Exanple 1
was cut into a "spoke" pattern and carefully |am nated
to the top of the exposed backing | ayer of the
Tegasorb THI N dressing. This step was then repeated to
make two | ayers of |am nate on top of the Tegasorb
THI N dressing. The product rel ease |liner was then
renoved and the resulting dressing was highly
conformabl e yet the filmedge did not fold-over onto
itself, which enabled application to a body site.
Exanpl e 3 This exanple was identical to Exanple 2
except a single layer of 2 m| polyester filmwth an
adhesive layer (97:3 isooctylacryl atei acryl am de
described in U S. Pat. No. 4,737,410) was lamnated to
the top of the exposed backing | ayer of the 3M
Tegasorb THI N hydrocol | oi d dressing (Catal og Nunmber
90021). The support filmlayer of the hydrocolloid
dressing (except for tabs) was renoved prior to the

| am nati on step. The product release |iner was then
renoved and the resulting dressing was highly
confornable yet the f|In1edge d|d not fold over onto

______ L e




