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EP O 488 210 -B1 Descr | ption The present invention relates to a process. for
preparing hydrochl ori-de of 3-acetoxy-2,3-dihydro-5-[2-(di -

met hyl am no) et hyl ] - 2- (p- net hoxyphenyk;)ots&bemzot hi azepi n- 4(5H) - one Whl ch
is useful as a nmedicinal com 5 pound. Hydrochloride of

3- acet oxy- 2, ggc?glg&o 5-[ 2- (di net hyl am no) et hyl ] - 2- ( p- net hoxyphenyl ) - 1, 5- be
nzot hi a- zepl n- A one (hereinafter referred to as desired conpound),
particularly, Gngpisehfivhtiod Riftito & frodesdBirdphritignydrEMBRI4 A 3-BRokoHb,3-Biflydfb-5-12-(di-
coronary vasggin a«tfgs)etﬁﬂ%@a,ea«aiybn MP%S&E&&l&%pi@-g@ﬂf-one Whith Gdefln aénﬁ&dﬁ. "5[
been knows sgsmad.processes for preparing the desired conpound. Exa

t hes e\p’r 0Ces'S e HydoehlorifleD 3Laaab@mcaedihyér&-)s-[a(dik&thypmm)e&.ﬁl-mtpeﬁmphenyn.1 5—benzothia-
3- hydr oxy- 2, Zepifi-4t5H}one Gerbidafiectbimédy bsiasited paripoyrid), paltidupripnatcls @t evmsasis 3 mddidmbe
nzot hi aze- pmmpé(uﬁlﬂ):efullaea(oi‘caare vasadilator and e antithpmebribasiva agedt: Hitherta) teretavgbeeH iatdpwn S
react ed w t hsame penesse$ fat preggringfbadesiadcamprind Exaniples afthgsd iprodessesi ard; fon insthaca 1) 0
gi ve 3-actt ongceés Jehgtelny éﬂs’@y 2ﬂ("lﬂ%’ét%?'h‘&ﬁﬂ%?@#h%%@-ﬂ(hpxymvlbk?pﬁneqtlytz)a-
1, 5- benzot hi & 6"?*?10'& ﬂaBPFé" REASPAVERRY cPmpURd) dareqctpd with anqcelylating apanbeuqtys
accordi ng t o?tieeh ?‘f" “" ‘H?ﬁfia%m %%@dezﬂ‘g@ﬁpﬁ )9\9"-‘/&8-&&-695 xyphenyl)-

conpound is {RE% il a'v'ﬁ' "h4( ?ﬁé ' paffs ﬁ%% i} 8’("(@ "°"a'
hygr ogen ghl ;P §:h (sgegé E rg ﬁI 8I1 2)aproo-
and No. 18U38 in t .h pou &lrvﬁthgce % d ' I cacld m
reacted wi t hoallded a.lmne Qc'ie'lﬁe fs)

step (see Japamevewﬁm a.m I&ﬁédf&nh % dePd &&&Jrhea&ﬁl.am%f
like. |'|0WeVeﬁydrdcﬁlor§dQ CardreQirESR bé aarned Meﬁa}@éi&s. altﬂaadﬁﬁﬁé’ace@aﬁﬂn% BeQiitabk) Rarried out
acet YL At i AN @Al #bssice Br Watkr. On i otifer REAL, liDRe Procesy @), BEdrdcAbrcdRid mastBe bl addRdl wiiD
be carried oudolisgiaatheh mbycetywnamwghhdtohawtaﬁﬁhyd dihdeMBat@ay@ndritedSda it ieadition@fliydioc d
out 20 I n t bigorialasie @aEeoas solnednaF hydfogenchieridaj dbed adwdiufiplier df hyidRgerdhiatddSEhe (ogdrations
hydr ochl ori cinctte mlethass(®) doe thateford, camtpliaatbd cRirtrtitis elways ireugireel ircthé iethod (R)do use a farge
acetyl ati on exesgefracetic dnhydride for teinovingcyraten gxisting in the rérstian systeny evhicl la intraduoed anltie ad-
addi tion &f Hyien & hydedshloriciacid.sinpethe apgtyiatienscannst het dompleted in Fhegrasencecfiovalenr i de)
used as a su pI‘f"é’PJeGPf the/lvasiicsiis to aREcessier sigplypeaparing thejdpsired eompesing trem '72)3'
are, therefo !'-F“”% Ermpeyndzn Qag Stepwithopfspoling the regction fystem or &?ﬂglaﬂﬁéﬁf gxpess pfan gest

(2) to use 22950 e exess of acetl c anh dr| de for renoving water existin | n
the reaction s t 'ﬁ%“&' ap -?"”’gi“t"?ed' '?“°" hersinafter.
hydr ochl of'i ¢ ; mo ethy ] (p' éhaé%%(f"% '?rl o -{dimethy-
presence of - - E en - %n hi epin-4 gsléla)—o%egy‘ﬁ ¥l¥ochlo$
Sinply prepard QU ¥ IR

step without ,,g é(ngm ,,5,(3@, sg&n sys em or us n ar ge excess 0 an
acetyl ati gg agefhb abobbnsntBhd pfodsss BfthéresBitinGérkion 19&@&?&.9@5&&%&" d oV Krolvidbge it |
become appar @gdtyl txidhad s At DAY hdcbiPiBting @5t 18Rhé RhydrogPcompound but Bidca sipedtPSyaro-
found that a gpgemmae rdsGtingli GiARY 1he @ ofMPUNE.r AcERdisf to the process of the present invention,
3- acet oxy- 2, $hetkifdey, ttietdeSirel 2onfpdiuriainbe prepared quantitatively without supplying hydrogen chioride sepa-

| am ‘Q/) et hyl Fatdly, (gingecitrg@avgss efunl apetiiathg bgsnvm coulinytapienctidd Sylstbm omieh adaneded in con-
cCoNnpri ses%r eaertiondpreelspdr Oxy- 2, 3-

di hydro-5-[2-(dn ﬂetpfv'y%aﬁﬁtMMMW%ﬂm peticracideox pixersolyery of Bedic peidand abrtia ardwdride 4
(5H) - one wi t [fareReepifably uand 69 £ spiventisde the mixing ratigofdhe mixadisglemit, Yigjamaunt of geetip antiydride
aci d and acetm b%l p-tpath ol tbe E'B‘?FEEP" F‘P‘P@c EF&“E Ela% b‘b‘f‘“f”ﬁ%" %BW?‘@U'“PPE ﬁf*i‘%ﬂ'%'“‘ of

conventi onal a "" t'°"“"°'l" l—?ﬁ?ﬁ‘f
i nventi on®i s ? “‘e
acts as not Sﬁ? °"1 a °t "3" 9'88' §‘l’ﬁ‘y
un ﬂ |n
5 EqL se ast

suppl er of h t(g

Accor di ng tO und orex I w e ace fjac % ﬁ-ﬁ
conpound gan aasfs‘rwe tavanue; a&.Jn\e ovmwa &Phe%gﬁaﬁrge
sepa- rately,of selid¥tidind MeBCanfyR&SS u Sépsehty ﬁt;#efbg'e@g‘?aggac%l cﬁIQ elir h

reaction systora: wed tbn ﬁﬁw&e%ﬁﬂwtﬂs%@s priBrably P RAY.5 REISC Fer HBR of the 3thioxy
process of thempiusgent invention, acetic acid or a m xed sol vent of acetic
aci d and acet i cTraplyse bfdepebaéhthmsdm&ﬂhlcammﬁtﬁ@n #owBnpRatire wifiscobling, FdiRstance
m Xi ng rasid o 50, td dreghnenmpecituseodith @Edting, fdARstant® 1ISTEC, Pfefordl From thR dvyhdtérhp@eatuiety a Bsflux-
about one- t enghtengferatune Espadiainiwherd onlyaetic acidicused aatthersalyenk) & ispreferretis eatry bt teproessal
times of the aat@unti0W], mareetefagablyciotitc 8TGeOmiheiothgr ead,iwhené mixtves ofinceticl ackband @pdtic
can be appr omnhydtidsliyuseehscthe siyentcitio prefierve 1 cartyiret the protesoat 5t er1B0°gSnorpreeierably H0°
or a desired reaction tinme. The amount of ,the solvent to be used is not
particularly limted and, for exanple, the anount is sufficiently from
about 1 to about 5 parts by weight per part by weight of the 3-hydroxy
conmpound. Suitable amount of acetyl chloride to be used nay vary according
to the solvent, but are usually within 1 to 20 noles per nole of the

3- hydroxy conpound. For exanple, when only acetic acid is used as the
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™ s

)
solvent, it is preferred to use acetyl chloride in an anount of nore than 1
nol e, preferably 1.01 to 10 nol es, 50 nor e preferably 1.05 to 1.5 nol es,
per nol e of the 3-hydroxy conpound ﬁﬂ ﬂ hand, when a m xture of
acetic acid and acetic anhydride is used as the solvent it is preferred to
use acetyl chIorrde I n an-anmount of not Iess than 1 nDIe preferably 1 to 5.

nol es, nore? a 1 to 1 5 nol es Y t he F F dr oxy conpound.
T D et el 5?5' e g i rapi . o
per at up o 1 %ggj 5 a"dr'b S°rrr3 arra%" o ffz rﬁ )

t enper at uy e '"s ur e
with heatdng,, reol ""dWh iSt 'gf;he .° n@g%w?t ﬁ?é"%o
a refNx- i ik érl{o%ca o ¥litho astornﬁecn% dhavrﬁag %féfs ohe
sol vent, it gty &h®b @tﬁ&n flof tiePd-fydroRHo d%ﬂﬁ@ﬁ%orfﬂspolg ddptidal ddbvi

mor e pref er abl Kodiinefthd debrea%&ﬁ.emdlaﬂmha dampierion 61 the Fadetlon c4A I bashly eaméd&.@acéﬁmmg
acetic acbd t31Hd cof@itioRal MBihYdErsLchas rebrysRbatici afed UistififY tieihotion dolvet aRsyef erred to
carry out the psnaesaithe thioving Batples, bdcoming @ thelpebess arithe\prebéit veniionthe desked cOm-
488 210 Bl tmurdidaf & ablainkdin@aigieyiéidia bnecstapiwitisit soryivgout anotherate to obtaehethydrotioride
aceti c anhy cafleckbe astviatienior|adding hydrpehivgeadid to a veaption gysteny $ise mestyl lidride acts &s not only
accel er at ed auradétyiating agsint/eubaisd assuppiien hideoderf ghisridef r eezi ng.when t enper at ur e
| owering.’85  The npjopss of the present inventidnethersianecitas gy indusiriplly eresllantadvantags thatibe desired
star t i ng rrat copp@ind gan be phiaipgddy a pimple ﬁB"é‘ﬂPi‘ @ high ¥sld corprared with other sorventiopphipethods.
oW n syffreemple 5? ‘H’B ﬁte legtst “‘2 F“;’t"ﬁ a ’t"P?é"'S‘a §f i ? RyRrochlor-
Si nce t he pr'B%@‘? d g tg “”’"b;
racem zat) Onlhv'\% ea S 're l’l q . Id:goge:.lns? :v‘:et:l‘
obt akned u Geter 'thmnm
activrty. 15 .% énQ:ﬂlo ), t & trieraacr. &srrrmrr@ @rdat aqp.rga retsé g.rtx indd Eatent
reaction canp ﬁ’camd Y32@f’df‘f9§?‘3nl9‘ﬂno@%?9ﬁ & Rgremn 1RieloR BcefyPERRES pef e of the 3-
methods SUChy a3,y @mblnk Ahy Aty 3b4das thd bbdnt hehtEbn ¥ifkh USERGibt reduinS B W&Rion of
away. AS g NChyarbHidic ek WilhbobiR, koaih tHe dossiitbAfoundif & AEKYIAG t O the process of
the present | nvRspPrdseitinvénion iShisrb spRélficyGesdabssld SxpiBindddy MBEna bitiRdolloWin@EXpériwental
yi el d- I n oneExainpips andERkamlescar ryi ng out another step to obtain the :
hydrochl oride after the acetylation or adding hydrochloric acid to a’
reacti on sysEesimetahioemaledtyl chloride acts as not only an acetyl ating
agent but3¢al so-a supplier of hydrogen chloride. 15 The process of the
present i nvelfffebef a spient f {he acetyiption anrpotvarsion rats] o I excel | ent advant age t hat
the desired coff790mécfeash sphuentissabreriin Table 2vers '\;fjﬁdé opfdhes-gisohhydioxyconpeid sndi&),
conpar ed W t%“@?ﬁ@ rch'E’tﬁ‘t\ff‘ehF'P‘EFn%ﬁ mﬂ‘EPHBﬂQ“” ﬁ‘?@“@‘” Y 'P'Wﬂreé'{aﬁgé' red at
gti 6 y id chro-

nanely a ste 59F 2 hqyes. Gerergio ’Ftea‘h“' ng EE%?
hydr ochl of - ,“’fﬁY ne.q %flf 8 'ée oo “‘%@%&t "é‘t"é’r 'f‘ %“ P6°¢§§e
(1) describe '3.&. oés & Ll tFé;é'ﬁgou%ﬁas ' § Rl 9§/°3 77

No. 13038/1 es re bund: can be obt ai ned N one step in the
present 20 Inventron Further while a large excess of acetic anhydride is
required o0 be used in order to remove water existing In the reaction
system which is intruduced on the addition of hydrochloric acid (aqueous
sol ution of hydrogen chloride), fromthe reaction systemin the process (2)
descri bed in Japanese Unexam ned Patent Publication No. 132876/1987, only I
nole or alittle nmore than | nole of acetyl chloride per nole of the 3-
hydr oxy c@npound may he sufficiently used in the present invention, which
does not require the addition of 25 hydrochloric acid with cooling, to
obtain the desired conmpound in a high yield. The present invention is nore
specifically described and expl ai ned by nmeans of the follow ng Experi nental
Exanpl es and Exanpl es. Experinental Exanple 1 30 [Effect of a solvent for

t he acetf?ation on conversion rate] In 200 m of each sol vent described In
Table 2 were m xed 25 g of the d-cis-3-hydroxy conmpound and 5.8 g of acetyl
chloride (1.1 noles per nole of the d-cis-3-hydroxy conpound) and each

m xture was stirred at 30[err] for 2 hours. Conversion rate to the desired
conpound gas determ ned by high performance |iquid chro- 35 nmatography.
The results are shown in the follow ng Table 2. Wen acetic acid or a m xed
sol vent of acetic acid



. e

ana acétic anhydri de was used, the desired conpound was bbt ained in a
significantly high conversion rate conpared wth those in case of using

ot her solvents. 40 45 50 55 3 EP Bl Table 4 Sol vent
Conversion rate to the desired conﬁg&g%{;ﬁ&p Sol vent's used

Acetic acid 95 %in the present invention
M xed sol vent A 99.98, % *2) 15 M xed solvent B
100 % *2) Acetic anhydride . Table4 33 9*2) 20 Ot her

Chl or of orm 78 9% sol vents-—25. (Reference)
Met hylen& chl ori de 0 9% Dichl

77 hap SolVeng® P ¢N BORGEPSNG rate to

51 % Tri chl or oet hane 66 % 35threl desived compound

78 % M xed” solvent A. acetic acid: acetic anhydride =1: 1 Mxed

solvent B: acefic acid: agcetic anhydrid 1: 3 *2) The used andunt of
acetyl cBliorid §n§$2“$ﬁqces peicetif eacég the d-cis-3- hyagogy conpound -and
the reaction 45n the presgstem—was—stit+ed—at—e0fer+t——i-er—3—heursn
Example 1 50 ; ; m of aqgid ' di ssol ved ¢ @ (49302 nol e)
of d-cis-3- hydr‘é‘;ﬁ?ﬁ‘g‘,‘%’?di hiydr o- 5’-'%’56?1( %ﬁ%’ﬁ?ﬁa Sog8 & (902 o

m no) et hyd | - 2- (p- met hoxyphenyl ) =1, 5-benzot hi aZzepi N- 4( 5H) - one W t _nheati ng.
Then thereto was added 1.71 g (M2 solwentoB acetyl chl @00d% ‘&2) 20[ err]
and the mxture was stirred at roomtenperature for 72 hours. After the
reaction, acetic acid was distil]ed, away and the residue_was recrystallized
from ethanol to give 7.53 g of Hyeatée AEIyddder 33 % *2)

d- ci s- 3- &et oxy- 2, 3- di hydr o- 5-f2-(dimethyl am no}et-hyl ] 2. Lp-st-hoxyphenyl ) -1

, 5- bérzo- 55 Ll azepin-4(5H) -0 | . 83 %mp.: 213 l4[err] 4 EP
5 berizo- 55 pihaz Cniotbfbih 78 %

solvents ‘ -
25 (Reference) Methylene chloride | 70 %
Dichloroethane ' 77 %
% Acetone 51 %
Trichloroethane | 66 %
35
Toluene _ 78 %

SN

_ - Mixed solvent A: -acetic acid: acetic anhydride = 1 : 1
Mixed solvent B: acetic acid: acetic anhydride = 1 : 3

*2) The used amount of acetyl chloride was 1.2 moles per

mole of the d-~cis—3-hydroxy compound and the reaction

45 system was stirred at 60°C for 3 hours.
Example 1
50 In 15 ml of acetic acid was dissolved 7.45 g (0.02 mole) of d-cis-3-hydroxy-2,3-dihydro-5-[2-(dimethyla-

mlno)ethyl]-z-(p-methoxyphenw)-‘l,5—benzothiazepin-4(5H)-one with heating. Then thereto was added 1.71
g (0.022 mole) of acetyl chloride at 20°C and the mixture was stirred at room temperature for 72 _hours. After
the reaction, acetic acid was distilied away and the residue was recrystallized from ethanol to give 7.53 ¢ of
hydrochloride of d-cis—3-acehoxy—2,3-dihydro—5-[2-(dimethylamino)ethyl]-2-(p-methoxyphenyl)-1,5-benzo-
56  thiazepin-4(5H)-one.
yield: 83 %
m.p. : 213°-214°C
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Exanpl e 2'The procedure of Exanple 1 was repeated except that the reaction
was carried out at 70[err] - 80[err] for 3 5 hours with stirring and 97 % -
et hanol was used for the recrystalli Aft948%210B1gi ve 8. 45 g of hydrochl ori de
of the d-cis-3-acetoxy conpound. yield: 94 % Physical properties of t e

obt ai ned comprispfd 2coi nci ded with those of the desired conpound in Exanple
1. 10 Exanple 3 The procedure of Exanple 1 was repeated except for the
foll owi ngs. As ThepRtaiieof EXthpd 1(Was fopedidd éxgepbthatdhe reaction was carried out at 70° - 80°C for 3
ci s- 3- hydesox yieus ithdkitining et 95-% ehdndi wa ubudlfarthenesrtaizetibn B glvPs.n®d SThYgrERLAYL of thd
, 5- benzothl azeppidracdtplyldpmpmoad. and 12.7 g (0. 16 nole) of acetyl chloride were
used The reacti peld:®4% carried out at 60[err] for 3 hours with 15 stirring
in a mxed sol Viwsicatrropgrtiesyf the pbtained compoundicelncidediwithdhopd of the desirest compasind iy Examgle 1.
and 97 % ethanol was used for the recrystallization. Thus 55.9 g of the
hydr ochl ot dExaplehe d-ci s- 3- acet oxy conpound was obtained. yield: 92 %
Physi cal propertles of t he obt ai ned conp ound c0| nci ded vmth t hose of the
desired corrpoun rﬁiyﬁ 'edeEFmP Fr@ ‘2%1 ?;g'?g(zn ? "térfsoE)(‘?a

was repeated® f{géﬂfg(m moe f PethgyRheny

b
d- ere used. e rea on wak carneuﬁo 1at 60°C for 3 ho rs w:th

o BT “f%?:?%%d R e o et

used. The r eact#n%meﬁ&r&ene&m uﬁﬂm&.@%&w mn%w&ftneeesﬁewnﬁémmw

stirring in a mXed solvent of 50 ml of acetic acid and acetic
anhydri dexpangxdpieXd €t hanol was used for the recrystallization. Thus 53.7 g
of tH& hydrochlorrde of the d-cis-3-acetoxy conpound was obtai ned. yield:
89 % Physi cal pme petddiresf Bxampié € wadrepeatee excat fad thd fulloviiys N Pairébernte)ist i (4. 180Rdke) of d-
t he desired cisagdrng-2|3ndityrads-@indathy@ino)ethyihaigl-methoxyihenyl 05 béhastaiatdpinEXFH)ohe
1 was repeat edd '@&m(ms thde) of apktylhioridpsvereAsed. Flaeobaiinsvas Eddrieg o(itit 100° NIDE)for@fhours
d-ci s- 25  with stirring in a mixed solvent of 50 m! of acetic acid and 50 ml of acetic anhydride and 87 % ethanol was
3- hydr oxy- 2, sedifanthd rescystalizatigrdThve 5%ht/9 o Hiehpdreshipnde pEtid dqis-Fracetoycppbaing wis-obtaBeds
nzot hi azepi n- 4(5Wd:8A& and 12.7 g (0.16 nole) of acetyl chloride were
used. The r eacthhyyralprpertiendf theeptaing %W%FW]’ with thosp of thig desiregicerpoynd in Pramgle 35
in a mxed sqglvent of 25 mM of acetic acid and 75 m of acetic anhydride
and 97 % ¥t hExagelagss used for the recrystal Ilzatlon Thus 54 7 g of the
hydr ochl ori de t he d- c 3 a etox s obta| ned ,& ()) 4 %
Physi cal proper F %"e re n}éf} A f’fH‘é::;
desired conpqyﬁ P %ﬁg ‘%’fﬂ% L&)s%mng
hydr ochl ogi dg, XJl ol e

t hoxyphenyl 3
tr hyélrooxyyz) éelr ? I’g@z 1}[2'5@? gl'tﬁ‘?hg ac%%ﬂnﬁo%ﬁd&&%&ln&ﬂ

met hyl ami no) et hspldicaPdpBriibdds he ¥pema Mpbunhoén&aem&m@&ﬁau&uﬁmmmemm

acetyt, chloride In acetic acid or a m.xed solvent of acetic acid and acetic
anhy®#i desw 2. The process of Claim1, wherein 1 to 20 noles of acetyl
chl-oride is obédsper nole of a 3- hydroxy- 1, 5- benzothi azepi ne derivative
which is a starting material. 50 3. The process of claim1l, wherein the
reaction is dar Aprcessiot prepariggibe hydroghtaride f\3-agstoxy, 3dingdro-64-(tiinethylamino)ethylh2: fptnyd-
chloride per nothexyghieny)-B5-hsraettisappite-HStieane whith comprien eacting Py, 3wy &rorSil2s(dh
starting ffat er i ®pthviamino)ethil-2{p-metbeyphenyll-1.grberrathiazgpip-fEH)rne (yéth aeeiy tohioride; I acetic
carried out in #idArREYKed BYNRRYSf acstic apidand acelicanivddfRy acetic 55 anhydri de
by using 1 tg 5 | e r oxX

, 5- benzot hi azep ThEpro ﬁfgssofcﬁwj%@@g;f%gﬁ%g 5% a‘f:PJ' g‘lor%r% 'g?'seg & ?e%f#ehyﬁr?’gcéss
of Aaimj erent %orm o

3- hydr oxy- 1, 5. bﬁi‘b?&&obésébl BRI whkREih marréau&nusscaméedutasacau&écarb; Lk 1RLEH0 Ables o

acetyl chloride per mole of a 3-hydroxy—1,5-benzothiaz_epine derivative which is a starting material.

4. The process of claim 1, wherein the reaction is carried out in a mixed solvent of acetic acid and acetic
anhydride by using 1 to 5 moles of acetyl chloride per mole of a 3-hydroxy-1 5-benzothiazepine derivative

55
which is a starting material.

5. The process of Claim 1, 2, 3 or 4 wherein the d-cis form of 3-hydroxy-1,5-benzothiazepine derivative is
used as a starting material:



EP 0 488 210:Bl1 Exanple 2 The procedure of. Exanpl e 1 was Tepeated except
that the reaction was carried out at 70[err] - 80[err] for _
stirring and 97 % et hanol was used fa; mezdg_prystal lizati mmﬂmmlﬂmﬁlﬂ

of hydrochl oride of the d-cis-3- acetoxy conmpound. vyield: 9

properties of the obtained conpound coi nci ded W|th those of the de5| red
conpound i n Ee@eeRe 1. 10 Exarrpl e 3 The procedure of Exarrpl e 1 was

repeat ed except for the fo react an % q 3
ci s-3- hydr o ieﬁ'l@ fgﬁq cr&%ﬂll@ono je "?gg &ﬁ o%yf:lel
, 5- benizothi 4 t—,‘:[ﬁé_acem 1 5 9% i dREry oride were

used\”’l'he reac 8arr|ed out at 60[err] for 3 hours with 15

stirring in a %Lt\é@gftthe%taﬁgd eat‘?oqtd d%ﬁ&&e'd GittPthdsd ot biesirdd Sinp&iind A ERdnl
anhydri de and 9 %et anol was used for the recrystallization. Thus §

of the hygros@hgebde of the d-cis-3-acetoxy conpound was obtained. yi e‘Fd
92 % Physi cdal” properties of the abtai ned conpound coi ncided wth those, of
the desired comppitddirdiof Exanp! 16vad repadled extoperantherorbwihiie Afreatnt,I50ay (013 Ema)mph.e
1 was repeat @e-rdoeyp?,3-Hibydrd-$Hi2-(dinkthpawnimethyll2s(pimetosyphengl)-1.5dezo{Bzdrih-4(cH)edne of
d- and 12.7 g (0.16 mole) of acetyl chloride were used. The reaction was cartied out at 60°C for 3 hours with
Ci s- 3- hydf oxafirripg B-agilkaddpiventof[B2 Y efianesclagit ani 190V eftapatic prhydride and:a7| Yo stiariokwas uped]
, 5- benzot hi doidpg mcragtaligptionihusdhed 9198 the hydreghlorids ofihp d-p %F‘WWG!WI“@? pizinegder e
used. The react (Yo:$%% carried out at 100[err] - 1100C for hours 25 wth
stirring in a RS PoRes AithesPtaled someqypd comgifed with thesg ofihresigd ?ﬂ'“pﬂt"d 9 Exgmee 1.
anhydr i de aggé! 97 oet hanol was used for the recrystallization. Thus 53.7 ¢
of tQe hy r de of the d- CIS 3 acetoxy conpound was obt ai ned. y|eId

89 % Phys' cal prd &dr?«?f QJm R&‘e ts"":'s& H'%gt&@
the desired gospatid, & 0; (?neﬁ\ H;foﬁu Fﬁ) f 1
was repeat edy@%688ko. 3%o| &a Wcﬁ&ﬁew u&e@%&?&%&tﬁn Jt:‘iodm c\% 6 hours
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anhydride by using 1 to 5 moles of acetyl chloride per mole of a 3-hydroxy-1,5-benzothiazepine derivative
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which is a starting material.

5. The process of Claim 1, 2, 3 or 4 wherein the d-cis form of 3-hydroxy-1,5-benzothiazepine derivative is
used as a starting material.
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~ 5. Procédé selon la revendication 1, 2, 3 ou 4 dans leque! la forme d-~cis du dérivé de 3-hydroxy-1,5-ben-
~ zothiazépine est employée comme matiére de départ.
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