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CNS drug can be at | east one selected from nonnarcotic
analge3|cs or at Ieast one selected fron1ant|pyret|cs

o o, o . T .



pi ogl i tazone hydrochl ori de, repaglinide, rosiglitazone
mal eate, troglitazone. The at | east one thyroid
whorspngstan be at | east one selected from PCT/US2007/087348

| evot hyroxi ne sodium |iothyronine sodium liotrix,

thyroid. The at |east one thyr oiAttdroepdiekahNagoBzQd:00-WO-OCP

can be at | east one selected from nethi mazol e,

pot assi um i odi de, potassiumiodide (saturated
substrajgmateda)at adestiset ohflexegrepbhic rodai Hdeappled giip yeight of .06 Ibs

: sqdi rodide 131 | strong j Qi ne solution, T t
@72 iidde WHeS P Gretpg! 1P okeRERs! BE inf ol 4 ERpte ftD et per
minutesﬁéiﬁ%ta%@(ﬁv&é’c%&%&ibfé@s&%.n JustABBELJuPk Bo the substrate material
desnbphressin acetate, |euprolide acetate, repository

being @atdd, aatirpoprto thevattivgrbeingraredpha coatasg rasdaated Fhth the
at | eastone parathyroid-like drug can be at |east one .
negativepiezhelggrammldad vegatiient a helpgrate iy & uipithary!, which is on a shim

B TR T A -

than oAbIESi ITROSHinDIsUs RRAR Q0K trarldpardit pleaed, s0feadhh Whidplastic. A
can be at | east one sel ected from acet azol am de,

useful argtaaldba thaehisodipaly pampylard. ddowyden obhargudetantially transparent
bunmet ani de, chl orthal i done, ethacrynate sodi _
polymgrifatgiiale Saeh as PPGF%@%%@YGR@@?[?&% Fo BE Hpeg fae substantially
e ARBATYEEn PN e ARRP R 0BLAGEER i s i
contacWe thed da€in@! wi @PihaGen®ipt brsed edhplet€@fudpartat chrdasiwith this

_one sel ect ed fron1pa|ciqn1acetate, calciunycarbonate,
coating.al béngreeo fheer prigsctival wiatingsivier thegoatiaigaiomtainingirerdalegram as

cgl ci um gl ucept at.e, cal ci um gl uconate, cal cium
long af s gl Aan s @%ﬂ%ﬁ%ﬁhate (dibasic), calcium
[00013§hosﬂ%ﬁngtthbfﬁu%' {c%tedj%’ﬁ Bﬁ]’b&-&ﬁ%h%h?r%&%ﬁ%é Gtdrial is to be
extran wirol ecul ar - wel ght °,  het'ast ar ¢h, magnesi um
used t6€ Maleipdekagiagnrasiountiseiiéairativ ollstsite MA684 % 6m the printing

pot assi um bi car bonat e, potassiumchloride, potassium
operatgingdd Hemnded b agarton blnpﬁ éernoing raghgee $hisnhachine forms carton
(J act ate odi ym chl ori de. The | east one
blankstpy g o SRl it Sr! Qb aat triBaing 1a° edgescpdarm the
foldable f4BsS UL ABARNGBIPPORE 10 £ HWTHA enHBIRLIATA
oda (égg% e.g., pp. 79@-833kbf Nur s ﬁggéggﬁegngﬂé' ﬁEhnoa
carton Hdsedhre ddemhed hEhatolteblktflagndonarnht ends of gk ketat Tlesstarton
one selected fromferrous fumarate, ferrous gluconate,
blanksfcaphsdgadad map she magpsing of @l deston fpgmilw)'r}achmmwhjch is in-line with
dextran, ,i.ron,_ sor.bit ol ol ysacchari de - iron conpl ex,
the cquipdhtaing g P BeRp L ™ il Hackpgadin Jelartor. The
prima@pd k8G9 2BE 2 @8Pe, Wotht of §AF bR oBEliREL 8 thE ?{‘Bduct itself if the
ardeparin sodium ‘dalteparih sodi um danaparotd
produstdslasolid e Mbisapsrbaengodhd o bhepafiil in dad padkagiepbdértifrice
sodium warfarin sodium The at |east one bl ood
produgfgrj vati ve can be at |east one selected from al bumin

00014 % PHh s 3r bt YRR R or R Chamdlire pPRerr ¥
monorh B qurbd ehfu gl réOrRIi€N pol} RS AB kGOt Bhé ably®k ipeiiners and

The at least one thronbolytic enzynme can be at | east
monorpers age heglt beilihgorhiahtreghessey Oaiostarepladive, Tresepysiems include

) reconbi nant), streptoki,nase, urokinase. (Se e.g.
pigmepls”SHEINEG, BHERF 6 H* S80E B U REREOGIEL P by B
multifh§3nal Eﬁo%iﬁ/tlie?&)ﬂ‘&mﬂﬁ&&itﬁ%g‘. PRe &iv Eﬁ@lsg@i 'assa%kaﬁ:wle

from busul fan, carboplatin, carnustine, “Chl oranbuc
cisplatin, cyclophospham de, ifosfam de, |onustine,
nmechl or et ham ne hydrochl ori de, nel phal an, nel phal an
hydrochl ori de, streptozocin,6tenozol om de, thiotepa.
The at | east one antinetabolite can be at |east one
sel ected from capecitabi ne, cladribine, cytarabine,
fl oxuridi ne, fludarabine phosphate, fl uorouracil
hydr oxyur ea, mercaptopurine, mnethotrexate,

net hot rexate sodi um thioguanine. The at | east one

-, . e - . - o, oy
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0O of 2-24 hours or greater. The presently clai ned
products are useful for human pharnmaceuti cal product
wais@s/07d1e5 f or mul ati ons of the present inventi oPCT/HS200B087348
prepared by a process that conprises mxing at |east
one |L-4 or IL- 13 I g derived pAstahay Bockpeliof:| &§4-00-WO-OCP
portion or variant and a selected buffer, preferably a
phosphate buffer containing saline or a chosen salt.,
photoihtiatarg t& producet fre¢esticadnw Mg deitiry duitigkethe pplgmerization of the
specified portion or wvardan nd. buf fer .i €OUS, .+:
acrylatg ponersiesianpprarout otfel RgoBunvalershdida eadtEf atives
' L X i oHél, tHY articular acrylate
benzi] BBt ot
systemks@@s thazag fbga partiadar proeted depemdsme on fthedompatibdity ovith other

variant in water or buffer is conbined‘ ith the Useful
comportentsr the spard of Flirurgaisedrey AL 8ncianLREgct pRECarance. Usefu

sufficient to.pr.ovide  the.prot
systerg et DO B BBPREGRL SRR ARk s ok e 202
which YL Sk R8a e HRIEINERG BN tRBE 1§ rdd&@nBar Tafibhicl curihgldydtems also can
art. For exanple, the ordér the conponents are added,
be usedh@hberaratdsdd onalingdddhé¢rs\aes epoayussids fohet@digosras ueeactive

. and pH at which the fornulﬁtion I's popahed” are.aI.If d
resins, fancropROMAER IdaveBer DIStIRAF PatPd Y ¢ IE SRERM ! eedTeterred.

[00015ﬁpd pnglg(gtgl?ﬁ{/ g%st?a%%k ge%l{ BL 9Ly KS (féjctroTWeag'Jé gh?ig@ S[th%motﬁl ositions

_ I Ons”can bé provi o“patien

for ele&?oﬁb@érﬁ%ﬁriﬁ% d+bIAB&] Bh adsylakdahettiigth® sERIG toth8 Grea radical

vial of lyophilized at least one IL-4 or IL- 13 1g . _
inducedigpilyedriprooeicomposijpesi flihedrpoaty diffesencedsithatta phefoinitiator is

IS reconstituted with secaond vyi al. cont.ai ni,n o
ot used. o 5bs olatiroe Der et thesaRs il SOTHS 47 digalpgleave forming

i A = i - seluti ' : '

ree rfl QST T ADSE o S OALEARLHL O Il R ) e B tow o
there i8¢k SRRessUld HERVDANL ia thhnBleau@ing Ml bt dony &h &8 offgen free

patient treatnment and thus provides a nore convenient
atmospherat fxygen égfiitvets f@etadivat fnrmatiany Thiareqtires. the use gsan inert gas.

one IL-4 or IL- 13 1q.deri r ' cified
ElectrGbearbavrmodre dhelldr thin ahe SEUT . oRBEF inmgrated

N el I tions described herein, can be

hQNﬂnég#g%%g%ggggj%%ﬂggggtient i n accordance with the

present invention via a variety of delivery nethods

including SC or IMinjection; transdermal, pul nonary,

transnucosal , inplant, osnotic punp, cartridge, mcro

punp, or other neans appreciated by the skilled

artisan, as well-known in the art. Therapeutic

Applications The present invention also provides a

met hod for nodul ating or treating at |east one IL- 4

or IL- 13 fibrosis related condition or pathology, in

a cell, tissue, organ, animal, or patient including,
but not limted to, at |east one of interstitial |ung
di sease, scleroderma, liver fibrosis, renal fibrosis,

sarcoi dosi s, hypertrophic scarring, keloid scarring,
cardiac fibrosis, age related macul ar degeneration, or
col I agen vascul ar di sease, and the |ike. See, e.g.,
the Merck Manual, 12th- 17th Editions, Merck &
Conpany, Rahway, NJ (1972, 1977, 1982, 1987, 1992,
1999), Pharnacot herapy Handbook, Wells et al., eds.,
Second Edition, Appleton and Lange, Stanford, Conn.
(1998, 2000), each entirely incorporated by reference.
The majority of wounds heal through repair, neaning
that the new tissue formed is structurally and
chemcally unlike the original tissue (scar tissue).
In the early stage of the tissue repair, one process
which is al nost always involved is the formation of a
transi ent connective tissue in the area of tissue
injury. This process starts by formation of a new
extracel lular collagen matrix by fibroblasts. This new

S o o - o, r



specified portion or variant conposition protein
formul ation can al so include a surfactant,which can
WO ea80®78F prevent surface-induced aggregati onP@Ff/US10@7/087348
g derived protein or specified portion or variant
conmposi tion protein caused by aftwinest Doskef Nphe&204-00-WO-OCP
solution in formng an aerosol. Various conventiona
surfactants can be enpl oyed, such as pol yoxyet hyl ene
fatty acid esters and al C&grdINS and pol yoxyet hyl ene
sorbitol fatty acid esters. Anounts will generally
range between 0.001 and 14% by wei ght of the
{ or muh 3L 18R bIEIPRET iRl] Y HOF£h LBEh I ih 26 saBSSatk Paterial having
pur poses of this invention are polyoxyethyl ene
an innescubfat@mndron oolteratie facpolhysorttatiafle hayohy 8 pabéatdatonetallic
. or the like. Additiaonal Pge ts known in the art for .
coating @enmpaipj apus 0§ R dseuptas frdFORs2eF P 19 0B Of morggnk goatings over a

portiongggf; t'l%?ig%tgfglgtsﬁkc & da(e%{ai ?%ﬁ?ﬁéﬂtﬁ%lr}pngﬁ{&%}%g%ntofacﬂﬁd@&ﬁble coating
over thAGRtAié kbl RBroInK todirgs, A holbFrag fdemeded th¢ aidiatioweurable
specified portion or variant conpositions by a
coatingNebul aree witlyadexposad wndrdying oneteBiscionting agéhe rashatgen curable
. vari ant cogposition protein can be adm nistered by a
coatingyisgingatedsych as jet nebulizer or an ul trasonic
nebulizer. Typically, in a jet nebulizer, a conpressed
air source is used to create a high-velocity air jet
thr oughieasrared thaen bisnk Aeingdsine X pandsirbgyentstrie material is
nozzle, a |lowpressure region is created, which draws
selected fxon thd grougf cangisdieng cfedpanast paperbpahecifer@@pstici on
or variant conposition protein through a capillary
tube connected to a liquid reservoir. The liquid
§tr ea%q JJC?F%tE@ CaftBRIVIARA ¥s I8k 8 wilgalethel SibQtrate material has a
unstabl e filanents and droplets as it exits the tube,
substasti€lBt whgelhefaa@r osol . A range of configurations, flow
rates, and baffle types can be enployed to achieve the
desired performance characteristics froma given jet
nebul i,zer. 1n,an ul trasoni ¢ nebuki zer. . hiigh-f u :
3 oot MEEPrmd Ry IR (ISR 2o ei i R Sk is o
metalli%ﬁg'% SR cERQTLSYa nieRl eficted RBRI @I 18up Phegagk®¢hlurfinum,
transducer. This energy is transmtted to the
silver d&rar Aimt.ati on of I g derived protein or specified portion
or variant conposition protein either directly or
through a coupling fluid, creating an aeroso
iLncl udi ng the.l g derived protei Clifd ' .
Cvan e SRR RS SRR Ao nSREE S R g 12
radiatiBAchit 1€ the@mdpladiRrdodBidlgpr ot ei n or specified portion
or variant cofrposition protein delivered by a
nebul i zer have a particle size |less than about 10 mm

preferably in the range of  ahout _1 to.about 5 mMm. .

Bnd misRecoraiedcaBion ElRdes 1) fiRin & VaRgein themetallic coating is
ultraviI(:)Pert%H!e%(yi c%r}gblgf at |east one IL-4 or 1L-13 |g derived

proterr’or specified portion or variant suitable for

use with a nebulizer, either jet or ultrasonic,

typically include a concentration of about 0.1 to

Zbout Aldaomgtedfcagion ark agpeclpim b wherein theamegplbheeoars is

rotein of,specified portion or variant protein per ni

deax%%bqggPﬂPP - The fornul ation can include agents such

as an excipient, a buffer, an isotonicity agent, a

preservative, a surfactant, and, preferably, zinc. The

formul ati on can al so include an excipient or agent for

stabilization of the at least one IL-4 or IL- 13 Ig

derived protein or specifieddportion or variant

conposition protein, such as a buffer, a reducing

agent, a bulk protein, or a carbohydrate. Bulk

proteins useful in fornmulating at |east one IL-4 or

IL- 13 I g derived protein or specified portion or

vari ant conposition proteinsinclude al bum n,

L . Y Y |



After 2 days, the cells are trypsinized and seeded in
hybri doma cl oning plates (G einer, Germany) in al pha
wWOorRewss7dvEM suppl emented with 10, 25, or 50 ng/PET/082007/087348
net hotrexate plus 1 ng /nm (G418. After about 10-14
days single clones are trypsini 2dtbrany Ddvkat Beed@W4rGP-WO-OCP
6-wel |l petri dishes or 10 mM flasks using different
concentrations of nethotrexate (50 tiM 100 nM 200
BM  480desvrated@ariog. blatoasin grisgl mherein e sybgkedially transparent
diauiSonecen rations.oftneiﬁqtrexate aﬁF then transferred to
radiatign (HERJRFat et LRI E WHy SVER i gher
concentrations of nethotrexate ( 1 mM 2 mM 5 nM 10
mvf 20 mV). The sane procedure is repeated until
6l oned deceratbtiabned Wit agirodasn Savherevetita atbistmtiatly transparent
100 - 200 nM Expression of the desired gene product
radiatipy capting setectf gt Deainicarde. by SDS- PAGE and Vst ern
bl ot or by reverse phase HPLC anal ysis. The conpletely
human anti-IL-4 or IL- 13 protein |Ig derived proteins

ape f W hbafodamakies & é@&ra@%ﬁ’lﬁa{c&bg@ﬁoﬂ\?ﬁﬁhﬁ’% gfbiding a material
derived proteins are expected to have affinity
substrateihey iy & beeweed alxdnt®dsarfaceddie Qi2r suSachtchioghn the outer surface
of a cafippr GBS 1aTh 1901 SN LG LRGSRk poediation cufable coating

. I N i L-4. - . .- Y -
B L
particidate bRl 65dth 2B cdhiad@n@thd tdlididreeliiadl @atinlg dbhtdiRing the

Lung Bi opsi es Lung bi opsy sanpl es were provi ded

particulharequgtal ewe tivprwitiht fadiytico rappHpiggirsamtapne e mgrievek spnipining
. of Mchigan, . Lung biopsy sanples from U P and the
coatinggiof BT EOBRON Bh L G PTG E DBy LB M hEshe
partim.FlQ{ét@bﬁﬁ,régcc I%ﬂ?é gh %rgtﬁ{a]? &6 CIOE]lIPAiPI{:{ ]félogm,h&)riné tHelohe or more
evel s were neasured by Ium nex, followng

ink coﬂﬂt&ﬁﬁﬁ?@b&tﬁ@g’s’, spplyah@asubsthatially pradkparentesdiatas duelé foating to

each T'ung biopsy sanple using the BCA assay. |L- 13 .
the suifeseedfghouene onorengl ink eantaonimg dopgnassnef conteataignthiegubstantially

each tj.ent s | e...Fi broblast |sol ation and .
transpR{E FTCAtPBEUTAT PO (Ieh ot SURGBIR CRP RGeS neggriye of a
holograAPAR aln 48 ng@hyl_@frg de N mMEE IO htaiihe Chathl and at least

primary fibroblast Iines were isolated as previously
partialthes@iing ek {ibklantRllyn@nsparéntuoatihgstlsilareantilesl ahedhim is in

from|lung biopsies taken from U P patients (n=4) and
contact Wedetheisabstapial g tensparens ceafing t%&ém hefhiddpgisinagmage in the

t .FLbrbogrl ?sts were al so isolated fromlung tissue taken

matenigyrisige eUng tunor resection (n=5) and these sanpl es

were confirmed to be non-fibrotic by histol ogical

anal ysis. These non-fibrotic tissue derived

flilbr ol dsdcsatehlgbdckbge pefreclaid 10 oviaselmidie-dtildrso bne shim is

fibroblasts". Fi broblast gene expression Human | ung
substapfipilypbpgsparefer e plated into 24 wel | plates (Costar,

Corning, NY) at 100,000 cells/well and allowed to

adhere for 8 hours. The cells were then washed with

RBS anddeddrhiedeshcR¥ee Bt ahélairh 108¢ Tl @R MBRIrA] 6iNEMte is

with 1-Gutamne, Pen/Strep). Cells were then
selectest froml the gdotip cosistimg of papdrengt paymrbeamt. absence of

TGFb- 1 ( 1 or 10 ng/nm.), PDGF-AB (20 or 200 ng/n),

IL-4 ( 1 or IOng/nmL) or IL-13 ( 1 or IOng/ ). TGFbl

RBGE- ABdeddrafed@tkhbe ad & VBIR 19%1‘?&@?1%{&% R&dferial has a

Systens. Supernatants were renoved and RNA 'was

subsequently isolated using RNeasy Plus Mni-Kits

(Q AGEN, Val encia, CA) as per manufacturer's

instructions and RNA was reverse transcribed into cDNA

usi ng TagMan(r) Reverse Transcription Reagents

(Appl i ed Bi osystens, Foster City, CA). Profibrotic

gene expression was deternined by real tinme PCR using

the Tagman(r) Universal PCR Master M x (Applied

Bi osystens) and pre-devel oped Tagman(r) Cene
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A HOLOGRAM APPEARI NG PACKAGE | MAGE [ 0001] This
invention is directed to a package that has a type of
whmoi0snTERI | mage on at | east a part of its extePCDUS2007/087348

surface, and the process to produce this hol ogram

i mge that has on the exterior gédtofraeeDicket Nackigd-00-WO-OCP

More particularly, this invention is directed to

produci ng a hol ogram i nage on paper, paperboard,
substargiadlyt whie quterrsairced substrates that can be used to

package products. BACKGROUND OF THE | NVENTI ON [ 0002]

Hol ograns have been used to enhance the appearance of

F@C kaﬁed%cgpd'tecﬁf?a&‘ké@@z(ssm clligy1haverdaene hestaRe sQfface is a metallic

abel s and substrates that are applied to and are used

coating@ndichrayigrs aanetdhselsotefldcemdhe gackagessisting bf alsmiantrosdver and

However, the conventional hol ograminage on packages
zinc. jg expensive and usually requires the production of a

hol ogram containing lamnate filmand the bondi ng of

this filmto a package surface. This requires severa

5 0CeaSi RBr&LERS &OBLAIYinTB0 SHeddis. the insvallicdobeng is a
nore efficient an ess costly to formthe hol ogram on

radiatith eupdodk dgirmgphastierdoatingn |ine with the printing of
ot her image and information onto the packagi ng
material. [0003] In U S Patent 5,889,598 there is
scl gs f r
B8 o ARk B L fnf L BT In oo i
uhnﬂngam@n@%yh@egmeThe hol ogram design i s enbossed onto t he
surface followed by a netallizing of the hol ogram
design surface, in turn followed by the cutting of the

fa e, into sheets for. sy bse tin f other.
1fe ketpd ek g ngs odiecBindft daflic@alR is clectron
bemnt%HQﬁ equent netal lizing of the enbossed hol ogram
sign. This netallizing is by a relatively slow vapor
deposition process. U S. Patent 5,003,915 discl oses
the formng of a hologran1d|rectly onto the desired
dhd prodrseratedpckage at Rerlaismd@ v hegeiay thgisubsigpdipldy fransparent
. of .a hol o deS|gn there is a
radmhpg&ﬂpﬁ%%cgﬁgﬁggﬁﬂﬁ%ygﬂ?t%K%%y?% Iﬂ;nologramsurface
This coul d be by vapor deposition to produce a
reflective filmor refractive |ayer onto the hol ogram
A9pr otdedédovatelgyrkagans recleimai @ avivarem theissibbimntgh pimansparent
U S. Patent 6,979,487 discloses the printing of
radm“@é%?@?@@“b%@ﬁéﬂhbeveﬁu§ﬂ§ﬁbstrate A reflective ink or
foil can be deposited or lamnated onto this textured
pattern layer. This produces an effect of depth
30dAt Lo ARYalRaRkaPP as irBdRtn Q0 WM EeR i piRREaEORA dalrdon and the
This is interesting but does not disclose the
rnmenpkmﬂmuaknmfoﬁnadhﬂbagrmmﬂﬂahkS process woul d be
i noperabl e to produce a hol ographic image. U. S. Patent
6,638, 386 discloses the technique of fornming a

ho! OQrAaBQJto?atieﬁg%%kgg% % gA &5 1A% LOD S8k L9, ; h{ta%g%scmn

a conposi sequent at fent

blanksthi ®orsheethd @reorsbRekiatcea tofhfn@ndlﬂ‘z/ Bbitem }ﬁzhﬁal apénato @hnecting
of separately forntn&qthe hol ogram on a conposite

side pasrteéfeteadn of ﬁpﬁppm@et ostopn ppoagliang sAepeneatheving attached end

r at he f|n hol o
flaps, iRl S Befer e o @a5r THOGY ‘Sroeeet Sshmwelsig form a
tubulaﬁj ISEIL@’LHI‘E' Qfogflﬁ eKshe HRMBYBE 1o Rrn BMeak@ps ef fi cient
han the hol ograms on a package surface produced by

the present processes. [0004] The present processes
produce a holograminage directly on the package
surface solely through printlOng steps. Further, no
subsequent netallizing steps are required. Such steps
whi ch usual ly involve the vapor deposition of a netal,
such as alum num onto a hol ogram surface are
relatively slow as conpared to printing techniques and
reqU|re speC|aI|zed eqU|pnent In the present

o I o o "



