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0’ 013 768 ‘New pI euronutilin derivati ves, their productjon and
phar maceu'm cal conpositions containing. them This invention -provides
conpolnds of fornula I [ERR] 15 in WhIC {err is ethyl or. vinyl; Yi.s
hydrogen, amipo, trifluoronethyl, @- Q& 768pyri dyl or- N R3)(R4) Zis
hydr ogen, [ er Npwpleliiphstiirodeeivatives, their ﬁeducileﬁ #nglpharrRtdulicdd Eorbdkikibns chitaiing tHeh
[erf]-are the sane or different and each is hydrogen, [err]- hydr oxyal kyl ,

[err‘]” 20 di hy sub bstituted [err]-al kanoyl,
[err]-al kyl sul pg‘f)l'r?y' vegrgr[ grow]q °E" E"t)é:s%?(f)ogxé‘?%gr with the nitrogen at
stand for a piperazinyl radical V\:hl ch may be stbstNtuted on the sec

yl

nitrogen atomby [err]-alkyl, [err]- hyq(?e‘p]gki% rr'] di hydr oxy ;

[err] is [srr]-al kyl or [err] al koxy-‘car ony 2t05 and 25 ! X

i s oxygen or sulphur: and acid adF 8 gand quat rrary ammoni um sal ts

t hereof. Egger et. al. J. AntiQ 'V, .9, pp. 923-27 descri be

anti m crobi al pl euromutilin der
¥i.a. satugated heterocyclic grd :
fchain. There is.no disclosure of conpewrdd of CHpie present invention. 30

d The invention also provides a pro ¢re production of conpounds of
#formula 1, characterised by reacting a conmpound * of formula 11, 35 [ERR] 45
in which [erilwiicy @as defined above, and [ERR] is chlorine, bromne or [err]
gin which [err] Rsisadthy lor @ghyiaryl , with a conpound of fornmula 111, 50

4 [ ERR] 55 in whi ¥lis WdiognZarine tauorbefethyb €, aiSpalkyl. mevl m:'é@sﬂﬁa)s sui t abl

fcarried out in & ?’P@%’bﬁceco?'k\féﬁ‘l' % gePi’"" P’é.’TV' ll'sﬂgm at w4 gxy;)l Re' |
60 sodiugp e &go_m 13r &! _|k, '
Conveni ent | yﬁ;g dt amulf& ‘19{: eraa‘iaw r : su&%n&dnuhé @Roril %

sodi um i n a mmdgeh -afd’nEBy bpme;-alnh ktan-ai,,,hydmgyaikwmr@ﬂ@‘-dthvdre:tyhlaﬂnl A sol ution
of the conpoundRgfs G101‘Q”milkal| ariCi-rf afkioxvegarbonyiyani ¢ sol vent. e.g. an aliphatic
§ ket one, 0 018 isgdo ué?f’ nethyl ethyl ketone or acetone, is then
d conveni ent | yangdﬁé °‘;‘Zﬁf§§°fpﬁuj §§a,¢, SmshibARaNs BlfgEt €d a tenperature from

ntitbi

room t enper at ur gdep et bletick VTNGMAING. 6, pp. J2B3-27edestrbe Nantiinitidbial pleliBmutilin
particul ar fdeevatidés Hating5 Gide dHain and bedring ha. Batnmaterthyte X\pcltc:grbtll attaghyd ¥ia @ het@roatgm

i ng,a side chain and bearing
’ vié a heteroatomto said side

12 hours. THe seidsidetdhaig. Thorpisinagtisciopure of permrpundsyaf\the; prepeng 'uq?'%'e nd ﬂ_gurl fied
usi ng convergl oaﬁ'?iﬁn'“:% W‘Q’ﬁ%ﬁﬁﬁ?”éf‘}’m’?d&“mﬁ EUMRH Fagtsfise
may be convePt 8 THEo Sart for e, %' particular into acid addition salt- and

quat er nary anmmoni um sal t forms i n conventional manner, and vice versa. The

f conpounds _of formula | are i ndi cat ed f or OFOEHRs chent herapeuti c agents, in

fparticul 4 as antimicrobial agents0 g irfdicated, e.g. by their inhibiting
ef fect agai nst various bacterial sjifaN 8 0. Staph. aureus, Staph.

epiderms, Strept. pyogenes, Str¢q St rept pneunoni ae,ii Strept.

10 faecelis, Strept. viridans, gBnes, Sarcina | utea,

Kl ebsi el ¥& pneunoni ae, and Haenophi | : ﬁ invitroin the series

gdilution test at a concentration, for€Xa 6f30.01 to 25 ug/m, and in

1in vivo tests in mce. The corrpound§"'gl o) sho%" an inhibiting effect against

-’ va[l ous

45 in which
R, is as def' ned above, and
R is chlorine, bromine or —0SO,R,, in which R, is alkyl or aryl,
with a compound of formula Hl,

50 N === N

HS ;-llNﬂ.-Y

]

Z

55

in which Y and Z are as defined above.
The process is suitably carried out in the presence of an alkali metal lower alkoxide, for example
60 sodium ethoxide or methoxide. This is preferably produced in situ. Conveniently, the compound of
-.. - formula:1il may:. be dissolved in a solution of sodium:in-a water-free lower alkanol, e.g. methanol or
ethanol. A-solution of the compound of formula Il in an-inert organic solvent, e.g. an aliphatic ketone,

e
-




] ocal mﬂ%‘%‘t cpnﬁ su

TR TR

nytopl asma e.g. M honinis, M arthritidis, M pneunoni ae, and urea pI asma
ur-gat- ytlcum and chl anydi a, invitroin the series dilution test at

concent?atlons of ,«for exanple, 0.008 to 2.5 ug/n . The conpounds al so show .
an:inhi biting effect agai nst vari ouy 8% |ga ory anaerobes, e.g. Bactergi des

f ragiki s, B%cteror des mel ani nogeni cus, aer ophorus necrophorus
d ost.r.(l d| reJ? &) m"’m ?3'““9’?? \?l"ﬂ%@!“ﬁ"?ﬁ& agded. The niddess ié syitablp sifecekd

concent r arf,b,qngzo E’)E“'Z § g:téfg%g pe’%ﬂ‘f&;f fhe %WT Mixtre én partioylar
dosage of f ormexamnhgaco'&(bohms f gﬁ% d B enttindi tehhiqliss”
‘The conﬁoM\ﬁu@ @nawret hieeecthase dorina theredf athyf cmeteaSntarHalt féﬂ'r{?;r ﬂvtu 1c iﬁ

pafticul af dé& 2t apd @ ermnr |391'|"} 'Ua:b-'eait\femmhl donEntios! emahsf, Gaind tvrcearter@ent of

n
infection ] i3 usg-gs chemathaegpeudic ﬁe*mt# nradticyeeas  an
I I’ldl cat ediﬁ&?ﬁﬁaﬁd‘ﬁ y;&a@ fg&gge'r '%BB%%B;T ;rgﬁ s'bg' t V 26 rggl strains, e.g. :
Se‘gﬁf‘b ugp bhetem -

admi ni ' efaecklis,n Sehpti dﬂlilla p SSWOS r&inaf "'a S"ﬁﬂd
retard fol mUPh'éJS@tﬂ @ éhsvited o the seﬁesrdﬂutmdnesxauﬂcenmtrhma feraTxirﬂ;ﬂé/ 6 001 s be
admi ni st lﬁg 0[7190‘5'19& [9isp Showe aasmhﬁmmgaﬁsc;t agaips Wakdus
§

y v
powder s, g.f’ g J: id galytrgurg and
sol uti gas o%%ﬁﬁ%awn%gﬁgewcm ?Lt concen%%gon tg uﬁ‘ @ggg;/ ?’L V9B m of

cheans or Bactengteasr d@gili$-0Bavtetories na:rammpweﬁiases SphdafpReHid) Ohk T e df;
afini ni st epestingess, feéfbd" UVO t!'rth?l‘f'@"aﬁ@ﬂumwsst at bancerastiansoo fob @@mple@. N 4 dyahi, and

ni xtures Bf"'EHBd efor e PATELE 90 19 390 moke ot animel tody whight 8.0. or sc.

S?ner glzﬁtér@ibﬁﬁﬁri'a hrﬂblo% j &@ oiz stlc u edmPi f ts i Eﬂ'ﬂ ;o

tétracyclin thésiﬁbnse.ent‘ﬂhb&ude& hfhiiﬁdé Qda i‘?‘ﬂ{ t%@ryOf

tf]e m ni nwnurmmqu divdedcdosegen tof fbmowoad faun @inies Xkl 6r imdta rrh. n ua

cbnponent srein 4 |§emRQunds: gloge I;Ut'f‘ oW"tD@;ﬂl WretndAﬂ@Sfa@vlallmat |b|egadnh:estereewréll$ ay
sule Wi an i l

the mekh uidiebil o Lo & Q‘éﬁ&srﬁi The B4 ou?nfflfr):ggg?: B edtin ihe fomof -

oxyt et ra(}aﬁdhrvers, derret hyI tet racycl in, tet racy OX a%m'g eﬁ’d aﬁf?ﬁBBW'I"F n,

et acyclin, Itbds asmbqeolfaméttmaamymranpf thra gorhgoueddf rerdalar Imnsruehetmvctuusrmsv aThe

guant i gy syfergisy f Hatreins I"""F‘r‘i‘ f39°’§19€?$‘ tﬁﬁ’ 'f‘é%F'SF%'c%

90% pr ef¥PAINRe fe?" ?a[:h Egégg Q{hgggt ;ﬁ

tet racycldraamrrﬁ g Eﬁﬁg&in 91,P eﬁr. eEClé @rly

75% (t hezRlofetackRlin@RRete vdng yhemlteghb\)clm Tﬁlﬁhc?ﬁlrxtdlb&‘ﬂ:scliar eomvdlmau tadyknn,

i ndi cajednd rolitetracyc {;g;?vav hé emplpmisn @lﬁchtrnetugaslhpaum@s@frthecomnoam ofatcmut;tlhler

giiant

used an

--form or I n nf.;aﬁre@ &b p&harmry HHca1a8 W thefathhd .Mfemearttﬁb Rudhlestiratebict dnaRHaF

quat er- maryinfactrmsmﬂmeswdahs These salt forns have the sane order of

ractivi®¥y as TEhH@OfﬂDe@dba% dorfmylanis whepjusethhlenened i adtbiture oriths 3 tetracyslipsmanbé ude:

t he hydr GE‘ﬁgb?dl iy gee sé;h ;rai th ﬁﬁ'lﬁsphaav ehnelpﬂ?ﬁrap séa!l eptable acndf;ddrtron or quater-

;napht hal &fé éﬂ"ﬁéu %ﬁah ms m u:gh ﬁfﬁ&%s ﬁ\grra fﬁh@ﬁ%d Wi t h

;a tet racysﬁdh!t e-lesysu eert er a- peu | cal l'y acceptable

di luer?® or c‘lanarcpepo@nsj;or xtwesutie fmtllnartamwueeitmayrmlademd pmarattsaelrnothemhe

product i 6 1‘"‘@&? Eﬁ"ﬁef caSliI’F prtiopally oftepspnuentional @G@"@Wé@t‘bﬂ@%"cmn :

ar onas, jov-ej o)

fillers 9 n?saéﬁ réh oreéﬁfie:&q‘ ?g?dw? eﬁu%@g aﬁr:: ‘L%r::%s chgnbﬁ{&:?;%%gzgﬁg’at N

di si ntsegeatl mBghesigna 3todratel s@aricSdcki o aromlngma mmamaql cortaif dbrvgnta@ 8ituspending) .
!st arch, g@ednts, pgemethyleatlnlosen tragacahnth obsqdom algigata.citelsle wetling eg ts inelagededithim
ist ear at eP®! Qﬂe gpd P&’V‘E‘Ve‘h}‘%ﬁe SI° 'I?d?ft’ °PP'b@‘n‘EPéﬁt’qsonal

...%suspendl %'@éﬁt s 10l mpm “% '}a[frﬁ " ofgégf%?ﬁﬁ tes0di um al gi nate.

Sui t abs e wetthb HdioR B3 ExampIBEi R lidventidn. AP &k %?@.rs&e%e@@tsm@me
ol yoxyet hyl ene sorbitan nonool eate. For the production of capsules,

puitable dil uent S i ncI ude cal cr um- caE’bmnl!t‘e cal ci um phosphat e -and kaol | n

.'. he pref. é? 3t?f""f°0 frtttdzpl-5-withipace ereinafter
Ao el o mg‘; R o ﬁ:? bS50 il

fegrees Centing .slémm 16 rehct redt wtmm m wam Btatibn of 53.5 g of
2, 4- tr i a9.20-dhyyrbRRH0-may el Iro}nmllin ini 202 mB ofjetbyimstbglketoneaMise barhagandus reamuﬁﬂo rr1

f abs oI m’@lfetsrhahldw 12Aroverat?§? angt thempayfedionte vsasmauﬁﬂs@cteéﬁhws ith 50Q mpo

aIIovved to react for 3 hours at [err] and is then mxed with a sol ution of
53..5 g of 19, 20-di hydro-22-0-tosyl-pleuronutilin in 200 m of _ .
-get hyl nmet hyl ket one. Thé honogenous reaclion mxture is held for 12 hours at
25 and then poured onto water and extracted 3 tines with 500 ml of

ar@ferably 2 .
’°U‘r %{eff’é‘f"?’g y°c‘|" @ﬁfﬁ’ %%F?Wéife"‘ﬂé? 89 base

mkir\'- . e e e
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{ et hyI acet ate. The purlfled ethyl acetate extract is shaken with water,
{dried over -NaSO and evaporated 65 3 0 .013 768 in vacuo. The crude
product i s chronmat ographed over silica gel (eI uant: ethyl acetate) t

‘¥ obt ai.n the headi ng conpound, mp. 213- é;ﬁé o ropanol/[err]) NVR (
j576(broad 2H, NH2); 5.52 (d, 1 H | [iﬁ 8 Hz); 3.76 (s, ; '
4 S [Err] - CO) ;inYadlo. TH8 cridd, produict Is)chromatographed dvef SIIN:BrgeI (eRBOO eBgidte(ab) ondhtain the
{ 1729 1635, teagm fermpdund, The. 2pd1RTdésopropanaéHObl | owi ng Exanpl-es may be

A produced in rramNMR( N@D@J@dﬁsﬁbmeﬂ tZHeNHzmSE)(é.rtplllé,.lln,4u§#ﬁgizapgﬁdqozﬁ.a—eCH —CO);

§ starting ga PP ?""Brt' ni,"2 unt s. Exarrple 2101
4-0-[1_(3 m no Evé'z gil
f [er r] [Qtrafnblze— ou artl ma eﬁ£|§ n a p?d’x atéfyegqlﬂg% 2&0%5 S%ﬂ{ag of
; S -C; 5.26 - 4.9 m 4H [err] + [err] {Be?r ] Ex I 3 1

(KBr) 3300 4) 7%0 62 157 [’L Q}p . arrp e
4 4-0-] (4- I\/@thégag N ’h' %Y"I“ cet)LI t iy b
el 5.0 (s, oic ’c g@r g‘éd 1 Jf%)lﬂﬁ o (Jﬂ}! I‘a_|'7 @ MR

| £ 1ha

4 S [err]-CO B | R (KB
3450 (Lroazj) 1 H T‘%gf1 .ZLS’YEA ﬁ%o [err] Exarrpl ed1l ( r)

_ 40[(4-A(ﬁ1'n0- 1 24tr|azol 3-yl) thi oabaingle]3 mutilin NI\/R[err] 826(s

4 1H, Triazol - H4-0- [G—Me 1d$ulfQHl S{EGM 12.8-thtz f-3-5|)-ﬂ®08(:gyl1"24ﬂ"n %ﬁjr] ).
| system ([er r c%’eF’ 53” B'i: T@{dh 'HHia Gz 8 Hab PH. §_§H' ‘(‘ﬁe’ 38 .
4 H B 1720
Exahglr;] 3014 0 f (-)4 126 d26B7 265, 3296, {f¥00ah.. Lerrl.
,2,4-triazol - I)thloacet -nuti | i nhydexamhplec¥ i d 30 NVR (DMSO) : 8. 95

d, 2H, m—a 114 Arging: 12,445 zol@-vawu elatvl]erﬂ ,

f (o 2 oo §69?2H“ §" W”%& i ﬁ‘i"ﬁ_ e

1R (KBr)253§GE}e'2$00=%B‘Fdaﬁ§ ﬁjﬂg géﬂ Hidhn 2

14-O-[ (4- Am no A (K8 PAR trlazol 5-yl)-thioacetyl]mutilin

¥ N\R [err]: 5.74 (d, 1 H [err] =8 Hz) BRadle S, 2H, NH2); 3.9 (s, 2H

41 S- : - i h

[ 5,020, o seol itz ket Sotmrntes, 1400, 4350, ety

§ 14- 0- [ (4- Aritho St Byip: 4.10 (s42H, ﬁrﬁbr—csl’gﬁﬂdhﬂwme{w]‘m&?'ﬂ?’h NVR [err]

1572 (d, 1H [ elR(KBe: 3§0p 2600 (bepady, 47251635 BT ). AB- System ([err] =

flerr]=3.69, [err]=16.2 Hz, S-[err]-CO; &kamfle(edd, errl] J=6.3 Hz, J 1 0.2

] Hz) . | R 64Br)4-03danicd s mietiy5 1 R @ tridzol-B-51)-Ehi ilin

| 14) 0- ( 3(’ Ne[Ey?ﬁmnm;m,agrﬁg?? 1 H2H14.~Er .u;;z@mzssys 5%.%& 30y PH T FHaFOKRRS (1H-
rr 5.7 W 1H S CO; 3.38 1H

.%grr}), 2 3% (s]H esé‘}i? ‘bf°€ﬁ'ﬁ)’?\83”§°2§‘5°25"314 ['?'rlr!azol)[err]) e (KBr ) :

' 3400 (bread), 1720, 750 [err]. Example 7

14-0-{(4-Amino-3-methyl-1,2, 4—tr|azol 5-yl)thioacetyl]mutilin .
I\E‘MR (CDCly): 6.72 (d, 1H Hig Jugqnys =8 Hz); 4.97 (s, 2H, NH,); AB-System (v,=3.84, v4=3.69,

Jas=16.2 Hz, S—CH,—CO); 3. 38 {dd, H,, J=6.3 Hz, J=10.2 Hz).
1R (KBr): 3400 {broad), 1725 ecm .

‘Example 8 ,
14-0-[(3-Methyl-4-acetamido-1,2,4-triazol- 5-yl)-thioacetyl]mutilin .
NMR (CDCl,): 5.7 (d, 1H, H,,, J““" : = 8 Hz); 3.8 (s, 2H, S—CH,—CO); 3. 38 (m, 1H, H,,); 2.33 (s,
so  3H, CH,CO—N); 2.26 (s, 3H, Triazol-CH_).
IR (KBr): 3400 {broad), 1720, 750 “em™,

Example 9
14-0-[(3- (Methoxysulfonylethylcarboxamrdo) -1,2,4-triazol-5-yl)thicacetyllmutilin
55 NMR (CDCL): 5.72 (d, H, Hyq Jy gn,, = 8 H2): 3.82 (s, 2H, S—CH,—CO); 3.34 {r, 1H, H,): s,

14 (s, 3H, —O—CH,). _
iR (KBr): 3400 (broad) 1720, 1625, 1550, 1305, 1110, 730 cm™.

Example 1? Jemuti
g0 14-0-[(1 Ethylamlnocarbonyl -3-amino-1,2.4-triazol-5-yl)thioacetyljmutilin
NMR (CDCl,)/D,0D 10:1): 5.74 (d, 1H, H,,, Jiyetya = 8 Hz); 3.75 (s, 2H, S—CH,—CO0); 3—38 (q,
2H CH,—-—CH —N); 3.4 (m, 1H, H,,); 1.26 (t, 3H, CH,—CH —N).
- IR (KBr): 3540, 3430, 3310 1710, 1630, 1300 cm™.

bl a0
65 mp 230—232°.




Exanmple 9 1 4-0-[(3-(Methoxysul fonyl et hyl car boxam do)- 1

,2,4:-triazol -5-yl)thioacetyll nutilin 55 NVR [err]: 5.72 (d, 1
[err]- =8 Hz); 3.82 (s, 2H S CH2-CO; 3.34 (m 1 H [err]); s, 14 (s ,
-O[err]). IR (KBr): 3400 (broad)o d73q63625 1550, 1305, 1110, 730 [gr|r])
Exanpl e 10 60 14-0-[1 - Et hyI am nocar bon - 3-am no-

4 t‘r4|61 ol - y!4)fthy|o \ v|3tlhggce ,%{'-1' r] 10:1): 5.74 (d, 1 H, ,
H p 0 BN o 20T 1 H,
NG e e AR

16304 - 1300|R[(EBﬂ)]3600—928®308rob69rn}'25 41535 02KBcmE8 Exanple 1 1 1
4-0-[(3-Am no-4 forrryl-12 4-triazal - 5y|-th|oacetyl]rmt|I|n NI\/R[err]

8.52 ( , el 82 (s, 2H -
S Lerrto 5” 5%;% E?° aﬁ’ﬂ%@"{ e I Tt oiconthy; aaes.
1585, (15(2% r E, ﬁ ' 1(533'.4%1 (] 3H, O—CH%CH

b | | til NVR
O MRk eg‘? %gg ‘%;fz‘é‘??w"%"ﬂ'z? 3T (a2 Olert])
3.83 1 .S o ), 1.38 (t, 3H
(])-3[ ?Eg]q)‘t(éé @ % al t% lbca:?b %vig Z’LIZ 6:;4- 701156»7!)'&]:!%05&: J:,?llli\'j:‘nllBg p{zﬁ‘bﬁ(h . Branpl e
2,4 sy NPTt et e PR B Ry
7 4 (b, 2HR «ksn 3340 Brodd). 120, 11630 ﬂmo]:mﬂ 8 Hz); 3.78 (s, 2H, S-[err]-CO;

68,(m 2H, N-[err]-[err]); 338 dd, lH [err], J=6.3 Hz, J=10.2 Hz):

3 ( t1fd§ F4-B|s-([‘nethy]sul onylaJn no)-ll I§ 4*triaz mpiﬁ tohn( br Oad) 1722 %%ii: v ]fl-g‘los

1.3
[err]. M -

4-0-T( 4- ? &IB (8 Tri zol ); 57 2

8. 28[Ej:' %5& ?gg ag g‘iﬁéfg c; ‘%g's Bf §tem([er£1iﬁr£1]18
%rr’f 62!3(kﬁf)rii#(b%amzﬂ&[ﬁsb]1€§3cm'3 (s, 3H [err]) 3.58 (s, 3H,

err]); 3 [err]) IR(KBr) 3450 (broad), 1720, 1380, 1160

[er rI ri43@' I(g 35 0 [(?I) 2- :Eg lf"éy ;2,4-triazol -5-yllthioacetyl]
mutili Ay o ' &'ﬁ‘ s ﬂ.nfh 'dZ_)norﬁ)%(r#mlH
B Y Y R;”:C 13- .' 5.78
(PérllI E'iLH" o 176 ﬁ msf, 2H s-['f‘ s Fa -6 m 1H [err]). IR

(KBr): S0 cxaoﬂasdmemoq (bioaI0 1 72A 501501 2380 F@?'r] W [err]: 232 nm([err] =
12400), 280V (GHLH): 2325n0I%F 1849 28248136ht racting States: BE CHDE FR GB I T

LU NP SE 1. A conpound of fornula 1, H[ 'r] I n which
Claims for the Contracting States: BE CH DE FRGB IT LU NL SE

- 1. A compound of formula |,

40 _ _ NN

OCOCH,S =} N I |

o CHg4

50 | CH3 OH

in which

R, is ethyl or vmyl
Y is hydrogen, amino, trifluoromethyl, C,—C —alkyl pyridyl or —N(R,}R,);

55 n, C,—C,-alkylsuiphonyl, amino, formyl, —N(RJ{R,), —S(CH,) N{R,)(R,) or CX.NHRg;
§|s:r:’g r%geare the sam‘; orp dlferent and each is hydsrogen c,—C -hydroxyalkyl C —C
dlhydroxyalkyl unsubstntuted or substituted C,—C,-alkanoyl, C,—C -alkylsulphony| orC,—C -alkyl or
together with the nitrogen atom stand for a plperazmyl radical wh|ch may be substituted on the second .
nitrogen atom by C,—C,-alkyl, C,—C +~hydroxyalkyl or C,—C 4~dihydroxyalkyl;
&0 Re is C,—C -alkyl or C,—C -alkoxy—carbonyl
n ns 2 to 5; and
x is oxygen or sulphur;
and acid addition and quaternary: ammonium salts thereof.
2. 19,20-Dihydro-14-0-[3-amino-1.2,4-triazole-5-yl)-t

65 quaternary ammonium salits thereof.

hioacetyllmutilin and acid addition and

SCIENCE REEERENCE [ IRR A Dy



"’:""i_,fs ethyl or vi nyl ;. Y is hydrogen, amno, trifluoremethyl ——
al kyl', pyridyl or [err]; 55. Z is hydrogen, [err]-alkyl sul phonyl

.'forrryl [err] . or [err] [err] and [err]

different and each. is hydr ogen, C?,nyépxyal kyl , [Elmmm"rnnmmﬂluyl
unsubstituted or substituted [err] kanoyl", [err]-al kYl sul ghoflyl *or*
[err]__al kyl or toget her vmth t he ni tl:'rxetgeiq latom stand for a piperazinyl

\Mﬂl i
oo g i?%‘ﬁ: TR oS, PeTATH Ry B SO s—ctcqy |
KarR 36boal2lso

[err]-al kyl mrr & YosrGa, erQBHsSS l1§9@cﬁ19' 5, and x is oxygen or
sul phur: and acid addition and quaterrary ammnl um salts thereof. 2.

19, 20- Di hg%'ol% 14-0 [3 am no 1, 2, 4-t rEXgmelp d25- y th| acet |Jrutilin and

—r—

SRR i ey SRR
erR[err]LZl’%; Oﬁf’ E?;Qnﬁ M “g% r“]=’ 8 Hz): 3.82 (s,
ig%s- [lgrr]) "3%"{0 ‘h‘ By ‘?5 14 é " +3600- 2800 (br oad) 1725,
(car g ﬁgx@ﬁ %@3%& rk "f"‘?cﬂ"’?’ry[’ %‘r-tezv PRI Lt i . VR Lorr]
7 74 ( % 3. 83

6o, Af, NH) 7.4 (b, 2 Hy
O[e”]) %%34@%&& &sﬁgdgsola?;éb e:f;]z';' ?62?2)1%2% 15%25 [é%f]
S ool aey [§f’hf\?a23t§|]m.y| ?%M'Zf?]r e (1m N9 74 (5
gﬂ [N?{re ]:2-]0)[%%?- ﬁhvlﬂfpny[ -1345}3:;:‘]5’ g’jﬁ;‘{;{'}:‘l(;i&ﬂ i?_ Iq?- err]s_gt ;(vAsﬂGS (m
32 - Aﬁ?@ K'Brﬁ_cgmﬁo)(qﬁreo‘éogl" ChizSh—In 3589 . i’ig@afgﬁ’f 320"‘E§(’érrrpl e

N-[errg] [r

14 1 [1 lf n2,4-t | - 3-yl til

NIVR[ err] g“%??) g%‘i%‘?’r 1a72§y]ﬁ61 '?géo7§ (d 1H, rI[gf(r)] _:é LZW;J ! A:S?System
([err]= 18 [err]—4 02, [err]—lGZx&rlZpleSS[err] CO; 3.6 (s, 3H, [err])

'3.58 (s, 143-H{( -@rRvligiyl)- '8234nz 5-yikhioazBtylimutilih) . KB 3450 (b 1
1380, :(30_|_ 60. D]é?% o yei idin-H, J_g Hz); ];)24 {d, 1 Pym?lln-H J=10 |(-lz)r 9gdr)n 720,

4-0- (3- F4By M EGPD:5.28 95 10 Hop et P 401 PHSatre—CO) 31&1]7?:
Lerr]: 8. 82§ dca_r)l_blsoﬂ%@b (brdda), 3780, HasD, fadtflerd, 1H Pyridin-H J=10 Hz);
7.9 (m  1H, UNyICHgOHY-232 nrd (85 1QA00)1282 (YOl din-H); 5.78 (d, 1 H [err] =38
Hz); # 0 (s, 2H, S-CH2-CO; 3.4 (m IR (KBr): 3500-2800 (broad), 1720, -
1450, 129'9'"]@???‘9‘:%10@!19FtatQBEEﬁﬂrD@[FereqthUMO) 282 (8170). 35 dains
for the Oont1r a%hggungt@%u,.aE CHDE FR @& 'IT LUNL SE 1. A compound of

| fornmul a
40 NN

0cocH,s—| N Ly l

mCE REFEREN&(‘IF 11D A B

50

in which
R, is ethyl or vmyl
_ v'is hydrogen, amino, trifluoromethyl, C,—C,-alkyl, pyridyl or —N(R;}(R,);
§5 Z is hydrogen, C,—C,-alkyisulphonyl, ammo formyl ——N(R,)(R,,) -—S(CH,) N(R,}R,) or CX.NHR;
R, and R, are the same or different and each is hydrogen, C,.—C -hydroxyalkyl C, ——C
drhvdroxyalkyl unsubstltuted or substituted C,—C,-alkanoyl, C,—C -alkylsulphonyl orC,—C -alkyl or
together with the nitrogen atom stand for a plperazmyl radical whrch may be substituted on the second
nitrogen atom by C,—C,-alkyl, C,—C,-hydroxyalkyl or C,—C,-dihydroxyalkyl;
60 - Rgis C —-C‘-alkyl or C,—C —alkoxy—carbonyl
N ps 2 to 5; and
x-is oxygen or sulphur;
-and acrd addition and quatermnary” ammonium: salts thereof.
2. 19 20—0:hydro-14—0—[3-ammo-1 2,4-triazole-5 -yl)-throacetyl]mutrlrn and acid addition and:’

65 quaternary ammonium saits thereof.
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[ERR] in which R,'.is. et'hyl or vinyl; Y is hydrogen, anino, _;If| uororretyl
.[err] al kyl , pyridyl or [err]; 55 Z is hydr ul phgall ,
am no, forrryl ' [err] or [err]; OHM“H:I",[WI:IH"E " -
sanme or dlfferent "and each is hydr oge {Ji,jod hydroxyal kyI [%r r

di-hydr oxyal kyl , unsubstituted or subs R ?err] al kanoyl
[err]-al kyI suI pmapbnoﬂ-rer{pamc]cembdsylonoomprls@etahempwnu bffbhmllmlldsrctagmd imCleim 1 or
stand f or mw figrm qrammgfggh\gn achermg ;?%?ggqgﬁgggfﬁ@ﬁ agefjEoreratgmary
ni trogen at ‘TE ’E Y‘g VO Qe ke ok &
60 ° [ﬁréhLmbﬁan% 2y égé’ﬂ*‘& & bid fZJf S

e QHarhary BRMBhiumidalt for dseldd aeherfdifera
I S oXygen Opeutit! bgdn acid addl tion and quat emary ammoni um sal ts

thereof. 2. 1 8, @onﬁp droqu_rmu@ I[a8-claimadlgin Claim 1 or 2, in free base form or |n the form of a

, 2, 4-1ri azo‘?héms fapeutipy " be qP‘i"h"% eH‘aQ'dEﬂ“'i" asg'& ’l‘ﬁ&‘i“
arvon! urss AR R 6 el r‘éi’&s. T
conpri si ng ¢t &QHPQH m rﬁ? fh@rebf ﬂﬁucﬁ cainHMs |rd§ct@[gad Bordpolihd 3f, Fdnﬂulﬁ mee ase
formor in the formof a. chenotherapeutically acceptable acid addition or
guat emary ammoni um sal t, together with a Rperapeutically acceptabl e
diluent ¢@f carrier. 4. A conpound cg Fornpla [as clained in daim1l or 2,
in free base form or |ntheformof ~ Qnot her apeutically acceptabl e
acid addition or quaternary ammo use as a chenot herad peutic

agent. 5. A conpound of Fornula I aiml or 2. in free base
formor in the formof a chenotherape acceptabl e acid addition or

quaternary amonium salt, for use as gp—e - bdtberial | y active antibiotic
and for the treatnent of infections @-a3used byodbl i gat ory anaer obes. 10

6. A process for the production of a conpound of Formula |, stated in Caim
1, or an acihdwwdhdi tion or quatenmary ammoni um salt thereof "whi ch conpri ses -
reacting®a conBoisres dsf'ndaonrﬁ,d"a Nand [ERR] in whjch [err] is as
defined i n-Q aPsisichier EBE??"I‘ "&ﬂo@ﬁn 'r'?e""""ﬂ‘r%n‘?ﬁg‘y'o?' %], in which [err]

i s al kyl orw'éﬂf/lmme\?”f' B nd of formula 111, [ERR] 35 in.which Y and Z

are as defined in Caim1, and I f des N converti ng a conpound of

Formul a"# t hus obtained i nto an acid fﬁglt n or quaternary amontium sal t

t hereof or vice versa. 40 Clains fd&is dJthactl ng State: AT 1. A process
for the production of a conpound of fornifla | 46 50

[ERR] in which [err] is ethyl or vinyl: GO Y i s hydrogen, am no,
trifluoramethyl, [err]-alkyl, pyridyl or [err]; Z is hydrogen, .

[err]-al kyliswnaonyl , ami no, fornyl, [err] or [err]; [err] and
[err] are the ¥zamnd Zoare dis bfned i Ctamd1emsihlf|dsm ?mmg eqmqounyelfﬁwyldh Kythus -
[ er r] : obtained into an acid addition or quaternary ammonlum salt thereof or vicé versa.

40 Claims for the Contracting State: AT

1A process for the production of a compound of formula 1

" 45 _ ' . N="N
ﬂ ' OCOCH,S A 9 j '
50
55
in which
R, is ethyl or vinyl
60 Y is hydrogen, amino, tnfluoromethyl C,—C,-alkyl, pyridyl or —N(R,)(R,);

Z is hydrogen, C,—C,-alkylsulphonyl, ammo formyl —N(R,)(R ). -—S(CH ) 2N(R,)(R,) or CX.NHR;
R, and R, are the same or different and each is hydrogen, C ——C 4-hydroxyalkyl, C,—C,-
'=dihydroxyalkyl unsubstltuted or substituted:G,=-Cy zalkarioyl, C —C -alkylsulphonyl or C,—C -alkyl or
together with the nitrogen atom stand for a piperazinyl radical which may be substituted on the second

65. nitrogen atom by C,—C,-alkyl, C,—C,-hydroxyaikyl or C,—C,-dihydroxyalkyl;

' 8



g st r i L el B e N Lo B

di';hiyd:r.___ci)xyal kyl , unsubstituted or substituted [err]-al kanoyl,

[eri]+-al kyl sul phonyl or [err]-alkyl or together w ' at om
stand  for a piperazinyl radical which may be 'Subm,'"mmmlnynu@%jﬁcond
ni:trogen atom by [err]-alkyl, [err]_ Ihdi%?%gl kyl ot [®rnmn]-di yal k
0 013 768 [err] is [err]-alkyl or [9 2L KOxy-carbonyl; nis 2 to 5; §
| S. 0xygen or gk RUC,-akjl RIT, 20 dikabatboyr; Or quat ernary ammoni um sal t :
-t hekdof',  whi chiiscorpsb) &es'a;eacti ng a conpound of 5 fornmula 11, [ERR] in
whizch [err] ixisguvapefdrsaghyihoye ' ar .01 ' or
o7 e, L n St apa PR FecuaopyAy St Sat oot Gk iy Bhddin BB
[ ERR]. 36 PHhich Y and Z are as defined above, and, if desired,
converting a conpound of fornmula | thuscobHzwned into an acid addition or
quat-ernary ammoni um salt thereof por vide versa. 2. A process as clained in
Caim1l wherein the conpound thug oRgarned is 1 9,20-Di hydro-1 4-0-
[3vami n8-1,2, 4-trirazol e-5-yl)- qutilin or an acid addjtion or
guat ernary anmoniumsalt 35 t pRpound of formula | "according
to Caim1l or an acid addition Orq pDni'um sal t t hereof wherever
prepared by a process as clained in
“conposi i on conprising a conpound formulQd | according to Claim3, in
friee :base formor in the formof a chenotherapeutically acceptable acid
addition or uat ernary- 40 anmoni um salt, together with a
chenot herdﬁé'vﬂ\'qcl 9ds! deriddaCBlealah@ di luent. or carrier. 5. A process for
preparimg a cRERhRARS DRIMIKE o SMBOR, | inowhisthRCls ab@inpranges adni xi ng a
conpound owith ercompaund of fdre@E]IILi n which R1L is ethyl or vinyl; 60 Yis
hydr ogen, ami no, trifluoronethyl, [erk] -alh}<y'l , pyridyl or [err]; Zis
hydrogen, [err]-al kyl sul phonyl, am no,, fofpnyl, [err] or [err]; 'flerr] and
[err] asme the sanme or different ams h Yiydr ogen, [err]-hydroxyal kyl,
- [err]- dihydroxyalkyl, unsubstjtuted orNsubstituted [err]-al kanoyl,
- [err]-al kyl sul phonyl .or [err]-alkyl or _'oget her with the nitrogen atom
"~ stand for a piperazinyl radical which nmdy be substituted on the second 65
nit r;ogg_ﬂ qr;' Ry [err]-alkyl, [err]-hydroxyal kyl or [err]-dihydroxyal kyl; 7
00137687 [ er I' | vy bid £ 8velak uafned labsve, dn@/if desiéds Boriyertitg & eompboundofif@mBiat! thus obtained X
1S oxygen b af lakighaddition br duaenanasrempiummselt thereof brevi¢eoyeraof  a .
chermp'heraigeuz'iﬁcmmeysmddbpl?‘"a wheraindhe Gompoud thysobtaiped is 19,20-Dihydro-14-0-

[3-amino-1.2 4-triazole-5-yl)-thioacetyl]-mutilin’ er an ‘acid addition of quaternary ammonium salt
35 thereof. : : N

3. A compound of formula | according to Claim 1 or an acid addition or quaternary ammonium salt
thereof wherever prepared by a process as claimed in Claim 1. . L o

4. A chemotherapeutic composition comprising a compound of formula | according to Claim 3, in
free base form or in the form of a chemotherapeutically acceptable acid addi.tion- or quaternary

40 ammonium salt, together with a chemotherapeutically acceptable diluent or carrier. »
5. A process for preparing a chemotherapeutic composition which comprises admixing a

compound of formula |

) |
sl v ] | :
QCOCH, N | |
_ l -
. z '

_ 50
: R1
o CH,
% 55 CH3 : . OH :
% in which _ _
R vagon, ami Jthyl, C,—C,-alkyl, pyridyl or ~—N(R)(R,)

60 Y is hydrogen, amino, trifluoromethyl, C,—C,-alkyl, pyridyl or —INIR AR} _

Z is hydrogen, C,—C,-alkyisulphonyl, amino, formyi, —NI(R)(R,), —S(CH,),N(R,}(R,) or CX.NHRg;
R, and R, are the same or different and each is hydrogen, C,—C,-hydroxyalkyl, C,—C,- .

. .. dihydroxyalkyl, unsubstituted or substituted C,—C,-alkanoyl, C,—C,-alkylsulphonyl or C,—C,-alkylor. =
5 together with the nitrogen atom stand for a piperazinyi radical whit_:h may be substituted on the second
f 65 nitrogen atom by C,—C,-alkyl, C,—C,-hydroxyalkyl or C,—C,-dihydroxyalkyl;
: _

7

:




5 ammnl um salt, together with a chenotherapeutic | uent

or-‘carrier. Patent anspruche ffr die Vertragsstaat era{!mﬂ wﬂ@@

NL « SE 1. Ei ne Verpbi- ndung der Fornel -1 N-N OCOCH2S

B e N O CH@z 20 0013768

CHB CHB ~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~

worjn R Ethyl @sl@rc "‘V' ‘?"%s%:e#"&"!‘bf‘*b“ﬂ&n no, Trifl uornethyl, '

Cl: 2t"AI kyl , Pyrln ) (R4)" Z Wasserstoff, Cl.4-Al kylsul fonyl, . _

Ao, FOr Ny, fre’e S of a-chbrRRhdrbL Qe boceptablbTRcid ah&daus;eam%(&w

R3-und R4 gl ahmhmmdesalt \,tegesmahMetdmcmmnﬂheupd:tucﬂmmcéeptablwduu&ﬁsebartmff Cl

4 Hydroxyal kyl . C,1-4 Di hydroxyal kyl, unsubstituiertes oder substituiertes
4- Al kanoyraterftdnsgriibhd fir ie ilmybssuiﬁn @E, ¢H DEKBR GBIEIBNL BEer zusanmen mit

dem Stickst offat omfOr ei nen P| per a2| nrest stehen der am zweiten Stick-

st of f at omvalur ch1.ciine Yerbingyne dethiormett oxyal kyl oder C4_ - Di hydr oxyal kyl

substituiert sein kann;. RB Cl_- Al kyl odor C4_4-A_I_koxy Car bonyl; 35 - n 2
bis 5; und X Sauerstof f oder Schwefel si nd, ung deren Saur eaddi ti ons- und
guat er ni re Anmoni unsal ze. 2. ~ OCOCH,S J—Y I

19, 20- Di hysr o- 14-0-[ 3-am no-1, 2,
Siureadditions- und quaternire Aj
chenoetherapeutlsche Zusamense
| 'wie imAnspruch 1 oder 2 bea
For m ei nege chenot her apeuti sch &
Ammoni unsal zes, zusaniten mt einen 211+ 5peut I sch annehnbar en
VerdOnnungsmtteI oder Triger. 4. @&qe VeerHdung der Formel | wie im
Anspruch 1 oder 2 beansprucht; in Formder freien Base 45 oder in Form

ei nes chegpt herapeutlsch annehnbaren Si ureaddi ti ons- oder quatemaren
Armoni um “sal%eg; Ethi loasfeVipNndung al s chenot her apeutisches Mttel. 5. Eine
Ver bi ndung der uvaaBlrstbtt, Mnkind, Mrif\ibPREtHAC, L -aMar PyidieaBspNRR,) i n For m der
frei en Base odeZ Wassdrstoffn @,Lﬁ@kyl@ﬁmybtkmnapbl:mvl.semubsﬂnahﬁﬂlsml-e —. —N(R,MR,) oder
Si ur eaddi t | SiXNHRgradeytemt er n| ren Ammnl um sal zes, zur Verw§ndH

ant i - bakt & i gl | R fg dg‘F ‘ﬁ?"s %&;ﬁﬁﬁf’ﬁﬁﬂ of ?’gﬂf‘%oﬁ;,—;,
obl i gate Ané'g"erh"“ Tk%f s"‘“'. 4 °"fa§‘ RhioR a?e’hwe.na P AT Gbhed Wer 3k badiGh1SHAD
ei.ner Ver bi netiwee @IrcIFOJ' [Rikyl] C\\j-Bydréky&Nas oberat)_,IDiRaIFa3ediieD bubstiteiert @kif &ann;

Sl ureaddi ti ons- Rp@l.ex-AlB[ﬂaﬂerr(h.uelmmmnnurrsal zes dersel ben, bestehend aus

Unset zung?®i ner"%‘?‘bﬁgﬁﬂe‘% El 11 ss
OC.OCHZR5 0 und re ns= g nk@ Ammoniumsaize. 3

2. 19,20-Dihydro-1 4—0—[3-ammo-1 2,4-triazol-5-yl)-thioacetyl]-mutilin und S&ureadditions- und
. quaterndre Ammoniumsalze derselben.

40 3. Eine chemoetherapeutlsche Zusammensetzung enthaltend eine Verbmdung der Formel | wie im
Anspruch 1 oder 2 beansprucht, in Form der freien Base oder in Form eines chemotherapeutlsch
' -annehmbarer: Sédureadditions- oder quaterniren Ammoniumsalzes, zusammen mit einen chemo-

~therapeutisch annehmbaren Verdunnungsmlttel oder Tréger.
S 4. Eine Verbmdung der Formel | wie im Anspruch 1 oder 2 beansprucht in Form der freien Base
45 oder in Form eines chemotherapeutisch annehmbaren Séureadditions- oder quaterndren Ammonium-

: d ' salzes, zur Verwendung als chemotherapeutisches Mittel.

- 5- yI) hi oacetyll-mutilin und

8al ze der gel ben. 40 3. Eine

Nt end si ne Ver bi ndung der For nel

A der freien Base oder in
-ureadditions- oder quaterniren .

5. Eine Verbmdung der Formel | wie im Anspruch 1 oder 2 beansprucht in Form der freien Base
oder in Form eines chemotherapeutisch annehmbaren Sadureadditions- oder quaterndren Ammonium-
salzes, zur Verwendung als anti-bakteriell wirksames Antibiotikum oder zur Behandlung von durch

50 obligate Anaerobier verursachten Infectionen.
6. Verfahren zur Herstellung einer Verbindung der Formel | wie im .Anspruch 1 dargelegt oder
. eines Saureadditions- oder quaterndren Ammomumsalzes derselben bestetend aus Umsetzung einer
Verbindung der Formel Il

85
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00 768 R we oben definiert ist und * Chl or, Brom odor

OS R? -;t.),edelldjt et WONbaISAR Cf IrLAIYka 1oger Aryl steht m m,!ﬂ’,”m””mlﬂmg der

z Wor| n Y und Z w e oben defl ni ert Q&, und, gevvunscﬁtenf NS
ndung ase [

Umwandl ung ei ner so erhal tenen Verbi Forrrel | in ein Saure-
addi fions- od®yr m'eriefmreetSISWMDnl unsal z dersel ben oder ungekehrt.

Pat, ent ansg‘; yemer§ E"Pﬁ % Sfextot wopgi By(fir Alkyt odar Ardlisteher f ahr en zuX
Her: st el l'ung el ner B‘i’ el Formel I N - N z5

~~~~~~~ @COCI—IS4j/OCI—|H303C:I—|3 N__NO-|35

7 worin 0

i .RI' Et hyl oder Vi nyl ; YV\assersto{sf—L,AmLYTrlfluorrrethyl Cl_4- Al kyl.,
Pyri dyl oder -N(R3)(R4) - I|F Z V\asserstoff G

4- Alkyl;gulfonyl Am no, Fornyl, -N(R3)( 4) S{CHZ) n- -N(R3)(R4) oder
11y 40 CX NHR6,, bedeut en,

"R3 und R4 gieich oder verschl eden sind und jeweils fur V\asserstoff
C 4- Hydrd‘599' Xdr oxyal kyl , unsubstituiertes oder
substi t yi dig- Al Kyl fon
stehen,” aa.ié« azﬁﬁ%?ﬁe,n&s i e'%i‘fﬁfhh“"’" ”"'*""g"ﬁ@%’ﬁ‘%'s'?'a*‘é e
st ehen der am zweiten Stick- u stoffatom durch 1 4- A
C,._4- Hydr Grieatangpricheoiir dpn MOWMX@'EI kyl substituiert sel n kann; 45
Re Cl_4- Al kyI n2bi s5.und X Sauerstoff odor
Schwef éf si nd" g?’%?ﬂég' '5"4?!%"5‘5%81"{" %‘?{g'"d“gﬂéjf" E@e'dhr r e Armoni unsal zes
der sel ben bestehen aus Unset zung e| ner Ver bi ndung der Formel 11 50 OCOCHZ
R5 CHs 55 N=N
. Cl O3 worin R wie oben defini ertodo'i:h n.rﬂl\Rs/".Qv or, Brom oder 10S02R,
bedeut &t wobei R. fM Al kyl . oger Ar éht s? m t einer Verbindung der
Formal 111 9 - 0013 768 N-N H3 _

T30

35

worin
R, Ethyl oder Vinyl;
Y Wasserstoff, Amino, Trifluormethyl, C,_; Alkvl Pyridyl oder —N(R,)(R,)
Z Wasserstoff, C,_,-Alkylsulfonyl, Amino, Formyl, —N(R)(R,), ——S(CH ) —. —N(RR,) oder
- 40 CX.NHR4; bedeuten,
R, und R, gleich oder verschieden sind und jeweils fiir Wasserstoff, C,_;-Hydroxyalkyl, C,_,-
'Dlhydroxyalkyl unsubstituiertes oder substituiertes C,_,-Alkanoyl, C,_,-Alkyisulfonyl oder C,_,-Alkyl |
!' ~ stehen, oder zusammen mit dem Stickstoffatom fir elnen Plperazmrest stehen der am zweiten Stick- |
_ stoffatom durch C,_,-Alkyl, C,_,-Hydroxyalky! oder C _4~D|hydroxya|kyl substituiert sein kann; .
45 Re C,_,-Alkyl oder C, —Alkoxy-Carbonyl N
' n 2 bis 5; und _ - ' ! .
X Sauerstoff oder Schwefel sind, '
" oder eines Sdureadditions- oder quatemére Ammoniumsalzes derselben bestehen aus Umsetzung einer
Verbmdung der Formel Il
50 . - . .
OCOCH2R5

O cH

55

worin
-Ry wie oben 'definiert |st und
R Chlor, Brom oder OSO,R, bedeutet wobei R, fiir Alkyl oder Aryl steht
65 mit emer Verbindung der Formel Il




§HS4  JLvIlYl N 5~~~~~ .1 zwrin Y und Z wi e oben o i imi O
und,. gewunscht enfal | s Umandl ung ei ner so erhal t enen W“H“Mgﬂ“ﬂmmrmel
in édin Saure- addi-tions- oder quatem res Amoni unsal £ der sel Bensoder
Jungekehrt. 2. Verfahren wie i m Anspruc . Ae@r ucht worin die so
fer hal t ene Ver bi ndung 1 9, 20- Di hydr o- beonai’éR '
414-0-[3-am no-1, 2,4-triazol -5-yl)-thicoacy+Mutilin oder ein
gSaureaddi tions- oder quaternires Amopiunfal 4] dersel ben ist. 15 1]
dEi ne Ver bi ndung der Formel | gemass Anspr ~oder ein Saureaddition
goder. ein quater- nares Ammoni unsal z dersel ben falls nach ei nem Verfahren

i e .imAnspruch 1 beansprucht hergestellt. 2. Chenot herapeutische
1Zusammenset zung ent hal tend si ne Verbi ndung der Fornel | gemass An- spruch
43, i n Form dewordr ei en Baseegder,;n,F rm si nes chenot herapeuti sch
Jennennbar en, Sauy i NEHe" 0 %}nﬂaﬁﬁg&%e AR HSRALDG e BAATR i S
ger nem chenof hé‘cfdﬁigﬁél ddeCquatdmarestArhiA af UelsBlben B ugiyBkehite! Oder Trager. 5.
§Ei n Ver fahren zun. Vafasies WieingAsspfueh 1teaispiublenade dieiss @fhaltens (Ve dindents t2,20+Diyydro-
wel ches dar i n14s043-ainino- Iizid-sriaast5-wi-thivadden]mutilitu ragleni cain FEAureaiditionsy. \pdp5 quaterndres

jococH2 st Ammoniumsa de nyl

msalz-dggselben ist. 35 werin R Ethyl coder Minvl. Y.
g L
jVasser st of f, g%sg: rﬁ' h%gap &3 _eJFZSf "s'r:ﬁéhsee" g &M h';ﬁmwgfl@)/és ung- 5 élég@eé}éess Ar:-
- N(R ) (R4) odsprucEX3NER*Form bdesie tréiem, Ba4® oder in FeBm usidesRéheatherdpeutibelr . annehmbaren
fver schi eden s$j,\:dsad¢id° sewflwaﬁﬁﬁfevmﬁg?'%q@ﬁ??“ Qisammen iy @58 Chafrothaapautisch an-
§o hydr OXyaF‘kyT ! "‘gﬁégggﬁf ?W%&Ete tq1e¥ei%zﬁg§grﬁoé|!iﬂr§breht%§he§’ Zuéa‘r\e?]ng%g@wg’welches darin
v | pdor "zusanmen mt dem :

C _4-A kyl sul Eé&@({, d2Shart-ein _ _
ur eonen Piperazinrest stehen de& zweiten Stick-
r

dungSdef Bérthe

#St | ckst of f at om
stof fatom durch Cl-4-Al kyl, C, .4-Hydroxyal kyl od
substitui eft sein kann; R C, -4-A kyl od& oeﬁgﬂrlh
§2 bis 5; und X Sauerstoff oder SchQeé g in

§i n Form ei nes chenot her apeuti sch
guat er naren Ammoni unsal zes zusa
gannehnbar ei? Verdunnungs- mttel §
pour les Etats contractants: BE .CH D
formule | OCOCH2S 4 NAY O CH3 60 QG
CH3 OH 10 0 013 768 - 3

35 worin
R, Ethyl oder Vinyl;
Y Wasserstoff, Amino, Trifluormethyl, C,_-Alkyl, Pyridyl oder —N{R,)(R,)

- 4- Di hydr oxyal kyl
¥Car bonyl ; 45 1 n
rmder freien Base oder
Saur eaddi ti ons- oder
chenot her apeuti sch
er'™h scht. so Revendi cati ons

‘ NL SE 1. Un conpose de
s fand laquelle :

Z Wasserstoff, C,_,-Alkylsulfonyl, Amiro, Formyl, —N(R,}R,), —S(CH,),—, —N(R,}R,) oder
‘CX.NHR,; bedeuten, :
40 R, und R, gleich oder.verschieden sind und jeweils fir Wasserstoff, C,_,-Hydroxyalkyl, C,_,-

Dihydroxyalkyl, unsubstituiertes oder substituiertes C,_s-Alkanoyl, C,_,-Alkyisulfonyl oder C,_4-Alkyl
stehen, oder zusammen mit dem Stickstoffatom fiir einen Piperazinrest stehen der am zweiten Stick-
stoffatom durch C,_,-Alkyl, C,_,-Hydroxyalkyl oder C,_,-Dihydroxyalkyl substituiert sein kann;

Ry C,_s-Alkyl oder C,_,-Alkoxy-Carbonyl; .

, s n 2 bis 5; und _
& X Sauerstoff oder Schwefel sind, : ) .
b in Form der freien Base oder in Form eines chemotherapeutisch annehmbaren Saureaddltlczns— oder
| quaterndren Ammoniumsalzes zusammen mit einem chemotherapeutisch annehmbaren Verdunnungs—
mittel oder Trager vermischt. : '
s0 : . _
Revendications pour les Etats contractants: BE CH DE FR GB IT LU NL SE
1..Un composé de formule | - .
55 _ ' ﬂf“N
| A
OCOCH,S N , \
: O cH | B
60 .
Ry
0::H3 .

- 85 dans laquelle



e

| RL.est: et hyI e ou Vi nyI e; Y est hydrogene, am no, tr|fI uor
CL-C4° aI kyle, pyridyle ou-N(R3) (R4); Z est hydrogene &gﬁ‘&i mum“nyl e,
ino, :fornyl e, -N(.R3) (‘R4), -S(CH2)nN(R3) (R4) ou CX N et

-..-____---=|-.dent|ques ou differents et chacun_est hydrogene, Cl CA- hydr oxyal

C1-'CA: di hydroxyal kyl e, C, - C4-al cano®I1@1RcA®&8ubstitue ou substitue,

- C-C4- al kyl sul Rogat! hyRtlofCvimfiét- al kyl e ou ensenbl e ‘avec | ' atone d' azote
repr@sent ent. yhest amﬁ?,e ra'mimr aifluorginéthyleli C,pel talkeler yridyie oy N8, Q |\}F?“ﬁf)a\cond
at ofre d" azoteZgaat mroﬁ}healckypealk\dsulfmlehyd\"t?xf%fmﬂﬂ s YRR —SI (

ClL- CA- di hy@kBi5al kyl e; Tcnég?géﬁ ou e ts $tkcmat$m%9t hylirogiet CO¥ Vn dxa%&m&hﬂ e—¢to

- n-est.219 ‘! IEndLbubdit B4 duBstitdsl CSe6 -ale/isalf via abel i, —6g-alkyle
-~ daci de et(??y dmﬁggégm IQebAieed &ate?représ'énltent un radical plpérazln;le qui peut étre substitué sur le

' 19, 20-di hy glicendlstoide [d3zaerparcs L-C;allkvler €azCy yd@xyalkyletdy Gaetdfvyronakyiti ne et
ses-sels d' addﬁhtestcﬁw—tﬁﬂﬂ‘lv'ae’ue‘is—cﬁnéffﬁfymam?ﬂﬂﬁaterna| re. i5 3. Une
corrp05| t’Pon chi ohgéle conprenant un conpose de forrnule | tel que

revendi queefse ijngzgéiﬁ%ncg JideNet ki dPdnchiun® Qubterhadee de base libre ou sous la
fornme d'un se 2. 0920yt 4c0-{8brdieo-0 2, AdtriarahsSylithicpedtyiemutline et ses. sels d'addition

chi:m ot herapﬂdﬁetqimmmuraaw atsle en associ at | on av:eE rmupllle %)Jere\ighldl?

vAhi cul @schi m3oU'Fﬂ:ﬁ° eﬂ’eq" e E‘%‘Qs%%m gzns

que revend?éﬂlﬁ"n,u T} o uw &R ddébe a&ea\}ebbrned.maumm
sous |l a fo c ta’tﬂ‘d ou ammnl ;m guat er nai reb libre
chitm ot her apeut uquﬁﬁm’aé deafo labllqaer erquuwutrﬁ\len@eﬁﬂpo og ase 1l
chiini ot heer ap efmtsllJ ll lfmme'si unun;é q? eggfg%%g“”f @Fatﬂ[}%’er"é‘%?\tgg ytigemgnt
revendi cat PESAPLADI® POy MetiOH'$ ol 8, 04 BFndliewassamle
d' additi on, @fé éonab lggﬁ%niu{?g ; %d’nﬂn |e r\ﬁfzﬁﬁthﬁd?ﬁpﬁllﬁlbtqél’eﬁﬁ;ﬂﬁuement

accept abl eaccB&Hﬁle |pol=|||t I'dtlhﬁﬁ&d Eb’lhrﬁeoﬁﬂ’tmoﬁﬁlid é)a@bitéqamxb#cta@hmmttneur le traitement des
ant i bact gr inesRfiensgirovoquées bar des anambeﬂpblwev"% i nf ect i 0 n daun sgle
anaer obes obI |Fg!5it' glopéss deeféptﬂh"‘}g‘ ‘:B % ‘ggfé(tl@;n,gj,(ﬁ '° mposé
fornule 1, Jpid ﬁ&q’cﬂef’%d?@vﬁﬂ' cqé{?te'i')'ﬁ"el 5 un tlon d aci de ou

d' anmoni um %]uaternal re de ce conpose, qui corrprend | a r6act|on d' un conpose

de formu,e 11 30 OCOCH,Rg _ OCOCH2R5 0 CH
| 35 R CH3 CH3: OH
40 dans laquelle R est tel que @ LAl a revendication 1 et Rs est le

chlore, |le bronme ou -0SO02R7, d est al kyl e ou aryle,it45 avec un
conpose ge forrmule 111 N N ill HS - jLY 50
Nz 55 dans laquelle Y et Z son «.1,1 s Ala revendication 1, et,
si desire, la transformation d un coppesedde fOBmule | ainsi obtenu en un
sel d'addition d' acide ou d arrrmmunaquaterﬁdl re de ce corrpose ou vice

yversa. g0 65 11

dans laquelle
) . R, est tel que défini a la revendication 1 et
i R est le chlore, le brome ou —OSO R,. dans quuel R, est alkyle ou aryle
! 45 avec un composé de formule i

NN m
NT

Z

50

55 . dans laquelle ' definis 3 | dication 1.
Y et Z sont tels que inis & la revendication
et, si désiré, la transformation d’'un composé de formule | ainsi obtenu en un sel d’addition d’acide ou

d’ammonium quaternaire de ce composé, ou vice versa.
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'R'ovend" cati ons pour | Et at contractant: AT 1. Un pr i on
d-un conpose de formule’l * N -N OOOCH2S T dﬂ" ml
ans sl aguel |

CH JRa'CH3 15 01 nﬁg
est ethyle ou Vi nyls; Y est hydrogene n? trifl uoronﬁt hyl e,
C, - C4-al kyl @Wgylmatiwsepml EKaRSMthﬂanZ:OAT Z est hydrogene,

.C, - 64 al kyl | 4 S(CH2) nN(R3) (R4 '
CX. NHRa >IéBSgt gz}/ %?égpaﬁﬁﬁpa'ﬁééw‘é’tm 8‘?’?4”%8&? 2"8'!’ 'cgacu)nnegt %13(/dr2)gglrjle

C;4CA-hydroxyaIker Cl- C4- di hydroxyal kyl e, -A-al canoyl e non substitue
~ou substitue, C-C4-al kyl sul fonyle ou Cl-C4-a kyu ou ensenbl e avec |'atone
~d"azote repr6sentent un radical piper§ Wt etre substitud sur le

25 second atone d' azote par Ccaeﬁral -hydr oxyal kyl e ou

C, - C4-di hydroxyal kyl e; R est | e ou @- C4-al coxycarbonyle; n est

2 a5 etdx est |'oxygene ou D ~d>un sel d'addition dacide ou
d' anmoni um quat enai re de ce cupop onprend | a reaction d' un

conpos6 de formule 11,: OCOCH2RS 3R CH

3CtJs Lt X CH 3 | 40

j2..< CH8 CH3 . OH 45 dan§|aqueIP5'R est tel quo dWini
-dessus, et R5 est le chlore, |e brone ou - OSQ2R7, dans | equel R7 est

aI kyl e ou aPiﬂs aqugeec un corrpose de for rrul e il, sO

N-NN|I 1 oSy et #ans, | a le Y et Z sont tels ued6f|n|s

dessusq et \£§§ Ay ﬁ %E Iei &rT@"iﬁ’(’e 'tg Bdil e | ai nsi
obt enu en uox&gzbsé ad Pt or?;bééﬂ? wd A%, P ®yua @%ﬁe SGHIMURNR,) ou
conpose, ou Vi Beev&imt id2ntiquies gtr diftstehes btcdhaclinCest RYERSYdh] 02 -h cajgion
1, dans |eq‘ﬂ'é‘4df ose-Asanayie @ﬂ)‘t%'hﬂ't@squ fubstitué, C —Cég-all?y_ls%lfoﬁfﬁa‘ﬁgdcb-ﬁ%le
19, 20- di hydfthrEam t@'mf e 32 te4r a e g Ydl?vnémzweewweumtq dubstieuécaur ten
sel d'addition Rd e, y|d ATt YU o orfiydigxvatiylen
conpos6 de for nlese2 I3 aeton | a revén |cat|on l ou un sel d'addition d' acide
ou d' anmoni um B8st gmm#esoafee ‘ce conpose, prepar6 selon un proced6 teI quo
revendi qye o g'un s epghgp ide qu d’gmmonium quaternaire de ce composé,

qui compren a réaction gun composé de formule I,

OCOCH,R

2Rs
o

35 _ - 0 cn,

T
Ry
| o CHy
OH
CHy

45 dans laquelle
R, est tel que défini cl—dessus et
R est le chlore, le brome ou -—OSO R, dans lequel R, est alkyle ou aryle
avec un composé de formule IH, .

50
N—=—N 1T

w1y

55
Z

dans laquelle

© Y et Z sont tels que déf‘ inis ci-dessus, et, si désire, la transformation d’'un composé de formule |
ainsi obtenu en un sel d"addition d'acide ou d’ammonium quaternaire de ce composé, ou vice versa.

2. Un procédé tel que revendiqué 3 Ia revendication 1, dans lequel le composé ainsi obtenu est la

19,20-dihydro-14-0-[3-amino-1,2,4-triazole-5-yi)-thicacétylmutiline ou un sel d'addition d"acide ou
d’ammonium quaternairede ce composé. }

. 3. Un composé de formule | selon la revendication 1 ou un sel d’ addition d"acide ou d’ammonium
g5 ~Quaternaire de ce composé, préparé selon un procédé tel que revendigué 3 la revendication 1.

12



.conpos6 de fornule .l selon \9 revendi cati on 3, sodS
ou sous la forme d' un sel d' addi t:éj?’é% ggsﬂe ou d' ammoni um quat er nai r
“chi mi ot her apeut i quenment accept abl €9 ciation avec un diluant o
‘vehitul e chighuRe chinBoshipAUHIAId@ERPSutGEL eprmpronant un. cddipopd de Gidenutke | prelopalhat |
o' uhg Caspaditdtion 8, whs forros hebaap o oy s@is laiormedwpsebdiatdition H@Fia‘h%_ ‘AmmenNi¥BNpose
de f or mduetetnaixg phimigthérapeutiquement acceptable, en association avec un dil cdle chimig- y 2
NI O (;H tr"i“‘m‘;’59_“6!1;15:‘uper:‘ eéntéacecexaetéat:;;ﬁon tﬂ'ungfc fpositio ch'miothégﬂgutﬁbg’, qui comprend Q‘.’n@ﬂlgéans
‘1 aquel | e‘.{;tﬁ, coﬁ.ﬁ'}oséa%ﬁ%f,ﬁmp vinyle; est ﬂydrogene, amno, trifluoronbthyle,
O -C4-alkyle, pyridyle ou-N(R )tR4); Z est hydrogene, Cl-C4-alkylsul fonyle,
amno, fornyle, -N(R3)(R4), -S(CH2) N(R3)gFR#Nou 25 CX NHR,; R3 et R4 sont
-identigues ou differents et chacu f_' @/_&IOQ}_EQ, C, - C4- hydr oxyal kyl e,

C, - C4- di hydroxyal kyle, C, -C4-alcq %@ 2" nonngubsti tue ou substitue.

- C -C4-al kyl sul fonyl e ou Cl-CGden} kyl e ou ensénbl e avec |' atome d' azote

. representent un radical pip&az»q gui peat etre substitue sur |le second
. atone d'azote par C, -C4-al hydroxyal kyl e ou

- Cl1- C4-di hydr oxyal kyl e; 30 . 14-al kyl e ou

. Cl1- C4al coxy-carbonyl e; n est 2N Xxcast | ' oxygene ou | e soufre; sous

- forne de base libre ou sous |gTornmeggyn Sel d' addition d' acide ou

- d'a ni um quatemaire ,- chi m3t herapeutiquement acceptable, ensenble avec

~un difuant ou vehicul e chim ot her apeuti quenent 35 acceptable. U, 40 Lii U

- 45 50 559%8 lmgelle3 . :

P . R, est éthyle ou vinyle; _ .

Y est hydrogéne, amino, trifluorométhyle, C,—C,-alkyle, pyridyle ou —N(R,}(R,);

. Z est hydrogéne, C,—C,-alkylsulfonyle, amino, formyle, —NI(R;}R,), —S(CH,},N(R;}R,) ou

“ CX.N:R:;t R, sont identiques ou différents et chacun esf hydrogéne, C,—C,-hydroxyalkyle, C,—C,-
dinydraxyalkyle, C,—C,-alcanoyle non substitué ou substitué, C,—C,-alkylsulfonyle ou C,—C,-alkyle
ou ensembie avec I'atome d'azote représentent un radical pipérazinyle qui peut étre substitué sur le
second atome d'azote par C,—C,-alkyle, C,—C,-hydroxyalkyle ou C,—C,-dihydroxyalkyle;

0 R, est C,—C,-alkyle ou C,—C,-alcoxy-carbonyle;

nest2 ab; et

: x est I"oxygéne ou le soufre; . o ) ] )
sous forme de base libre ou sous la forme d'un sel d’addition d'acide ou d’ammonium quaternaire

" chimiothérapeutiquement acceptable, ensemble-avec un diluant.ou véhicule chimiothérapeutiquement .. .- -..
35 acceptable.

)..( ‘1b ’ . ' . - : * m C L .
rl-"".;>-S 0. 013 768 4. Une conposition chim ot herapeﬂ“‘“pm un
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