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i nventi.on- cap, ‘therefore, exist . in Alwgsbyl ene chloride solution . ¢
cont ai nl ng .LU\I U]JT.1 L,cu'ry cu,lec FsomerterormsTasTwettas— ™ :

met hoxy et hyl @ﬂt% riageg E’&?’: n%@,l\gﬁﬁaéeﬁﬂ@df 6t 54700 k161255 (\? |
m xture of 't )ﬁ?’s 1Y

active, £ OLS.. ) 18, NDRydfoMloric 4Rt mdohexa _ tf%&%tzﬁé tgg(gfxdas in
i somers and. mmkmmhdm racdwlemrchhnd!ked oft dex mnihdal\alsofdmbdnfrﬁ:d! W|th

gggl | nmg t\r,1Vlet P;ﬁ iél’m o § d?&%ﬂﬁ y“il&onc acndw@g: uzlutajnrllgr 70

pharmaceutl\’ o[er to [err]., . of waﬁeﬁ
conposi ti on, -~whi ch . conpoEsatmple. corrprl es. nDiee. (wis Sobgined Nis) gmns of whme '

d hy! 9 ha f bov ecrysalling | hergcillip, gesger
Sol ut 1 on- 5 gy i C°£’&§§'“9°§*HE% i S TR ¥ &W &

mol e) of phenyi.ygl- & af |zdechy¢drm1h ml cgyﬁgrvs Qétacdlm
ateg: aC:de5§c§6; ption

was then addedminates with sigbrous st

by way of - 18ty# Pyt b ‘Efrr? Gf;)? ”é{/} g%; if% of = .
the preparati 0@ ﬁa‘”q'{%sj%gff&% Q’Rz‘_’at dsl’3 é\?\% é P &0
acid chl or- ofaﬂoﬂehdsﬂhtﬁﬂsls@&amdbyﬁmaumand ' - .- Exampld@. had di ssol ved -
The yiel d of nwhd drﬂa#abmﬂz pH thﬁOhdta rSatasf

otyhetacxllm havm&zm O&E@? r]

Exanple 1. prag o m‘}’"’-’-"t‘ﬂpm5 .
Vet hoxynet hyl 'I':‘%L’ ekl Rk ihabihy esth - one r'e;afe ettt -Shakhofdeilingte. g5
Pot assi um phegmx,ymt fnided) @01 20 inhll- mastN H(:B8 \&sS&amu;gd m)wvaﬁ of htfefoh&‘;m n 150

. of met h&I d orm_,mmum_»_, dhe eixture wasueoeled &0l ed
to about [ er XY TR T o

. @%ﬂ t I°°ﬁ t°A?r°1 m ol i ng -
bath, and 9. 5 mﬁ&ﬁl crysthivefoh, HotkilliERyQEoLHN. 4 a{m e oaa: JMN@&%&% )
nol e) ‘of chl orﬂermh;iltdmdsflehetywwas A Nas ﬂgmns wt'rhtspﬂgofl Oregttio’s.
(0.05. 120 a W (%crﬂ;he mizRIre WAy cropintainet 2@ft0 28 by -
6- ani nopeni- F %';%?[ C ctompgra ¥.iva yoLeis)h gﬂ’ _ d the,
m X 20. 6. gr ans 0 ol e): of . phenyl gl ycxd ﬁ-g'd-' 't5 p{o g,;g o 5
hours while. allow nf _ |Bnmhl;dir ochl ori de. Aduzeﬂxufm Iwhe '

m xture to comne Hegeillin Methasyneathyh iEste “E%!'? '910'}' '

chloride hyg f’ @'P et -kﬁ@z @aﬂﬁol Wﬁ?‘iﬂaﬁf gy |de the
pH of the soO 108t Q0. PMbIeNS ethylamligk> Thé NES wi-t h ZOQ;,m, hportlons of *wat er
and n- 8.5 dleat laohtib%wab itgl0f Csamil 805 h dﬁap:hﬂh Met thyl Ester _Hydro- 100

. grams (8 ml., 0.1 mole) of chl hl 1
1b400 ggi eﬁ' ¢ dlssolvedmsz)ml of m‘gﬂﬁg&,rg m?e ‘Of , -
about 0 4?'\fl added over 10 mmum After mole - .

m xture was 1 hairingdjohsS thod -af 10° &.,Sthe) readtiod! €438l Ed G, v cgraa.m to

1.8 with 6 N hpikmewsopolidh Glsied ﬁ!ﬁ@%aﬂ nohad) of cldmdsdlqulyl e:ﬂieeraddvdslos

stirredin 70 m“gg@mﬁ;h% ong bgsis of StiFingy thignlayer chigmoto-
tet rahydr of ys Hlan ¢

IR EEII T s
washed wi th- hyﬁhﬂmahd (h[olnde aieli wehshed tmwraier f Qi)ld mm&eﬁm d ie¢ @kes and .'
stripped to y| h@gum ‘hwa # ! rlt?f) mlopt[rmns]of méthylen8 @hloridadj110s . -
The 70 grans ne cl:lo;me was remove e meth added -
ot i ot sondil B AL B TR 1 %F‘mﬁ Tl
Exanple 5. - ‘was homogmews on 1 Gpaiitelngnd Qid
Hetacillin. . liMR SPecrtz were C"nsmm W‘th s‘mm - wuh dlluveysdlathlhyd@mdﬁetdammdnlﬁ
ester * hydr ochff s, i “?1 NEady eofwagnst 100

ver e consnstsgrummahn amde&toa@ %haﬁll oit@%mﬁ shlfa fdted OF
N structure(63Bnmd gp-mlmdfmactqdm ofun&'ds drp&esbieaélgﬁremold-le&tml[err]

for about 20 h 19n adding eshowivigt mev#goroau@nsi%m atO-T’r?@
m xture [err] t 0 % %ﬁgg ‘ﬁ:

[err] to [em]m ﬁlteHsd NoithCetHAland deled %o a1t 7 c&@s
adj usted to 3. wald 1.9208ms of @& @@nwﬂphmte 5. vifhstirdd ether/ 44 whike' EchQ;% formdd|

L7 -m whiich fter 16 jminutes jof: wirnjng
TR W“““’é%l TR et mwnw @@““

2.05 Acylation of. p- toI uenesul fonate Sal t- of



ot

. 8.0 m.

20 grans of hetacillin. having a potency of 913 Met hoxynet hyl
6-am nopenicillinate. Three m:g / nyg.

. nate (b) Hetacillin net hozynet hyl
ester, one salt of net hoxyrret hyl| 6-am nopenicillinate 85 gram was added
to m. of 6 N HC was admed with 40 m. of acetone and stirred for
: \@ n tes, seeded vmth bet a- 4.0 m_. of water. The mixture was cooled to
25 ab10984) o0 to0 from Llerr] to-[er®]. To

.- the cool edméa xt LEi'sﬁhs[ &t mlmet Qlid- Q&xﬁdl' i t @b, @ Qltirionl 6 diﬂpmﬂxﬁéiteﬂfs mttéuerzg
. added si xwawr! IR i HM aps&ragw peEnddent d Cvithi pererde acp@ls7t5atol852aﬂ|lml|d nglt aci | | | n

“hydr ochl opith s orider sl s forasion |
f.l_tere%ﬁﬁg £ é? i Rtk Wmamgmswthe
= r.eaction Mgl al "W th spectra r op&nal E

_: norhX byl QLIRS 30

<. maint ai nedAqudmaﬁbeixmwaHBebyce%@f_' ) mammwmpammw mahehbiudu | I in
add|t|on’6‘fen l& serigs) (of FERFUOIr bs h] ori.d Y

. as neegedy A 00 ,ﬁa % &é@a&"’@& ﬁ}ffe dt 6*Trom 6. 5
-to 7.0 andl %pﬂhaﬁﬁbﬁyl 1c1lhn is " ester 'ed hetacillib,N&  $Hovd if TaWR g, fbblbsh.€me 5. and

* diluted mrhzammmqem cthdven porshylest hyehch Easd, cibe afihidie . ees ad!mmster% th acetone

to gl_v&_rﬁﬁ sﬁ’?g‘ p %:é)%g{,béia %&uﬁm[é”] was

et hox g
: ucégf‘va ue@nﬁmh ctograms per milliliter- X 30pl e 8.

added 10
7 cl ear so vlanmalcvbdkeadm edexde aradipBill AITDI CI I| n I\/Et hoxyrmet hyl
~ Ester Wﬂ@“ﬁfmy‘?ﬁ“@ agi on"lcﬁgi T4 Cﬂéﬁf’de At
“ferr] ZUQS $ 50 ed-_l?ayl i Jilesbi&ﬁ\fﬁdetﬁﬂdé n orOf
- met hyl enand usddh alie stglatidiceRtision W x&solm@dm&? .{Hus Ogreviding( Ebr leardkp) andib-ordSde was
* added ov@hmzlelym nhl?réis hy, ide ispadfled) ient; oftipeaknlexely pfc the |apuibiotT e theo| ut i on. was
- stirring® K%ﬂsﬂx&;‘ F;L‘_ylgﬁ P ctlbdﬁd"cool ed to:[err] to [err}. and

_ ure Was - pol.rsh fiiTtered and concentrated nole) of-
- chl oronet hyl et hyl et her. added. ':;;ﬁ nder reduced pressure to an oil which
“was . After one hour of stirring]. thin-l'ayer chronoto- taken up in acetone,
- polish filtered and “afriof Levsisasie '.0§h6Mdlsnvlosodem anpicillin remain- 45
- concentr at ed to an oil. This oil|was t@l gﬁ,ev The ni xture was -pour ed
»into 200 m .- of in nethyl @ag chtgrs de an w?th water - cold pH 7
~buffer and extGompeusd thr@e/kxhes’ atpH'loﬂrstahemAde:ﬁﬁtlwth wat er .at. pH 7.

After wi th I . porthggns oOf gGT Ny §g i g1y e—ﬁﬂ@—d-ryl ng, ‘the -
4--The ‘et hyl ene c?nl ori de“extracts were added

met hy'I ene chl ori-de was renoved:
- under vacuum Hetagiliee an adby: phou.30frot BP0 to2about 030 ni-  cold water and

the pH 50 sol iy ;grams 93%: yj el d. IS rial djusted to 1.6..
- hydrochloric _q.lpllmn Aot 61{. .'% afs r-g?-e nmil#F gﬁ‘i}JR and | ayer
‘was separated and adj usted% o pHP8%s NM’%"§pect 243 wer e®ddnsi-stent " with
- structure ~ WiAmBidliihut e sesh um hyds oxi dgeand exls act eglsi15. of the desired
pr-oduct . ree'times with 100 m portions: of - met hyl ene A
. 2:0 gram (4. 8etasili). sam!ﬂ5e Wasi2 thl or #4&. - Thédhet hyd-éhe chloride |ayers
wer e 55 di ssol!\githinister2dinmi% sodiam thizadonatnd. 0. 75 gram . dried. over. sodi um
“sulfate and con%f‘é‘ﬁ’c'sr'aff‘eddé%ﬂlsd ot es) of p-toluenesul fonic aC| d-mono- - -

“under red pr ed t ve a col Iess OI ded to the
S0l U i50 weEiaeart i T x\&f?"%." (& o T %’9 gélﬁ%?s “120 25 n .

- of diet'hyd TablaeH, belowy STia! tonipaind) vefst apired as algjixémih The 0i Was di ssol ved in
- 2-propanol, After 15 m nutes at ‘ErgH:‘# the white crystals - cooléed, and HCL
“in 2-pr opanol added. This 60 welJ tfred and washed wit-h ether: and dri'ed
sol ution was then atdet ReovedofMethodfmst9l Bstert® H¥GhE 1: 9-°grams of the

t ol uenesul phonate  wel | -ﬁier@@l @mhenrat:oﬁ\ta/\hatte ppt.  was forned salt of
hetaci | | i n neThoXymeEThyt—ester—— er— % of stirring was:
filtered 125 [err], Calcupaeed 5.4 hed. wi'th.col d ether.
‘There-was ob- Compdgnd - .. (mg/kg) -Af;na{f : %:SAﬂeg_zj?m 3?; ‘1,400,584 - .-
"6 tained 12 JE&@p 01 Wi L g3 oI T {30t umﬁ: : 56| utl ‘on of - :
anmpicillin ester is treated 25 water ?R and iII\/R sp‘é%tra wer e conS| st ent
with acetone Hetagilin7 5 t o585 5 andshel d un2il w.sh strags ure for. the B
hydr ochl ori de f hgfaciliin este or n has proceeded. -Heta- t he
met. hoxyn‘et hy| Aglgﬂcglr:‘pn :\nﬁ% ci Ll g Bio gli‘l | I(i"&é)t Se|(f‘ qps recover ed_ from
‘the organic 5 potency as anp|C|II|n showed act|V|ty of 682  phase by
treatnent thereof with a strong. add ntg/ng.

and water, e.g., three normal hydrochloric 30 A useful enbodi nent of the
process of this acid. The hetacillin is insoluble in the liquid invention
is. a continuous series of reagtions phase and crystalli zes.




carried out without isolation or.recov of Oral absorption of the (/Q)
hetacil hin ester was 10 internedi ates. For exanpl e, the potassi um '
eval uated and cohpared to ampicillin and sd#PO3¥# phenoxynethyl penicillin?

is ester ed . hefacjl apghemﬁaoxwaﬂda&am Ghd . 1ELOMIy 300 D miticksNIn these tests,

chl or onet hyl ret. hylun&t i'catés sanhYilty dorereameac bf C alie condeheationm of htﬁbtoncwmneasured
admi ni st er€d chl onrigkey a—actalfetcmwperat ure from [erWIbl%%aYée r orally

equi-val ent“am)unt 5 Tgaddt R'LEI ﬁp e e ﬁﬂﬂﬁf L“'ﬁ
ester is - eig Rt X Cxﬁth& ylof-aér CHe S fi¥RFably 1 distri nﬂﬁ'ﬂﬁﬁ(ﬂﬁ&hé/
treated with phospigifi@ns antibidiet epioperas attissuaSEesty czmedBamm bezgle dogs have
subitil us pertfachlcqmpoum alye thhsy Ivalt!ﬂ @dlep| antr

m crogr ans per I"Fq“‘ll gfbl%ﬁnﬂ%%&%ﬁm%ﬁlmgq’m Vi %hﬁ{e e-

anpicillin. wsod.m{hap Elh.(:?rehmmary

i ndi cate that the dh@t ael hédmymltyumtﬂ ofnhemxﬂinal rus tas thﬁtthm t @5
of  absorption i nvanf%;%dfw Qo) ileyels, 1 ; or s i
is then carri edls e Rﬁ, kt@pd Ui By

1

and used in the dotnPatabléicond] mrz d&.l&xtmn RF0BVE Ghe Mbse

for early attai n- 46n tmbceht graluwnwdrmm@rm dtbtectl fifryopbetent of armaovee
of peak |evel s of io m Pl ¥ E.ane pmlam Gpll t:x/expa Ph I“'é‘ne
chl ori de hérmsrt lnn Miven m

Bl 06 .1 eveI S af t er1 | s‘;t,,ﬁ@}gbxan c(tnamMspe ,&,

. sodium 1mp1cdlm was foufid to have a half- 5 Corrpound / kg )
Hou: ter Admnlstratron,[err] 8.49 .

1.4 0.42 [err] ‘115 1430 TABEEQ‘% 00 2.10 0.38

[ er 100 5.79 Chemothdiap%dt;c Activity bf &dlpicillin, Hefdcifléh, [ err ]

20 1020 a8 eksdeeRen Oy gg::::;;t::,. o 83
3. 67 1.45 0.51 [err 2.81 1.46
0.52.. Adm' nistered i n 5% sodi lice %oﬁtatmeth *Adm ni csothered in distilled

wat er - Excretion and additional absor ptlon .dat a Osd®PDp{ st er esk’kgr 0. 0001 M
phosphat e buffer, re Jp)t ai ned f%ftudi es ﬁ'nF?i uri nefi and the
anount of anti bi ot | c r RP/A’P dre- e 1l bel® The ¢ ?ﬁ’) unds were
ported as anpi ¢illin. TRBM®iGillingri nary R&overy of et hoxynet WQI Est er of
Hetaci L1in After Oal Rgnidicaipation to(g?ts Per ceny, Recover ed.Dose

No. of " Hours After Adm nistration rrpound (rmg/ kg)  Animals

0-6 : '6- 24 032 Heksilin Ester 76 13009 0.56-
17.65 Hetacillin 57.5 ... 4.42 0.52 4.94

Ampici | 1in 50 (@) Ampicillin Ester 63;}2‘ 0. % 6.%9 7

1,400, 584 - All nds (J adm tered orally ate tt'm .c ce tons e of
antibiotic in the i fqogcecsh‘ﬁxogq Seionailangg, nut st °fH ?EE Se FEIE 8% urine

i ndi cates a suitabilitDf@Protdcaad dmay 50mf fhe concentration of antibiotic
was neasured urinary tract infections. by bi oassay.
25 |I'n addition 450 b¥HAT ¥FRICEAIM ISnter nedi at e Fur t her 4di eg have
i ndi cated that the & A icompoypd hayipgwe formglyr  prepari ng .@ eh-ig N

agacgpet hyl ester of het.am}k&t pUgs nore the net hoxynet er of
£in has favor abI ted throughout the body si¥nificant
i properties. cu-(tgd’qg e. Tests carried out ivg]ﬂeagl e dogs
have conpound al so has val §e as an antibiotic shown thaFormHelbster has a
significantly | ower 30 becau its abiIity Ve ent
volume of distribution, i. %ﬁmﬁofr ug 10 rapid @e mm@é& 50.
conpar ed seens twhetvm Eﬁsslmlgraqb in a |larger flmidgmetmglm rcluim l,whlch
anpicillin. When tested in beagle as conpared to sodiumanpicillin.
Prelimnary dogs, the nethoxymethyl ester of hetacillin estimtes are
that the ester is about tw ce as- ' -




was found to give peak blood levels 15 to 20 widely distributed than is
sodiumanpicillin. 35 mnutes after admnistration. Peak |evels for Table
11, below, shows data on the thera-—i5—sedi-umanptet-H-in-occur about one
hour after peutic-activity of methoxynmethyl esters of adm ni stratron
under conparabl e conditions. hetacillin and anpicillin in terms of

dose One of-the factors in antibiotic evaluation is necessary to prot\ecC ’
fifty percent of a nouse the b| oI ogi call_4 f-I ifeof the antibiotic. I n"
pOpU'&thﬂ : Al .-. rlnnc the 7

net hoxynet hyl éat apxdoipp&&xa— of amﬁbiyémrusm Itth&TbnbE‘SCSﬁGIK) shibhiés. Ixhﬁeséﬁds@,l’ s
20 cillin was}mpbﬂﬁtﬁaﬁt -Preifglility, foraframment of ofthamommlgehméioﬁg/wm&mdent to

known gsf abl i. ﬂ?ﬁ'ﬁﬁ%ﬁ Lfa‘% t}sgr"df ﬁmntxgaggr C ondi L gsﬂm eo¥$ cs:
agai nst_a sensit th,,&esga | UHta@lRB, Cirhe ﬂ"ﬁé@ ﬁ@yrﬁ 'f,’ & aonal f -
TABLE I'I'l Cherdst e ylceSActofvhdta}ﬂlmf hﬁrrprfabiably ndlsd'rl&rteﬂc ah‘cdbbdye

signif have :
i o o R A R e ST qftr:ee e

Wg/ kg* E. cl irapid peak blood seems. to be’ dlssolv fluid volume, ~Test

.....

. Test sdliun] ympigilfin. CWhdni tested in beagle a$ eoimpjred to sodium ampxc:llm refifdinary
80 (2) Het aci |dP$s? the meﬂmxymethb{lm of hetacillin estimates arghat. the ester is about twig
Hetacil'lin Es m els 15 t0 20 gejlely. distnbuted than is 3mp 1)’51 lin
_ utes after tion.. Peak levels -for I low, sh “g‘nj;, B
Ester- = [ lsgdium amplcxllm occur abodt one hour after $§c I) ufyprmgyruis wer e
adm ni st ered @dxaihis m{me @nnmt rau&nﬁn ;da ﬁmnaﬁ, termb Gf 1the dose
post - chal | eng%m al ‘&&'Pfqﬂ\?eﬁcmn 1y ISO‘J/met;?ﬂ‘sagnto\c%hﬁt\n%v@trﬁan 4 Bowse], A -
conpound havi i, ethyl ester of heta- enged by
Formul a |11 20Ty we found to have 3 half-life of sbout 2 Sl iR" e@tﬁﬂg& m‘fn foo
hetaci.l lin. IBOI@ursA d@cemaﬂabic sl ngmag&gmaaou Métdrgnim) €rr] i s the__
group s°d“‘m "mP‘c mwah 3’ Q‘F%a mul a | defined | n cI aim 1, which
7 Arapid appearance of antrbr otrc |n t life of only 30 to 40 m nutes.

In these tests, urine m@r"l@@tle@paxt@mctmm éfrmxcnlino,rnetarcaaﬁ ment of the
concentration. of anti bioti %ny%np:ﬁﬁ% ollowm l}lﬂeﬁcdblt i nfections. .

by bioassay. = - to. Mice Infected wnh Z?;& tﬁnon to being a useful
i nt er medi at.e_ Fur ther-studies_have indicat ed . at t e 5 _In__a- process
for - preparing hetacillin, met hoxyrret hyl @st@ﬂsoof hetmetkegt | in is nmore the
met hoxynet hyl -est eéorggom{aet acr | i nylase favor HP¥ distr be\}tl?ed t hr oughout

t he body S| gn| fi | Cu(i bi-ot4-c J\rnnprf iLes hi s L 8§ Jésts carried
out in beagle dogs Pté\‘?@‘cb‘ ‘Prpound al’s® has val udlas an ant80b| otic shown
that the ester hasepHsiaginiid i cantly [I,gwer 30 - 4. becaus.p6 of its

ability to give nore éoparent voI ume of distribution, i.e.., the drug
10 rapid peak bl dddHeasillim stevel s:H.8s conpared® seens t® be dissolved in
a larger fluid vol m a illin n tested nbeagle as :
compared to sodi umamr%?hfggwweﬁgfﬁmry do\g;\g38 t he net hgoxyrret hyl ester of
hetacillin - esti MERy Loands bte dal s s u-t-l—-t-w-ee-—a-p—u.a-sfoundto'
gi ve peak bl ood |eV&y|r£ice1 1 Hurlpdst-ch¥ild f'y al S?relq UP & rHane %% sodi um

anpi ci | lin. 35 mi neRe<Pretbetor domddo% st rat ion. Peak levels for Table IlI,

bel ow, shows data on the thera- 15 sodiumanpicillin. occur about one hour
af ter peﬂ?rc ngouag'g:f"‘rrgg‘go thyl esters of ggajni tra_tron under
corrparabl e con i n and anpi ci |1 |! rms of the dose
One - of the. factors ] T/F*bé,(ﬂ;lc eval uation.is neces jfo protect fifty

percent of a nouse thg |olpg1,30al half-life of. the antrtﬂ\otrc In.
popul ati on chal | enged 5by—e-)cpum;m; to a test 40 beagl e do&;sn, t he .
met hoxynet hyl “ester oft heta-- ‘ofganism ‘It -can be sEemulefiht the ester is

20 cillin was found tomp haIf-Irfe of aﬁpeutethmy%‘eeg‘elrallehegqﬁval et to

known established anti - .
. . . procss for prepan a compmmd S
| hWmR‘lsthegroup S havmgthcformnﬂaldeﬁnedmclaxml,wh:ch |

l iy I "lfl Il IH |



1.2 hours. Under conparable conditions, biotics against a sensitive

organi sm sodiumanpicillin was found to have a half- TABLE Il

Chenot herapeutic Activity of Appjicillin—HetaeitHin—and the Methoxynet hyl
Esters of Hetacillin and Arrp|C|ﬂ|n Fol | owi ng Oral* Adm nistiation to Mce
| nf ed with Escherichia coli Oal [err] ng/ kg* E. coli
Al%Corrpound _ Vehlcle » Test 1 _ Test “Z° (1)
A lin - - err . 70 . . . - 80 2 taC|II|n
[renr)r] 8 | [ ]- :4007%41'4\ Hetacillinf 2, -Hesrr]

70 ' PI%CS‘ Iat | st %mR1£H ic radlcal . 50" C,
54 Buffel’s-ﬁndéb?: MEMM ﬁl steﬁrecbrmlagr&ﬁmd @q@%l@mm '5 '
coricentrations. to mi ceg at 1 hour | post Rl Rpneyy g é dbsé
50% 45 WWHAT V\E q.,mm’hs/ 1. A conpoygh i bk Bmé%ﬁ%ﬂ‘ ormula |

2. The met hoxymet hy] |es{®u, of ‘hetaci | I'i7.A preéls 85 clkimpd @celsim 8 sub-pr eparing a
conpound -wher ei n [netr-ru]—mscmm grbup s;gnnallytask:;r;ll:f{ffm dezcribadg “t“heur mul a |
defined in claim 1,th§fv 8 | . erence 1o :

1. 400, 584- . 8. A comp oftheformulaldeﬁ

acyl at i_ngrorje

6- am nopedt :

claim4, Ngrein

... in ‘claim 1 glmﬁs"ﬁes
YETE R::laﬁneaﬁn ayOdme |of:c1£1adscra '
: h&‘ge_[ml a% A phangaoeuA

com ition compnses
pos aim 2 or clalm 8anda %ﬂ :
ﬁl aﬂepmble excipient or carrier.St anti al | y as

'd. i' 'n _'

herei n ef “?“‘ eds asm:IHa:a N plekdcenti@lly adoept-st ant i al | y
as: herél rﬂ@?ﬁg pe’ﬁ I ef er encblet ppn te gwh ng of the
fornmula | medtoformthenehoxyr ls% m ; &n’:m claim
1 when prepared poft mp?o - as - anyjgggaCt |- ng sar anpicillin ester with
acetone claine any| “ome of .clains 3 to 7. to form 1 he_ et hoxyrret hyl -
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