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substi t uent sR ad R @jso preferred. The R* radical can also be H, ethyl, propyl,
ropyl, butyl, 1setberu;tyl, sec.-butyl or tert.-butyl. The R? radical can also be aliphatic -

35 acyl with up to 6 C atoms, preferably acetyl, propionyl, butyryl or pivaloyl, and also 35
formyl, isobutyryl, pentanoyl, 2-methylbutyryl or hexanoyl. When R? has the meaning
‘of aroyl with up to 11 C atoms, it is preferably benzoyl but can also be, for example,
o-, m- or p-methylbenzoyl, o-, m~ or p—ﬂuorobenzoyl 0=, m-, or p-chlorobenzoyl,
naphthyl—l-carbonyl or naphthyl-Z—carbonyl .



5 ably in the 2,4-positions. However, they can also be in the 2, 3-,

2,5-, 2,6-, 3,4- or 5 3,5-positions. In detail, the Aradical is

pref erably—phenyl 0- —m—spe—kn-particular p-fluoro- phenyl . o-, m or

in particular, p-chlorophenyl, or 2 4-di fl uorophenyl as wel | as o-, m or.

p- br ono nyl, 2,3-, 2,5-, 2,6-, 3, 4 or 3, 5-di fl uorophenyl, 2,3-, 2,5-, 2, |
3,4-, 3,5- or, in particular, 2,4-diclorophenyl, chIoro-fIUorophenyI,
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hydr oxyl group which can, for exanple, be present as a netal al coholate
group or an acyl group. The Qradical is preferably a metal alcoholate
_group OM in which Mis one 10 Yall S al_atom. for .. .
exanpl e, an alkali netal or al kal i ne- earth metal atom 10 pref erably Li
Na, =K' Ro or Cs, or one of the groups*MgHal, CaHal, SrHal or BaHal (Hal=Cl,
#<Br or 1). Mcan also be one equi val ent of a heavy nmetal atom a netal of
sub-groups 1 and 2 of the per| odic table (for exanple, copper, zi
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1,498, 377  to use potassium hydroxide in- ether in the' presenoe of a little} ethnbll) ﬂarreaahdnal i metal. or
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et R R R T

opalkgline eagth restabcompaundsiynd or with an

Ibove- menti oned inert
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‘with acetylene. TemA—HP)—CJL'pGPatlﬁr"e§ H7€%Rree to -33 degree C
‘are suitable and_the mxture is allowed to react _ 5 _



for from30 mnutes to 48 hours, preferably from1l to 14 hours. It may be
desirable to operate under pressure (for exanple 1 to 50 atnospheres); the

r eact i-oen—tenpera—ture can-then he hi-gher, -for exanple from-30 degree to +

30 degree C According to a further enbodinment, the conpound TT [err] 10O

val ent of a heavy nmetal atom such as Ag,.Cu or Hg) can al so be obtained in,
situ 10 et hynyl ati on of the conpound [err] in the presence of a
catal yst} ef erably in aqueous sol ution, under an excess pressure of !
acetyi ene and at an. el evated tenperature (50 degree - 150 degree Q).

Cat al ysts whi€h can be 15 - used for tlr’ug§’3ﬁurpose are the<acetylides of B
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o o sy S FE A ol g pom e 1
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conplete in 20 - to bgeRid TBM or e PO mgr 4 hofts it ynay be desicable0. 5 £0°6 )
hours. ture can then be Higher (5 -r.n-..-.- ) 6 feaction-temper-an al so\\.v'
be prepared f om to g wﬁwmboaheﬁmmefcaﬁ I1 [( Q= d

hal i de under Mﬁﬁﬁ@% ng‘joﬁ“in?’ $Hd e, Guiop Mﬁ&ﬁ&m 2abl y 4 N

an inert solvent suc as e Pt r ‘exanpl.e dlethyl ‘ether, .25 Isopropyl= '

et her, diethylene: egcoI d-r—ei)hﬂﬂ,emr.koar -OEBCQh d| butyI ether),
cyclic ethers (fo xa THF or di oxan) and/or car bon tetrachloride, at -
autum perature oﬁﬁ ; 13 i

the ethynyl - lﬁagnemdrfasrhﬁ&p seaQI £ce"
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conpound of . t he forr?’i!!e ompounds offormﬂa IBQ%OMD]wn iMolta prephied RER X AbodJRONES m '
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organonetal i c aete esi um- corrpoun S ment.i oned, | The € Sp nd| ng .tithi um -
deri va- i ) ethypyl-ragnesivey halide. 1nderr. \mpnvﬁ.:eibﬂa] comitiond §6 DGegaRd for .
this reaction. ;:z;. WrTaly) 7 Lol e ﬁ éﬁ%‘?ﬁ?tsawele_rdwxy}emupnj 25 -
condi ti ons. ' cyclic ethers (for ex‘a’ﬁ:%le THF or di 1 Y BBty sthephe

formul-a . perature. of . from' 0° to 70°C more preferabl “from 8 th 80%Q: Tacilda i repar ed, -
for exanpl e,sgby ﬁ&ﬁiymke 3‘? tﬂcxwlﬂalddbfofmdarm_fcg i beel I ]

(X=Cl or Br) Wt Randiek the Gfme f § AeC gfdepr Wwaﬁhda@etswmm for3o
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prepar ed aral ogodR8aFarbonyl wmﬁ@m@yftheiomulaespondr ng co rston” ar bexyl e TN
acid halide of the forrrul IR - T _ __
1,498,377 ' - A—(p)- '°H* ~C=CH °t A—O—(p)-EC.ELnabl-)c—cne car bonyl - .
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Wkt 8, :.. PYPoRE- 9t i fz‘F’“&he c
fornula [err]. or W@Wm}*pﬁemﬂ) aI so by reactlon PR H8with an .
acid chloride of the forralg Mﬁ% [ES @Cl The'rretal I
acetylides of the formula [Kgr rqlg ﬂ;aabo e ogt ar n K 10. - . .mef hods -
by reacting ,acet o I vnmonedsu&hoﬂson&hons. th an
10 al kal i rre4?al %&r 3,;' h‘%mBPFF"d?\mWKﬂc msmmh%m%m&n met ad
am de, such as [err], in an a ydrous sol vent such as di oxan, DIVBO THF :
and/ or |i qui d~ammoni a FCeH—Li or A—O—(p)—C.H.——Lx |

tcxfxlx al.(;szdlb:‘)::ed fqr th:s reaction, The reaction’ xs camed out under the same reac- -

45 Thecarbonylcempoundsoftheformula S IR L B |
A~ CH—CO—C=CH or A—O—(p)—CJ'L.—-CO—-C=CH S

can be prepared for example, by reactmg a carboxyhc acxd hahde of the formula . : -

| A—(p)—CsH.,—cox o A,—o_(p)—c,n,._cox -

: (X—Cl or Br) with silver acetyhde or an alkah metal exam) '
50 lt,etrachlonde. The carbonyl compound R**CO—C-écl-eItycl;gel:: ) fol'ared anplea,locaortl::ln 50 5
: y a corresponding conversion of a- carboxyhc acid halide of tge formula R‘gCOXy T




I n conpounds of fornula Il, the Qradical can also be present in the form

of an 15 acyl oxy group, for exanple an al kanoyl oxy group in which the
al kanoyl -radical prefer- 15 ably contains up-to 7 C atons—{for—exanple;

acetyl or oenanthoyl) t he benzoyloxy group, an al kyl sul phonyl oxy group or
aryl sul phonyl oxy group (wherein the al kyl radical preferably contains 1 to
+ 6 C atons and the aryl radical preferably contains 6 to 10 C atons), an
al koxy group (wherei n the alkyl group preferably contains up to 2 6 C
atons), an aryl oxy, group (wherei.n the aryl group preferably conta 6 to
10. 20sC atomns) or an aral kyl oxy g;agsm7(\/\her_ei n.the aral kyl groups
preferaory aQ radical can arso pbe O,  Br or | (a
x\éogen halrﬁ%ue’/am ':fgr%og!r;d(;% ¢ o e conmpounds Il in which the Q radi cal
n al kanoyl oxy, ldeﬁpbﬁ.ﬂx—y{loa-lﬂkyhd Ast)-plebrQHaxEOBE . ar yl sul phonyl oxy
group can be b ound.l] .2 ~ (@Cl or Br) with
an al kal i “féj%fi!'f‘irﬁle'éa{ﬁ ﬁggag?“dd"%:m ? & hore,. .com 25 pounds
"I\I_Jl,n whi ch Q i's an et her grawm,Haer he-0obt,H,ned by reacting the hal ogen

com pound |1 vvrth the ap roprrate aI kal i _net al Icohol ate and, in
addi tidn, m@ f}‘@ ‘ar(ﬁéﬁ_ﬂ’%“ eaal?tlfynﬁ“?‘??e“corrpéund ||
(A or Br) w p(')'f assr um %% dpe I’ n acet one. : The sol vol ysi s of

t he conpounds 11 can Ab€p)s<C,Hi-edOOLbr IAH—Q-H(pal-C—CJLG-CQ@ut ral- or 30 alkaline
medi um at a,t eratur f from-20 degree to 300 degree C. Preferred

aci dic cat a8 e-- 3 THGT or ti s sal ts having an
acid rgact i gRgmods Uyl 2 ﬁ"%, ﬁ %c cafql ysts
are sodi um- Wﬁﬁl&ﬁndﬂ%ﬂﬁﬁlm aﬂibp sodi um
car bonate o;% %Nh%%mtmmlsdmtsablh@wmhmedbmmom for exanpl e,
water, alco

han et her.s uch as THF or 35
it oxays ani ﬁq?ﬁﬁﬂfﬁ m%ﬂ‘&wgfﬁgmﬁr 3 %h:afaama?n:és:; andier

- sul phones, tupttoanetatb Oddetyl o3 thdsyl)p&:r'etbbfz 1&5 m Xt ures
whi ch conta ﬂevasr"l!i’évgfgggb@nbeyl rg;h ref , which are
preferred a “&‘ég‘ but are -
hydr olgsed rsrcstbin %g? i p;feferwﬁgncﬁ?'f Yt 18Ci dsgo f or
exanpl e sul ﬁrmmS):oraanmhlkylox ouprpretdrdb Rguaousc 40 anmmoni um

. organis cart@xgl ercB tgﬂwoge P to & C atons
or an aryl cpeupds h@ldxﬂds apjether ptcmﬂcl thu\hdldgexecomeactlve .

derivative riate alkgli, a@ﬁlm %feﬂ such as
acetyl chl og%%m 3&1& %Eg °H‘p%“r’ffi§ﬁ%'d& “APS) P%F?ss“ﬂ? oni de or

t hyd f b t th
2 O e wrien e s g g 5,

organi c aci ﬁeﬂﬁs@smmc a@taswell S-*{alsr éaracfii reatﬁon,fshohcassmr c acid,
1

chlori de sotgﬁ)ﬁﬁ)ﬁe vx‘gé rt@%geb}' ;c emr@rovm) 30 degree C. |If
desired, a X ﬁ@; F;%Vfred with an
tﬂaﬁf it é‘%@ ; ygéﬁ
inad

benzenesul p 5% ““bfyda’&ddr c ion _
exchanger Ofor f?:hc&&“é"ﬁihm“ﬁ %ﬁé l,ethers THElpxi deys such as
~NaOH or KOHfiozan, adides| suchnes tBMF,Qririteg Radhens aGetbpifrilss arid IsHlBhones5Q:cEar bonate or
pot assi um c#r temethlencsiiphans, endy impaetichlass mixterescwhichsomyin iwdtene, i f desired in .
t he presence 0 amet‘il P R%Pﬁ/“lagd&t )s [y enaarefer@ﬂuemmw xyl ene, at a

nmp ly ; qb
Le er@ture ‘ﬁx@: e v §7“§;ﬁ‘b 0 degree to
100 degree &mo’ﬁnﬁ: €Hidridé lsdlutfor fgw aPh Qempk £ ﬁ’th v ‘2 o

" Ut with“the

appropriate agi desitdl, Q' eslRing hloshel 6f BRAMATY (FILH) Rard¥d ésdelnﬂa S en At room
t-enmper at ur eorgaﬁq@mabwlnh@id (for aam araaihaamecxdomtbspecs 6fG eimwot im a ket ene. 55

F i rﬂe%la Yi erivggvethereoh G | b
i | AR e e

converted byestmaoft anQindWIoi' Basie chmgise forl trAnply 1orgaihc4 amic facid, such
&.$Qu, HeRMptriflbdrencerie tacid, lsedemsulp@c tatatblolepsal ts are, in

6- of therr
parti cy %%mﬁﬁ%&&aﬁ P&e %; EJ%?‘“‘ ang
coroper-ll Ry 1P G " hi Tba orumJ idke i Bairid ber ated from

t-hei r et alin skl prenksy/of tani ineuir Sabvedt, sich 43 baﬂeﬂa,abl nebrwa ﬁtat&nperamre The

; corrpounds fmmaw #rﬁ’%fem? fIOQa l-‘arre usual I y
5 obt agned et 1 f g o t
pai:m

. optica antF &r:ogo B0 \prifeaBly/ suc as are
kndi cat ed ungtvideexberssfemﬁtamde The co ounds of fornul a and their-

physi ol ogi cal IThe seeroprdaisf formla aP“%I%@“@dWYW%Bwhraann%r veterinary
medi cine in admi xture with solid, liquid and/or sem- 10 liquid inert,
physi ol ogi cal |y acceptable carriers or excipients. Suitable carriers are

- 10 organic or inorganic substances which are suitable for enteral or
parenteral adm ni stra- tron or topr caI appl | catron and vvhr ch do not react-

o o o o . o,




starch, magnesium stearate, talc, white petroleumjelly and chol esterol.
Conpositions 15 in the formof tablets, dragees, capsules, syrups

elixirs or suppositories are suitable--15 for enteral

adm ni stration. Conpositions in the formof solutions, preferabl y oily or
aqueous sol utons, or suspensions, emulsions or inplants are suitable for =~ * |

par ent er nal~adni ni stration and those in the formof ointnents, creans or .
powder s, f@t opi cal application. The new conpounds can al so be | yophi | i sed
and the re ting |yophilisates 20 can be used to prepare |n]'ect|on

formul ati ons5 The conposition nmay be stW&Nﬁsed 20 and/ or’ contai n, _6‘ .

dj uvants, such as . i I focd lﬂé b&éﬁﬁsalétsﬂ?&dle' aftd aﬁdﬁaﬂfcumeﬁﬂe' ng -

agents, emul si f-i er.v,«m;.unr.;qﬁﬁiﬁmLIH SM itaghiedivag) copper -Iam&n&pp&-liﬁ)r:’ahssure buffer. -.
subst ances, dye- stumuseﬂy,mmda fopmylg I gan wmmetmw sindy may, ir-J-\

desired, aI sQ con mtlhcggmggt ! }{& &o npl e
vitam ns. 25 " obtai % rabeidieO b d;sré&lﬁﬁ ﬁ% :E%gent on, -
are admi ni st ered .using knowR  Hreradeabl e - \sf

eompwedwu

anti -inflammat ory  agdht ymulpdognd jtheir Tgpta %%m/ kg
e g e
depends on verydi k@{c&ubs es @

particul ar corrpou itn @ tipnt 4nd \dq@ dah

heal th, 30 Hd"’ﬁ"e‘fe Bty
of admnrstra;ron %&iﬁﬂs p@a‘m’t:&w

[ 2o
subst ances and onfarhatesaemhi&gm tifieChding bf soluhmsmfén?b%wb]lﬁ& the
therapy appl i es. qwusadhﬁmsqtrsamns, foemw ap, exitakile, for crerense
containing a co grahien 4y : 1 e Lohoat e .' vl o A l" .‘ i
each dosage ygit RIE r,@btyl;;@' ax Prehliiohd -oinﬁBElﬁ@n B EE kierilial?

preservaﬁves, stabilisers and/or

gjﬁm LT W‘%WGP‘? Fal -

35 Each of the co
followis partlcu%gk 1L
conposi tionsas | n Or 0@ gemead, tHe |mmy &hd’f[iﬁ‘&nl:foul h:y adndigeesddood, %he
fol | owi ng exanpl esnalogouslmm mypicecis atory egepts-cEhe daily doge

by way of i |lustrdt. bYﬁ”’Ptﬂe’s 'agé ")

or "working up in
tmexina

onrm@-&s,bod welght, geftids ' :
I’o& the&oua«bfradminisdam,tthem orgaaol C
sol vent, such as bémn@;ths.__m?ﬁ : e !

I's separated of f, SapEdknesh g W Aeosmidis;
the praduct is purdr,---t" b RSB erabl{l Cokains FAomL ; @ .
Exanple ‘1 35 Aﬂy/&owﬁo,wgexfdkaﬁwedbmgomﬂ. SOdI um h-.drl deand 18 m _of dr35 '
DVBO i'§ heated to 70, é‘}e ) ﬂﬁ%ﬁ"‘t}ﬂ‘ 3 thepxamples which dolloy iy, and
addi ng 10 ni" of d e }m:%e.ﬁ- A R Cexhe

i ndi cator), acetylug:%ch Su ted fite wt(;:,-*lmtgmn b ey 6 ilMitratidh. Ja AReOdxsm- A
sol ution of 48.4 gales;f“odﬁodatmm@ﬁgap’etoyl‘:_‘m (thehquetbmagy, mafi@gr” . meang '

prepared from 4- fI‘GGFéf o

[err]) in 50 20 r> Qb : sm ; B okcait
ni trogen-through tpaf Emmg}g?&yﬁﬂﬁdﬂdyknﬁl@amactlon mxture whr ch
cont ai ns - sod|4tpm 3-(4'-fluoro-bi- -phenyly

- 4) ut 1-yn-3-ol ate, i-s -~ 15
hydrol ysed with an agu Q:h ml;,f mgbmtdjp |n
the customary naanLﬁ"T%tsogmes-nﬁ& nf&*}'l‘!m _
hydr oxybut -1 -yne; amba s@ﬂL@@untofmphenylmcthanc (asanmdlamr), til

N
C11CC

55 Exanpl es : : éﬁﬁf S ssaedery
can be obt ai ﬁgd fr deg"ﬁfi? qu%‘ 35!' E oo e
acet yl - 4- phenoxy phidpixnge rThe atsuMps nwm%ydnmde 3-(4’-ﬂuunﬁ%ilf

2. 3-(2'-Fluoro- bIHbﬂH )yﬂuy-!iryn@ﬂnyd# yse_ﬂ- us chloride solu-
60 3. 3-(3'-FRLuor cﬂ-" %ﬁ‘?’ﬂ % -ﬂuoroblphenylyl-4)-3-

3-(2'-Chl oro- |phe|¥y Ef) y§’hy5‘roxy ut 1- yne. 1
1,498, 377 . . _ExamplesZuo45 5

3-(3' - - Chl or ¢- bi phepyl ly3to g pIpls -com which- followcan be obtained from -
3-(4' - Chl or o- bi phe&ﬁ% ' Poh s 1“%Wh°‘?bgmﬁ“?@?da‘§b%e 7.
3-(2' - Brono- bi pheny -4)-3 hydroxybut 1l-yne.- 8.0 . 60
3- (3 - Br ono- Pphenyl 321 %—Fﬁerhsb w-ﬁ-h&drpxybn-lame,mp ‘86—88°.

55

Br oo- bi pehnyl ¥ “t' '. 114-116 degr ee 10
f 0 %07 Ph%‘“ e, 11,
fl uor o- bi pehnyl yl -4 -3- hydroxybut 1 yne, mp. 64-66 degree 12.
f | uor o- bi phenyl yl - 4) - 3- hydr oxybut - 1-yne. 13.
f I uor o- bi phenyl yl - 4) - 3- hydr oxybut - 1- yne.

-Di fl uoro- b|
-Di
-Di
-Di



10 14. 3-(3',4'-D fluoro-biphenylyl-4)-3-hydroxybut-1-yne.
10 15. 3-(3',5 -Difluoro-bi phenylyl-4)-3-hydroxybut-1-yne. 16.
' ' 1 i _ — 17

3-(2',4' -Dichl oro- bi phenyl yl -4)- 3% - 1-yne. 18.
 3-(2' 5" -Dichloro-bi phenyl y1-4)-3<hydroxybut - 1-;yne. 15 19. _
«3-(2',6'-Dichl oro- bi phenyl yl - 4) - 3- hydr.oxybut - 1- yne. 15 20
3-(3; 4' - Di chl or o-bi phenyl yl - 4) - 3- hydr oxybut - 1- yne. 21. @
3-(3',5' -Dichl oro- bi phenyl yl - 4-) 3- hydr oxybut - 1-yne. 22. .
3-(2', 4 -Di br ono- bi phenyUI - 4) - 31483Tbxybut - 1-yne. 23 7
3- (4 Phenoxyphgnyj(g) EUI).gylé&nybut& 24, 3-
uorophaSnm@y-):hlph L inut-yn&,qmaos—mr . 20 25.
423 H’ ( 3- Fl uor o h yjég)g—hu Ngw;}tm%- -yne::26. 3- :
[ 4- (4- El uor oph : YIS KT { '54-56. 27.
3 [4(2l5:ChI or opiee ﬁ:& ;ﬁylﬁ% t.i-lng// gg“ ' >
3<[4- (3-Chl or ﬂqtdnebiyﬂe]ly{% bydo: yﬂnul—y&;meﬁ«t—ﬁ - 29.
3-T4- (4- Chl or%ﬁ enyivl} t-1-Y8eyne, mp. 55-57 degree
25 30. ,3-[ 4-( gﬁ? peatel -r% Y ﬁ}%but 1-yne. 31. 3-
%4123(4 E”Dph&"é"‘e” S obheagy iy m‘i}’ﬁw 33, 3-
rono en ne.. 3-
[4-(2, 3- Dfluo}%@@aogpg E v}]%-ﬁ IX{"’-'l -30 34, 3- |
[ 4- (2, 45 Di f | uofsBkFRAR tsas,u uﬁi‘.ﬁ yne. 30485
3-[ 4- (2 5- Dflzoos-(qihemem«)f}»-p Béd 351}49 m(-quu& 1-yne. 36 '
3-[4-(2,6-Difl ydspaybutkl et - 1. yne.
3-[4-(3,4-Difl ‘e}sésmt 1-yne. 38
3-[4-(35-Dif pghe; 1-yne. 35 3920 3-
4- (2, 3-Di chor: B-hydyd&g?ggty-l-yme - 35 40.
3-[4 (2,4-Dic map~§+re56% a1, .
3-[4-(2,5-Dic g{}{' -1-yne. 42.
3-[4-(256-Dic 1n1p)69-e-57°43 25
3-[4-(3,3 c 1-yne. 40 - 44.
3-[4-(3,5 c -1-yne. 40 45.
3-14-(2,4 JEl:yne. Exanple 46 -
Anal ogaois -4) - 3- hydr oxypent 3a- yne of
p

m 69-71 is iﬂaﬁd yorcmmty % : hw:frowbut-ﬂ-lmro 4- pr opi onyl bi phenyl

: (mhich can 45 yl and propionyl chloride
in the pr esenoﬁ §)'f °t°p °x) =t

# i ‘W"S Tivh de and subsequently
hydr ol 48si ng- t Ha9. s.qa.(z’, a&yﬂi yﬁe 114 Anal ogousl y t3 Exanpl e
46, the al kynetOcdib(ddichlarby
correspondl ng g g_‘(% 5 ‘!;o F‘H%g ]- - id"?)“éi pent anoyl - or
1- benzoyl - 50 43 3-fRiR06H iﬁ% nyI derivatives and sodi um
acetyl-idde: ~ 44, 5&)4—@ -Dichldy @ém@ﬁes hydr oxypr opyne.4048.
- 3- (4" - Fl uor o- bt5pBrdh(@4Dibepinoghenoyy) @meut{lgvne
3-(2' - Fil.oro-bi phenyl yl.- 4) 3- hydr yne. 50, 3-(4'
-Cl oro-bi phenyli%hlbﬁ)):siyg't@ oSy pf Oﬁ EIEq«ﬁﬁhenylyl—ﬂ%&}droxypent—l-yne of

3-(4' - Br ono-tp. »‘wu-t: -ylnco-ll-propwnylblp yl (which can - 55 52.
- 3-(2', 45-Difbe ifiop "_ ggrgl?lsﬂg thy presence of AlICl,) 45

3- (4- Phenozyvb‘ acetylide st ﬁ sing ereacnonproduct.

-[4-(2- Fl uor ophenoxy) phenyl] Mm&mwpmopyne 55.- : )
-[4-(4-FI uorop’hdms}y) ynm;hf@wcanbeob@@ed -

-[ 4- (%om or K1 b GomeyEoRding ijka 1-&9““:?1-““’“20?1' s 60 57.
-[4-(4-Chl or P eynoxy'5 Po pfen? y‘c’]ar oxypropyn c%lg :
538(3730'0“ §-94'm1p yu hydscogprotyhe,
- (
- (
- (
- (

. - «lt ORVDIODVIN '
4-(2,4-Difl uégogig‘cmombl %M)_ﬁh Sk /propyne. 60..
Bi pl3&nyl yl -SL)&G-BtpdbbipngﬁM xyp e.
2' - Fl uor o- EE% F y_p *.;g @%@m’t‘wﬁ?ﬂe. 62. :
2' - Chl or o- LR L oy -1-vne. 5 _ 63.
4" - Chloro [ Fy:i:m '5.4 jémf%m e. .
56 3-[4-(2-Chlorophenoxy)-phenyl]-3-hydtoxypropyne . S 60

~ 57. 3-[4-(4-Chlorophenoxy)-phenyl}-3-hydroxypropyne.
- 58. 3-[4-(4-Bromophenoxy)—phenyl]-3-hydroxypropyne

55
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64. 3-(4' - Br ono- bi phenyl yl - 4) - 3- hydr oxypent - l-yne. 65.
-Di fl uoro- bi phenyl yl -4) - 3- hydroxypent -yne. 66.

IIL/T TOU/\ ]

-(2",

(4_ Pheresars hr\n\l| \ 3 h\lr‘ll" ny\lnpnf = 1- \fnp 67 .
-[ 4- (2- Fl uor ophenoxy) pbenyl ] 3- hydr oxypent 1-yne. 10 68.
-[(

9 3-[4-(2 | or ophenoxy) - phenyl ] - 3- hydr oxypent - 1-yne. 70. 3-
4- (4- Chl or@enoxy) phenyl ] - 3- hydr oxypent - 1-yne. 71. .
4-(4-Bro henoxy) - phenyl ] - 3- hydr oxypent 1-yne. 72. ° ° P .
4- (2A-Di f1&or ophenoxy) - phenyl] 3- hydn,qgwyent 1 yne 15 7300
Bi phenyl yl -4) - 3- %dﬁ) . e
3- (2 - Fl uor o- bi

_b 1

NN NN NN N D I N NN NN N e I

4'
2' ChI oro 5b| phenyx

4' - Chl or o-"bi phen

4' - Br ono- bi phenylsyla.
2'

4-

4-

(

L _:_‘78-;_:_' : 5

@),4
,4' -Di fl uoro- bl

Phenoxy phenyl )

(2-Fl uoropheno>sy:)3.
4- FI uor ophenoxy )7p.'8s ph(@JChi:
4- (2- Chl or ophenox )1-
4- (4-Chl o?] Hpheno T
(4- Bronop enoxy)qp AN Fihore

(2,4-Difl uorophﬂ.raa(xy

4-
Bi phenyl yl - 4) - 3-

2' Fluoromplpheny
4' -

2'

”ff' 83

15

_b 1

mdroxy-hw-l-yness. _-
orirines

) LY XV L _;
S pnimy 3 Do i, 61-63. 90. ¥

- Chl or o- bi phen ylp3fydomphextippge. IL.
4' - Chl or o-bi phen =.’f axphenljtd-hydwrphendgne. -
4' - Brono- & pheny yl3_l4)( il N PREY SAARES e,
2',4"-Difluoro- b&ph
4 3: (4- Phenoxyphe
-[4-(2- Fluoropheno
-[4-(4-F uogoophenosg();
- [
- [

Fl uor o- bi. phen

4- (2- Chl.or opheno8gs 98.
4- (4- Cholorophenyl o
0 99. 3-14-(4-Brongp
4- (2, 4- DdeOFOOﬁ‘
Bi phenyl yl - 4) - 3-

2' - Fl uor o- bi pheng : 1083.

4 ﬂ 'm p.95-97 ‘degree
1

-'Fl uor o- bi pheny’ _ S
I3 pr"opyne 105 40

5 104. 3(24&Chlor9&la4

- [

-(

-(

- (

-(4' - Chl or o- bi phen®s [4
- (4" - Brono- bi phenyf e | -
-(2%,4"-Difluoro- %g opyne 108.
(4- Phenoxyﬁhenyi 10333#%{-_ p%e )
9.

- [

- [

- [

3:[4- (2- Fl uor opighenpls-3- 3
(4- Fl uor ophenox ‘
4-(2-Cor ophenoxo'; 3 QHM or b ;
4-

4 g .

propyne 110 3-
q 111.

~O!

f e | i DRSO T 1 n.e 55 . - 113 50
ﬁh‘?Byl'ﬁ"'f 'm’m!?m pyne. - 557
IONICPE 132 PME IV P!?R-ypropyne Exanpl e
Ls€, in the course
from2590f 55
xypropwie.st j rred for 150

(4-Cnhl 0500phenm8yg-(
(4- Bronopheno

114, 3-[4{2,4-Di f|
115 214 g of 4 -flmrg).A
of 3 hours, %o a sblSUBﬂ[‘bﬁ—Brém@hdo

sodium in 600 ni b Hﬁ@;“d’@@mphen o
m nutes at -35-, 65 g of anmoni um ﬁ’sl de .aré then added to the

sol ution, which contaé gs #abred phedyl’ 4t bdled lirop th hours,
phenyl yl - 4) - but - mym@l@mmmmfmmg%?%%ﬁféh@d he
course of - afBut 'g“ Ef“r ezed, bty 1 ovﬁ‘ﬁﬁsn 3% _ﬁnssof dogaopium - 60
3- (4" - 1 Uor Obi PhepHMpebhe Bym Sy °ls g dpomes

gbout 12 hours, After customary workm up, this gives’ 3- 4’fluo: bn henylyl-4)-3-
hydroxybut-1-yne; m.p. 80—82°. - s & {#*“flaorobip Olyy > '

[MER]
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4- Fl uor ophenoxy) - phenyl ] - 3- hydr oxypent - 1- yne. 10«

5

B _' p3‘ﬂﬁt6xypropyne, m.p. 95—97 490 S



99 1, 498, 377 Exanpell6 8.34 g of
lithiumare introduced at -70, in the course of three hours, into 900 m of
| i quid anmoni a sat ur at ed -w-t-hsagetyt When—thre—btue—cotour—tas

di sappeared 214 g of 4 -fluoro i acetylblphenyl in 200 M of ether are

added in the course of 5 one hour and, at the same tine, acetylene:is
* passed into the m xture. Subsequently, 5 the ammonia is allowed to

evaporate fromthe solution, which.contains lithium 3-(4"- @

f | uor o- bi phenylyl 4)-but-1-yn-3-olate, at +25degree and, at the me tine,

~éther® s added in such an amountA#%3at the vol ume of the mixturé remains
approxi mately constant. After tfism@énmmni a has been renpved, no further
acetyl ene- |5853&$sn§diﬂnumandxm¢\eedla® —70°, :mhetcmoidnéed!btlrs,tmogﬂoand for 12 hours

~—at” 20. Themllr‘éd's' %‘% ?Egﬁ heg SPPESE M of water and
the e;herﬁngt LT e .%? ives s
' 3

. 3- (4"~ 1 uoho POy b rmny:hutotuhoum;ch arrpl e 117. A
“sokution (#!m@-bibﬁe 1yb4)-b4t-1-mﬂ3-dma4-le¥éé mmmrmmxxmdch can be

prepared 1 “nfar“’ﬁt‘h'ﬂ %ﬂ %@ &? XEFNride in the
presegce ub@mﬁ rsQl rtsfcf??l ;s%fgﬁﬁm ded g opwi se to
a suspensrvﬁﬂt lsbmloBQa and thie letherl layedis svbakadcuwpt ne conplex in
a mixture m@-(ﬁ‘lﬂumblmw-ﬁt%hywbmm 86‘["‘3{‘§1“tasol ute DI\/BO whi | st passing
- acetyl ene through the m xture. gt ure is stirred for- one hour whil st

nitrogen i s pasehfEn bEAUEE 4280 phief¥1 edhbrO@ hi@tte&Q:epze aredONi um chl ori de
I s added tfioni Hehlmdhplten rtthnhandruoaylr:ﬂ:bndsmlm hteu:me&:fMQ? Yin @hinbr o- 120
solut

- phenoxy) - °f é&#ﬂ”’ieh'e ethe into water and
wor ked up '?ab Th
mixture, e mi tm'e
3-[4-(4-c Qﬁm amwhoda E@%ﬁt h,- a;h-aqa@us smlmoi% 57 degree .

-—Exan0e 1lsonidpium chloride 1sA|rddedcte aeheonrm cleemtam btholm ed-@shlomoi on i 20 prepar ed

froms g Tl o ?51815 os?t%‘mt’%t tt“h% yiene and. o

of ether are adde The sol Ut i Cxainple HEf t O stand for _ days at 20 and ice
wat er2si s t hemmmmrbmmum w@f@n(&g off

bi phenyl yl Mce l-g i 2( s ‘e solu onls tos ?&Ie i's then
acidified %’G,ysat ol T h ether After
dryi ng ov ebipleayijl-d)bus-dHyyia dbnmtdav niizhl&e 90 theﬁrutmdtﬁbd s gi

ilga”;;rag%mtfr'“‘r@w’%a‘“ Wﬁm spemgiet e

“can be pre-"3 pared from  Example 119
. 3-(4'-fluoro- mm%mg)f(&-ﬂwdmpheyylﬂbghyhylymnﬂym“dmm wth chrom

35 i df triped Dhepylyh4)-Frhydeprep chpmof absdl ute
di et hyl et oo ;7‘. ‘ﬂl’;g ns’ilé ed to 0,- which
has previo B lof hagnestd dndIB13.gof Gnethyl DBG IR 20048 6F i.2 g of methyl

i odide jn @E@-Tﬂe meﬁtiayllowedhemuo wtd ernag,ambthc@ltmbﬂmd to46i se to

20, viifi | st rﬁ“n‘ SFJ@ b‘tﬁ% O‘E“S‘g’i&‘“ @ﬂmﬁ%

3 (4 -f uog_@p_ﬁ,‘ﬁe ‘;Mﬁ h &Y. ,gn:ffe esi um I'de is hydrol ysed
0O with an aqueous so ution anmoni, um chI ori de i ot he custorrary manner .

Thrs gi ves 3-(4 -1l upr _ dcli ﬁt m p. 80-82
s %ffm?%&e%% o IRER

4' - f | uor o- i -tlielmgneﬁ’r-ﬂnmoﬂe paai ed 45 by

m trating gebreq y m}@myt Thetempera—
. ‘ Of m r t050
oublug ﬂhysm aﬁh@ﬂyme&ﬁ.tuyan-wmsgﬂ swaouent |y reacting

4' -flggoro
4' -fluoro,id-
th| S Wi t h bremjde dmh? um@oworkedoip ldlt@t mamner. Whis gienpét’a- ture of the
sol ution |@‘°‘2TbFP8W§ ~P3rhydrosgbug-d str rring, and the solution is
stirred 50 for a further 2 1§1291t 20 ‘degree. An aqueous sol ution of
. amongsum chl QX bdlkstion” 8f mgrbfaa in 50 M dQlietiyDedy Giradlisgss dohe 55

3-(4' -fl uoecs st un!.-%ﬂvo @biphengt \(whi n@sbmmemr@nbsde and the
product is; ‘V%‘tﬁfﬁ; égtg T2 T i S nol £
fl uoro- b| hﬁa - 121 55 :
A solast i omztm*ﬁma-(&'-@omfbxphexqtyw)mm Bolae, i The pfddict isaben j> iret her6d s added,
‘at 0, tomgyly grapash TaHs glyss 4 uoﬂblﬂkmwwydwmyrbmméﬂyl (whi ch can
be prepare *brom nating 4-fluorobi phenyl and subsequently reacting the
product with lithiun) in 200 mM of diethyl ether. After warmng to 20
degree, the solution is boiled for 2 hours; and an aqueous sol ution of
ammoni um chl oride is added in order to:hydrolyse the 60 l'ithium

3-(4' -fluoro-bi phenylyl -4)-but-1-yn-3-o0late. The product is then worked up
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mxture is t
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1

he customary manner. This gi ves

(4" -fluoro-bi phenylyl-4)-3 hydroxybut 1 yne; mp. 80-82 degree . 10
498, 3&f— Fo—Ecarmpre—122—Am>xture- of—5-g -
f 3-(4 -f1 uor obi phenylyl 4) - 3- hydroxybut 1-yne, 25 m of acetic anhydride

nd 25 m of pyridine is heated to 60 degree for 20 hours. The reaction
ol poured into water and worked up in the customary nmanner.

This gives ‘- fluoro-bi phenyl yl -4)-3-acet oxy-but-1-yne; mp. 103--104
es 123 to 195 Anal ogously to Exanple 122, the _conpounds of

egree. Exanp
he formula I-Mhich follow can be obtai n&488¢7 acyl.ati ng t he correspondi

0y

bi phenyl yl - and 3-(4-phenoxy-phenyl) - Mgiﬂxy prop-1-yne (and
but-1-yne, pent-1-yne . nihause bf ing (ﬁrﬁ;'(#-h@pibzpﬂenylydem-3¢9dmmy&n-l% 25 fal WES:
0 123. 3-Bi pheny|woem- ) sl tof lsmtoﬂf for. 20 hours. The reaction
(3' - Fl uor o- bj phe o PH{iF < g?“ms__m“o tomary manner. This gives
(4' - Chl or o- bi phenyl'yl-4)- e} 1 y‘ﬁ” 5 127.

(4" - Br ono- bi phenylyl 4) 3- acet oxybuﬁxainp;emezs tmlps 121 123.

28. 3-(2',4-Difl Anglogopslyip| Expmpls 129, the cpapopmils tof

(3,4 -Difluoro- R Sy
(3'.5' -Difl ugro- hi i\ - T .."q’”"“‘)de““'
(2',4" -Dichl oro-bi. en I 4)l 3- acet oxybut 1 yne - 132

2', 4" -Di brono-bip

3- (4- Phenoxyphemr %ﬁ% g%‘ %ﬁi mp % 58_

3
4- ( 2- Fl uor ophenoxy2e: .135. :

4-(3-Fl uorpﬁenoxyfﬂp ) tgmtoxx hene,ma:enl—123° ' ‘

4- (4- FI uor ophenoxZ3p *%mgﬂg YES‘“-P 99—1%‘7 3- 1[4(4
or ophenoxy) - pheyl 353 kY .. 25 138.
4- (4- Br onophenoy) mhmyu'}p_- iG-bil
4- (2, 4- Di f Ud8r ophe 3
(
4-
1

2, 4- Di chl or ophen y ' e Co
(2,4-Di bronophemxy-[wm shend cyPpif 142.°

Bi phenyl yl - 4) - 3- at3ét Hi4r@4+Fhprog '

43. 3-(4' - Iuoro% i j T
,4' -Di fl uoro- b| ..""

2'
4- Phenoxyphenyl)
(

4- Fluorophenoxy)
(24D|fu%9rophe 4,
3-(-Bi phenyl yI -

- El uor o- bi phenyl 13'_ Bhanoag:ht:g»:(-y
4°-Di f | ugr o- bi H8e ‘ HEL

4-
4'
2'
4- Phenoxyph”ésnyl )31'- _'
4- (4- Fl uor ophenoxj4p:;
4-(2,4-Difl uor oph¥@o
B
4" -
2'
4-
1

(
3.
[
[
[
I

[
[
[
(
(
(

i phenyl yl 4) - 3-ac
Fl uor o- bf'phenyj: 13

, 4" -Di fluoro- blmaesn

[

48.
-
(
(
[
[
(
( 157.
(

58. 3-[4-(4:Fluo hexdsme yne. 159. '3-

5 !
4-(2,4-Difl uo?ophenggy _Ip_ & 5 I- ; _ﬁepq_.ymlGO 3- (Bi phenyl yl
) - 3- acet oxy- hept - 1-158 BS-[ ,1~D1ﬂuomphenoxy)—pherflyl]-3-acetoxy-hex-l-yne.

4' - Fl uor o- bi pheny} }QBEPHQI 4 ne. 50 T 162
2', 4" -Diflugyo-bi %@fg’

PRlypes 50 163.
4- Phenoxyphenyl) -
4- (4- Fl uor ophenoxieh-3 Qoroi)hﬁmj- ]hsaﬁtmﬂysl;eptayn&.GS :
4-(2,4-Difluorophi 03 A-2dt h %yp hﬂm'ﬂeynﬂ-l%
Bi phenyl yl - 49 - 3- pjgenii}y ! 1%)
4' -
2'
4-

Fl uor o- bi phenymsg]g z 4, 8 .-.r.-@..,'

(
(
(
[
-
(
(
(2',4" -Difluoro- blg %& 70 ropyne 169. -
yl-3-acetoxypropyme. R
( Phenoxyphen_yl ) ~p§1 t § Hsas ] gf%@m_ _phenyl_mtoxy_pmpm e
. 60 172, 3-(4’-Fluorobiphenylyl-4)-3-forinyloxy-but-1-yne. e
- 173." 3-(4’-Fluorobiphenylyl-4)-3-propionyioxy-but-1-yne.
. 174. 3-(4’-Fluorobiphenylyl-4)-3-butyryloxy-but-1-yne.
175. 3-(Biphenylyl-4)-3-pivaloyloxy-but-1-yne.

w%%t 129.-

15 - \_’

10

15

35

45

50

60



170. 3- [4-(4-FH orophenoxy)ephenyl"m-3-acetoxypropyhe. 171.

3-[4-(2, 4-Di fl uorgphenoxy) - phenyl ] - 3- phenyl - 3- acet oxy- propyne. 60 172.

3-(4' - Fl uorobi phenyl yl -4)-3- fornyloxy but-1-yne... : 60

173. 3 (4' - Fl uor obi phenyl yl 4) - 3-pr opi onyl oxy but 1 yne. 174. -

3-(4' = Fl uor obi phenyl yl -4)-3-butyryl oxy-but-1-yne. 175. ~
4 \(Bi phenyl yl - 4) - 3- pi val oyl oxy- but - 1- yne. 11

1, 498, 377 11 -%76.

3- (4' - Fl uor otilphenyl vl - 4) - 3- pi val ovl oxy 13PN ne, 177 1

3- (4" - Fl yor obi phenyllydi m‘ﬁu@w@h@}ﬂ%hhﬂoﬁ- e. 178.

3- (4" - FI or obi phenyl !Yibﬂ ITEDC 179

3-(4' - Fl uor obi phenyl 3%@3” -: Y _i}‘ 180.

3- (4 FI uor ohy phenyl p1 , 55

18 - Fl uor obi pBP. yFluo@bi ),G-p gbBaphhl@}dxﬁ-mmopyne 182. :

3- (4 F orob| phenyl A;{( =Hug .,..4,,-:.., %&83

3-(4' - Fl uor obi phenyl '-" ’o'\V' VD= e A a4 - _

3-[4-(4-Fl uorlephenoxig - 4- h ,.e l‘}BB‘ bgmﬁwrgtﬁﬁ&, 185. 10

3-[4- (4- Fl uor ophenox lu}mo iabayyrjdew-b&t-ym. ' 10

186. 3-(4-(4-Fl uoro@%% W xpﬂ'g 1-yne. 187.

3- (4- Phenoypheny! ) - 3g)i3f &gxiﬁ yu bvaloslons b Loy,

3-[4- (4- Fl uorgphenoxg.-3 henl] Byivafplionyypast-1-yh&O. 15

3-[4-(4-Fl uoropheno §Hd Bhﬂp? etibenyllcBypi 10!95'- i yne15 190. ’

3% 4= (4- Fl uor opheno g o OV (R A TR Y

15 191. 3-[4-(4-Fl ugbg RS AR I "15 7 “R’“fxne 192.

3-[ 4- (4- Fl uor®phenoxgy.-3 m@ }a;blﬂgyll]eaq;eni@piy-bht-ym 193. 3- 20

[ 4- (4- Fl uor ophenoxy) - phenyl ] - 3- phenyl - I vV ony propyne. 194.

3-[ 4- (4- Fl uor ophenoxy 3 |

s F'gz°f°p“e“?.?*ﬁ%§%w;ﬂi i, G “:ﬁ“;;";ﬂwﬁﬁé :

Exanple 1 A _m xt of eoppdr-] ri pm | yne in

20 nl of ethafiol - cBnd T@Fm%&wb’ll “&% exc ss” of #n

ammoni acal S0l Ut i OBuRomROPRALIIT 'ﬁ‘fﬁ%g:’ 2P P FETR Y feered

of f. This gives the copper-]| salt

3-(4'-fluorobi phen | -4-)-3-hydr oxybut )Eu;nmasAan anor phous powder.

22 e Lz'ngznﬂnsg;,,ﬁﬁ;ﬁw%;;%g%n”ﬂf? i SRR

A 30 A m st pxmdcnnsnv&ﬁtioﬁg rfal tablets, each containing 100 mg of the

3-(4' -l uor o- bi phepsfre famppungd. hydroxybut & éq‘bF 30 4 kg of lactose, 1.2 kg

of potato stajch, @ g of talc and O. magnesi um stearate is

pressed in conventi ONEAbIEREE Pressed adalipsiisly A6 ERiniple £ 6412k Qiknadoktd 16 bERITY of®

t he active conpoundonabmanmpr withB: codiing consistiygad) eugsr, maize starch, talce and tragacanth.

35 Tablets are pressed anal ogously to Eﬁ.@lle A and are then coated in
o] ﬁg of sugar, maize starch,

conven- tional manggi,ith a coating c
tal ce and tra@acanth 5Eg<aarmt4eﬂ£ro.ﬁgas¢|sl1-e)ss-ﬂﬁmxybut-1- e afe #ilgd Biko hard gelatine

40

3-(4'-fluoro-bi phe -M)COISﬂWy@! @;ayt!sutm 1onyrwepsvlpsee4ch|°b@dmnmﬂiﬁ h!aroa thee| at i ne
40-cdpsul es in CO” m&%a el Y %ﬁp&yo{? re o@%‘ GRALALAIRE 250 g

of the active conpgalt

e GRAL &h1bd) b%&lo

nore of the o#sher amlogoxﬂycom pounds o? for mul a | or their physiol ogicallss

acceptabl e salts can anal ogousl y.

45 WHAT WE CLAIM | S: dn¥ jves of fornmula I: R3 [err] wherein
| up to 4

[err] is H alkyl wt

~at onB or phenyl, [err] is H, aliphatic

acyl with 50 up to 6 C atons @r aroyl with up to 11 C atons, [err] are

each H F, d or Br, 50andn|s 2h wh [err]is H or
methyl, [err] is H [err] is Ham&m_@%@% g—@l (ép and their

physi ol ogi cal |l y. acceptabl e netal®salts.

wherein R' is H, alkyl with up to 4 C atoms or phenyl, R? is H, aliphatic acyl with
50 up to 6 C atoms or aroyl with up to 11 C atoms, R® and R* are each H, F, Cl or Br,
and n is 0 or 1, provided that when R! is H or methyl, R? is H, R‘lsHandnlso
R*is F, Cl or Br, and their physiologically acceptable metal salts.
2. 3-(4’-Fluorobiphenylyl-4)-3-hydroxy-propyne.
3. 3-(2’-F1uotobxpheny1yl-4)- -hydroxy-but-1-yne.
55 4. 3-(4’-Fluorobiphenylyl-4)-3-hydroxy-but-1-yne:

50

55



2. 3-(4'-Fluorobiphenylyl-4)-3-hydroxy-propyne. 3.

3-(2' - Fl uor obi phenyl yl -4) - 3- hydr oxy- but - 1-yne. 55 4,
3-(4' - Fl uorobi phenyl yl -4)-3-hydr.oxy-hbut-1-yne.
55 11 1,498, 377 176.
3- (4" -Fl uor obi phenyl - 4) - 3- pi val oyl oxy-pr opyhre.17 : .
'3-(4' - Fl uor obi phenyl yl - 4) - 3- pi val oyl oxy- pent - 1- 178 h
3- (4" - Fl uorobi phenyl yl - 4) - 3- pi val oyl oxy- pen m '
3-(4' - Fl uor obi phenyl yl - 4) - 3- pi val oyl oxy- hex m{w '”I"ﬂmmm @
3-(4' Fl: yprobl phenyl yl - 4) 3- ph‘enyl‘ 13499,37qal oyl oxy propy"nes 182. 11
3-(4'- 7y - 83T
3-(:4' - Fl uor obi ‘ st eicT) _ ', = 184. i
3- (44 (4- (4- Fl upmophe ozcyhebut 1- yne 10 ' 185.
Bgl (4- Fl uor opRei@ erphmyyljl-4133-pvabqylo k-@eyye- but-1-y | o
3-P4-(4-F %Egﬁ Y“th% but - 1 yne. 187. 5
~F

g (4-+Phenxyphe mﬁ y'
\[' (4 Fl uor omaemy)uo@btpmylH 3 uﬁ-X-ynepl’ opyne 189. 3-
[ 4- (4--Fl uor ophl%o% ArH mm yne. 15

3- [ 4- (4391 uor oKBedrtzY -‘ 2 -yne. . 10
15 191. 3-[4-( O ,g,o.-,‘.,ﬂ,',‘ ,u ep| va oxy- hex-1-yne. 192.
-3-[ 4- (4- Fl uor omeWFl ﬂy)-ﬂ:epyl}ﬁm-bﬂgtdylbxypt@pi 1-yne. 193. :

3-[4-(4- Fluoro e ) _ 0 oy propyne 194.

3-[4- (41 uoro ,;';;' ; ;j " - yne. 198..

3-14-(4- FIuoro Bivalé ey} 1% yne 20
Ehio ’ :

Exanpl e 196 A Iﬂ3x3{|¢-el- plié(:ﬂ]-a-ﬁeuy}s pivilpykepptopynd.) - 3- hydr oxybutyne in
20 nl “of ethan W 3052010 YVPPbY'Bust wi.ith an excess of an
ammoni afal sol Pt &k+ %°6‘B’ ) P‘l?ﬁ!rl ROV R E ™ hr eci pitate is filtered
_off. This gives the copper-1 salt Himple 1960f

3-(4' -fl uorobi pH!e tyet -of - 1)1;3°fh Hmvbuhqﬁﬂ-4hs—hmmp ho 29 wbler

25 The foll OW&? ;Lo %‘ﬁ?‘ﬁ?ﬁb ﬂ%co i 3% contain an
active. eonpoyg yl )g@fﬁ anQ)phbv.Er,e rExarrp1§5e A
Tabl ets 30 Géhich contain an active

3-(4'-fluoro- cmmﬁgmuu;uwmmmusme 30 4 kg of lactose, 1.2 kg
of potato starch, 0.2 kg of talc a%gm%e%‘ kg of  magnesi um stearate is
a

pressed .in comﬁgtlonal manner to bl ets, each containing 100 ng of
the actB%e conpadu of 3-(4'-ﬂi!’oagﬂ1ﬂﬁnylyl-4)-3-hydroxybut-l-yne, ' 30

mikturéxansiging oB
35 Tabl ets ar&kedf iaswuedlh kol porai llﬁglf ity ated in-
conven- ti ond]PIEHLE ﬂ°“ﬂ tﬁ"‘f'_?gmﬁtf“ ﬁmg e starch,
tal ce .and tragacant . Exanple C %ﬂkgs 40 : -5 kg of
3-(4' -fl360r o-Buaggeeny| yl - 4) 3- hydroxybut -yne are filled into hard 3§el ati ne
40 capsul es ip P%HFL pglogawly o W %ﬁt ¥$#=ai ni ng 250 ny
of the active BSEEHAT T%Fﬁ?m&?ga SHREn %g‘s TR i ng one or
more of the ot her active com pourekamglé ckornmul a | or their physiologically
acceptable S an ous
45 WHAT “he @}g?” xgﬁ'%y ggﬂgj& ”;é%ﬁy‘?g‘% ] err]®wherein
[err] is H, at o [5heny"fo err allphatlc
acyl with 50 Tallett, é@aad rcomdigipg onmdrtmompoftthedﬂer@cﬂham- [err] are
each H, gggvﬂs formyda - A ner svbmlﬂs@y ypepiable cslesy prgy beyebingder 1] js H or
met hyl , err] ‘[err] is Hand'nis O, [err] is F, d or Br, and their

physi oI og| cal | ymp&mbtm :al salts. 2.
3-(4' - Fl uor obi pHeAlkimg|derpti@s ¢fifokmolaf: pr opyne. 3.

3-(2' - Fl uorobi phenyl y1-4) - 3- hydr oxy-but-1-yne. 55 4,
3-(4' - Fl uor obi phenyl yl -4)-83-. roxy- byt 1-yne, 55
| O W) —c=mn 1 | |
R
wherein R! is H, alkyl with up to 4 C atoms or phenyl, R? is H, aliphatic ac l with
50 up to 6 C atoms or aroyl with up to 11 C atoms, R® and R* are each H, F, Cl ot Br, 50

and n is 0 or 1, provided that when R* is H or methyl, R® 1sH,R‘lsHandnst,
R:is F, Cl or Br, and their physiologically acceptable metal salts.
2. 3-(4’-Fluorobiphenylyl-4)-3-hydroxy-propyne.
3. 3-(2’-Fluorobiphenylyl-4)-3-hydroxy-but-1-yne. ’
55 4. 3-(4"-Fluorobiphenylyl-4)-3-hydroxy-but-1-yne: 55



12 1, 498, 377 5.

3-(2',4" -Difluorobi phenyl yl -4)-3-hydroxy-but-1-yne. 6.

3-(4' -Chl orobi phenyl yl -4) -3-hydroxy-but-1-yne. .7

3- (4' - Bronobi phenyl yl - 4) - 3- hydr oxy- but - 1-yne. 8. )
3-[4- (4- Fl uor ophenoxy) - phenyl ] - 3- hydr oxy- but - 1W5\9\ h
3-[ 4- (4- CANor ophenoxy) - pheny] - 3- hr.dr oxy- but - :

5 10. 3-FI uor obi phenyl yl - 4) - 3- hydr oxy- pent %E‘"mm“""”,’””m

3-(4"-Fl Obi phenyl yl - 4) - 3- hydr oxy- hept - 1-yne

3-[4-(4- FI Lmrophenoxy)phenyl] 3- hydro>a)4981wt '1 yne 13 12
3-(2' - Fl uoronrpneny; e Y1 PR , 14,

3- (4" - Fl uor obi phen y]«-%m g@% N Y
10 15. 3-(4'-F uordbs-p)h |
3-(2',4'-Difluorobi 'ef [\
3- (4' - Chl ordbi phen 'I(:'_ b RN
3-(4' - Bronobi phenyijy .-(A)E&,oa inf »,.__A

3-[4-(4-Fl uorophenm oL
21.

15 20. 3-[4-(4- Chl ol %~ but - 1- yne! .
3- (4" - Fl uor%bi phenyd . Y : a4f2- A process for the 7 .
preparation of an ?q:ﬂﬁr, ' speC| fiedin claim1, or a

physi ol ogi cal |y acnept(:abhb rabiphay lybmstaod;dxrbmdfype whi ch-- corrprl ses treati ng a

20 conmpound of l& -r( opqphenyly1-4)-3-acetpxy—but-l-yne :

20 {err] whErein iﬁiﬂg%@ﬂ p%f:: é'mbﬁﬁmxyl group’ and [err]

and n have the rreazm B -Fhjofbiphdnigi-4)3- Rapie th a: sol.volysi ng agent.  23.

A pr ocess accor di n@ tAoprodesifon tBO preparw nvMOfCﬂhalkmdqr I efecifidribyl 2 | in
whi cg) %S?Iﬁf*m : xmelFéﬁPbﬂ“\memf ESPEE EFUOg RNt . 40

25 24. A process i ‘claim 22 or “23, in which the conpound of

formula | obtained is treatedR3W|th a basg to form a physiologically -

acceptabl e metal  salt thereof OF \ 4 Rmicg.emcorrponn'd'of formula | is

obtained, it is treated: wrth graet or weter to | i’ berate. the conpound of -
formula | therefrom 30 - - 25. A'process for the. preparatlon of a-
compound of forr’ruil@udQS@QGﬁd‘ch@dlylxﬁbthi&o&ylgraﬁaﬁdmstm,nk‘iakllnyhamsthherel n
described in anymain bw:molvgﬁmgﬁsephar mac euti gflff C(')Jéqosr tion
whi ch conpr 5‘ses r%lwm %"FVP m 1tg
and-an i ner P orcﬂfdﬁheh ﬁiaaifmeuur Cal
conmposi tion subsabimea teamharmsertodmarphmmbgicmy @@nsaltthm I es A

to C . or; when asalt of a compound of formula I is obtained, .it is- treamd with -an-acid or 35
A AT 7R s il 1 NG TRRk kA BlrEe, 30
303/ 306 Hi gh Hol mgg A mceﬁaf bed lin 2 inlet Do 1D&I Maj esty's Stationery
O fice, by .the Cougé.ex phtneesiti dwﬁ%m;pnmi@%mrmMe Pat ent

@;

H a
bO‘ef Io(l::)teéi ﬁgdSout ha!sg(’ew %Hn&hlgiglszmmpwmmbs “fﬂmmh g,o&u es may
35 Examples A to C.
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