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continuation-in-part of U S. Application Serial No.
11/ 276,759, filed on March 13, 2006, entitled
"Fluidic Tissue Augmentation Conpositions and
Met hods, " which is incorporated herein by reference
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dermal fillers can be used to selectively "tune" or

vary the nechani cal and persistence properties of the
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di scl osure, light is applied subdermally. [0031] In

sone enbodi nents of the disclosure, the nol dable

ti ssue augnentation material conprises a hydrogel and

a hyaluronic acid. In sonme enbodi nents of the
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N the presence of a chemcal initiator. In sone
enbodi nents of the disclosure, the first fluidic
bi oconpati bl e noiety selectively solidifies in the
presence of a thermal initiator. In some enbodi nents
of the disclosure, the hydrogel- selectively
solidifies in the presence of a chenical initiator.
In some enbodi ments the second fluidic bioconpatible
"noiety solidifies in the presence of a chem ca
initiator. In other enbodi nents of the disclosure,
the dermal filler solidifies in the presence of a
chem cal initiator. [0033] In yet other enbodi nents
of the disclosure the hydrogel formng noiety is
derivatized to selectively solidify in the presence
of a light wavel ength which substantially penetrates
manmal i an skin bel ow the epiderms; and, the second
fluidic bioconpatible noiety is substantially
i ncapabl e of selective solidifying in the presence of
a light wavel ength which penetrates human skin. In
some enbodi ments of the disclosure, a physiologically
conpatible initiation is light. [0034] In sone
enbodi nents of the disclosure, the hydrogel form ng
noi ety is selectively degradable in situ. In sone
enbodi ments of the disclosure, the hydrogel form ng
noi ety i s capable of photoinitiated solidifying under
physi ol ogi cal conditions and is capabl e of selective
degradation in situ. In sone enbodi nents of the
di scl osure, the hydrogel fo#ai ng noiety or
phot opol yneri zi ng hydrogel formng noiety is
selectively degraded in situ by adm nistering a
bi ol ogically conpati bl e degradati on agent. In sone
enbodi nents of the disclosure, the selective
degradation is perforned to reverse a tissue
augnmentation. In other enbodi nents, the hydroge
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including kits, as well as conputer based nethods and
systens. Although this Summary of the disclosure has
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[0036] In some embodiments of the disclosure, the compositions comprise one or more of the group
consisting of partlculate miatter, therapeutic moieties, medical devices, electronic devices, living cells,
pigments, enzyme inhibitors, and enzymes.
.[0037] In some of the embodiments of the disclosure, the ratio of the first fiuidic biccompatible moisty and the
second fiuidic biocompatible moiety in the composition is in the range of about 1:2 to about 1:10 wiw. In some
of the embodiments of the disclosure, the ratio of the hydrogel and the dermal filler is in the range of about 1:2
to about 1:10 wiw. In some of the embodiments of the disclosure, the ratio of components in the composition
are altered to change the solidity of the augmented tissue. in some other embodiments of the disclosure, the
tissue augmentation compositions can comprise more than 1, 2, 3, 4, 5, 6, 7, 8, 9, or 10 different monomers.
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A. Tissue Aupnentation Conpositions 100501 The
conpositions herein can include one or nore fluidic
bi oconpati bl e noi eties such as silicone and
functionalized silicon polyners, hydrogels,
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y roxyl apatite suspensions, collagens, as well as
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(004} CHocQEaat?fe: r;.sie@e@&s,che SdicRd BB oS Edes QS B! do B Skt @aride (or
pro cﬁ%anig!{o?%tﬁ tse': c%gtam xln%an eﬁgg\;lelrial l Ich!-::pgmeg fg sulgl{:: a(c. %{) t’{x{é]atgflheﬂgr matrix protein

‘ Mﬂérrr?o&ry %98 adzémlﬁl&tlv}fg F?% éll?ri,l sugi} i) cwlnrt@n containing & recomhmimt
coliesse aridm reryrbens ineufopie 24 et i es, such as therapeutic
R} e Vioe $zoad4§£mng=eltuhomerimmi$mmbf b4 ealralyy fount! osde Yypicethi@st means, and
104 WA Rav@ h@iots ribleticd fnclaht 18 @ife e bdsYredBBRHAT NG, aBdIBBisrl so producing (e.g., an

: qunmmmmm or g@,rmgyimgam .&Eheﬂmhea,fah@hg Yot DRkl Soasey:- -

E%rafell%ar niaa 81‘01‘8?15 mclude the gructurfaiﬁec{tems ) g%e?%é g aﬁtm | %Fumber of different collagen

DRENRERR M@d‘t *r“ﬁ'gﬂs |‘ié’fefeét§”ﬁ‘ﬁf°‘b"§e“|‘3ﬁe=‘| I-4Y] erpymoss plghagagterized. For use in
by bPieglly obidpairalbegmpatige cotier Vlidprised prifrakbes Humim chilagey apd more preferably
2 &XdnibR G hikobbh &dllagdi® { The PecdBibiibue iRt cdllBgin ALNEGIal Brpiredfdite @dlino acid sequence
ufm'laﬁﬁw RSurrink RunRh fheet. CCNHANRE & adhddive QdSceflidie Elﬁﬂﬁﬁ&téxﬁ; inchude laminin and
ﬁl:r@ntneglgn F{&el‘ré&%ﬁ"bm&ﬂ%&ibﬂi&gﬁ hu%%li ﬁmlteg §'Leg% ‘§§no§ are recombinant proteihs

turally occurring or synthetic growt actors, suc
as human or ani mal growth hor mdhres, fi brobl ast gromﬁh
factor, epidermal growth facto's, kerotinocyte grow h
factors, bone cell gromh affecting materials, or
ot her noieties may be included depending on the
t herapeutic need therefore. Such therapeutic noieties
may contain all or part of the natural human (or




100771 For exanple, a mcro device with reservoirs
for one or nore drugs can be localized within fluidic
ti ssue augnentation material before or alter

PLAFRIRREsM thin the tissue to be augnent ed, p&Wlsapor/eos2ss
prior to cross-linking as desc. [Med herein. Release

of the drug can be triggered by communication with a
rogramred wrel ess receiver. Prepro%ram“red
contajping IS PRSO8 $18 Riae acid Eawsnse ofagHTaRY ascurtine Masep Brapip- ST etigogllar matrix
proteip rayig@akitcgeOp amimire gdesived gemetsristics Schtap predtenmingddepmyationoziiagion,
- -consiG4AEY Or 61Rdr p&rﬂJteﬁ&SﬁmMﬁh §mpeE1:QQ Bk miy agikdenfandME0AE matrix binding -

mnctim%!y UflR oL HSRED r%iquJr nfx@e@l& a Ald’i’é@ AnEifdnat Iné " for ani nral

007 RS e 2 o S k] S0 %”‘%ﬁ"”%mh%k’) i
polyshegigiie ol R WO Ao IR FRLT dtﬂa?fﬁlwuiﬁmﬂ‘é keriip gpifate, amylose,

mammioﬁmmmwm@mﬁesewmémm@wuwﬁddw Héfels; pentosan
polyshif] 446l b}ﬁt&aﬁané fhagresp&ﬂﬁd‘deﬁﬁtn&s Rid [Blysek&hﬁrhle filsy bie GHelkal®@ of a proteoglycan,
or suéamntg&} ﬁaﬂlgl t@&:r&gh %Lty %Je br r;nclﬂaepofygagéhg'kd& of i:r&gdé@cans may be used together,
and fa v%:g-ncﬁrg (t)raﬁEnI eOﬂI;] quq mk:l %bn WIH'I e or mul% € ﬂg %&B’P?Q l e
E!'}(’I ng In SI{I Con al nl ng SUC or

ot fre Adfigens] Comnengars (M ThsguaAug FResteny the tissue
10073 u g ment Rerficylste naties. tPerﬁcuhs et v'@f betma*ré & lepggifening the duration of acsthetic
correiofiir@iiliigt o AitikDElaupieyitati®, DS as th@fusiul aslddalkiod or AMing sy agent. .
Matcl:r&ygl\laﬁ s&ﬁ&m@%@%@!@a@mﬁeﬁ:& as calcfim cBitaidingGhaMiidkUag., hydroxyl apatite) or

M bt ARG (oY, c&m%whu;%) B RARER) o oyl mster Such pariulae

Il I ndi Vi dual .S ch .
mm%&*ﬂ%ﬂﬁ o PPN G g AT PR DB PBrRighgt ool
microg e bRy S S PPlT, 8 Sb AR RIS D o
16074} r. Rigidigriginows mattdyt magisk eseenidatly &fm puiicgosesrrials fohexample, asrogel is 2 solid-
state buBl@Abd sfr)ila t6) gd ke tRNigi@LcSiponkdl @ FplacdR@RRS UTha tebult G an extremely fow
dmsﬂ&yﬂd% se$éil§i ben%agi%pg@s Q\D%XM?IEME&SJQ S iIGSE ﬁgrogei is typisally

com;:ose %3 k";& Ian? S us{spg:e wnﬁ ﬁ ,§£ Ferr]xgztynﬁt A ILQHS Astogel Qle:greJn% dehcate, in that

avol e spon
PfessFﬁfFHﬁ%““b‘f‘*‘“’éP‘l‘%f"@'f'z&"“F é‘%%o‘?f’?%“dt“é" SIS Py serozel
compagitiorrmesiiot aver 26(0[timgedts OfOGBD} Fypicaly. bn ﬁo@éww jpavy\# Genydritic microstructure,
formédaly brlericdi BRtiis BR@NIgetH:0 MPQS:kEthrs. OThSse alRtbrsEzkthk ¢8m hydilbensional highly
pOl‘OlfSrStﬁﬁtu‘lQ; oflfrlaéﬁl-ﬁﬂa cﬁ@s’lslw"fth pods tyB Ry M&Qﬁaﬁ] 100 indoR@ers Ghd sVerage size and

dens%rof ros tba% bQ 90n¥ u;l 1 e huffcg.&m tgés b@%ﬁx%ﬁ& al% hydrophilic, but
o Pt%ﬂy?r)s% \Aflﬁusr srﬁ Cr{lpatlee agrﬂ%ﬁl may be usad in

chemcp SR
conjunptige Wit %ﬂrﬁwaﬂssqe H@“’E’éﬂ“l"“ Titrieds B SF‘fﬁi‘ffb‘P"I“‘i“z‘e by RpicteRye o
additfolmtly, on ®sge! konpogiibn p@ilciym@:prem Pressuke sdilifige (@W@mgftem of art s *friable’) may
be suitdbad: kot BEErachBY ofttie 1iBEB/audntald@ raBfial paalRgRh@REsure may cause shattering,
whichdaR 6EHERL iR thd RBokhbiSSiGe FMOB A 0O JVEHIB itk BdnSvatind Whtwork, for

amgigy be tenporary suppor t until the cells are

ntegrated into the endogenous, tissue. 100811 The

19073 o5 dht TREGHRRE T IoBTTs TR TETHL PR RS o Ml r%vmﬁ'gg bioactive
moictiesSerh pifhergpputis paletise poRg hesn Sqnimalptpd pre Siseyagigglestiichge similar fo naturally
occugiegiamat @ aniingl eloltie.r thest whichusobtallygynthetiyad doagt@ccurfinmiture, For example,
naturkl B8Rt PR tatacSlbliGitrbliefibct Sl HRBEstmal Rdthciddd, duth aSindtdlioproteinases; 7

AR e LI bl e bl A RNoil Wl Bt promor

vario| rlhetralpfu a:gagteaiviargngﬁ,e forexa %lc cg:eogeneszs grtwglF occumn or fyﬁthetnc grawth factors,

ener
such ayhuwany of anirppl et t'?faﬂ‘gs ﬁ?f&b‘ﬂ%ﬁ%‘g'b%m’eafﬁw# i faptarg, figgotinocyte growth
factofychyndyelbprovwteffegtinp preterfais o othgr sngigties apfierinsluded Hg’endﬂg g thefherapeutic need
therefo@0 8}: thE@pcu@Maigttsanay Ganein Aty pé@&lﬂfe @atirh! DGb@ (or other animal) amino acid
scqueRbATR BhPhd 10 snBedc @R RARud: BepepRB BRI riina Ml d. - Usi ng

tissue augnentation material as scaffolding for y

integration of cartilage preﬁﬁrsor cells so that a

portion oldie nasal cartilage is cellularly

integrated with the newy forned tissue augnentation

materi al may provide a non-invasive nethod of

cosnetic:dr reconstructive rhinoplasty. 100831 Under

some circunstances, the present conposition my

result in cell binding in vivo, so that, although

cells of an ex-vivo source are not co-adm ni stered as



100851 Anal gesics. Exanpl es of anal gesics that can be
used with the conpositions, nethods, and kits of the
present invention to reduce disconfort due to

i nflammation include, but are not limted to,

| MDWATIE4S7 mepi vacai ne, bupi vacai ne, procai nBCT/US2007/006258
chl or oprocai ne, etidocaine, prilocaine dyclonine,

hexyl cai ne, procaine, cocaine, ketamn ne, norphine,

j0074)1 AMRX| MBHicaltr @D Bices. APSIFFIm, cha,a&agxamss, deWBR Riby B G porated into the
poiymjit: rqgtgﬁppging to %yﬂ%ﬁﬁ&o@(z ﬁgl’lerll%%t,q{m 6:3;3 mvan <§ontemplﬁ¢s incorporation of

ag’gexq{:ur oni el ne h éﬁnr ocadel ne, I g%) p

raini EYIcs F'%S’g Tf'fe P B R ev:feéﬁ{ ‘Eﬁ g or igdenti écﬁrfowosensnrs to
dﬂ““&l“p‘??é}b‘f"ﬂ'ﬁ?“ﬁé ev% ﬁxp}:@ﬁ @F‘ﬂmsﬁ-‘é‘ or !d@;@fsqggmyp]aﬁq c@'@r “motes” which act as sensors
to coglingiivetn dnbyhgitreaboud thp lopberginemerhier edcglvel. di acet yl nor phi ne) ,

10071 Y 84 0ERH10 Ahicro dethbd Wil FRGRH loNIAD &)morsAME! QNBYIRIGHBYithin fluidic tissue

au néﬂ&:@%q{té?igﬁﬁﬂ@ PR a;ﬂrleﬁ% mﬁﬁ@-leomr %drl)s prior to cross-linking as

0 I.none
d‘m’[gg‘f lbe‘iﬂzS‘h ﬁée“"‘ngél g’ %%(%‘Xﬁ’ FOPAFER X dar S‘H‘E")" wireless recelver.
Prepragramse ﬂ’l’ﬁﬁﬁ@""*‘%’m TPW“GWM OSSP PROYRE O Wﬂﬁ@lﬁawe’ﬁ‘é" achieve
intricgth eheraizad elepse modelsr ni f ent ani |, tramadol, | ntracai ne, and
(007871 Xitadking QevichiaicRad inseditn Mdio-la'ﬁaecp‘ki@f mﬁ‘zﬁﬁﬂl inﬁﬂée}nyn’c, such as radio-frequency

conrifef ﬁﬁﬁs@é e‘RﬁﬁL’ Lﬁad@{;i‘%?ttﬁll%gf i35 ’§wl§1 ti)%fﬁ:gfrwd J:rla'ad%d%t @l@rﬁ(ﬁ:‘gooatlon Thus, the

prese% en l{m :atl:?l*das congOﬁlg:Bus and mlg ods mc gc 11{giae‘§.g’ s*l 31?%?%5%10&5 include m_;ectmg

consi ocCal ne

an MHVWWFBHB ﬁgu& aam% ﬁ&gﬂpﬂiﬂﬂl ﬁ‘:ﬁh ﬁ@ haﬁegei capable of cross-Hnking in situ,
contajping y REGHOr thgt entifigation trec solidifying e fskye peepfntatifi@ 8@ As above,
transdunital Ioohiti@Bn ARt elrog ettt UsBYF alDRFID S@be\idr bdhvinltfice (e.g,, for an individual
:dent@jﬂ'ﬁmeﬁfb:t £OARS purPiLsl) Q%,maﬂﬁﬂlng kb 9iyGbr vﬁlh&abﬁﬁrﬂﬁﬁ[ﬁls, such as the infirm, the

elder gyc% Oqeterﬁigr?%ﬁﬁ&uéngﬁ%ﬁg l)irllgl'ue puléi!i EQE -!)r tngc].an %roagucuinual purposes,

aC|n, toxici'l'rn plds ¢ oni c
such 28 % g hR5 =Rk aci n, Anpl icillin, ApaIC|II|n
10079 Ergarpeliting depies sh b RFINGelfed vethinitg pregmtsepgogiiang ysing the present methods
may g i e@king IdﬂmnmAZJhIShrugm}'mpmse Azh &dihdak prallBaiciedorach ne,mce materials,
such BamgRbhigg. penicillin, Benzylpenicillin, -

[oe r b &N Cbi]ll lirgz 0T %%thofhe pr%ifﬁt@xq{pgétliolns ané:ﬁitﬁbld%y@e free of living eslis, or

may %G?JB H\?mégrcol s 8h0r pégvgnenzmoh F%?agfqae, a f:anen’t’té%: C?ig?us ee i m‘ay be premixed with the
Rl R, OB S Ll bzt winin
 crosselialfefl pilymesxnetv@ef Ghis treeze freaifoi@ing avag ai reky not Beforeanpenipiacement of the tissue
agm@edtion Bitaials, bGaiap bé @xigoraGeimpit inkinde Bk intgM@l Bip the endogenous tissue.
100813 i prefki ddﬁposﬁ@'fs RRAGARMbIY By Sp8EnRMYDE Lided folGREE @éilérﬁﬁm insitu. Tissue to be
generg@J lﬁcgud%sf rhl%ﬁx? or gﬁ@:@é "T(ﬂgtlh a-gdi 1Br§lﬁtrm U %ﬁftﬁa{ :Jn%%lymenzed

eni co rac

iwr:mﬁna{"J 2\ &adﬁ maﬁ pro s agx vg?rﬁnent &n o fxi tg?uig%anﬁ%on Cm"lage tissue may also be

genergiedysing thy Uﬁsﬁ'tf F‘f‘i“l"’%*ff"é%ﬂ‘%'a‘fﬂé’dﬁa Spitifege tosuphes o thy Hiery/E Fivyue engineering in

sitw. C] oxaci |l | i n, Daptonycin, Demecl ocyciine,

[e082De B} htaRik, @ROmay Bbshedishi Glghentdobh @R thelnbdd psing a mold Using tissue

augm&tltlbxt MQM §c&f‘oim>ﬁ¥%¥e%1laﬂrcﬂ &F ca:'tziﬂge?@&ﬁr&r ceﬁ&lo Q'Jaé a pl:\fgmn of the nasal
l% Q{lp E}{f tP%rate%t thfhe new":I ilor‘mecf JISF_I{E g&l(grarlgxi,] rtlibn mateﬁlg%ay I:rbwde anon-invasive

meth'ﬁ(f§?°5’ﬂ’°§7‘&ﬁ’ﬁ“"‘l‘55‘§med’6}‘ﬂy@?% Fu5| di ¢ aci d Gati f | oxaci n,
10083¢0 Hipdet sommg inqumsBpass BinPreden conpriitive mey psult s} Yirding e s, although
celis §liah pxstva tdurte &re ) brR@itinGRycd dsPOPE e Gijeiabld SOBusiAd, @ yivo, cells adhers and
grow IOHSMEGHLE cof@RAIY Ci N, Kasuganycin, Kitasanycin,
!0034)-at ar;pXSIher éu%%giet-ng )@i‘r\&l' !&mpdnlax@s ;iaﬁ bftllrel %bgz%l |jr-|qtatmn compaositions and
%gr[ﬁlese oﬁ(mr corﬁe acae.r ééo ) angg?/ T & xed :&i i 3%.1 upon injeciion,
?eﬁ &pets® REFRIPET Pt =diast 85 TE;
Mezl oci I l'in, Mdecamnmycin, Mnocycline; M okamycin,

Moxi fl oxacin, Narcillin, NargLllin, Nalidixic aci d,
Neormycin, Netilmcin, Norfloxacin, Novobiocin,

O [ axaci n, A eandonycin, Oxacillin, Oxolinic acid,
Oxytetracycline, Paronycin, Pazutloxacin, Pefioxacin,
Penicillin O, Penicillin V, Phenethicillin,
Phenoxynmet hyl penicillin, Pipemdic acid,
Piperacillin, Piperacillin and Tazobactam

conbi nation, Piromdic acid, Procaine penicillin,



4. Pol nmerization Cross-lingkin and Initiation Ae ts
100901 Wil e one may desire a nol dabl e consi stency
upon initial injection using a nold to achieve a
predet erm ned outconme, one will not typically want an
7WeHSF egi on to continue to be nol dabl e BfFEY20479@5258
clinician has conpleted the procedure. In situ cross
I i nki ng (and/ or pol ynerization) can be used to
-or admyirdsteed afr injegiolbtthe liquidh@lvebrGhtriof iR sifuaksalinkity, orl@tlyistered afier the cross-
kg Ul pting of an individual, the crosslinking and/ or

1008910|A)6|55Fé;iks? 3k ﬂ:s &?a"i’g%lm@ch&%r} K8a Bl e ' nasx con od?gndqats ;fthe _

rese%g)n 9 r% g e Cr 0SS EIE 1 ons

Prot T s AT o D IPIEEe if PS [t Peeppin. figpvaceins-
b""'l‘?ﬁ‘l‘ﬂﬁﬂ’é%cg"et Hloperoprieitopaingflocting dyeipaiss hefoaine Prratiiecataine, ketamine,
morgkinel ppEediePrapmbel, IErep edidxong,gnepdriding) buttteiicd G @bntaddcing lor morphine-6-
ghuc{i@iidd ¥edeing athidddtodedt] diaRbhifie, &ﬁﬁﬁb@ﬁfpﬂ&nb QAR SRS fedRFICh BB o
dph@:@d%@ﬁgm&%tdgg&mMQWd:ﬁh@m&ﬂﬁe ﬁ’ﬁn anml‘erhei%%gﬁaeety!morphme), hydrocodone-
{dih ro en n‘;q‘)ﬁ el oge\?gb)r r@-ﬁ ev | e%@

tha T MAL:i P AR B AR Pt st
('““‘Ht"i‘f'y" ??J’PH@‘P‘I'%@W%&R?%{d@nﬁf'ﬁdweqdaww oEYmOr¥Rrge or
'(d‘hw{ol&fﬂt?k)eiomang@),. P8 R@exmeqheraioging remifieuradil, tranyaddl getaitaing @i bixtures thereof,
as wilbdptaina fifaly A ceptibleS MR dQIERORKJIE N Sreforfell BRDdimbrikd ddBiposition includes
an afdigésld setec@d ﬁdﬂ?é@%:%ﬂé& hhtnﬁnef) %lngljpﬂ)gé nymageno('p%mgand :

phm@gggga“;gcgmge wl f SPME enmbodi nent s at t enper at ur es

, Slch as tenperature outfit surface
084) " Anfiyet, APERP S i B L s ForppSaat oode nd s o e prsens imventin,
such 5t ipiding Pyt digitddefrariataginanbeibiin dlundevoipid doid Gien Atgmetiox Amikacin,
Ampliciléig Apairdilin, herade:si A®dmouGieREn, AsRoxSAE AASRI0R] AR B cin, Azlocilin,
Bac@icﬁ,&ﬁnzh&:%eﬁﬁllh%eﬁé}@éﬂmﬁm EMoAGHhih, CBhEE, é}%dt@mpm{ﬁ%efammdole,
Cefa?a?ill,ld@tl‘:gﬁe ée&‘é&lmeéeﬂrgb?ago&!% rﬁ%@%‘éﬂ%%ﬂ%&!&f%&%l Eefgpsmgge%tamet Ceiixime,

e ation
Ceﬁqq% e% mor)fté %a ne, gﬁﬁanﬁﬁl%faﬁm% ﬁletPtietarf,l gffot:am Cefoxitin, Cefpnmzcle
CefpigreiiecCefopinime Lot Sxbadint: Sefropin (ot iedin Eefiarifiag, Cefriaxone, Cefuroxime,
Chloprprgisili Ghlortengeynibie glidleilinn@inoxipin, SigdoBabd(ChitoBmaiDCIgnizole penicilfin,
Clindin @SS EibiafIfR T RpBa)in] Wenddioc@liRe, DRAGINME DBBERABiNISnSShiSkromysin,
.Doxﬁsljcm%t Iiﬁ@a[amﬁl%icm& %t-o%cnt B@&Ldﬂgpﬁlﬂ]owm, Fﬂ)gxgx @FLF loxacillin, Fiomequine,

Flun&u%}‘n :.‘hly prs%i'ngf %g gS{n}éloem OH!Edlc acrleagangLéxacglé |G§[81J§%)a’ﬂ? 81?ﬁm|¢fxrb Pmpenem, .
SR El %‘“&Wh‘i"@ﬁm“e'r &gvmﬁ%‘fﬂwx CRSEDPR Fpanveiih df ssugamycin, Kitasamyoin,
Lwaexpfa!wmwywmmm@m%m@m@w Lotyathaly Lynreagtite; Maillinam,
Meraqpepera tMethacyeling Mashiclllink Mewniddzéle, Mesiodinit, MidaihySt) MirdBlckhe, Miokamycin, -
MoxiBibHadid) WetEilh, Na®AGL NMﬂmeQél@ b¥oniyah, Pj%ﬁmiéﬁa,eﬁhrﬁd:xééfnt lbzﬁr[\bwcm Ofiaxacin,
Oiea:g&h}%rn (gcra&ﬁll(a %Q&Qlc aé‘ d, ﬁ%‘htaéyglﬁw %’Qx‘%’&i’c a@&fg kn %mm lIe]r?ic:Iltn Gy

et e f)ar: un

reily, B, BB e poElis PR P el and Tbac
combérﬁlffa,d’ilwﬂt: gcld ﬁeqaspﬁmn]mil&tqr@ﬁ:d&&j%ﬂumme Rifabutin, Rifamide, Rifampicin,
Rifamyoin 8V tRifensnsens, Rokitamgcim RoliyarebytlasRoxititomnyds Rufbwdotn sihixacin, Sparfloxacin,
Spectii@yXinCSphraniyoin Sulfadiablih Silfadokind) SOQRElhdck A0 SisordiOl], SEbphckrgdih, € .
Sulfalnht&lﬁzol@ @Dﬂh&h&&%ﬁnﬁﬂcmag%plkﬁn% E@Jn*coxkyrgﬁﬂg?%&?lanm Telithromycin,
Temdcﬂ}{l ycﬁ ¥Qrm?o§m? ‘Tlh%mp Q(fcop Q'wam: h fgrecg{; me "lJomer?yc \A&Qi{gsuﬂoxacm.

cross
Trimiepi. r“@%fgxa&f PTTPYREO X?m?mycﬂﬁe V?S‘&f“ﬁfﬁ'é’f PO .
1008%mt effi Hiemepts| Pigrspts may browed ithel tp aidpismeitasivre Frelyas ifn ceidtia purposes.
Pigmeltsanal i@ atided inpréese nye up btheg pi@@GSits] sudblaSGRS hidfnp. 0SS priedeit kdripEritions may
be sufﬁgglﬂ} befselaii dof) ﬁi:fﬂﬁ&do 60 bilirohe)bkaGing Qlter B Ind e QR 10 o8RG ely cover up
colordd odi0bMer

i hy%'fﬁogérﬁc,gét ﬁg@;’}%ﬁ&* ggﬁp{;gﬁm{ﬁ&% gfgpm.ﬁ thiBiion issues may

becone. WO 2007/106457PCT/U820071006258 [0093]. One

may selectively. solidify omky partially either

before or after administration Into or upon the

tissue to be augnented. It may be advantageous to

have a nol dable, or viscous fluidic material for

admnistration, so that the material is pliable but

not totally anorphous, -under a noldras contenpl at ed

herein.- 100941 The degree and type of cross-1linkages

may be mani pul ated to adjust the physical



100981 Step reaction polynerizations include all
pol yneri zati ons which follow step growth ki netics
including but not limted to reactions of
nucl eophiles with el ectrophiles, certain types of
coordi nation polynerization, certain types of ring
opERIZMG ¢ net at hesi s pol yneri zati ons, etc. POTRSP007/006258
nmet hods of increasing nol ecul ar wei ght of
pol yrners/oligonmers include but are not limted to
be rRull yith tieprasat oy(n@si'uqns Araitmetmls cpuaiviing sultgble digprntgion. Pigments may be added
mnh&m&mlpnrmﬁesmgmuemama(&%%nmxm n the hydrogel,

ovsfal i %&JSE&&Q&%&.LM}K@I&E ol GRS i id$ WA Wbl &J&Q@ﬁmt degadation of
: reIanm’c constlg;]gms nFaS% Th?dre% or exam Iespr s e&&é’ ar(s: ga%bg ofl ghzb:tmg co} agenase

m"iﬁ!gr anda Ridagefphiiars ¢ EI‘“‘B‘EI’“tgFPéaJ'f" aqtivifye ARgoFAl sy, ifgontrolied -
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[00170] The business method contemplates a computer-based inethod of providing a customized tissue
augmentation kit for a provider of tissue augmentation services.
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1001931 The kit contains a prefill ed syringe e
containing a substantially uncross-1linked sol ution of
1% PEG DA in which the acryl ate groups on the PEG DA
nol ecul es are capable of chemical cross-linking in
situ in the presence of ultraviolet |light and a
photoinitiator. The kit includes a separate second

cont al ner containing an injectable dermali fille
nate P987%G%pri si ng a hyal uronic acid, a chonE‘FWﬁ‘ZPW“mss
or a collagen (or an anal og, derivative, functional
fragment or peptidom netic thereof of any of the
preceding), suitable for use in humans (e.g.,
Rest yl aner m Zypl astm). Tliéa—'hghal uronic acid or
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Knt fnr Tlssne Aggmentahun
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said injectable fornulation in situ; and (c)
applying light to said nasol abial region thereby
augnenting said region to the desired augnented
shape, said light having a wavel ength effective to
t l'y crosslink said crosslinkable
t @@‘?@?@s aid injectable fornmulation into ggr?'[?&n%qogl&{ﬁzss
whi ch nai ntai ns said desired augnented shape over
tinme. 2. The nethod of claim1, wherein said’
variatigysiangss shdsubstifribniwill nop ooy 1 thise ckille@in thF e withett Heyartiggfirom the invention.
It shofld Riufiferdtpodtibe Va6ibus alfetitthedf t0hnaMbadih @R o DB HRRItERESsEibed herein may be
emp Io?@%l Mu’@ the “irvenIQ‘? 1@&9@8& i thé:f‘o@wmg glmmmﬁeﬁﬁeﬂco%ﬂf @he invention and

that meﬁgt%s gﬁ%_ﬂ%s ' Qhe { %oge oqthﬁe clai ims f’e g’lEIf = r rru rl{;[gé 489 gqh gxfereb

erern crossl ation
predet erm ned and enhanced perS|stence property.
6. Thé nethod of claim1, wherein said |ight has a
wavel engt h bet ween 400- 550 DM 7. The net hod
of claim1l, wherein said crosslinkable noiety and
said hyaluronic acid are present at a ratio of nore
than 1.2 on a nol e/ nol ar basis. : 8. The et hod
of claim1l, wherein the ratio of the poly(ethylene
.oxide) diacrylate to hyaluronic acid is nore than 1-2
on a nol e/ nol ar basi s. '
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9. The nmethod of claim1, wherein said hyaluronic
acid is not crosslinked. 10. The nmethod of claim 1,
wherein said hyaluronic acid is self-crosslinked. 11.
The nethod of claim1, wherein step (c) conprises
applying light that penetrates through human skin of

WHATAStQLARVIERSISof bet ween about 1-2 nmm 12. The net hod
of claim1, wherein cr ossl inking is achieved in | ess

th
U1 Ao AT A S e

t external to said nasolablal regi on.
shape, g%% cosmg?fgmghet hod for augnenting a nasol abi al
8gglon .ta a desire augnented shape, the nethod

said nasolgbia Tegjgnapin) efosmplatinncwihisedtable

regi on an |nJ ectabl e fornmul atlon said injectable

formulgtigmngsmenrising: conpri si ng: (i ) a bi oconpati bl e
crosslinkabl e noiety capable of form ng a crosslinked

iz hwckmpptitle axblinkableanviely dapghié of AR A cré@iiflked network
crosslinkabl e noiety conprises a pol y(ethyl ene oxide)

upon ap@liédtionloTlight, thﬂeuﬁsaﬁf‘%@élﬁkﬁﬁl@hﬁﬁ%t)‘? g%%ﬁr)lls}s aﬁpﬂféﬁ{lﬁ{aﬂe oxide)

a hyal uroni ¢ aci d;

dmcryla?@hﬁ ﬂg@%&!lﬁh bedsaBy %dtq[h i 1“%§’§mn 1| S%t Sﬁi’:\\?l ngiaon

eS|re augnent e
velen th fective to transde crosslink said
oo ST Plsvgirg Gret B RSrard P B ey determbine i shape of
forpul ation into an inplant which maintains said
Smdmje&@?iq@ﬁnﬁl@@%m%ﬂa aape over time. 15. The nethod of

claim 14, wherein said hyaluronic acid is

(e} os pphiteright ® saifivesofatidlackiod theichy mghfentind@idicBiod & te
formul ati on conprises an anal gesic.

desired augmented shape, said light having a wavelength effective to transdermally crosslink said
crosslinkable moiety to transform said injectable formulation into an implant which maintains said
desired augmented shape over time.

2. The method of claim 1, wherein said hyaluronic acid is crosstinked.

3. The method of claim 1, wherein said formulation comprises an analgesic.

4. The method of claim 3, wherein said analgesic is lidocaine.

5. Themethod of claim I, wherein the crosstinked formulation has a predetermined
and enhanced persistence property.

6. The method of claim 1, wherein said light has a wavelength between 400-550

7. The method of claim 1, wherein said crosslinkable moiety and said hyaluronic acid
are present at a ratio of more than 1:2 on a mole/molar basis.
8. The method of claim 1, wherein the ratio of the poly(ethylene oxide) diacrylate to

hyaluronic acid is more than 1:2 on a mole/molar basis.

-29.



17. The method of claim 14, wherein said analgesic is

| i docai ne. 18. The nmethod of claim 14, wherein
the crosslinked fornulati on has a predeterm ned and
enhanced persi stence property. 19. The net hod

of claim 14, wherein said _|ight has a wavel ength

Pet Wbemethod obglaim 1, whereip gaid Irypdureaic lgeid ipnot srogelked
wherei n said crosslinkable noiety and said hyal uronic
Hti dhanmethodef elaim 4, wherainrsaitlihyalofonmoacel is kalficibsdinked. a
nmol e/ nol ar basi s. 21. The nethod of clai m 14,
Yhemrgé MethbBoflchiirh Q, Wherdih SieP@) obéxqﬁbaelap;mﬁng Kb €t

di acrylate to hyaiuronic acld is nore than 1:2 on a

Pmeﬁat%h%g?{éggﬁ@z}ngﬁ | 61 a thickness?f bethidén ARUNRY nth Cl ai m 14,

yaluronic acid Is not crosslinked.

. The ne .of . cl.aim4 rei.n said | uroni
22 R RSt ot HipiB e ros B o o e 0
claim 14, wherein step (b) conprises applying |ight
PH¥eSpenet rat es through human skin of a thickness of
bet ween about 1-2 nm 25. The nethod of claim
1148, Thineretiod of ictsml T, dicregn said applying dight mansdermatlyanachdeved
m nut es. 26. The nethod of claim 14, wherein
Isadrdlvipplightgtdrhg b sdid ansiidialeddion.i s achi eved by
applying light external to said nasol abial region.
14. A cosmetic method for augmenting a nasolabial region to a desired augmented

shape, the method comprising:

(@ injecting to said nasolabial region an injectable formulation, said injectable
formulation comprising:

(1) a biocompatible crosslinkable‘ moiety capable of forming a crosslinked network
upon application of light, wherein said crosslinkable moiety comprises a poly(ethylene oxide)
diacrylate, (ii) a photoinitiator eosin Y, and (iii} a hyaluronic acid; and

(b) applying light to said nasolabial region thereby augmenting said region to the
desired augmented shape, said-light having a wavelength effective to transdermally crosslink
said crosslinkable moiety to transform said injectable formulation into an implant which
maintains said desired augmented shape over time.

15. The method of claim 14, wherein said hyaluronic acid is crosslinked.

16. The method of claim 14, wherein said formulation comprises an analgesic.

17. The method of claim 14, wherein said analgesic is lidocaine.

18. The method of claim 14, wherein the crosslinked formulation has a

predetermined and enhanced persistence property.
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19. The method of claim 14, wherein said light has a wavelength between 400-550.

20. The method of claim 14, wherein said crosslinkable moiety and said hyaluronic
acid are present a at a ratio of more than 1:2 on a mole/molar basis.

21. The method of claim 14, wherein the ratio of the poly(ethylene oxide) diacrylate
to hyalﬁronic acid is more than 1:2 on a mole/molar bass.

22. The method of claim 14, wherein said hyaluromc acid is not crosshinked.

23. The method of claim 4, wherein said hyaluronic acid is self-crosslinked.

24. The method of claim 14, wherein step (b) comprises applying light that
penetrates through human skin of a thickness of between about 1-2 mm.

25. The method of claim 14, wherein crosslinking is achieved in less than 10
minutes,

26. The method of claim 14, wherein said applying light transdermally is achieved

by applying light external to said nasolabial region.
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