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sol ution of7 4l ednp dwmd [ rinncomycuaraiAne iuaweer-lﬁascmﬂe sohentesae hamgevetedési n can be

acetone d %rpivi*rbnea Héd t veﬂut ﬁr@fe ﬂaassg on wéfeoa nofmelr | nsol ubl e
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be renoved BEhefliydroshltifeosits of thet3dca® be frertthealytiechloride Sheof3hel34 -® -
hapgstals of 7_- halo - 7 - deoxy - lincomycins
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are usual ly of a high degree of purity and can
be used in acylation as such or they can be
converted to the free base by mixing the salts
with a basic material, for example, aqueous
sodium hydroxide, a quaternary ammonium
hydroxide, ammonium hydroxide, or a strong
amine base, Basic ion exchange resin can be
used. The insoluble 34 - O - acetal of the
7 - halo - 7 - deoxy - lincomycin base can
be removed by filtration, or it can be extracted
with water-immiscible solvents, for example,
chloroform, methylene chloride, ethylene di-
chloride, or ether. Alternatively, the hydro-
chloride salts of the 3,4 - O - acetal of the
7 - halo - 7 - deoxy - lincomycin can be con-
verted to the free base by first neutralizing the
salt with a base after placing the salt in solu-
tion in a solvent such as chloroform, dimethyl-

acetal of the 7 - halo - 7 - deoxy - lincomycin
is suitable for isolating the very labile acetals
of 7 - halo - 7 - deoxy - lincomycin, since a
nonaqueous procedure can be employed.

Most of the 34 - O - acetals of the 7 -
halo - 7 - deoxy - lincomycin bases can be
purified by solution of the compound in
acetone, diluting the solution with ether, and
then adding hexane to the cloud point to in-
duce spontaneous crystallization,

The 34 - O - acetal of the 7 - halo - 7 -
deoxy - lincomycin can be acylated by pro-
cesses already well known in the art, for ex-
ample, by reacting it with an acylating agent
in the presence of an acid-binding agent, for
example, a tertiary amine, to produce a 34 -
O - acetal of a 7 - halo - 7 - deoxy - linco-
mycin - 2 - acylate. Suitable acylating agents
include acid halides and acid anhydrides. Suit-

acetal of
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with water-inmm scible solvents, for exanple, deoxy - linconycin can be
acyl ated by pro- chl oroform nethylene chloride, ethylene di- cesses
al ready well known in the art, for ex- 90 55 chloride, or ether.
Alternatively, the hydro- anple, by reacting it with an acyl ati ng agent
chloride salts of the 3,4 - 0 - acetal of the in the presence o@

co

aci d- bi ndi ng agent, for 7 - halo - 7 - deoxy - linconycin ca N~
exanple, a tertiary amne, to produce a 3,4 - verted to the free baﬂ'
by first neutralizing the 0 - acetal of_ 37- halo - 7 - deoxy- Iincso

salt with a
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di net hyl - i nahinde swit ad piriine,dpdnodmadargiCiscd  ctheng i rpra¥iled a Sempound of the general 5
1, 205, 083 quinoline; trialkylamines such as trimethyl- formyla:— able tertiary amnes
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NN- di al kyl agi | ani IhgE TGl et (Yy|
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ahiline, and the
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met hyl pi peri ditwe? - dald -t he dkaxke Jindovgciproeker r ed idine. 10
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by treatingsag pﬂﬁp o w"#hagn ‘gyrﬁt g“‘: taI of theﬁ? alo - 7 - deoxy
- linconyciN Gér eample, &URHEQERAL £ éo%ﬁz hydrochl oride in a tr@re
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reaction i s cQmeblGh 86 ulel Suitablddrt m&sﬁi |0W°f emﬂerature preferably -
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t hereof wher e'“fﬁ aceRn;nﬁlqe 1tr11e, e Elgmc @s l‘g rez ?ﬂ}%ﬁgé‘ jv§§1$

sol vents i ng g,l‘bC tgjnog h)hhf@hlifﬁm stitited aryl group or an
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gi ven above exgérhvdrolyswcﬁcbrmard&, achAetQ)m:, does

not represent SH Hﬁgtgsﬁhlﬁﬂd 7 Afeorys - ¢ OmYCthe ecﬁly lmEe% to t&%;ﬂ"‘p?’b?@‘é"f’%l{?e gr oup

can an optgoorggh 1Y EReETE bt i @?p s@Histitated aryl £6up! iSHRMEAinkRM to the

hydrol ysi s, prref eli@®lys - aedy dmc&f}t:thnﬁ Yy« substituted heterocyclic
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optional Iy 35 “Frge REMARE Sroflh PEINGE NG WAichdiRD % apdir Lard® of B iithedl 75

100[err] C. fof hhflogefolyi obdr . pah ndsatﬁyst s uos tthara tise provided| a goropepnd nditeect | y

| i nked to the For exaﬁ‘lple Ach,l"ror@ --aniéyhderdeoky -Benepah fgmylRiT - 2 - [err]

acyl ate. Aci dshleqcH - 5‘”‘? fgh ‘gﬁ' -dﬁ'F‘t dilute CH group through one to
h

four vinyl ege hy’:frlaytﬂy,gamtm iﬁi‘fl [Jfe sulphugic can algp be [err]

used. idene group, is hydrogenated using palladluxgr oups. 3% The prptective group Q
can be rem)veds Cataﬂl@tdﬂ!dlhmgoae@haln@tshemnm@at ure e inv by

hydr ogenol ysi ghotibr ‘i% e a . tio re i.s pfovided a
conpound ofgst hﬂample, ga?ﬁon ‘L fogenbly: van-0

formul a: - taghdusly, s eﬁeztedl & Qilyent atN temcar bobenzoxy -
acyl ate, eit hePF!'a'mtf bqﬂee:g)]irlabmtl@:ct pred ﬂQYC hydrol ytic renov
ani syl - id using pal | adjym
hydr ogenol ys9i sn é <5 ﬁ%ﬁ%‘lx‘z&i Pl n%’de - ani syl i lgle‘ The’ pal | ad-
ium is usual |fgtmdﬁﬂ0cﬂtbx‘l'n&d on a carrl er, for 45  exanpl & o] The

hydr ogenol ysi Sy Tfadﬂlrand 2-acylatt~agedbwb ed frsmeffect ed in a sol ven@"ﬁ‘t‘"’za tem

[ er I‘] per a a?f 319 s so e- valgrgm eiﬁﬁxl)&rbonoxy 1%55}1 Fnzﬁ
pressure nas @,eamy;sd%@ Dife hﬂe‘{cmmdesquare I nch gauge.  Sui tabl ep
sol vent s i ncl sdebpPrecipivtidhawicd 3 nacolvent sl d, et hyl acetate, chloro- || form
and di oxane. 2as acetone or ether. The compounds or nitrobenzyl and X, R, HR,, Ar and R—C 80

are usually isolated in a pure state by are as previously defined.

this method although if necessary recrystal- Also according to another feature of the

60 lization may be achieved from water or invention there is provided a compound of the
acetone plus a small amount of water, general formula:—

gener al

0 nmycin - 2 -
pof Yythe 3,4 - 0 -
patal yst. The




The desired 2-acylate can be isolated from the reaction m xture by

various techni ques well known in the art. The 2-acylates so pre-
wherein Qis hydrocarbonoxycarbonyl, benzyl 55 pared are easily isolated
as the hydrochl ori de salt by precipitation with a non-solvent such
as one or ether. The conpounds or nitrobenzyl and X, R, HR[err],
Ar a 80 are usually isolated in a pure state by are as
previ ous@e’fi ned. this method al though if necessary recrystal -
Al so according to another feature of the 60 |ization may be achi eved from
wat er or £ invention there is pr ovild?@éiosé conpound of the acet dhe plus a
smal | amount of water, gener al UL 9R mecke’ s rnerhrndﬁ"ezalcJ @L}ﬁchl
Rei necke's, di hyI di t hi ggar boni c, cyﬁ J b alh’l:x@decylsulphamlc,
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0 tyldecylsulphurrc, picric, benzoi a

phoni c, octyl ecyl ul phurr c, picric, ? zBl
ci nnam c aci
salts can b Used gor thﬁ 0
or they can

ex- Ar
be converted to an ~ \
salt, such as the picrate,
to purrfrcatron procedures

amic acids.
O The acid-addition salts can be ubdt€fotht d- addi ti on

same purposea e tipufrgedsesorabeyt e free- base
l?% ;gﬁ@ ?yegls’grtﬁc F‘“&tﬁeg?rh@“ same. For
: .s[pel’ r] msolu"nle salt, such ?s?iﬂé éicralr}eﬁéh h?tég Qt';ise can

: subjected to purification procedures, f for Nsol ubl e
L‘fh can exhbple, solvent extractions and washblgs, subj ect ed

chromatography, fractional {gu w e'{§0| vent
tractions, and crystallization an

extracti On% an I%S t
= Q regenerate the frec base form by treatment 50
chr omat og Iga.ﬂgy ’an}iﬂ @3 f, qgfreﬁmﬁli t #B%H or to make a different salt by
tracti ons ArGng @ yrst rel Zoahmlan repfigdnt errtauvssesd Or the fwheaser:an 'bx corﬁ:rteHR[ err] and

Ar are ABs apryedqn@usl to r e ener ate t H ant i, 35 So ﬁfgﬁmnt 50

def i ned; antfeusing Ot P Fsglbf e (ym“{f;n vg,f breOhn. t G5 MRKE @
ere 1s also r 1 ed a comp?urr_xI cte

di fferent op ‘16 A formulﬁ e abgaime sblegnfilbkRR fé@ﬁﬁh&xﬁ@ﬂi&me met at hesi s.

O the free base can be converted 5 &epe Sorinj bferpatment of the thus- extrellcted
ution or con (S¢ t Dy
RS A AL S ‘{@E“éﬂs T B e at oLl
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various water - 55y l of. t he gends mpdify gelpypthene resins. The long chain  nj sci bl e

compounds, i.e., where HR; is alkyl of from 8
f)g.ls\e/e?gfmbgg/ t’reat ﬁgner %I ng,the free carbon_atoms up, have surface active

In roper-
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surface active proper- example, the fluosilicic acid addition salts are ti es and
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the free base. The free bases can be converted solubility characteristics
and in the isolation 20 to stable acid-addition salts by neutralizing and
purification of the penicillins, particularly 85 the free base with
the appropriate acid to benzyl penicillin. Said salts can be forned

bel ow about pH 6.0 and advantageously to either by neutralizatig ;‘of e
free base about pH 2 to pH 6. Suitable acids for this formqa @:‘
conmpound with the free acid form purpose i ncl ude hydrochloric,

sul phuric, phos- -of a penicillin, % Asmetathetical exchange 25 1

phori c, thio ynn'u‘, fluosilicic, hm(h q uoro- of the anion of an aclid
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10. 13 25 filtration and washed with acetone. The yield 70 11.02 EXAVPLE 1

Found: C, 58.68s 30| g ®f3hite Nrys@llig034S. 0 -  7Fgpd= Goppah oH, 8965 NDéé%yS,- 9

li ncomycin - mesynden -2 ;@ Clchlorfo- §2- dﬂrérr] 0. 4Q17 6l 9.96; g b 2“8
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(Anal yses corregffédn‘ihvclr“’ﬁ—’]feMz a5 ONt 78 ). {(An ys/g:s clorrgctp for
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ani syl id en e Céo remo‘;exsoprogbéglc ving a "t"“ﬁarﬁ’ﬁﬁ% aifmc Chloplg? P Bn 105
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lincomycin - 2 Thd @éﬂlﬁ-toﬁ pd}y BLQ-was 5solved 1nces§\nal§z£pcomeaedqgr Inenseee) was added
and the chif%or3tdley. ofracptic atxd&ndldiﬂxﬁeémﬂt h 4Cml. react | on m xture vvas allowed to

cool to room fer. Fé‘e W &rr
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4.98; d, 25 a:@avearhd1m51h wdbtobll acC elRe. T e yiel
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4.36; S, 90 The zml h golycdwgs}SO mb hefor ox_yh linco droch]c(zl']de tlh 7 29 ﬁl da,
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or ange tigh| Breof It_rate7 W@S ywith Ft qﬁg mé ridepry fd—r gms]:ll5- Carbobgﬁadge was
di ssol ved blsxﬁ lrrliﬁg ‘}T‘g(s ch -6 I:7&-63}30@ Cb:lzr e gm% gizai:z %(é;ra the 59 ! Vent
was rerTDVﬁdcoﬁ?@cu EbEtﬂonde sol ution Ofpalixﬁlatg, 2 {ohte, an@ B Qfeinoate/ On

resi due vvasTldlcszsmuWedaﬂ shakirsﬁltlma mtxnﬁrc dewxal of the |cenmb¢ryw igrony ty yalkd- or i de | n 20

m. a%t%gfbﬁbﬁ Yl leconteryaed | @tfiotgﬁs % afﬁeatlh PFor mani-de
was mi xgd W ﬁ}ﬁaene ! 7(8}1-} STl |‘t][ CI m t at e

ti on of 1§e Dncatﬁﬁ ncbAieGha ai@eméde chraoxlxﬁﬁo) 11200 - L (f

deoxy - | mprcmrgyxcﬁri g otthnte mm;mumf benze'rvlecto T h@opma@th 5] -makrtltateeZ Was set 60
palmtate h ?Haggve x b g&f@i no?i(yb fe‘f)ﬂ‘?‘)% eé’nthand after
col | eCtl"SO@ 461 O% anisylidere B?}(é &(E Ft rhéﬁ bgcéﬂ’ ca@é ﬁh t h@@ m . of
di still at @ewdp- aﬁtdmgctnqﬂ ofﬂg exaipled l’%ﬁuﬂp is als oOfenedd. Dy S ova y pa33| ng

ni trogen through the benzene was addedBY Axbtt@ttak thtf 750)(3 d!loro ef7 - filter
for 10 min. sub gég Chl e,ved ggé“‘%ﬁg'ﬁiy

distillatiggll, “Hiehn of ztgmas r d’ﬁlﬁ ou ki oﬁﬁﬁa 9rsd  The
reacti a@o \bﬁm deEo coal @6k d Acstal hydrochlonde 0f34 O - anisylidene - 7(8) -

1, 205, 083 benzoxy - lincomycin there are obtamed 34 - bromg - 7 - deoxy 8 lincomycgmandrihe DF 7(9) -

chloro - P-=¢ - 7(F)} nebsro [é Aeqey oy aglg"t;;aﬁd leprate paareglhefcar 5t her eof
meih hydtaghii%%ﬁy e TR b0 L B R s B et d 7
chl or o 25 @arilob&hzexy Imcofntrd&ﬂ-. 2 Thmifakd 2 r ato@cinas2 dlp lmtted 20\ tabira®f MAr2to  tri deoxy
- 6 - (t r%ﬁ@tc&am@ 2-- h@!alrltlga‘-bmdz'/(?l chzort-- hexanoa gnec itat b&) 7. Aﬁlo?o o7f 3,4- 0-p
acet am do 2 g% Y g { Iceg ] Eﬁz ln@%%?%xa%ﬁy f lmc cin ;1@' Iort 1n Exanitples5
benzyl i dergg rem of - th i2oxy goup $0MY2,und 3 ¥ RS) ~bréino - 22 deo§d

ocCt opy ri@nagdregenotysi over adlum oh‘ldhﬁaﬁycmibdh%ldd’\ol&thdnqtm deqere are obtained
pal m t at e theg are ¢beained 7(8) - etmyo 27 dtpexanéét isylidene - 7(fk- é@n‘ﬁouhd was shaken
i o o gy mg:ttzte%w‘ e ot 50

wat er and t};lEQ'tyH‘ﬁoge’n(Q 1& movg e eadoate Shddd Elinhm e?sdbﬂJHﬂdrdiv‘s‘xs charcoal ,
there 35 bombnh mrh;bdrzmayl dﬂ thél' hﬁlsyﬂt@tﬁlhl' tyleldg7($), -dbremd)- 7 dame obt airbved 7 -

chloro - @&moms8 - trideoxy - 10 p - aé’ “H%@‘nz f h'/lfc & - chI oro -
/- 6 - (ti{ Qu%sntutiﬁg thegféld hlg 7 < 1@25 ;ﬁ;gz‘% remo 0s tOt‘:e

linconyci e @-sﬁnc&@ﬁuﬂo? ﬁc }’anlelb I' @erdin rE'o ired bo 90 |— -

t hr ee -403 7-- chloro - 6,7,8 -tﬂndeax;t 06 (twes 512 rompf- 7\Mti|e¢xg- methxlhncomycmgal acto -

oct opyranG P@E"Zﬂ’gm 4 lg yrrol- Pal 1.}1’818 Za r 3,4 -

acetal s aéabtcg Aosidel) )ﬁ?ﬁ%& L 1th %%a whlch cat ed above

can be su st tut Sh ogenolbmos -p é’ Q,tegg he 15

3,4 - 0 - ani syI dene - - chl or o mycig --2 - h dﬂ%&(@t mnata, wldlz:h case, the
- - _ te 1§, obt:

3,4 - 0 - acetagt¥ 99 y i ncor‘?ﬁigt"’l?ubstgmn?gtﬁﬁhg g 0|cﬁ9roexanpl es.

ed. - bromo - 7 - deoxy - lincom hyd
l(_S,),__ah.l Or 0 - 7 chlorides or the 7(S) Y chloro - aifimbréé?\wpﬁg 5
lqyide in 7Exdeoxy - N - @sbomipsylintontycim@y t he 7(S) -
3 by Cory grtl)g?'eg reof, there are obta g -
co
deam s Bavk KL 5@){5’ @?ﬂé

- - e@mychamN - carbo- hy

group is also
By substituti
deoxy - linco
chloro - 7 - anplés 1,

| i nconycin of Exanples 1,
the 70 20 by 7(S) - chi

e obt ai ned
orjpsle of 3,4

- 0 - anisylidene - 7(S) - 0/! benzoxy -l ncorryc” there are obtained 3,4
- bro C|n nd the 2 - - anisylidene - 7(S) -
chl or om-’) 1:5;3“@ (g g C_yf}:,‘;}’e“z echlo %: | aurat e and-2f—#xanoat e t here- N

t he hydroDXy amyé Ll—dlene/rmhdll(eS)capb-chl oro - 7 - N - chloride of

- car boberﬁzmxymdeokyi n@owﬁt n,1 -Rafloben0 -  Of MP%S on hydrolysis yield
- thy . .
7(9) - P ’I‘fﬂ‘m ocm rams“?é L "% g ?aéﬁ?g 25 carbobefizoxy* - |incomycin - 2 -

palmta 2 - laurate, and 2 - | aur at e,
and 2 - hexanoate and 7(S) - chloro - hexanoate. 7 - deoxy - N -

car bobenzoxy - linconycin - By substituting the 7(S) - chloro - 7 -

2 - palmtate, 2 - laurate, and 2 - hexanoate. deoxy - l|incomycin
hydrochl ori de in Exanpl es On renoval of the carbenzoxy group by 1, 2,

and 3 by 7(S) - brono - 7 - deoxy - N - 80 30 hydrogenol ysi s over

o o I I



By substituting the 7(S) - chloro - 7 - benzoxy group by hydrogenol ysis
over pal - deoxy - linconmycin of Exanples 1, 2, and 3 by | adiumon
charcoal, there are obtained 7(S) - 90 40 7 - chloro - 6,7,8 - trideoxy .-
6 - (trans - 1 - bronmo - 7 - deoxy - N - denethyllincomycin -
carbobenzoxy - 4 - pentyl - L - 2 - pyrrol- 2 - palmtate, 2 - |augrat

and 2 - hexanoat e. i di necar boxam do)1205,1;33 t hi o - L - threo - [err]e
I f desired, the IIyUI enol bl S tﬁ,q?# be—effected . = ou ou,L u =

fe ve c ygl t
0Ct Opyr anosi de 2 1onNm xgi THEER “Phe 1 cargo rboxyhc Vc\:@ acyl ra%uz qzl( 3?
bromp - 7 - deoﬁr aé t - linco- more than 18 carbon atoms; or an alkoxy-
mycin - 2 ~palntate, 2 - l’ at e, and 2 carbonyl radical; X is chlorine or bromine; R
hexanoate i s obtai ned dlﬁg/@m.u_,, and BR, swehibe samet orndjfidréne alkfISHf -
chloro - and — e not more than 20 car‘l;,on atoms,E cyﬁﬁ:agwbof 4 .

—— from 3 to not more.than 8 carbon atoms, or

deoxy. -(linconycin hydro- 00 aralkyl of not %ffg than 12 carbon atoms;
chlorides or the 7(S) - chl/qr \ and brono andlRDis hydrogen, alkyl of not more than

7 - deoxy - N - carbobenzoxylincomycin by 20 carbon atoms, cycloalkyl oft fngm 3 to not

epi ners thereof By [yebsté t&’lgef‘”bﬁtlsalldﬂ’é!@? thh @ther more than 8 carbon atoms, or aralkyl or nitro- 50

g atic a are aralkyl of not more than 12 carbon atoms.
correspondin hed th¢ eSEES ; 3 4y cegﬁ 2, A compound according to claim 1 where-
ep| nmers have t heBg sobs tﬁkﬁ@ fgﬁm,@ I {38 ahD iR, is benzyl or nitrobenzyl.
side chain hydndes, by the acid chlorides or anhydrlde 1‘305 comgpundyfreqrdingtoGaing & having
car bobenzoxy,, t 9 ahecother acidsplisted above, there are ob- the formula: [err] t ai*fed
3,4.- 0 - anisyPrdd Heé°°““?°“dm§ﬁra6¥l‘l‘5es 6,7,8 - trigleoxy - 6,- (trans - 1
- carbobenz- OXYy - 4 pxap@Rtzyl - L - 2 - pyrroli ?ﬁjne - 'ﬁ
oxdmdo) - 1 - Shipo - L - threo - a - D- 50 gal - ocC si de and

the 2 - palnitat én aqueous oral preparation gpntaining 400

9 and the B)f é ythro op |oc§/ano-,
or al koxy- subsgr{cmmla&“ gtii‘?&ﬁ ingl'blé' ﬁﬁ%ﬁ in the Isi dé gchai
hydr ocar bon carilmpedjehisc aci dP acyl radi cal of

not nore than 187 lﬁb‘Pf"atz m§le°x®r an al koxy- [err] SR car bonyl
radical; X is chl qfilg RE. brR3IRIRE: 863 and HR{erf]jare the
sane or dif f¥r enMeall lbe,o fus.p g ] not
nmore than 20 car Bopylgtabes U.£Pcl oal k lS ghfx 45 0~C—A
from3 to not nof¥biEREA 8 car bon at nsgm-or aral kyl of
not nmore than 12 i@gﬁ.ﬁhrﬁ ns; gm. and the acxd—addmon salts thereof, wherein

and R err], 35s hyg@wgen kyI of 3m@t %pre t han

20 carbon atons, 'l' cygchuiapdeder of frof®B g nof ; . tigf for
ani sal dehyde the pil ﬂ o e, t han 8! aﬁ‘)on aﬁu R TR at‘lﬁiﬁ“ 2 P?eino?l

5 aronatic al de Crv;a?éfﬁlgdyéboqgmot ‘e ar et Aamaﬁdnyd aoocfrdmg)to cmmehmﬂtzzn 6})2

carbon at ons30 The ﬁrﬁb & eldo&rgdg,s@d)@a th fgmalag- acet al s. 2. A
conmpound accor cith Ot—GSc:I a| m 1 where- By substl tuting the acid
chlori des and an¥ ‘Wl $ a‘§ benzyl or ni t r oberily drides, by
the acid chloridbs® S?mpa? Rrhedarmula 37 A corrpoun cor ding tHFclaimil
havi ng of the other acids ¢ sted above, e ob- —ghe-Fornul a:
55 10 tained the co respondl nlg® 2- acyl at es. //// EXAMPLE 7
Sytup An aqu oral Kat i on cont ai ni ng '_____ . of 7(S) -
chloro - 7 - deoxy 150 nmycin - 2 - palmtatﬂe hy hizgri de in
each five mI/}g rs |N§ p epared fromthe foll ow ng 'r){gredi ents:
7(S) - chl o - 7 - deo>Q/ ) linconycin - 2 - palmt S
hydr ochl ori de 800 gm { gy 020
Met hyl par aben, U.S. P m Propyl par aben, U.
2.5 gm Sorbic acid 10 gm Saccharl n soél um
12.5 gm and the acid-addition _ag_tks t her egf ,thCV\A’tﬁ{_ﬁunon salts therkdf CWiRFeal €
sodi um 2.5 gm 2 "

and the acid-addition salts thereof, wherein R,—C— is as given in claim 1.

o 5. A compound according to claim 1 where- 65

I
R,—C— is a hydrocarbon carboxylic acid Il
acyl radical of not more than 18 carbon in R,—C~ is palmitoyl, lauroyl, hexanoyl or
atoms; or a halo-, nitro-, hydroxy-, amino-, hexadecyloxycarbonyl.



25 G ycerin 3000 m. Tragacant h powder

100 gm. [err] Orange oil flavor 10 gm
R HR[err], Rerr] and Rlerr] are as given in
claim1. F.D. & C. orange dye 7.5 gm 4. A conpound
according to claim3 having Dei oni zed water (.s. 10,.000 m .
60 30 The final preparation should be adjusted to the forn@: pH
4.0-4.5. VHAT V\E CLAIMIS: - 1. A conpound of th a
[err] 359 - 1,205083 1 | 9
and the - 1] = rtion:
salts ther e@%‘: ‘h“xﬁ‘ f“f'frs l’f’? the Djegythgascogi v §40q-n iogTpagr.q or  alkoxy-substit fed 40

51d ain y rocarbon arboxylic acid acyl, radica
conpound acc ot ng I'm 1 where- 6o more than|18/chrbon a'to?nsa)(; dﬁ( ar bon
carboxylic acid ac /{ﬂ adi cal of notarsweyl eadidiaX ll&lﬁ‘ﬁlébﬂ]ﬂ'omlhﬂ Herr] is
pal m toyl, |auroyl, hoyl or at erisHRopre ghehglng -or d!ﬂetentoalkyl h?droxy-
amno-, hexadecyl OX-WMQQDW ' ?ot gre than 20 carl;lon atoms,bcycloal yl o
1, 205, 083 Y ’,Qﬁ‘(yl o N NEn A (RRE RS have the
D-erythro con- cyano- / tQN ocyano-, Oknd ko:yejto@hgbﬁliyl bﬂJﬁcedxmre4£han
figuration in the side chain 20 carbwydmmeaw@eﬂsylcérﬂbmx%/tomt acid acyl
r adi cal %f By substltutllln%l for1 am;aldghyde the other ;n:fls tlha;l 8 canbon;lt 5 Izcr? :}érﬁ 1@ car bon

T yo moxe tnan caroon a

atons; o Ié%ﬁ‘% cozr::poxllséleng %zvg’ tl;ere e ’h‘a liac dofifitlp téiclaim ’h% et hiorine
or brom ne; substituting the acid chldd acj;@,m_ar B ]khie bSIﬁﬂBarGﬁtroﬁéan)fler ent al kyl of

not nore t hhyrdmﬂaa Wyahbedd ailetdss, orCanbydeiad k&l3 bfcomund according to claim 1 hafipppm 3 t 0

not nore &h%frfh%mbealﬂbléhhs&ﬁdh@% thare are op-  the formula: aral kyl of 1ot nore
than 12 Car BB %f Gyesponding 2-achlates. & o and Rl err]

5]
i s hydrogen, al kyl ofggfnienore than A‘I
20 carbon a$ywus, cycloal kyl of from3 to not By St i ng for
ani sal dehyde1“5iflr'ilé‘1e I?E# prepgpption tonfanmsw,(hr bon at , aral kyl or nitro- 50
5 aronajsg cmajgfeﬁ lj’afezg% Bt mlélacgl;l"nere ar, I"Ir;M‘/‘U nore than 12
carbon at onfve minii@RiApAREE gngpfoql% ndi ng 3, 4- 0acet 5. 2. A conpound
accordi ng tmgxedxatsm 1 where- By substltutl ng the ac | ori des and an-
in Rlerr] is? l°f°o-r7n|de¢>f®benzyl hydrides, by the chl ori des or
anhydri de m°° R ERao ‘QE?CQ ding to claim1 having of 4t he ot her
acids ligaed If)ab K are 0O S::?heforrrula 55
10 tained tm’ﬁapﬁpa’ra’besﬂbﬂm ng 2- a.csy mt es @X&l\/bLE 7
Syrup or al preplé)ramon cont ai ni ng 400 nmg. of 7(S) -
chloro - “i‘ nco- V8N -aid the paliaddiceh ealby g badide i n each
[err] 25‘|VQ;1 Yol ﬁlFers S @mpaﬁ.‘pdfromthefellowng 0
i ngredi ent s: Tragacantlf @)der chl or ®00- gh. de X¥ir R—C—, andnﬁog% 1k gnven m

palmitate  Orange pj ?V@’Chl ori de 105 sm. 6{Q), gm
0 20 Met hy%ﬁ%& ranqg dep 10, 00(7; ﬁﬁ’ 7. 5 49Mcompound aRtofditiglcp AkiABHAVingd). S P.

ter
2.5 gMm 30 The final preparation should be adjusted to the formula :

pH 4.0—45,
WHAT WE CLAIM 1S:— Chy
1. A compound of the formula | Chs
fs Chs 3t T

@é——_
=
S
=
T
3
3
7]
S

R
33 0 A0, Chs
04 ¢
SR 0-C—kz
0
0_8 ~p and the acid-addition salts thereof wherein
4 0]

and the acid-addition salts thereof, wherein R,—C— is as given in claim 1.
0 5. A compound according to claim 1 where- 65
O

I
R,—C— is a hydrocarbon carboxylic acid

acyl radical of not more than 18 carbon in R,—C— is palmitoyl, lauroyl, hexanoyl or
atoms; or a halo-, nitro-, hydroxy-, amino-, hexadecyloxycarbonyl.

RN



Sorbic acid 10 gm Saccharin sodi um 12.5 gm and

the acid-addition salts thereof, wherein 25 Cycl amat e sodi um 2.5
gm G ycerin 3000 m. Tragacant h powder 100
gm R, HRlerr], [err] and R err] are as given in Orange oi [ flavor
10 gm cl g 1. F.D. & C. orange dye 7.5 gm 4. A
conpound accdg @o claim 3 havi ng ' Dei oni zed water (.s. 10, 000

m . 60 30 The final preparation should
be adjusted to the formul a: H 4. 0-4 VWHAT WE CLAI M I.S: 1.
A corrjpound n$ the formila P qf%sl’ogi : : 10

[err] [ err]é. A compound according to claim 3 where- and the acid-addition salts

t hereof wherein © and the acid-addition salts@thereof, Gdperein [err] is
as given in Cnlxi!-—lll P,lerch(gx é)(}Hnd accorfling to clhim1 where- 65

- . 5.
[err] is a hydy_@@&pﬁ,ﬁgrﬁé%z éauigciagn 8%h acyl/ r aqi cal £ more than 18
carbon in [aim] i§ Bydpatn ROV propy@n®W is hexan§yl A4r yy2ioms; or a hal o-,
nitro-, hy8r yl. am no-, ,hexad_ecgl oxycar b(ﬂﬁ) 10 10
1, 205, 083 in'RAi‘s:"g;,%‘;‘;ng ac;_‘l’:f{d“}f t°e$}ma A’”herf;;lo 60 A co according to
claim 3 wher ggerhyl. I ﬁn[err‘] PS ﬁaInmRt oyl, lauroyl, or gandyl . 7. A
conmpound accor giAn@mbpeund hasridinSrowhadd €where- i N Rl err] is hydf w HR[err] is
propyl, and Ris ﬁ) [err] 8. A co?j{bun wgcordi ng to
claim®6 re- in £l s rogen, HR[err] is ntyl,0and Ris
met hyl . Wn‘% L%xl:fi_c@yl Rgl%ﬁ‘al’é%lf:oggégﬁrﬁ to claim4 V\,heArre- o 10 in
[err] is pal m 1000l compoankt 6f\the foltgilearoyl or hexadecyl oxycar bonyl . 10.
A conpound of the fornul a: - wherein Q is R,, other than hydrogen, or a Wher ei n
Qis R, other than hydrogen, or a protective group removable by hydrogenolysis

; » HR;, R, and X are as given in claim
protective group rerulgvabl e by ggydr ogenol y’iggré; A :’s a defined in claim 10 with a 35

and R, HR{err], Rerr] and X }I‘,e as Qi Verlkedgtht Gkadlllg the acyl radical R,CO.

and Ar is a defin cl ai XMth a 14. A process according to claim 13 wherein
reagent producing cyl J.2 i cal R[ err]AEH<: is anisylidene.
C

: 15. A process according to claims 13 or 14
14. A process ac t [arm-13 wher S comprises removing the 3;4-O-acetal 40
ArCH< is anisylidene. _ 9 10 [ &fréub by acid hydrolysis and when nec A
process according to cl ghns oy 14 or desired the Q-group by hydrogenolysis to
whi ch conprises renoving -4-5p- acet aIfO‘i!l!é)aAcompound according to claim 1. group
by acid hydrol ysis and wheh necgssary complounlzi et POTUD SEPTEE has
Q group by hydrogenolysis to i forma conpound
according to claim1. 0—C—k
£ ¢
and the salts thereof wherein X, R, HR,, ’f /73
1 ~X
|
15 R,—C—, and R, are as given in claim 1 W

except R, does not represent hydrogen and Hp ﬁ :

Ar is an optionally substituted aryl group or ! 0 Ho 0

an optionally substituted heterocyclic group o

7
directly linked to the C{i or an optionally SR
20 su/bstituted aryl group indirectly linked to the ) (,f‘{ .
CH group through one to four vinylene groups. 2

11. A compound according to claim 10

i i itrobenzyl.
Whleg“}\Réolx;;:ﬁgl gzcgig&gentzg claim 10 o©f the acid-addition salts thereof wherein X,

25 wherein R and R, are methyl and HR, is R, ng and R, are as given in claim 1, and
0 E

|
trans-propyl, X is chlorine, and R,—C— is R.—C—is alkanoyl of from 12 to not more
palmitoyl. than 18 carbon atoms. ) . 50
13. A process which comprises acylating the _ ‘17. A composition according to claim 16
2-hydroxy group of a compound of the In which the compound is a compound of the
30 formula; formula:

A



16. An aqueous conposition conprising a

conpound of the formula: and the salts thereof wherein X, Rerr]
HR[err], 15 [err], and Rlerr] are as given in claim 1 except R err]
does not represent hydrogen and Ar is an optionally substituted aryl
group or an optionally substituted heterocyclic group o _
[err] directly linked to the CH or an optionally 20 s .}.i@ed aryl
group indirectly linked to the CH group through onetof@ | ene
groups. 1 -11. A conpound accordijpg,d0 claim 10 wher ei egy] is

benzyl e#-n%ebenz-yl———;z——A-eéan—pg—d—al—m-—m— of the
acid-addition salts thereof wherein X, 25 wherein R and R err] are nethyl

and HR[err] is , HR[err], and Rlerr] are as given in claiml, and
trans- propyl, X,f{'ss chlorirzﬁ, and [err] is [err] is alkanoyl of from12 to
not noré pala¥it oyl . J fs than 18 carbon atons.
50 13. I OESS anprises acyl gy ng the . A conposition
according to Jg% 2- hydr oxy groups conp the in which
t he eonpound i onp the 30 fo ' . l
fornul a: 0 ) [err] ® ﬁ # - . Jerr]
or an acid-addition sallh hareof wherein or "gh aci {tion salt thereof
wher ei n 55//3 ' or i d- addi ti on salt
t her eof wherein [err] is palmtoyl!:
20 [err]i _Ps given in claim 16. 21. A
conpound of the formula: 18. A pedi atrlncgf?r mul at i on
according to [err]
claim17 in which [err] is palmtoyl. 19. Aprocessfor
control of bacteria in or aiy Nt s ddis C baitdiniRgeof UiRaEE) Whi ch
conpri sesor a(l)l acid-addition salt thergdf| whereitini ni &t ering a conpound of the
Formul a: I R,—C— isl ity %
R,—C— is as given in claim 16. 21. A compound of the formula:
18. A pediatric formulation according to
g ot
| 4

|
5 claim 17 in which R—C— is palmitoyl. ¥ . Y
19. A process for control of bacteria in
animals (excluding humans) which comprises " - Ny

orally administering a compound of the

formula: )
/ oR
%
il
(o wherein Q is hydrocarbonoxycarbonyl, benzyl
m? 15 0
/ 0 [
10 or mtrobenzyl X, R, HR,, and Rg—C—-
are as given in c1a1m 1 and Ar is as given in 25
claim 10,
22. A compound of the formula:
9
i X
or an acid-addition salt thereof wherein X, w——ﬂll
0 HR; |
Il . 0 01—0,
R, HR;, R,—C—, and R, are as given in
claim 1. Ar
20. A process for control of bacteria in AN R
animals (excluding humans) according to claim ¢
19 in which the compound is a compound of #
15 the formula: 0—AH

g



wherein Qis hydrocarbonoxycarbonyl, benzyl

0 10 or nitrobenzyl, X, R,
HR{err], and [err] are as
given in clai m 1,and Ar is as givenin 25 [err]
cl ai m 10. 22. A conpound of the
formul a: C@ an acid-addition salt thereof wherein X
[err] R, HR[err] [err], and Rerr] are as given in
claim 1. 20. A process fl% gﬁgntrol of bact eri a in 12
ani mal s (ex h
t he conpound i gvhqexg mdd{hfare as given in claim 15 34hé dopawd a:cordmg to claims 10 to
wherein X, R Cﬂ ofnfi ﬁ%i%’?gﬁ ehydron dF rﬁ’rzozce emeprew Jﬂ?’n h%‘r‘&‘tor(gl ng
to claims 10 tG o3 A Beah cl g fprocenlyr ﬁ Hgﬁ 87012

or 22 wherein ArCH< | s ani syl 1 dene. car banpwwgdam)imy dm&zﬁwescﬂcred

ni t r obenzyl . 25. R pr ocess[,/f or the prepédhatierane of Eampbsnl to 0 23 A

conmpound of the fornuya

12

herei n described .

[err] HRB. fEBW%
1to 12 or 21 to 24 wheh pre
cess as claimed in clains 13
27. An antibacterial conpositi

pound als%gg %Wdﬁﬁdﬁﬁ ‘6\““3%1
i X cess tf:ﬁtgra:n Ef(?{l% ¥ hfgfory as
th reference 170 Apxatifkwesal totipgasiGon compris-
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