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receptors Qpediheir surface than m)st ot her ceII types. Label I ed m)use
epidermal growth factor ([err]-EGF) obtained from Amersham was used.
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epi dermal carcinoma A431 cells affixed to the bottom First, into each well
was added 80 microliters of PBS diluent (phosphate bufferbnltsmsme
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Next, 20 micypliters of the [err]-EGq ek a known activity and ggpcentration
i n PBS was added to each well. (It is inportant that the reagent additions
be made in tﬁgMgequence given.) The Qe”Ps were covered and inds@& ed at
[err]. Por abupt 1-1/4 to 2-1/2 hourd.4The reaction nixture im.ash well
was aspirated to discard the |iquid, each well was washed tw ce w th PBS,
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wel l's were incubated at [err]. for 10 m nutes, and then the sanples were
transferred individually to gamma-ray cbunter vials. The vial with the
sanpl e was placed in the gamma ray counter and the nunber of gamma rays was
counted for one mnute. Alternatively,
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sedial dilutions were averag [ y. Exapple 1 25

St gbi | ity Studies Pharnmaceutical grade pol ymers were obtai n&dof refiginal
folfl o ng sources: Poly(vinyl alcohol) - Gelvatol 40/ 20 - I\/baﬁmiey(" PVA")
. Met hocel A4M Dow '(" .

meghyl cel | & . P

Pl §sdone C15 - GAF ("PVP") Four pol ymer sol utions wer e prepared to give
vigcosities sinilar t%ﬁe cu ly use ht hal pa¢ §grmul ati ons. The
sog uti ons contain .0 L.gat _pgr c | erosgl ta pnhipit

bagteri al 8’P h and 0>9- %% '&?ﬁﬂe ‘F&eﬁt Nae@‘ 'gke'?hgﬁaréot oﬁ#c. The

utions Wbdmekpsadsed through a 0.2 mcron polysulfone 35 filter to
Prili z?, Waemn The fii3 eggﬂ $ohdt, hgasover 1 Blgy1e@ i n %t_g_rtpl ¢ gless VI aI S.
der ma ovvt h facto D:(ﬁ% cetléai geicrl b“e%?i;1 Bel | \r‘/r\g /003%0)
dto e ﬁwal {)ﬁ oP#rOn of 4rogr dndt B |I|ter
cont r oMCsol utlons m.r&!'a.loso 12s842.3ne cont-ai ned epil@eBafl6grdMt h f act or
pulrfa gsl sibmel ed watejy, Angl ot he ﬁLher cont ai ned ep| deglml‘tgrowtibﬁ actor in
tilleg water contai only .t nmer o abl e dlsplays
concenf¥Eti ons andﬂtﬂﬂ &°v§§@ gl t] eéaiﬁoo gf'oi"Ié f ou
ymer solutions. Intrinsic V|5005|ty I's used to deflne t he V|5005|ty of a
ut e sol ut i Gertamnpbhinwrscayedd| the RGEsepnesdtration yaiucklit & oredsuradi artifisatiyt igh. Therefore,

rinsi c vgonesotstiony vailep shpyld noh 3)61"?#@# betwpencdifferant RAbIMgret Thenepnesqisation valgagtmust
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P4 MC none of their biological activity (within expenmentaber after storage for 48 days, whereas the others lost
86 HPMC approxumately one-half of their biological actlwty ﬁteﬁ e same period of time.
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thg 5 original activity remaining after 48 days. Tablé& 2 Receptor Bi nding
Activity 10 ' ' ' ' '

% pf original activity. Solution Ingredients % (w) Activities
affer 48 days. ~ | NaCl 0:46 -
3 . o ' Chlorobutanol “0.50
Citric Acid 0.26 -
Na Citrate.H20 057
50 ' ) ' | Mannitol 1.0
HPMC 0.25
Water 100

Three adult fomale Macaca fascicularis primates weighing five to seven kilograms were used. The
anatomical structure of primate and human corneas are nearly identical, and primates are a well accepted
model for epithelial regeneration studies. ,

Each animal was anesthetized with Ketamine (5 mg/lb = 11 mg/kg) and Rompum (1 mg/lb = 22
mg/kg). Atropine sulphate (0.5 mg/b = 1.1 mg/kg) was also given to reduce salivation. A lid speculum was
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(w V) 45 ¢gatajning formulation revealgd @ thiqkn¢ontingpust apithslium of gppmgimately§-¢ celldipyers thick. The 26
Na trat @Ilﬂgeptamur@ gry bosal layer were cuboidal and compact Cells overlying the bagal aner ghowed
1.0 HPMC progressnve stratificati n2t s Qys epithelium. In compi n -m? COIRAZP ronfl
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gently wiping the surface with a c -1 applicator. Epithelial
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four ti mas:%ﬁﬁﬁ%!gayzih 89420, 34: @3 QP t&gd 18@%@ rs w drops of
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film 10 The exFent uof epi lfr’ﬁégl al 8@ ratlonq\lgog maasurg%& y
conputer assisted planinetry of enlarged proj ections of the color slides

usi ng the f’iﬂf’? Scaﬂ pragram agci \&as expr-,gs%ed as tgtgezoercent Pho each

R 0 50.5 92.5 88.2 97.1
® 10668 'L O - 48.6 88.1 95.2 100
R 0 50.1 83.1 96.3 100
" 58
Example 3

In addition to the chlorobutanol 8A formulation referred to in Example 2, two other formulatins were also
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A nea V\:hl ch had re- eplthel i zed The ‘resul ts were analyzed for statistical
&ni ficance by a paired T-test. FROWINEBIS were humanely euthanized at
4 end of the experinment and their corneas processed for routine

g5t ol 0QYy, cﬁ]: The results of the conputer-aided planinetry of the
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gatistical analysis of the resul ts at 24 hours using one-tailed paired-T
Est igdicated a small p-value of 0.10 > p> 0.05. Prinate No. 11316 showed
'_-;sI i ght reversal Thare@jeheki al i zed area fronrhfmeeogalhéArs (92.5%to

B. 299 which recovered to a punctuate defect durlsg‘é zi]next 24 hours. 20
st ol ogi c evaluation of the corneas from prinate 11314 and 10668

t:_' eated with the E&lcontaining fornulation r@vBa%ed a thick, continuous
epi t hetoi um of appg g‘h ? 5-7 cell layers tgigkg The cells containing the
fsal | ayer were cuborl da and conpact. Cells overlyi ng the basal |ayer
;_ovved progressi VBDEAratification to squam)usoeﬁl thelium In conparison,
gont rol corneas f!ﬁmﬂj@sgz@rl mates had very ghipg epithelium -approxi matel y
43 cells thick wth wdely spaced and somewhat fml and. 25

Joor stratifi catlm%%él ying cells. The appea corneas from
& imate No. 11316 was similar to control corneas of p%igwrey Nos: 11314 and
§0668. Thus, pparent that ‘treatmen corneal epithelial

@ef ect s with the&ﬁés@gnjfé‘?ﬁ ng formul ation accel l’g%ed the early rate of
qpit he; i al regerammitolconpared to vehicle. Al sol.@he histol ogical
dppearance of t e eplthel i Um was supepi g on corneas treated

y i MY EGF. Thus, f@éf@ égaﬁfor mul ati on i nproved Bot the rate and the

qual ity of reger!éehhl'éblcebhlh@seumxn this primate nodel. Table 3 Conputer

Bl ani metry of Rewgpéfhel ialized Areas from _Phot ogpaphs Monkey# - Eve O
. 34 Hr. : 48 Hr. - 72 Hr. = 96 Hr.. 40 11314

| 49.5 - 90.4 _' - 100 - ' 100 R 0
$9.3 Form@ldtiod 7 was prepared at A986.65 and contains sorbit @8d 4a Arésdhvative. L 0
31.4 75.6 S 96.2 . 100 R . O 50.5
$2.5 88. 2 | 97.1 10668 . cotms 0 48. 6
b5 1 » 95. 2 " 100°R © 0  Boghico7a 83. 1

96. 3 ' 100 55 Exanple 3 In additi on to the(wA¥dr obut anol B8A

jormulation referred to in Exanple 2, two other formulatins were also 8
FP 0 267015 Bl prepared Fornul ation 6 was prepared at pH= 7.0 and contai ns
{hinerosal as a pre®aQhtive. 5 Ingredients. 0.50

fhimerBsal  6A % (Waorhp& acid = 0.51% 10
hi mer osal 0. 004 EDa'Al :
P.1 [err] EDTA . 0.18 15 | ngredi ents
{ffhimerosal  6A [err]citric acid . "~ 0.26 0.54 20

; i tg! Na citrate.2H20 &..g.,l—iydroxy propyl
Mannitol : . 1.0
HPMC R 0.25
5 water T 100

The stability of the three dlfferent formulations was determmed over a 292 day period and at four
different temperatures. The results are listed in Table 4.
50

55 -




I\/Et hyI cel lul ose E4M water ' 100
25 Fornul ation 7 was prepared at rﬁ—’io'zg%g%hd cont ai ns SOI’bI c acid as a
preservative _Sorbl c 7A30 % (wWv) NaG =

0.50 Sorbic acid : 0.20 EDTA

0.1 Citric acid Table 4 0.26 40

Na “titrate. 2H20 oy - 7 Nh

1.0 HPMC 2Ll Lallaalinad S

wat er 100 The stability of the

three differegfg fﬁéﬂﬂé%%ﬂ%&%ﬁﬁdse Siecd wis gea?m 4 ogk gl at

four different tenperatures results are listed In 50 55 9
EP 0 267 ¥38mBd Table 4 STABILITY OF OPHTHALM C FORMULATI ONS 5 The EGF
concentration of these sanples was prepared as 10 [err]/m . 10 Time (Days)

Formul aei on Thi nerosal - 6A 15 4C .'I'.i.ﬁ_g_(.m& 8.54 ~ . 10.1
8.5 10.2 - 9.4 22C — '8.76 .~ 10.1
7.0 Formglation.' Q- 37C 15 30 - 23 gk 29238
. 8 Thimetosal-6A - 20 45C _ " _6. 88 - 6.3
D e -- 25 Sorbic-7A 4C - 7.53 - 10.0
6 " 7.1 . 6.9 3.2 30 . 22C S
72 7.44C  4.2.68 8.54 -- 10.1  8.537C 10.2 9.4
94 5.24n"  NDu -- 10.1. 45C '
3.12 | 2. gzzc' ND 8.76 _ 0.1 ?:ochl or obl anol TBA 4C
7.49 1837Q . M1.3 8. 82 7 78.8  3.% 9 T 97340
22C . 45C = .8.1%4.88 6.8 ND 2.6 - —
--\37C _— o 6. 28 7.0 2.3 o--

-- 45C ' 4. 45 3.6 2.4 - -
-- 45 ND= not detectable 50 Exanple 4 . '
% Sorbic-7A

ac 7.53  10.0 8.6 7.1 6.9 3.2
s 22c . = 6.72 7.4 4.1 S —
- 37C . 4.94 5.2 ND — =
45C =~ ' 3.12 2.7 N S —

% chlorobutanol-8A

4C .7'.49 10.24 11.3 7.7 9.9 9.3

- 22c " . 8.14 9.8 2.6 — -
| 3’;c " 6.28 7.0 2.3 - -
45 - " 4.45 3.6 2.4 — ==

“ ND= not detectable

50- Example 4 -

" It is contemplated that a human mother's breast milk formuiation may.be prepared. which incorporates
recombinantly produced human EGF. Such a formulation may be prepared as a liquid or in a dry powder
form. I in liquid form, it is desirable to incorporate the water soluble polysaccharide stabilizers of the

85 present invention to stabilize the EGF against loss of blologlcal activity. The stabilizers will increase the
shelf life of the breast milk formulation.

The formulation contains any of thé nutritional ingredients commonly incorporated into milk or breast

milk substitutes. Such ingredients include nutritional amounts of protein, carbohydrates and fats, to provide

10
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It is conterrpl ated that a human nother's breast m |k formul ati on may be
prepared whi ch i ncorporates reconﬁ?ﬂéﬁﬂoﬁpﬂoduced human EGF. Such a
formul ation may be prepared as a liquid or |n a dry powder form If in

liquid f | Jeorp rate e wat er sol ubl e
pol ysac cﬁaggnt gmﬂ};ﬁ"g g cgm'e uﬁ% g B‘Y‘i"et‘lS Pg?t"&'ﬂ!i! Y Qea't"ﬁ%
8l

tr ro may r
EGF agai g} Rlalcb%t ,rnr l ny p dé’ r 259e
shel f | |£¢ac%e-¥rébe pQB&@I o dblir ck 3—?9 ) 's es %E@ rbo tes may £ dﬁl?s}grs %‘é?gér
t he nu;trrnjctda@a i ngredi ents conhonl |ncorp nto m or T 85SE° M | k

substit ut eshe fsﬂﬁdraubmgraﬁslg&.nér&elnnﬁihdhd%uﬁté bitcoR ndéfHP;w&L&n Qrfle Bic¥ing 'vﬁhmms,
car bohydaab.as Bral & ABS Bs ! B2 PR, dRIicL Acid, Pamb@ Q&é%tﬁSéﬁd?ﬁé @hd HOLIEO el dS
and cal osinghsorfiroanytchmbinaib@nt . The protein shoul d be capable of providing all
- 20 am no aaédditonailyi thb famalaties s@pinciabe dulritioktl SMdunt3 oF EdrtpoGHdls p%h&n@ﬁﬂkﬁls%ué%é be
deri ved ¢acom. ipbespheusiimagnesiug. irana eing) , zind cdpp@/Tinsr@iiieaé Bdilrh, @essilih, "6 |chioride,
protein- qitheresinglyrorinl any casrbiniationdesi red. The car bohydrates may incl ude | act ose,
or if a | adbodwentiopechap e dlescribeddberpin ewith mferency fecertin. patelred eabhdhynty abd
may be uR@gples; liewevak siggpcqbyays vriatigns vill appea dethosrakiliécoin thel astt theinvemtign iahado be
i ncl ude FR0Y9ared ligrtad thereio byt lvdy teepeinbieh low. provi di ng the fol | owi ng
vitani®ns, A, D, K E C, [err] N acin, Folic Acid, Pantothenic Acid,
Bi otin, caige; ne, and | nosi toI either si ngI y or in any-conbination.

Add|t|o leaueosmedm a, m e nutrltlonal armunts of corrgc
po i on (o tor
pr SV' di ng %{% t: al aBtra s ﬁa&r fs?eﬁo y!
i odi ng, zi ﬁlﬁoblgs?@ f Hé?-. a %?A T, msﬁm- tor ot_denv
> ﬁl y or bﬁwﬁnfxct&oé{ly ﬂ@:{u\'ep eredf d aﬂ I ISJe &gn chuerEtW th
erence k@nifs8lshid Grdwththedr a5kt &&P a.v.

obvr ous variations wll appear to those skilTed |n the art the |nvent|on
i s not tao e eaipbiktaotelaimi 1Mvieish b 8loRihQadiiis dplabihaPitodth Rcfel. @i M5 whi ch
folloaw. 15 Clains 1. An aqueous nedicinal conposition containing a growth’
factor sel Siet @thpbsitimoteain 2 wistreirgihe didierha Giowth, fadtdrdd ¥imah Bpidim4) g ¥actor.
factor-al pha, transform ng growh factor-beta, basic fibroblast growth
factor, 4aciltl com®sition off ardyr orfel efstlaims owbh3, fvenstedr the atalljilosg elafivativenie r ayerogypeaplyin
factor, i nsdiuicse. mpdcauliosst hydfoxysthyt cellyidsat hytinokyprbey!imetiticgiiued br af raigtiie ithegsof. a

m Xt u'*l“e t hereof and an anmount of a water-sol uble cellul ose polyner

suf fici ént At”EP“’é‘Faﬂ' ftabdiging an aaugPes/nericingl eanPosipai cgateining) § grawth fettor seipicted from
activity. %id % WD Jeateri Ganstorming growth faciphialphal rraesfemige ciawth ffastor-beta.j basic

epi der mal 9'f° fg?t‘;’ aedia; ibrppfast g ?F‘P’l GRoiegenity| agre gowtthiactas, ipsufigrike
epi deg mal o osn d 'me ngf’rﬁ‘ﬁ I o o el pyhic mipthpd comprises incorporating
0, g 5 goresgluye °99H LRIV SUTHEST ) SRblisgieAq grarthy e

corrp05| tio
I's hydr oxy%?top ceci b'°l°§'ca' ac{ﬁ'!/l"t ﬁ?fﬁ 08, ﬁty'dr oxyet hyl cel |l ul ose,

hydr oxy gr Oﬂﬁharmﬁ;eblﬂi@eclolnﬂ Blg%reg{n oagépc&%&{sﬁ hg%grgé) sttior o} a§v orle O?Et,ﬁl, s Lo, or

stabilising an aqueous ne I Ci na Bncon al ni ng

sekeched. f A oMl seioiBbend 5at Brebift r

t‘rezg’nsformtag growm h fact orb bet agﬁ%a:sgft%d &lsgékg%maﬂhag?rgd’v?tg nrba%'?ygérng ré‘}%.@lpg
fibr.obl ast growth factor, angi ogenin, nerve growh factor, insulin-Ilike
growt h Bactter conpbﬁtoﬁloe'ramderﬁd sfedhifls OWS B, hacisan oo lgelPofBalth B) & thd)Slt@8for gifzbch
met hod congressing of ¢lako Grigrasa@iniinteeasiy the ratd ol hediinglof@avsp@si ti on an anount of a
“wat er#ssol ubl e cell ul ose polynmer sufficient to stabilise said growh factor
agai nst 9 osgobhersiiressugikcubstintstdompiisingite domeosiiioe sieang enendf claiatsano 46. A
pharmaceutical | y conpatible creamor gel conprising the conposition of any
one of d%-af Mmother'y greast mily substitulg aqgerdipg to Flaimn9 gemwsisive mcogbivant hemarsEGMegnccat ed
or soaked WtiPNa HEPUBHRIPEIIN ReAbleot PRKGnG e 2mino agids asgential fop humangutritigge
COﬁpéglhl on of one of clains 1 to 4, the creamor gel of claim®6, or

t he sut ?‘8“‘8?8@@{]% dressi ng of claim7 for use in increasing the rate of

heal i ng, of rsbre st. mlk substitute conprising the
g g’Bn mednzrms&he Zu m %Tn haltend einen Wachstumsfaktor, ausgewahit unter

conposi t L Oé?:ua% mr?%oh%ﬂrmsp l]:tor mwandlungs-QVachstumsfaktor-aIpha Umwandlungs-Wachstumsfaktor-
55 beta, basischem Fibroblasten-Wachstumsfaktor, saurem Fibroblasten-Wachstumsfaktor, Angiogenin,
Nerven-Wachstumsfaktor, Insulin-dhnlichem Wachstumsfaktor, von Blutpldtichen abgeleiteterm Wachs-
tumsfaktor oder einem Gemisch -davon, und eine Menge an wasserldslichem Cellulose-Polymer, .

ausreichend, um den genannten Wachstumsfakior gegen den Verlust der biologischen Aktivitdt zu
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A rmt her'.s breast ni I k substitute accord| ng to claim9 conprising
corrbl nant human EGF and a nutri tFoA2E7 8ARht of protein capable of
rOVI ding the ami no acids essenti al for human nutrition. so Patentanspriche

§. V61 ggsRdi Zhif SERSAEUS %ﬁ%t.& Opne BroteitAdnbaid e EpRG o MRS IRE UTSH BKhE"
_Uj gew hi Iazz!érbhﬁcfh fﬁéﬁlﬁnfé'h i,'.m h?)«En r?may ge rived fn?om ofVéfomulkbe casein, r;r
dl ungsm \Wyebaht HER faambiProén %rmumr@&e's'i% Th r’B ShyHARE AKY Rbiadedattose, or if

Het a, baShS&HﬂﬁBﬁreJ:bQB&bhﬁaésﬁéh Whﬁ&ﬂm@é%é?ﬁohy&ﬁé' &Y be used, such as sucrose or
Bi br oblastesos¥achst unsf akt or, Angi ogeni n, Nerven- Wachst unsf akt or,

nsul i n- ghnlthe hanuabés may H%fﬁ@kfe(hbtrltloviﬂ@mﬁlnt&dﬂl:&ﬂidoﬁmlfbr PRAGhEIE %’il&’?ﬁgm&ﬁlﬁs‘
tunsf akt oA, DAKTE, 68, rBe B2, Be/1B:S C Riadha \Follt, Adit) Bartdtidic Mg Biof) OABIRE, el hokitol e

el | ul osesify griieany cambingiehend, um den genannt en Wachst unsf akt or gegen den
/er | ust - derditianalygihs ddmewiatioi imiay intidde rtiitional dAfe0ntE 6 EoMpdundBypraviing Miincedls saoh @0
§ci ds anhdcalciums mhesphdres; mabnwesium{ igont iodifiéh @inp rooprer. nnasbaneﬂedsddwmcaqnablbm orfchioride,

#r ovi di ngeitapr sinply on i anp cemetliigiormhi ch-are essential for human nutrition. The
rotein rmy THe igKertiop s fhegrmdassuibedehandin jwith goferencgatoetertain carefdried rambogitienin and f
4n ani mal @BMBeRHaveveR singenbmipyspiiagensivdll apaesy fodbpse Fiilled indlhdarh Jhgrinyendisn igagt to be
#ncl ude I%P@f'i'ﬁ%’ limted thereto ubeniyjydher qlaires yhichdelley: i s desired, any ot her
'U|tabI5e bohydrate may be used, such as sucrose or 5 fructose. The

or mul atl "P?ay al so i ncI ude nutriti onal am)unt s of corrpounds for prow di ng

{he foll oM \él |cmal |t<dn cohtam tor é i rmél owt f(a;t pei d,
fant ot heni’c t%}?& fﬂ n'y acto- 4 gnsfo i or beta‘g Iggsﬁ%fl{)ro @f to?nacm(y
;Onb' n?ot ' ON fibfo rli zﬂ«&é{a r&é Tet g

P COWpOUﬂdaroOﬁlpféthH ot% W éofSaH ount 9f a epéo 'sufficient to
jaguesi um  Isfabifise saif l‘oﬂ@mfa&dr@&amspl%rb?ﬁlolod’@n SO i um pOt aSSI um or.
ghloride, either singly or in any conbination.. The I nvention has been.
Yescribeda. h&h@bdm;iwiidﬂno\‘él&ﬂﬁ@ﬂlﬁ@eu{tﬂeéremﬁdcﬁrBre@ﬁéi‘ﬁmél%ﬂ)wﬂwl ments and

$xanpl &s. However, since obvious variations will appear to those skilled in
fhe art, 3hahe cnnmoéulldnmf ti@mr20iherdin heeomdentdl ghowl dactor iSihlnash dplieiral govakifacto| y by
jhe clains which follow 15 Clains 1. An aqueous nedicinal conposition

gont ai ni n43 Jheyrcompdsitibraot ery el efctiaids fi rtord. eyberelie rthe lceliglosentidivdtioe tiso hydroxypropy!
{ransform ngelglowmqthﬂa@tﬂesev dpohethyt qetiutrse. diydrprygropy! methyicelisiese or a Inixtue, thdvedt.i C

1i brobfast growth factor, acidic 20 fibroblast growh factor,

hngi ogeni, %dﬁ?tmé’ fov Soltiising & eayeousi Pegisingincompesitiop cenlainingf ngrowh facf}?l aelestedtfrom
‘Herived gr O\ﬁP'ﬁe’F‘QPCSVBY"hofP"t%[ {FpReforTRiag rewihe isetorsaiRha.q ansieing: orevih Jfagiertbete. Sesicubl e
tel lul ose p szﬁt Ky [2EtPe Afidie Fbroblagh gromitefader; angipeeit Meve Srouth- fagjan nsdlin{ikes
pf biologic Riajelet s °""?‘I’1 ‘8‘8(1@9 P13 RPUrB f hef? g methed Spraprise %'Pﬁ?’pgfam h

i 35. qt o] e o} n stabi I ro
factor™is e jﬁe%geam e '%s oﬂgﬁ ghcaggtw% %‘e;)% :frgé'gfi’? Bes 1uigiantgp stapiize spid Growth

#hereln the € Y der mal grow h factor 4,
E h
fihe. compagi hig ﬂsrn.g%ueeau péra@ay.t o fiafiloPBol éorﬁpqs.g%mygog{ﬁ% nloPGhy G briladRS 1o 4.

ose hydr oxyet hyl
fellul gseg, l&)é%f%y B ¥ iberdTBhLY h.faeé.dg%aéoeor Qsak@d Mirthd Lompbdiioh gPJny oﬁeﬂof éla.né1
etHod for gabilising an aqueous mnedi ci nal conposition containing a growt h
Ffactor selected fromepidermal growth factor, transforming growh

§ act or - al@ohahe tdntpoasificar driang o 6Vdidimd Rad @,rthéaabam 0P gétiof clbimbs, @b thd utu@r §1\Vifabize
Jactor, aci diessirgiddtiailnl 76 usg InGkdasifighiié fafe, of Berriga@ @ Wouhd. Nnerve growt h factor,
gnsulisw-like gromh factor; platelet derived growth factor or a m-xture

J her eof , SahAoivthees breast niubstititescompiising rercampasiorB any oneionhclaims titcconposi tion an
fprmount of a water-sol uble cellul ose polyner sufficient to stabilise said
Jorowt h f @t 8rmalbpap iptaast] raitkssubgtitly eacorging: ¢l claiot9 edmppisingn recorebingntehumae EGHfandat er .
$. A phar mapdifiond ameupt o Gratein Gapable of pwyidingthe graino: pseatiahigr humen ewyiipdsi ti on of
jany on® of clains 1 to 4. 40 7. A suture or an absorbent gauze dressing
foat ed of’?&&?éﬂf“%‘%h the conposition of any one of cI ai ns 1 to 4 8 The

j_‘_;orrp05|t|on an 'E %amalto y crea ﬂ‘éJ

% he sutur'e P %l« § onggtaup ha "F" %9" B’ iv \“d
fheal i of mls- ac stumsa mwandlu achs um or-ap wan ungs achs ums or-
| ng t | chem F|broblasten-Wachstumsfaktor saurem Flbroblasten-Wachstumsfaktor Angiogenin,

Nerven-Wachstumsfaktor, Insulin-&hnlichem Wachstumsfaktor, von Blutpldtichen abgelsitetem Wachs-
tumsfaktor oder einem Gemisch davon, und eine Menge an wasserldslichem Cellulose-Polymer,
ausreichend, um den genannten Wachstumsfaktor gegen den Verlust der biologischen Aktivitit zu
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45-9. A nother's breast m |k substiepug ge7a8mB1 Si ng the conposition of any
one of claims 1 to 4. 10.-A.nother's breast m |k substitute according to
claim9 conprising reconbi nant human EGF and a nutritional anount of
protein capat?taé"'ﬁﬁfe'pr' oviding the am no acids essential for human nutrition.

so Ratent ansprl che 1. Wlrj ge medi zi ni sche Zusarrrrensetzeﬁﬁé ent hal t end
ei nen Wach t&?ﬁ"mﬁtz”"%%b Oeaneh 1. LﬂﬂeéF'e’EfﬂCEFé‘F‘?ﬁagm'\Mb?%‘{ W&MF‘“"“‘”" ist.

R A T B e
Fi br obl asten- ey Lf'r%’? Stor, Angiogenin, Nerven-Wachstunsfaktor,

I nsul i n-Ahpl %&me\é@am efa mnx&&'ch& WYiePd, kntéep B&bemfks! 'nswa@n YohRe.
t unsf akt or ~0gles QdifyiBeiy mmﬁim@é Ber IR BORisAbabRIS S | e

Cel 1 ul osg- Pol'yner, “ausr el chen en genannt en Wachst unsf akt or gegen den
Ver | ust de RigRAnRa zﬁﬁl et éﬁleﬁ' ﬁﬁﬂnﬁéh rhedizinischen Zusambisnsstzung; enthaltbnd eined Wadds| 1
111111 EP ténsfdiior, O hisgbianf t aflde| IEBIUGMRIWacRstueHRBITTTOMNEHIRHGLOW ARSI AikEdp EIbKE
1, in der derUn%ﬁJl&‘Tgélm&@iﬁﬁﬂﬁkt&Jb&a Ejisichbri Foroblestes-wacrsfumktaiadr, satitem BibroBlasten-
Zusanmmens et z weghstubittor, ARgigljenif,Nedren-Wacidtimsfaladr, Ingulirdlghniichem WWee hssdmsfagioa kéroBlutei n
Hurmman- Epd der mplasichel\abdutsiteters Vedchstumsiaktbr. odér eidans SemBers ddvary mgbeh dehgamaménVetiahren
‘Ansprlche 1 hintasBdasiEmbihgen et Meigel an wesseridstiphery £6lluldgetPayayap inalis/denwinte Jugdnuse;
Met hyl cel | ul esteyngHpabreichynp apy dere génahntenl Mabhstimsieiderr gegem dele rifedesh dda piglegischen
10 5. Ver f ahmétvitadtimE&icasart| vos Wessetrustahifisiereg-| 3ri gen nedi zi ni schen

Zusammenset zung, enthal tend ei nen Wachs- tunsfaktor, ausgewahl t unter

Epi der neos- §\aPhamerestissh vesvaglishaRherame Ages Gk S8 TUsATmeRraizpg BaCh|gigem der Anspriiche 1
Unwand! ungs- \PBAHERps¥Pakt or - bet a, basi schem Fi brobl ast en- Wachst unsf akt or,
salrem Fi br obl ast en- Wachst unsf.akt or

rmul 1 - il SRR %ﬁ;”&%‘ﬁg’%& RN SRR A SR AR

Wachst unsf akt"8 %th davon, wobei das genannte Verfahren -
unfal t &as, Ei B AER L 051 Mznpser%s 5 984 'dr‘ G B CRRBNTE odf
die genann?'e der Fd .,E; dlinigung der Heilun
Wachst unsf aktg, ﬁ_ﬁ,ﬁ - ust der | ol og| sc t| Vi tat 1n &egenwar%
von Wsser zU sta i si eren 20 6. Phar rrazeutlsch vertragl I che(s) Crene
oder Gel, i QuuAMHACHESEEES HREmRRFBr IR Gk &n%g&me\ bls Dirsragbenymf assend,
7. Nahtmaterial oder absorbierender I\/Ullverband eschi cht et oder getrlnkt
mt der ZufaiiResMEniig: naBRAtpRé ® tinfisdend \REGMdMAMEN AunktinEGH. un@BinGNahrungsmenge
Zusanmens et Z iR @rdisie welthe@erioe i mdAshiictis B@srkurlgi esseftiol & Amisosdular zucybriugaggstellen
Anspruch 6, egetr . Nahtmaterial oder Millverband nach Anspruch 7 zur

Ver wendeng be! der Bechl euni gung der Heilung einer Wnde. .30 9. :
Mut t er ni | cRevendjedtions di e. Zusammenset zung nach ei nem der AnsprCche 1 bis 4
unfassend. 10. Mutterm | ch-Ersatz nach Anspruch 9, unfassend rekonbi nanten
Human- EGF tindompesiionanddiginge raoyryee senteppnitus facteuiedecpraissange ehaisi A e fasiemt P he
Er nahr ung es Soifsanes |Seidemiainole dasien stz dgeroiFsgensgdest ’éﬁ"Ff%'ﬁ‘a‘rP&ﬁn'e facjeur béta de
Revend| €t i oﬁ?'sia"ctd’ﬁi)é@"sfq"ﬁﬁ'°’ﬁfedﬁ &cted) ge SRIFRATSE 98% ﬁ?’%‘?ﬁ hap{oyen dg éﬁﬂe“'ds
croil ssance cl§tassinc g?srﬂ‘b'?b?s‘ﬁ%lé?'@;ﬁ;’qﬁg f“ 'gé 8’ d‘B P'BE é’°"‘1'eé °
al pha de croi€S4higcrgaenee g} Q Ft Hr s‘ﬂ Lbts sanguines,

croi ssan c e d é’ t u e q d'un pol e essol leb.?ungTnte our
basi que, f5¥ Tseﬁre dECt%"rﬁcd) grg'asr?gg ro(lgea(:& es a@?‘% " angi ogeni ne, I e
facteur de 2.0 oﬁgﬁ{a& Seifif % ge%rldleht%ﬁ P%X@&éﬁ@eﬁe 4 % gaﬁh@lero.sga%c& o8 &5 Mdfobr e

anal ogue a | acteur dé croi ssance rivd des plaquettes
sangui nes, ou un ne nge 5% ceux-ci, et une quantit6 d' un polynbre de

cel lul ose ﬂ)’@o%&&tﬂp bdton34! feldraRato® 2 ak laquelle le facteur de croissance épidermique est du facteur
o 50 _ de croissance épidermique humain.

4. Composition selon I'une quelconque des revendications 1 3 3, dans faquelle le dérivé de cellulose est
de I'hydroxypropyl cellulose, de la méthylcellulose, de I'hydroxyéthyl celluiose, de I'hydroxypropyl
méthylceliulose, ou un mélange de celles-ci.
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5. Procédé pour la stabilisation d'une composition médicinale agueuse contenant un facteur de croissance
choisi parmi le facteur de croissance épidermique, le facteur alpha de croissance des transformations,
le facteur béta de croissance des transformations, le facteur de croissance des fibroblastes basique, le
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dans | aquel | &olBosilfoh e Gark@! d'uH SshEnsRs tle daluboseMAFGBANILRS SURIhntS Bbuk WaBifRr 16dR
lia 6t hyd cel | i Be croiBsahce BoptFeInY Gérityd'actiité biblb@i§i en @RsdncdiyrsuoXy pr opy|
nethylcellulose ou un nel ange de celles-ci. 55 5. Proc6de pour la-
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croi ssance chreiesdicgionstia 4. facteur de croi ssance epiderm que, le facteur

al pha de croi ssance des transformations, |le facteur beta de croi ssance des
t.r ansf orgraf. divture jov fapssineckr deaj @azer mserbamwc@vejes’Uflmbﬂemﬂ a9t ds corapositiane seldnel'ub
11111111 111 Javelcongye) dos revendications 1+ 4. CcC L M S* EPP0267015B1 f act eur
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¢roi ssancedddompesiton|sglen e \ayeleqsque qog revendicalions 42 4 FBme ew gel ée'ﬁfh'al"?)’g’ﬂ’é’a@" 6,
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des revendications 1 & 4. 8. Conposition selon |'une quel conque. des
~revendications 1 A 4, crene ou gel selon la revendication 6, ou suture ou
pansenmegd de gaze selon la revendication 7 pour une utilisation pour
| * accroi ssenent de 15 |l a vitesse de cicatrisation d une blessure. 9.
Substitut du lait du sein maternel conprenant |a conposition selon |'une
quel conque des revendica- tions 1 a 4. .20 10. Substitut du lalt du sein
mat ernel selon |a revendicati-on 9, conprenant -de |'EGF hunmai n reconbi nant
et une Quantite nutritionnelle de prot6ine apte a fournir |es acides am n6s
essentiels pour la nutrition humaine. 25 30 35 40 45 65 13
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