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50 exanplesttior ddadificas b tedhniqeb8l Ni strati on and the potency of the antibiotics.
A dosage s ahealisliovingGkaniplsspantibictc ptodGatoadndpurifitation ad ngpasuies byfa rhibebieitdidaldiget | €S

I N a si ngiteastiasmocedltorvith Micetetuspasudahe Stedptoyocars pyogehdsaas dr@rgsesyiokgaaisrss. Thin-t hi s

I Nnventd oyer ghrem@ddrapby isveeribroved ton ealtuloseg(Bekotas ICelh BOO); ipHET, i00 N .phddphate buffer or
speci f i cglich gel Blinkman's §blegrato Si--N-SRapiges ushgphlrriormomethirel @66 iobil@A:10cev) aFitre or al
and r ect mpbile|phsge. Bwafteanaphalspatormed ey M. ygua usS.ipoganesi ngl e dose. More
specifically, the single dose is about 2 grams of the antibiotics. 55

The antiBe®PPEs of the present invention may al so be used to pronote growth
in me& - -pY oduci ng ani mal s such as broiler chicks, swine and cattle. For
exanpl e, *FREBAIP i otics were mixed with the feed of broiler chicks (NRC

approved dlet osage |eve t eleven parts 1 O

TS j; ﬁgﬁ% e mz%"%%ﬁgg%ﬁ Wiy B0l
he icientXdr a

cal c;ndtfbetmac Eemno it %eéspa%qaiﬁ i 2%.%2%9&@%6% g ’:;fgséger

three andediindiBlabitd@ib i 79NARKEH bsfb,a@temegtfan oo BEM TRAR SO % m BgS.UT €5

the i MPrAYEMEMambfbr GBSO EIEOKithCO BIK itofs) GC NdoCHMaghl 38 MhutoBBRd %rtébomautaéigkl tion

of dr &) 12} - EN5H$RAFRKE affindc@ed!Fh KobdhRed Bfat Bh%tdt §$at6)f)f SR ugMBRAAG shaken

I nvent i o@stt pmE.5ITERbKR) GF DidyE ai 28° 6 \WWhE Rarlest ¢H i¥ €8, bel ow. Variations in

t he above aeDissd sultarslarp fepa@thdriemediDéontainiag lmotts feh meraiﬂtap Wawt: seBednfmdal D

present g, mhweeats yaast 2@, pereloset 20 gaddst las 50% sEkaibn pited aliaiadiag)athé ABdiGM Woddjusted ®

known t optore beforeostetilizetiony. Ihe nbdiunm ist digpeaet,. stdriied andishaken e deskitoed tabhave. The

pr ef era eidocolativp eatd s &MmilPsMIoR sewd cilloieoFdrmentati@B@Aditions ark fap Mdaysatie8*@. 5 t o about

11 nmg/ kg of feed. For swine, the preferred concentration of antibiotics

10381 b B-dsofiionef Amibigtics 10381 b fram Shake- Blaskrog 1&g Tank Fereenfationy DESCRI PTI ON OF THE

PREFERRED EMBODI MENTS Wt hout further elaboration, it is believed that one
skilled | nT'E%fémli’f"ta""l?éﬁe' 'EIQ'FGFR’Z ysjae adfiter aidas Teauifecs adi B $o8 o3k isaeashdemiihrge-

presef‘ﬁ fEtee‘if‘Fé’ﬂih arergpRbingg. | owi ng det ai | ed exa I es

aKe E a t ©\3
e el Eﬁ T R S v GRS i Dt 1 s Sy A oo -
p se ast e m at rlal or the isolation an]d purticatio ntn o (s 3 81
Il lustratrve, H TPt atTong ’t’h& 'r" 5 Iosureln any way
what sgevighn ,Jgose skilled in the art wll prorrpt |y recogni ze appropriate
variations TFrom the procedures both as to reactants and as to reaction
condi ti OBsaiaNek dnBisibtiel G6H3%0 mL.ﬁl pwagfatfoﬂw m&ﬂteﬁbwml &ﬁmmam;ta.da{.&t dn SRELEECL 1 ON
and pur i irdnittdgRPhyar € measured by a m crobi ol ogi cal disc plate assay
procedure with Mcrococcus luteus and Streptococcus pyogenes as the assay
or ganksSns. ATdvufter RAbib Byi@dnt DIBFIKUTE: TE6 RRIDY PleSard8ed A aleFBEbifYa (26571 ¢ BHd0B® g) and
( Bri nkmadiss@eddl in 3018) ghagel (1250n1 dd .edchMhasep spihatseivdatifyisem Glodxirie@thylfbtate-95%
( Br i nk meathagol-weatesy (jrian \Bl)L Trisk-sbiljonps addes intabaaPoehb lod the fuppemside ioh i @bun(e® Joubleor
100: 10 vguudnt aspatatve (thepdidd wheptiaslewer Bhase erit@g)tha plaghiries Tireiologmpwensters 4w ruh:ut eus or
S. pyogenes. Exanple 1 25
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A. Fernentation A soil stock of Streptonyces arginensis, NRRL-15941 is

cul tured on Hi ckney-Tresner AgarE(;a@g1§5f§r§p at [err]. Sanples are

honogeni zed in water and replated on H ckney-Tresner Agar. After 7 days of
30 incubation at [err], the growmh is sufficient for a seed culture

I nocul um 1)$eed1statsl(tra¢ﬁ@s amfnet @lleetsd); i N seed nmedi um (SSM 1) cont ai ni ng per
liter of 2ap transfeesr(uppbi phesess caipetatiplasdsses 5.8 g, Difco peptone 10 g, Difco
yeast ext$)d0q trapsiers (wthahnsen a cgljected)asparagine 0.2 g [err] 1 ng; the nmedium
i s adj ust dtrctians pie apalyzedpy hioactiydy [detbrminationtand by biggutogephy of Hevelawsyitig plates gp 8bensed
i nt o Pl antixiolrRensitive \ipictearganign t (Ao+%)| Erentelesingfnogls late (nadep Jka) seliftipm imeagh |pRol is
filter s70"&?"“1‘8@0@Fﬁqea'éslé"ﬁﬁﬂaz%rd’ﬂe&é‘? )&?)‘éﬁ’ef%?w'wf?ﬁaﬁtﬁ"és at 35 121 C, 15
psi . Fl aske! kffractippsioper ollotor 5-24) PIREy Bé 4988 agar pI ugs at a rate of .5-1
pl ug/flas'R°°b'hH'a§‘f?a?<&Y°f(°2B?§*°Fﬁ5rﬁ9) preg: ét“r??kgé) for days at [err]. The :

Q%xﬁﬁts B lﬁ (?%:ﬁ S-Il-ovfeéag 160 8esr£r ﬁﬁe];% ntene ma WE prep;:/&r&t b ng in
Cer el OS in la m to f man ega EV 95(5 ‘1%;-5 @55 |o

adj uste 0 % erl dza‘tl . Bl'ﬁ |um|s A
sterilize é‘ Q (ﬁ;ﬁn %ﬁtﬁé b;@ﬁ‘éﬂaﬂ@@%éus N hﬂelﬂ'stens' al?&&s%lr%é Qﬂp&étaﬁﬂ 84 ©

m /109 (ﬁrepo&geaﬁglzﬁ{ feblle@3). Fer mentation conditions are days at [err].

B. Isolation of Antibioti cs 10381b from Shake: Fl ask or 10 L- Tank

Fer ment at i Sel Gignatgfapnt ation beer is filtered using a filter aid as
required and the solid cake is washed with one- 45 tenth beer vol une of
wat er . Thahet@atn i§ plepdral fomo0d g Silicagjelen clodiddormedthanbh©7:8 elgeProsardtionstad2ahe d
four 20| BES obikihdd db.desclibguicabbiepars cafibinee tahdtitkated Wite 3met! hicabediute metkdnoia hssubler €
assay edbipinactiteendierial i beparated by titrdtiom (600 wois Therfigrate dsbixeviwith £0 d of filecananderedl t o
dr ynessoftaglogiore TRe eyduretsiconcerratet itein diy powdae (Thig gesidae isstidadtin the tapedf the icelimd or
t he i soWkieh ipplutathes fplipwp.firastians oiROaM! aterpolidstedst i cs 10381b. 50 Exanple 2

| sol at i on!)&hlogferr-meberot@7:1 wRshrectionsdrddPr epar ati on A by Count er Doubl e

Cur r éht R &hiprofsrm-metianah@4:&y/y)i actions| 83488:me ogr aphy. 55 A. Count er
Doubl e Qﬁ)rcé'ﬁ'Pwlﬁ‘ gethang @9 tpn“/")“l':\ﬂ?"?”ét’%aed\eoqare aration A are combined (26.7 g
and 18. 6 %?ﬁ 3 %"éBﬁ?‘e’H Wh‘m P4 sissticy I iqffpwingr PaRlsctie S174% 2R POT R

sol vent © "@ 't?g é ?'étPgs 95% et hanol -water (1:1:1:1 v/v).
The soI ut B  of the upper side of the counter

oo I fractlon
doubl®® CUg (a% g\%ggéé %re the | ower phase enters the
machi ne) . Eﬁg ffgfi% ‘%Pﬂ)o r4§4 EP 0 316 313 B1 1) 25
transfer s bt ael b oRs aLEy b d&m mrﬂéhgn&%s%e& lon RASR) | S

col | ect gdgs,thea}agwﬁ R gistbg ﬁgg“iﬁgz 1d§ es are co &Utg%?m?ﬁ actlons are
anal yze taap amest(yu/rd@toefhmp%smns s %ypﬁb%yta@% anbws: Pds agﬁ.%yeﬂo@ned tic
plates @iy @ropd 1681 PicRk i(Brop.eltBisl; | @ 38D QPO BBY). S (dBleRyt Vafubs (BrRg)f @l thow ng

pool s aprepdiameh. verkiiem SiGtbistseMard 8 foiRwk 9p Grarbp. 166, 19;053GRr5S. 1106.8:BsY (Prépd 166CHIRAUIS and

freeze- oo jpeg. 1064yi el d the followi ng preparations: Pool |: (fractions: |ower
collector 5-24) prep. 84.1 (28.48 g); Pool I1: (fractions: |ower collector
25-79) prapple384.2 (1.85 g); and 10 Pool I11: (fractions: |ower collector

80-100; | ower nachi ne 50-0; upper nachine 1-20) prep. 84.3 (0.25 g). Thin
| ayer c Rerifieatieroefr Rrgriarationafy &Y ounter (DBubieh Rereent Ristdbhutione (Solyent: Cyclahexansfethivhacstatehanol
95: 5 (vrspiene-ptesdLit:gd vivk aphy on M| uteus sens) gi ves the fol I owi ng [err]
val ues: 0. 8 (10381ferr ; 0.6 (10381] err%) 10381[err

(i SRR e m’;‘g@e‘iﬁgﬁg& '“’f“z%’?%‘?é«é’i
E’L?E;”a u"sm'%%wr ﬁ?péb"“sé‘ 635193‘756 194K, Plass ontérs %@? 5 A, o1
i 0 f hi f th | 97 /
Efeﬁéfgt.ﬁ ?;b” s %”’g °‘§'e ﬁﬁ@aﬂ"’eg as described above, (are comt hed
and tri tu lyt\fh& blog &ée?mlnglkm%%llo-tlc! ﬂ%%llb{nkgepools are made. Each

pool is concentrated to an aqueous and freeze-dried to give the following preparations:
Pool I: (fractions: lower collector 1-30) prep. 91.1 (34.8 g);
Pool ll: (fractions: lower machine 30-0: upper machine 1-30) prep. 91.2 (240 mg);
55 Pool lit: (fractions: upper machine 35-50; upper collector 170-80) prep. 91.3 (300 mg); and
Pool IV: (fractions: upper collector 79-27) prep. 91.4.
Thin layer chromatographic analysis, (silica gel; chloroformmethanol 95:5; bioautography on M. luteus)-
gives the following R values: 0.2 (10381bz). The above tlc shows that prep. 91.3 contains mainly 10381b,
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bi oi nactive material is separated by filtration (600 ng). The filtrate is
mxed with 60 g of filter aid ang@ggigs1aa8q chl oroform The m xture is
concentrated to a dry powder. This residue is added in the top of the
colum which is eluted as follows. Fractions of 20 ml are collected: 1)

Chl or of oemttredsio M3B1L; Brid Basvel pojencyFof e (30AB/ndg B39, py&fenes.  2)

Chl orof orm net hanol (94:6 v/v): Fractions 838-1285; and 3)

Chl or of oEvampistshanol (90:10 v/v): Fractions 1286-1600. Fractions are

anal yzed b|y bi oactivity and by bio-tlc. The foll ow ng pools are nmade. Each
pool i% @Sﬁ'@éﬁt’?"&l"@&sﬂésbhm%@o%FQ"‘\PE"a’E"He f ol I OWI ng prepar ations: Pool I:
(fractlons 230 299) ol fractlons 300-5

prep. 106. é be%&@r"e?t H“ G?R B d éE‘i’?%i‘Fé"g 3 .4, gr 7@ *
P | | V: P 'E LQ% gur Ai m h gng h time. Th
C(I‘)I:‘)OFYB.t O@g; F 6'6? g‘% 'ggf o %\[081 8f° %8 us T te (pH 7.0) is

bi '3 \}J thd ace ree et xtracts are
L0501 ok o i?% folne BB Ieggngnc Wlw

the pr epar % pgrgtﬁ)n\ée?g d §rth VoG @dee . I J\Qtwe%lowelﬁgs ﬁraﬂbom]tgrﬁpe;la)ture 100
(Prep. 1%6 o0& hours” ﬂ-n%ﬂ)l &Rt (aﬂt@ﬁ?c%§ 0381bs %glgteé by fbation-&Ner 4 Sﬂter SN tiREH @M.

val ues;s ( By fible Bfdistd}GodD TRPEKE LcomARing’ SfiiBibiRs Ybaghbl i€ WasheEMith SleR/séivo B@hd Me: 96
(Prep. 1Q6ridd four@thed FEHE4L: poriB&s of Inetharieft Tﬁﬂb&pneﬂ{bﬂﬁic Stractd B c&fbidelafPihe ddhfiodt) -

40 Exanpisorzedtidtet td dipebsd ghé PRp&&RA 8L I on A by Counter Doubl e Current

Di stri but i creparaiealovie frituratédywithadrex 8.2 Bt hstiubie Ceaterisl Gs isAel [y TRratédl Mt dlidd (22.2: 1
v/ V). 45gq)and askhyed ea.l2000sBuwhig. Pr epar ati on A are conbined (20.5 g, 21.1 g and
20. 8 @) and. dudfication @t Preparbiivh IC bl afighs Paforntanes Bilndd €hepatbgrahy 185.0xl (Insfurealc h
phase). WawrssBlent $00A; iSsppadkd ¥dtersn C-18h Bevells8 - Priase fSiliciBacksp Srlusng] eMaifile t Rhese:
count er éestanidrite-Welers(#¢-60ovi; 1 apth Flow Bate-aS@ al/ipinhe si de where the | ower phase

ent er s t he Prareration© (1. 0EheobRainpd @ﬁ/ﬂ'eﬁg'bw 2houd. ésr siirreg withy 106 m! ahacgenitiile apck$38rma of t he
upper ph¥ae 52 deirs. desplubly maiprigl issgeparated by ittgtiany @pis el Ihq Fitsate ispRigeeds inter tae

col | ecf efplumny e ‘iﬂf°§ﬂ°9'l§?l‘tyl ipfRliqwed b g|UyAetectas; InAdgitien selgrted fragtiqng (150 ﬁ‘é??%’%md
bio-tlc. “ﬁ‘ﬁ% for é’r%wyn 'V%edaﬁ’/ Hontslie. 9%k mhropgpmethanc é@ﬁ’("r aatosr

|{¢) H
jerpeece 10 ? é;oret @nq 6(?%8 ng 53 con ’«a}H o an
e okt mga iy g* J fdied % e;; B ;ﬁéjﬁwramm
i o gﬁi'“ﬁzg i @‘E@ éda%.égetﬁ? il 5§ kool ';%‘é ki ‘gffé

(300 ng) are Adpt ﬂ,@ ractlons uppe f ector 4 SI'h I n

| ayer chr or@tpn,@rcapﬁ,la&a%ﬁésy%é phylsihi! dn&rBcr@fics &hb@ﬁ&f ol rsrs%&rl@nmlragé DiThe

bi oaut 095 R, &Rod¥hn, s%@rHér bidl a4y .LE.% nfeb iObRG. [ err] val ues:
(1038Js];err]) The above tlc shows that prep. 91.3 contains nai nIy 10381b2 6

EP 0 316gamk3ielBl and traces of 10381[err], and has a potency of ca. 3000
Bu/nmg vs. S. pyogenes. Exanple 4 5 |Isolation of Antibiotics 10381b froma
5000 L Feses Ahibiokicsno3sib tolPremstk Gloathlae 6wing har vest pH 6.9) is filtered using
CELATOM FW 40 as a filter aid. The cake is washed wth 5000 L of water and
t hen tei t uFadilgies: Eahrtridl wasesongcted 69 Gcility @hererbeatiananhl verditalipntenuimment Were fadagpate
met hanol tocmaintain aclesirable aurpayp leevitoramet. Gasicrantis aquinted witha seitfeader arid Daipdle tyPhe
aqueous dwereTerfieercof (speH N0y sqlid corete prsept dortO74dn’ed stisndsd mdtatgiats\gverts gial
vol umes  eytterat H%ﬂl eng okthe pess formanuyrregevabt hyl acetate extracts are conbi ned and
concent r at &meE: BEaug) grbRss ¢hedtsy fomple @ad g‘ée ale Hanerstyrept,yqishirerossRiesy WpRoey t o
gi ve Pf eg%? fye F‘b?‘?‘ ‘Beeko?f %W%l’t;l”?ﬁa‘l’ s qaeh gl eWef"Hem“(‘)’gs o?s;%gﬂmg\&%’p‘%z The
m xture randomly ?@% to md%ndt%?ﬁvgen%t‘:wi:g[tﬂﬁbg (é:rr;?? Ergcedure followed for both sexes). Blocks of
pens were randomly assigned to positions within the nursery and treatments were randomly assigned to
pens of pigs within the block.
50 Diets and Treatments: A corn soybean meal based diet with approximately 18% crude protein, was the

basal diet to which the drug was added to provide the treatment.

Appropriate quantities of 10,381b were premixed into soybean mill feed to a concentration of 44 grams

per kilogram of premix. The premix was then mixed with the diet to attain a finished feed level of 55 mg of

drug activity per kilogram of diet.
55 Analysis of Data: Variables of interest are gain, expressed as average daily gain (ADG), feed efficiency,

expressed as feed consumed divided by gain (F/G), and growth index (Gi) which is calculated by summing

the within block improvements in ADG and F/G with each weighted equally.

The responses from the drug for each variable was calculated within each weight block relative to

:ﬁ
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for 20 hours. Insoluble material (antibiotics 10381b) is isolated by
filtration over a filter contaigy ] aid. 15 The filtrate is

di scarded. The cake, containi ngé%ﬂgFéH):{lﬂc’:s 10381b, is washed with
Skel |l ysolve B and then slurried four tines with 4L portions of nethanol.
The foubntdBidyznol i c extracts are conbined and the solution is concentrated
to dryness to give Preparation C. Preparation Cis triturated with ether
(car 2 L). Insoluble material is isolated by filtration and dried (47.3 Q)
and assayed Ioprov28@8tBUhn&RG 20100 (ABG &Xirdrbaeed i 0ADOLE Ripabaf i on C by High
Perf er mance Li qui d Chr omat ogr aphy (HPLC).A.%nasgtrurren : Waters Prep 500A;
Support: Waters C- 18 Reverse Phase Silica-Pac e §oRP mms; Mobi | e Phase:
Acetonitrile-Water (40:60 v/v); and Flow Rate: 150 m/mn). Preparation C
(1.0 g ttemywas uwed tagvalreledig prekpbility oy ehanpes diiqroncese Fstifjaten of rryjanep wefe obtained -
acet oniffeianalysigofivatiange peingcx megat vt tfajgrang bipeks wahin ¥igls 9| ubl e material is

sepafat ed ?Hfg"iﬂgi_ the swiRe; RoFformemps sgregn Progedures, 1256 YarishiresX Hamnshifeagiosshipq,pig,were 5

col unm feaTHels ¥hich Rept a%i figg d quro'\RéﬁT"Eg 3P Wﬁé"t’@dt%ﬂ’?‘ e H‘E&P?Wtd‘ﬁs

sel ect &ML n SO OREIen B e DA T B PO Al Sy zed by
o (SURELE N, O BT e P oDy o B a1 0

M crgc@l 'gﬁﬂsgj ﬂﬁ ?Lécﬁ;::r:&%caffasqsa 53568 *CoN °é’|nn|mHg "fb%% on 337, 2P dnbi ned
and con@e;ata f{téa i

Aoid¥le GHUEQY | Jglh Qi & L6PRsM ). This solution is then
extract eq:r(trf'ﬁ'@(ﬁe b s bWsBJ?\e:%Q " fnhéxqa%igﬁ"b% BYdiv@ &Rl AERIERE ilihdie-  The

ua

e.
et hyl  Qfiehadds 958K bh a6bIS 5.3 &n 56T IRA the HrdbRSAIPIEniS REHoHEY iS Hid 18cRandd1d less
concentyzabgsl to dryness 30 to give 129 ng of product. The product is

dissglved in 2.5 mM of dinethylsulfoxide and 2.5 nl of methanol. This
solution is then mxed with 2021 m . of FI;’ether. TgekJoreci pitated material (61
mg) is charalt®fi red® FOREMAYS t FIAFE I oTTEY b8 68 C. Physi cal
characteristics: The physical characteristics of 10381h2 are presented in
Table 2. The,;spgcti(,tdn-Qfnsk@31[err]'s antimcrobial activity is presented
in Table 3. 35 Exanple 5 Use of Antk%gtém%i 10381b to Pronote Growth in
Swi ne 40 Facilities: Each trial ducted in a facility where

heati ng and ventil ation equiffrent wdré adeqdéte to ki ntai nt/dédesirabl e
nursery environnent. Each pen is equipped with a self-feeder and a nipple
type drinker,_ The floor of egch pen.,,s solid,concretg exce for 0.74 [err]
of eXpanded ﬁﬁ'taéﬁ’eﬂats over&; fl ushz}gutterg]ét one édreld of the pens for
manur e renovi¢thamedi-kal s: Equif nunbéfs of héalthy f&al e and castrate male
Hanpshire X Yomkshi-te crossbrzed, weased 45 pdgs fiveto sixameeks of age
were used fog each trial. Thg experijental ygit congjsted of a pen of four
pi gs, two fenal €s and two nmales. Wthin each trial, igs were assigned to
bl oc1<s of pelechagelngi ght grotfh and rfdndom y % 1otted to indi%idual pens

wi thin the bl ocks (same procedure followed for both sexes). Bl ocks of pens
were randon y a§_sip?g£eqe;o positions within the nursery and treatnents were
random y assigned to pens of pigs within the block. 50 D ets and
Treapnents: A corn soybean neal basEWERi @B wi t h° approxi mately 18% crude
protein, was the basal diet Eo whi clZhe drifs was ati8ed to Jl6vi de the
treatment. Appl.oMeeat € quantjgies o0f310, 38120 were fy.em xeqyi it o soybean
mll feed to a concentration of 44 ans per, kil ogr of prem x. The prem x
was t hen n‘ixéﬁ“\ﬂﬁqﬁ t he di e'?zot'g att |5n a fi %?shed fgse' | evé®® of 55 ng of
drug®acti vi t Yeggenolk? | ogr am of?-8i et . 285 Ahal ysi s?%f Dat &2 Vari abl es of

i nterest arexgdamol-&Xpressed7as average dai by gai n $2ADG, f.eed efficiency,
expressed as,feed .consuned djyvi ded ain /G, growh index (Q)

whi ch is cal gﬂﬁé?"eldgby sumﬂ%nsg t he \?\%t in b%gck irrp%verrents in ADG and F/ G
with each weighted equally . The responses—fromthe drug-for—each variable
was ®€al cul ated within each weight block relative to 7 EP 0 316 313 81
controls. e.g.: Inprovenents in AD - 100 (ADG of treated - ADG of Control)
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5 ' ADC of Control A
t-test was used to evaluate the pgphalglays gy0f chance differences.

Estimates of variance were obtained from anal ysis of variance using a nodel
with trials and blocks within trials. 10 Fol |l owi ng the sw ne
performance screen procedures, 256 Yorkshire X Hanpshire crossbred pigs
were fed di etiablhi2ch CRARACEERIEAIIGN DhaNTYROTICUP3®Ib,10, 381b at 55 ng/ kg for 21
days. Drug tr@g}mg@e m%ogp%g%segﬁmgpsgﬂdel ght bl ocks (four pigs per pen)

per trial in ur _trials_conducted over. 8 mont h i.ndex (GI) was
cal cul dted fromRRAERy tHEPIBI 0fk %ﬁﬂ'ﬁ?f"s‘b‘ﬁ?gfo ﬂ’é‘é%%ﬁévff%irdév Ments in

gain and feed effici encpwémprldchelsconipsantblublle imaethri icstater agptone conpound
nmust have a G of at | gagt sdecn@Rtiche Ifssivgld finCabtdry adld f fafuedted f rom zero
at P <.10. 10, 381b was agceg;% |%1W'ntch a @ equal to 29.52 with P = 0.004.
From Tgble 4, it can bV ERER R Ye  growt h i ndex for 10, 381b is positive
and exceeds t#’q‘elmimlnﬁ?ﬁ%rlctel"l’é”of Hy &.58 &m Fadke 8. Ptl%ad &Y seen that
the probability that this <eseare,i2s.me to chance is |ess than 0.10. 20

;8%:52 (#’r) BL%%\%?R&l ffi% Ei ati OPromE%M aG&Jl?&cQﬁk#‘uJu, thl Ufo‘%ﬁuﬁe%' ‘tive 25

Cl ear feer 26 Cas. 2@8 5-29%6. 5010215 ts derted. 8‘\ssumins - Trace
Met hanol - 1 29 that? The molecule c2ritains two suRfur acoms, 17
%t Eano: 'g 3471 the g&:lecular fo&%ba for 1038\37% becomes . 1735
t hanol - -
Met hanol - 4 20 C51H5?|]_’§3°2152 (molecblar wveight 12]2 b 0 2.
S. pyogenes ZEAESg(rijt: - - Ay @ppgxizarely 1951¢ D the materisl/ hegins toe = 71/g
1/ 16 C ear beer 25 decompose Adh evolution o¥lgas. 18.5
17.5 Methanol % avio et S u§o S Q 238 25.5 23
pectr ay’ ethanol , 316.
pos 1 fﬂ d)[s t (cm'1§gI eral 11é .5 2955256 51.6, 24
22 Met hanol ginfrared Spectrupiy . Digeral oil mul}): 23 --
Met harfdl - 25 166522, 5 1495.6, 2I377.0, 1663.99 1526.5,-- 60 55 8

EP 0316 313 Bl Table 2. CHARAC]'@?I ZA'fbﬁ\ly Or3aNg | Bi9T C730384h 67 6]

Appear ance: Anor phous col ored ble in
di et hyl f or mam de, di et hyl sui?ssgx+'d%3 afd I?Mr?@c%hz’%h 1§?c_)1egs sol ubl e
in ethyl acetate, acetone and 1¥@el.ohiaZrp| 8102.2, B4fs®| dbt%eS. %78t her and
saturated hyd{@oakbaias@haepiss. 1O0ancibiocidANabslbh Cal adba maibly 48. 33, H,

458 N 15147 ST 516 0 (BY SPLSLENGE ydfold) -(EORLLAER T ormi @

From the analytical values, the
[err] is derived. Assum ng perfrigens; Bacteroides fragilis). It is

35 also active vs. Staphvlococcus aureus
resistant to other antibiotics (Staphylo-
coccus aureus UC 3665; Staphylococcus
aureus UC 6685).

w0 Antibacterial in vitro testing: In wvitre teéiing results of antibi-

otic 10381by vs. G+ and G- organisms

are in Table 7.
Paper Chromatography: Rgf (solvent system): 0.5-0.9 (streaking) (1-
butanol/water 84/16): 0.5-0.9 (streaking) (l-

butanol/water 84/16 + 0.25% p-toluene-sulfonic

45

acid); 0.9 (1-butanol/acetic acid/water
50 2/1/1); 0.9 (l-butanol/water 84/16 + 2%
piperidine); 0.1-0.5 (streaking) (l-butanol/-
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‘that  the nol ecule contains two sul fur atons, the nolecular fornula for
10381[err] beconmes [err] (nol ecigbay 1148419 /H1 1225) 20 Mel ting point:
At approxinmately [err], the materi ? begi ns to deconpose with evol ution of
gas. Utraviolet Spectrum ([err], nmethanol): 243, 316. Infrared

Spect rum ([err], minetaler Qizba)rrulol l 0.5 2<%Ee.5;m%8511&uc2501/-

1465.7,  1495.6, 1377.0, 1663. 1 3.6, 3337
1341. 3, 721.2, 1197.6, 1082. ‘tf“’-fsé#g% 48%?_5%29 foLeens-sy €°“2‘° ’ 2 ' 30
1249.7, 1122.5, 1102.2, 889.0,1-01%M pptOEAuD. phurphhae tpit |7a0).S|0ed:m am
Anti bd oti c 10381b2 is acti ve i

C . egé% t:\{'m?'ra ﬂbul;:gflqieinﬁe?%@logpfefoep%/-

(G ostridium perfrigens; Bac ErSi
also active vs. Staphyl ocbricue.9 aﬂ;dusnemtstaaﬁt/\ta@eot Rt/ it i(bi9oti CS.

( St aphyl o- coccus aureus UC ?ﬁ@@t?ﬁ1a/99¥épc%%§ ayr egsodC ?Q@@:en

Antibacterial in vitro testi vitro testing results antibi- otic
1038TPerr] vs. G+ and G or gHifonic areiddn Pab| éme?thapabélrﬁcmaéﬂraﬂ%zj})aphy

Rf (solvent systenm): 0.5-0.§x(streaking) (1- butanol/water 84/16): 0.5-0.9
(streaking) (1- butanol/water 84/16 + 0.25% p-tol uene-sulfonic acid);

0.9 (1IBuY’a‘??oFF%\%‘é’§| gt anzibiptig k3383h2:

2/ 1/ 1); Oarsk ibﬁacwtwaehéz\gaiaer teSdln vivd%sNi Beréghorogcud).plroPedes
P.0 316 313.B1

t k but 6 1-0.5
(5t 1 aki ng) 1A BAPEHGePec i aBFeus-GBoet 28355 RS ABtA iﬁ‘?o%ﬂ‘égé%?‘di
0.1-0.5 M ppltms:um Phasphebes -phifec ey, mbcel -whed Edministered subcutane-
5 S PR PO T A L e B g v
p-tol uene- irPuced mouse mastitis test with ?Dgémﬁcl @m(d}, Baxrithe) hamdol / 15%
NaCl (H20) 4/ I f tibiotic 10381 15
( ) él(fl)élg . th}{&uts? %ﬂg of antibiotic [err]:

Ant’i bi oti c err] in vivo vs. Streptococcus pyogenes and
St aphyl odeewing afirangdbierdgc B éibpstompasx j farsgrovihe prerdtdipnt i ¢ protected S.

pyogesies- i n{ BG4 egk 18 q@swrkoa?mw@tsercegcé&l%w ggs'wcrpgﬁwowohhaad £4H0 of
1.25 ng/Kg. It was active in aur eus- nduced nouse nastitis test

with [err] @ﬁedlcﬂ‘“(e\’i§1°‘?ré§f’i-‘ﬁt§)’“%ﬁ@ ghe hrpdlex chigkeydhenpgarygrawedt i ng of
anti biotic &QR81[(ga{d/3coNHeRd LOAVEHsQVh] Of ONRY | Htibiotics 10381b was

30 greater than three and significantly (P<=0.20) greater than zero.
Thus, by the criteria for the primary screen, antibiotics 10381b
passed. (The mean growth index measures the improvement in growth

o5 over controls (chicks given feed without addition of drug).)

40
45
50

55
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25

feed conversion indications in thgp klag5 gqhi ck.
(gain/3 + feed conversion) of the a?l{?'gi otﬁs 10381b was 30
than three and significantly (P<=0.20) greater than zero.

criteria for the primary screen,

Ant.i bi otic 10381b conplex was tested for growh pronotion and/or

The nmean growt h i ndex

greater
Thus, by the
anti biotics 10381b passed. (The nean

growt h i ndex nedstiees -t NEFIBARTERRME MENITR THFHING HOFSANTIBIOTSG 038 1dnt r ol s

(chi€ks given feed wi thout (arkidiM eruIef oy uphcenTAOrdd @@cHS 10
313 Bl Table 3. ANTIBACTERI AL I N VI

(M NI MSM | NHI Bl TORY CONCENTRATI ON
Culture [err]
>256 Ent er obact éntexbbatee cloacae

Kl ebsiella oxyt @G robacter cloacae

OrgANEsY neg/ m )  Ent er ob&8t8Fect oacae

EP 0 316
N ANTI Bl OTl C 10381[ err]

%SE%:C UM VHA) Organi sm

( MIC (meg/ml)  JC 9381
UDCOB:82 >256 256 10
UC 9383 9182 3256 Klebsiella

oxytoca 384 256 Escherchia coli
uc 937¢ Klebsiella oXyE9Carscheri chi a Yol > 236 c 9380
256 15 K&tk oxgeas aur eus uc 9384 UC 6675256

é St ﬁplhyl OCOCCUEséHe EdiSa coli UCUECS:6§©659379 256 szo

t aphyl ococcus aur.eu

St r ept gcoccus pscs)‘bhéﬁgcsh“ coli uc 1527¢ 9380 25%. 125
Strept ococcus pA&tRMyidcgecus aureus  C 41 UC 6675 10. 125

Strept ococcus f gegpdlyidoccus aureus

col i VoERY
Staphyl

pneunoni ae rapRyRoctt e BE

UC 919%

>256 Serratia n@ro@pse@®asus pneumoniae

Gtr Ob?.Ct er fr elégpeipitococcus faecalis
vul gari s

. ucC
Mean | npr ovemenEsT ih <8ht Feed

StreptococcusHBYPEENeE | donpnas Yaer*dgi nosa

UC 694 uc 3665 10. 25 Escherichi a
>256 25 Kl ebsiella
uc 6685 128 Pseudonobnas aer ugi nosa
5 UC 6432
0.125 >256 30
2 Pr ot eus
256 35 Table 4 40
Conver SFd and Mean G 3%t | ndexes by

UGc 6388
UC 350¢c 634

Tri al s?9vean | npKbebsieils Anaudpniag| UTr 84t nent ARG FI G
G ow h Index 1 pseudomonas aediFi3d b ué1919Y 7588 29.85
45 Pseu% e uginos%o’ 381 UC 6432 ) >256 8 11
22.59 3 iojibc:Nmdd 19. 26 4. 37 23.63 4
10, 38130b 3erragia marcesceng 2 78 UC 643899 OVERALL >256 10,381 b
21.23 8it3bacter freundfh 52 uc 3507 >256
Proteus vulgaris UC 30264 256
35
Table 4
© Mean Improvement in Gain and Feed Conversions and Mean Growth Indexes by Trials
Mean Improvement In
Trial Treatment ADG F/G Growth Index
1 10,381b 21.97 7.88 29.85
45 2 10,381b 14.48 8.11 22.59
3 10,381b 19.26 437 23.63
4 10,381b 29.21 12.78 41.99
OVERALL 10,381b 21.23 8.29 29.52

50

55
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50 b5 EP 0 316 313 Bl Table 5 Statistical Paraneters and t-Test 5

0-21 Days 10, 381b Mean Growth | ndex : 29.52
10 T t EP 0 316 313 B1 o |
6.62 Prob. Mean is < - 0.0 ' 0. 0004 Vari ance

Conponents: Trials ' -12.435 15 Bl ocks (trial)

734. 783 Tot al ' 634 /83 20 Caims 1. A process for .
tRe® preparation of antibiotic 10381 b \/Sm ch has the fol | ow ng

characteri stsicaststisal Parambnets/tardak-TeHta: C, 48.33; H 4.58; N, 15.14;
S, % 16; 0 (by difference) 26.79; Infrared Spectrum o(ggrga]gs m neral oil .
mul I): 2965.5, 2851.6, 1465.7. 1495.6, 1377.0, 1663.5, 1526.5, 1633. 6,
3337.7, 136303381341.3, 721.2, 1197.6, 1082.0, 1307.6, 1021.2, 1039.5,
749.2, 1291.2, 1249. guaddwth IhHes 2. 889.0, 1147.5, 997%4¢)sawhi ch process:
conprises fernmenting a strain of Streptomyces arginensis, NRRL 15941, or a
nmut ant 30 thereof £ in an aqueous nutrient nedi um cont aibnié g an

assim | abl e source op, &5l heln a1yl <a8 @i M | abl e source of gigboegen, under
aerobic conditions; filteri ng the nmedium and isolating the antibiotic from
the nycelial filter ¥aKiancs ComponSpbiess of claim 1, wherein the

ferg%ant ation is conducted at a tempeibdure of from 15 to-12ekB8p 35 and a
pH from6.0 to 9.0. 3. The prgcess: |,ai m 2, wher €] t enperature
is from20 to 35 C and the pHis m&ﬁ The procwclaim& _
wherein the tenperature is 24 to 38talC. 40 5. The procesB4f83ny preceding
claim wherein the nutrient nediumcontains 2 to 3% by wei ght carbon
souggces and 2 to 3% by wei ght nitrogen sources. 6. The process of any
preceding claim wherein the fernentation is conducted for 2 to 10 days. 45
7... Thecipifacess of any preceding claim wherein the strain is Streptomyces
arginensis, NRRL 15941. 8. ‘A method for pronoting growh in meat-producing
ani mal s, Apnecess t6raRregeRBorPél Bhtibicd RI3BTHWHICA hadife ANGWIRY chaftbAshiOt | ¢ 10381b as
def kned i nAmdlysitanDdta: 50 €, 48382 HR4sN RISk, S 153810 By dNMERA&) Pefdie antibiotic is
admi ni st er BblarbdSpedimkt U@\ inlhetah6il el 20d5.5, 285106)i 14885 . 14866, 120, MRdeBgd Of -
claim9, wherein the fed&2es)nssesiasz.n).15683) 156.3n1212f 11ohe, 1984.0, haarts, co2per
kil ogram of the feed. 53035, 74Btec139eL@do.nft 122 50 to2 208s9whaebs,por.ke ani nmal s -
are br oi Waich gteresk somprizes fBimeentingt 4 stekirobf Stteptomyces  argiieesisiNRRLG941coda eatpr | Ses
0. 5%% o . 1 theregf. if antaqueous pytlisintmpdiunp eentdiiingcagragsimitabletsaecd f carbon and an assimilable

. source of nitrogen, under aerobic conditions; filtering the medium; and isolating the antibiotic from the
mycelial filter cake. '

2. The process of claim 1, wherein the fermentation is conducted at a temperature of from 15 to 50°C
35 ~and a pH of from 6.0 to 9.0. ' :

. 3. The process of claim 2, wherein the temperature is from 20 to 35° C and the pH is about 7.2.

4. The process of claim 3, wherein the temperature is 24 to 32°C.

§. The process of any preceding claim, wherein the nutrient medium contains 2 to 3% by weight carbon
sources and 2 to 3% by weight nitrogen sources.

6. The process of any preceding claim, wherein the fermentation is conducted for 2 to 10 days.

7. 'The process of any preceding claim, wherein the strain is Streptomyces arginensis, NRRL 15941.

8. A method for promoting growth in meat-producing animals, which comprises administering to the

: ~ animals antibiotic 10381b as defined in claim 1.

50 :
. 9. The method of claim 8, wherein the antibiotic is administered in admixture with the feed of the animals.

10. The method of claim 9, wherein the feed comprises 0.5 to 55 mg of the antibiotic per kilogram of the '
feed.
55
11. The method of claim 10, wherein the animals are broiler chicks.

12. The method of claim 11, whersin the feed comprises 0.5 to 11 mg of the antibiotic per kilogram of the

12

LRSE e ] e e e i E L -




EP 0 316 313 Bl Table 5 Statistical Parameters and t-Test 0-21 Days 10, 381b

Mean Growth | ndex EP 0 316 313 B 29. SZHIMIMHI” lllllel |L|“1
t

- 0.0 0. 0004 Vari ance Corrponen s:' Trials
-12.435 15 Bl ocks (trial) 734.783 Tot al

734.783 20 Cains 1. A process for the praebruraﬁr on of antibiotic 10381b

whi ch has the foIIo characteris |c Anal yti cal Data: C,
48. 33; H, 4. 5% ?A%anlléfa rge .riGa;m% ges di fference) 26.79; Infrared

Spect sum [err] m neral oil rruII): 2965 5, 2851.6, Q/&I5DAYs1495. 6,
1377.0, 1663. go 3%3 6.5, 1633.6, 3337.7, 1368.3, 1341.3, 721.2, 1197.6,

1082. 0, 1307. 1.2, 1039.5, 749.2, 1291.2, 1249.7, 1122.5, 1102. 2,
889.0, 1147.5, 997.0; Meancérqwthcendexconpri ses fermenting #%#%ain of
Strep;orryces arginensis, NRRL 15941, or a nutant 30 thegregef, in an
aqueous nutrient medi um containing an assinlable source of carbon and an
assi m | abl e source of Brobr dfpa® i#€ier Oa@r obi ¢ conditi ons; 0;- P9%4 i ng the
medi um  and i sol ati ng 18 .7¢k icBhPdndnekr om t he nycel i al fil ter cake. 2. The
process of claim1, wherein the ter rreniati on i s conducted i tenperature
of frgm15 to [err] 35 and a pH%flfrome.0 to 9.0. 314THe’ process of
claim2, wherein the tenperature.i Slbekgn@9idla [err] and x3de7®H i s about
7.2. 4. The process of claim 3, \/\herir'%iir the tenperature |7% 24 jo [err]. 40
5. The process of any preceding cla wherein the nutri ent rredr um cont ai ns
2 to 3% by wei ght carbon sources and 2 to 3% by wei ght nitrogen sources. 6.
The pwocess of any preceding claim wherein the fernentation is conducted
for 2 to 10 days. 45 7. The process of any preceding claim wherein the
strain i(‘éa"SFreptorryces arginensis, NRRL 15941. 8. A method for pronoting
growth in neat-produci ng ani mal s, which conprises admnistering to the

ani mal s Tanf PIFeSE far the poparafion of antlyigtia 0B8] i wirighdiaprihe follgingocharsteristiast hod of cl ai m
8, wh¥rein t"f?éytéfﬁ't[?afﬁ ot i cCi48-3Fdh* A% b 3 WaS.i 5 6cQ (b difigioeceh &9 t he feed of the
ani mal s. 10."PFd SRESMBU off™c 1I é‘i‘"l’ﬁ"@ oil (pully ég?ﬁ % 1785%% 6T b PG G e $710.5'66%5.55 ny
of the antibiotic per kil &7 £ 198%,3, 184 .39 A21.27H 87 G P82 13976104140 10,
wherein the cqlnbrrral s are b 4 18512495 11335 112211580 ‘fﬁ‘rﬁ 711, wherein

0Cess rige: f 1 str i E&Eﬁgt 55 %ﬁ% 559 [I?Eﬂ a
the fged Ci& iR %§ §o n? s?n(itne rum cori:tg}nrng an assimilable solrce of carbo an'a;fssrgrwglelz

EP 0 516 3 re %f nitrogen, under aerobrc conditions; filtering the medium; and isolating the antnbrotrc from the
mycelial filter cake.

2. The process of claim 1, wherein the fermentation is conducted at a temperature of from 15 to 50°C
35 and a pH of from 6.0 to 9.0.

3. The process of claim 2, wherein the temperature is from 20 to 35° C and the pH is about 7.2.

4. The process of claim 3, wherein the temperature is 24 to 32° C.
40
_ 5. The process of any preceding claim, wherein the nutrient medium contains 2 to 3% by weight carbon
sources and 2 to 3% by weight nitrogen sources.

6. The process of any preceding claim, wherein the fermentation is conducted for 2 to 10 days.
45
7. The process of any preceding claim, wherein the strain is Streptomyces arginensis, NRRL 15941.

8. A method for promoting growth in meat-producing animals, which comprises administering to the
animals antibiotic 10381b as defined in claim 1.
50
9. The method of claim 8, wherein the antibiotic is administered in admixture with the feed of the animals.

10. The method of claim 9, wherein the feed comprises 0.5 to 55 mg of the antibiotic per kilogram of the
feed.
55
11. The method of claim 10, wherein the animals are broiler chicks.

12. The method of claim 11, wherein the feed comprises 0.5 to 11 mg of the antibiotic per kilogram of the

12



chicks' feed.” 13 The net hod of cl ai m 10, wherein the aninmals are swine. 5
14. The method of claim 13, whergd conpri seg t he
anti biotic per kilogram of the SWI ne 4}&‘? e%d Pat ent an w ﬂmlm ﬁ"l
Verfahren zur Herstellung des Antibiotikuns 10381b nit f o énden s
Kennwer t en:chidksteys edat en: C, 48,33; H, 4,58; N, 15, 14; S 5,16; O (aus
der Differenz) 26,79; |R- Spektrum (cm 1, M ner al 6l auf schwenmung) :

2965, 5, 285The Gethdd &flain 101 4B&ei6 the 28Mas Brp s#i6H3, 5, 1526. 5, 1633,6, 3337, 7,
1368, 3, 1341,3, 721,2, 1197,6, 1082,0, 1307,6, 1021,2, 1039,5, 749, 2,

1291, 25 1%4themethpd phelaim 13,1viprei, thegigerl @mprisea 70 B 55gugrofthe aptibiotic perckijpgsam of the
Fer nent i er eMingisf#Red- St amms von Streptonyces arginensis NRRL 15941 oder ei ner

Mit ante dessel ben in einem wassrigen Nahrnedi umnit einer assimlierbaren
Kohl enst BMERARPFUSIENG e ner aSSI mlier bar en Stickstoffquelle unter aeroben

Bedi ngunge Filtriere |er ndes Anti bi oti kuns aus dem
woel 11 orteeiE :z%s*% éu“?ﬁ‘ﬁ as e,

gekennzel chn 51 gt (91 IP 49 9“13 %é 50 C
und bei ei nem PRy 6§ 2V\f1§ ach
Anspruch 2, dadur ch gek%gg qj? 525?{62‘%r&b!dr112 De. bﬁo n'cf’ der
pH- V\élgt eth%h 7Fegn43§5réragiﬁé} St mélvon g{r pﬁ')%ﬂ'y@é} 5} EJF'ISI WLUI%&‘I oded@ﬂw’ﬁl nte
gekennzel chgdoivert! @Peiflér® whSHBEH RE tWhe tSel rhadh KohlenstdfRudid ing NeiddAC h

ei nem der vg§RRseRhene ﬁéibﬁ&ﬁbﬂ@Gﬁtér%@@beﬂ'@éé%&@erﬁ@iﬁm&‘smﬂhs uRBBoldas des
Nahr medi -  UiiRotRinfs atis GeMyS@iriterlcrénrst of f quel en und 2 bis 3 Gew. -%
Stickstoffquellen enthalt. 30 6. Verfahren nach ei nem der vorhergehenden
Anspr tzehe., \GeshignCiaci @kgprusl &| ddtuedh, gekarhzéicknet;edapwiivt Fermdntation Bei lainsr Tddnpdatye

| ang dur chgeh 1§ bis 50 Wi und bei Ziner@H{Védntrvem 6,0 &is 19,0elurckgerlitie wird.or her gehenden
Ansprache, dadurch gekennzel chnet, daBi der Stamm aus 35 Streptonyces
ar gi nensBs ViRetrenIrgAnshredt & lfadureh gekentzgicheet, daf dicFpmgerstun?d hike3s " Panhderphis bei
f 1 ei schpr odtert @wxheibetrag@rer en dur ch Ver abrei chen des in Anspruch 1
defini2erten Antibioti kuns 10381b an die Tiere. 40 9. Verfahren nach

Anspr uch 48, Vegarrarnesh Aerues: E‘I'“B‘Fﬁ'i'eqe"efu'éﬂcw‘&& daf¢gip Ei?fﬁﬂeralféuﬁ'f P'ﬁ 3M°s*aeﬁa91g mi t

dem Ti erfutter verabrel cht wird. 10. Verfahren nach Ans

ch
P \ﬁ ‘Ffuf’?r g ?rg spr das Nahrmedn—
A s B e gente ﬁ%ﬁ§%gw"§§mrﬁewea oot
Kk B
g\ﬁsgpucﬁ i%ﬁ%ireén nac| gn}%‘a ﬁ r\:&% j;"a er?‘ R%%@elgea u?'} ée%(eﬁnzg{chgm.r%? dlealpe C[nenta-

Anti bioti - er enthalt. 50 13. Verfahren nach

Anspr uc h7 1@erf£’r@é%4fa&hen%ﬁk@d? Oc;rﬁdrfehé}ﬂgn ArgEr@ hg' &dI}cﬁ rg@keﬁﬁ@f@ln@@ d§ii' dlgStalqﬂﬁs aus
Ver f ahgen rgi,gg\ombgpgrbgggh&g&mgagyﬁ steiekennzel chnet, daB das Futter bi s
55 ng des AntThiotT=kums pro kg Schwei nefutter ent halt. 55 Revendi cat | ons
1. Proc6d6 vigandneRarstbdraiy dde Wacrdtiins BbiGleiscHpRddAbishddn Tisten ARESEADIdicBSN des in

car act 6ri StAngpteh 1datiniaieh Bsibiotlikdms 103BAsaH didtise.anal yti ques: C, 48,33; H
4,58; N, 15,14; S, 5,16 ; 0 (par diff6érence) 26,79; Spectre infrarouge:
(cm' 40 pat evefiagrrareacianaspruain g, dadutcd gukerazeltidet, ; dal A6H Adiipio@@m lin Bischubg Snil/ dem

Tierfutter verabreicht wird.

10. Verfahren nach Anspruch 9, dadurch gekennzeichnet, dag das Futter pro kg Futter 0,5 bis §5 mg
des Antibiotikums enth&lt.
45
11. Verfahren nach Anspruch 10, dadurch gekennzeichnet, daB die Tiere Brathdhnchen sind.

12. Verfahren nach Anspruch 11, dadurch gekennzeichnet, da das Futter 0,5 bis 11 mg des Antibioti-
kums pro kg Héhnchenfutter enthilt.
50
13. Verfahren nach Anspruch 10, dadurch gekennzeichnet, daB die Tiere Schweine sind.

14. Verfahren nach Anspruch 13, dadurch gekennzeichnet, daB das Futter 10 bis 55 mg des Antibioti-
kums pro kg Schweinefutter enthilt.
55
Revendications

1. Procédé de préparation de I'antibiotique 10381b qui posséde les caractéristiques suivantes :

13



1495, 6, 1377,0, .1663,5, 1526,5, 1633,6, 3337,7, 1368, 3, 1341Hﬂ1" mﬂ

1197, 6, 1082,0, 1307,6, 1021, 2, gd@@idsra@d 2. 1291, 2, 1249 H "”m””",
1102, 2, 889,0, 1147,5, 997, 0; proced6 gqui consiste A faire fetmenter anes
souche de Streptonyces arginensis, NRRL 15941, ou un de ses nutants, dans

un mlieu niREsultsts dnalytiquesiX CO,IIBAH AN4,581 8, 54T S£5, 1S S (parlddfideaceyl26,19ar bone et

une source @patrerinfrarblge : d' azme', patariegmée svec andl ihtileonissrae r; B96%ES 28518, fia857r er | e
mlieu ; et Aisoler |'antit#%6, (§az0,01663F111820,5, 1HISSE, BeAT.704368i3] 13433, 73.22.
Proc6d6 suivant |a revendi cHE7.6n1082.0.dl30%6, | 162122110395, FéhdrdA¥1R i1é+9 ed1225,

conduite a une tenperature 162.2,889.0, 3047.50997.0un pH de 6,0 a 9,0. 3. Procé6de
sui vant | Precadiegmicansistp & faire fermerias unespyetie dP&'fMGj‘fﬁEﬂfEi (36?%? o4 gn fyns

| i nt er val PEMHENS g upgnilieu nutgt aquasx eqntengat g sguee giaflable dg,fgibpne Pt tnesourge

Proc~d6 suisy a'fP'eNﬁZ?t%&eme&aq"r'swsséwﬂ%sn EagITer 55t diflsE rattE do8edtpr i se
dans I i nt & 24 a 32 C 20 5. Proc6d6 sw vant |'une quel conque des

r eve I gaigocgée Qxlvarﬁ?dreeoé[ng' 2 t|on ? Qi%n ﬁqugﬁ%fewenmlgnl CF Q&é‘nt&é r%e ter%%?é&urg Qé {g 2 a3 %

en poi ds tg’ X
Proc6d6 suivan une que conque des revendlcatlons prec6dentes dans

| equel Ba rfrs‘c(«saa%mvaﬁtn%v&@ca&médauns'fe QB kaRbardtlo LA THROAE odnsdinrkdballdll 202 25 7.
Procegle sujsvaife bHR& «gslalenfidf¥e. des Tevendi cations precedentes, dans |equel
| a souche est Strepto- myces arginensis, NRRL.15941. 8. Pr 0c6d6 pour

aCct i Ver 4] prdead SNAROS rederRbbR WX e R 1ioiBeralfte WitaBslBrise Bbtis IHRIMBISAE2E

adm ni strege-aux 30 ani maux |"antibiotique 10381b suivant |a

revendi cation 1. 9. Proc6d6 suivant |a revendication 8, dans |equel

| ' antzp bs.ot Rrapdds @bkt dtchsl quelsdn@e dos raveridiatipes précédertted, daosiipguet lel miied exgritduconfiantix . 35
10. Proc6d5a 8t engioids Hasqueee dalcapmhe etr? 203 %dbameid$ deqpoakesl dazeteur ri t ure conprend
0,5 a 55 ng de |"antibiotique par kilogramre de nourriture. 11. Proc6de

sui vant 6] aPrecédéc puivagtaliuine rquaiePnaugagies revendiestions guecdenienLdans teauel dreformantatiast est de
chair. 40 condpite pangznt ystemps deshd 10 igure.evendi cation 11, dans | equel |a

nour rZFture comprend 0,5 a 11 ng de |'antibjotique par kil ograme de

nourri t tr PreRER Puivad "él'ﬁﬁ(q"ﬁlﬁﬁﬂqé? des rqvpndigaions pfiédepips, AR Ipayelrie SRR ShEremie- 10,
dans | equél_ﬂ%gr_ﬁﬁi‘f_ﬁ'm JBY- des porcs. 45 14. Proced6 suivant |a

revendi gatr; on ,13 d ns nourriture c

| “ant) bhot e Rar S0 o Sdltioos P rasioi R DB e A B 14

lblothue 1 a revendtcatlon 1.

9. Procédé suivant la revendication 8, dans lequel l'antibiotique est administré en mélange avec fa
nourriture des animaux.

35 10. Procédé suivant la revendication 9, dans lequel la nourriture comprend 0,5 & 55 mg de I'antibiotique
par kilogramme de nourriture.

11. Procédé suivant la revendication 10, dans lequel les animaux sont des poulets de chair.

40 12. Procédé suivant la revendication 11, dans lequel la nourriture comprend 0,5 3 11 mg de I"antibiotique
par kilogramme de nourriture destinée aux poulets,

13. Procédé suivant la revendication 10, dans leque! les animaux sont des porcs.

45 14. Procédé suivant la revendication 13, dans lequel la nourriture comprend 10 & 55 mg de I'antibictique

par kilogramme de nourriture destinée aux porcs.
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