Dkt. 7513/ 8 295- PCT/ QJE CSS PERFLUCROCARBON EYE CREAM FORMULATI ONS Thi s
application clains priority of U S. Provisional Application No. 61/340, 605,
filed Marwb200/1120920 and U. S. Provi sional Application NecTAk2ei@22880, filed
Septenber 3, 5 2010, the entire content of each of which is hereby

i ncorporated by reference herein. Throughout this application various
publ i cations, published patent applications, and patents are referenced. The
di scl osures of these docunents in their entireties are hereby 10

i ncorporated by reference into this application in order to nore fully
describe the state of the art to which this invention pertains. Background
of the Invention Periocular skin 15 The skin around the eyes, or periocular
skin, is is anong the nost delicate aneas of the body, and is liable to
show the signs of aging, including winkles, fine lines and dark under-eye
circles, before the rest of the face. Perioc(l"¥f' Ski'/7§' G stinct from
other parts of the skin. The 20-Gidf &t QRGE oS- abl y that skin in this
area contains less lipid in the corneumstratum the outernost |ayer of the
epiderm s, that thescarneudmost raiium has-fiewer |ayer syovidiabki it has hi gher

epi dermal ki neti cgpabgidhat. ish/ sisedsocated wel-0se, t @ warmsand noi st
environment. In agdditi-on te.:baing thi pnes, 25 than skid.d.n;other area of the
body, periocular skin alsQ,cantakns. fewer 0i | gl,ands,; These characteristics

make periocul ar skin especially.sensiiive and vulnerable to damage from
vari ous sources, incFuding envi ronment al damages and agi ng. 30 The skin

around the eyes israkso: anti fabhr6tbk {on abLBuOF puskidtidn®, GakeskOr. - 2-

Per fi uor ocar bons Re&k| ugnocai-bons.ng PEGES):spassessetheaabi ldty to di ssol ve
large quantities @kc.0BRY% gases. alcutRACentral i.ons.cpdch.larger than water,
saline and pl agng;,.BECs . Lhat arg.commnly. used.iN, S.npdical research are
non-toxic, biologjgally ., nelt.bi@static.,liguids at repm.tenperature with
densities of about 1.5-2.0.gLn and high solubilities for oxygen and carbon
di oxi de. Such PFCs have been found to be efficient carriers of gases, both
as enul sions for kBikadepous tssacand as neat |iquids for 10liquid

ventil ation applications. Sunmary of the Invention The subject application
provi des for a nethixdulef side| i vering oxygen to a periocular skin of a

subj ect coner%ingltopically adm nistering to a facial area consisting of
the periocul ar’ski'fi Bf* tHESUBjEEr A €oifhodi £16n 'edipPigiThy a

per f | uorocar bon effecti it teri v&r *oXygeh totithe PefPdclt ar skin. The
subj ect appl i cat i HA*at ST P oVFdesY Morgs metrhdireafand APk oviy t he appear ance
of a periocul ar s®Frriofesa sithj &t rcompriiesiery topically administering to a
facial area consigting of the 10 periocular skin of the subject a

. r in distinct from othe arts .of the skin. The
conposi tion copprising a Eerfluorocarbon,effbcflve o I nprove the
ces

appear ance of The per T octical™ ek i THE" Obj et ApPliest 16h al so provi des
for a perfluorocatBth ‘Er BanfEOHPoET TN "CoMPrising™ry & p&t fl uorocarbon, 2)
ascor byl 15 gl uco¥tH¥E™s3Y % FF St °Hi XEHre "ConPri StiiE- bitylene gl ycol ,

wat er, ni aci nanm d&s faxichdsT ek EerSrorrbhErk exerigeted sickanetri ol , and

pot assi um ci trat e? "4 ardsecdohd i Xrate Teorpitisi ny bakb erbinogt yceri n,

st ear et h- 20, NShydroxysuceiathan dez €hriyeskay. palintuiaykkiol digopept i de and
pal m toyl tetrapephiagie- 7t<2¢ apid Syad@st hirtregk Mietasre@icorpriasd Nng gl ycerin,

wat er, butyl ene giyvolhar canbep®izlLpeiysordatienw2@rapalmamyd ol i gopepti de,
and pal mtoyl tettapeptiode-sburcdhe isdibjieCtenapphitat ieRgal Saa provi des for a
met hod of decreasigng.the Fitzpatrick Winkle Assessnent Scale score of a 25
subject's skin conprising topically admnistering to the skin of the

subj ect a conpdsi e oiircervprd Sergeaipelrsbl udrfocartbena effwot kve t o decrease
the Fitzpatrick Warnkire Assessnent Scal e score. The subject application

al so provides for a method of inproving 30 the d obal Aesthetic |nprovenent
Scal e score of a subject's skin conprising topically adm nistering to the
skin of the subject a conposition conprising a perfluorocarbon effective to
i ncrease the G obal Aesthetic |Inprovenent Scale score. -4- Brief
Description of the Fi Figure 1. shows percentage of subjects exhibiting
change in FWAS score in Exanple 14. Geater than 80.00% of subjects

exhi bited an inprovenent in facial winkles and el astosis 5after 8 weeks.
Figure 2: shows subject GAIS scores in Exanple 14. Geater than 80.00% of
subj ects believe their facial appearance has inproved after 8 weeks.

Figure 3: shows Investigator GAIS Scores in Exanple 14. 10 G eater than

90. 00% of subjects were graded as inproved by an investigator after 8
weeks. Figure 4: shows Plot of Means and Confidence Intervals (95.00% -
Breadth Paraneter in Exanple 14. Subjects experienced a significant
decrease in the breadth of fine lines and a non- 15significant trend in
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-7- I n one enbodi nent, the perfluorocarbon cream conposition further

conpri ses a pharmaceutically acceptable carriers or a cosnetic carrier. In
one enbodwvoenti/11631¢ perfl uor ocarbon cream conpositi on i PCTAISeHan2898e@ri zed
by it having a viscosity of 5,000-30,000 cps at 25C. In another enbodi nent,
t he perfluorocarbon cream conposition is characterized by it having a
viscosity of 10, 000-20,000 cps at 25C. In one enbodi nent, the

per fl uorocarbon cream conposition is 10 characterized by it having a
specific gravity of 1.01-1.82. In another enbodinent, the perfluorocarbon
cream conposition is characterized by it having a specific gravity of
1.14-1.18. The subject application also provides for a nethod of decreasing
the Fitzpatrick Winkle Assessment Scale score of a 15 subject's skin
conprising topically adm nistering to the skin of the subject a conposition
conprising a perfiuongearbon effective to decrease the Fitzpatrick Winkle
Assessnent Scal e score. The subject application also provides for a nethod
of inproving 20 tHet@otraborAdstchetrtscesknyr overente Scadlee Seore of a subject's
skin conprising topicealet yfathy mesterd ngetnoratfves gkdnnlofert hensubj ect a
conposi ti on conprisengsaiperfd worsocarbentet f eet taent 0 dsecriease the d obal
Aest hetic | nprovementl SeakehSEOmen-toxic, bioAlglcaC@nbienatidiensciof the vari ous

el ement s descri bedaqlies eicnreak e edbratirtkhiimn tdaeiscope Mbuct he-i aventi on. Terns
As used herein, apnd. unkesisn sdated: Rt hekW.sen each..ef. tihe:d.ol | owing terns
shal | have the defichiskdsORvSaterf BLLN DL Qk; i AdMLNESE 81 gst 0 the subject”
nmeans the giving gy dispensi ng 30 . 0f...00..2pR! J.cati on,.ef fedi cines, drugs,

or renmedi es to.a subkectit.0:kelieve..cure, or reduce the synptons
associated wth a condition, e.g., a pathol ogical condition. "Topical -8-

adm ni stration"” of a conp03|tion as used herein shall mean application of
the conposition to the skin of a subject. In an enbodi nent, topica

adm nistration of a conposition is application of the conposition to the
epiderms of a subject. 5"Biologically active agent” means a substance
whi ch has a beneficial effect on living tissue. "Creanf neans a liquid or

sem-liquid colloid at anbient tenperature wherein the dispersed phase is
di spersed in a liquid/sem-liquid continuous nedium The creamis nore 10
viscous than a liquid but |ess viscous than a gel. The use of the term
"creant in this application specifically excludes "gel". "Effective"” as in

an anount effective to achieve an end neans the quantity of a conponent
that is sufficient to yield a 15 desired therapeutic response with a
reasonabl e benefit/risk ratio of side effects For exanple, an anount
effective to deliver oxygen to a subject's periocular skin, or an anount
effective to inprove the overall appearance of a subject's periocular skin,
Wi t hout causi ng unreasonabl e adverse side 20 effects. The specific
effective anount will vary with such factors as the particular condition
bei ng treated, the physical condition of the patient, the type of mamml
being treated, the duration of the treatnent, the nature of concurrent
therapy (if any), and the specific formulations 25 enpl oyed and the
structure of the conmpounds or its derivatives. "Fitzpatrick Winkle
Assessnent Scale" or "FWAS' is a 9-grade scale for assessing the diverse
aspects of aging skin. FWAS ranks the depth of the winkle (e.g., fine
lines or deep winkles) and el astosis, the process of increasing the anount
30 of elastic tissue and inproving the pliability of the skin. FWAS i s
commonly used in dermatology to determne the effectiveness of skin care
treatnents and therapies. "Cel" neans a sem -solid or solid colloid
(dependi ng on concentration and/or tenperature) of a solid/sem-solid and a
-9- liquid wherein a liquid dispersed phase is dispersed in a

solid/sem -solid continuous nmedium Sone gels becone fluids due to
agitation then resune their gel structure when allowed to be undi sturbed.
Common pharnmaceutical gels are solids which 5 when applied and with notion
al l ow the product to becone tenporarily a liquid phase so it applies

snoot hly, then becones tacky then dries. OQther gels are sem solid which
are a sem-liquid, sem-solid mxture & when applied becone tacky then dry.
10" d obal Aesthetic Inprovenent Scale" or "GAIS' is another commonly used
scal e used for assessing changes to skin after treatnent is applied. The
GAI S rates changes on a scale of one-to-five (1-5), wth one (1) being the
nost i nproved and five (5) indicating that the appearance has worsened. 15
"Oxygenat ed perfluorocarbon” is a perfluorocarbon which is carryi ng oxygen
at, for exanple, saturation or sub-saturation |levels. "Periocular skin"
means the skin in the reglon around the eye, speC|f|caIIy, the skin |n the
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20 Cal cul ated Surface Tension (dyne/cn) 14.4

Perfluoro(tert-butyl cycl ohexane) can carry about 43 nlL of oxygen per 100 niL
of PFC, aw02u86i16d770f CO2 per 100 nlL of PFC at body tenperaisaoie/02898ycyte(r)
is a perfluorocarbon enul sion oxygen carrier. The 25 active ingredient in
Oxycyte(r), perfluoro(tert-butylcycl ohexane) (Cl0F20, MM500), also known
as F-tert-butyl cycl ohexane or "FtBu", is a saturated alicyclic PFC
Perfluoro(tert- butylcyclohexane) is a colorless, conpletely inert,

non-wat er sol ubl e, non-1lipophilic nolecule, which is tw ce as dense as
water, and boils at 147 C. Oxycyte'' can be used in the PFC conpositions,
nmet hods and uses described herein. Being that the PFCs are slightly

| i pophilic at body tenperature and would help in the transport of oxygen
into and renoval of carbon dioxide from e.g., periocular skin.

Perfl uoro(tert-buiumaeyet edecroaddeloni S only slightly lipophilic at body
tenperature and not |ipophilic at roomtenperature. 10 The Perfl uorocarbon
Cream | n one enboBEnehptecofirtifretior esentes| fwentreond tdiedperriby uor ocar bon
conposition is forwgharedrasocalagreanrt Thevper fdngorioearboriicr eam provi ded by
this application sanigentaitn €oapenendascdriemny he frel bowicnigr | i St :

perfl uorocarbon, watef tncyclaopentasisioxaneyridibs prepaneciaaby caprylic/capric
triglyceride, butakenseghyenls Glyces ir, peButysbsper mum parkii (shea butter)
di et hi cone, cetyl phosphate, stearic acid, Limmanthes al ba (nmeadowf oam
seed oil, gl ycer yitestiwaratre.icPEG A H0rtiérsaton,2 wsedrdhyiwroving

gl ucosi de, Hel i ant trasaprreras{ stnf keowerlsgseedoiof 20uwinsapomiifirabl es, Persea
gratissi ma (avocade)abi| aaatrsapond ficabl esial Frexichusstexcet shor bark extract,
Avena sativa (0atyerkernelskaxiratk, sipot assmsmeghyeyprikinzat e, ni aci nam de,
pal m t oyl ol i gopeptirdepcapah mri@ylvet et riapept ikdeadkeadtkeybates/ di met hi cone
copol yner, stear etho20ar sishanetriol, N 25 hydroxysuccini m de, chrysin,

pol yur et hane-40, silica, potassiumcitrate, polysorbate 20, carboner,

di sodi um EDTA, sodeusreirydrexideion capry wryiidegl fpeot | reehib@rpirenesi n,

phenoxyet hanol , fsagr emeelt{pardwrnyinand aGeemprbearbon, 2) ksrogme parti cul ar
enbodi ment of Ishesiproesients)i aventi onxrutdheoddiscdseamyviae f gl at ed as fol | ows:
Tabl e 1: Representzatd veniGConpos. t i onxials Perdebuer ocandborxxeam CAS # Trade
Narme | NCl Narme Wsii1%Bi@akdow dcdlibn Perkfdeblor 0- taersteonlesifdor o-tert- 15, 00-
97% butyl cl ycl ohexananpubopt Chivterk:0l :Cx8116209 Q- 0R%ysd32mkB; 5 Det onzed Wt er
Wat er (Aqua) 15. Ogl'xryslxo,og{glmitoﬁoogg%épt-ici]e‘s@nd' ;%'mﬁquan:m&gthLMJ; rez- | O

Car bomer 0- 1. 09% Q0% . 7u:Qk- fixe2 28R EY opanedi ql..1- 19,00% 100% 139 ; 33

Di ssol vi ne Na- 2- Plgﬁoqmm@ 8,0::1.00% 100%1240:.40:0 Avgcadin Per sea
gratissim (Avocado), G| tegagéptg/q 100% Unsaponifiables  68920-03-6 Shea

Butter "U tra Butyrospennum parkii 1-10.00% 100% Refined" (Shea Butter)
57-11-4 Stearic Agkd SSIJ&,ar |a§plm.|:1dn 1aﬂs@-@Q>%des for a method of

decreasing the Fitzpatrick Wrinkle Assessment Scale score of a

25 subject’s skin comprising topically administering to the skin
of the subject a composition comprising a perfluorocarbon
effective to decrease the Fitzpatrick Wrinkle Assessment Scale

score.

The subject application also provides for a method of improving
30 the Global Aesthetic Improvement Scale scere of a subject’s
skin comprising topically administering to the skin of the
subject a composition comprising a perfluorocarbon effective to

increase the Global Aesthetic Improvement Scale score.



100% 3539-43-3 Anphi sol A Cetyl Phosphate I -10.00% 100% 31566-31-1
9004-99-3 Sinmul sol 165 dyceryl Stearate PEG 100 Stearate | -10.00% 50% 50%
63148- 62-WoDow/1@627ni ng 200 Fl ui d D net hi eone 1-10. 00% 1@0%US3&0/023530
541-02-6 Vol asil 995 C cl opent asi | oxane 1-10, 00% 99% 65381-09-1 Myritol 312
Caprylic/Capric 1-10,00% 100% Trigl yceride 541-02-6 N A KP-545
Cycl opent asi | oxane Acryl at es/ Di net hi cone 1-10. 00% 70% 30%  Copol yner
Hel i ant hus annuus 8001-21-6 Sol ine (Sunflower) Seed G 0-1.00% 100%
Unsaponi fi abl es N A Bot anol MO Li mant hes al ba (Meadowf oam) Seed O |
1-10. 00% 100% 1310- 73- 2 Sodi um Hydr oxi de, Pellets, NF Sodi um Hydroxi de
0-1.00% 100% 122-99-6 Phenoxyet hanol 66% 1117-86-8

R

Brief Deszcription of the Figures

Figure 1: shows percentage of subjects exhibiting change in
FWAS score in Example 14. Greater than 80.00% of subjects
exhibited an improvement in facial wrinkles and elastosis

5 after 8 weeks.

Figure 2: shows subject GAIS scores in Example 14. Greater
than 80.00% of subjects believe their facial appearance has

improved after 8 weeks.

Figure 3: shows Investigator GAIS Scores in Example 14.
10 Greater than 90.00% of subjects were graded as improved by an

investigator after 8 weeks.

Figure 4: shows Plot of Means and Confidence Intervals (95.00%)

- Breadth Parameter in Example 14. Subjects experienced a

significant decrease in the breadth of fine lines and a non-
15 significant trend in reduction in the breadth of major lines,

resulting in smoother appearing skin.



M krokill Cos Caprylyl dycol 1-10.00% 15% 104-29-0 Chl orphenesin 19%
68797-35-3 ARG DPG Di potassium @ ycyrrhizate 0-1.00% 100% 129499-78-1 AA2G
Ascor byl wburensiler71-10. 00% 100% 7732-18-5 Water (AquapPCTAS2&8¥H030881-5
Drago-Cal m 674463 d ycerin 0-1.00% 49. 5% 84012-26-0 A vena saliva (QCat)
Kernel 1% Extract 107-88-0 Butylene Gycol 37%7732-18-5 Water
(Aqua) 37% 98-92-0 Cytobiol Lum n-Eye N aci nam de 1-10.00% 18% 84625-28-5
Fraxi nus excelsior Bark 6.2% N A Extract 0.4% 866-84-2 Silanetriol
0.4% PotassiumCitrate 7732-18-5 Water (Aqua) 80.7750% 56-81-5

5.

Detailed Description of the Invention

Embodiments of the Invention

The subject application provides for a method of delivering
oxygen to a periocular skin of a subject comprising topically
5 administering to a facial area consisting of the periocular
skin of the subject a composition comprising a perfluorocarbon

effective to deliver oxygen to the periocular skin.

The subject application also provides for a method of improving
the appearance of a periocular skin of a subject comprising
10 topically administering to a facial area consisting of the
periocular skin of the subject a composition comprising a
perflucrocarbon effective to improve the appearance of the

periccular skin.

In one embodiment, the molecular formula of the perfluorocarbon
15 consists fluorine atoms and 9-12 carbon atoms. In another
embodiment, the perfluorocarbon is perfluoro(tert-
butylcyclohexane). In another embodiment, the composition is in
the form of a gel. In yet another embodiment, the composition

is in the form of a cream.

20 In one embodiment, the composition is administered
periodically. In another embodiment, the composition is
administered twice daily. In another embodiment, the

administration is for a period of greater than 3 weeks. In yet
another embodiment, the administration is for a period of 8

25 weeks or more.

In one embodiment, the subject’'s Fitzpatrick Wrinkle Assessment
Scale score 1s decreased. In another embodiment, the subject’s
Fitzpatrick Wrinkle Assessment Scale score is decreased by at
least 1 point. In another embodiment, the subject’s Fitzpatrick
30 Wrinkle Assessment Scale score is decreased by at least 2
points. In yet another embodiment, the subject’s Global

Aesthetic Improvement Scale score is improved.



dycerin 15% 9005-00-9 Steareth-20 4% 6066-82-6 Hal oxyl

N- Hydr oxysucci ni m de 1-10.00% 0. 2% 480-40-0 Chrysin 0.01% 147732-56-7

Pal m t oylwQi2ogopevi de 0. 01% 221227-05-0 Pal mtoyl Tetrcamspaiidessso 0. 005%
-13- 56-81-5 7732-18-5 107-88-0 76050-42-5 9(X)5-64-5 147732-56-7
221227-05-0 Matrixyl 3000 G ycerin Water (Aqua) Butylene G ycol Carboner

Pol ysorbate 20 Pal mtoyl O igopeptide Palmtoyl Tetrapeptide-7 1-10M%

53. 4850% 25% 20% 1% 0. 5% 0. 01% 0. 005% N A Fragrance - "Sil ky Skin"

#6110985 Fragrance (Parfum 0-1.00% 100% 1 | 2945-52-5 N A 44()3-90-1
ChronoSphere Opticals Brite Silica Pol yurethane-40 G een 5 1-10.00% 3% 5%
92% The PFC conposition disclosed herein can be used as a vehicle to
del i ver oxygen to periocular skin tissue. The PFC conposition disclosed
herein can increase the oxygen concentration in the treated skin locally as
conpared to the 5munhe eatednski nne Topfukdhierini AgELaSe OXygen concentration,
the PFC conpositi eaucan be peesdwadedosnisi:h mol-ecul-afiQxygen. The

conposi tion can dekiMek, oxygeRs! Qutheiti-ssugavicde a:dhff usi;on gradient. The
per fl uorocarbon egplRyeL biB.the conpositions and net hods 10 descri bed
herein may be in conpositions which further conprise pharnmaceutically
accept abl e car 5 etheotubgos MRbUII Gt BAT flis@lprangks aciruy aRt{18)oGtHot abl e for topica
adm ni strati on. CoRpoSintdsONG: Sutabl @ kofertiopbLadonadmasbosd,rati on are wel |
known in the pharameeuti cal .ands€cosMRtd ComkisSne BHESR-CORHPASI tions can be 15
adapted to conpri sRed hen@xygenat ee.perd | uQr-06ar bon.x The . cenposi ti on

enpl oyed in the nethoedsoidesss i Redsher eich 0By, al.sQ.CoNPkiSe. a

phar rTB.CGU_t i cal ﬂoy %&@Q&@Q‘Lt%r agg‘:érlnyesteareth ﬂ)e Mdﬂxpgu!:c%ﬂn}’de()f confi gur ations
ITHy contaln addl t&hgxﬂ:%lx nggct){/lCIc)ﬁlgopQﬁtgé ngdC%leyto C I Yfaepep ;S \Nhl Ch furt her

pr onot e 20 tl Ssue Qe?ylg thlrd glxgqrrpogp!vrgsllo glycerln S In en IOn rray be
adm nistered in f ros d I | ed here ¥Tuorocarbon may be a

conponent of a cor | na %an%hg&9§§m%?2%n Eafﬁ%cfh?% “8PY.*The conbi nati on
therapy can be sefuentia ’situl t aneous. The 25 conpounds and

conposi tions can Qlecr@olemaau@;tert@gm&eg@;}eﬁ%m Ly Ry ewsor&@%nroute or by two
or nore different.gout.es, ok . admai siJ @tﬂzogarg&pgggﬁ ng,op_the dosage forms

enpl oyed. -14- The dosage QL t he_gonpounds and coqE05|t|gns adm ni stered
in treatnent mnll?xghxﬂgg endi ng upon actors such as the phar macodynam c

characteristics o speC|F|c t herapeutic agent and its node and route of
adm ni stration; thecd08pr.asRX.. dBlalkoldLathal & 13hSes pLihve. ef ficiency, health
and wei ght of ioheth@e:Giapiw@ﬂ{tlé of b@ &%Ulrtg)naqg a%ﬂ&r‘gyﬂbogimerttheth§ynpt ons; the

ki nd of concurr enéer%lﬁ&@éamgtls Qed.onvg% qgl@ll@é %L Q{l g)’tal vtggghft ro?qggncy of treatnent
with; and the desifed therapeutlc. giiest A p%9§909§ca&0 is QL the conpounds

and cormposi tions jay., rg{ge{v'est A 10 wel%Lt oCQPOUNE. O, L XLur es Lhereof with
ot her COprOUﬂdS ;I;lot%e l%er;!lt t er luo o[:]atr%) Jal UCG 5 wr%eg:e y [nto the tar get ed
ti ssue, using QOsagteior ?ﬁ t Hose "of ord|n§r§ skill in the

t[rB f th
cosnetic and phar fraceu i*car 9% ? efﬁ?“ﬁgﬁ%ounds and conpositions can be

admini stered in 15 admfaueg, Wil h.Sui,t abl.g..phar magewt i.gal. di | uents,
extenders, excipi gna o0 LAR 25 (GoLlactinely Leterred to herein as a

phar maceuti cal |y 46CeRLabl.s, Cal LLer L, SWLIAPLY Select 6 A ih respect to the
i nt ended forn1of dmnlsttratlor;matgEr ggocon5|s en tﬁ onventlonal

Ccompos1 dimen econ le ure 1S
pharnaceutlcal co%pgﬂamyetograggggeg ht n’gqp ts can be adm ni stered
wel
al one but are generalf m xéd With & pha na@ed??é Py=8tcépt abl e carrier.

This carrier can‘ﬁ@mﬁfgﬁﬁ?ﬁmﬁruﬁ HHFH““EHB]fhb“1Vbe“%flﬁhF?ler is generally
chosen based on t 1 *?yp&=6t *dif iF8t+&fton being used. Exanples of suitable
| i qui d dosage forns include 25 solutions or suspensions in water,
pharmaceutically acceptable fats and oils, al cohols or other organic
solvents, including esters, emnulsions, syrups or elixirs, suspensions,

sol utions and/or suspensions reconstituted from non-effervescent granules
and effervescent preparations reconstituted from



30 effervescent granules. Such Iiquid dosage forns nmay contain, for
exanpl e, suitable solvents, preservatives, enulsifying agents, suspendi ng
agents, dvbuentwme273weet eners, thickeners, and nelting agems2011/028980

Techni ques and conpositions for nmaking dosage fornms useful in 35 the
present invention are described in the following -15- references: Mdern
Phar maceutics, Chapters 9 and 10 (Banker & Rhodes, Editors, 1979);

Phar maceuti cal Dosage Forms: Tablets (Liebernman et al., 1981); Ansel,

I ntroduction to Pharmaceuti cal Dosage Forns 2nd Edition (1976); Rem ngton's
5 Pharmaceutical Sciences, 17th ed. (Mack Publishing Conpany, Easton, Pa.,
1985); Advances in Pharmaceutical Sciences (David Ganderton, Trevor Jones,
Eds., 1992); Advances in Pharmaceutical Sciences, Vol 7. (David Ganderton,
Trevor Jones, James MG nity, Eds., 1995); Aqueous Polyneric Coatings for
10 Phar maceut i cal riDosagewhkonrdts, (Beugscanthc-ihe Phammaeewditcal Sciences,
Series 36 (James Me@enictriskda,pnd Q8 sicLPhacmaaeutiGali.Rasticul ate Carriers:
Ther apeuti c Appl i eatd-ons:-iB¥ ugs and the Pharmaceutical Sciences, Vol 61
(Alain Rolland, Ed., 1993); Drug Delivery to the Gastrointestinal Tract
(El'lis 15 Hor woodi-Bowok gmhcftingrhe Bi oleogicadariSei @feesmrSetibressi N

Phar maceut i cal sTechnotcogyy vd.it GavikaradyiscoSicy it Danvik, 00€0bvac G W son,

Eds.); Modern Pharsmaceut i £8thEX UgSod@h€ct Nene perfluorocarbon cream

Phar maceut i cal Sci eages.:301:406Gd-ber LS. Banker.viGhi st-ophgr 4. Rhodes, Eds.).
Al'l of the aforementhopnee 28 publd cati ons are incorporated by reference
herein. The PFC conpositions may contain the any of the follow ng nontoxic
auxi l i ary subst antesse FhediREC conpesiltdropsomaye@ofinaisitiantié bact eri al agents
whi ch ar enon- i 1 uthecuSkRES @y fiomexadTplsesct hik nesvosads, 1.251.82. 1n

benzal koni unthl or ideeetdyiwandprepykpas-abenn, henzyhsedes nkum brom de,
benzyl al cohol, o#msphenytethansking The-RFC £onposi thionssmay al so contain
buffering ingredients such as sodi um acetate, gluconate buffers,

phosphat es, bi carBonatesctcispriataeion bersat erovAEESIorBES, meBio€l NE, Bl S-Tris, 30
Bl S-Tri s Propane, ¢HERES) tiERPPSatdqi¢nidaz olresesWES, scMePSerePPES, TAPS, TES,
and Tricine. The RBEcCoOMPOSEdnbORgy May calseagontail & neN=kioXi C

phar maceuti cal organbke Gareri e ,@fvoriicicd aompORnG OXi @rphasdaaeeut i cal i norganic
carrier. Typical efepharwaeeutdecat lry.3braccepkable.cmhf isens are, for
exanpl e, water, mxtures of water -16- and water-m scible solvents such as
| oner al kanols O aral kanols, vegetable oils, peanut oil, polyal kyl ene

gl ycol s, petrol eutrebrased jrelifariatdiyd ceeldtufosenretdyd iobedate,

car boxynet hyl -Qel tral gsel pobyrwiinyimpyrmelti done stgoprropyduwbcayri st at e and

ot her conventi onasdiy cemplsoyedoracerphabhietgakr tens sthe Pk conpositi ons may
al so cont ai n non- 0 a eRttbSk foy i chgrisplues edrvivbigsarmeticBgvagent s, bodyi ng
agents, as for exanphe,npelyet hylwae ghyeabs 200,5.300, 400 and 600,

car bowaxes 1,000, 10 1,500, 4,000, 6,000 and 10,000, antibacteri al

conponent s such a&!qestieriar i atrmomiienn comrpoudrds,ibeghrerythnes curic salts
known t o have %ol dtsitepbs biops pgciprioperiches and which are non-injurious in
use, thinmerosal, nmethyl and propyl paraben, benzyl al cohol, phenyl ethanol,
buffering |ngred|%%¥s such as 15 sodium borate, sodium acetates, gluconate

buffers, and ot hef, ggevgg}ggnon%d unq%r CILEN 8. 3U80, as, gorplan monol aurate,
trl et han0| am ne, éJOIlJ%Wln SXaQ¥¥1 nfeln %1011 set forth bel
monopal mi tyl at e, di 66t yF s 3IUWBU| osuccr nat e, nnn%i%l%aTycero

t hi osorbitol, et hys.liﬁﬂﬁgér@n@l Necb elbacetlts 20 (Th8, PG cRINeSI tions may al so
contai n surfackantss Lhaby ma.ght &emgamlngsvegmwc|oyd£meg945y§9r§3ate surfactants,

pol yoxyet hyl ene s;agjfe@pttgn;e&eveoh&%phgpafreséé SARONLADS a%Qo%mQOA yet hoxyl at ed
castor oils, but pref Qt¥ he pol yeth q?%cgte castor_ ol l[s. These

surfactants are connerC|a v available. Thé polyet hoxyi’aféd 25 castor oils
are sold, for exanple, by BASF under the trademar k Cremaphor. The PFC
conpositions nmay al so contain wetting agents commonly used in ophthal mc
sol utions such as carboxynet hyl cel | ul ose, hydroxypropyl nethylcell ul ose,

gl ycerin, mannitol, polyvinyl 30 al cohol or hydroxyethylcellul ose and the
diluting agent may be water, distilled water, sterile water, or artificial
tears, wherein the wetting agent is present in an anmount of about 0.001%to
about 10% The formul ation of this invention nmay be varied to include
35 acids and bases to adjust the pH, tonicity inparting agents 17- such as
sorbitol, glycerin and dextrose; other viscosity inparting agents such as
sodi um car boxynet hyl cel | ul ose, m crocrystalline cellul ose,

pol yvi nyl pyrrol i done, polyvinyl al cohol and other guns; suitable absorption
enhancers, such as 5 surfactants, bile acids; stabilizing agents such as
ant|OX|dants i ke blsulfltes and ascorbates netal chelatlng agents, such

N B __I_‘. o, N 1 N I T L ) ,l__,___ - R | I T



Perfluoro-tert-butyl cl ycl ohexane 25.50% 7732-18-5 Dei oni zed Water Water
(Aqua) 35.50% 76050-42-5 Carbopol Utrez- 10 Carboner 0.35% 504-63-2 Zenea
Pr opanediwbD 2611500667139- 33- 3 Di ssol vi ne Na- 2- P Di sodi um EPTAUB201582987 70- 40- 0
Avocadi n Persea gratissim (Avocado) G| Unsaponifiables O.

Shea Butter _
57-11-4 Stearic Acid Stearic Acid 1.10% 353943-3 Anphi sol

Phosphate 1.50% 31566-31-1 9004-99-3 Sinul sol 165 dyceryl
Stearate 2.50% 63148-62-9 Dow Corning 200 Fluid 350 Dinethicone 2.40% CST

541-02-6 Vol asi |

995 Cycl opent asi | oxane 2.50% 65381-09-1 MWy

65% 68920- 03- 6

"Utra Refined" Butyrospernmum parkii (Shea Butter) 3.80%
A Cety |

Stearate PEG WO

ritol 312

Caprylic/Capric Trig lyceride 1.80% 541-02-6 N A KP-545 Cycl opent asi | oxane
Acryl at es/ Di met hi cone Copol ynmer 2.50%s8001-21-6 Sol i ne Hel i ant hus annuus
(Sunflower) Seed O I Unsaponifiables 0.35%N A Botanol MO L _
(Meadowf oam) Seedad@idistlat88% dB3L:0cohBos2:1S0dE Ukddioxitas Rahl ets, NF Sodi um
Hydr oxi de 0. 37% 122:i:9946 oPhenoxyethanal te 11ik7::86:8;Mkrokil | Cos Caprylyl

A ycol

1.40%

10

15

20

25

30

embodiment, topical administration of a composition is

application of the composition to the epidermis of a subject.

*Biologically active agent” means a substance which has a

beneficial effect on living tissue.

“Cream” means a ligquid or sgemi-liguid colleoid at ambient
temperature wherein the dispersed phase is dispersed in a
liguid/semi-liquid continuous medium. The cream is more
viscous than a liquid but less viscous than a gel. The use of
the term “cream” in this application specifically excludes

w gel "

“Effective” as in an amount effective to achieve an end means
the quantity of a component that is sufficient to vyield a
desired therapeutic response with a reasonable benefit/risk
ratio of side effects. For example, an amount effective to
deliver oxygen to a subject’s periocular skin, or an amount
effective to improve the overall appearance of a subject’s
periocular skin, without causing unreasonable adverse side
effects. The specific effective amount will wvary with such
factors as the particular condition being treated, the
physical condition of the patient, the type of mammal being
treated, the duration of the treatment, the nature of

concurrent therapy (if any), and the specific formulations

i t nnant hes al ba

employed and the structure of the compounds or its derivatives.

“Fitzpatrick Wrinkle Assessment Scale” or “FWAS” is a 9-grade
scale for assessing the diverse aspects of aging skin. FWAS
ranks the depth of the wrinkle (e.g., fine lines or deep
wrinkles) and elastosis, the process of increasing the amount
of elastic tissue and improving the pliability of the skin.
FWAS is commonly used in dermatology to determine the

effectiveness of skin care treatments and therapies.

*Gel” means a semi-solid or solid colloid (depending on

concentration and/or temperature) of a solid/semi-solid and a



104-29-0 Chl orphenesin 68797-35-3 ARG DPG Di pot assi um d ycyrrhi zate 0.09%
129499-78-1 AA2G Ascor byl d ucoside 2.10% 7732-18-5 Water (Aqua) 56-81-5
Dr ago- Calwoeerta@27d@ ycerin 0. 12% 84012-26-0 Arena sat i vaT(iSatii/okssnel
Extract 107-88-0 Butylene Gycol 7732-18-5 Water (Aqua) 98-92-0
Cytobi ol Lum n-Eye N aci nam de 3.20% -20- 84625-28-5 N A 866-84-2

Fraxi nus excel sior Bark Extract Silanetriol PotassiumCtrate 7732-18-5
56-81-5 9005-00-9 6066-82-6 480-40-0 147732-56-7 221227-05-0 Hal oxyl Water
(Aqua) dycerin Steareth-20 N Hydroxysuccinimde Chrysin Pal mtoyl

A igopeptide Pa[nmit !Tetra e tide-7 1.80% 56-81-5 7732-18-5 107-88-0
76050-42-5 9005-64-5 147732-56-7 221227-05-0 Matrixy | 3000 G ycerin Water
(Aqua) Butylene dycol Carbomer Polyserbate 20 Palmitoy | O igopeptide

Pal m toyl Tetrapeptide-7 1.50% N A Fragrance - "Silky Skin" - #6110985
Fragrance (Parfun)isQaO2fbeid 1294dib 20 HeNedA AMI31H01skeLBi anoSphere Optical s
Brite Silica Polywiethanesn4d Gi@@Busd ndai o) %eonEXAMPLE R fReRE esentative
Conposi tion of th&e.REGLreamdableud: cnogconds.Represent atiue Conposition

to be undisturbed. Common pharmaceutical gels are solids which
5 when applied and with motion allow the product to become
temporarily a liquid phase so it applies smoothly, then
becomes tacky then dries. Other gels are semi solid which are
a semi-liquid, semi-solid mixture & when applied become tacky

then dry.

10 “Global Aesthetic Improvement Scale’ or “GAIS” is another
commonly used scale used for assessing changes to skin after
treatment is applied. The GAIS rates changes on a scale of
one-to-five (1-5), with one (1) being the most improved and

five (5) indicating that the appearance has worsened.

15 “Oxygenated perfluorocarbon” 1is a perfluorocarbon which is
carrying oxygen at, for example, saturation or sub-saturation

levels.

“Periocular skin” means the skin in the region around the eye,
specifically, the skin in the region bounded by the brow
20 superiorly, the infraorbital rim inferiorly, the nose medially

and the lateral orbital rim.

“Pharmaceutically acceptable carrier" refers to a carrier or
excipient that is suitable for use with humans and/or animals
without wundue adverse side effects {such as toxicity,
25 irritation, and allergic response) commensurate with a
reasonable benefit/risk ratio. It can be a pharmaceutically
acceptable solvent, suspending agent or vehicle, for
delivering the instant compounds to the subject. The carrier
may be liguid or solid and is selected with the planned manner

30 of administration in mind.

“wt %” when referring to the percentage of a component in the
claimed cream composition is percentage of the weight of the
component in the cream relative to the total weight of the

cream.



CAS # Trade Nanme INCI Name W % N A Perfluoro-tert- butyl el ycl ohexane
Perfluoro-tert-butylclycl ohexane 40.00% 7732-18-5 Dei oni zed Water Water
(Aqua) 20wO0Q94176650- 42-5 Car bopol U trez- 10 Carboner 0P60AS2Q4/08882 Zenea
Propanedi ol 5.03% 139-33-3 Di ssolvine Na-2-P Di sodi um EDTA 0. 02% 91770-40-0
Avocadi n Persea gratissitna (Avocado) O 1 Unsaponifiables 0.80% 68920-03-6
Shea Butter "Utra Refined" Butyrospernmum parkii (Shea Butter) 2.50%
57-11-4 Stearic Acid Stearic Acid 1.80% 3539-43-3 Anmphi sol A Cetyl

Phosphate 1.70% 31566-31-1 9004-99-3 Si mul sol 165 dyceryl Stearate PEG 100
Stearate 3.50% 63148-62-9 Dow Corning 200 Fluid 350 CST Di nethicone 1.70%
541-02-6 Vol asil 995 Cycl opent asi | oxane 3.50% 65381-09-1 Myritol 312
Caprylic/Capric Triglyceride 1.50% 541-02-6 N A KP-545 Cycl opent asi | oxane
Acryl at es/ Di met hi cone Copol ynmer 1.50% 8001-21-6 Sol i ne Hel i ant hus annuus
(Sunfl ower) Seed @rtiuddnsapenifibabiresnd. 34% N A Bot anol MO Li mant hes al ba
(Meadowf oan) Seed O| 1.30% 1310-73-2 Sodi um Hydr oxi de, Pellets, NF Sodium
Hydr oxi de 0. 88% 229 -in}2P- FGLGopIET BV BYLO®=RY- 0Nk rdki¥|l Cos

Phenoxyet hanol Ca{ppypr§fio)Qyeols Eritabprhefre sixarle, 28%pxveyte® from

Oxygen Biotherapeutics Inc., Costa Mesa, California. In an

5 embodiment, the perfluoro(tert-butylcyclohexane) has the

following structure:

FsC
CF3
/CF P
FoC ScF
l l CFs3
F2C\ /CF2

CF»

Physical properties of perfluorc(tert-butylcyclohexane) are as

follows:

10 Molecular Formula Cy0F20
Molecular Weight (g/mol) 500.08
Physical State @ Room Temp. Ligquid
Density (g/mL) 1.97
Boiling Point (°C) 147

15 vapor Pressure (mmHg) @ 25°C 3.8
Vapor Pressure (mmHg) € 37°C 4.4
Kinematic Viscosity (cP) 5.378
Refractive Index @ 20°C 1.3098
Calculated Dipole Moment (Debye) 0.287

20 Calculated Surface Tension (dyne/cm) 14.4

Perfluoro(tert-butylcyclohexane) can carry about 43 mnmlL of
oxygen per 100 mL of PFC, and 196 mL of CO, per 100 mL of PrC

at body temperature.

Oxycyte® is a perfluorocarbon emulsion oxygen carrier. The
25 active ingredient in Oxycyte®, perfluoro{tert-butylcyclohexane)
(CioF26, MW~500), also known as P-tert-butylcyclohexane or

SFtBu”, is a saturated alicyclic PFC. Perfluoro({tert-



68797- 35-3 ARG DPG Di potassi um @ ycyrrhizate 0.05% 129499-78-1 AA2G

Ascor byl d ucoside 1.25% 7732-18-5 Water (Aqua) 56-81-5 Drago-Calm 674463
G ycerin WORbPHB4D12- 26-0 Arena saliva (OKernel ExtrasPCTAG761882880

Butyl ene dycol 7732-18-5 Water (Aqua) 98-92-0 Cytobiol Lum n-Eye

Ni aci nam de 5.00% 84625-28-5 Fraxinus excelsior Bark Extract NA
Silaneniol 866-84-2 PotassiumCitrate 7732-18-5 Water (Aqua) 56-81-5
G ycerin 9005-00-9 Steareth-20 6066-82-6 Hal oxyl N-Hydroxysuccinim de
1.25% 480-40-0 Chrysin 147732-56-7 Palmtoyl A igopeptide 221227-05-0
Pal mtoyl Tetrapeptide-7 56-81-5 dycerin 7732-18-5 Witer (Aqua)

-11-

butylcyclohexane) is a colorless, completely inert, non-water
soluble, non-lipophilic molecule, which is twice as dense as
water, and boils at 147 °C. Oxycyte® can be used in the DPFC

compositions, methods and uses described herein.

5 Being that the ©PFCs are slightly 1lipophilic at body
temperature and would help in the transport of oxygen intc and
removal of carbon dioxide from, e.g., periocular skin.
perfluoro(tert-butylcyclohexane) is only slightly 1lipophilic

at body temperature and not lipophilic at room temperature.

10 The Perfluorocarbon Cream

In one embodiment of the present invention the perfluorocarbon
composition is formulated as a cream. The perfluorocarbon
cream provided by this application can contain components from
the following list: perfluorccarbon, water, cyclopentasiloxane,
15 propanediol, caprylic/capric triglyceride, butylene glycol,
glycerin, Butyrospermum parkii (shea butter) dimethicone,
cetyl phosphate, stearic acid, Limnanthes alba {meadowfoam)
seed oil, glyceryl stearate, PEG-100 sterate, ascorbyl
glucoside, Hellianthus annuus {(sunflower) seed oil
20 unsapeonifiables, Persea gratissima (avocado) oil
unsaponifiables, Fraxinus excelsior bark extract, Avena sativa
(oat) kemel extract, dipotassium glycyrrhizate, niacinamide,
palmitoyl oligopeptide, palmitoyl tetrapeptide-7,
acrylates/dimethicone copolymer, steareth-20, silanetriol, N-
25 hydroxysuccinimide, chrysin, polyurethane-40, silica,
potassium citrate, polysorbate 20, carbomer, disodium EDTA,
sodium hydroxide, caprylyl glycol, chlorphenesin,

phenoxyethanol, fragrance (parfum) and Green 5.

In one particular embodiment of the present invention, the

30 cream is formulated as follows:



107-88-0 Butylene G ycol 76050-42-5 Matrixyl 3000 Carboner 1.60%
9005-64-5 Pol ysorbate 20 147732-56-7 Palmtoyl O igopeptide 221227-05-0
Pal m t oylwOebrizmeyvi de-7 N A Fragrance - "Sil ky Skin" PCEFrsgoianessq Par f um
#6 |1 10985 0.08% 112945-52-5 Silica N A ChronoSphere Opticals Brite

Pol yur et hane-40 4403-90-1 G een 5 2.75% EXAVPLE 4: Representative
Conposition of the PFC Cream Table 4: Third Representative Conposition CAS
# Trade Name INCI Nane W. % N A Perfluoro-tert- butylclycl ohexane
Perfluoro-tert-butylc |ycl ohexane 46. 70% 7732-18-5 Dei oni zed Water Water
(Aqua) 20.50% 7605042-5 Carbopol U trez-10 Carbomer 0.55% 504-63-2 Zenea

Propanedi ol 4.50% 139-33-3 Di ssolvine Na-2-P D sodi um EDTA 0. 14% 91770-40-0

Avocadi n Persea gratissim (Avocado) -@-l
"Utra Refined"

Shea Butter

But yr osper mum par ki i

Unsaponi fi abl es 0. 70% 68920-03-6
(Shea Butter) 2.00%

57-11-4 Stearic Acbd St E&aﬂ’eisﬁtA&@edCoﬂpoM?/m%Bﬁrﬂ&r&am hisol

CAS # Trade Name INCI Name Breakdow
Wt. % n
N/A Perfluoro-tert- Perfluoro-tert- 15.00- 97%
butylclyclohexane butylclyclohexane 90.00%
7732-18-5 Deionized Water Water (Aqua) 15.00- 100%
90.00%
76050-42-5 Carbopol Ultrez-10 Carbomer 0-1.00% 100%
504-63-2 Zemea Propanediol 1-10.00% | 100%
139.33-3 Dissolvine Na-2-P Disodium EDTA 0-1.00% 100%
91770400 | Avocadin f;f:g gg?’gﬁ” na 0-100% | 100%
Unsaponifiables
68920-03-6 Shea Butter “Ultra Butyrospermum parkii 1-10.00% | 100%
Refined” {Shea Butter)
57-11-4 Stearic Acid Stearic Acid 1-10.00% | 100%
3539-43-3 Amphisol A Cetyl Phosphate 1-10.00% | 100%
31566-31-1 . Glyceryl Stearate 50%
9004.99.3 | Simulsol 165 PEG-100 Stearate 1-10.00% | 504,
63148-62-9 Dow Corning 200 Fluid Dimethicone 1-10.00% | 100%
350 CST
541-02-6 Volasil 995 Cyclopentasiloxane 1-10.00% | 99%
65381-09-1 Myritol 312 Caprylic/Capric 1-10.00% | 100%
Triglyceride
541-02-6 Cyclopentasiloxane T70%
N/A KP-545 AZrylftes/Dimethicone 1-10.00% | 35,
Copolymer
8001-21-6 | Soline Helianthus annuus 0-1.00% | 100%
(Sunflower) Seed Oil
Unsaponifiables
Limnanthes alba
N/A Botanol MO (Meadowfoam) Seed Oil 1-10.00% | 100%
1310-73-2 Sodium Hydroxide, Pellets, | Sodium Hydroxide 0-1.00% 100%
NF
122-99-6 Phenoxyethanol 66%
1417-86-8 Mikrokill Cos Capryly! Glycol 1-10.00% | 15%
104-29-0 Chlorphenesin 19%
68797-35-3 ARG-DPG Dipotassium Glycyrrhizate | 0-1.00% 100%
129499-78-1 | AA2G Ascorbyl Glucoside 1-10.00% | 100%
7732-18-5 Water (Aqua) 49.5%
56-81-5 Drago-Calm 674463 Glycerin 0-1.00% 49.5%
84012-26-0 Avena sativa (Oat) Kernel 1%
Extract
107-88-0 Butylene Glycol 37%
7732-18-5 ‘Water {Aqua) 37%
98-92-0 Cytobiol Lumin-Eye Niacinamide 1-10.00% | 18%
84625-28-5 Fraxinus excelsior Bark 6.2%
N/A Extract 0.4%
866-84-2 Silanetriol 0.4%
Potassium Citrate
7732-18-5 Water (Aqua) 80.7750%
56-81-5 Glycerin 15%
9005-00-9 Steareth-20 4%
6066-82-6 | Haloxyl N-Hydroxysuccinimide 1-10.00% | 295
480-40-0 Chrysin 0.01%
147732-56-7 Palmitoyl Oligopeptide 0.01%
221227-05-0 Palmitoyl Tetrapeptide-7 0.005%




Cetyl Phosphate 2.10% 31566-31-1 9004-99-3 Sinmul sol 165 dyceryl Stearate
PEG 100 Stearate 1.75% 63148-62-9 Dow Corni ng 200 Fluid 350 CST Di net hi cone
1.35% 5% 201116278 VO ZI A 995 Mktitol .112 KP-545 Cydopemiissanio2syso
Caprylic/Capric Triglyc ride 150% 1.45% 65381400- 1 541-02-6 N A

Cycl openi asi | oxi i ne Acryl ates/ Di t net hi cone Copol yner 1,80%.,,, 8001-2

Sol i ne Heliant hus annuus (Sunflower) Seed O 1| Unsaponifiables N A Botanol
MO Li mant hes a aeadowf oam) Seed G| .70% 1310-73-2 Sodi um Hydr oxi de,

Pel | ets, NF Sodi um Hydroxide 0.76 122-99-6 Phenoxyethanol 111 7-86-8

M krokill Cos Caprylyl dycol 1.10% 10.1-29 0 Chlorphenesin 68797-15-3
ARG DPG Di potassi um @ ycyrrhizate 0.08 129499-78-1 AA2G Ascorhyl d ucosi de
1.90% 7732-18-5 Water (Aqua) 56-81-%-Drago-Cal m 674463 G ycerin 0.35%
84012-26-0 Arena sa iva (Cat) Kernel Extract 107-88-0 Butylene dycol

56-81-3 Glycerin 53.4850%
7732-18-5 Water (Aqua) 25%
107-88-0 Butylene Glycol 20%
76050-42-3 Matrixyl 3000 Carbomer 1-10.00% | 1%
9005-64-5 Polysorbate 20 0.5%
147732-56-7 Palmitoy! Oligopeptide 0.01%
221227-05-0 Palmitoyl Tetrapeptide-7 0.005%
N/A Fragrance — “Silky Skin” - | Fragrance (Parfum) 0-1.00% 100%
#6110985 i
112945-52-5 Silica 3%
N/A ChronoSphere Opticals Polyurethane-40 1-10.00% | 5%
4403-90-1 Brite Green 5 92%

The PFC composition disclosed herein can be used as a vehicle
to deliver oxygen to periocular skin tissue. The PFC
composition disclosed herein can increase the oxygen
concentration in the treated skin locally as compared to the
5 untreated skin. To further increase oxygen concentration, the
PFC composition can be pre-loaded with molecular oxygen. The
composition can deliver oxygen to the tissue via a diffusion

gradient.

The perfluorocarbon employed in the compositions and methods
10 described herein may be in compositions which further comprise
pharmaceutically acceptable carrier or cosmetic carrier and
adjuvant (s) suitable for topical administration. Compositions
suitable for topical administration are well known in the
pharmaceutical and cosmetic arts. These compositions can be
15 adapted to comprise the oxygenated perfluorocarbon. The
composition employed in the methods described herein may also

comprise a pharmaceutically acceptable additive.

The multiplicity of configurations may contain additional
beneficial biologically active agents which further promote
20 tissue health.

The compositions of this invention may be administered in
forms detailed herein. The use of perfluorocarbon may be a
component of a combination therapy or an adjunct therapy. The
combination therapy can be sequential or simultaneous. The
25 compounds and compositions can be administered independently
by the same route or by two or more different routes of

administration depending on the dosage forms employed.



7732-18-5 Water (Aqua) 98-92-0 Cytobiol Lum n-Eye N aci nam de 3. 70%
84625-28-5 Fraxinus excelsior Bark Extract NA Silanetriol 866-84-2

Pot assi urwQibr1at162777732-18-5 \Water (Aqua) 56-81-5 G pcerusno119e08¢ 00-9
Steareth-20 6066-82-6 Hal oxyl N Hydroxysuccinimde 1.40% 480-40-0 Chrysin
147732-56-7 Palmtoyl Oigopeptide 221227-05-0 Palmtoyl Tetrapeptide-7
56-81-5 dycerin 7732-18-5 Water (Aqua) 107-88-0 Butylene dycol
76050-42-5 Matri xyl 3000 Carborer 1.00% 9005-64-5 Pul ysorbate 20 _
147732-56-7 Palmtoyl Oigopeptide 221227-05-0 Palmtoyl Tetrapeptide-7
N A Fragrance - "Silky Skin" - Fragrance (Parfum

14~

The dosage of the compounds and compositions administered in
treatment will wvary depending upon factors such as the
pharmacodynamic characteristics of a specific therapeutic
agent and its mode and route of administration; the age, sex,
5 metabolic rate, absorptive efficiency, health and weight of
the recipient; the nature and extent of the symptoms; the kind
of concurrent treatment being administered; the frequency of

treatment with; and the desired therapeutic effect.

A dosage unit of the compounds and compositions may comprise a
10 single compound or mixtures thereof with other compounds. The
compounds can be introduced directly into the targeted tissue,
using dosage forms well known to those of ordinary skill in

the cosmetic and pharmaceutical arts.

The compounds and compositions can be administered in
15 admixture with suitable pharmaceutical diluents, extenders,
excipients, or carriers (collectively referred to herein as a
pharmaceutically acceptable carrier) suitably selected with
respect to the intended form of administration and as
consistent with conventional pharmaceutical and cosmetic
20 practices. The compounds can be administered alone but are
generally mixed with a pharmaceutically acceptable carrier.
This carrier can be a solid or liguid, and the type of carrier
is generally chosen based on the type of administration being
used. Examples of suitable liguid dosage forms include
25 solutions or suspensions in water, pharmaceutically acceptable
fats and oils, alcohols or other organic solvents, including
esters, emulsions, syrups or elixirs, suspensions, solutions
and/or suspensions reconstituted from non-effervescent
granules and effervescent preparations reconstituted from
30 effervescent granules. Such liquid dosage forms may contain,
for example, suitable solvents, preservatives, emulsifying
agents, suspending agents, diluents, sweeteners, thickeners,

and melting agents.

Techniques and compositions for making dosage forms useful in

35 the present invention are described in the following



#6110985 0.04% 12945-52-5 Silica NA ChronoSphere Opticals Brite

Pol yur et hane-40 4-403-90-1 Geen 5 1.10% EXAVPLE 5: Representative
Conposi t iwo 20f1/t1b7PFC Cream Tabl e 5: Fourt h Repr esent aPCTasGampesse i on CAS
# Trade Name INCI Nane W. % N A Perfluoro-tert- butylclycl ohexane
Perfluoro-tert-butyl cl ycl ohexane 15.00% 7732-18-5 Dei oni zed Water Water
(Aqua) 40.00% 76050-42-5 Carbopol U trez-10 Ctu-boner 0.30% 504-63-2 Zenea
Propanedi ol 4.09% 139-33-3 Di ssol vine Na-2-P Di sodi um EDTA 0.10% -23-
91770-40-0 Avocadin Persea grcaissitna (Avocado) O Unsaponifiables 0.10%
68920-03-6 Shea Butter "Utra ft,. | livd- Buryrospernmum parkii (Shea
Butter) .4.00,4 57-11 4 Steanc Ac id Stearic Acid 23sJ',v 3539-473

Attiphi, ol A Cetyl Phosphate 2.00% 31366.31-1 Simulsol 165 Qycery |
Stearate 9004 99-3 PEG 100 Stearate 2.00% 63148-62-9 Dow Corni ng 200

Fl ui d 350 Di met hi egpends 0094 rmCSErmacddits 02mbreMobasih l10995xGy el opent asi | oxane

Rhodes, Editors, 1979); Pharmaceutical Dosage Formg: Tablets

(Lieberman et al., 1981) ; Ansel, Introduction to
Pharmaceutical Dosage Forms 2nd Edition (1976); Remington's
5 Pharmaceutical Sciences, 17th ed. (Mack Publishing Company,

Easton, Pa., 1985); Advances in Pharmaceutical Sciences (David
Ganderton, Trevor Jones, Eds., 1992); Advances in
Pharmaceutical Sciences, Vol 7. (David Ganderton, Trevor Jones,
James McGinity, Eds., 1995); Aqueous Polymeric Coatings for
10 Pharmaceutical Dosage Forms (Drugs and the Pharmaceutical
Sciences, Series 36 (James McGinity, Ed., 1989);
Pharmaceutical Particulate Carriers: Therapeutic Applications:
Drugs and the Pharmaceutical Sciences, vol 61 (Alain Rolland,
Ed., 1993); Drug Delivery to the Gastrointestinal Tract (Ellis
15 Horwood  Books in the Biclogical Sciences. Series in
Pharmaceutical Technology; J. G. Hardy, S. S. Davis, Clive G.
Wilson, Eds.); Modern Pharmaceutics Drugs and the
Pharmaceutical Sciences, Vol 40 (Gilbert S. Banker,
Christopher T. Rhodes, Eds.). All of the aforementioned

20 publications are incorporated by reference herein.

The PFC compositions may contain the any of the following non-

toxic auxiliary substances:

The PFC compositions may contain antibacterial agents which
are non-injurious in use, for example, thimerosal,
25 benzalkonium chloride, methyl and propyl paraben,

benzyldodecinium bromide, benzyl alcohol, or phenylethanol.

The PFC compositions may alsc contain buffering ingredients
such as sodium acetate, gluconate buffers, prhosphates,
bicarbonate, citrate, borate, ACES, BES, BICINE, BIS-Tris,

30 BIS-Tris Propane, HEPES, HEPPS, irnidazole, MES, MOPS, PIPES,
TAPS, TES, and Tricine.

The PFC compositions may also contain a non-toxic
pharmaceutical organic carrier, or with a non-toxic
pharmaceutical inorganic carrier. Typical of pharmaceutically

35 acceptable carriers are, for example, water, mixtures of water



2.70% 65381-09-1 Myritol

312 Caprylic/Capric Triglyceride 4.00% 541-02-6

N A KP-545 Cycl opent asi | oxane Acryl at es/ Di net hi cone Copol yner 3. 00%

8001- 21- ewBabiwaeide/ / ant i

0.30% N/ A Bot anol MO Li nznant hes al ba (Meadowf oam) Seed QG |
Sodi um Hydr oxi de, Pellets, NE Sodi um Hydroxi de 0. 35% 122-99-6
1117-86-8 M krokill Cos Caprylyl dycol 1.80% 104-29-0

Phenoxyet hanol

Chl or phenesi n
129499- 78-1 AA2G Ascor byl

us annuus (Sunfl ower) Seed QG IPCUsa@on2gIs@bl es

1.50% 1310-73-2

68797- 35-3 ARG DPG Di pot assi um G ycyrrhizate 0.10%
d ucoside 1.50% 7732-18-5 Water (Aqua) 56-81-5

Drago- Cal m 674463 d ycerin 0.30% 84012-26-0 Arena sat/Ca (QGat) Kernel

Extract

Cyt obi ol
Extr act

(Aqua)

107- 88-

0O Butylene dycol 7732-18-5 Water (Agqua)

98-92-0

Lum n- Eye N aci nam de | GO% 84625-28-5 Fraxi nus excel sior Bark
N A Silanetriol 866-84-2 PotassiumGCitrate 7732-18-5 Water

10

15

20

25

30

35

and water-miscible solvents such as lower alkanols or
aralkanols, vegetable oils, peanut oil, polyalkylene glycols,
petroleum  based jelly, ethyl cellulose, ethyl cleate,
carboxymethyl~cellulose, polyvinylpyrrolidone, isopropyl
myristate and other conventionally emploved acceptable

carriers.

The PFC compositions may also contain non-toxic emulsifying,
preserving, wetting agents, bodying agents, as for example,
polyethylene glycols 200, 300, 400 and 600, carbowaxes 1,000,
1,500, 4,000, 6,000 and 10,000, antibacterial components such
as guaternary ammonium compounds, phenylmercuric salts known
to have cold sterilizing properties and which are non-
injurious in wuse, thimerosal, methyl and propyl paraben,

benzyl alcohol, phenyl ethanol, buffering ingredients such as

sodium borate, sodium acetates, gluconate buffers, and other
conventional ingredients such as sorbitan monolaurate,
triethanolamine, cleate, polyoxyethylene sorbitan
monopalmitylate, dioctyl sodium sulfosuccinate,

monothioglycerol, thiosorbitol, ethylenediamine tetracetic.

The PFC compositions may also contain surfactants that might
be employed include polysorbate surfactants, polyoxyethylene
surfactants, phosphonates, saponins and polyethoxylated castor
0ils, but preferably the polyethoxylated castor oils. These
surfactants are commercially available. The polyethoxylated
castor oils are sold, for example, by BASF under the trademark

Cremaphor.

The PFC compositions may also contain wetting agents commonly
used in ophthalmic solutions such as carboxymethylcellulose,
hydroxypropyl methylcellulose, glycerin, mannitol, polyvinyl
alcohol or hydroxyethylcellulose and the diluting agent may be
water, distilled water, sterile water, or artificial tears,
wherein the wetting agent is present in an amount of about
0.001% to about 10%.

The formulation of this invention may be varied to include

acids and bases to adjust the pH; tonicity imparting agents



56-81-5 dycerin 9005-00-9 Steareth-20 6066-82-6 Hal oxyl _
N-Hydr oxysucci ni m de 4. 00% 480-40-0 Chrysin 147732-56-7 Palmtoyl
A i gopeptwoe0112@é227-05-0 Pal mtoyl Tetrapeptide-7 S@CBAS20116808@ri N
7732-18-5 Water (Aqua) 107-88-0 Butylene Gycol 76050-42-5 Matrixyl
3000 Carboner 4.00% 9005-64-5 Pol ysorbate 20 147732-56-7 Palmtoyl
A igopeptide 221227-05-0 Palmtoyl Tetrapeptide-7 N A Fragrance - "Silky
Skin" - Fragrance (Parfum #611 0985 0.95% 112945-52-5 Silica NA
ChronoSphere Opticals Brite Polyurethane-40 4403-90-1 Geen 5 1.00% -24-
EXAMPLE 6: Representative Conposition of the PFC Cream Table 6: Fifth
Representative Conposition CAS # Trade Nane INCI Nane W. %

-17-

such as sorbitol, glycerin and dextrose; other viscosity
imparting agents such as sodium carboxymethylcellulose,
microcrystalline cellulose, polyvinylpyrrolidone, polyvinyl
alcohel and other gums; suitable absorption enhancers, such as
5 surfactants, bile acids; stabilizing agents such as
antioxidants, like bisulfites and ascorbates; metal chelating
agents, such as seodium edetate; and drug solubility enhancers,
such as polyethylene glycols. These additional ingredients
help make commercial solutions with adequate stability so that

10 they need not be compounded on demand.

Other materials as well as processing techniques and the 1like
are set forth in Part 8 of Remington's Pharmaceutical Sciences,
17th edition, 1985, Mack Publishing Company, Easton, Pa., and
International Programme on Chemical Safety (IPCS), which is

15 incorporated herein by reference.

All combinations of the variocus elements are within the scope

of the invention.

It is understood that where a parameter range is provided, all
integers within that range, and tenths thereof, are also

20 provided by the invention. For example, “20-30 wt%” includes
20.0 wt%, 20.1 wt%, 20.2 wt%, 20.3 wt%, 20.4 wt% etc. up to
30.0 wt%.

Cosmetic Use For The Periocular Skin

The PFC compositions described herein (e.g., a perfluorocarbon
25 cream) can be used as a cosmetic agent to improve the overall
appearance of the skin and promote anti-aging, especially in
the periocular skin. The PFC composition can be used for
reducing skin imperfections such as fine lines, wrinkles,
puffiness, dark (under-eye) circles, bags or dark blemishes
30 around the eve. The PFC composition can also be used for the

promotion of skin firmness.

Oxygen levels in the skin decrease with age, making the

appearance of fine lines and wrinkles more noticeable. A lack



N A Perfluoro-tert- butylclycl ohexane Perfl uoro-tert-butyl clycl ohexane

45. 00% 7757-18-5 Dei oni zed Water Water (Aqua) 18.40'1 760(1-42 -5 Carbopol
U trez- 10wQantiormez770. 70% 504- 65- 2. Zenea Propanedi ol 2. @0%UE3@1833980

Di ssol vine Na-2-P Di sodi um EDTA (1.16';- 91770-40-0 Avocadi n Persea

gratissim (Avocado) G| Unsaponifiables O.

“Utra Refined" Butyrospennum parkii (Shea
Acid Stearic Acid 2.50% 3539-43-3 Anphi sol
31566-31-1 9004-99-3 Simul sol 165 d yceryl

80% 68920- 03-6 Shea Butter
Butter) 1.50% 57-11-4 Stearic

A Cetyl Phosphate 2.50%
Stearate PEG 100 Stearate 1.50%

63148-62-9 Dow Corning 200 Fluid 350 Dinethicone 1.50% CST 541-02-6

Vol asi| 995 Cycl opent asi | oxane 2.50% 65381-

09-1 Mritol 312 Caprylic/Caric

Tri |

FNdroxide 2.00961%2&99mﬁmgEﬂﬁﬁ@%yQ&$aﬂpEdL1%¥ih§§é§oMggﬁgﬁkl

G ycol

ceride 1.00% 541-02-6 N A KP-54%;3.Cycl opent asi | oxane
Acryl at es/ Di et hi cone Copol ymer 2.94% 8001-21-6 Saline Helianthus unnuus

(Sunflower) Seed @ loddesaponint i ables 0-k0%:N A.Beot anel «MJ.Li matithes al ba
(Meadowf oam) Seedphdeu:21,00%:434:Qr 8- 2ppS0diddmsHydr aXxide.naPgll ets, NF Sodi um
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perfluorocarbon composition (e.g., a perfluorocarbon cream) to
the skin can enhance oxygen levels in the skin, promote cell
turnover and repair, reduce and/or prevent fine lines and
wrinkles, thus improving overall appearance and feel of the

skin.

In addition, oxygen can inhibit the destructive enzyme
collagenase which breaks down collagen. Collagen is one of
the structural substances that supports the skin’s surface. By
supporting collagen production (by inhibiting collagenase
through higher oxygen levels), the skin can be firmer and look

more youthful.

Therefore, the PFC composition can diminish fine 1lines and
wrinkles by using oxygen to activate the skin regenerative
functions. Moreover, the PFC composition can increase the
firmness and elasticity of the skin by activating collagen and

elastin creation.

The PFC composition can be a component of a combination
therapy/treatment or an adjunct therapy/treatment. For example,
the PFC cream can be administered in combination with another
agent, e.g., a moisturizer, to improve skin appearance and/or

improve skin health.

This invention will be better understood by reference to the
Experimental Details which follow, but those skilled in the
art will readily appreciate that the specific experiments
detailed are only illustrative of the invention as described

more fully in the claims which follow thereafter.

Cos Caprylyl



3.00% 104-29-0 Chl orphenesin 68797-35-3 ARG DPG Di pot assi um G ycyrrhi zate
0. 20% 129499- 78-1 AA2G Ascorbyl G ucos ide 1.00% 7732-18-5 Water (Aqua)

56-8 1 - 5wOnagoH&atm 674463 d ycerin 0.10% 84012-26-0 ACES261a028980 (9%’[9)2 0

Kernel Extract 107-88-0 Butylene dycol 7732-18-5 Water (Aqua)

Cyt obi ol Lum n-Eye Ni aci nam de 2. 20% 84625-28-5 Fraxi nus excel si or Bark
Extract NA Silanetriol 866-84-2 PotassiumCitrate 7732-18-5 Wter
(Aqua) 56-81-5 dycerin 9005-00-9 Steareth-20 6066-82-6 Hal oxyl

N-Hydr oxysucci ni m de 1.55% 480-40-0 Chrysin 147732-56-7 Palmtoyl
A i gopeptide 221227-05-0 Palmtoyl Tetrapeptide-7 56-81-5 dycerin

-19-

Experimental Details

EXAMPLE 1: TESTING FOR OXYCYTE® TOXICITY

An Oxycyte® emulsion (60% wt/vol. PFC) was tested systemically

via intravenous administration in Sprauge Dawley rats,

5 Cynomolgus Monkeys and humans.

The Oxycyte® emulsion was found to be well tolerated and had no

toxicity.

EXAMPLE 2; Representative Composition of the PFC Cream

Table 2: First Representative Composition

CAS # Trade Name INCI Name
Wt. %
N/A Perfluoro-tert- Perfluoro-tert-butylclyclohexane 25.50%
butylclyclohexane
7732-18-5 Deionized Water Water (Aqua) 35.50%
76050-42-5 Carbopol Ultrez-10 Carbomer 0.35%
504-63-2 Zemea Propanediol 5.50%
139-33-3 Dissolvine Na-2-P Disodium EDTA 0.15%
. Persea gratissima (Avocado) Oil
91770-40-0 Avocadin Unsaponifiables 0.65%
68920-03-6 Shea Butter “Ultra Refined” | Butyrospermum parkii (Shea Butter) 3.80%
57-11-4 Stearic Acid Stearic Acid 1.10%
3539-43-3 Amphisol A Cetyl Phosphate 1.50%
31566-31-1 . Glyceryl Stearate
9004-99-3 | Simulsol 165 PEG-100 Stearate 2.50%
63148-62-9 Dow Corning 200 Fluid 350 | Dimethicone 2.40%
CST
541-02-6 Volasil 995 Cyclopentasiloxane 2.50%
65381-09-1 Myritol 312 Caprylic/Capric Triglyceride 1.80%
541-02-6 Cyclopentasiloxane
N/A KP-345 Acrylates/Dimethicone Copolymer 2:50%
8001-21-6 Soline Helzanthz.;s annuus (Sunflower) Seed Oil 0.35%
Unsaponifiables
N/A Botanol MO Limnanthes alba (Meadowfoam) Seed Ol 1.80%
1310-73-2 Sodium Hydroxide, Pellets, Sodium Hydroxide 0.37%
NF
122-99-6 Phenoxyethanol
1117-86-8 Mikrokill Cos Caprylyl Glycol 1.40%
104-29-0 Chlorphenesin
68797-35-3 ARG-DPG Dipotassium Glycyrrhizate 0.09%
129499-78-1 | AA2G Ascorbyl Glucoside 2.10%
7732-18-5 Water (Aqua)
56-81-5 Drago-Calm 674463 Glycerin 0.12%
84012-26-0 Avena sativa (Oat) Kernel Extract
107-88-0 Butylene Glycol
7732-18.-5 Water (Aqua)
98-92-0 Cytobiol Lumin-Eye Niacinamide 3.20%




7732-18-5 Water (Aqua) 107-88-0 Butylene Gycol 76050-42-5 Matrixyl

3000 Carboner 2.25% 9005-64-5 Polysorbate 20 147732-56-7 Pal mtoyl

A i gopeptwoeo011/11821727-05-0 Pal mi toyl Tetrakepti. |e-7PCNUS2EnAZ98ENCE -

"Si | ky Skin" Fragrance (Parinin) #6110985 0.10% 112945-52-5 Silica

N A ChronoSphere Opticals Brie Polyurethane-40 4403-90-1 Geen 5 2.50%
EXAMPLE 7: Representative Conposition of the PFC Cream Table 7: Sixth
Representative Conposition CAS # Trade Name INCI Nane W. % N A
Perfluoro-tert- butylclycl ohexane Perfluoro-tert-buty [dye | ohex ane 30.50%
7732-18-5 Dei oni zed Water Water (Aqua) 26.30% 76050-42-5 Carbopol Utrez-10
Car borrer 0. 45% 504- 63-2 Zenea Propanedi ol 6.50% 139-33-3 Dissol vine Na-2-P
Di sodium M A 0.20% 91770-40-0 Avocadi ho-Persea gratissinma (Avocado) O
Unsaponi fl abl es 0. 60% 68920-03-6 Shea Butter "U tra Refined" Buryrospernmm

par Ki i ( Shea But t 862)-28-5 Fraxinus excelsior Bark Extract
N/A Silanetriol
866-84-2 Potassium Citrate
7732-18-3 Water (Aqua)
56-81-5 Glycerin
9005-00-9 Steareth-20
6066-82.6 | Haloxyl N-Hydroxysuccinimide L80%
480-40-0 Chrysin
147732-56-7 Palmitoyl Oligopeptide
221227-05-0 Palmitoyl Tetrapeptide-7
36-81-5 Glycerin
7732-18-5 Water (Aqua)
107-88-0 Butylene Glycol
76050-42-5 Matrixyl 3000 Carbomer 1.50%
9005-64-5 Polysorbate 20
147732-56-7 Palmitoy! Oligopeptide
221227-05-0 Palmitoy! Tetrapeptide-7
N/A Fragrance — “Silky Skin” - Fragrance (Parfum) 0.02%
#6110985 i
112945-52-5 Silica
N/A ChronoSphere Opticals Brite | Polyurethane-40
4403-90-1 Green § 1.50%
EXAMPLE 3: Representative Composition of the PFC Cream
Table 3: Second Representative Composition
CAS # Trade Name INCI Name
Wt. %
N/A Perfluoro-tert- Perfluoro-tert-butylclyclohexane 40.00%
butylclyclohexane
7732-18-5 Deionized Water Water (Aqua) 20.00%
76050-42-5 Carbopol Ultrez- 10 Carbomer 0.60%
504-63-2 Zemea Propanediol 5.03%
139-33-3 Dissolvine Na-2-P Disodium EDTA 0.02%
91770-40-0 Avocadin Persea gratissima (Avocado) Oil 0.80%
Unsaponifiables
68920-03-6 Shea Butter “Ultra Refined” | Buryrospermum parkii (Shea Butter) 2.50%
57-11-4 Stearic Acid Stearic Acid 1.80%
3539-43-3 Amphisol A Cetyl Phosphate 1.70%
31566-31-1 . Glyceryl Stearate
9004.99-3 | Simulsol 165 PEG- 100 Stearate 3:50%
63148-62-9 Dow Corning 200 Fluid 350 | Dimethicone 1.70%
CST
541-02-6 Volasil 995 Cyclopentasiloxane 3.50%
65381-09-1 Myritol 312 Caprylic/Capric Triglyceride 1.50%
541-02-6 Cyclopentasiloxane
N/A KP-545 Acrylates/Dimethicone Copolymer 1.50%
8001.21-6 Soline Helzanthz.ts_ annuus (Sunflower) Seed Oil 0.34%
Unsaponifiables
N/A Botanol MO Limnanthes alba (Meadowfoam) Seed Oil 1.30%
1310-73-2 Sodium Hydroxide, Pellets, Sodium Hydroxide 0.88%
NF




4.00%57-11-4 Stearic Acid Stearic Acid 1.05% 3539-43-3 Anphisol A Cetyl
Phosphate 4. 00% 31566-31-1 9004-99-3 Sinulsol 165 dyceryl Stearate PEG |00

St ear at e W02020B848- 62-9 Dow Corning 200 Fluid 350 Di meChiusesa/023980% CST
541-02-6 Vol asil 995 Cyclopentasi |oxane 5.00% 65381-09-1 Myritol 312
Caprylic/Capric Triglyceride 1.20% 541-02-6 Cycl opentasil oxane N A KP-545

Sol i ne Hel i ant hus annuus

Acryl at es/ Di net hi cone Copol yner 2. 75% 8001-21-6
MO Li mmant hes al ba

(Sunflower) Seed G| Unsaponiflables 0.04% N A Botano | _
(Meadowf oam) Seed Gl 1.90% 1310-73-2 Sodi um Hydroxi de, Pellets, NE Sodium
Hydr oxi de 0.41% 122-99-6 Phenoxyethanol 1117-86-8 M krokill Cos Caprylyl
dycol 1.50% 104-29-0 Chlorphenesin 68797-35-3 ARG DPG Di potassi um

d ycyrrhizate 1.00% 129499-78-1 AA2G Ascorbyl d ucoside 1.55% 7732-18-5
Water (Aqua) 56-81-5 Drago-Calm 674463 d ycerin 0.24% 84012-26-0

122-99-6 Phenoxyethanol
1117-86-8 Mikrokill Cos Caprylyl Glycol 1.20%
104-29-0 Chlorphenesin
68797-35-3 ARG-DPG Dipotassium Glycyrrhizate 0.05%
129499-78-1 | AAZG Ascorbyl Glucoside 1.25%
T732-18-5 Water {(Aqua)
56-81-5 Drago-Calm 674463 Glycerin 0.15%
84012-26-0 Avena sativa (Oat) Kernel Extract
107-88-0 Butylene Glycol
7732-18-5 Water (Aqua)
98-92-0 Cytobiol Lumin-Eye Niacinamide 5.00%
84625-28-3 Fraxinus excelsior Bark Extract
N/A Silanetriol
866-84-2 Potassium Citrate
7732-18-5 Water (Aqua)
56-81-5 Glycerin
9005-00-9 Steareth-20
6066-82-6 Haloxyl N-Hydroxysuccinimide 1.25%
480-40-0 Chrysin
147732-56-7 Palmitoy] Oligopeptide
221227-05-0 Palmitoyl Tetrapeptide-7
56-81-5 Glycerin
F732-18-5 Water (Aqua)
107-88-0 Butylene Glycol
76050-42-5 Matrixyl 3000 Carbomer 1.60%
9003-64-3 Polysorbate 20
147732-56-7 Palmitoyl Oligopeptide
221227-05-0 Palmitoyl Tetrapeptide-7
N/A Fragrance - “Silky Skin” - Fragrance (Parfum) 0.08%
#6110985 i
112945-52-5 Silica
N/A ChronoSphere Opticals Brite | Polyurethane-40
4403-90-1 Green 5 2.75%
EXAMPLE 4: Representative Composition of the PFC Cream
Table 4: Third Representative Composition
CAS # Trade Name INCI Name
Wt. %
N/A Perfluoro-tert- Perfluoro-tert-butylclyclohexane 46.70%
butylclyclohexane
7732-18-5 Deionized Water Water (Aqua) 20.50%
76050-42-5 Carbopol Ultrez-10 Carbomer 0.55%
504-63-2 Zemea Propanediol 4.50%
139-33-3 Dissolvine Na-2-P Disodium EDTA 0.14%
01770-40-0 A , Persea gratissima (Avocado) Oil
- vocadin . 0.70%
Unsaponifiables
68920-03-6 Shea Butter “Ultra Refined” | Butyrospermum parkii (Shea Butter) 2.00%
57-11-4 Stearic Acid Stearic Acid 1.50%
3539-43-3 Amphisol A Cetyl Phosphate 2.10%
31566-31-1 . Glyceryl Stearate
9004-99.3 | Simulsol 165 PEG-100 Stearate 175%
63148-62-9 Dow Corning 200 Fluid 350 | Dimethicone 1.35%
CST




Arena sativa (Cat) Kernel Extract 107-88-0 Butylene dycol 7732-18-5
Water (Aqua) 98-92-0 Cytobiol Lum n-Eye N aci nam de 2.50% 84625-28-5

Fraxi nus wpceligitez77Bark Extract N A Silanetriol 866-8¢TAIS2H0028980 UM
Citrate 7732-18-5 Water (Aqua) 56-81-5 dycerin 9005-00-9 Steareth-20
Hal oxyl 1.00% -26- 6066-82-6 480-40-0 147732 56-7 721727-05-0

N- Hydr oxysucci ni m de Chrysin Palmtoyl Qi gopeptide Pal mtoyl
Tetrapeptide-7 dycerin Water (Aqua) Butylene G ycol Carboner Pol ysorbate
20 Pal mtoyl digopeptide Palmtoyl Tetrapeptide-7 1.25%5681-5 7732- | 8-5
107-88-0 76050-42-5 9005-64-5 147732-56-7 221227-05-0 Matrixyl 3000 N A
Fragrance - "Sil ky Skin" - #6110985 Fragrance (Parfum 0.01% 112945-52-5
N A 4403-90-1 ChronoSphere Opticals Beite Silica Pol yurethane-40 G een 5

1. 25% EXAMPLE 8 Representative Conposition of the PFC Cream Table 8:

Sevent h Represenfateve WPOsi 11 on_CASadbdusiteade  Nanme T NCkhzNa W %
65381-09-1 Myritol 312 Caprylic/Capric Triglyceride 1.45%
541-02-6 © Cyclopentasiloxane
N/A KP-545 AZrylftes/Dimethicone Copolymer 1.80%
8001-21-6 Soline Helianthyx annuus (Sunflower) Seed Oil 0.33%

Unsaponifiables
N/A Botanol MO Limnanthes alba (Meadowfoam) Seed Oil L70%
1310-73-2 Sodium Hydroxide, Pellets, Sodium Hydroxide 0.76%
NF
122-99-6 Phenoxyethanol
1117-86-8 Mikrokill Cos Caprylyl Giycol 1.10%
104-29-0 Chlorphenesin
68797-35-3 ARG-DPG Dipotassium Glycyrrhizate 0.08%
129499-78-1 | AA2G Ascorby! Glucoside 1.90%
7732-18-5 Water (Aqua)
56-81-5 Drago-Calm 674463 Glycerin 0.35%
84012-26-0 Avena sativa (Oat) Kernel Extract
107-88-0 Butylene Glycol
7732-18-5 Water (Aqua)
98-92-0 Cytobiol Lumin-Eye Niacinamicde 3.70%
84625-28-3 Fraxinus excelsior Bark Extract
N/A Silanetriol
866-84-2 Potassium Citrate
7732-18-5 Water (Aqua)
56-81-5 Glycerin
9005-00-9 Steareth-20
6066-82-6 Haloxyl N-Hydroxysuccinimide 1.40%
480-40-0 Chrysin
147732-56-7 Palmitoyl Oligopeptide
221227-05-0 Palmitoyl Tetrapeptide-7
56-81-5 Glycerin
7732-18-5 Water (Aqua)
107-88-0 Butylene Glycol
76050-42-5 Matrixyl 3000 Carbomer 1.00%
9005-64-5 Polysorbate 20
147732-56-7 Palmitoyl Oligopeptide
221227-05-0 Palmitoyl Tetrapeptide-7
N/A Fragrance — “Silky Skin” - Fragrance (Parfum) 0.04%
#6110985 )
112945-52-5 Silica
N/A ChronoSphere Opticals Brite | Polyurethane-40
4403-90-1 Green 5 1.10%
EXAMPLE 5: Representative Composition of the PFC Cream
Table 5: Fourth Representative Composition
CAS # Trade Name INCI Name
Wt. %
N/A Perfluoro-tert- Perfluoro-tert-butylclyclohexane 15.00%
butylclyclohexane
7732-18-5 Deionized Water Water (Aqua) 40.00%
76050-42-5 Carbopol Ultrez-10 Carbomer 0.30%
504-63-2 Zemea Propanediol 4.00%
139-33-3 Dissolvine Na-2-P Disodium EDTA 0.10%




butyl cl ycl ohexane Perfluoro-tert-butylclyc 1 hexane
20. 00% 7732-18-5 Dei oni zed Water Water (Aqua) 36.20% 76050-42-5 Car bopol

U trez- 10wGantiorms2770. 50% 504- 63-2 Zemea Propanedi ol 3. 00eTAB3%13B82B80
Di ssol vine Na-2-P Di sodi um EDTA 1. 00% 91770-40-0 Avocadi n Persea gratissim
(Avocado) G| Unsaponifiabl es 0.90% 68920-03-6 Shea Butter "Utra Refined"
But yrosper mum parkii Shea Butter) 1.00% 57-11-4 Stearic Acid Stearic Acid
3. 00% 3539-43-3 Amphi sol A Cetyl Phosphate 2.25% 31566-31-1 9004-99-3
Simul sol 165 G yceryl Stearate PEG 100 Stearate 3.00% 63148-62-9 Dow
Corning 200 Fluid 350 Di nethicone 1.00% CST  541-02-6 Volasil 995

Cycl opent asi | oxane 3.00% 65381-09-1 Myritol 312 Caprylic/Capric
Triglyceride 2.00% 541-02-6 N A KP-54%-Cycl opent asi | oxane

Acryl at es/ Di net hi cone Copol ynmer 1.00% 8001-21-6 Sol i ne Hel i ant hus annuus

N A Perfluoro-tert-

(Sunflower) Seed|Q,l..NEapgni i abl es]B=bRiNF-Botanot iy tiymant hes al ba
(Meadowf oam) Seed O | 1| 75% 1310- 73- 2""S¥®F¥m Hydr oxi de,| Pel | ets, NF Sodi um
. (- hes iy " : ) i
Hydr oxi de 0. 75% L2200 Plp R et haepronypaiy Sggug) M Kegkil| Cos Caprylyl
G ycol 3530433 | Amphisol A Cetyl Phosphate 2.00%
31366-31-1 . Glyceryl Stearate
9004.99.3 | Simulsol 165 PEG-100 Stearate 200%
63148-62-9 Dow Corning 200 Fluid 350 | Dimethicone 3.00%
CST
541-02-6 Volasil 995 Cyclopentasiloxane 2.70%
65381-09-1 Myritol 312 Caprylic/Capric Triglyceride 4.00%
541-02-6 Cyclopentasiloxane
N/A KP-545 Acrylates/Dimethicone Copolymer 300%
8001.21-6 Soline Helianthfts annuus (Sunflower) Seed Oil 0.30%
Unsaponifiables
N/A Botanol MO Limnanthes alba (Meadowfoam) Seed Oil 150%
1310-73-2 Sodium Hydroxide, Pellets, Sodium Hydroxide 0.35%
NF
122-99-6 Phenoxyethanol
1117-86-8 Mikrokill Cos Caprylyl Glycol 1.80%
104-29-0 Chlorphenesin
68797-35-3 ARG-DPG Dipotassium Glycyrrhizate 0.10%
129499-78- AA2G Ascorbyl Glucoside 1.50%
7732-18-5 Water {Aqua)
56-81-5 Drago-Calm 674463 Glycerin 0.30%
84012-26-0 Avena sativa (Oat) Kernel Extract
107-88-0 Butylene Glycol
7732-18-5 Water (Aqua)
98-92-0 Cytobiol Lumin-Eye Niacinamide 2.00%
84625-28-5 Fraxinus excelsior Bark Extract
N/A Silanetriol
866-84-2 Potassium Citrate
7732-18-5 Water (Aqua)
56-81-5 Glycerin
9005-00-9 Steareth-20
6066-82-6 Haloxyl N-Hydroxysuccinimide +00%
480-40-0 Chrysin
147732-56-7 Palmitoyl Oligopeptide
221227-05-0 Palmitoyl Tetrapeptide-7
56-81-5 Glycerin
7732-18-5 Water (Aqua)
107-88-0 Butylene Glycol
76050-42-5 Matrixyl 3000 Carbomer 4.00%
9005-64-5 Polysorbate 20
147732-56-7 Palmitoyl Oligopeptide
221227-05-0 Palmitoyl Tetrapeptide-7
N/A Fragrance ~ “Silky Skin” - Fragrance (Parfum) 0.95%
#6110985 )
{12945-52-5 Silica
N/A ChronoSphere Opticals Brite | Polyurethane-40
4403-90-1 Green 5 1.00%




2.10% 104-29-0 Chl nphenesi n
0. 50% 129499- 78-1 AA2G Ascor byl

Ker nel Extract -27-

Cytobi ol Lum n-Eye Butyl ene G ycol
excel sior Bark Extract Silanetri ol
(Aqua) 56-81-5 dycerin

N- Hydr oxysucci ni m de 2.50% 480-40-0 Chrysin

221227-05-0 Pal m t oyl

107-88-0 Butylene dycol
224

A i gopepti de
7732-18-5 Water (Aqua)
3000 Carborer 2.00%

EXAMPLE 6: Representative Composition of the PFC Cream

Table 6: Fifth Representative Composition

68797- 35-3 ARG DPG Di pot assi um G ycyrrhi zate
A ucoside 1.50% 7732-18-5 Water
56-81-5 Dvagotrdabam 674463 G ycerin 0.50% 84012-26-0 Avena/usatiiwasoiat )
107-88-0 7732-18-5 98-92-0 84625-28-5 N A 866-84-2
Water (Aqua) N aci nam de Frasi nus
Potassium Ctrate 6.50% 7732-18-5 Water
9005-00-9 Steareth-20 6066-82-6 Hal oxyl
147732-56-7
Tetrapeptide-7 56-81-5 Gycerin
76050-42-5 Matrixy |

CAS # Trade Name INCI Name
Wt. %
N/A Perfluoro-tert- Perfluoro-tert-butylclyclohexane 45.00%
butylclyclohexane
7732-18-5 Deionized Water Water (Aqua) 18.40%
76050-42-5 Carbopol Ultrez-10 Carbomer 0.70%
504-63-2 Zemea Propanediol 2.00%
139-33-3 Dissolvine Na-2-P Disodium EDTA 0.16%
91770-40-0 Avocadin Persea g.ratixsima (Avocado) Oil 0.80%
Unsaponifiables
68920-03-6 Shea Butter “Ultra Refined” | Buryrospermum parkii (Shea Butter) 1.50%
57-11-4 Stearic Acid Stearic Acid 2.50%
3539-43-3 Amphisol A Cetyl Phosphate 2.50%
31566-31-1 . Glyceryl Stearate
9004.99.3 | Simulsol 165 PEG-100 Stearate 1:50%
63148-62-9 Dow Corning 200 Fluid 350 | Dimethicone {.50%
CST
541-02-6 Volasil 995 Cyclopentasiloxane 2.50%
65381-09-1 Myritol 312 Caprylic/Capric Triglyceride 1.00%
541-02-6 Cyclopentasiloxane )
N/A KP-545 Acrylates/Dimethicone Copolymer 294%
8001-21-6 Soline Hel[amhz_ts annuus (Sunflower) Seed Oil 0.10%
Unsaponifiables
N/A Botanol MO Limnanthes alba (Meadowfoam) Seed Oil 2.00%
1310-73-2 Sodium Hydroxide, Pellets, Sodium Hydroxide 2.00%
NF
122-99-6 Phenoxyethanol
1117-86-8 Mikrokill Cos Caprylyl Glycol 3.00%
104-29-0 Chlorphenesin
68797-35-3 ARG-DPG Dipotassium Glycyrrhizate 0.20%
129499-78-1 | AA2G Ascorbyl Glucoside 1.00%
7732-18-5 Water (Aqua)
56-81-5 Drago-Calm 674463 Glycerin 0.10%
84012-26-0 Avena sativa (Qat) Kernel Extract
107-88-0 Butylene Glycol
7732-18-5 Water (Aqua)
98-92-0 Cytobiol Lumin-Eye Niacinamide 2.20%
84625-28-5 Fraxinus excelsior Bark Extract
N/A Silanetriol
866-84-2 Potassium Citrate
7732-18-5 Water (Aqua)
56-81-5 Glycerin
9005-00-9 Steareth-20
6066-82-6 Haloxyt N-Hydroxysuccinimide 1.55%
480-40-0 Chrysin
147732-56-7 Palmitoy! Oligopeptide
221227-05-0 Palmitoyl Tetrapeptide-7
56-81-5 Glycerin
7732-18-5 Water (Aqua)
107-88-0 Butylene Glycol
76050-42-5 Matrixyl 3000 Carbomer 2.25%
9005-64-5 Polysorbate 20
147732-56-7 Palmitoyl Oligopeptide

Pal m t oyl




9005-64-5 Po |lysorbate 20 147732-56-7 Palmtoyl 01 igopeptide
221227-05-0 Palmtoyl Tetrapeptide-7 N A Fragrance - "Silky Skin" -
FragrancewQRartfued77 #6111 0985 0. 05% 112945-52-5 Sil i caCTN/S201Tloesys@Spher e
Opticals Brite Pol yurethane-40 4403-90-1 Geen 5 3.50% EXAMPLE 9:
Representative Conposition of the PFC Cream Table 9: Ei ghth Representative
Conposition CAS # Trade Nane INCI Name W. % N A Perfluoro-tert-

but yl cl ycl ohexane Perfluoro-tert-butylclycl ohexane 35.00% 7732- | 8-5

Dei oni zed Water Water (Aqua) 26.30% 76050-42-5 Carbopol U trez-10 Carboner
0. 80% 504- 63-2 Zenea Propanedi ol 2.50% 139-33-3 Di ssol vine Na-2-P D sodium
EDTA 0. 08% 91770-40-0 Avocadin Persea gratissim (Avocado) QO

Unsaponi fi abl es 0. 85% 68920-03-6 Shea2Butter "Utra Refined" Butyrospernm
parka (Shea Butter) 3.00% 57-11-4 Stearic Acid Stearic Acid 1.90% 3539-43-3

Amphi sol A Cetyl [Phosphat € 1. 90% 3T1566miad ferbepe@004-99- 3 [Si mut 50l 165
d yceryl Stearat ¢VPEG 10fjEgrediatie- | Fraerace Purfum) 0.10%
112945-52-5 Silica
N/A ChronoSphere Opticals Brite | Polyurethane-40
4403-90-1 Green 5 2.50%
EXAMPLE 7: Representative Composition of the PFC Cream
Table 7: Sixth Representative Composition
CAS # Trade Name INCI Name
Wt. %
N/A Perfluoro-tert- Perfluoro-tert-butylctyclohexane 30.50%
butylclyclohexane
7732-18-5 Deionized Water Water {(Aqua) 26.30%
76050-42-5 Carbopol Ultrez-10 Carbomer 0.45%
504-63-2 Zemea Propanediol 6.50%
139-33-3 Dissolvine Na-2-P Disodium EDTA 0.20%
91770-40-0 Avocadin Persea gratissima {Avocado) Oil 0.60%
Unsaponifiables
68920-03-6 Shea Butter “Ultra Refined” | Butyrospermum parkii (Shea Buiter) 4.00%
57-11-4 Stearic Acid Stearic Acid 1.05%
3539-43-3 Amphisol A Cetyl Phosphate 4.00%
31566-31-1 . Glyceryl Stearate
9004-99-3 | Simulsol 165 PEG-100 Stearate 280%
63148-62-9 Dow Corning 200 Fluid 350 | Dimethicone 2.00%
CST
541-02-6 Volasil 995 Cyclopentasiloxane 5.00%
65381-09-1 Myritol 312 Caprylic/Capric Triglyceride 1.20%
541-02-6 . Cyclopentasiloxane
N/A KP-345 Acrylates/Dimethicone Copolymer 2.75%
2001-21-6 Soline He[zanthfzs annuus (Sunflower) Seed Oil 0.04%
Unsaponifiables
N/A Botanol MO Limnanthes alba (Meadowfoam) Seed Oil 1.90%
1310-73-2 Sodium Hydroxide, Pellets, Sodium Hydroxide 041%
NF
122-99-6 Phenoxyethanol
1117-86-8 Mikrokill Cos Caprylyl Glycol 1.50%
104-29-0 Chlorphenesin
68797-35-3 ARG-DPG Dipotassium Glycyrrhizate 1.00%
129499-78-1 | AA2G Ascorbyl Glucoside 1.55%
7732-18-5 Water (Aqua)
56-81-5 Drago-Calm 674463 Glycerin 0.24%
84012-26-0 Avena sativa (Oat) Kernel Extract
107-88-0 Butylene Glycol
7732-18-5 Water {Aqua)
98-92-0 Cytobiol Lumin-Eye Niacinamide 2.50%
84625-28-5 Fraxinus excelsior Bark Extract
N/A Silanetriol
866-84-2 Potassium Citrate
7732-18-5 Water (Aqua)
56-81-5 Glycerin
9005-00-9 Steareth-20
Haloxyl 1.00%




3.25% 63148-62-9 Dow Corning 200 Fluid 350 CST Di nethicone 1.25% 541-02-6
Vol asi| 995 Cycl opent asi | oxane 2. 00% 65381-09-1 Myritol 312 Caprylic/ Capric
Tri gl ycerwOeol/1i62541- 02-6 N A KP- 545 Cycl opent asi | oxameT/Us2011/028980

Acryl at es/ Di et hi cone Copol ymer Hel i ant hus annum ( Sunflower) Seed G |
Unsaponi fi ables 1.75% 0. 25% 8001-21-6 Sol i ne N A Bot anol MO Li mant hes

al ba (Meadowfoam) Seed G| 1.40% 1310-73-2 Sodi um Hydroxi de, Pellets,
Sodi um Hydroxi de 0.46% -28- NF 122-99-6 Phenoxyet hanol 1117-86-8
M krokill Cos Caprylyl dycol 1.30% 104-29-0 Chlorphenesin 68797-35-3

ARG DPG Di pot assi um @ ycyrrhizate 0.06% 129499-78-1 AA2G Ascor by |

A ucoside 3.00% 7732-18-5 Water (Aqua) 56-81-5 Drago-Caltn 674463

G ycerin 0.11% 84012-26-0 A vena satbsa (Oat) Kernel Extract 107-88-0
Butyl ene dycol 7732-18-5 Water (Aqua) 98-92-0 Cytobiol Lum n-Eye

Ni aci nam de 6066-82-6 N-Hydroxysuccinimide
480-40-0 Chrysin
147732-56-7 Palmitoyl Oligopeptide
221227-05-0 Palmitoyl Tetrapeptide-7
56-81-5 Glycerin
7732-18-5 Water (Aqua)
107-88-0 Butylene Glycol
76050-42-5 Matrixyl 3000 Carbomer 1.25%
9005-64-5 Polysorbate 20
147732-56-7 Palmitoyl Oligopeptide
221227-05-0 Palmitoyl Tetrapeptide-7
N/A Fragrance - “Silky Skin” - Fragrance (Parfum) 0.01%
#6110985 )
112945-52-5 Silica
N/A ChronoSphere Opticals Brite | Polyurethane-40
4403-90-1 Green 5 1.25%
EXAMPLE 8: Representative Composition of the PFC Cream
Table 8: Seventh Representative Composition
CAS # Trade Name INCI Name
Wt. %
N/A Perfluoro-tert- Perfluoro-tert-butylclyclohexane 20.00%
butylclyclohexane
7732-18-5 Deionized Water Water (Aqua) 36.20%
76050-42-5 Carbopol Ultrez-10 Carbomer 0.50%
504-63-2 Zemea Propanediol 3.00%
139-33.3 Dissolvine Na-2-P Disodium EDTA 1.00%
91770-40-0 Avocadin Persea grmissima (Avocado) Oil 0.90%
Unsaponifiables
68920-03-6 Shea Butter “Ultra Refined” | Buryrospermum parkii (Shea Butter) 1.00%
57-114 Stearic Acid Stearic Acid 3.00%
3539-43-3 Amphisol A Cetyl Phosphate 2.25%
31566-31-1 . Glyceryl Stearate
9004-99-3 | Simulsol 163 PEG-100 Stearate 3.00%
63148-62-9 Dow Corning 200 Fluid 350 | Dimethicone 1.00%
CST
541-02-6 Volasil 995 Cyclopentasiloxane 3.00%
65381-09-1 Myritol 312 Caprylic/Capric Triglyceride 2.00%
541-02-6 Cyclopentasiloxane
N/A KP-545 Acrylates/Dimethicone Copolymer 1.00%
8001-21-6 Soline gelianthys annuus {Sunflower) Seed Oil 0.50%
nsaponifiables
N/A Botanol MO Limnanthes alba (Meadowfoam) Seed Oil 1L.75%
1310-73-2 Sodium Hydroxide, Pellets, Sodium Hydroxide 0.75%
NF
122-99-6 Phenoxyethanol
1117-86-8 Mikrokill Cos Caprylyl Glycol 2.10%
104-29-0 Chlorphenesin
68797-35-3 ARG-DPG Dipotassium Glycyrrhizate 0.50%
129499-78-1 | AA2G Ascorbyl Glucoside 1.50%
7732-18-5 Water (Aqua)
56-81-5 Drago-Calm 674463 Glycerin 0.50%
84012-26-0 Avena sativa (Qat) Kernel Extract




3. 85% 84625-28-5 Fraxi nus excelsior Bark Extract NA Silanetriol
866-84-2 PotassiumCitrate 7732-18-5 Witer (Aqua) 56-81-5 dycerin
9005- 00- woShmarerh- 20 6066- 82- 6 Hal oxyl N- Hydr oxysuccipaoirrasde 18269866
480-40-0 Chrysin 147732-56-7 Palmtoyl O igopeptide 221227-05-0

Pal mtoyl Tetrapeptide-7 56-81-5 dycerin 7732-18-5 Wter (Aqua)
107-88-0 Butylene dycol 76050-42-5 Matrixyl 3000 Carboner 3.20%
9005-64-5 Pol ysorbate 20 147732-56-7 Palmtoy 1 A igopeptide
221227-05-0 Palmtoyl Tetrapeptide-7 N A Fragrance "Sil ky Skin" -
Fragrance (Parfum #6110985 0.07% 112945-52-5 Silica

27
107-88-0 Butylene Glycol
7732-18-5 Water (Aqua)
98-92-0 Cytobiol Lumin-Eye Niacinamide 6.50%
84625-28-5 Fraxinus excelsior Bark Extract
N/A Silanetriol
866-84-2 Potassium Citrate
7732-18-3 Water (Aqua)
56-81-5 Glycerin
9005-00-9 Steareth-20
6066-82-6 Haloxyl N-Hydroxysuccinimide 2.50%
480-40-0 Chrysin
147732-56-7 Palmitoyl Oligopeptide
221227-05-0 Palmitoyl Tetrapeptide-7
56-81-5 Glycerin
7732-18-3 Water (Aqua)
107-88-0 Butylene Glycol
76050-42-5 Matrixyl 3000 Carbomer 2.00%
9005-64-5 Polysorbate 20
147732-56-7 Palmitoy! Oligopeptide
221227-05-0 Palmitoy! Tetrapeptide-7
N/A Fragrance — “Silky Skin” - Fragrance (Parfum} 0.05%
#6110985 )
112945-52-5 Silica
N/A ChronoSphere Opticals Brite | Polyurethane-40
4403-90-1 Green 5 3.50%
EXAMPLE 9: Representative Composition of the PFC Cream
Table 9: Eighth Representative Composition
CAS # Trade Name INCI Name
Wt, %
N/A Perflucro-tert- Perfluoro-tert-butylclyclohexane 35.00%
butylclyclohexane
7732-18-5 Deionized Water Water (Aqua) 26.30%
76050-42-5 Carbopol Ultrez-10 Carbomer 0.80%
504-63-2 Zemea Propanediol 2.50%
139-33-3 Dissolvine Na-2-P Disodium EDTA 0.08%
91770-40-0 Avocadin Persea gra!issima (Avocado) Oil 0.85%
Unsaponifiables
68920-03-6 Shea Butter “Ultra Refined” | Butyrospermum parkii (Shea Butter) 3.00%
57-11-4 Stearic Acid Stearic Acid 1.90%
3530-43-3 Amphisol A Cetyl Phosphate 1.90%
31566-31-1 . Glycery! Stearate
9004.99-3 | Simulsol 165 PEG-100 Stearate 3:25%
63148-62-9 Dow Corning 200 Fluid 350 | Dimethicone 1.25%
CST
541-02-6 Volasil 995 Cyclopentasiloxane 2.00%
65381-09-1 Myritol 312 Caprylic/Capric Triglyceride 1.75%
541-02-6 Cyclopentasiloxane
N/A KP-345 Acrylates/Dimethicone Copolymer 1.73%
3001-21-6 Soline Iéelianthys annuus (Sunflower) Seed Qil 0.25%
nsaponifiables
N/A Botanol MO Limnanthes alba (Meadowfoam) Seed Oil 1.40%
1310-73-2 Sodium Hydroxide, Pellets, Sodium Hydroxide 0.46%




N A ChronoSphere Opticals Brite Polyurethane-40 4403-90-1 Geen 5 1.98%
EXAMPLE 10: Representative Conposition the PFC Cream Table 10: Ninth

Repr esentwi2oe/1@erposi ti on CAS # Trade Nanme 1NCI Nanme WeC¥UN2041/028980
Pertluoro-tert- butylclycl ohexane Perfluoro-tert-butyl clycl ohexane 25.00%
7732-18-5 Deioni zed Water Water (Aqua) 34.00% 76050-42-5 Carbopol Utrez-10
Car borrer 0. 10% 504- 63-2 Zenea Propanedi ol 5.00% 139-33-3 Dissolvine Na-2-P
Di sodi um EDTA 0. 03% 91770-40-0 Avocadi n Persea gratissinm (Avocado) Q|
Unsaponi fi abl es 0.25% 68920-03-6 Shea Butter "Utra Refined" Butyrospermm
parkil (Shea Butter) 3.20% 57-11-4 Stearic Acid Stearic Acid 1.00%
3539-43-3 Anphi sol A Cetyl Phosphate 1.00% 31566-31-1 9004-99-3 Si mul sol
165 A yceryl Stearate PEG 100 Stearates-4.80% 63148-62-9 Dow Corni ng 200
Fluid 350 D nethicone 1.75% -29- CST 541-02-6 Masil 995

Cycl opent asi | oxahe 2. 00F65381-09-T ritol 312 CaprylijciCapric Tr i
. 12399 6@ R . 3 o h n .

gl yceride 3.00% ‘gﬁﬁm 02- BN KP- 545 CHEIHisent asi | oxane |Agryl ates/Di meth
i cone Copol ymer 5DChe Chlorphenesin

68797-35-3 ARG-DPG Dipotassium Glycyrrhizate 0.06%

129499-78-1 | AA2G Ascorbyl Glucoside 3.00%

7732-18-5 Water (Aqua)

56-81-5 Drago-Calm 674463 Glycerin 0.11%

84012-26-0 Avena sativa (Oat) Kernel Extract

107-88-0 Butylene Glycol

7732-18-5 Water (Aqua)

98-92-0 Cytobiol Lumin-Eye Niacinamide 3.85%

84625-28-5 Fraxinus excelsior Bark Extract

N/A Silanetriol

866-84-2 Potassium Citrate

7732-18-5 Water (Aqua)

56-81-5 Glyeerin

9005-00-9 Steareth-20

6066-82-6 Haloxyl N-Hydroxysuccinimide 2.00%

480-40-0 Chrysin

147732-56-7 Palmitoyl Oligopeptide

221227-05-0 Palmitoyl Tetrapeptide-7

56-81-3 Glycerin

7732-18-5 Water (Aqua)

107-88-0 Butylene Glycol

76050-42-5 Matrixyl 3000 Carbomer 3.20%

9005-64-5 Polysorbate 20

147732-56-7 Palmitoyl Oligopeptide

221227-05-0 Palmitoy] Tetrapeptide-7

N/A Fragrance ~ “Silky Skin” - Fragrance (Parfum) 0.07%

#6110985 )

112945-52-5 Silica

N/A ChronoSphere Opticals Brite | Polyurethane-40

4403-90-1 Green 5 1.98%

EXAMPLE 10: Representative Composition the PFC Cream

Table 10: Ninth Representative Composition

CAS# Trade Name INCI Name

Wt. %
N/A Perfluoro-tert- Perfluoro-tert-butylclyclohexane 25.00%

butylclyclohexane
7732-18-5 Deionized Water Water (Aqua) 34.00%
76050-42-5 Carbopol Ultrez-10 Carbomer 0.10%
504-63-2 Zemea Propanediol 5.00%
139-33-3 Dissolvine Na-2-P Disodium EDTA 0.03%
91770-40-0 Avocadin Persea gran‘ssima (Avocado) Gil 0.25%
Unsaponifiables

68920-03-6 Shea Butter “Ultra Refined” | Butyrospermum parkii (Shea Butter) 3.20%
57-11-4 Stearic Acid Stearic Acid 1.00%
3539-43-3 Amphisol A Cetyl Phosphate 1.00%
31566-31-1 . Glyceryl Stearate
9004.99.3 | Simulsol 165 PEG-100 Stearate 4.80%
63148-62-9 Dow Corning 200 Fluid 350 | Dimethicone L.75%




Hel i at uhus annuus (Sunflower) Seed G| 8001-21-6 Soline Unsaponitiables
0.20% N/ A Botanol MO Li mant hes al ba (Meadowfoan) Seed O 1,40% 1310-73-2
Sodi um Hywioaridae27Pel | et s, NF Sodi um Hydr oxi de 0, 50% 122¢39r56011/028980
Phenoxyet hanol 1117-86-8 Mkrok ill Cos Caprylyl Gycol 2.00% 104-29-0
Chl or phenesin 68797-35-3 ARG DPG Di potassi um d ycyrrhi zate 0.04%
129499-78-1 AA2G Ascor byl d ucoside 2.00% 7732-18-5 Water (Aqua) 56-81-5
Drago- Cal m 674463 d ycerin 0.20% 84012-26-0 Arena saliva (QGat) Kernel
Extract 107-88-0 Butylene Gycol 7732-18-5 Water (Aqua) 98-92-0
Cytobio | Lurnin-Eye N aci nam de 1.50% 84625-28-5 Fraxinus excel sior Bark
Extract NA Si lanetriol 866-84-2 PotassiumCitrate 7732-18-5 Water
(Aqua) 56-81-5 dycerin 9005-00-9 -29-

CST
541-02-6 Volasil 995 Cyclopentasiloxane 2.00%
65381-09-1 Myritol 312 Caprylic/Capric Triglyceride 3.00%
541-02-6 Cyclopentasiloxane
N/A KP-345 Acrylates/Dimethicone Copolymer 3.00%
. Helianthus annuus (Sunflower) Seed Oil
8001-21-6 Soline Unsaponifiables 0.20%
N/A Botanol MO Limnanthes alba (Meadowfoam) Seed Oil 1.40%
1310-73-2 Sodium Hydroxide, Pellets, Sodium Hydroxide 0.50%
NF
122-99-6 Phenoxyethanol
1117-86-8 Mikrokill Cos Caprylyl Glycol 2.00%
104-29-0 Chlorphenesin
68797-35-3 ARG-DPG Dipotassium Glycyrrhizate 0.04%
129499-78-1 | AA2G Ascorbyl Glucoside 2.00%
7732-18-5 Water (Aqua)
36-81-5 Drago-Calm 674463 Glycerin 0.20%
84012-26-0 Avena sativa (Oat) Kernel Extract
107-88-0 Butylene Glycol
7732-18-5 Water (Aqua)
98-92-0 Cytobiol Lumin-Eye Niacinamide 1.50%
84625-28-5 Fraxinus excelsior Bark Extract
N/A Silanetriol
866-84-2 Potassium Citrate
7732-18-3 Water (Aqua)
56-81-5 Glycerin
9005-00-9 Steareth-20
6066-82-6 Haloxyl N-Hydroxysuccinimide L50%
480-40-0 Chrysin
147732-56-7 Palmitoyl Oligopeptide
221227-05-0 Palmitoyl Tetrapeptide-7
56-81-5 Glycerin
7732-18-5 Water (Aqua)
107-88-0 Butylene Glycol
76050-42-5 Matrixyl 3000 Carbomer 2.50%
9005-64-5 Polysorbate 20
147732-56-7 Palmitoy! Oligopeptide
221227-05-0 Palmitoyl Tetrapeptide-7
N/A Fragrance — “Silky Skin” - Fragrance (Parfum) 0.03%
#6110985 |
112945-52-5 Silica
N/A ChronoSphere Opticals Brite | Polyurethane-40
4403-90-1 Green 5 2.00%
EXAMPLE 11: Representative Composition of the PFC Cream
Table 11: Tenth Representative Composition
CAS # Trade Name INCI Name
Wt. %
N/A Perfluoro-tert- Perfluoro-tert-butylclyclohexane 30.00%
butylclyclohexane
7732-18-5 Detonized Water Water (Aqua) 27.50%
76050-42-5 Carbopol Ultrez-10 Carbomer 0.20%
504-63-2 Zemea Propanediol 3.50%




Steareth-20 6066-82-6 Hal oxyl
01 i gopeptide
56-81-5 wWyorriie777732-18-5 Water (Aqua)

147732-56-7 Pal m t oyl
76050-42-5 Matrixy |
147732-56-7 Pal m t oyl
N A Fragrance -

4403-90- |

"Silky Skin" -

Geen 5 2.00%

N- Hydr oxysucci ni m de 1.50% 480-40-0 Chrysin

221227-05-0 Pal m t oyl

221227-05-0 Pal ni t oyl

W. %NA Perfluoro-tert- butylcl yclohexane
Perfl uoro-tert-butyl cl ycl ohexane 30. 08% 7732-18-5 Dei oni zed Wt er
139-33-3 Dissolvine Na-2-P Disodium EDTA 0.05%
91770-40-0 | Avocadin persea gratissima (Avocado) Ol 0.75%
nsaponifiables
68920-03-6 Shea Butter “Ultra Refined” | Busyrospermum parkii (Shea Butter) 3.50%
57-11-4 Stearic Acid Stearic Acid 2.20%
3539-43-3 Amphisol A Cetyl Phosphate 2.30%
31566-31-1 . Glyceryl Stearate
9004-99-3 | Simulsol 165 PEG 100 Steanate 4.00%
63148-62-9 Dow Corning 200 Fluid 350 | Dimethicone 1.30%
CST
541-02-6 Volasil 993 Cyclopentasiloxane 1.10%
65381-09-1 Myritol 312 Caprylic/Capric Triglyceride 3.25%
541-02-6 Cyclopentasiloxane
N/A KP-345 Acrylates/Dimethicone Copolymer 2.00%
R001-21-6 Soline Heliamh%tf annuus (Sunflower) Seed Oil 0.28%
Unsaponifiables
N/A Botanol MO Limnanthes alba (Meadowfoam) Seed Oil L60%
1310-73-2 Sodium Hydroxide, Pellets, Sodium Hydroxide 0.70%
NF
122-99-6 Phenoxyethanol
1117-86-8 Mikrokill Cos Capryly! Glycol 1.00%
104-29-0 Chlorphenesin
68797-35-3 ARG-DPG Dipotassium Glycyrrhizate 0.07%
129499.78-1 | AA2G Ascorbyl Glucoside 1.76%
7732-18-5 Water (Aqua)
56-81-5 Drago-Calm 674463 Glycerin 0.13%
84012-26-0 Avena sativa (Qat) Kernel Extract
107-88-0 Butylene Glycol
7732-18-5 Water (Aqua)
98-92-0 Cytobiol Lumin-Eye Niacinamide 4.00%
84625-28-5 Fraxinus excelsior Bark Extract
N/A Silanetriol
866-84-2 Potassium Citrate
7732-18-5 Water (Aqua)
56-81-5 Gilycerin
9005-00-9 Steareth-20
6066-82-6 Haloxyl N-Hydroxysuccinimide 2.75%
480-40-0 Chrysin
147732-56-7 Palmitoy] Oligopeptide
221227-05-0 Palmitoyl Tetrapeptide-7
56-81-5 Glycerin
7732-18-5 Water (Aqua)
107-88-0 Butylene Glycol
76050-42-5 Matrixyl 3000 Carbomer 3.00%
9005-64-3 Polysorbate 20
147732-56-7 Palmitoy] Oligopeptide
221227-05-0 Palmitoyl Tetrapeptide-7
N/A Fragrance — “Silky Skin” - Fragrance (Parfum) 0.06%
#6110985 )
112945-52-5 Silica
N/A ChronoSphere Opticals Brite | Polyurethane-40
4403-90-1 Green 5 3.00%

Tet rapepti de-7
107-88-0 BeCyluso@ 1623980l

3000 Carboner 2.50% 9005-64-5 Pol ysorbate 20

A i gopepti de
Fragrance (Parfum OD3%
112945-52-5 Silica N A ChronoSphere Opticals Brite Pol yurethane-40
EXAMPLE 11: Representative Conposition of the PFC
Cream Tabl e 11: Tenth Representative Conposition CAS # Trade Nane | NCl

Tetrapeptide-7
#611 0985




Water (Aqua) 27.50% 76050-42-5 Carbopol U trez-10 Carboner 0.20% 504-63-2
Zenea Propanediol 3.50% -30- Di,lviiis'Na-2-P D sodium EDTA 0. 05%

91770- 40-woAstcAe277i N Persea grarissima (Avocado) O | neaparsediiaeses 0. 75%
68920-03-6 Shea Butler "tilira Refined Butyrosperinumparkii (Shea Butter)
3.50% 57-1 1-4 Slearic Acid Stearic Acid 2.20% 3539-43-3 Am dtisol A Cetyl
Phosphate 2. 30% 31566-31-1 9004-99- Sinul sol 165 dyceryl Stearate PEG 100
Stearate 4.00% 63148-62-9 Dow Corning 200 Fluid 350 Di nethicone 1.30% CST
541-02-6 VohLsil 995 Cycl opent asi |l oxane 1.10% 65381-09-1 Mrilol 312
Caprylic/Cap ic Triglyceride 3.25% 41-02-6 N A KP-545 Cycl opent asi | oxane
Acryl at es/ Di met hi cone Copol yner 2.00% 8001-21-6 Soline Helianthu_ s tunmults
(Sunfl ower) Seed O | Unsaponitiables 8.-28% N A Bot anol MO Li nmant hes _

al baesadowf oan) Seed O 1 .60% 1310-73-2 Sodi um Hydr oxi de, Pellets, NF Sodi um
Hydr oxi de 0. 70% 122u:0916 maRlreqtoxyetiramofivordchinsn 868 M krokill Cos Capryl vyl
A ycol 1.00% 104-29-0 Chl oi phenesin

A perfluorocarbon cream was manufactured in 5 phases according
to the Table 12 below:

Table 12
Item No. | Trade Name Processing Container
Phase A
1 Deionized Water Main Processing Tank
2 Carbopol Ultrez~10 Main Processing Tank
3 Zemea Main Processing Tank
4 Dissolvine Na-2-P Main Processing Tank
Phase B
5 Avocadin Auxiliary Tank
6 igiinggster Ultra Auxiliary Tank
7 Stearic Acid Auxiliary Tank
8 Amphisol A Auxiliary Tank
9 Simulsol 165 Auxiliary Tank
10 gizigoggéngsioo Auxiliary Tank
11 Volasil 995 Auxiliary Tank
12 Myritol 312 Auxiliary Tank
13 Kp-545 Auxiliary Tank
14 Soline Auxiliary Tank
15 Botanol MO Auxiliary Tank
Phase C
16 Deionized Water Auxiliary Tank
17 gg%gﬁ;‘ﬁ’ggomde' Auxiliary Tank
Phase D

. 18 Mikrokill Cos Main Processing Tank
19 ARG-DPG Main Processing Tank
20 AAZG Main Processing Tank
21 Drago-Calm 674463 Main Processing Tank
22 Cytobiol Lumin-Eye Main Processing Tank
23 Haloxyl Main Processing Tank
24 Matrixyl 3000 Main Processing Tank
25 5§§512§Z$é§:§5ne) Main Processing Tank
26 gi?gfa?c:6zlo;;éky Main Processing Tank
Phase E
27 Deionized Water Auxiliary Tank
28 ChronoSphere Auxiliary Tank

Opticals Brite




68797-35- ARG DPG Di poi assi um d ycyrrhizate 0.07% 129499-78-1 AA2G As
?rtiyl GQucoside 1.76% 7732-18-5 Water (Agqua) 56-81-5 Drago-Cal m 674463
G yceri n WolBthB4MD12- 26-0 Avena sativa (Cat) Kernel Extcaats2011078988- 0
Butyl ene dycol 7732-18-5 Water (Aqua) 98-92-0 Cytobiol Lum n-Eye

Ni aci nam de 4. 00% 84625-28-5 Fraxinus excelsior Bark Extract NA
Silanetriol 866-84-2 PotassiumCitrate 7732-18-5 Water (Aqua) 56-81-5
G ycerin 9005-00-9 Steareth-20 6066-82-6 Hal oxyl N-Hydroxysuccinim de
2. 75% 480-40-0 Chrysin 147732-56-7 Palmtoyl A igopeptide 221227-05-0
Pal mtoyl Tetrapeptide-7 56-81-5 dycerin 7732-18-5 Witer (Aqua)

232-
The following manufacturing procedures were followed:
1. Phase A:

a. Add Item No. 1 (Deionized water) into the main

processing tank.
5 b. Start high speed mixing.
c. Add Item No. 2.
d. Mix until completely dispersed.
e. Heat to BO®C-85°C,
f. add Item Nos. 3 and 4.
10 g. Mix until uniform.
h. Maintain temperature.
2. Phase B:
a. In a separate tank, add Item Nos. 5-15.
b. Heat to 80°C~-85°C.
15 ¢. Mix until all the solids are completely dissolved.
d. Add Phase B to Phase A.
e. Mix until uniform.
3. Phase C:
a. In a separate container, add Item Nos. 16 and 17.
20 b. Mix until all the solids are completely dissolved.
¢. Add Phase C to the main tank.
d. Mix for 30 minutes until uniform.

e. Cool to 40°cC.



107-88-0 Butylene dycol 76050-42-5 Matrixyl 3000 Carbonmer 3.00%

9005- 64-5 Pol ysorbate 20 147732-56-7 Palmtoyl O igopeptide 221227-05-0
Pal m t oylwoebrizpepvi de-7 N A Fragrance - -Silky Skin" PCErusgoaness( Parfum
6110985 0.06% 1 1 2945-52-5 Silica N A ChronoSphere Opticals Brite

Pol yur et hane-40 4403-90-1 Geen 5 3.00% -31- EXAWMPLE 12: Manufacturing
the Perfl uorocarbon Cream A perfl uorocarbon cream was manufactured in 5
phases according to the Table 12 below Table 12 Item No. Trade Nane
Processi ng Cont ai ner Phase A Dei oni zed Water Main Processing Tank
Carbopol U trez- O Main Processing Tank Zemea Main Processing Tank

Di ssol vine Na-2-P Main Processing Tank Phase B Avocadin Auxiliary Tank 6
Shea Butter "ultra Refined" Auxiliarys¥ank 7 S earic Acid Auxiliary Tank 8
Anphi sol A Auxiliary Tank 9

4. Phase D:

a. At 40°C, add Item Nos. 18-26, mixing well after each

addition.
5. Phase E:
5 a. In a separate container, add Item Nos. 27 and 28.
b. Mix until completely homogeneous.
¢. Add homogenous mixture to the main tank.
d. Mix until uniform. Homogenize if necessary.

6. Continue mixing and cooling to 35°C. Mix for 20 minutes

10 or until uniform.
Results
The resulting product had characteristics as shown in Table 13:

Table 13: Product Characteristics

Color: Light blue to light green
Appearance Opaqgue, viscous cream
pH at 25°C 6.00-7.00

Viscosity at 25°C (RVT: [ 10,000 - 20,000 cps
Spindle 5 @ 10 rpm)

Specific gravity at 25 25°C 1.14-1.18

Total Aerobic Plate Count: Less than 100 cfu/g
Yeast & Mold: Less than 100 cft/g
P. Aeruginosa: Absent

S. Aureus: Absent

Percent Solids at 130°C 19.80% -~ 22.00%

15 EXAMPLE 13: Perfluorocarbon Cream For Cosmetic Applications

Example 13A

A perfluorocarbon cream composition as described herein is
topically administered to the periocular skin a subject in

need thereof.

20 Topical administration of the PFC cream is effective to

improve the overall appearance of the subject’s periocular



Si ulsol 165 Auxiliary Tank 10 Dow Corning 200 Fluid 350 CST Auxiliary Tank
11 Vol asil 995 Auxiliary Tank 12 Myritol 312 Auxiliary Tank 13 KP-545

Auxi | i ar ywoania/tid27%0l i ne Auxiliary Tank 15 Botanol MO Aekirlusasiy/oissk Phase
C 16 Deionized Water Auxiliary Tank 17 Sodi um Hydroxi de, Pellets, NF
Auxiliary Tank Phase D 18 Mkrokill Cos Muin Processing Tank 19 ARG DPG
Mai n Processing Tank 20 AA2G Main Processing Tank 21 Drago- Cal m 674463 Main
Processing Tank 22 Cytobiol Lum n-Eye Main Processing Tank 23 Hal oxyl Main
Processing Tank 24 Matrixyl 3000 Main Processing Tank 25 o
perfluoro(tertbutylcycl ohexane) Main Processing Tank 26 Fragrance -"silky
Skin" - #6110985 Main Processing Tank Phase E 27 Deionized \ater

Auxi | iary Tank 28 ChronoSphere Opticabs Brite Auxiliary Tank -32- The

fol l ow ng manufacturing procedures were followed: 1. Phase A° a. Add Item
No. 1 (Deionized watey)rdnta theaypairipr ACesshdgelaik.o:5hae St art hi gh speed
m Xi ng. C. Add |tﬁﬂ'elesN0wr12kles, puffinesg,ddarM &n&@gte’yé) QMs,etgalgy di Spersed' €.
Heat to 80C- 850C. and/or dark vledicnedd chd 8mydNOS. 3, and 4. 10g. M x until

uniform h. Mintain tenperature.
Example 13B

5 A perfluorocarbon cream composition as described herein is

topically administered to the periocular skin of a subject.

Topical administration of the PFC cream is effective to
increases oxygen delivery to the periocular skin of the
subject. In addition, the perfluorocarbon cream is well

10 tolerated and has no toxicity.

EXAMPLE 14: An 8-Week Clinical S$tudy of the Effects of An

Oxygen-Rich Perfluorocarbon Composition on Skin Appearance

The periodic topical application of an oxygen-rich composition
comprising perfluoro(tert-butylcyclohexane) to subjects’ skin
15 improved the skin’s overall appearance. The PFC composition

is formulated as follows:

Component: Wt%

perfluoro(tert-butylcyclohexane) 86.00
Water 10.25
Pluronic® L35 (Poloxamer 105) 2.45
Gluconolactone, Sodium Benzoate, Calcium Gluconate 1.00
Pluronic® F-108 (Poloxamer 388) 0.30

A significant portion of the study subjects showed at least
one grade improvement on the Fitzpatrick Wrinkle Assessment
20 Scale (FWAS) beginning at the four-week time point, as
determined by the investigators. There was a significant
difference between 4, 5, 6, 7 and B8-week FWAS scores and those
from baseline. At the conclusion of the study conducted with
36 women ages 39-63 with mild-to-moderate facial wrinkles,
25 80.65% of subjects exhibited at least one-grade improvement on
the FWAS (P<0.0001) with 38.71% showing at least a two grade

improvement .



2. Phase B: a. In a separate tank, add Item Nos. 5-15. b. Heat to 80C 85C.
15¢c. Mx until all the solids are conpletely dissolved. d. Add Phase B to
Phase A. wo2Mwmaieawil uniform 3. Phase C. a. In a separatraScantasoser, add
[tem Nos. 16 and 17. 20b. Mx until all the solids are conpletely

di ssolved. c. Add Phase Cto the main tank. d. Mx for 30 m nutes until
uniform e. Cool to 40C. -33- 4. Phase D. a. At 40C, add Item Nos. 18-26,
m xing well after each addition. 5. Phase E: 5a. In a separate contai ner
add Item Nos. 27 and 28. b. Mx until conpletely honbgeneous. c. Add
honbgenous m xture to the main tank. d. Mx until uniform Honogenize if
necessary. 6. Continue m xing and cooling to 35C. Mx for 20 m nutes 10or
until uniform Results The resulting product had characteristics as shown
in Table 13: Table 13: Product Characteristics Color: Light blue to |ight
green Appearance tHepague, WaSEOUS 1ErLeantipiiatnc2bl 6. Q0-41800 Vi scosityat 25C
Spindle 5 @10 r prgphRYTior Le D201 000 sGpS: Spactdbenghavity at 25 25C
1.14-1.18 Total Aenabi el al@nlayniicn dwesSsivthan 100 gfikd gudeast & Mol d:
Less than 100 cftégeiRuinfQEQiN0saeionARSRNL S AUk eusis ;Absent Percent Solids
at 130C 19.80% 22,Q0% .15 EXANPLE.13;.Pardil ugrocarbon Gream For Cosnetic
Applications Exagple J3A.A RELLLUOrocarbon cream.conposi tion as described
her ernis tOpl Cal thira%qxll’Qlo%grgilegpptea(?:a th.e IQfgr Iiogol“rll CQS[I.S %«;kolrgs al <§Ubj ect in need

t hereof. 20 Topical a QL“&?E&?H&QQWQ}ttﬁ?QEE? creamis Qiiective to i nprove
the overall appeafgice of fhie sUbject s peridediar -S4 "kin by reduci ng
the appearance of or the “Severi of “FI'ne® I Hés ™ WS ART8E°" puf fi ness, dark
(undet eye) citcl &s &GSy and/ Gr “Waf K’ B e ShEE“F n*t AE“SUBf ect s' ski n.
Exanpl e 13B A per??ﬁbf%c%?ﬁBﬂ“ﬁr8@ﬁ¥ﬁbﬁﬁd§?ﬁ?ﬁna%€“%%%é?Pﬁ%d herein is

topi cal |y admi ni st&et21°6 %t AE° peri-6¥M-af**ski nofvracsubpecet Topica

admi ni stration of '*ffte “PFE2€t eam™rsveaffeet iCvar tolireremse®doxygen delivery
to the periocul arssi [F<6P°%he subject. In addition, the perfluorocarbon
creamis mellj%o ;ougrat%q an has no toxiciny. EXAMPLE 14: An 8- Wek
Cinical Study of tHe Ef Fect’s "of “BA O FenBICH P&PF | USr d€ar bon Conpositi on
on Ski n Appear anc& *°THe p&t'i bai'e TP CAI Epprt ¢at FERE6Y HA® oxygen-ri ch
conposi ti on conpri'$tnypertitor o(tert-butyl cycl ohexane) to subjects' skin
15 inproved the s%LQ;émgygrall appearance. The PFC conposition is

formul ated as fol onent W % perfluoro(tert-butyl cycl ohexane)
Fitzpatrick Wrinkle Assessment Scale (FWAS)

20 The investigator assessed the degree of facial wrinkling and
elastosis at all wvisits. The investigator was asked to
perform a live facial assessment of the subject using the FWAS,
a 10-point categorical scale corresponding to 0 (None, no
wrinkling or elastosis), 1-3 (Mild, fine wrinkles and fine

25 textual changes with subtly accentuated skin 1lines), 4-6
(Moderate, fine to moderate depth wrinkles, moderate number of
lines, and distinct popular elastosis), and 7-10 (Severe, fine
to deep wrinkles, numerous lines with or without redundant
skin folds, and multipapular and confluent elastosis). 1In

30 order to be enrolled in the c¢linical study, subjects were
reguired to have a FWAS grade of Mild to Moderate

correspeonding to a FWAS score of 1-6.

Table 14 below shows the number of subjects with each score at

Vigits V1-V9. Significant improvement in FWAS score as



86. 00 Wat er
Sodi um Benzoat e,

10. 25 Pl uroni ce L35( Pol oxaner

105)

2.45 d uconol act one,

Cal ci um d uconate 1.00 Pluronice F-108(Pol oxaner 388)

0.30 A swgnnfi/aeatr portion of the study subjects showes#catusb@asessmene gr ade
i nprovenent on the Fitzpatrick Winkle Assessment 20 Scal e (FWAS) begi nni ng
at the four-week tinme point, as determ ned by the investigators. There was
a significant difference between 4, 5, 6, 7 and 8-week FWAS scores and
those from baseline. At the conclusion of the study conducted with 36 wonen
ages 39-63 with mld-to-noderate facial winkles, 25 80.65% of subjects

exhi bited at | east one-grade inprovenent on the FWAS (P<0.0001) with 38.71%
showi ng at |least a two grade inprovenent. -35- There was a statistically
significant increase in favorable responses for the subject @ obal

Aest hetic I nprovenent Scale (GAIS) score beginning with the five-week tine
poi nt and cont i nuicagrédhtconkgdlitehenseeivghitea edte tal-wiex pakiits) dhé s i ncrease 5
suggests that thepsithjrecbsipes eebysednd BREOMEIEA: Bfayt heir skin's overall
appearance, or at |east the maintenance of their skin's overall appearance.
| nvesti gat or GAl S'8toi‘es™al sarghowedals pgaisfincanits tarprovenent begi nni ng at

t he three-week tine spoert camteccontte nedirged isough the study. At the

concl usion 10 of _the st dv 97% of the subjects experienced at |east one
grade of i nprovepgH éf)“z‘i"“ (‘)'A 43“* ¢ biselfne o¥din¥ to the investigator'

GAlI S (P<0. 0001) . &4#% of Tlohei sbiecis Wt TRastpone grade of inpr overrent
on their self-perceived GAPS Gdoreo (H t I5/Finally, the Skin Replica
data suggests thgt—the—PEelechpdstiigd-h f-+Hdr5moot hing effect on the
subj ects' fine | [i@sa@ant g5 17 St|usl s Fntzpatrick Winkle
Assessnent Scal e { ETVAS 7] gsessed |t he degree of facial
wri nkling and el astost+s ‘3' 5 @at or was asked to
performa live faGial a i} tt the FWAS, a 10- poi nt
categori cal scal ¢ correspd ﬁd 0t ng or elastosis), 1-3
(M1d, fine winles—and-fine 28+ subt |y accent uat ed
skin lines), 4-6[fNbderatexs[us @s pihowsi nkl es, noderate
nunber of lines, and distinct popular el ast05| s), and 7-10 (Severe, fine to
deep wrinkles, nunmerous lines with or without redundant skin folds, and

mul ti papul ar and wohf Huents el agtiogis)ditlepend0 varaeratideerwenr ol | ed in the
clinical study, subjeectsrwerseorrequnreded 6. have sankWASugrRde of MId to
Moder at e correspomeirng: t Bwa FMAS SE0ERiMf wiknBienddbbe 4 hel ow shows t he
nunber of subj ectSwiattsheeaeh a0 @t Mp&itisn V1- V9. Significant inprovenent
in FWAS score as 36- conpared to baseline was observed at the 4-week
(Visit 5) tingPpoiehte and “ebnt ishared trehroaghcatheotdurcatli oneefe t he study. Tabl e
14: FWAS nunber ofrtletisd thesseis syventsh ffigs seaeh grade for all subjects
conpleting the indicated visit Grade/ Score VI V2 V3 V4 V5 V6 V7 V8 V9 None
(0) 0000 0 0 070°0"MTH 10°TI°10° 123518 "tA=16* 20> #0890 0 | 0 2 00

for all subjects completing the indicated visit

O

-

i |
Q
e
Tia
$S

Grade/ Vi V2 V3 v4 V5 V6 v7 V8 V9

Score

None (0) | 0.00% | 0.00% | 0.00% | 0.00% | 0.00% | 0.00% | 0.00% | 0.00% | 0.060%

Mild 2778 | 3235 | 3125 |34.38 | 43.33 44.83 4828 | 53.33 | 6d4.52
% % % % % % % % %

1 0.00% | 0.00% | 0.00% | 0.00% |0.00% |345% |3.45% |3.33% |3.23%

2 000% | 0.00% | 6.25% | 12.50 26.67 27.59 2759 | 26.67 22.58

% % % % % %

3 27.78 32.35 25.00 21.88 16.67 13.79 17.24 23.33 38.71
%o % % % % % % % %

Moderate | 72.22 | 67.65 | 68.75 |65.63 |56.67 |5517 |5172 |46.67 |3548
% % % % % % % % %

4 22.22 26.47 21.88 21.88 33.33 34.48 48.28 40.00 | 29.03
% % % % % % % % %

5 19.44 11.76 18.75 15.63 20,00 12069 [345% |6.67% | 6.45%




4 8 8
7 7 10
00O

887 1011 875457 12 Mderate 26 23 22 21 17 16 15 14 11
1014129 7465661 2261110991000 0 Severe 00
0 7020110116270 0 0 0 0 8 00 O PCT/US2011/028980
37
% % % % % %
6 3056 | 2941 28.13 28.13 3.33% | 0.00% | 0.00% | 0.00% | 0.00%
% % K P
Severe 0.00% | 0.00% | 0.00% | 0.00% | 0.00% | 0.00% | 0.00% | 0.00% | 0.00%
7 0.00% | 0.00% | 0.00% |0.00% |0.00% |000% |0.00% |0.00% |0.00%
8 0.00% | 0.00%_| 0.00% | 0.00% |0.00% |0.00% |0.00% |0.00% |0.00%
9 0.00% | 0.00% | 0.00% {0.00% |0.00% |0.00% |0.00% |0.00% |0.00%

10

15

20

Table 16 below shows the change in FWAS score as compared to
baseline score. The change in FWAS score was calculated by
subtracting the subject's indicated wvisit FWAS score from
their baseline FWAS score. A negative grade change
corresponds to an improvement in FWAS. Significant improvement
in FWAS score change as compared to visit 2 was observed at
the 4-week (Visit 5) time point and continued through the
duration of the study. This data suggests that there was a
statistically significant increase in the number of subjects
experiencing improvement in the degree of wrinkling and

elastosis according to FWAS.

Table 16: Change in FWAS score from baseline for all subijects

completing the indicated visit

Change in Score | V2 | V3 | V4 | V5 V6 v7 V8 Y9

- 0 0 0 0 0 2 2 5

-2 0 1 1 7 8 10 11 7

-1 0 20 [ 18 | 8 6 5 5 6

0 31 {20 |18 |8 6 2 5 6

+1 0 4 3 1 1 2 0 0

P NS | NS | <0.001 | <0.001 | <0.001 | <0.001 | <0.001

Table 17 below shows the results for the categorization of
response. A negative grade corresponds to at least 1 grade
improvement on the FWAS and a positive change or no change in
grade corresponds to no improvement or a worsened condition.
Figure 1 illustrates the progression of improvement as

observed throughout the study.
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00

9
0



0000009 000000000P NSNSNSO0.002 <0.001 <0.001 <0.001
<0.001 5 Table 14 shows a significant difference between baseline FWAS
scores amdioORVWAA1smores from Visits 5, 6, 7, 8 and 9 wit irCtrhus2o110o498¢ oOf

| ower scores increasing with length of tinme the subjects were applying the
PFC conposition. 10 Table 15 bel ow shows the percentage of total subject
conpleting the visit with each FWAS score. Table 15: FWAS percent age of
total assessnents for each grade for all subjects conpleting the indicated
visit Gade/ Score VI V2 V3 V4 V5 V6 V7 V8 V9 None (0) 0.00% 0.00% 0. 00%
0. 00% 0. 00% 0. 00% 0. 00% 0. 00% 0. 00% M I d 27.78 32.35 31.25 34.38 43.33
44.83 48.28 53.33 64.52 % % % % % % % % % 1 0. 00% 0. 00% 0. 00% 0. 00% 0. 00%
3.45% 3. 45% 3. 33% -38-

Table 17: Change in FWAS where scores were evaluated as either

improved vs. no improvement or worsened

ChangeinScore [ V2 [V3 [v4 [vs [ve [V7 [ve [V9
Improved

N|3 8 11 21 22 22 25 25

% | 8.82 |25.00 | 34.38 | 70.00 | 75.86 | 75.86 | 83.33 | 80.65
Not Improved or Worse

N |31 24 21 9 7 7 5 6

% | 91.18 | 75.00 | 65.63 | 30.00 | 24.14 | 24.14 | 16.67 | 19.35

Global Aesthetic Improvement Scale (GAIS)

5 The data was assessed for both the subject and the
investigator impressions of how the treatment had an effect on
the overall appearance of facial skin using the GAIS, a 5-
point categorical scale consisting of the responses worse, no
change, improved, much improved, or very much improved. The
10 subject and investigator were asked to complete a GAIS at
visits 2-9 by comparing a photograph from the current visit to

a photograph from the subject’s baseline visit.

Table 18 below shows the number of responses for each effect
(worse, no change, improved, much improved, and very much
15 improved). The data suggests a significant difference in the
number of responses at visits 6-9 as compared to Visit 2, the

time point of initial GAIS.

Table 18: Subject GAIS number of total responses for all

subjects completing the indicated visit

Grade V2 V3| V4| V5 Vé V7 V8 V9
Very Much Improved | 1 1 1 1 1 i 1 3
Much Improved 0 1 0 12 4 4 3 3
Improved 10 {8 |17 |13 11 12 18 20

No Change 20 122 |14 |14 13 2 8 5
Worse 3 10 {0 10 0 0 0 0

P NS | NS ] 0.055 | 0.024 | 0.015 | 0.002 | <0.001

20

Table 19 below shows the results where the responses were

categorized into either ‘No Change in Improvement or Worse’' or



3.23% 2 0.00% 0. 00% 6. 25% 12. 50 26. 67 27.59 27.59 26.67 22.58 % % % % %
%3 27.78 32.35 25.00 21.88 16.67 13.79 17.24 23.33 38.71
% Mbder atwo28112d687. 65 68. 75 65. 63 56. 67 55.17 51.72 46P6T/ 182014828980 % % % %
% % % % 4 22.22 26.47 21.88 21.88 33.33 34.48 48.28 40.00 29.03 % % % % %

% % %

10

15

20

25

.39.
‘Improvement’. To be categorized as ‘No Change in Improvement
or Worse', the subject must have responded ‘No Change’ or
sWorse’. In contrast, to be categorized as ‘Improved’, a

subject was required to have responded ‘Improved’ or ‘Much
Improved’ or ‘Very Much Improved’. Figure 2 illustrates the

progression of subjects’ GAIS scores throughout the study.

Table 19: Subject GAIS number of responses where respondents

state either no or less benefit vs. more benefit

ChangeinScore |[V2__|V3 [V4 V5 [V6 [V7 [V8 [V9

Improved

N1 10 18 16 16 17 22 26

% | 32.35 | 31.35 | 56.25 | 53.33 | 55.17 | 58.62 | 73.33 | 83.87

Not Improved or Worse

N |23 22 14 14 13 12 8 5

% | 67.65 | 68.75 | 43.75 | 46.67 | 44.83 | 41.38 | 26.67 | 16.13

Table 20 below shows the investigator’s GAIS score from the
investigator’'s consideration of the photograph of the
subject’'s appearance. The data suggests that significant
improvement was noticeable beginning at the 3-week (Visit 4)
time point and continuing through the duration of the study
with progressively more significance and number of subjects

exhibiting improvement.

The difference in the initial time point in which significance
was observed between the two investigator assessments (FWAS
and GAIS) may be attributed to a subtle improvement in
appearance that could be perceived using the GAIS, but not a

large enough improvement to constitute a change of FWAS score.

The investigator’s GAIS responses were also categorized as ‘No
Change in Improvement or Worse’ and “Improved’' (Table 21).
Figure 3 illustrates the progression of investigator GAIS

scores throughout the study.

% % % % % % % %
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Table 20: Subject GAIS number of total responses for all

subject completing the indicated visit

Grade V2 V3| v4 Vs V6 V7 V8 V9
Very Much Improved |0 |1 |0 0 0 0 0 i
Much Improved 0 {0 10 I 4 7 5 4
Improved 5 10 | 14 22 22 20 25 25

No Change 29 121 118 7 3 2 0 1
Worse 0o |0 |0 0 0 0 0 ]

P NS | 0.009 | <0.001 | <0.001 | <0.001 | <0.001 | <0.001

Table 21: Investigator GAIS number of responses stating either

no or less benefit vs. more benefit

ChangeinScore [V2 [V3 Tva [vs [Ve [v7 [vg [vo
Improved

NIS 11 14 23 26 27 30 30

% | 14.71 | 3438 | 43.75 | 76.67 | 89.66 | 93.10 | 100.0 | 96.77
Not Improved or Worse

N129 21 18 7 3 2 0 1

% | 85.29 | 65.63 | 56.25 | 23.33 | 10.34 | 6.90 | 0.00 | 3.23

Skin Replica Data

Skin Replica silicon profilometry was performed at baseline,
4-weeks (Visit 5) and 8-weeks (Visit 9). The major and minor
lines are measured by 8 parameters separated into two groups
of 4. Group A parameters define the luminance along a set of
10 equal length parallel lines (or passes) running across the
replica and are parallel to the direction of lighting. The
variations within the luminance are treated as indications of
the skin’s roughness, representing major 1lines and are

analyzed using surface roughness statistics.

Group A parameters are:

¢ Rz - the average maximum difference in luminance value
for 5 equal length segments in each of the 10 lines that

are traversing the sample.

%, 1
0. 00%

0300%

Tabl e 16 bel ow shows the change in FWAS score as
The change in FWAS score was cal cul ated by

%



subtracting the subject's indicated visit FWAS score from5 their baseline
FWAS score. A negative grade change corresponds to an inprovenent in FWAS
Si gni fi camD 20nprieazenrent i n FWAS score change as conpar e#CTaseoigiozsI0 was
observed at the 4-week (Visit 5) tinme point and continued through the
duration of the study. This data suggests that there was a 10

statistically significant increase in the nunber of subjects experiencing

i nprovenent in the degree of winkling and elastosis according to FWAS.
Tabl e 16: Change in FWAS score from baseline for all subjects conpleting
the indicated visit ChangeinScore V2 V3 V4 V5 V6 V7 VSV9 -3 0000225
-201178101174020 1886 556031201886 256+104 31 1
2 0 0P NSNS <0.001 <0.001 <0.001 <&-001 <0.0101 15 Table 17 bel ow shows
the results for the categorization of response. A negative grade
corresponds to at least- hegfafdg. iaBPEAVERENRL. ORilhe FEMAS.and a positive

change or no change iR @LRAEnEQES €SPARAStQ NR:iARLAVENBAL Oor a wor sened
condition. 20 Figure 1 illustrates the progression of inprovenent as

observed throughottset te wtwuds. are x3Breefaipl @e hidics Changacdens BWAS wher e scores
wer e eval uat ed ascrei tdvers tapprO¥wed ovszssno | nprovenent or worsened Change in
Score |. V21 V3[ V4l V51 V6V7l V8l V9 Inproved N3 8 11

5 .

FSpace ~ the distance between markers placed on the lines

at luminance changes indicative of fine lines.

* FNum -~ the number of markers per millimeter placed on the

lines at luminance changes indicative of fine lines.

Group B parameters represent minor lines assess the replica
10 image area by dividing it into 10 equal width bands (or sub
areas). The shadow-like features are detected in each of the
bands according to their luminance values as compared to those

less than the detection threshold.
Four parameters are determined from detected features:

15 1. Spacing -~ the mean distance in millimeters between
adjacent detected features (i.e. spacing between

midpoints of adjacent shadowy features).

2. Breadth - the average breadth in millimeters of the
detected feature and is proportional to the depth of the
20 wrinkle producing the shadow.

3. Shadows - the percent of the sampled replica area with
luminance values less than the detected threshold. This
is the relative area of shadows cast by the wrinkles and

fine lines within the replica.

25 4. NumWr - the total number of features detected in the 10

bands or sub areas used to calculate spacing and breadth.

To interpret these parameters within the major and minor lines
associated with the Crow’s Feet area of the face; the

following assessment pointers were used:



21 22 22 25 25 % 8.82 25.00 34.38 70.00 75.86 75.86 83.33 80.65 Not
| nproved or Worse N 31 24 21 97 7 5 6 %91.18 75.00 65.63 30.00 24.14
24. 14 16.¥0 018362773 obal Aesthetic | nprovenent Scal e ( BArE)S2&1/bswsdat a was
assessed for both the subject and the investigator inpressions of how the
treatment had an effect on the overall appearance of facial skin using the
GAI'S, a 5- point categorical scale consisting of the responses worse, no
change, inproved, much inproved, or very nuch inproved. The 10 subject and
i nvestigator were asked to conplete a GAIS at visits 2-9 by conparing a
phot ograph fromthe current visit to a photograph fromthe subject’s
baseline visit. Table 18 bel ow shows the nunber of responses for each
effect (worse, no change, inproved, nmeeh inproved, and very nuch 15
i nproved). The data suggests a significant difference in the nunber of
responses at visits 6nd asucampar ad to \aSictna2,tot herdabdrevipoi Nt of initi al
GAI'S. Tabl e 18: Subj egt.GALSonuber of total responses for all subjects
conpleting the indicated visit Grade V2 V3 V4 V5 V6 V7 V8 V9 Very Mich
Inproved 1 1 1 1 1124 3ndvueld kivpteved c@: Fadd 2isdopdar3 a3 leppr oved 10 8 17 13
11 12 18 20 No Chang@ar‘ZQuZaz thdatment regimen, FSpace increases and FNum

5 decreases. Spacing can decrease with conversion of deep

wrinkles to fine wrinkles (moisturization) and increases

with disappearance of wrinkles.

e Breadth decreases as wrinkles become shallow, but ig not

sensitive to the number or length of wrinkles.

10 e Shadows tend to decrease with smoothing of the skin, and

is sensitive to both the length and depth of wrinkles

¢ NumWr decreases with smoothing of the skin (fewer visible

features) .

The Skin Replica results are presented in Tables 22 and 23.
15 The N values are nominal values. For the Spacing parameter,
the actual N used to calculate the statistics was smaller than
the nominal value due to insufficient detected line/wrinkle

features in one of the replica images to permit calculation.

Changes from baseline were calculated by subtracting each
20 subject’'s baseline values from the appropriate subsequent
values. The mean changes were tested for significance using
the one sample t-test against a value of zero. The P wvalue
associated with the t statistic was tabulated with the

appropriate means, standard deviations and t-values.

25 Table 22 shows mean (SD) wvalues for replica data for
parameters that assess major lines around the area of the eye
where Crow’s Feet typically develop. Changes from baseline
showed a non-significant trend for one parameter, Breadth, at
8-weeks (Visit 9) (P = 0.0660). The decrease in Breadth was in

30 the direction of smoother texture.

Table 23 details mean (SD) for wvalues obtained for the minor

lines that are associated with the Crow’s Feet area around the



14 13 12 8 5 Wrse 3 0 0 0 0 0 0 0O P NS NS 0.055 0.024 0.015 0.002 <0.001
20 Table 19 bel ow shows the results where the responses were categorized
into eithwo2Na1&1ange in | nprovenent or Wrse' or -39PCTiuspoiawesysnt ' . To
be categorized as 'No Change in |Inprovenent or Wrse', the subject nust
have responded ' No Change' or "Wrse'. In contrast, to be categorized as
"I nproved', a subject was required to have responded 'Inproved or 'Mich
5I nproved' or 'Very Miuch Inproved' . Figure 2 illustrates the progression of
subj ects' GAIS scores throughout the study. Table 19: Subject GAI S nunber
of responses where respondents state either no or |ess benefit vs. nore
benefit Chan einScore m | V3V4AEM V6pm V8V9 Improved N I1Il. 10 18 16 16
111111112: 1111 26 % Eggi ggsgal 6.25 14111M 58.62 83.87 Not Im'roved or
Wrse N EIN 22 14 14 gn= 8 gm % 67. 65 68. 75 43.75 46.67 44.83 41. 3826. 67
16.13 10 Tabl e 28<betows showsstihe Fnavestchgadcers' @r&AlGirsear e from t he

i nvestigator's consi-deratvien of whe.photagr aph ofist ke subj.ect' s appear ance.
The dat a suggest s(# hatossi gRi dhiantert NPr-ay eeRt ocnaSsBOLI-CRabl e begi nni ng at
the 3-week (Visitiid) ctdciiR. pAE RLsudiddsgQRE laNkkh A Gndbi @kt he, duration of the
study 15 with progtessi Mely. a0k 6usi.0ni hi Gancen.andnuibst.0f subj ects

exhi bi ti ng inprovepent. Jhe.di.fference in the initial tinme point in which
significance was observed between the two investigator assessnments (FWAS
and GAIS) may be abirkidbudeceit® Apstbdtl gabhdTprOvemRaice i iRce2@iappear ance t hat
coul d be percei vedsusinged henGASaaddut paheteea, | akige enetighed Mprovenment to
constitute a change.:efcaf\WASKLEL ObRasThe shdaMeSLigatar .8 S5 responses were
al so categori zed ass;:Np. Change in I nprovenent or Worse' and "I nproved'
(Table 21). Figure 3 illustrates the progression of investigator GAI S 25
scores throughoutrabire 251 ey, rRepi#Q- neb@abiague? OandSubifeetce GAkBenunber of total
responses for allnestsbji@ct togofpdretinag bheli ndbjeat edmmshd ¥ ade

study

Parameter | VI Mean Vs t-value | P Mean V9 t-value | P
(N=31) (N=28) (N=31)
Mean Mean Mean

Dif, Dif.

Rz 150.0 148.8 1.9 02903 | NS 150.6 05 0.0884 | NS
(30.5) | (30 | (35.0 (29.6) | (33.7)

Ra 31.8 318 0.9 0.5526 | NS 31.7 0.0 -0.0250 | NS
(1.5) (8.2) (8.8) (7.9) (7.9

FNUM 0.426 0.423 0.01 0.2428 | NS 0.435 .01 0.4001 | NS
(0.111) (0.113) | (0.12) (0.112) | (0.12)

DL 5.81 5.60 -0.04 -0.0983 | NS 6.20 0.39 1.0828 | NS
(1.60) | (1.58) |(1.92) (1.61) ! (1.98)

Spacing 1.273 1.300 -0.022 | -0.1851 | NS 1.295 0.022 0.1998 | NS
(0.542) | (0.400) | (0.642) (0.499) | (0.610)

Breadth 0.268 0.271 0.006 0.7845 | NS 0.252 -0.016 | -1.9077 | 0.0660
(0.043) | (0.045) | (0.042) (0.046) | (0.046)

Shadows | 9.2 9.1 0.3 0.5068 | NS 8.5 -0.7 -0.7766 | NS
5.0) 4.5 (5.6) 4.9 (5.2)

NumWr 106.4 104.2 3.2 0.3943 | NS 107.5 1.1 0.1375 | NS
40.8) | (334) | 43.1) 42.1) | (4449

15 Table 23: Skin Replica mean values and difference between

means (SD) for minor lines for all subjects completing the

study
Parameter | Vi Mean V5 t-value | P Mean V9 t-value | P
(N=31) (N=28) (N=31)
Mean Mean Mean
Dif. Dif,
Rz 131.6 125.3 -6.3 -0.9074 | NS 129.0 27 -0.4048 | NS
(33.2) | (@2.7) (36.5) 24.4) (37.0)




V2 V3 V4 V5 V6 V7 V8 V9 Very Much Inproved 0 1 0 0 0 0 O Mich Inproved |lo
ni 0014754 Inproved 10 14 22 22 20 25 25 No Change 29 21 18 7 3 2 0
Worse 00 w0 20110116270 O P NS 0. 009 <0. 001 <0.001 <0.001 20TAG201402881

Tabl e 21: Investigator GAI'S nunber of responses stating either 5 no or |ess
benefit vs. nore benefit Change in Score | V2i V3[ V4l V51 V61 V71 V8l V9
Inproved N5 11 14 23 26 27 30 30 % 14.71 34.38 43.75 76. 67

44

Ra 280 6.7 13 07533 | NS 269 ] -1.1 07035 | NS
@& |69 |on 6.7 | 8.6

FNUM | 0439 | 0425 | 002 |-0.7522 | NS 0422 | 002 | 07289 | NS
0.109) | 0,099 | ©.1D ©.107 | (0.12)

IDL 502|467 038 | -1.0859 | NS 538 036 | 0.9968 | NS
ey | aa2 | ass (149 | 2.0

Spacing | 1.927 | 1.899 | -0.055 | -0.3264 | NS 1922 [-0.032 | -0.1490 | NS
0.939) | (0.606) | (0.889) (0.867) | (1.184)

Breadth | 0231 | 0.225 | -0.007 | -0.6268 | NS 0304 | -0.027 |-2.7951 | 0.0090
0.050y | (0.037) | (0.058) (0.030) | (0.054)

Shadows | 5.0 a1 0.9 ~0.8646 | NS 32 18 2.0426 | 0.0500
@y e |62 235 s

NumWr | 66,8 594 | 69 0.7597 | NS 506 | -162 | -1.6603 | NS
3.8 | 370 | @8 (35.9) | (54.4)

Statistical Methods

Statistical significance was defined as a P value of 0.05 or

less, with a 95% confidence interval. A non-gignificant trend

was defined as a P wvalue of greater than 005 and less than
5 0.10.

For FWAS and GAIS, the number of responses for each category
was recorded and analyzed using a paired T-test. The FWAS data
was then reassessed to evaluate the difference as compared to
baseline analyzed using a paired T-test. FWAS and GAIS data
10 were then reassessed to evaluate differences in respondents
reporting ‘no change or worse’ with those who reported

‘improved’ or ‘much improved’ or ‘very much improved’.

The skin replica data was analyzed by assessment of the change
from baseline as calculated by subtracting each subject’s
15 baseline values from the appropriate subsequent wvisit values.
Mean changes form baseline were tested for significance using

the one sample t-test against a value of zero.
Discussion

Fitzpatrick Wrinkle Assessment Scale (FWAS) results suggest
20 that were significantly more subjects exhibiting improvement
in fine lines and skin elastosis as the study progressed.
Significance was first observed at the four-week time point
and continued to increase in significance through eight weeks.

Change in FWAS results suggest that subjects begin to see



89.66 93.10 100.0 96.77 Not Inproved or Worse N 29 21 18 7 3 2 0 % 85.29
65. 63 56.25 23.33 10.34 6.90 0.00 3.23 Skin Replica Data Skin Replica
silicon pwofaliometry was performed at baseline, 4-weeksPCVits2a115)898nd
8-weeks (Visit 9). The mgjor and mnor 10 lines are neasured by 8
paranmeters separated into two groups of 4. Goup A paraneters define the

| um nance along a set of 10 equal length parallel lines (or passes) running
across the replica and are parallel to the direction of lighting. The
variations within the lum nance are treated as indications of 15 the skin's
roughness, representing major lines and are anal yzed using surface

roughness statistics. Goup A paraneters are: Rz - the average maxi num
difference in |um nance value for 5 egual |ength segnents in each of the 10
lines that 20are traversing the sanple. -41- Ra - the average deviation

of the | um nance outrarecabout tohe wWBanwitdmmangerifpret Rsisape 10 |ines
measured in Rz. ThesetinRsiRaspbeGenalng £epatded in the units of brightness
or Gay levels ranging fromO - 255: 5 FSpace - the distance between

mar kers pl aced onfehés |drrasdator| tm flare erchapngeswinediesatsiaze of fine |ines.
FNum - the nunber (%fS rragdeer Shapahperpivkie] fptiercaplaced sometdhend i nes at

| um nance changesrapertedc atar viereof afvkarenck | e Simpdar@UpeBrpad-aret er s repr esent

m nor |ines asses&rt hecrvepl itga o0 donmgeiar esdhy:dicvi Hsngidst 1 nto 10 equal
wi dt h bands (or suberaseash). cibhavshadownt ike.f eatups EL.det ected in each
of the bands accodi ng -t 0.otheis bumdance valuessas.gonpared to those |ess
t han the detecti Oﬂgzhlﬁfc&&holxgnds FO"-ﬂ'ﬁe pmt &fr Ssu@{e@tsde;eggomlg d from detected
features: 151.10,SpagiBga-, the mpan.di @Ia@gpmwg mlligreters between adj acent
det ected features(d :£.Spachngbetween. m.dpqi nt, §nt50fm9r%% acent shadowy
features). 2 Breadth.-..the aver agte breadth in m Theters of the
detected feature and i s proportional to the depth of the 20wi nkl e

produci ng t he shadew:is3.or Shadaws sintheypereent sof:theSampl ed replica area
Wi th |um nance valwes:sl essnsthangthedetected.dhneshald.. This is the
relative areaiof shadouws, Gast .fyytha.wdnkLes..and Line:Lines within the
replica. 254. Num andibig.diotal .pupber,of tlﬁeagawsang a&ct ed in the 10 bands

paranmeters wthi nGZt[@é J1Bi QL..an Sjgmrgcrggggfl nesd gr?ssgccf at e 3 W th the Crow s Feet

a ime

area of the face,sug € f&xé OWI neg asses sn% ointers werehused -42- The

measurenent's Rz a ten obse 0 i ﬁ'ifialistlazalseh wi TR REFeading foughness. As
lines and creases oFTr the tace“di sg%ff) Pear “aiE T E T part it uliat treat nent

regi men, FSpace inct éé%aes?sjasnamf—“l\lff d?‘&roé%?é‘élscom%ﬁ’&&‘i ng can decrease with

conversion of deep;w 1n0é<4tg§toL0GAEg ra&aw,'; niﬁl,ﬁ%lcér{mgtsl%é %Jée&' on) and increases

shal l ow, but is ngt sens L‘ée to.fhe nuqber vvrl nkles. 10
Shadows t end t d%COrteealSZee \Ma thss dif eﬁence S du? ﬁo earlleg ch %nﬁ%s | S sensitive to

both the |engt and_dept h:ndf ov‘ejfﬁlzklcc‘ém ! f\‘l’nm)if’atd 6? eék’slés *Wi ¥h snoot hi ng of
the skin (fewer ViSible FEalrésfThE ki i REPI PTa™y 88ti'tS are presented
in Tables 22 and ??gc’ri%s ﬁfh'ﬁlelﬁw’\*Fal ues are nom naI val ues. For the Spacing
paraneter, the actual suNJeULS%QISt&d %Vesglg% g Ssgg}egs was smal | er than
the nominal val ug,.dug tg Losufficlent eclgrg\gl d1 a f Ki%e features in one
of the replica,inages. 1o permt cal Clé S:[ll or. chan ? P*n basel i ne were

cal cul ated by subt I‘%Cttl ng each 20 £U6j §¢PFE° bESHY eﬁeSVET uls fromthe
appropriate subséquen ° VR usE™ T‘héherr%téfﬁy E’H‘ér?&élés Rerestest®d for

signi fi cance usi ngarf"ﬁe ne Saffpié® t SPEsts agai ndfrea Wal'te ¥f zero. The P

val ue associ at ed erarf“’tgh%“mtmsotfa}f“i’r§’ﬁ“@tv9§§ ek gteertwiseh ttshe appropri at e
means, standard JdEVICHPPORS™-afdttisval tresthaBheTalbrea@ nosrowe mean (SD) val ues
for repl ica data for paraneters that assess major |ines around the area of
the eye where Crow s Feet typically devel op. Changes from baseline showed a
non-significant trend for one paraneter, Breadth, at 8-weeks (Visit 9) (P =
0.0660). The decrease in Breadth was in 30 the direction of snoother
texture. Table 23 details nean (SD) for values obtained for the mnor |ines
that are associated with the Crow s Feet area around the -43- eye. Changes
frombaseline for two paraneters were significant at 8-weeks (Visit 9). For
both Breadth (P = 0.009) and Shadows (P = 0.05), the changes were in the
direction of snoother fine line texture. The results suggest a mld
snoothing effect on 5 the fine lines and winkles, as 2 of the snoothness
paraneters neasured were affected. Figure 4 represents a plot of neans and
confidence intervals (95.00% for the Breadth paraneter, which experienced
significant change towards a snooth appearance at 8-weeks 10(Visit 9).

TabI e 22 Skin Replica nean val ues and differ ence bet ween neans (SD) for

o o r I | N L I e I T T e A A



VO (N=3 | ) Mean Dif. (-value P Rz 150.0 148.8 1.9 0.2903 NS 150.6 0.5
0.0884 NS (30.5) (30.7) (35.2) (29.6) (33.7) Ra 31.8 31.8 0.9 0.5526
NS 31.7 OWO200/0&50 NS (7.5) (8.2) (8.8) (7.9) (7.9) PCTRINUM1028986 0. 423
0.01 0.2428 NS 0.435 0.01 0.4001 NS (0.111) (0.113) (0.12) (0.112)
(0.12) IDL 5.81 5.60 -0.04 -0.0983 NS 6.20 0.39 1.0828 NS (1.60) (1.58)
(1.92)
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an exponential increase in gkin improvement after six weeks,

but rather maintenance of the improved results.

Skin Replica data results show a significant smoothing effect

of minor fine lines around the Crow’'s Feet area of the ayve for

5 those subjects applying the PFC composition over the 8-week
duration of the study. These results were significant for the
breadth and shadows parameters suggesting a mild smoothing
effect. This might suggest that the treatment had subtle
effects on the c¢ollagen matrix of the skin and night indicate

10 that the PFC composition acted at the cellular level,
providing subtle softening effects for the fine lines around

the eve.

The results of the study suggest that the application of the
PFC composition (twice daily) improves the appearance of fine
15 lines and overall texture of the skin after a period of 4-6

weeks .



(1.61) (1.98)  Spacing 1.273 1.300 -0.022 -0.1851 NS 1.295 0.022 0.1998 NS
(0.542) (0.400) (0.642) (0.499) (0.610) Breadth 0.268 0.271 0.006

0. 7845 NSV0.2BH211607016 - 1. 9077 0.0660 (0.043) (0.045) @OTA%2)11/025980 046)
(0.046) Shadows 9.2 9.1 0.5 0.5068 NS 8.5 -0.7 -0.7766 NS (5.0) (4.5)
(5.6)  (4.9) (5.2) NumA 106.4 104.2 3.2 0.3943 NS 107.5 1.1 0.1375 NS
(40.8) (33.4) (43.1)
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(42.1) (44.4) 15 Table 23: Skin Replica nean val ues and difference

bet ween neans (SD) for mnor lines for

Par anet erw@lo(1it@8y Mean Mean V5 (N=28) Mean Dif.
Mean Dif. t-value P Rz 131.6 (33.2) 125.3 (22.7)
129.0 (24.4) -2.7 (37.0) -0.4048 NS Ra 28.0 26.7
-1.1 -0.7035 NS (8.1) (5.9) (9.0) (5.7) (8.6)

subj ects conpleting the study
1- val meTRShEA028980 ( N=31)

-6.3 (36.5) -0.9074 NS

-1.3 -0.7533 NS 26.9

FNVA 0. 439 0.425 -0.02

-0,7522 NS 0.422 -0.02 -0.7289 NS (0.104) (0.095) (0.11) (0.107) (0.12)

IDL 5.02 4.67 -0.38 -1.0859 NS 5. 38
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What is claimed ig:

1. A method of delivering oxygen to a periocular skin of a

subject comprising topically administering to a facial

area consisting of the periocular skin of the subject a

composition comprising a perfluorocarbon

deliver oxygen to the periocular skin.

effective to

2. A method of improving the appearance of a periocular skin

of a subject comprising topically administering to a

facial area consisting of the periocular

subject a composition comprising

skin of the

perfluorocarbon

effective to improve the appearance of the periocular

skin.

3. The method of claims 1 or 2,

wherein the molecular formula

of the perfluorocarbon consists fluorine atoms and 9-12

carbon atoms.

4. The method of claim 3, wherein the perfluorocarbon is

perfluoro({tert-butylcyclohexane) .

5. The method of any one of

composition i1s in the form of a cream.

6. The method of any one of

composition is administered periodically.

7. The method o¢f c¢laim &6,

administered twice daily.

8. The method of claims 6 or 7,

for a period of greater than 3 weeks.

wherein the

wherein the

composition is

wherein the administration is

9. The method of claims 8, wherein the administration is for

a period of 8 weeks or more.

10. The method of any one of claims 1-9, wherein the subject’'s

Fitzpatrick Wrinkle Assessment Scale score is decreased.



0.36 0.9968 NS (1.62) (1.12) (1.85) (1.49) (2.02) Spacing 1.927 1.899

-0.055 -0.3264 NS 1.922 -0.032 -0.1490 NS

(0.939) (0.606) (0.889)

(0.867) (WODLBH)116278r eadt h 0.231 0.225 -0, 007 -0, 6268 NSPOTAG401102087
-2.7951 0.0090 (0,050) (0.037) (0.058) (0.030) (0.054)

0.9 -0.8646 NS 3.2 -1.8 -2.0426 0,0500 (4.4) (2.9) (5.2)
NumW 66,8 59.4 -6.9 -0.7597 NS 50. 6

11,

12.

13.

14.

15.

16.

17.

18.
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The method of claim 10, wherein the subject’s Fitzpatrick
Wrinkle Assessment Scale score is decreased by at least 1

point.

The method of claim 10, wherein the subject’s Fitzpatrick
Wrinkle Assessment Scale score is decreased by at least 2

points.

The method of any one of claims 1-12, wherein the
subject’s Global Aesthetic Improvement Scale score is

improved.

The method of any one of claims 1-13, wherein the
improvement in appearance is the reduction of the severity
of fine lines, wrinkles, skin elastosis, puffiness, dark

circles, under-eye circles, bags and/or dark blemishes.

A  perfluorocarbon cream composition comprising 1) a
perflucrocarbon, 2) ascorbyl glucoside, 3) a first mixture
comprising butylene glycol, water, niacinamide, Fraxinus
excelsior bark extract, silanetriol, and potassium
citrate, 4) a second mixture comprising water, glycerin,
steareth-20, N-hydroxysuccinimide, chrysgin, palmitoyl
oligopeptide and palmitoyl tetrapeptide-7 and 5) a third
mixture comprising glycerin, water, Dbutylene glycol,
carbomer, polysorbate 20, palmitoyl oligopeptide, and
palmitoyl tetrapeptide-7.

The perfluorocarbon cream composition of claim 15, wherein
the molecular formula of the perfluorocarbon consists

fluorine atoms and 9-12 carbon atoms.

The perfluorocarbon cream composition of claim 16, wherein

the perfluorccarbon is perfluoro(tert-butylcyclohexane) .

The perfluorocarbon cream composition of any one of claims
15-17, wherein the perfluorocarbon is 1-90 wt% relative to

the total weight of the composition.

Shadows 5.0 4.1
(2.5) (4.8)



-16.2 -1.6603 NS (43.8) (37.0) (48,3) (35.9) (54.4) Statistical

Met hods Statistical significance was defined as a P value of 0.05 or |ess,
wi th a 95%ocondildwnce i nterval. A non-significant trendpreagsdafiiozssdo as a P
val ue of greater than 005 and | ess than 50.10. For FWAS and GAI S, the
nunber of responses for each category was recorded and anal yzed using a
paired T-test. The FWAS data was then reassessed to evaluate the difference
as conpared to baseline analyzed using a paired T-test. FWAS and GAI S data
10 were then reassessed to evaluate differences in respondents reporting
'no change or worse' with those who reported 'inproved or 'nuch inproved

or 'very nuch inproved' . The skin replica data was anal yzed by assessnent
of the change from baseline as cal cul-ated by subtracting each subject's 15
basel i ne values fromthe appropriate subsequent visit values. Mean changes
form basel i ne were.t estedli@scagiognish caneeciusbngidihes.orersanpl e t-test

agai nst a val ue of zeroOperBiuseussinons Fi-tz pat rkeki WV ionkle cAssessnent Scal e
(FWAS) results suggesdign?OctdhatopERosi gni ficantly nore subjects exhibiting
i nprovenent in fine lines and skin elastosis as the study progressed.

Signi ficance was 0 r 8t wbhServedoatrreheorpgirioneekldt pe gorat and conti nued
to increase in signifiecem@eototurougks eightvtnweeksiveChange chual FWAS resul ts
suggest that subj ect s:ifpegitnné eorseecidb- | nprovenents at four weeks with the
majority of subjects exhibiting sonme inprovenent by eight weeks. Results
observed for the & ob&l pestrfetre Taprovenent cSchlie 2{ GALS)» suggest t hat

t here were significabtl yriorecgbij ectis2hho® Setepor tedha ekl t hei r appear ance
was i nproved the | ongeésrttdieye wereiappl yi ng the PFC conposition.
Significance was first observed with the five-week tine point, although
three-week data (P =", 564)™ At SUF" WEBK A&t & (P L° 0 085 suggest
nonsi gni fi cant trend& *THE* K& GF < BT e 1t esPoREirMg 10 ' i nproved'
‘much inproved' or ' ey A Heichprovédoesnttnued to i ncrease through the
different tinme points increasing in significan e at e ghmgybsequent visit.
| nvesti gat or GAlébdaEéQ%f§w1§J?§ §u?9e%;s %fgﬂifﬁggntgylnnre subj ects
denonstrating i nprovement i n overal T appearance t'he 18" Tohger they were
appl yi ng the PFC conpGstti of e SPgnicfERHEE was denonstrated at t he
three-week tinme pai ni..and.continued.t bLoughout: the,stydy.; lt is postul ated

that the investigatofs. Al 8. 36OLES. MERG: SLANLS i Gant, af,. a0, garlier time point
than subject GAIS scgﬁqgmg%gggggﬁqumkgvgﬁgigators are nore 20 experienced
C

i n observing faci al aracteristics such as fine lines, elastosis, skin
tone, and over al | 25compl @Xd@BecaMBi Lead BMESEd:gat ok, GAL Srdat;as was si gni fi cant
at three weeks, FWAS dat a.was, Rt csigpifi-cant  wntid Hours weeks. It is

hypot hesi zed that this differenceq.s.9ug.t.9 earlier changes in 25 skin tone
and overall conplexion that are able to be docunented through the GAI'S, but
are not part of tie speetrfigocedbegar espditithes YA oF\WASRs subj ect GAI'S and
i nvestigator GAI S resutst sasuggestoridie, RBpAatase0ki115ubEgedse show si gns of

i mprovenent at the faufiers30 neakettd BRI Nt. While nore subjects exhibited
signs in aesthetic inprovenent at the study time points progressed, the
change in FWAS r eXul ths rstUggestdot hatr threrseipsonety @n of ncyieasi ng anount of

i nprovenent the | ongerzea Subjecteausesitt ReinPRCvcorPaskt isono- That is to say
that there appears notooberdbe: 25246- an exponential increase in skin

i nprovenent after six weeks, but rather nmintenance of the inproved

resul ts. Skin Repl®i cBedara vestlts show amsiigief icdartaisnddt hi ng ef f ect of

m nor fine |lines arotnpt-thigsCroW Bvieet viaredy of 10.h@-By®ofcor 5 t hose

subj ects applying the& PEC conposition over the 8-week duration of the
study. These results were significant for the breadth and shadows
paranmeters suggesting a mld snoothing effect. This m ght suggest that the
treatnment had subtle effects on the collagen matrix of the skin and m ght
indicate 10 that the PFC conposition acted at the cellular |evel, providing
subtl e softening effects for the fine Iines around the eye. The results of
the study suggest that the application of the PFC conposition (tw ce daily)
i nproves the appearance of fine 15 lines and overall texture of the skin
after a period of 4-6 weeks. 47- References U S. Patent No. 4,490, 351,

i ssued Decenber 25, 1984 to Leland Cark Jr. 2U.S. Patent No. 4,857, 304,

i ssued August 15, 1989 to 5Ishiwatari, et al. 3.U S. Patent No. 5,643, 601,
issued July 1, 1997 to Goss, et al. 48- Wuat is clained ia: A nethod of
delivering oxygen to a periocular skin of a subject conprising topically
adm nistering to a facial area consisting of the periocular skin of the
subj ect a conposition conprising a perfluorocarbon effective to deliver
oxygen to the periocular skin. 2. A nethod of inproving the appearance of a

o o 1 o, o . N B | N o, - 3



10. The nmethod of any one of clains 1-9, wherein the subject's Fitzpatrick
Winkle Assessnment Scal e score is decreased. 49- 11. The method of claim
10, wher ewo 20hiet1627bj ect' s Fitzpatrick Wi nkl e AssessnenCBamsbe10298€ i S
decreased by at least 1 point. 12. The nethod of claim 10, wherein the
subject's Fitzpatrick Winkle Assessnent Scal e score is decreased by at

| east 2 points. 13. The nethod of any one of clains 1-12, wherein the
subject's G obal Aesthetic |Inprovenent Scale score is inproved. 14. The

met hod of any one of clainms 1-13, wherein the inprovenent in appearance is
t he reduction of the severity of fine lines, winkles, skin elastosis,
puffiness, dark circles, under-eye circles, bags and/or dark blem shes. 15.
A perfl uorocarbon cream conposition cenprising 1) a perfluorocarbon, 2)
ascor byl glucoside, 3) a first m xture conprising butylene glycol, water,

ni aci nam de, Fraximnusrcexerhsbd@roohardn exbsacty st hanekrdcadizand pot assi um
citrate, 4) a second:ieXt tHaBcCOYPL b8 | RQnMvB; e ,sph MEefrhAry of

st ear et h- 20, N- hydr oxysuaci2ni m de, chrysi n, pal m t oyl ol igopeptide and

pal mtoyl tetrapeptide-7 and 5) a third m xture conprising glycerin, water,
butyl ene gl ycol, arBomeer:tlpotcydor bateer 20reqealim t @yl cleini gopepti de, and
pal m toyl tetrapepti derafterizs il henhgernfd weriocasbony er eamicenposi ti on of
claim 15, wherein the nolecular formula of the perfluorocarbon consists
fluorine atonms ant- 92 I'2*"¢Arbdffreartitsre T757°FREx petflubrecabon cr eam

conposi tion of clainP®6 SAbrér &t m* tfieiepier f firor seaidien togically
perfluoro(tert-butyl epetighherane) thel 8<in THe tigepiliasorocarboniocr eam conposi ti on
of any one of clai necd5idify anreriejopeckiven péfftivorocardene i©9e 1- 90 W %
relative to the totafitweigtt wofiklt hesecomposiikeisoste. -50- 19, The

per fl uorocarbon cream conposition of claim 18, wherein the perfluorocarbon
is 5-90 wt % rel ative® tE he’t §PPaT e Yhflo6T LHECHNPEETErvh. 20. The

perfl uorocarbon creaffPtompusi f1 oh wPiced ai W1 Fosmkdrei 1pickéy per f | uor ocar bon
is 15-90 wt % rel ati vertosThEd t'ot Hle el glit thsf stolrst corrposiiticon. 21. The

perfl uorocarbon creafmeornposi trrghwcofcatbaifiie20ye wheekersrs¢ hee per f | uor ocar bon
is 17-25 W % rel ati velobd Aehetiotiaowenghtalokcdtdhie conposi tion. 22. The

per fl uorocarbon cream conposition of any one of clainms 15-21, wherein the
ascorbyl glucoside is 1-10 wt% relative to the total weight of the
conposition. 23. The perfluorocarbon cream conposition of any one of clains
15-22, wherein the first mxture is 1-10 wt%relative to the total weight
of the composition. 24. The perfl uorocarbon cream conposition of any one of
clainms 15-23, wherein the second mxture is 1-10 W% relative to the total
wei ght of the conposition. 25. The perfluorocarbon cream conposition of any
one of clainms 15-24, wherein the third mxture is 1-10 wt% relative to the
total weight of the conposition. 26. The pertl uorocarbon cream conposition
of any one of clains 15-25, further conprising a pharnmaceutically
acceptable carriers or a cosnmetic carrier. 27. The perfluorocarbon cream
conposition of any one of clainms 15-26, characterized by it having a
viscosity of 5,000- 30,000 cps at 25C. 28. The perfluorocarbon cream
conposition of claim27, characterized by it having a viscosity of

10, 000- 20, 000 cps at 25C. -51- 29. The perfluorocarbon cream conposition
of any one of clains 15-28, characterized by it having a specific gravity
of 1.01-1.82. 30. The perfluorocarbon cream conposition of claim?29,
characterized by it having a specific gravity of 1.14-1.18. 31. A nmethod of
decreasing the Fitzpatrick Winkle Assessnent Scale score of a subject's
skin conprising topically adm nistering to the skin of the subject a
conposition conprising a perfluorocarbon effective to decrease the
Fitzpatrick Winkle Assessnent Scal e score. 32. A nethod of inproving the
d obal Aesthetic I nprovenent Scale score of a subject's skin conprising
topically admnistering to the skin of the subject a conposition conprising
a perfluorocarbon effective to increase the G obal Aesthetic |nprovenent
Scal e score.



