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seqyence (st asd g, AM. Lhe ‘i’@ﬂs?—@fnr(@%)

wﬂh

ue 3) with the DNA encoding the
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B A The method of clarm i wherem mature TGF-/Sa is reoovered from the culture medlum - -_ -j _

| - d sequence deplcted in Frgure
4. 8 . mRNA encodmg preTG 3 or mature TGF B3 whlch has the ammo aci
.5, or an allelic vanant thereof of a grven spemes whrch is ceII-free and free of mRNA encodrng other

protelns of the glven specues

9. lsolated nuclelc acid encodmg preTGF-ﬁs or mature TGF-ﬂs havmg the amino acrd sequence deprcted_
45 in Flgure 5 or an allellc vanants : o

- 10 The nuclelc acrd of clarm 9 that is DNA
_ 11 The nuclerc acrd of clarm 9 encodmg preTGF-Ba. _ C '. R i
50 : :

12. The nuclerc acid of clarm 9 encodlng mature TGF-8s.

13. The nuclerc acrd of any one of clalms 8to 12 which is Iabelled with a detectable morety

| .55 14. A rephcable vector compnsmg DNA that encodes preTGF-83 or mature TGF—ﬁs whrch has the amino
o acrd sequence depicted in Figure 5 or an allelic variant thereof. :

_ 15.- A host cell contaunlng the vector of clalm 14.
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20 1. A nethod conprising (a) constructing a vector which incrudes nucleic

aci ds encodi ng preTG-[err]or mature TG-[err], aci d
sequence depicted in Figure 5 or an allelic vari anﬂl‘l“ﬂﬂumm Iﬂﬂ;" ﬂl
transformng a host eukaryotic cel FP Qi41B28hB1vector, *(c§ cul tursng*t
transforned cell and (d) recoverlng TG [err] fromthe culture 25 2 The
met hod of clai @r,ﬁ |e SUkaL ¥OL L& b cell is a chinese hanster ovary
cell line. %a ib céB 4.‘2-2 véssn the nucleic acids encode
preTGF-[ errg. EF 73 9588 rre ho a| m 3 erein the preTG-,[err]is a fusion
havi ng a wgoageyg@ggleg.myg,oslcgg,algsgg,qggya@agﬁbgﬁo its Nterm nus and the
sequence’ ofginwhglétei, Bdeherh.@idphysdRes. tomtord. §850504066 (1886). The nethod of claim 4
wher ei n t hes2nMedor ieCal.oNdtsle 8TBBBOIEEEX 14852 preTG-[err] Is operably linked to a
viral pronaseFuller3d al., 6. ClifhEndooeib Meac0 64: wsaiges4igser ei n the nucl eic acid
encodi ng t res. Pulle’eGRl- [Genechi30ncsl. opeeab.y |inked to an induci bl e pronmoter. 7.
The net hod-8&5f T.dVtaniatis 4t alwviMoiegulay Qiaming pp. TBEFF34 @982).i s recovered fromthe culture
medi umro 40 8. RriRIAStahCDTIsig ApidseEr 963039104 (198bur e TGF-[err] which has the
am no aci d HeBRosede! el "Buekic Aridsriegufd0%3 (198)- an al l el ic variant thereof, of
a given spé@t Manighi gt gl.."GelC d5:(BBT-rRINIYR/Y free of nRNA encodi ng ot her
proteins of% ?I‘d '|§9@n !:Pl?b E‘Sﬁ(wpht ed nucleic acid encoding

preTG- %err et 3 at ﬁ%z §ﬁe‘ 218 (98N sequence depicted 45
in Figlte g man—gia] @E?f?, W )I'he nucleic acid of caim9 that is
DNA. 11, The BUerat € %crd 615 encodl ng preTG-[err]. 50 12. The

nucl. e| C aE? slof claim9 encodl ng mature TGF-[err] 13. The nucleic acid of
any+ one 0 ains 8 to 12 which is labelled with a detectable noiety. 55

14. A bephi gabbfod dnidhling &P BREHlingda WDl tihRh iRieadRRIeR! RibFBndoaing bre?GFBRLUT €
TGF-[err] Whidle 1@s af, MicR Ris e afin a&@@é&ﬂ&ﬁ:@ dSRRELhBhule’s, bt SHI&IBIIcaridf thardof,
al l el'i ¢ var i@nkanbibHingOd .host Bukafydi® Thit Gith ltheC@itloai (B QBuringand @ahstirméed call adnga)l4.
18 EP O 4ddBveling! T@-8; fromthecfigret ]| 77. Crow ey et al., Mdlec. Cell. Biol.
3:44-55 (1983). 78. Anzano et al., Mdlec. Cell. Biol. 5:242-247 (1985). 79.
EP 73, é56A. TB@meBed efdtiaim &whaudin the ukaBiotid cell GlreairineRGRMSHEr B @elldO (1987). 5
81l. Ying et al., Biochem Biophys. Res. Comrun. 135:950-956 (1986). 82.
Mason et @l .The Ngtheg of cBing1 ghmeinihg niclap®jds egdde pigliepa-et al ., J. Cin.
Endocri n. I\/bt ab. 54:1051-1055 (1982} 84. Fuller et al., Gynecol. Oncol.

17: 124- 13%. Tge method Rigiaim 3; wheesin thy p’° Fofe @ fugondiayrg ﬁg"abﬁwems 5'9'3%3?“35%2?‘
10 8"6. R'ts Nittpingg andythe seﬂ‘ﬁﬂ&"l %"ta“A%T‘ﬁFs‘ﬂa%étsc‘%‘“B‘iﬁs 6114 (1981).° 87. D

el 15 el Bl ¢ Pl R R s o e bpp el spb e o wl

(1970). 90. S fonsen and Levi nson, Proc. Nati. Acad.. Sci. 80: 2495-2499
(1983) 35 1@ Th %ethop% ¥Qﬁk4 Pv]her@\lw ‘the n&?&c id gﬁﬁdmg fLZ Z&&Fzﬁ]gas ()Ere?&p k&t to an
Bringman et ;@icinie plofbter. 48: 429-440 (1987). O ains 20

conprising (a) constructlng a vector mhlch i ncl udes nuclelc aC|ds encodi ng
preTGr-, [ £r [ThemetBd sHcRim Shdréi ibture WEFGA i§1@6ovbra@ freHiT B @uiRkd dedi@iiUENCE

depi cted in Figure 5, or an allelic variant thereof, (b) transformng a
host ewukas.y™iANA eneddingvirdTIGFtda @r metbteOTGF-£s0)hicb k¢ the iamino tabid sequamrefdepinted]indigute
and (d) recdéveranrmjelif Gariapetherpof.fof @rpiveh epacieb.twivch is ll-fre@ andTiree ofrmRNA@neslding jotipm 1
wher ei n t he pestingrof the gvercspediess s a chi nese hanster ovary cell line. 3. The
met hod of claim1 wherein the nucleic acids _encode preTG--[err 4. The

net hod of cl'sglaer Bugipiepdd proeding RS e cg- o avaiufe TGF-4 haugq B aRiRg AFi¢ sepuencp dericted
secret ¢y S|"Igﬁ%ﬂ'°§’é’q%ﬂ'é'é"’é’fa"§o its Ntermnus and the sequence of
mature TGE- 5. The nmethod of claim4 wherein the

J t
nucl ei ¢ at® h- '{”E?H’iaﬁd #ﬂ@mﬂrtéaf@%ﬁﬁ err] is operably linked to a viral

pronot er.
50

It

11. The nucleic acid of claim 9 encoding preTGF-83.
12. The nucleic acid of claim 9 encoding mature TGF-g,.
13. The nucleic acid of any one of claims 8 to 12 which is labelled with a detectable moiety.

55 14. A replicable vector comprising DNA that encodes preTGF-83 or mature TGF-83 which has the amino
acid sequence depicted in Figure 5, or an allelic variant thereof.

15. A host cell containing the vector of claim 14.
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35 6§ The.nmethod of claim4 wherein the nucleic aci d—encedingthe—

preTGE-,[err] is operably linked to an inducible prom) d of
claimfl wherein mature TG--[err] is rep(n/ﬂrsezufmomthe Il ﬂm
8. NA encoding preTG--[err] or mature TG--[err] whi aC| d

sequence depicted in Figure 5, or an allelic variant thereof of a given
speci @s, whi cH- |T§°€Q§'I°FC'F'We1éWaﬁ’éi'sfaree'@fVGFCQ?RNA encodi ng other proteins of the
givenispecies,_ 9. Isolated nucleic acid encoding preTG-[err] or mature
TGF=[err] havi nJh?FFe‘%ﬂ?‘ﬁdsé’em'séé’aﬁ%'ﬁb‘é“depl cted 45 in Figure 5, or an
al I'etic varla 10.. The nucleic acid of claim9 that is DNA. 11. The

nucl ei ¢ aci’d 07t @T?ng encodi ng preTGF [err] 50 12. The nucI ei c aci d of

claim9 encodj ng,
clainms 8 to 1’& %Efe'nst £s ons eren e %@d& ﬁ%em auren |e f r preTGF-83
n@l *% 1P cintr ©

igren, 'de enz oder eine
replicable vect % eu&%%ﬁaﬁie’wv o s@ﬁern w 26l dm Vektor, (c)

TG, [err]yhi ch joaguly B%n%&?t&ﬂsf&ﬁie nsl%ﬂéll%% @évﬁﬁn vanrG Flg0 WisGe Kulthrrﬂékt

allel[c variant thereof. 15. host cell containing the vector of claim 14,
18 EP 04182.23%ridAden nach Anspruclﬁ I Wdrinlde ecﬂﬂ@otfééﬂe' Zehé oinb %ﬁe@toeﬁzé‘miec&bslo‘ﬁm@slschen
eukaryotic cell Hahstersthe cell of claim15 which is a bacterial cell. s

Pat enf ansprUche 1. Verfahren, welches (a) das Konstruieren eines Vektors,
der Nukl ei msalir &arfabren hadhtAnsmliod 1f wdrin plieNIkIBindBEren the pre TGH-fscndidrési-- 03 kodi er en,
der die in Fig. 5 dargestellte Am nosauresequenz aufweist, oder eine :

al | el j sche Va#i élﬁltf@redara@nAnsprbc)h 3 avgrirTgen ol GF-A3 ein éuswesnwhkteqnm pioe VieaierRelystionssi-
Wrtsigelle mt @eaiseyeske @n seifem NiTprminus yndsdik Sequend wangreifate TGE-Bx @R fseingf &r Teapinus
Zel ke, und (d) da¥welwi nnen von TGF-, 63 aus der Kultur unfalt. 2. Verfahren
nach Anspréfch_ 1, worin die eukaryotl sche Zelle eine Eierstock-Zellinie des

chi neki schen aYgtabes npcty Ansprich 43 worip,dlip £ cemPRER s ARUpPRAE vk einsRyie; operafeban einen
Nuk!| ef nsaur en fl\’lfaeﬂrpé"f'@‘—"'ggbg"‘i’?ﬂdﬁteren 4, Verfahren nach Anspruch 3, Wworin

der pyeTG--16 Fusi rodukt | st Vi I JONnssi- . .
gnal s quen% aeﬁ g%ﬁt‘:én na%_m%# rucgﬁgdv;orm dlaq %equ Zkoelgrﬁﬁqfeel \Me%g#%:gpse?gel an einen
sei ngm G- Term nus auf wei-st rfahren nach Anspruch 4, worin d|e fo
den preTGH-, 83 mh%%M%WQ'mﬁ%f&ﬁ?‘f %D@&en@lﬂ:lt@rh@&ﬁhﬁéﬁoﬂﬁeﬁ%rﬁ’romtOr :

gebunden ist. 6. Verfahren nach. Anspruch worin die fU prefG-03 _
kodi gr ende Nuk| @irRAYS fir BB EERPEIdeVBIfeR I TBEIR, Ksdiert, der HiB HLFg. erdbfgéswmelammwue&equenz

geburiden igd . 7 autWeistf ®idF 6o dNaIREheAREGMeLtakon Lvon\smei EbsﬁrﬁhtﬁﬁSpeTﬁ:-dbeﬁalem urbierfsl von . o

Kul t
kodi

rmedi um gewnNAGS), did fuckindére PioBINA dortbiestindmitén SpesdsModiéta- oder rei fen TGE-1,
rt, der die in Fig.:5 dargestellte Am nos~uresequenz 30 . “aufwei st

zell gf fei und fmequeuzrkodtmdwgtneamaghef‘(aﬂame?eore Pr ot:bi ne--der “besti mten .
Spezijes ko#i ert. 9. Isoliert'e Nukleinsl-ure, die f U preTG--, 83 ‘oder rej fen

TGF-(3 nit deto |Nﬂk'WSQ“'°53QB&"§§l§P844'QWMm nosau- . resequenz kodiert, odor -
ei nelall elische Variante davon. ~ Nukl €i'nsaure nach Anspruch: 9 die

DNA st. 11.- W I?’F'él?"??éﬂﬁP@“ﬁ&ﬁqﬁucﬁﬁsq'ﬁghp@“ﬁé‘?d‘ﬂ pr eTGF- 83 kodiert. 40
12. Nukl ei nsa %Hkgr(‘:stgurAr;{g rucriguc gcg%&rgﬁ%{eefé e, TG, 3 kodiert . 13,

Nukl €i nsauie erne ANSpr
G K S
G uprle mar ki efd wsel .nsaa@&m@gmwﬁamg 8 V5 O ol PRSI e

Ani nqsaur es e e RRoikidibher Voktd?J&d: AN Gtk &Llf@cﬁ}eréé%l GHat FuifblA\raFLg; ht: der in Flg 5
Wrtgzel | e di e aggseniek nhnostiastbalins Réditaodbdeim HIdliednb Varte dédh] € nach.
Anspriuch 15, die eine eukaryotische Zelle ist. 50 17. Zelie nach Anspr uch
15, die eine ﬁalvtmzbllarwedldne/ektsﬂnaclﬂwﬂmﬂl1|4@ﬂh5uons 55 1. Proced6.conpr enant’
(a) la construction d' un-vecteur qui conprend des aC|des nuclelques codant
pour -16. Zelle nach Anspruch 15, die eine eukaryoﬂsche Zelle ist. : _

. 50

17. Zelle nach Anspruch 15, die e__me Baktenenzelle ist.

Revendications
le préTGF-83 ou le TGF-g3 mature, qui posséde la séquence d'amino-acides représentée sur la flgure

5,-ou un de ses variants alléliques, (b) fa transformation d'une cellule eucaryotique servant d'hGte avec
le vecteur, (c) la culture de la cellule transformée, et (d) la séparation du TGF-8; de la culture.

19

oder lel ne al | &I ilslisrte Mwnsaurb.eilajﬁvmﬂTGFv@mdm reiten TBESH mitdeein F@p%ﬁarmellteh Hmnosau- .

odiprt,
d e mt ei ner: nachwewbaren

55 1. Procédé bovﬁpreriant (a) la co'nstructlon d'un vecteur qui ‘comprend des acides nuciéiqués codant pour '



Ie pr 6'I‘GF- 83 ou le TG-.83 mature, qui posshde Ia se uence d am no-aci des
representee sur la figure 5, ou un de ses variants Iﬂﬂjm”m”mlr
transformati on d' une cellul e eucary %M@ 1vant d I eur,
(c) la culture de la cellule transf (d) la staraf‘l ofh du PGF-83 de
la culture. 19 2. Procede suivant |a revend| cation 1, dans lequel la

cel | ul e eugaryolshiél YvanPRSbwhEicaBsh ¥and Wi % Qéhulﬁ%héa%ﬁ‘q%e d.:or%\éﬁ;' & Snedli
chinois. 3. Prpikdovsids Yaastdr dnidorvendi cation 1, dans | equel |es aci ges
nucLeJ gues codent pour le preTGF-i3. s 4. Procede suivant |a revendication
3, dans | egueprodses guivartGdrelbadiemitn 1) Qari3Ndatelids acl@esinucdiquas uasrs pela Rt préMBE-gs6quence
de signas de secretion virale a son extrémt6 N-termnale et |a s6quence du
TGF-, A3 natur®odds euivaatis rezendicaliofi3t @ansriene . préllGF-£5 estin porddedestusisraprissédant une:

r evendl cat i onsédyenckadessignalaie eécrdtiomdriald @ spruetrémitiUib teguinidendt lapséquendeaiu JG6-BEMalB st
i e de mani breen kot Otaveindle a un pronoteur-viral. 6. Procede suivant |a
revendi cation 4, dans |equel I'acide nuclei gue codant pour le pr6TG--, 3 est
lid de rnBerRoRgheivaginevengicglion f J3roREHEEIAFIOP Avifious Brdant Pouy ley pré Fréetntiié de
sui vant | a r 0% fengtionpplle 2 undoneteprafitlel | e TGF- 03 mature est separe du

QUi posseds | s e 4 PiteatsCisPie aidlid Rt BT e S lF
de ses variarlt¥"a@ @f'?"ﬂﬂ'@@ un proffigigurds %t'(t,’g donnee, qui est acellulaire et 20
depour vue q Aﬁo de &ﬂ%tla tﬁlcaq‘)naluh{ng?egp%%cﬁ#rﬂegna%?e 4st %ﬁﬁgigﬂgm%e&lturg

Aci de nucl el qué Tso our ure ayant

la sequencg hghl e&ramaaduﬂ%sprsﬁﬁ S&N o ~FEESH mbiie [ dubHdsSade: 1a Qsbubte %,ﬁmc.des
varinant s al | ghdréldRge st f.ngQs ANn @S sUakdtsBHidiqRd] MAB bspede doRtEBI i &s8hdefimird ot
qui con&bstedaﬂouﬁwdm cOdahRurHalréli fidisnes b YédPdce laannB&vendi cat i on 9, codant
pour le pr6TGF-J83. 12. Acide - nucleique suivant ia revendication 9, codant
pour. | e TGB- PRidsaiutigicue. isch) cdkiBnt pAar 16l raTGESE iof) Ue TGEHBY MBiirel dyariéa sigadnce agm@o-des
revendi cat i orsidés raprdsdntée]slir lafiglire SpouCpn Ge aasoeriants alitiquepenent det ectable. 14.
Vect eur replicable conprenant un ADN qui code pour le pr6TGF-,63 ou le
TGF-, 63 zsratmr»’@;dequmelqueswedﬂa®Sendlcatloma.qsmqmtﬂ:@ ADNami no- aci des reprdsent ee
sur (a figure 5, ou un de ses variants alldliques. 15." Cellule-h8te

cont enant Pk Aﬁ@emqﬁ'qugﬁmaﬂe revepdiealigR. 9 ¢pdant pogiie PETGRE&: Cel.l ul e suivant |a
revendi cation 15, qui ‘est une.cellul e eucaryot |g 40 .17. Cel lul.e suivant

_I.a revendi SatAR ol I vAEST reygfcicgion p-gpientRos ie EANBAWES 50 55 20°.

13. Acnde nuclélque suwant l'une queloonque des revendacattons 8 a 12 quu est marqué avec un
groupement détectable ' : : .

14, .Vecteur réphcable comprenant un ADN qun code pour le preTGF-ps ou le TGF-ﬁa mature, quu possede
35 la séquence d'ammo-acndes représentée sur la fngure 5, ou un de ses variants alléliques. - '

15 Ce!lule-hﬁte contenant le vecteur suwant la revenducatlon 14.
16, 'Cellule sunvant Ia revendlcatlon 15 quu est une cellule eucaryothue

_17; 'Cellule sulvant Ia revendccatlon 15 qua est une cellule bacténenne
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