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epi sodic, the desired growh rate | k yield. and the identity of the
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rates and find the optimum dose per daypfQhatdifaRfmit Synergistic effect. 45
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50 anabol Ic agent. The ani nal SCI entjst wll und it ag g ourse, that
thé® opti mum dose of" GRF aRf of ‘é‘gtro{feﬁ fo"r1 3 gi OQJp f<ani mal s under
the existing cultural practices nust be experimental I y determ ned, using

the fund)agent al experinengal pragficesqof gnimal hysbgn?iry .ghe unexpected
fit of 'the present invention s i Iustra ed by the || owi ng operating

ex |l es. 55 Exanple 1 Webhtrs & ghthd abduf 327kYy wér® cdnfined in
nmet abol i sm crates for about 7 days before the 5 EP 0 272 890 B1
experi ment began. Half of _t i mal ad n i ant,e th a silicone
pol ymer 5 r?’BI ant cont ai ni nS gst 3§1tf' ol % gout da’t‘ms)é bg%o?e%hse experi ment
began. The inplant el eas@d2 abddt4 253¢-8r r ]29.6f é§t8a(¥|5@1) dér?ng t he
experi mental period. Two days before the start of the treatnment schedule, a
Silastic (Dow Corning Corporation) cannula was inserted in each jugul ar
vein of each wether. Four animals, two inplanted 5 and two uni npl ant ed,
wer e éﬂﬂ’l’dﬁﬁed to three GRF treatnents, 1.5 ng/day, 0 33 ng/day and control.
The GR [ was, used ng the aC| d form S heS| z 81
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begi nning of each 1-hour ad libitumneal, and 1 sanple was taken at the end
of each neal. The animals received two 1-hour neals daily at 12 hour
intervals. Additional blood sanples were taken 1 hour before,




15 ]USt before, 10 mnutes after and 60 mnutes after the start of
i'nfusion. At.the end of the infusion period, additional blood sanples were
obtai ned at 10, .20, 30 and 60 niEMQ 22280t the term nation of infusion.
The plasma was separated fromthe other conponents of the blood sanples,
and was,_ anal yze d for growth hornone b st andar d radi oi nmunol ogi cal

pr ocedu?°ém°"ﬂ"f‘8a ¥EhHire p‘%éﬁ"@ﬁ/'?@ﬁﬁﬂ't@mf’ H%thﬁfﬂﬁtfﬂ%?%ﬁéa"fp&/hl s in the

ani el s, reported as neans of all of the analyses in the stated time
period. The data from ani mal s whi clhapwer €11 npl anted with estradiol are
indigated by " + " in the colum headed Estradiol. Table | 25 Plasma GH
ng/ m  Treat nent Pre-

Post - hGRF ' treat- Plasma GH pg{mli on Period (Days)
treat- 30fpE{@yt Estradi gige- nMent 1 2 Post- 4

5 meat Contr ol -+ 2.8 3.3 . 4.3 2.9 5.2
4.2 2.4 h@RF treat- Infusjog Peried (Pays) 1o Hreatyq g

9.9 5. ﬁg/dé 3 Kst#adiol ment +1 2 5.23 89 5 Oméht 7.3

57 8.5 .5 - 5.3 8.1 10. 3 11.6 7.9 8.0 3.5
1.50 + 6.2 . 30.4 36. 3 48.9 48.5 62.2 13.3 9.2

20.4 30Contro29 6 +24.8 1B 0 5.96. 30486 Ex&ndl el2.Z0 8.8 Thik experinent
was ¢arried out substantialdy aceogdi ng o thegscheme oh gxagpie 1. In this
test, the GRF was a hGRF anal og having serine in place of nethionine at
position 27; the GRF was prepared by reconbi nant net hods. Four rates of
hGRF wereous®d, 0.75+ 1.5 &@ 3.1:.0y/ dayé ard.éont8ol s25Hour8lanbs were
used at each hGRF rate, half jof ch e i an Wiy t r adi ol
irsﬁﬁéht as described in Exa;rrgl 1"Yh'6 1470 Thlgpjh Eg\(/j\z/as ?E‘}use through a
subcut aneous Sil astic cannul a u5| ng an | VAC nodel 630 punp (IVAC

Corporati anso San Di ego). TiweshGRI3.yas di.suted.in pBysi ahagi cals saline to
provi de concentrations suc hat 48 m [ day f Id be
supplé ed to each ani nal . d sH |es{°w§ qtt”aig q?r}; lféach é and
anal yzed as described in Exarrpl e 1, and the growth 6 EP O 272 890 Bl
hor none ampapyses are,preseng %d |§\, gablg bl le oW ki éhg-,szamiofprm used in

Exanple 1. Table I PI asma m  Treat

Post- hGRF - trea‘c5 0 174 27I-ﬁf usBoh PRrg ods(bays)

treade ng/ day Estradi ol nent 1 2 5
ment Control + 11.6 5.9 10.0 6.2 10. 2 8. 8 8.7
15 - Claims - 3.2 5.6 9.2 7.9 7.2 9.9 5.3
0.75 14.0 11.4 20.6 18.4 25.4 8.3 20

SRR A 76. Gxethoq_ Pf ncreasing gpncenffguogr of epdpgenouy growth hQ[mg_nelm5tOe bioodstream of; an
10. 435 2 3 onomigan mal %ctfd fror2 ghelgroug-f:oglstmgg)f &attle pigs, sheegwo@s, car_ni_gs ?d houﬁ@s 4

15. 5 lch %lses NGO dministration of §_ynergust:cally ef@ctere amzu,nt%of anzgtrt?en 25 2
31.8 37 z‘*"d 7 growt 1‘°?‘°"°'f a3 fa 27.6 28.4 30.0 8.2 30 Cains
_ g_\_j- 2. A method of Claim 1 wherein the mammal is a bovine, a pig or a sheep.

40
3. A method of Claim 2 wherein the mammal is a bovine.

4. A method of Claim 3 wherein the mammal is a dairy cow.

4 5. A method of Claim 3 wherein the growth hormone releasing factor is bovine growth hormone releasing
factor.

6. A method of any one of the preceding claims wherein the estrogen is estradiol or a C1-Cs alkanoate or
_ benzoate thereof.
: 7. A method of Claim 1 wherein the mammal is a pig and the growth hormone releasing factor is porcine
' _growth hormone releasing factor.

‘Revendications
. 65
1. Procédé pour augmenter la concentration en hormone de croissance endogéne dans la circulation du
sang d'un mammifére domestique choisi parmi le groups comprenant e bétail, les porcs, les moutons,
les chévres, les chameaux et les chevaux, qui comprend 'administration simultanée de quantités

7
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wherein the manmal is a bovine, a pig or a sheep. 40 3. A nmethod of Cdaim?2
wherein the mammal is a bovine. 4. gt hpd of G ai'm 3. wherein the mamal

is adairy cow 45 5. A nethod of wherel n the growt h hornone

releasing factor is bovine growt h hornone rel easing factor. 6. A nmethod of

any one of the precedi ng cl ai ns wherein thplaes‘r,r@gqg/,us estradiol or a .

[err] alk te or benzoate, thereof. 50 7. A nethod of Taim1 vvhereln t he
manmal is r?)aﬁ' hd the gro%tﬁ hor mone rel easing factor is pgk%ﬁ ne .growt h

hor none rel eGl¥i ng factor. Reneendi cati ondnbisibn Rrrdodd@agolr atggmenter | a
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1. Table Il 5 Plasma GH ng/ M ?Treadr

Post - hGRF treat- . | nfusi on Period (Days)

treat- 10 ay  Esgradiolg gnent, o 13 o6 18% 25.4 O3g. 4

5  ment (oud _- g 80 g g20.6, (10 25.4 783 40,0 |
8.8 28.7 15 - 7.0 11.6 3020 18.4% 16.p 20.3 74q 7.2
9.9 - 5.3 0.75 o+ 5.8 14 0 11.4 20.6 18.4 25.4
8.3 20 ) | - 16.2 10.3
4.1 1.50 - -39 LS iyey 23,4’ 4%6 ‘36, %g 1 9& ! iél’% 878 3.4
10.8 15.2 20.4 =-15.510.819.13.219:20.4 4183. 25 390D 19.4 4.2 +

8.6 7.0 23. 2 25. 2 31.8 37.2 10.7 - 7.2 15.0 17. 4
27.6 28.4 30.0 8.2 30 dains 1. A nethod of increasi ng concentration
of endogendu® growt h fior moneé-fn tHe%bl #3d3t r @8n? of 3&rf 387-2° 1@chnonic
manmal sel ected fromtihe group comsbstigsof 2028t eg. i g6.0 sheep, goats,
camel g, and horses, which conprises the sinmultaneous adm nistration of
synergistically effective anobunts of an estrogen and a growth hornone
rel easi nglafractor. 2. A nethod of Claim31 wherein the mammal is a bovine, a
pig or a sheep. 40 3. A nmethod of Claim2 wherein the mammal is a bovine.
4. A metfodk mbthéd af Werdasigedontantradtibe ofM@RIBEnoLS growlhahdryiorOW. thel Bioodstreadn BRI O
of Cl a m 3 ekdweimnieinmanirabsecBuVrbm Ihargitup orfsRtirgas cit@h, bigs; skep,ighath) @i ar@monses)
hor none r elwdias ictr@prises the simultaneous administration of synergustlcally effective amounts of an estrogen
and a growth hormone releasing factor. '

\_/ 2. A method of Claim 1 wherein the mammal is a bovine, a pig or a sheep.
40 :
3. A method of Claim 2 wherein the mammal is a bovine.

‘4. A method of Claim 3 wherein the mammal is a dairy cow.

4 5. A method of Claim 3 wherein the growth hormone releasing factor is bovine growth hormone releaéing '
factor. .

6. A method of any one of the preceding claims wherein the estrogen is estradiol or a G, -Cs alkanoate or

" benzoate thereof. . :

7. A method of Cla|m 1 wherein the mammal is a pig and the growth hormane releasing factor is porcme
growth hormaone releasing factor. : .

Revendications
1. Procédé pour augmenter la concentration en hormone de croissance endogéne dans la circulation du
sang d'un mammifére domestique choisi parmi le groupe comprenant le bétail, les porcs, les moutons,
les chévres, les chameaux et les chevaux, gui comprend ['administration simultanée de quantités
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i's estradiol or a-[err] alkanoate or benzoate ther od of
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Estrogen und ei nem ei n Wachst unshornon frei setzenden Faktor gleichzeitig

v epsalz. e iveddhrenwasd@nsprith 1, worin\dey Szaabstiencinpiad) «frssfiveircdlerlsin SUbsfiit. das Saugeti er
ein Rind, ein Schwein oder ein Schaf ist. 3. Verfahren nach Anspruch 2,
wor i n3. d &srfdBen gadhi Aaspreph 2, Wirindias S4ugetiér ein/Bind @ar en nach Anspruch 3, worin das
Saugetier eine M| chkuh ist. 30 5. Verfahren nach Anspruch 3, worin der ein
Wac hst uiYstebrenmechfAnsirech 37 wert dlas-Sdupeier eterMilhiwblist wachs- t unshor non :
freéd setzender Faktor ist. 6. Verfahren nach ei nem der vor hengehenden
Anspr¥i VREhTeR R ARPRRICES: WS edler ISt WaghstusTsheraien. Treipqizende. Eastor gig Rinderwaphsy o at
oder ei ¥ meBYPELTeiRReRdgRtAios Bt 7. Verfahren nach Anspruch 1, worin das

-Sldgge i rfaﬁ gﬁ‘hwm n |svh[8%r8%%c?er ei n g\%chsta%sgsg?%e{]r}ss{’ﬂg tzegge,gFakt or .

anoat er ein enzo iervon i

7. Verfahren nach Anspruch 1, worin das S#ugetier ein Schwein ist und der ein Wachstumshormon
freisetzende Faktor ein Schweinewachstumshormon freisetzender Faktor ist.
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