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[err] represents an al kyl, al koxy, nitro, or Conmpounds of the fornula
trifluoronethyl group, or a halogen atom [err] represents an alkyl, nitro,

or trifluoro- nethyl group, or a hydrogen or hal ogen [err] 5
atom R represents an alkyl, nitro, or trifluoro- nethyl group, or a
hydr ogen or hal ogen [err] atom and the

phar maceutically acceptable cyclic 10 acetals and ketals thereof; and
pharmaceuti cal |y acceptable salts of the conpounds of the fornmula I and
their pharma- ceutically acceptable cyclik?84® als and ketals. in which?2

Preferred phar maceut irgaddn¥ ACGRAL Sl §lg.1,t§, r its a Tower
al kyl, 1ower al kox tnﬁ%o&x&hyl@foﬁgheaggdgﬁo dﬁ%&@ﬁ%ﬁﬁ& 1" and of
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succinic, rmethyl sulnfedwi group, Hd 2 bydonet bryhaloggnoup, or a hy#togen o tartaric,

citric, hydrochl or| é“’mh hal pgen at om a

60 20 sul furlﬁ, ﬁ%éﬁﬁ@ﬂcglya&ﬁcﬁmbk cyche L3 represents a
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fl uoronet hyI gromnpcmndsaftth f;bnm handlthetrtpmsﬂa-of the formul &
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in the cyclic acetals and ketals thereof, and R?

that the compounds according to the inven-

45 tion therefore exist in stereoisomeric forms. in which R!, R% and R*® are as defined for
All stereoisomeric forms, whether pure, mix- formula IA and A is nitrogen or the group 80
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the invention. The pharmaceutically acceptable cyclic

The following formulae IA, IB and IC acetals and ketals of the compounds of

50 indicate preferred groups of compounds within formulae IA, IB, and IC, together with the

formula I: pharmaceutically acceptable acid addition 85



O the conpounds within formula |[|A A preferred group of conpounds
within5 t hose conpounds in which not nore than formula IB conprises

t hose conpounds in one of [err] and [err] represents a hydrogen whi ch
[err] is nitro or halogen, [err] is lower 70 atom are generally
preferred. O the com alkyl, and [err] is hydrogen. Particularly pre-
pounds in which.only one of [err] and [err] ferred conpounds of this type

on accqunt of represents hydrogeﬂ20 gh‘ose are generally pre- thegir
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?}{ﬁll é“’l‘(')‘f.p ClIC lf esters
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) ) ) .



4 1, 220, 468
4 formula IA, nore particularly the conpounds in which [err] is nitro or
hal ogen; preferably of the formula all_the

| ower al kyl groups are nethyl groups. 30 Particularly preferred conpounds
of this type, on the one hand owng to their use as inter- [err]
nmedi ates and on the other hand owng to their [err]
favour abl e pharmacol ogi cal properties, include
[err],y-isoprohylidenedi oxypropyl 2-(2-24%¢%- 35 4
3-chl or oani | i NOfmiulaCRAL, imdRtRstic@idd thfobpounds in which R! is nitro or halogen; preferably
[err],[err]-isoytepymildenedi oxypropyl 2- ( 2- slethljoiver alkyl groups are methyl groups. 30
3-ni troanilino)-nicotingye. in which the gr%ﬁ“&%? tdesgroposndy |of thigetype,
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s
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The conpounds according to fhe invention caith ‘:@"ﬂgﬁf @7 gl pib asoe Phods
of con- densation. Thus, fgM the preparatig%gghaam opannachg‘C{:?)PmPem&,

conpound of the forrmula [e feef erabl y al | syliephb@iitthedakipydpyldréatifisyi-ar e
[err] 10 methyl groups. Particul arly pref err ddmebyh3-chionanilino)sficotitptes andy A5,

K=t

on the one hand owi ng A NH ﬂ%&“"ﬂiﬁ"{";‘i“ﬁﬂi%}f}’r PhejGmeilykZas
. . . - yl- =Nitroanilino -nicotinate.

i nt er medi at es and on hitken lo2R4)El OWi NG amd BiRipbunt A MRIdiAD I thd oG Ol O-
[err] gical properties, insFude 157’ [err],daeibe jprepsapby paowh destddl 6Exap Opy |

N-(3-tri- fluoronethyl phenyl)-anthranil at e;densation. Thus, for the preparation of [agr50]
,[err]-isopropyki denedioxyPhopyl N-(2-net hy PP K 58BNy | ) - ant hr ani | at e;
and in which X ré’é Wsents an [err]-di hydr @ayemt hyl
[er]-isopropyl ipidaati aXyhd a@set abibyl Froa@t Bl - gr oupRQ_fI cyclic acetal or
ketal thereol, mafyl 2ups. Partigulalyt pldﬁn‘u@nyd;r)-- ant hrani | A R
[err], [err] arfd‘iﬂj%ﬁiﬂf%‘ﬁ%&?%ﬁﬂ#j avie formula 55 X prefefPed group of
cyclic ketals hndshitd s their BrobstiP Hmmheds. the formula Aalljng within
fornul a | B conpicaisg@apeitiae ircnde [err] pd& 3the fornul a
can be condeﬁsed",‘gy(frlf \ingne@m@ag wi Ni3-gri-conpound of t R; ormula [err]

[err] ie : ?rl'a'géazgjéé_ ich [err] i n which
Rin which [err] ‘Ghissf @@%egfﬁ s alyrll%de Gr whighr FUremrestrB; annigg-dihpizaxyiedyl] ar | y
the conpounds — fiy-ipapylidenciliexypiopyl ep(2endyt-s EWB o ASUHC efbpralicil ﬂWOfiﬁ?
formul a 20 3-nitrophenyl)-anthranilate. fbef org’ E’E ' otdgi‘ a “% aﬁiﬁd for formula 35
epoxyet hyl groq,ﬁA gﬁﬁfﬁfﬁlﬁ&gfzﬁa‘%@cﬂgﬁgjtﬁ Beri ve groups cnﬁﬁke of condensi ng
during the reaghindyofti@ férRane the 65 [err] cprebs fondensef by known methods with a

1, 220, 468 compound of the fggmylyi ch R and A are as
defined for formul a @@hf’lzoﬁ’,_’fﬁ@ ot her having been fornmed |I) between

t he groups o po eviously. [err] z When
the ester bond is for pin tgpc\con- (in which [err] ig as hereinbefore
defined) and densation |accold nGuéro the invention, gitf i)s preferred tog
react a conpound of E,h / oriﬂlkya #oyl[ err] _
P. COOH 111 P or an est@éf-fornng

derivative thereof, whereg® represents the grouping
25 in which RY, R* and R® are as defined for 1B Which R’, R® and R® are as defined for

formula IB i ; formula I, X* represents the group X herein-
O?EE ?orm:ﬂ:mre particularly the compounds before defined or a vinyl or epoxyethyl group,

Y and Z represent reactive groups capable of
condensing during the reaction to leave the 65
0
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(in which [err] and [err] are as defined for fornmula I); and, where [err]
represents a vinyl or epoxyethyl [err] group, converting the product
by known 10 nethods of oxidation and/or hydrolysis into a

[err]-di hydroxypropyl ester. By the term "known net hods"” we nean those

met hods heretofore used or descri bed [err] in the chem cal
literature. 15 . The oxidation and/or hydrolysis step to

[err] produce a [err]-dihydroxypropyl ester can be effected in one or nore
stages. Fors exanple, in which A lezgr‘gd and [err] are as definedg 65
when [err epresents—s : -
conpound_ of ( W@lcl‘nc%%ﬁ Aaar‘?/@r A feaff iy :Ssatﬂé Bﬁhﬁdér@tmgr heso EprmedO) Q or
an ester- for de??rv‘%f € thereof; 20p )égl_[dq;yo%e%pxl eC§I§er can be

effected in (m\M’lﬁ:hQ[‘rth hérmﬁﬁ%ﬁ&d)oﬂﬂ Qfensﬁ u%\Mtongae Ainvehild! & &t ep
oxidation with osmumtetroxi de groups: pre(fsmdbsrt &t aabrhppundrbftrhefomhaerme of

ot her oxi gl si ng agent§ a in nore than one step E& gﬂ_gx [err]
h 2

70 dation”of the douti®e d with an organic 25 p and HVdArOI ysi s of
the epoxide. Fur- or a‘eyglic ketal or caGRtslrfbi@igeRfivatiteBéredi,oR@RNt S Whi ch
may be used for the oxi datr on incl ude pdtmgeemsmhe gepimgnganat e;

[err] sil ve in g ‘Hﬂ‘é}{%t@ aMuRoawi% frdned f%5xi de; hydro- gen peroxide and osni um
t et r oxi de; hy rogén 30 peroxide and sel enium dioxide; and silver

i ododi benzoahrew(lérexl Rpeednts byinylarépy;dé@ﬁysr s R‘@ [err] step). Wen
[err] re ege’nr,scwprwrs e'Pﬂq olpyn and t her eaf where Q represents
fornul a t "Fg}’ l}(])‘fdﬁ “‘% by ‘flgb*tléta in one stagé, |" VB or VC, the product
i s oxidised lterm mbmgdsr:a”cg,gggral ly nmore co niently effected in
hydrol ysed al&sdﬂeemesareye;ofo&wnseemarmkﬁbeas here- twoR 3 for exanpl e, by

NA

openi ng tlgemﬁhnﬁ'elf"éqiéteae's%rr b yield a [err]-di 5 oxy- epoxide ring
by reaction eh© /°r h’g?. ys‘srﬁfgpﬁl ester. p-nitrobenzoic acid,
fol | oved by s ol n%o'@more 99 NAwheE RIRPRT AGEAPRSard abudiheaVics| be

under st ood twhei Xt hepregne L ving g‘roup,dths @bnes efozsfmlapr\eﬁ}ercrompb wfrtde fadnulzeact ant s:
g’gpm ofyf thg H@WWW li |r qréan ester-forming derivative thegkef;i ned
W

rein represents one of the following

above) can éﬁ
wi th an aci i dd}gzgg%%? yrh?% men:t tgraf’,ﬁdg Sy or an anhydride, preferably

wi th symret rgeod), oainh dnerrhim oDE st@p hyx:p}:dx-anhydrr de—GIbJdeHWm 88A{i n Mhich R
and A arg a§atd’e qfrﬁd “{Fk Yo mﬂlaan osgasifer i cal h%/kegknder tglﬁ such as

4
pivalic acr Feer %Ldlfi’t}f Tfﬁ&ﬁﬂf@ par ¢ & 61 of a conpound of

T rca

the form Il loyidstion aaudbspom@mp peifingdha@dPS Y and Zcompyduwileni herefore a
conpound of sr!rfnreclﬂmmddaoshl@nQeurtsudeEyfd& remain inert \during VBhe

condensatg, orSe ound of the forrila 45 al t hough
reaction na v efﬁlué'gd ‘fijﬁ) e’faﬂ‘ }’f@l enci es th_@pEH Sifi t abl gcpairs of

reactive greeps Y an ri w [T be readil y appar ent
to those ski IW@ed anep:hentaratx epdxmnhyism eﬁameeesftw whern @ c,eateedtsrfurmula

90 50 t I} ﬁg bt CNE) ﬂlg( OT nN1C) (‘.‘WV :nT % I SBm&fﬂ y a nCCC:Squ?’l or cxam H'g/qrm no
bridge i t g LELLT 2@l éﬁw ﬁ,g‘f ok fmwm jr idieh g, @E}og;y ketal s

and acet al s,epoaiael rifg weéacmon mth an acid, @fgf; ] pfrcrwl rﬁSrt er bond or the imno bridge

may be 55 fmrtmzqm adidy dollowerldesn blalysis  ac coR d Paf&raphs 1—6

1, 220, 468 It will be understood that the grouping dlSClOX: Souh O;Il);eée Per rl
and [err] are as defi €0~ Reacti on cafeﬁr@dq [A¥a) Ofe a 5 for
fornmula l40and Z is af gen at om or onevith| dn| sdidvihatidre, are&eablyoﬂet ehloridee i s
normal |y effected of th r oups or an anhydride, preferably with symmetricy % basi c

0 ed 1
sol vent , e. g i k8 T RCkEASk iomupr AL AANE agé‘ﬁﬁ‘ga%fga"%&;r the
Corrpound of Iy, ke hemmyl if@mH@r@‘tLUﬂ ad oft ﬂzans:estdamp Juhd af the HorOITIIAL TAMSHs,
60 reactive groups Y and Z and will therefore a compound of the formula HO.Q is prefer-
remain inert during the condensation, ably reacted with a compound of the formula
45 although reaction may take place at the free
valencies thereof.

Suitable pairs of reactive groups Y and Z €02
will be readily apparent to those skilled in R
. the art, but some examples are indicated in E I[ 9
50 the following discussion. A NH

There is one ester bond and one imino
bridge in the a-glyceryl esters of formula I |
and their cyclic ketals and acetals, and either R R3
the ester bond or the imino bridge may be -
55 formed in the condensation according to the R2



4. A particularly preferred nethod for the [err]
preparation of conpounds of the formula | and cyclic acetals and ketals

t hereof conprises [err] . .. transesterification of a
reactive ester of a com pound of the formula I11Awith a compound 65 of
the formula HO Q The reactive ester pre- ferably has the fornula 5 I n
which A, R [err] and [err] are as defined for formula |, and

[err] [err] C.CO O. The symmetrical anhydride of the conpound of the
formula Il kA can be prepared fromtq%2 fs conpound itself and a

car bodi -1i m

anhydri de oafﬁerlhlﬂ Rrapd & ed agidtfined he Reen ufnel aothpctuiuia of the formula 5§

R fornul a $ﬂ ulpl gndah B loprD @08t WoB* | Hl@gv PAPORNES 10 glepteht s a
cyano, car ba?‘FD 1&Btesence of a catalyst, neff ?‘;a;";,"eﬁ&dggfg“ i Oﬁﬁﬁ{nd (e.g

N, N- di net hyl car barmyl ) o Koxycar b- 700f1¢5e foboiuld HO. qoﬁrﬂ&&mst@fﬁca@im i nert
or gani ¢ sol vent. {]Q(e g., et hoxycacdgdmgnls or rret hoxycar bonyl ) 260

Alternatively, a conmpoundsHof the formla_%of ePTgeIr 6 ?)r ar oyl ,
especi al |y acetyl HO Q cga be condensed fﬁéﬁ%ag{a fc;ﬁ%llggnzoyl ),
and AL R [err]and [ e Q3 as dehydr at iritges@@Ritton fat&é:dn eyesw éth Bmconpound
defined for fornmula I. , transesteri f pwad pothe Gfmulh 8IA grithnal campoundn, 65

Preferred dehydrating is 5ref erably eff %fc‘t’ie{gnﬁ‘gf? HPQ. Hl“%éeé‘iﬁ’(‘f"eesfff P basic

75 20 agent s vasl Aldke reathgiRe iaii s @gneespECT AT Iy d“lm- cat aI yst, e.g.
anhydr ous ~pofoafsiumt, agiar bonat e. cycl ohexyl car bod Gefetz8
[err]-al kynyl am nes (; gﬁ%gol vent an axcess oOf conpound of the also
useful as dehydrati r‘@h B s It should formula M@ | S conveniently used,
si nce the homgvghmbEical Bety@dle tohde cBBpyndcar bodi -i m des| tramsesterification
S rever5| bI eftheTﬂq@utae@h‘!tcramhe plspareédwmvhq th the epoxy oyp of epoxypropyl
conveni entd AR t“%& apd afﬁﬁb‘lﬂ‘a%ﬁd iin the 80 aifcohol , that gl ycerol
itself is Ilg@E xcarfdl' neﬁ) 250[ err], forgexanple at the cyclic
adduct with Ry Bordg avdtemtdﬁ;&rat@m the' ef | t re t ction

m Xt ur e % amressncl: ¢l a ealta(b@thek vmhmed@eWe({gtggﬁdS%vﬁlﬁf H@Eﬂabﬂwc%?o’alé%ﬁﬁffgam ive
ester e‘Pg ‘gﬁﬁ"tpf ?’a‘i"ﬁw g}?lc‘gﬁ)ﬁ nvdffamseﬂwkycuhqnbl@d methpryche®nylt her ef or e

reacti on of BORPHNGHNQ ula] 19 Cyi‘ﬁ%t’ Ak Gl ﬁﬁﬂem&hg‘“ﬂr ef erred.
reactant of diehﬁiratmg tagtmadlceectyp@m pob eg,qe'émr ﬁ f hiS Rra tmg dula 1V

is a cycljc Hethaformpla JE: drefesfed dehyduating Bis prfeaSly Rdcei nhed gesencelefa tagd) 7 n t he
gl ycerol . :}girét}?e;x;ﬂ:;i;o c‘a?;?dglmliels, CSPCCIallyS' ;I;- O;;alylsfj, PE- %Mm%mtasaum e;prbvnaqey base,
€.g., t“eth AR NCas hda'ﬁn“a ;ﬁ dl 9] %d:{sé)e The
preferred cmmmu md notaf y;mth marfyOfaﬂidﬂlamidEb Igggg?}ﬁégﬁ }?ﬁ‘ﬁi&gﬁﬂ gf%d?gl;ﬁzh

dehydr at | regy F@X igTosr @ée@@mwpy Idoﬂnem&ﬂﬁ(éff&ctt:& ae Séngemnpgantthe 50 e. g.

car bodi -i i dg, ﬁ‘ijadﬁ‘,:é{gtv :g‘/ji ;1&?1: %@ I’W aF fus}‘elﬂl’k a rhet he
reacti on 907y A wn BE BhREaDINb GilicyE fhié Eﬁé Jeﬂ{g Yoo bﬁ,crl bed in
t he precedi n:ghembyrbmxedof adi-imides] ﬂlefe&ﬁbct@ ti6 &FNEEomPh ut,, ofLtHe Wneaof the
graph 4 age HU% Uﬁnsvtkﬂ qdéeaéﬁl{‘feqf |ﬂF ﬂ@bmpohmi bl e formnulai CIFCHR.Bc o¥fpound
of the radi %‘t ’ér? é’ic On WTWd? uflﬁsiﬁlht:‘iﬂmbﬁlf%? ﬁtﬂ“% and t he
resul ting pro@Unia thodificaibh of Ok prdctss fedribdd- 0153 §h S ryﬁfs AR gﬁﬁ

react ed respecahd ve¢e§nng/\nparhgra>hcdmrpbhydﬂltl ¢iloer, BQaEl-D&dihy ton@i10. Ukactis peed al

pref erred, st s—afe- Eﬂ i@lchoare wrtldmlaav o cmrdd noﬁfctlcmheg‘) those

c
m b
of the for mﬁ meyéacrﬁpi o%%opd are th?)s%:egv%gw sterz %11?3 ound

HOQis thefoﬁxﬁx&CIIlIA{&)reﬁiE}ﬁﬁ& o G afra & &Y ale bRRahed
dehydrati ng falgetht HOW: hncashearesuhrag lpspHuce &t 63ns on G@nb@d»bn latdnfle.g.,

pr ef er abl %‘r a;eg;g r;[gfctwely HESt h E1mPaNd b thf cetbort sroups Bipedially prefched ttsueaﬁs- %Bcet al
or ketal eIt Sw ewthetﬂgﬁ“jp wsef gscreaén"ef"i”l“fkbgﬂ PPl A of the

'C_ esters e cyano-

pr ecedi ng nuﬁécted]vﬂ@ a45ehyd}httngldgent @h [k C egdi g Rar agr ber ed
par agr aph 4 b ﬂmléfesH@Qt &r B’C‘mebl)U\hl ohlicRe ashdtien gofp bfhﬁem: osfdlinde HDs-Q With a
t he est erl f y'ﬁcgg % ¢ ce m %rttge [egprfs]setc%ﬁ ?‘ c) I‘°5(3]€H Pqu‘ﬁhEEn‘if% A% nal | y

effected Pn T RGL st th M,Eﬁ'ﬁ&dbgaq?qmﬂq RarECar Tf‘pa& polisiod Rt ence of
a catal yst, dibedighiabls\hommalOERaEd 8 ahel pre- t Hasfene dstoaalh&h@rl%orﬁﬁ&ﬁf‘r(§g, or
esters for meehchyf e cgalyst, cmﬁcrehllssmpppcru hi ahchtecrard@ol cheu@ aresers farmgl byr eact i on.
of an (1 efy gl B e ey Té;:hé%‘*‘*‘*g A Mﬁf D

eact = d
reacted W't hyogndC&Mhe f&ﬁlh‘lﬁl(ﬁ ?edt ?p it lpé,m'ﬂ |1 . la s%eésdl ﬁ%@ound of
t he formul a o lah Asnertldagamheommesgnm&an,atremreacnonqﬁmuete,u agrrb (¢spRiast ers are

the of an i rferelly @f fretmsolbwm ro@n gem—dlcbtxdcv’l'fuxymr@@di-mmé@cﬂndmccpmmdlsict of a
car bodi -i m FEPEPEL A y ferably at terfbehalotr¥siat ween room t emilo

di cycl ohexyl car bod| -imde) and a conpound perature and 150[err]

of the formula Il A 110 7

1, 220, 468 7 5. A conpound of the
formul a cynmene or xyl ene. The reactlon may | f de5| red 40

Y T 1 o .



base can conprise one nol e excess of the conpound in which [err] or [err]
represents [err] or a tertiary organic base (which can 45 also function as
solvent), or an inorganic base, [err] e.g., potassium
carbonate. In the foregoing processes, Q preferably represents a cyclic
ketal or acetal of a group of the fornula VA, nore preferably a group 50
in which M represents one equivalent of a of the formula netal ion,
preferably silver or an alkali netal 5 e.g. sodium and A, R [err] and

[err] are AS [err] defingshofugg formula I, can be reacted;with a
conpound -ef—the—formta—WO ferr] in
which Qis a$ Acrepapbefghefogets ned and orjxgle ?I@arearcrl ftfb?‘“ﬁ’ ed? due,
preferably a hal ogen i ch [err] an%ﬁim ‘ﬁf{i&a e de- atom
or a sul phonate este oup. 4561 @6h epr)& BblE gseacalant of the

formula 6. A conpound ol he fornula Il topownd ime whiclD. ) of ST represents
2, 2-di met hyl - 4- hydr oxynethyl -1, 3- 55 cm%ﬁ:greﬁtewatyh’fﬁmé Ve 9 the

formula dioxolan. VW th? product of% gf;fmsqsﬁfiﬁirﬂgmﬁ?h%egsnsw ™

is an a-glyceryl est el cycl ic ket ann g processes, Q preferably

acetal (dioxolan) ther¥f, is requir egese@@a cyclic ketal or acetal of @ fgeoup

r ] SLY Y brial B Ehrediiies iyuchedch off Bdoriple (YA FiE PrigplY SpTIRLE
al dehyde metal 134, plPerabliysil |op mallr,ﬁmesen s a secondary am no ketone in
t he pr &% engosodiumfand , R, BHR?, i ®dpre For exanpl-etal t hyl am no group,
densi ng ageF\‘tﬁrl fi’gﬁﬁ‘gﬂ an \‘Rhé‘:ﬁ“%dh@“p? oduct of and(I)Q is as hereinbefore
defined. ~ compoun # d foregoing processes isa Lyclic ketal Wen the
imno bridge is forned wQthe or acetal (dioxol an}z /o"k sthe [err]-glyceryl
ester 65 condensation accordrng to the i nvention, and the

[err]-gl geWreacnve%E:errhef:% f°r§e§é‘&°§ o d, the 20 pr ocess according to the

I nvention” CogRlor lphoK i'@zlfe 1318 ta g hﬁE eferr re!’ca [h%g for ulareaCtI ng
a conpound ofe. 'rAhramfmnndrbﬂtaeformula A caﬂtbve nﬁmnﬁm Sroxyhigih§l-;E@NBYal can
[err] condensed with a cpygpoutd of Shedermigly selpeddnvel 'y hydr ol ysis, pr efer- ably
under mldly acidic conditi WS for examthYl@he f@“‘fi 'rlre FFQO“Fﬁ Eféﬁéous
acetic acid or p-tol u-pleft] ‘Se*t‘;‘l“ Hq egf reﬁ}{g ate in a
| ow boiling sol- vent such aQQtetrahyer ra.gly@;yl Ie&&ancanorbchrcHHtth 60,
conpound gf thg ea«tmr othe Ofapprby@iadi oaddrlhme wi tér boron
trichloritde™® ‘Fhﬁ{ﬁ

sents min o cson-
ée qgmgp%iﬂgr é‘nu& ereabln é}:)?ﬁp I\]:I(:?S(l’le ducfoof
conveni entlyndl@lstal’slﬁera ReRRemedf an iner 11,8561 1ng Tcgf ﬁ 5 ?5

net hyI ene [erWl]en the imino bridge is formed @hther ludecetaf QJ! ofbshe gjyoedylyssrs & t he
resul t- i ng B ccmg.l‘nﬁ‘ﬁ‘p‘Pgﬁe%’ug‘Al "t“’é’l‘;l*?éetlish%eh ths@fg!}';alqrﬂ eeifr-ltSd&Glrmqged thet abl y
those forfreloiink i ool e foabud denyd §°‘§Jd‘§z§]; ‘gﬁrﬁa‘{l&?@ Merr] =
an aromatic group) can be cl eaved to thegfe Qffec | hydﬁ,lys , piefed-r] and
[err] are as defined %1 ester by ahlydﬁdbgerﬂﬂirhm cofadjﬁonex:arepdne f78r
formula I, Qis as ‘@gbef ore defi ned,ple smemjof Foluﬁa Ft&' 1d(9 Ptdhar coal or
cal cium and one of [errd “ahd [err] is ar‘?“qc qucﬂgsagf ﬂ e as

cat al yst. DiygielcahRuidsBdfohddt 85 th B lof ths dmmmma&@mmgr,@up whi ch
wi |l benzal dehyde ([errl =H, [ err] =phenyla) redueedpaqmpemamredeméeramterbomn Berr]
group to forman ticulafly preferred for8fyfdre ; P?ﬁF““%‘ffpeneo bri dge.
Wiere a compound of %,h oryul a | here- Wr e Ve'?g 2y Sg%fﬁ,‘f S up, [err]
must be inbefore de r cyclic ket ¢ KdFarRERipBk. Al ﬁﬁtﬁrclyacehﬂﬁﬂgen atom
preferably a chlorine or>gof is requiredxdamd noably phosg] foermed \slﬂaprmaeﬁCd 8ddi -

90 bromine atom when T4 is an [err] gr dlﬁi‘%‘,;’tcl‘c"" Rome Jafpeep (REEoR etlle salt
can be coaves kmeh AOk i, RAMADE e RALBIEN GH b ctbr ’at%yarogr QRG] fo @xamplt O t he
conpound of tdr diprladl, 1Q erasldetearbefm d3med, I axsihgl UBlladfuer o X ainpba amn calkikoxy

al kyl thio, wstets ﬁTHeérTée;r gﬂ g b aba@@v ﬁgxeha dformed with 85

al koxysul Folfflenbic MIPHLER G om "ty S B ol iRt s a

conpound zpf gufigact ants can used tOggLLTe omdod of t aﬂmh@e_

her ei nbef or e WzhiTice am)lh‘ﬁycérow, TOmue)ba ‘tﬁfoﬁtdeﬁlnéd)erZ@ Betal J;acmal than be
heated acefahalegm Riewalp éaIYe@l Shiaiel & 19h tf]ﬁ iérarpr uqtrfgeaacﬁrl gk bdPl i ng
organi ¢ sol EL 13 ?rhalggé &ﬁtl?{eﬁ:h%l P co & opﬁmﬁéitl ok @tale&f s re-
8 i5 residue, for example an a‘koxy, alkylthio, accl the @& ction with a base. Alterna-

8 alkoxysulfonyl, or nitro group. trveh where tbe product is a2 compound of

The reactants can be fused together, for the mrmula T hereinbefore defined or cyclic 95
example at 140—200° C, or can be heated acetal or ketal thereof, and a pharmaceutically
in a high-boiling organic solvent, for example acceptable acid addition salt thereof is re-



quired. the conpound of the formula |l or (2 - nethyl - 3 - chloro - 6 -
ni trophenyl)- acetal or ketal thereof can be converted into anthranilate;
cyanonmethyl N - 2 - chloro - 6- a pharmaceutically acceptable acid additijion
nitrophenyl) - anthranilate; cyanonethyl N- 65 salt, for exanple by
reaction with an acid or (2,3 - dinethylphenyl) - anthranilate; cyano- 5
functional derivative thereof, preferably with nethyl _

N- (2, 3-di chl orophenyl )-anthranilate; naleic, salicylic, succinic,

met hyl sul fgnic, cyanonethyl N - (2, 264§§i br omophenyl) - an- tartar i8
citric, h ' : _
di net hyI - sudufired: i the C@mpomdoefpﬂhorfmmuladi o (2 methyl - 3 - chloro -3 - mltmphenyphenyl ) -
ant hrani | at eacetgym%rilgfi‘;uﬁ]e 5L Qe 1 ﬂat wepm%shylté&ﬁ réhlgEetﬁal N
- (2,3 - di iﬂit% Oexam e%y E@igﬁ Twﬂ%' j eth g}mﬂffﬁ ﬁﬁffn %?,32' ngso a

h

particul ars fah@H@D derivhtve &E&doﬁtpﬁ:ferdb}yaﬂﬂfm Eﬂ{ 1 |\N -2, 3 1§‘oph l)-ﬁﬁ'x@ ifdre;

chem stry i nmalfne gdlipdier ysheeimisi emgrhyilsglfonisq uiyamchethylN - (233 t dibphephedy)) —an—

ant hrani | at eZi }%arfﬁfﬁ ﬁ&’l’“? ric shydeopieRict y thﬁ“@ﬂ“’eg etﬂtyl Vst & *fagl acid of

N - (3 - netNygne aSdis dict 5} faPBERY ) “°P“ﬁ Reip it AR }i"ctive
hefi a IyReryl Sief 3t QIBPRERY N h I;L an-

derivativep tlkmr etbéreof t hvagi 4 aﬁaa;cmexya&&aet a; cy sgme‘thy Bhloro75 With a

resol ved enaghemhigtein e glaceryl eoieyy ik eagniFed, chl cm toqphayl I-Qant-hraa;hteh rcaanodleatye
cyanonet hyl 1s all reﬁ ‘? est y @Fih f % | N - (3 methy 6 dlchlorophenyl) -anf 3
T ere0
o 2! chl

methyl - 5 merao@faa %?fl‘f"b[ y te %gg@eﬁ%l g Bstrate

t he pre- li:yarnoaﬂtdn cdkbl- (3 - rret - -mdey Iophen 1)paﬁtﬂifajnﬁﬁ of
conpounds acdfg éﬂlig‘yﬂg F’@mplfgn’élus atntthpr atfﬁh I aw@metbxlahdﬂrem mtr 13:,:151).

di chl oro- i nﬁ?‘éﬂigﬂno compounds according  to anthranilate; cyanomethyl N hlgro—
angm g
1

anthranil ate; cyanonethyl N - (3,5- 80 Hﬁﬁﬁbﬂmﬁeﬁﬁh e 5,,@@151 ale;

cyanonet hyl EXAMPLE 1.ExamrLE 1. -IY 2- n(e yt - 3E bdifyibromet p‘henyl)-

trifl uorogqat hxl en l Ar n| I a b'anNncthy N -62,6 -dicibdoor o- 20
A Preparation fa§ C“yl) dpg‘g; e a’Hitrﬁfl "H?;i;‘}’laFe gand

cyanonet hyl N- N- phenyl - ant nr anl | c aC| d amlate, respect1ve1§2mé rdfo ¥ 3 -

net hyl phenyl )Cyanoalerhyl 1‘853{tdzﬁuammktatlpéz¢nyr)espect ively. Cyanonethyl N
(3 trifl uor On'%t hv| 1pe o?ﬁ tn an| | B: Ester Interchange Reaction B: Est er
| nterchange Rea$ }gm, Bik 63;"‘)}5 of Nef3ptrifhuoronpthyl - 25
phenyl ) - ant I’H’nﬁﬁtl a|ndl 8 mAGF ch lor&&tmtmle Qfstlir&il et ml}/j" trifluorometh Iphenyl)-anthramla)te
[ err] -1 sopr opylheakdnendd o rbetpyfbr envi ané aand AOmixture offuc oorcmmﬁﬂzt@nNL(m |99 is
DT

stirred N-( ?ﬁggf’:@%‘g Rvial ?y‘l“?‘;“%n f éﬁ?’ @& zniletg) %?ngaO%t eam

n]e
bath for Weoﬂgmﬂe @o-obtained co}erl goxghm lmd Mugkgo a s1um , 90
quarter houras. llaihe17PaSlaft¢r| xmgysraﬂamon cm:mm hbHdAaR: is heatcd on a steam bath for one
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~acid i edioxy, '(2 grepony (32, chloroaniiino); I;rgﬂoanl | i no)
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- (2 - ChSl -O'ﬁﬁoamhﬁ) = nidbtinkte;- B,y ﬁop&b;@Dt | (B34 dichlofeer 6 ] mtroamlmo) nicotinate;
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nitroanilino) - nicoblinate, [&f zﬂlz n 1 A1 ulz?ém -
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act xtract filtere ajgohol.
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met hyl ani i rl@) was tmﬁpat@&)tv»'lt n® \ recPystallizdl of‘ pyﬂﬂlﬁmfs IcBddGo 5° C and
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EXAMPLE 4. 50 A Ethyl § T e TRl e
dyceryl 2-(3-tgi blvatyoreihyt@sicibbaiine)Chl QheaBid lafiesked MiiOhydFbadnCsulphide.
nicotinate A m xt ure of niOtiskc gid of et hyl 2 ‘Tl [ogmiom Gioxide isffiltgréd off and the 65

2-(3-trifl uoro i ] i no)-.ni cotinat dﬁﬁﬁf%ryglmwb@temaao tediptheywud g of
2-met hyl - 3- ! @{Igé }géﬁg‘é’é OE SPPBh of C)fc ghl oroani | i ne was
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E: [err]-dyceryl 6-nethyl-2-(2-nethyl-3- then water to obtain
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2-chl or écagcflm‘%fgﬂ Ism%g%ﬁmgga%::?m@wz- Acnﬂ«:m%\c@icnngmtremzehe lm@ﬂ:edurﬁé of
Exanpf e gm ik { ol n’il P& _hydrol ysed t 2 - phenyl -
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be in aWﬁtQi‘l mle g of body Standard Gra e@%u ' tab? € for

adm ni stweightj deperhlylgamyn mar ition to $9di ugskauryl Sul fat e 25000 20. 00 route,
i ncl udi Fgetedhés E?Flaﬂlly aPlE!eerel gnter al Ssoabé‘pllsselatﬁon USPact 0sd250.0 80 238.00
‘and 1 PRI o S Seglfosium - Garate
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dose zf oyggﬁf t}é} ,aosfm g]‘;g b h‘“’éﬁ?"‘é’i’ gj%i A%l at &% ngr edi ent,
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capsul e§ a"l;‘%ﬁr‘l’i’é‘ é@“‘&;ﬁ?”f‘: aup e%l s The %ltPfYSUSpenSI on.
conpos Lt b cpleson, SOV vl ot sygoensi ons
el i Xi r s pe any compound accordmg to the mventxon, ng/ t ake ti on@ §ld oi nt ment S

Acti ve Pwigisedicterably mlmcnhll’é@dnﬁuorﬂoo 0 20 A total daily dosage of active

i ngredi g}‘@gyllp}?@gﬂ PR deperet 2-(2- Example EnTepisgl Ofiepent he range of 15 to 50
yl - nilind} - mic t

Ny. / k. gderyd OAY-methy hﬁé ihal ed Sugar, weight, depg 10ing upon the

condition to be Active ingredichf Qflcrhided © , is normally

appr opr i dixenple 4: En’ferlc CoaSldrtthlﬂttsol Sol ut |%ﬁh3:g§§r§§en,§9 1250. r(g 5 9580

Conposi t i gfs.afakt &6 i}gg t opj.cal . adm Sgccha |

50.0 25 Acﬁﬁﬂf:@aleﬁ@.ﬂﬁ izels € mﬁﬁlr the treat msht of I"o6cal cﬁh’um Benzoat e,

UsP Cir®.affdi nf | anmati on aricb’ or iri I“tI’aUIRONICCCHmGSCARKDWAXEt hanol , USP
0. 0252 LegeRa¥d for intern 5adm e tEbirdaMatie ysed gt hol, USP
1. 000 mﬁ,f;g;u SREnt of paifpgand iy % i er}lﬁrfgj‘ nﬁmﬁi “ql®

85 exaITp|SBd1ﬁ1haIaur§ilS§ﬂI€that ed witdo r hElﬁE{dattﬁHredf aa i gslmvvat &k, USP to
make rﬂ°1W1®®3yrrdsiP®opor oses }5d nt mnséagaqnt (N:)lsl mldilBle'aBeandbur sitis,

gout )foar tgj boyr Xslgg%d spondyl i t doour g t British paentf o] | owi ng
Exanpl es (A | ustrate ph éymaceu’fhﬁ@[)&ﬁ&, Cr@l%s% ndto the
ny. / SuppCSSdlﬁlﬁlLyuerl’ﬂﬂEd‘ﬁ i on; t he.oconpashilihoik@tiaé Ehcﬁr ewo@ﬁ wective

i ngr edi effagnegimrBesraeed 100 33.0 st afdmvleg: net hods. The actl ve i ngredi ent may

Theolgoma G |, Pharm G ade; 90 be anyeconpound according to

t he lnvenmeo@mets chis (eRred by stondard son2 [gi ns. but is preferably
- a- gl ycemytho guvanf bru @nteric rmlnhg/lophenyl ) - riani ’@ e, a-glyceral 2-(2-
Exanpl elagguer nd eplithsdent rretp - 3 - chl NADo) - nicotinate, or.
[errle 4 ve"j‘l %%ﬁgm?-b é‘@r‘ﬁ}dgﬂ éfnl t roani | i no) "'h| otd nat e.

ng./gm euﬂ&]jnle%ﬂdd t0 § [pBIhrSiHene cgr‘@,nhzed 20.0 ExarrpIAe A. Enteric coated

t abl et s has a molecular \Wbt}'ﬁ;{ll@ﬁ]‘ aben, USPwherein M is hydrogn ot lower akyl; 8 dPr opoy| par aben,
USP 0.1 Conposition of table core: ng./core Pet rol at um
USP to make 1 gm Active ingredient, mcronized 100.0 Citric acid
1.0 * "PLURONI C' and " CARBOMAX'



45 Lact ose, USP 33.5 are Registered Trade Marks.
Di cal ci um Phospat e 70.0 Aci ds having the structure Il A
as defined 100 Pluronic F-68* 30.0 above where Ais a
nitrogen atom and deriva- Sodium Lauryl Sulfate 15.0 tives

t hereof are the subject of clainms of our Polyvinylpyrrolidone

15.0 British patent Nos. 1147701, 1147702 and 50 ~Car bowax 1500

4.5 1147703 and our copending British patent Carbowax 6000*

45. 0 appli4cati on No. 1194246 1,220,468 105 Corn Starch’ 14
30.0 Thous;—Britrsh 4((UJ. refafes to DO%I um Lau%lm_

Sul f at e A and Ejs hydrogenzan |of iﬁ& ]&:‘ mﬁl .

. bromme, and D s ¢
Magnesi um St ear§ & A is chlorine and E is en D nfa rél'ﬂeth C represents hydroven, chloro,

350.0 also be methyl with [a@r adflitidriale chlexin etbsombome@ Iwor elryamedﬁtbyunsmdnﬁar d

| acquer, col 0¥ edubstamt §|r§d1e|6§’h%fdm o Pftﬁrﬂl én gpresqn g }glgfﬁﬁ?ﬁ ‘%’g ke §

[err] 60 acti V& %@ﬁaﬁ ¥&§ I gn& ré)ﬁﬁs& ﬁfele on@ 50
pol ypr opyl ene g fé whi ch’ has a m) ecul ar Wwea and)fi repreadats mtro, thenD repre-
wherein Mis hydrigen Pafnt| Noaeil47d02) kelatrte 2of séofsOhydrogend chloro, bromo, nitro, lower

1, 220, 468 10 anilino-nicotinic acids having the general alkyl or yriflugro W@@ and

@1—‘

oro, omo ni ro or

the other is chfBPihe represent hydrogen, tt [J0 0 pg&m
bromi ne; and D is chlorine 63 romine or Qem, su&hiuartsoA Ibr(DrliDandrE atrc bydrd—ovver
alkyl or tri- when A |s and E is Hg:ménnnlmtyne fubgjor® php gilinoC
represents hydrogen, o be methyl % “g‘rjéﬂf‘;g eﬁe
bronmo, nitro, |ower aI kyINoNHt 1 & uor onet hylmJne § ,ﬁ,hs'g ©e Qikyl.att ats

6- posi tion of the phenyl ring. cirepresents haydroge nomrfunctmmaltdmvauasémMen A
It also relates to pharnmaceutically accept abic de pl@narfan llsr %Sa pacid

hydr ogen, then Brhenaprl‘é is 8 dlydrogen @5 flawess allyhoX hyf %ﬂﬁ e}egfat e
sents nitro o 1 % ot yxminghand Bt's Ih@’é%gfn’on Refabhcd arseafade under Section 9 of 65
of A, C and gl ﬁnﬁ,geungﬁg Becdprabe Ptk PaBints isth BRtitheRatent\iy. 1064259702

relates to 2- %ﬂﬁt &te hyga Qﬁﬁ'ﬂxam(khalcﬂl‘ @rivadive NOVhidhirglates o ¢ goppapund of the formula:
ani l i no-nicoti nrtl@:reoacr ds havi ng7703 € e JENET al alkyl or trifluoronethyl, E
T

represents hygr ogiish stes o 2- ‘ chl or o,
brono, nitro %r lmn"f'coérrl%rraé Fly]fam%xcep%em%at when erEhOOH h A and E or
three of 55 [err] t he substi ,\uent|s ,C D and E
are hydro- gen, then at ¥ opd substituent in the ameli no foi ety nust be
nitro, and except thatm en [r] two only of A B, C D
and E are hydrogen, none\oOX the/efhers nust ifpavhigh Ryreprespnts ah xy,clkyl, 580 at es

to non-toxic functional derilvatj, v'seé t her eof aﬂ“ﬁ pl P"rfg':‘%’% T ranfa)lg o
acceptabl e acid wherein M i's a “hydr ogen or n(})f alk h:bb)@ﬁor
salts, esters N7 FONINE and: h®y1Ghe & |caﬁoaurox3hﬁﬁm ey hadugdx a%m,snd lR2
hydr ogen, hyro;b i sgltsaﬁlsgli %ﬁeﬁm&éa’f@@f-eoﬁ a hydsoger $1p1p pHan £ vyﬁ
al kyl . 25 fuosomenRodlot en@&m}rysSuaﬁt%ntnﬁdephgﬂ;lb(ggﬁm‘ﬁ@‘gmm fed &ﬁve{ef so

rel ates to phar nfit&aestenp the JELOIER 0B S helfve Bk ACt to British Patent
No. 1064259 sal %6%, n%uuf,’“e én ﬁlﬁlgélpram d deri vatl ves _which relates to

a conpound of t hend ﬁydmgéraatorhhﬁrlmmf the Bf bdd Sh p: relates to
eYEPgacs °f&£/hzmg?er r] formul a

2- 20 anil i n¥- rrogtnns. rilt Iso a‘éﬁtfd o ““Cl

[err] in which Rc‘i"'%t ja gltlfi getw t'[l'syl haI 0- [, er00j CHy. CHoH.CH;0H

al kyl, al koxy, qgé Y, carboa oxy radi cal Zjl\égl/a hal ogen at ons
[err] is a hydrogmttxsmtmaant asphlicatiooxYo. AIUHAS, hal oal k \ | koxy, carboxy, or
wherein Mis Wdﬂ@]’%ﬁg?aéfﬁﬂ ifotigjclagif o  car boal koxy' radi cal , Or a g

hal ogen at om arff %esents either a chloro, , b 3 Nitro, tri- is
a hydrogen atom or an acyl roup) and the 25 fl uor'b yl, al kyl or al koxy

substituent at phenyl’ sk pkyC be substit ut ed by oneér2or 75 the
5-position of the ben ri ng ]@ a halo, nore agdr tional al kyl radicals,
and its water- al kyl, al 4 dfl uor onret ’I‘%y‘{f r@mtrsrg RMdgenaitom Sl u1&pl e
salts. the 6-position of the bezene ring, or Yeduppre- sents hydrogen atom;
at both the 5- and 6- VHAT VE CIIS_A%M |'S: - BOrepipensi # ibpsiagen piom or & gnefhs a§5es
to phar maceut i cadnd yits no}!-m!@o estiondls dsfivati forrﬁﬁ acceptabl exsg! Lo, or
cotors, "N ol ky) pRmE e DR ot LR a8 b,

0 represen ro
[err] lower alkyl or trrﬂuoromethyl B represents R* represents an alkyl, nitro, or trifluoro-

hydrogen or, in the case when at least one of methyl group, or a hydrogen or halogen %
A, C and E represents nitro or both A and D atom; .




thereof. [err] 35 relates to a 2-anilino-nictotinic acid conpound of the
general . formula [err] in which A represents a nitrogen atom or a CH group;
R represents a hydrogen atomor a nethyl and its non-toxic functional
derivatives, group; 85 wherein R
represents hydrogen, or |ower alkyl, [err] represents an al kyl, al koxy,
nitro, or 40 A represents hydrogen, chloro, brono, nitro,

triflu onethyl group, or a halogen atom |ower alkyl or trifluoronethyl, B
repres dirs [err] represents an®P#8¥ . nitro, or trifluoro- hyMrogen or,

in the casa Bl\laﬂh?draéen LifiBSE 0848 @ilorine FeBteb! hy@IFdReHD theR!B Rpreliiidih@gen or hal ‘ogen

A, C andr bromipr exldptischipring or grmibobh  denaridorh) bromo, aftyriower aliyd or tri- o
1, 220, 4 en A is chlorine and E is H then D may ﬂuoromcthyl C repr q@tspb ﬁ)genEClill O,h dr ogen and

1 s _
the of h%nbs{,éerﬁbﬁ’fger““ Rio S “hf Sy o PEERR an dr 0- or
brom ne; ando Blakes « tﬁfateﬁt&aﬂ)d’ac p@bt NB, grandg reséb) ymlfdgen, e@mcpral tro, |ower
al kyl orsa%séro psterskpd nhyArokamic h¢ld)rdprwemands£tsustrd—bxt hemeg;;tm@hen &1 leor ometi0yl , C
represe sy dr0gen, E sela 0.,be % )ﬁ rgfs AT Pr€chl ori ne
br ommoyo rhhithﬁ@mcohﬁweﬁcuﬁ? y?z he gEg LRiof §iit=§§ Wb oroid é’ﬁﬁ&’gr ?w Rhenat the
6- posi t ifemulaf the phenyl ring. — repreg&atiso ydilhﬁge&lﬂﬁdiromdtlﬁylteh&ptcase when A,
It also relates to pharymceutical |y detelhnaihe or Byth @ @ﬁ@@thleqapfesﬁnt
hydrogen, then D sefie-salts, ester%heafhzﬂtl“r‘tmt gﬁb nuem atﬁeé‘g‘rﬁ?'atives
sents nitro or m—in |t hef case when at Eng@ t that, when
of AA C, and Er S nitro, thelfwdibrﬂ)eqsrrngErln hxﬁil‘lE tigdrogeblo. 1147702
relates to 2- sent s””hy régen, chl oroonemfohﬂﬁthﬁigm%be ’éwlelt qﬂgﬁﬁé 60

- - - - t c C
ani lino-nicotinic acid haV| ng thelfm %P&;‘ma 4 chg’l omret hyI E

represe Y Qaen addition salts, esters, N-alkl N-acyl and Chlo
br ono, g‘f%ﬁgug‘rf%r&ﬁﬁﬁa‘g’ r?g yadmgglxcﬁp'bxaiﬂir%cxdvd&ﬁﬂnﬁs ‘Lﬂi‘t&bf or both A and E or

t hr eelSofchlofb bfosiby §r lower alkyl. eationt® ofc 65D and E
are hyd%&g ﬂgen‘ﬂmﬁ armacepticlist acespable; S e@ﬁ“f m‘f; ol ‘fo U451 ety nust be

!'I

nitro SERPY hfropami aad, RGBSR y D and E ar e hydr ogen,
[err] British patent No. MAAR30felatell @ Of her 5 mJSt be al kyl It also re- 60"

| at es20 @niliognitainic C adidsndbvingnake dgeweralati ves t oft i ncl ydi ng

phar mnacdtf™al | y acceptabl e acid wherein M en or |ower al kyﬁ X
addi tion salts, estgs, Nfal kyl, N-acyl and N| s ¢hl ofThel or bronine, and Y

i s hydrogen, @y am id derivatives thereof? 15 chl oro brono, or

| ower al kyl . Ref er ence {é madehu der tion 9 of
It also relates tb pifar @Jtlcallym%(gﬁfpr ﬁysn%;. @i’%i@g lf't%Brltlsh
Patent No. 1064259 smlt®; esters andohydilepemiions & lith B@Fdgdadtbr,es  Whi ch
relates to a conpound of the formul ah‘czrm;dkyﬂ, haRelkylj dkpxypaetdeny, Bo. 1147703

1 e
rel ates vich Jog b f:,:;fﬂe::,gwﬂ i sy
[err]of (% mrgt 1, alkyl or a %ﬁ nt Et [ 1 nucleus may be substituted by ‘6
I epr eSenhs s3oditsbd loXné, be ,ng addﬁbﬂabxlygl redidalspacd, ltsOVatet-aI‘ oal koxy

radi cal , alkyl{ @lkpxzror 1ﬂuoromethyl substltuent at uaalel'fd.f-sogen atons [err] is a hydrogen:..
atom s;hyt ngen ato zenfrfat}ge)%_‘kxpre- al YT %r&gﬁdf 197 wherein Mis

hydroszﬁrbogion cunpoal %ﬁpmﬂw offuld hal ogen atom and
[err] I‘de’eﬂtﬁlﬂﬂtsﬂtSEhst MN-@lloft hdn@1 Wacybr ono, nitro, tri- 1s a hydrogen atomar

an acyl s e chytteangs acid |denivatveet hyl ,  al k@;&?z T KBF2%ubst i t uent  at

phenyl 1 11 SpllBY hc%%i'ol?xSt\“Ufl y one the 5-position of the
benzege r@mtggoqrz_aall, iBrotinid 3R [dCoR al onal al ky¥ madi cal s and its water-
al kyl , af ke)gynent fotmild | uor omet hyl substituent at)l sol ua ble salts. 8he

6- positi on of the benzeng ring, or Y repre- g ydrogen atons at both
the 5-- and 6- . AT CeAIM 1S - 30 posit s. It also relates to
phar maceuti cal g 1. ounds of the fornula a’tgcept able salts, esters,
N-al kyl ‘and N-a co ds and hydhowainh ¢ acid derivatives

[err] thereof. BritiMh IPasent applicadiispresenp.a Frogpsgemsr ¢ htes to a

2-ani lino-nictotinic acid conpound of” ﬁﬁg@&&e; Blarde® hth ¢ a methyl

80 and its non-toxic functional derivatives, group; 85 ]
wherein R represents hydrogen, or lower alkyl, R' represents an alkyl, alkoxy, nitro, or ‘
40 A represents hydrogen, chloro, bromo, nitro, trifluoromethyl group, or a halogen atom;
lower alkyl or trifluoromethyl, B represents R? represents an alkyl, nitro, or trifluoro-
hydrogen or, in the case when at least one of methyl group, or a hydrogen or halogen
A, C and.E represents nitro or both A and D atom; N 90
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[err] in which [err] A represents a nitrogen atom or a CH
group; R represents a hydrogen atomor a nethyl and its non-toxic
functional derivatives, group; .85
wherein R represents hydrogen, or |ower alkyl, [err] represents an

al kyl , al koxy, nitro, or 40 A represents hydrogen, chloro, brono, nitro,
trifluoronmethyl group, or a halogen atom |ower alkyl or trifluoronethyl, B
represents [err] represents an alkyl, nitro, or trifluoro- hydrogen or,

in theltase when at |east one ofi,220,468net hyl gr oup, or a hydrogsn or hal ogen
g‘o C and R‘ﬁcﬁr@s@.ﬁt? §§ nfk}":ﬂ giltr%,r(g tnﬁuor oth {3 %Q}qyceryl &Nﬁéﬁm%@ -trifluoro-

15 methyl group, or a hyd
: . ydrogen or halogen mcth)]phen nthr
. 15 [err] repnesents an al kyl, nitro, Haﬂrﬂ&&ﬂcauy acoliflablel §Hilc] - G yceryl

N (2- ﬁeﬁﬁ‘% CBWWCPW acmtablylcy@moupetalsoandaredalydf dgenmpiund3adiarapan 50

nmet h é‘%& sgf[“ fﬁp a- in claim 5. 11,

The phalbf’r&ﬁqﬂdﬁdu al by HEE SRl ouaq cli & SREPOU R &f BR&rHdteuti cal Iy acceptabl e
cyclic a@mbhlcscharacbtd{semﬂlletanf the conmpounds clained 50 5 acetals and

ketal s t Hef@Bpoundspf thefemplaarma-  in claim E"éﬁ’[ZrT&TiTT”y acceptabl e salts of
t he conpounds CopZ>. gnds of the for@; of ot heyfornula I and their
phar maceuti ca y accep 0abl(lfa cyclic acetals ket é[;é 2. Conpounds of the
formul a N’ [err] [err[owerrtbwanhrch [err] and [err]
are a8 defined inin V\’fﬂ(C\hg A IR [err] and R3ﬁ[‘)e&l&é herein- claimb5.
55 before define and [err] and [err] whic ay 13. Conpounds of
the fornula be® gane or di fferent repr esen 2hydrogen atons or al kyl,
aryl, or aral kyI Iolups or t og et her form a pol ynet hyl ene group; and
erem-

t he eg LG g
Corrpoundlgo,@?deﬁ,[a@ ) Twé a0, 0[ gm\%}[ng R4 repré ents a
hydr ogehe atecamopr alff&:rawerep xkyHydxggreﬁ)up an err represents

[err] 2@)“J OFG%@F Iar kxblal)ourband t he phar tcal acceptable salts
_ ther ddf & g@;ﬁzp" gg’raﬁd By of cl oz %’FB t%r med with naleic,
- salicylig, -H Clralgle,y\,hr ch th roup oesi

ce t| cal I1 &t Bblaei §élatesa8t fefipedoin,
L

nated "aryl" has

sul foni @&, clmxarznmmhnh RCrebfeteﬁt,s ahydtsgag hl ori c, ymlro- d:(a formula 25 bromc,
sul f%r gtﬁ)‘a’gawgﬁﬁ dP’g’e éﬁndrcp?ﬁll@onpounds t helorobmul a

A [ erT] acceptable e et Plamaceut Y [err] [er i [elpf alkerr] in which [err]
represents Sﬁtslaemﬁﬁxewinl@\i[r of dAMET 13 koxy, 14. Conpounds as clained in
claim mandnwaorlalelc salicyHir, $ucdinic, orethylr | fil whiclh et frglp gésighified Ofiryl@ hashi ch al |l the
| OVerg a[, lc’ gl‘l‘*frfﬁﬂcf)sc‘ & dydrgehiprie, Bydreogdls farme

gr oups. S mger al kyl, nitro, or jri- 15. '
[err]-Isopr opyI id ropyl N—(3- fluoro group, or a hydrogen
or trifluorongfy %?%chﬁ)?y?('g Hant hr ani | at e. @—hﬂg 65 hal ogen atom and
16. [err]-1sopi

pyl i denedi oxypr opyl N-(2- 35 [err] represents a | ower

alkyl, nitro, oY Wwri- ngfhyl-3-chlor opheng}lﬁ%}- anr I ate. fluggonethyl
group, or a hydrogen or 17. [err]-Isop'?" Kﬁ'ék Ypr opyl N-(2- or
hal ogen atom gL f R3 met hyl - 3- pi trophenyl )-anthranil ate.
6. Conpounds as &xained in claim 5 in 18.

[err]-Isopropyliderfédi oxypropyl  N-(2- 78t Pahy]s is | ower al kyl,

[err] | m\ﬁy@rogen and nethyl-3-trifluoronethytphenyl)-anthranilate. 40
[err s Riae a lower alkyl, lower alkoxy, 14 Compounds as claxmeq_@ cehaldrimceut i cal |y

R ents.
accep? abI e;,‘;t;[,"gén&tjﬁhﬂd‘r"m?hﬂ a¥Peefyt W 311 {5 1PV SOy 1Bl ) - ti on
sal ts of R:hepreaiousds alkylahie,dori - @ sOE,ya@fnJaﬁ Binbddxfpropyl  N-(3-
clains 5 tipoh@ethg, gr[wr rof -aGhydzeeme lor N{r(ﬂﬂerﬁfﬂétlip}ﬁheri}l-)—@ﬂithx@ﬂhﬁﬁhenyl )- 6 20. Salts
as chai alogen atomy; Id 9. formed 75 ark gﬁ’aﬁjopramédenedloxypmpyl N-(2-

wi th mal el g P eght 8 ef:,"”lk’g%rﬁ' ) I? °§§‘§>-an anilate r]Gyceryl
N ( 2- et hydr-hraogeharoﬁp eny g& ar° f l‘n'erﬁyl 3iskopl yl)migiﬁfﬁﬁlg“%fi hydr obr oni c,
6. Compounds as claimed in claim 5 in 18. B,-y-Isopropyl1denedroxypropy1 N-(2- 70

which R* is lower alkyl, R* is hydrogen, and methyl-3-triftuoromethylphenyl)-anthranilate.

40 R? is halogen. 19. Pharmaceutically acceptable acid-addi-
7. oGlyceryl ~N-(3-trifluoromethylphenyl)- tion salts of the compounds claimed in any of
anthranilate. claims 5 to 18.
8. a-Glyceral N-(2-methyl-3-chlorophenyl)- 20, Salts as claimed in claim 19 formed 75
anthranilate. with malelc, salicylic, succinic, methylsulfonic,
45 9. oGlyceryl  N-(2-methyl-3-nitrophenyl)- tartaric, citric, hydrochloric, hydrobromic,
anthranilate. _ sulfuric or phosphoric acid.
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ant hrani | at e. sul furic or phosphoric acid.
16 1, 220, 468

16 21. Conpounds of the formula 32.

[err]-1sopropylidenedi oxypropyl 2-(2-

met hyl - 3- trrquoronethyIanrI|noﬁ-n“gﬁtinate. 40 [err]

33. Pharnmaceutically mm‘\ﬂ“ﬁ add- tion salts of the conpounds
clainmed in any of clem

Salts as claimed in claim 33 forned

| B with pal e| c sél i eyl Ve, succr Ni,£20,458t hyI sulfonic, 45 [err] 16
tartaric, citre—hydrochtorte,—hydrobronrc,—sutfurtc or nos_ norlc 6&?

35. Conpounds of %thOIPEﬂ“ﬂ‘iﬁloéﬂ!erﬁ“Wch [err] %Dfé@’g%‘ru y‘gfr‘egiﬁ?mgl%ﬂtﬂg Iower
al koxy, ecozJcH,BHonmiioxr 0 or trlnfegy% ﬁinyg&c&y ble QFid Add-

hal ogen atom [err] reprEsents a | ower al kyltiofkald lof mku@mpoundnﬂtdngd ingnoefp, or
a hydrogen or hal ogen and claims 21 to 32. d
[err] 10 [err] represefits a | oner ggkyl orlzﬁtnrifi‘lfsl ﬁgf)ﬁm mg@ e de] fc o5 a
hydr ogen or hal ogen ato 2. Conpounds as cm@dnge it gﬁda,hmr Hyﬂrobrbrﬁlc’vwn C
[err] and [err] are as dinclaim 50 snmumhrﬁaquonq&mltro or

hal ogen, [err] is lower Bheyl, 21, and A rept Esmpruadsefghetferggen at om or
the 15 and [err] _is hydrogen. group CH 23.
a-GAyceryl 2-(2-nRri Riplesedrn GNbw QiR lidweOlkoxy, 36 Conpo 2 Hie Y CHio%ed i n

cl aim 35 i n nbcaiittonad eifluoromethyl group, or a halogen CHa . which [err] and:
[eEr] arﬁ Fts defi netﬁ'mbelrsl cl arlorvrv1624lkyl err] uocr;(I)_ycer yl % W Ic
2-(2-met hy 3n|t9éﬁ§ 55
ni coti nate. atom; a}rﬁﬂj ora ?ﬂmgen or halogen 37 [er‘g ygeryl

6- met hyl - 2- (20net Rylrep&senGOa lowe Blkylaor- uBhyreeryl 2 - %hyl - - tri-

chl oroani | i no) - ni cdkiagresr: f1 4 8ydsesen PR/LEBS™ i no) - ni cotl natae.
38. [err]-dycer ykz Com| ougﬁt Ydainged G2 c@fRt MY in- 3in wARh RTRE afdN@aPBE QuhiCialchih 50

accept abl e cycl |vﬂnchm1tis r lnbIGRRY, RA isQéviet HIRJLE . 210801 Alrpraend K sitrodes a@ﬁn dr e
conpounds cl al5medd R® B&ydrﬁ'éqe phar naceuti cal | yg* tabl e c cli.c D, claim
21. 23. o-Glyceryl 2- (2-methy1—3-chg)6c§{uarro% A %OLU% dot bléed é%ﬁ; II%

1l
cl ai med 25 2 PIIR QOIS (OFnetnS-fiedafiléh ¢ in claim 35 40 55
[err] - |SOpI’OpyHrdodﬁ’&Edl OXypr opy 6- [err] 37 o-Glyceryl  6-methyl-Pr-thgrhyl-3- 2 -
(2 - methyl -23 - 2%h tgemlsml Ri-r(@- meihglot B nafire, ChOrOIe) COKNE, i 12-(2-methyl.3-
65 [ err ] uorome y anilino)-nicotinate able cycl 14: i ‘ﬁ y1e o3 icotinate.

| sopropyl i denedi QR EraRe of e coStbds dsmed . 39, The pharmadeiichiy| accepi@ble cycl -60
met hyl - 3 - nitikeam ki.no)- ni cotl nate. 42. #Rprals H’E’C’Gﬁ@ﬂsl dthy ?m@ésptﬂab}lﬂb
acid addi- [e¥r] 27 Compounds of the formula tin (8 ll&glgd ] ynd - of
claims 35 to 41. 70 43, 8akiscies—ohai ned ing, ?@ é’ﬁr,ﬁy é"\ﬁ, haBbei C,
salicylic, succinic, ng]ﬁyl sul foni 6‘, i n whi ciﬂcobﬁmer] and [err] are as 65
defined in tartaric, ric, hygfochloric, hﬂlrlbbr dwpr@pyhéetnedlw 6-

sulfuric or phosphoric "ac? d. 28 \gger;rpounds orF11 “he  ommg - 3 - m‘mml“m)'

33

44. The conpounds liste i nalyTagka | &3 EphhrmaleBfically acceptable acid addi-
45. The conpounds |i stk Ral'abl e |l here| n. tloilﬁaltslafthcmoﬁtﬂfoftcla@s 35t04l. 70

preparation of a com [e Fla‘f‘ﬁdflbtcﬁm fi’f““?d

ke
80 30 [err err r B &
cl ai rre([j i n] CI[ ai mr]n h\,\fiu Cl@ Jng ﬁ]ar!: SAs ffnr:cp ) V\/E]Jlfﬁl ﬁsﬁﬂaﬂc Qlwer o o #t, gt oups

are met hyl groupszs. ﬁmpoun&()of thechiontdulal sopr opyl | elé,n"éltél (oon}qour(dpylisted - (IZble I 75

herein.
R C0;. Cl. fh— f”’ 45. The compounds listed in Table II
herein.
\ / 46. Process for the preparation of a com-
N C\ pound of th formula 80
30 lower Lower £0.0CH X

alkyl alkyl '
RI’@‘-lower y &l R.—q
alkyl - D

in which R! js nitro or halogen.

29. Compounds as claimed in claim 28 in /! 3
which all the lower alkyl groups are methyl
groups.
35 30. 3,y-Isopropylidenedioxypropyl ~ 2-(2- ) R2 )
methyl-3-chloroanilino)-nicotinate. in which X represents an «,8-dihydroxy-ethyl

31. B,y-Isopropylidenedioxypropyl ~ 2-(2- group or a cyclic acetal or ketal thereof, and
methyl-3-nitroanilino)-nicotinate, A, R, R, R? and R® are as defined in claim

g O



met hyl - 3- chl oroani | i no) - ni coti nat e. in which X represents an
[err]-di hydroxy-ethyl 31. [err]-1sopropylidenedi oxypropyl 2-(2- group or
a cyclic acetal or ketal thereof, and niethyl-3-nitroanilino)-nicotinate,
A R [err] and [err] are as defined in claim 17

1, 220, 468 17 1, which conprises
condensi ng a conpound wherein Q represents one of the follow ng of the
formul a ' gr oups:

35 [err] iferr] by known nethods wittdoessconpound of the 5 formul &
or a cyttTc ketat _or acerat _thereof . z [err] VB, Jerr .

[err] and (l)%gg’ﬁmlmpm%(f°’i‘dﬁ“s%ﬁiac??m[p%”f“?] ‘g’ﬁ‘]ﬁ;“[ rrlglirésea'lrtse(’%%afd(tahf i T8N sglaim 1,
[err] Tepresents athey_gr{p,mxp X herein- "and thereafter, where Q represents
fﬁr mul a before defined or a vi n%l 2or epoxyet hyJH.GHEEUBOH-08 oVAYC, oxi di sing
a O

d/ or hydy drywsi mehadh @ith @ compoyag) oy heepr esent , react i ve groups capabl e of
product’a °rﬁ‘5¥?ssary to a [err]-di hydroéﬁfbcrhf)fﬁﬁﬁ °C 81 gtr%lgrfogg during the
reaction to |l eave they ester. bridge —CH,.CH—CH,

48. A process as claifed in claim47 in 45 [err] N\ VB;  which an
acid halide of a c8 nd” of the forrruing Il Ais reated with a conpound
of the formula HO Q RT ] —491, ofi:prpcessvag clsined in
claim 47 in whthal, R* aaTROURdasofiefihddeinf ormul a HO. Q is 50 reacted with a
conmpound cfaint He X gepmxdng: 1hé arowdh iXc hergl-a dAh%?aéera‘i"h%fQ PReEEs fe 1) 15

o inyl or epoxyethyl group, VB or VC, oxidising and/or sing (the :
iy Wpban s S, MET SRR -
[err] [errgidgen Which A, R [err] and [e#s.]A aroeesass defmehédclhim €1 & 51 and Z
is a chlorine atomor ongaof (in whi chificdran)acidniiplifeeqirq endof dl i ned i n

t he groups: ' formula 1I AT 4 R wher e

R— of the form Q. )
[err] represents a Vil or epoxyet hyl” @5 (tiBrocGOBY BliirkdGh tikiga P7 @duct by
[err] known met hods? &% oxidation wedhdd cmmpayodr @l thes fosmuln HY.Q is 5
[grr]-di hydr oxypropyl ester. 47. Procestefgfthairam ofrtha fowlaof a com 25
pbund cl ai Ny al 14Gh GRPY | Ses 5 [err]
reacti ng a(,ggg’ﬁ%rk & éﬂpqieta%gw?%ir mul a P. COOH R COI'ZI | A or an
egter-formng derivative_thereof. (in which A %Eerr] and [err] are as

wherein P represent s tHEXgr oupi ng defirfed®in daim1), and [err]
50. A procESgni@Sxe s TedinbeRbrLacdhdd) 4ot 1N 60 whi ch écorrpound of the fornula
1l Ais condensed with glycerol or a cyclic ke rBcetal thereof, allyl
al cohol, or expoxypro 0 [err] .
al cohol, in the prese Bf a dehydrating agent. 51. A process as clai nmed
inclaim 50 in 65 whtch the dehydrat j)ng;@9EH R:SR*%n8 R RRs defiiedle or an
a-al kynylamne. in which A, R [err] amctlsfenrahd Anies édorickesromedone of 52 A
process asix Whicthdd zna“%ll%Z?FF as flefingd 0, e giopps1, with a conpound of the

€.

f or mul a20 v 5;2%05 e ﬁﬁgf%mls & ! py S di cycl ohexyl <0440 Q or an
ester-for ni%%’ﬁ'gﬁyl ’téFwe b ey and/ear bodi - i ni Rie%j( -

70 hydrolysis into a 8,y-dihydroxypropyl ester. oy
47. Process for the preparation of a com- .
25 pound claimed in claim 1 which comprises
reacting a compound of the formula Py R3
P.COOH III A g2

er-forming derivative thereof. . . X .
or an ester & (in which A, R, R, R* and R® are as

wherein P represents the grouping defined in Claim 1), and
(CHy)s C.CO.0—.

R—ef 50. A process as claimed in claim 47 in 60
NH which a compound of the formula III A is
: A condensed with glycerol or a cyclic ketal or
, acetal thereof, allyl alcohol, or expoxypropyl
] 30 R g3 alcohol, in the presence of a dehydrating agent.
!' 51. A process as claimed in clalm_ §0_1n 65
R2 which the dehydrating agent is a carbodi-imide
or an a:—alkynylamine.c1 4 i claim 51 i
in whi ' 1 R? and R® are as defined 52. A process as claimed in claim in
in iy ‘1& b cRompound of the formula which the carbodi-imide is dicyclohexyl-
HO.Q, or an ester-forming derivative thereof;  carbodi-imide. 70

A
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18 53. A process as clained in claim 47 in in which Wrepresents a
reactive ester residue, which a conpound of the fornula IIl Ais and Qis

as defined in claim47. reacted with a carbodi-imde or an [err]-alkynyl-

64. A process as clainmed in claim 63 in amne, and the resulting addition

product is which M represents an alkali netal. - 50 5 reacted with

a conmpound of the fornula 65. A process as clained in claim 63 in HOQ

whi ch M represents silver or sodium 1%@0 4%\ process as clainmed:-in claim 47

in 66. A-process-as clained in any ¢ #4982l ms_which a conpound of

formul a HO Q i s53.6G8 ptocessG&s ¢laimudninC tlaibd/ 47 iprieswbfeh 3V seplagito g eactiveart fdduy th a

car bodi -i mi de ‘giychﬁvg aﬂ%ﬁltl ; a I%ifom o%ndﬁ iszflrd?fislsn?@glagegfer ar oggg.. :

55 _10 am ne, a_%‘{ﬁrﬁ, Lxri thE utgl itﬁﬂg{% c‘aﬁ p»(ll'@ t%tpz;% se tss aElT::ﬂkaIiRl rrp:lf;Ec s a‘s%

claimed in 6l akdfeddvfit 1 EoRpbiing ofWhe NeouGONP@SING pRkesd B hioed i Qaiinl b3 A

whi ch a conmpoui@dQof the fornula I11A is SichAMprpeesssiae @lsadimd in claim

53 or condensqf.f*-vﬁ Prycess ?ﬂ?ﬂl im "rgel."fo Al P@Feqil.?pc\l;/‘f!@dilh agghpfcdipimhe
rbodi -i m de W 1ch8]a| com ouéngo_ ﬁtﬂfy 0611;11 aqu 'yiism to mm whic| represents a halogen

ca reated with G b & € ot %h o= - &t or a_sulfonate ester group. 3_5

0Q 15 5610 AurfifepEfiSthe aGulfigbdddRion ipfdduct &l M 67 /A Ipfdcess as claimed in claim 47 in D- CH<

whi ch a react iwvagteé gitier copipord olhploumdk 18 At hehich a compound of the formula IIIA is Q

formula I'11A i} rhRYess & dmednglen 33 sonondseihitos compenn of trufosmtio. Q

in which D rqggkglg}g,gflgod@mggegon ary amno 60 57. A processpgs clained in

claim 56 i3 (s®OUP proaidadQibificBs claii aveth i n cl ai m 47p—M<whi ch t he

reactive ester;‘(’)’}ﬁi}g ﬁ?é‘{ef@exgqﬂ‘af:mpqund of . A process as claPRed in claim 67

I n [err] . pound of the fo mté Ii:sg%{ gé@@nﬂé‘fﬂ? 4 N2n9HOR reD ] raer)ercc%-darSearr]r;rinso aqn

di met hyl am no "g50WP prob®y ksl claimed in claim 56 in group, and Q is as BcfnedAn clpihofé'.es_s for the

pr epar at i ongeofwhith tESrem-onpenids &8 femak ned i N6 | Mipfocessl as\Fihimbd GOERIMPET TS

reacting a conpound of theyfepgula [err] i whighhthe lsec@dprg aminvegrowp B wegremno,

car banoyl , al koxycar bo or acyl group, aﬁ‘i’g;ﬁimﬁg‘cyﬁf%’?_ °°rrg£

on _ 3 be. priataflod? oF QTRGUNG
of the fornula [err] "and {err] are as def |daﬁgouhdﬂscflﬁhmi .Cla%.rﬁpl whié}.}&m_A
process as claimed in clfai™ 57_in which Briseptesent @masundlok e dyhuler ar oyl

group. 59. A process as clained’in claim 57 in [err]
70 which B representxzsé&)n3 et hoxycar bonyl, met hox Béhyl , acetyl or
benzoyl group. 2 [err] 30 R‘@“ﬁ process as
claimed in claim 57 in whi&h B represents an N, N-di n&thyl car banoyl in
which A R, [énmhican®l rfpeesen}s arcgenascadeipyhed group.
inclaim 1, @ﬁ‘;%’%%":geghi &R B Ay Ko, B BEPoUR] g BEEZBYAS clained in
any of claifb &, A Slobebs Saihbd 1l cidis PNl €rr] group armd the other 56 to 60
i n which the twhithB8asir@éntfdn@Rkbdoglivr syl ghoip.a nMonoval ent, oup which wll
condense 35 eﬁé&gd’t equS%aSttﬂ@mFr ?tzs?éa;mef?g%ﬂ a basic cat R with an [€Pr]
group to form i ?& process as claigred in claim 61 in
and t her eaf4ger, 6&’*@%{%@& %ggﬁ%ﬁﬁ? ;% ﬁfﬁul a which the "basic catal yst is
anhydrous VB wich BGepiradenes|aa INGIV-didiéshyleachachiogli rig whidld AOR, RoRAgwi Rinre ay definedt e.
hydr ol ysi ng t l#upr oduct as necessary to a L@%{?‘%l,}qﬁ?d;ﬁe_‘_ Iﬁ‘?fér‘g:Fl dt‘}’l‘g‘;n claim
4710 ort) - Gk PRTAARUPEE éﬁ; sorfy i E i BB B S o
70. A PrOCESS el liRihEBlsehdd of b BdsDcathiihe) N v MBINTH, g8 toFbrn] dalihiho Bitige;| G5 |
i s a hal ogen at @mA erorchs as claimed in claim 61 in 2ndribbrdafws, whiveQ irepresents [feymula gr oup.
71. A process YREhc|the rRadc | pradistyj in aggdreys CX%IOIFQVC?Q? icﬁ“glgg’cﬁx‘@% F"{?é?ft ant's
nate. ydIoly € 0 a

carbo ing produgt_ s necessary
are fused togé’f’ﬁg A process as claimed in claim 47 in_ /,y-dihydroxypropyl esters 7R process as

clainmed in gl aihith®Sonpoun@lofdhéRormfth 1 N i ch t7ke A packant Said¢deinhédinesd nerso]

in a high-boiling organic solvent. 73. A pribes 05 d” @andyiTindsga hilogam prowyf
claims 69 to 72 in whic e reaction is eaf‘fgl f’%gc'i:r‘ias_%;gﬂg angsghge of
copper powder as cataR i.n which M repgsenls HR@ 86Uti@hEnle Rfeda
and/or a base. netal iony mnd A, R [err] tegadlerf err] are as . 74. A preecess

as claimed in any of claing defined in cl gc}lafﬁjg plogessy gragiaiaed etimefocampound
47 to 73 in which Qreppefenty a cyclic k ﬁiglggoiliné’trggr@zew‘}ﬁgfﬁm%
or acetal of a group of tRkg fﬂor mula VA in 8 AWdess as claimed in any of claims
claim47. RE 69 to 72 in which the reaction is effected in 90
the presence of copper powder as catalyst,
in which M rcpresents one equivalent of a and/or a base.
metal ion, and A, R, R R* and R® are as 74. A process as claimed in any of claims
defined in claim 1, is reacted with a compound 47 to 73 in which Q represents a cyclic ketal
45 of the formula or acetal of a group of the formula VA in 95

w.Q claim 47.
O
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19 75. A process as clained in claim 74 in 85. A process as clained in
any of clainms 60 which Q has the forrmula 47 to 76 in
whi ch, where the a-glyceryl ester of the formula | defined inclaim1lis
re- [err] quired and the product is a cyclic ketal or

acetal thereof, the ketal or acetal is cleaved to the [err]-glyceryl ester
by reaction vvrth boron 65 trichloride at reduced tenperature, followed by
hydrolysis e the resulting borate cqrmd,mg 86 A process as clai meg i n any

of clainms Tn ‘| err ?na [errl whrch rr be—the—samre—4+to—F6—+n
whi ch, where Jghg [%ffﬁsjbl[ & g ig 4.” SRPEEsIae g lmerleprfefsfér?taumydﬁogen
atoms or of the fhorrru defrnedrn cl a3 ?iyl or

s T e L7
aral kyl groups, or tﬁ@*etch‘ETTHunr red and tqbﬁedpinﬁ &tpz%&t@s E)(:ﬁ: it GergICL al or
form a pol ynet hyl ene greup., acctal thekeet alxe rgear @md:ean)s tiaedeof , the

di oxolan ring 76. A pre§§/as clainmed in

hydrogenation, the di oxgialswhich Q is trl‘[?:%r’fe} s'i&&ﬁ?hémlgf %ﬁeﬁﬂﬂ%‘}’gﬁpropyl
is cleaved to the r equi red Terr]-glyceryl ssstAelsro % ad Clainfddi @ khy of claims
hy dr ogenat 5 opp which R* and R*, which may be the same 47 to 76 H5whIch, whreg)ﬂhé)@@&@:rﬁ&stﬁ| ai ned

flerent ese to
in any of cl & ’ eélg T & df"f'?P‘abIIaieﬁﬂe &6 clhim 17s o 78 i n
whi ch, vvhere% raé,rpylérﬁ?&rwﬁggr&gﬁﬁﬁu 3 hqtuﬁrk é ijg 18, ﬁe% h an
al dehyde VB i r6chaprmes 7as dafnged hiy dﬂanhy7§|1$ Qﬁmé él@v genaﬁcfn, @10{

ring is ef f,ec‘,"f"é‘bl Qs AreanigoPEPylidensdionyprapil n vlratrdd t&&he lp;rqumed rx@ly&ryi it byaCI d

and hydr ol ysrgs77%f\ FrllEss as Clamed in any of claims o1 esul n| t robenz"'éat e
ester. 78. A4pLoUGesahias whdeQ Mptbsehid fedilila O whfef, ,f:lsg Qm{, Tlieh Zpr esent S
an aronmatic g'rﬁomplalm 47, thez&ﬁ)drdlﬁsIStobth?quxme WRE thel fo r epr esents or mul

88. A proggs Miﬂbe e mge ]é’,?frmn Vikn VC in cl ar o the oxidation |s
effected DY (e i the phenyl group. ' means of osm um

t et roxi de sub%amtpral:sls ys tlﬂmed in anﬁ%f clAmpr OrC &sich R“Srembﬁntnﬁdarmmua@goupf ci8di ns

t he absence @7 tod6hewhich whtresQ rgresege firmula  88. A prpcescas g@pinped ipvilaemh 87viher e a

d V& fmé\ rlﬁiédwr“h yl gn |
comound of bk 1 ALpr s ,,r;gr B LR, Eu .

represents f or7auhgrocas aﬁﬂﬁhaj int A lof Elhimb S fomqurlrdedneariﬁl chinel pf @ymcketavcsf n
cl ai m 47, thé7 w©xb erawhx@nwhes @febewmeﬁb a oz acgigl et Intayired @mi thalprodather eof

the salt %dcﬁnﬁj’? gﬂ;ﬁ or s n’@‘&%@% Ligep fﬁﬁ‘l‘lvg '%E@e‘;ted into

t he conpod 0$ffkdzuﬂor'faééta[ Qiéie y £E£cu wpgen - or
ketal or acepead'xxd‘crmdeaﬁxmb etfoexagtorrmyuwgeﬁ hbae.per oxi de and osmi um t etrof®de,

or hydrogen Pergss eand e dioxidpdor sieeni ﬁgfﬁﬁgedalwd'gr Fdalm590 A
process ag %ﬂ.ﬁ‘gg@fgﬁf aﬁ;zo %at'ﬁ ) % d(%ttf?e %8;5{‘ yﬁ S Or an
organic 47 fay ép@xx h yprcr tyclicSacgald k&ﬁrﬁ&hfofaﬁdddn fol I oned
by transf or n&ter.on of corrpoun thehahoatmulcadiy Iacchblenaeld ailditial salic 95

resul ting epo Pd% Hrms a% H]em}ﬁﬂggcgfgkg‘ i ?1°‘e°fllsofe‘1%' “geﬁgégt“&ﬂ Briget al

t her eof Ct rmula I or aceta ereof is con-

gﬁlér?ns ormano: 18 eh st o . e o
a t t verted into a armaceuuca acceptable acy
phar mceu?g]c&kdfsbnaﬁaepﬁigﬁ gis, AC Pdm m&dmt"f OBdseidh balt, 85780 A" process as

clainmed in CJ? &l m pﬁb@essr ® clatldwrleohy pisclaiggui ﬁéd?}ﬁlirﬂms @@l@m%ddn chain 98 imhi0@h
said transfo < salievdie, wecinicat g
thereof g Cacgég[ cla d}? cst L oa}eg ﬁ@%gp mqs omlﬁﬁtanc, Cr nc, I‘Agfg)lloc’ vert ed
into a phar rrmaeu;t the&l-ély;terﬁCﬁﬁpﬁt&m @isapiod am2dA fradeds Ofoe che yrelhy@drsxolo;/s,r S.

addi ti on sal duct B Yeacted witlothe spprepsiate [akichydel Blyceryhystass of Ui fopnula I%ﬁned\ r®8ess
as claimed 9] EFaF i Sropiernce 160 Lopdengngo i }{\/ﬁ‘idgtﬁhsu fstle and an . f{;I‘P etal or
whi ch t heactioT 6 pialeiCosidl h Qi bCoiaiStiC BioRl.C, 2"y ceryl ester
of the formul7atel76 irevhidy | erhfﬂmru-g:ycersrraa"seﬁrr ®3. &:thlﬁdryl esth'ydf thﬁhldtrmﬁlb.d de40
defined in c1>faihmf°fmlﬂrasl pse defin %}Jn clir, cfr r%ﬁkcﬁﬂceta!ﬁlﬂnﬂ detle 110

phosphor i ¢ aFRYE"S BipTe P ’%’é’:‘ﬁ?g}ﬁ “"13‘5:%'?? %‘g,?i'%’éﬁ Zﬂfﬁ fong WEHIS 92 A

process ng om &éﬁ&ﬁ. tidt® the acted Uhe appropri ate

| &

al dehyde sierﬁylprow ardeindd it fodlaiod a (94 dEh‘armeaducah corfhﬁﬁtltmﬁ dweprBne i n the
presence of gd@d‘eq Fh’lgh"-rﬁ‘ilﬂﬁlarﬂlycgiﬂm C?F “&’cl eétadrlfdﬂk N B°ut141elriéof
nt . ormula I defined in claim 1 1s re- select ormu la
age uxred and the .product is a cyclic ke I deﬁned1 ticall
subst ant i ?d | $etRASheRBf, eremelae& “a is sele chﬁBl@%?cl@Sa tdlsﬂ ¥, Of

clains cri bledmlyska 16 ﬂlemglyccrylvds:mh V\/ner earkihibe @hagyh goaemﬂb' aesptdﬂe salts 98,

a-d yceryl gr h%d#‘%f‘h{.}g glaim 8foin o‘faldt‘r?é‘l’ rgwla d@nd gyshic 180 ¢l ai m
1is fined Slbh v e o eYta {e oﬁ’&mjeé U8B and t he
product is a cyc | etaI or t her eof an sa ts t ereof Whenever produced
acetal thereof, the acet verted by a process as clained
in any of clainms 47 50 BIHm!w l!g”gil;nto the a-glyceryl ester. to
92. 83. A process as claimedcd nt 94. Pharnmaceuti cal
conposrtrons conprrs- 47 to 76 |n mhrch wher e the a- egceryI ester ing an

o, o R R Y




55 acetal thereof, the ketal or acetal is selectively acceptable cyclic
acetals and ketals thereof, hydrolysed to the [err]-glyceryl ester,
and the pharnaceutically accept able salts of 84. A process as clai med in

claim 83 in said conpounds of the formula | and cyclic 120 which the
hydrolysis is effected under mldly acetals and ketals thereof, together

with a acidic conditions. phar maceutical carrier
or excipient. 20 ' 1, 220, 468

20 95. Conggpsiti ons as cI al ned in cl1qgcm6394 104 Corrp03| ti'ons gg cl ai ned
in any of Hr—the—formrof dosage—unit <tarns—9% 1U 98 in
whi ch” t he ag@v@@ﬂ}%ﬁ“’éﬂi“el in dé‘ﬁ‘pg‘ﬁl t, Bﬁ?&gggﬁﬁ%&m}l L%;fno{%@ 4 %95 is
a-gl yceryl "N(EHS RSP Bontov) raanyd) i 1 Bl ). capsul es,
dragees, apt Reardrh adfCtablets, capsules, dragees, anthramlate supposBi ori es
or | ozenges suppositories or lozenges. n9% sCanipesitipny 3s @Ia'aieqlnslel %ﬂ %Any of 97.
Conposi ti ons 9513(3 FitiABY 2§ @"‘ “t}ncéa nfS CIC]é’F’fisrr?4 &981 ?ﬁh@lﬁp[ﬁ e active

i ngredi ent . ?Jn “195‘“‘“6n’i°a| i RSP i 75 L8 SB'(!) yceryl

N- ( 2- et hyl - %ﬂC&dﬁbﬂMﬂyi YhinRed iBQhiny @4 | nglr()ech}(mipbsmons as ‘claimed in any of 40

ant hr ani [1&it 91 188 forl0 Afp igiERtS nsusmwed ar rrE’dmlS A4 eq %l i W:%Zhﬂle activq ggredient

Conposi ti on&l §.claimed in a Qs h“Tg_an ych"F‘"SWﬁ"("}'FEWt s,
suspensi onsd "[‘p wg’gh?hg'“é@e hél,eﬂml ch o ?’f,yﬁ hsnakiged Q,mtanledfm rs.

is a-glyceryul 4\g1§c2rynetzlwlnct&usrchlsﬂouﬂrno)rretchws92 4 iCouhjoln ghee bitivn mgradienc| @ad med i n
any of phenyttn(;atant hranilate. clainms 418t Sﬂ!gefb’ln 3«7(&41“19@%4‘\‘@‘1‘&’6%“}“%}‘&1

| ngr edi ent m%wﬁgggﬁw %1 giléﬁ mgﬂlut}}% s1t !ass claiﬂlegllﬁ(c"ﬁ; Yot

c
2- (2- net hyl 1s1?3"l g&h@ 1-3 -nﬁr 9k 1cE taitive Agiedidte
i ngredi ent niéin nicotinate. - is a pharmaceutxcally acceptable acid additjog 50

a-glyceryb 2]?1@2 GFEPW#OD?A% Flrﬂlfnle‘ilonl tOh ISalt "%? Hh%“}’ai’é Rimsi ned in

8
any of ani (iﬁll %ﬁﬁﬁ it agdnp¥ioh ngr edi ent
108. Conpos cﬂl&r@ﬁéy 1c67th@l'em3 anyy of |a§:ord1n£ &b rdaing %C@Eyslubstanually as
2- ( 2- et hyl - 3oni mdmpaamohs Iso)c}aunemlmlams 094 htreint@Bre desophddcdnd temanplifidi ve 55

i ngredi enf dleige P n which the active ingredient

phar maceut i gal | & gf%y &@%Pgh’g&%mﬁ'ﬁ& fion 50 XS iééﬁj;rpom tions as
claimed in anys. ompssa;oﬁ of cRine®MPaNaf cl ai med | n1@Fyet Streeg| ai M8 clains 94 to
98 in whi chclhilme9agt98\newilmlgtled¢tentngredlento 10, 23, DopdompEC.B7 and 38. is
a-glyceryd i i;ﬁé‘t}’hyN {(pmehyidrfglonpiensd:  109. Agenig for the fhpplicaptseo 1t i cal
conposition %WF’B Sani | i no) - ni coti nat e. according to claim
94 and subst ant p@hedi Yor af: Hil)Gty’s CRARGS Ofide @ e @Suri€ | Fcks Ebmihgion 35y 101

her ei nbef ore de8wlishdded taridem Qffivg 2§ Sputhgmpton Buildings, BEd@EWCRA 3pHerog4 t o 98 in
whi ch the active ingredient is "B gPgTRE PP 6- et hyl - 2- (2- met hyl - 3-
MATHYS & SQUI RE, nitroanilino)-nicotinate.

Chartered Patent Agents, 103. Conpositions as clainmed in any of

10 Fleet Street, clains 94 to 98 in which the active ingredient

London, E.C A 30 is [err]-glyceryl N-(2-nethyl-3-chlorophenyl)-

Agents for the Applicants nted for Her Majesty's
Stationery Ofice by the Colmu Iﬁlﬂr“ﬁﬂﬂ"\”@h ngton Spa, 1971. Published by
the Patent Office, 25 Southahpt®n "Buil df ngs, London, WC2A 1AY, from which
copi es may be obtai ned.
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