GB2059954 B+ . 1 SPEC FI CATI ON' 1- Phenet hyI i m dazol e. derr vatives 5 Th| @ '
invention relates to certain .novel 1-phenethylin dazole derivatives and '
- their antim crobl al acid addition 5 salts, antiricrobial “conpositions
cont a ni- ng the same, and et hods of enpl oying - ‘such deri vatr \Ggsz,05§§§4t§ and|
conpo . : ; :
_nunber (gi, \d;\ﬂ gal and ant.i bacterl al agent.s have been preV| ously- . L
delgcr i bed |ch contain a1 . ([err] aryl)ethyl 1Hi m dazol e noi ety of the .
~formul a: ‘l-Pi:GhethyIlmldazole derivatives : . : _ _
10 15 . [err] -
15 For 5é’klamp¢re'0m nla&ss ceBa"?&@eﬂaﬁem"l&ldﬁmle@d@ﬂ\reeﬂndéhel@hﬂm@fobhﬁdld adfiiom 5
12,784 1‘96’;93""“’ wp@mw cmwrtﬁ 92(D‘e'f“'éﬁ“é“‘EHs%?Wd‘gls\‘F"‘\ﬂﬁﬁ"@H“eféP'Fﬂ is:
'ZU er r] positions for inhibiting the growth of fungi and bacteria.

55 wher '(ﬁ] enum ??&?: gakandq\ t% e{ngyintzgetfebeeaprewonll_eeydescrlbed[whuihcon]tamR/e d

- Chem 4120, 15 1977) suc corrpounds are di-sclosed in which [err] is [er{o]
"InJ. Heeres et al, J. Med. Chem M516 (1977), such corrpounds are, 5
disclosed in V\hlch[err] is 30 [erk ) o
30 'In U S. 4,055,652 and 4,039, 677, fsuch conpounds are drsclosed |n mhrch
[err]1%s [err]wherein [err] is H Geaz@H- @@enyl etc. In U S 4, 039,67
and 4,038, 409, ‘such compounds are di scl din mhrch [err]. is 35 [err] 4
40 wherein X and Y are 0 or..S.and R3 |@ al kyI .cycl oal kyl, phenal kyl,
‘phenal kenyl, or [err] wherein ferr] is alkyl, haI ophenyl . éetc. In U.S.-

4, 006, 24$prezam|he DO 8,AT7ES5 aoE. Fiatetraseat Ji Medvxﬁheohfzﬁza4|(1]969)s=orhpmaﬂ$«5iformla _
phenyl2° 1 Are diselosed ilwhich@ist| ass of  conpounds of fornmula 1 has now been. 20
di scovered which have very good 45 ant.ifungal and antibacterial -activity,
nanely those in whi-ch [err] is an optiqnal nucI earl'y su-bstitut ed group of'
45 the formula: A [err] 50 .TX(CHp), .

50 andsthe CH bonded phenyl ring is also optiaonall y nuclearly: subst i tutad
and i nchheleingisdreNENt i mi crobi al aci d addition - salts of such corrpounds The.
~product s m¥- Stfwé1 1@5@4\H6¢r¢nﬁeﬂt~l Wed. hem. A& 1810 (19%87)$ughicompoupdssaredisciosedin’

. 1-(eth 1 t t R t d .t
b L B i e i St S, 1202120, 2

- ©IRUS. 405%2%&’5&9%574&& Al RlMREleRk¥sed i Vhid RO LSk Swifefdh rQﬁ‘s ,.pamed as

derr vat bR, ghenyd, erc( phenet hyl ) - 1H-1. m dazol e where the substi t uent [err] is.

att ac hed 14 e.sm}oss o77tahe4 oasmchamh &)ntidonly:ls amiusblnseﬁ hemi"ahIRL rsvu ng f or nmul a - 3

[
Y

40 : . . . . T 4 ¢
" "wherein X and YareOorSandRsi is H alkyl cycloalkyl phenalkvl phenalkenyl or —XR4 wherein R4 is alkyl '
halophenyl etc. o
- In U.S. 4,006,243, such compounds are dlsclosed in whlch RaisH, aIkyI or phenyl o
An entirely new class of compounds of formula 7 has now been discovered which have very good : o
. 45 antifungal and antibacterial actwnty, namely those in whlch R is an optlonally nuclearly substltuted groupof 45
the formula ’ . . -

A —s—cuz-secnz—csﬂs' L - : o

and the CH bonded phenyl ringis also opttonally nuclearly substltuted and. mcludmg the anttmlcrobtal actd
‘- . addition salts of such compounds..
s ~ The products of the present invention are named as denvatwes of 1- (ethyl) 1H-rm|dazole wrth the

- 55 substituents R, and R; located at position 2 of the ethyl side chain, as in the following formula2: =~ ) 85 '
2 B )
o e
CH, ?H'- Ky



[err] 20 . =

0 As |nd|cated above a primary feature of the present I nvention is the. ..

rovi si on of. novel .conpounds of fornula 1 above in which [efr]  has the N

formula A above and the CH bonded phenyl rrng is optionally nuclearty 15-
~sut§st|tgg§659@mcbrncl udi ng the antrmcrobr al, i.e. -antifungal and (%
~ant+b acter:a., acHe—atti-tton satts—of—suct: 15'conpounos aCtua||y L

conpou S O\];elvt. trP\e progtycmé:lal"f‘be I%Q'led as derivatives of 1-{phenethyl)- -1H-imidazole where the - . N’ _. .

20 [ Q:L R |s attached to the imidazole ring, as in the following formula 3:' _ _
.25'i-nc ! he anﬁlntcrobla acid addition sal-ts thereof, mherern 30

- [eérr]. and [err] are |ndependentl ydr.ogen,. hal-ogen "or [err] alkyl

. ani mal .and human pathogens as wel

.prosldedsthat [err]: and.[err] bu t both of -30 them may be[err] anﬂ
_[err] are independently hydrogen qr halogen The subj ect. conpounds: of - . o
formula 4 above exhibit antlfungatﬁgad tlbacterlal actrvrty agai nst SJ;?

I

é anti-fungal activity -against f.ungi of-

prijgarily agricul tural inportance:. , the subj ect ~conpounds. are fouad to "

be useful antimcrobials havrng not y. phar naceutical  but-al'so 35:

“agricul tural and industrial - i cati ons, Thus - a further feature of the - -
- presents -nmmabm #nel"mnefsatweo mﬁsgﬂo@"ﬂ ? '°t“ f fungi
and fﬁ?‘é"ﬂﬁ’ ulmgqovpfggélﬁ rm lsop |o lynuclear& ni r{gl .
- bod WRrtes sactu §7 robial €. antt o gt' ac f‘ungl or ‘bacteria a
- fungi SRR 75T errcr e fectlve amount of a conpound of this’
i nvention. A st|II furt_ feature of the present invention relates to

conposi tions for pharnmagedtical, agri cul.tural, and-industrial use, which

- composi tions conprise th subject 40 conpounds of | fornula 4in conbrné?ron'

 bel gy, of internediates ha

with a suitable carrier. 4 6 cH, .- 5 =CH—CyH3 Rré - 40 Still: anot her

feature of this invention Fg t e se, in process for producrng the - .

‘conpounds of fornula 4 aboye ,as“further explalned in respect of Schene 111
g.the fornula 45 - B

45 [err] 50 - L
. 50 55 wherein Z is a nenberfﬁklected frontthe group consrstrng of SNl halo

. COQal kyl, nethanesulfo #}imeﬁ) Mis Hor alkali netal, .
_ and @Fltli %eént ﬁg } @ Y& al :ﬁtﬂmi %ﬁﬁ amzeduﬂmﬁﬂah b t hfao o
ﬁt .

l d %i
cl af % ﬁ?:'e m aéézm WhQdrogén@r hdidgdelr 0, br oo . and -nost :
'preferalﬁé c%eoun f&mﬁrauam&exmmmbmbramambmatacmwmlwmmagmrs to .

. the Chtp’rﬁirﬁﬂa ho§éhs SE\vdlisis aritifunp el activity aainstéungixd prindarilysgricuiturg bsree'sﬂs'ctt HEJSGE%r red
~ ant i meubestxioaipowundlt arg fougd tarel ushil enmmf@'qlfehqvnemtuntw ingegptip) by gt he égll se_
- und% agrisiusal a&re#vss'alapsllcms fl B %f(:l" %{ﬁﬁ(ﬁ' Blyds” wi
mﬂlb%tmg_ the growths L) mec% %‘Kky !Ja%terl &aqm)’qm ive Nitri C
E Su' fUPN n%m;@?@éﬁﬁ f thi m@&ftl |$Asﬁl r%’ﬂfe(bfﬁﬁb §en§'h‘€dﬂmﬁﬁel wém@ri-c; oxalic, . .
RbhsGor pR¥ria¥dubieal, Ggrichtsal, ah&fntiﬁtﬂaﬁuse,rmiidhammsiﬂﬁm’cbmprlwltlhaulaw| fonic,
p- twd H&ﬂ&%udlé‘dafbhﬁulahmdﬁ@my&bhmressnitihmfnamer sul fam ¢, malic, sulccinic, _'_"° .
" ascor biseill besther featuce,of isdyemsion & thegyise: inl frecessiierragii¢ing th%ﬁ?ﬂ@l"i"t&’s °f§%t’l'l“l?)fl ic,
| act i @pove-aafrrthersuplsivedin espeztob%ﬁowbeﬂwf ptef@%%t‘ﬁ&%%ff%‘?“&“
-1, 4- naphthalene dlsulfonrc acrds 65 the lrke ' . SRR
*_'65 5 3 g'ﬁ (o -~~--45'r*}
GB 5 059 954 B 3 The subJect o unds: of fornula 4 are organrc bases, the
maj ority of which -are viscous oilslin t.he freegﬁase form The free bases__
are usual ly purified by col um chr‘dle r%ﬂh?’ either silicic. acid or
“al umi na and may then be converted tosther solid acid addition salts by
“cont®@cting themwith one of the abo sal t-formng acids; usually in-a .
'solvent_such as wat er , - ethanol 1- propanol ethyl acetate acetonltrlle or
o _ e o 'R - L

55 wherem Zisa member selected from the group consnstlng of SM halo, COOalkyl methanesulfonate and - BB
—0S0,- p-—tolyl M is H or alkali metal and R* and R®%have the values defined above. : o
As employed herein and in the claims, “halogen” or “halo” refers to iodo, fluoro, bromo and most
preferably chloro. The term “antimicrobial acid addition salts” refers to the crystalline salts of the subject
* compounds whrch possess the desired antlmrcroblal activity and which are neither biologically nor .
60 otherwise undesirable. Such salts are  formed by contacting the subject compounds with inorganic acids 60
- such as hydrochloric, hydrobromic, hydroiodic, nitric, sulfuric and phosphoric acids, and organic acids such
as fumaric, oxalic, maleic, acetic, pyruvic, citric, tartaric, methanesulfonic, ethanesulfonic, p-toluenesulfonic,
. _hydroxyethanesulfonic, sulfamic, malic, succinic, ascorbic, levulinic, propionic, glycollc, benzoic, mandelic,
' - salicylic, lactic, p-ammosallcyllc, 2- phenoxybenzouc, 2-acetoxybenzorc, 1 4-naphtha|ene drsulfomc aclds and

65 the like.- _ S : _ . R .. 65
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L

5 diethyl ether. Upon coolrng or d|Iut|on mnth a Iess pol ar solvent t he g
" acid addition salts -usually. crystalllze '5.Such conpounds of the fornula
gontain-a chiral “or asymetric center, i 'e. the carbon atomin ‘the deplcte

“CH link, and therefore may exi st as enantloners ‘which ‘may if desired be

' separ&ted by known procedures such as by conventi onal resoleltmnsaeans 3
- .enpl oy™Hg-opircal Ty actlve acids such as the opticarly active forms of™

~‘canphor-- Ifle sibjeft@BrinSoun@d ot forialio ARG BrEBMOBasbeint hnjdHty EMMich aFeiBRER IS the free
. meathox yiase edrinCThe trae Hiaddsiafs usddily pilfie€ by ddiumaemrblnblogeébifyion Gither silicic acid or alumina -
- 'pyrr ol i dwitesyshende bawsrteddo thei wiid Feitchddition daltddey cortacting thém yizh onechéthe tmeel -t h at

‘this i \?@trft"i"ms chls, Uil@"Y ne P@qunwclms V‘@H’blﬁther!ﬂtr1mpam%omrasetetﬁdcﬂtt¢r@ﬂ|eac emc ..

- m xtur athanp f of @'“ n withjadess PR}%H?'Y??H“M%F gitien saltsisuslly grystalizeshownsin .
; S ch e n,e &epl ctgmﬁt#wﬁs ;tﬁ r#; )ﬁg p n‘d.#{ﬁo egsy e r:fa £° nter, 1.e. the carbon atominthe |

. y if des yﬁﬁz eparated by known

rocedures such as by conventional resolution means employing opticall ctds such as the optically

[ err ] - active forms of camphor-10-sulfonic, a; -Bdm3 or-n-suifonic, camphoric, menthoxyacetic, tartaric, S
30 [ etd a@5di-acetyltartaric, pyrralidone-5-carboxylic acids and the like. It will be understood that thisinventionis 10"

'35 20 4iwclusive of such optical isomers and the racemic mixtures thereof.
40 [err] Pﬁ%gﬂﬂq trgq)nventron may be syntheslzed as shown in Schemel in whlch they are the products 22,

50 [err] 55

55 6045 . - S . T 15

60 Z |s a p- tquenesquonate chloro&mg?%ho .iodo, néthylsulfonate or ot%er
~conventional |eaving grgug. ¥#5 8 409 and -4, 039, 677 di's¢l ose the. _
*general met hodol ogy for e synt &1'® of the re U|red xanthate salt 19 and -
for . %s hydrolysis.to lee th| ~salt 20, hen utili.zed in the

i nst afit ' synt heses. Th|oIC§§4 dvantagé@&ﬁﬂy stockpil ed as the sol Y-

xant hate 19 andlsgenerate -“tu as neededCg¥oder nitrogen to mnimze -

~oxidation. The alkylating ies 21 are then-introduced .and the mxture
stirred . 65 - 4 'GB 2 059 954 B . - ... 4 at 25- [err] for
peri o®¥s: of 0.5-24 hours toqq@ﬁord the desired products 22.. More- generalhy, __
the conpounds of  formul a 4 nmay. be prepared, for exanple, by ei ther: Schene.

11 reacting a conpound of the foroul a: 43 D,,' o : [err] 10 o
10 15 ' /N ' RS-

15 wigoh an equrnolar anount of a dg;%ound of the fornula 20 . B
[err] o 20 mherern'
[err] is elther (a) SM M belng hyo B3

: 5g§N%n al kal i netalusuch ‘as” Na, K, .
,[err]p-tolyl or [err] and

- or Li, or 25 'b) aleaving group|suc > _
leme |1} reacting a conpound of g§e_ '

25 g s the other of (a) or (b) . or
for a: - | .

- -Rﬁ__ -
o )
R | B+ Z-CH, —S—CH- CRRZ 2 5 -
5 : - S, . orCpHsOH . ... - 4B

e T s

" 80 . . . _ . . . 60
Z isa p—toluenesulfonate chloro, bromo, iodo, methylsulfonate or other conventlonal Ieavmg group .
U.S. 4,038,409 and 4,039,677 disclose the general methodology for the synthesis of the required xanthate '
-salt 79 and for its hydrolysis to give thiol salt 20, which is then utilized in the instant syntheses. :
' Thiol salt 20 is advantageously stockpiled as the solid xanthate 79 and is generated in situ as needed, -
. 65 under nitrogen to mmtmlze oxtdatton The alkylatmg species 27 are then introduced and the mixture stlrred- .68



_'15 -EXAMPLE.

[err] 35

> "4Q Wi th an equinol. ar am)unt of a conpound of the fornul a: L ;
46 [err] 45 -

'_'ehereu;mz{)sersst] Br S erther (c)- SM M bei ng as’ defr ned in. Scherre I, '

Terr] pRdols 'éJaon@#&Ezﬁ\% ngﬁadhaaas.&%mahaﬁ 50 Aparticularly
1 nter ehdrélgbn 3’

f ol | owi gageméilde cﬂid’ﬂﬂoﬂtpounh@fth&formula ' 55 60 . _

60 As .indicated in the: Exaan e gi ven “bel ow, t hi S corrpound nay ‘be treat ed

“wi-t h8f-umaric acid to give a . produg =\ n.the formof col orless crystals fthe

free base%being a viscous: brown of 65 The antifungal activity of - e
- conpounds of gener.al” structure 4 |5| det er'm nabl e by a’ broth dilution -\
- technique, . 65 ,,5 - . CHoCHW . L
. 'GB ‘206 059. 954 B .5 agal st several Strains of fhe foIIovvl ng hunan and1o

“ani nal pathogeni ¢ fungi: Candi da ‘al bi. r)sR‘*Candr da tropicalis, Candida
krusei . Tri chophyton rubrum. Trichop yilon nent agrophytes and M crosporum -
"canis. Two-foJdd serial dilutions are de with Sabouraud's liquid medium -
frogm-stock sol utions of the test compgends, usually in di methyl  sul f oxj 5de

N, N-di met hyl f or mami.de or water. The ni mum | nhi bitory 5 Concentrati ons
(MC Sr)mha%ﬂ@hbl&@ﬁro@:ﬂ@ﬁddd%&dxdb&hbﬁnﬁ&lﬁ m ni-mum concentrations of the test -

~ conpounds in 5 mcrogranms per. mlliliter which prevent grossly det ect abl e -
growt h of the test or ani sns-are then determned after inocul ation of. the

medPat ed4hr oWAsCHE-BhCHATSHBYE or gani sns, and i ncubation at 't he approp®ate

tenperature and for the appropriate-time interval. Candida species are

o ncubathggmf %e,hours at [err] and five days at 28 for the dermat ophyt es
© Tr i chopay tsm) Midink HitirsEh orldn alDRENGh BREKSGLHHNYt es and M crosporum cani s.

- 10. The: (BDHIManroﬁp(mhﬂ:llm OsQLp/tolyl drOSOChiLiakdke Of ~a certain .preferred 25 -
enbodi ntis the btherdedlabertibindrcr obi al - conpounds of this invention, the structures.
- of which as disclosed herel n_are supported by satisfactory |nfrared and

protor‘F“?Fé’@ﬁt’e‘e’teF‘E'“?%%"(S‘rPah?f’é tsEETHs As enpl oyed herein and in the appended
cl aizgrs,  al | amounts and proportio re by wei'ght unl ess otherwise ° 3
‘indi cat. ed,45terrperatures are in [eE?r] and rreltr ng-and. 15 boi [ i ng por nts are
‘uncorrected. . - -. ‘_ _ B

e o
' CH%l chl or opheny) et hyl ] 1H

. 1-[2-(4-Cnhlor obenzyl t hi omet hyI thi o)

"-infYazol e hydrogen funmarate To a st

©(2.02 g,0.05 nol e) in ethanol (180
ni trogen, was added '

ed sol ution of sodi um hydr oxi de35

at [err] under -a bl anket of 20

n

&hréaaea b@@khnﬁile?Wé‘md i's that- hatlr_ng th-e/ -

|.-[2- (.2, 4-di chl or ophenyl ) - 2- (et hoxyt hi ocar bonyl t h| 0) et hyl ] - 1H-| m dazol ehydr

ogeﬂmwathanQﬂnmtaaren(odnt5ﬂa@mp@:r@bfmeﬂo@ma After stirring at [err] for 0.7®"

- hour a solution of 4- chIorobenzyI chl oromet hyl sul fide (2.07 g, 0.01 nole).

in et hanoI (2“}11 le?vl/% Eﬂded The mi-xture was refluxed for twenty hours and.
concentrat 8q % yne The residue was partitioned between diethyl ether
and ggat €r. The et her eal 1 ayer_was washed successively with [err] bri ne45and
dri ed Jmranwiisé@soval . of the ether left the free base 25 (3.3 g) as a

Vi scoustcbrS(M/.\NualnbasdémeatIMEmeﬂ oa solution of the free base (3 g)_

acet oni (vr i 4 leaving gioup enfisfited imlsfieme Bnd W'is the other of (c) or (d), - '

2, R* and R® being as defined in formula 4. —
50_ A partlcularly mterestmg compound of formula 4 whlch has been prepared is that having the followmg B0

formula- . :
( y
cr-rea-w —cr-rz—s cHP_—@a
LU

As mdrcated in the Example grven below, thrs oompound may be treated wrth fumanc acld to glve a
.~ product in the-form of colorless crystals, the free base being a viscous brown oil. : o
65 The antufungal activity of com pounds of general structure 4is determmable by a broth dllutron techmque, 65 .

85



v

(0.78 g) prowdedZSg) of the title conpound, rrp120[err] B - _

Recryst al |ization. fromethyl acetate gave colorless crystals, -np 121-123,
of the anal ytitcal" sarrpl e. Anal Cal c'd for [err]: C 49.34;, H 3.78, 4,
19.:00; 5.00; 'S, 11. 45. 30 ... Found: C 49 70; H. 3.90; O, 18.94; N,

5. 24; 1L’%9 o -+ 30 The a mcrobl al

corrpounds of this inventi on eXhI b t—amt umgad 'a“"' antlbacter 630538% Bi ty 5“:.- o

agaj nst’ égwsﬂ@vvdrstrahyofm‘efdwmehmaﬁ&'b.{m n addition to those .
r ef &rT ed "qﬂc daé'ﬂ@ebafrehmw b, rncws,é;',{fuﬁ oA n pida Wﬁ?”ﬁé‘eﬂm cal
‘appli catb f‘:’; Ef'q"ﬁara dthtSabcalraumsnmﬁwédu fro i&? uﬁ etest

appl i cag tg\{}gm (’, ds' ‘Hf°a'é% MN-dipethglforrednitis srikatsh. indiGit lﬁl;bhlbltory

anti-m cr mikapkantsQaiAfiifer ar s'&?fﬁ?'ﬁlbﬂthsmm) RgYoentEtions Bf the t y |
concent r ddteroitad atterﬁ»oc:ﬁarngm dlc bro th@%"’tmmm, o ah'fi}“g fsin " g

ent | @Ipedpriata terriperatudekap Fo? th ?ﬁsﬂ??é"'s'lﬂb P"@mhploe atthe om about

10% t 0,90 ’tf’tﬂqémtesaEmumyfdammm i the user to - -
concent 09 g’ %‘H’é‘f"am taﬂfapfg'rqagndmm;ﬁm %{#’ forq mﬁt‘?‘Phﬁﬁ%J’{?ﬂ%‘é’M{Ohcal
formil at éo% §§, gn‘Wﬁ tratéve ot dedigin eretﬂda{ﬂo&n{aﬁt logH'Itiq'm!r&lf orm sucho

as tabl ehfaredtnd es°§ﬁ'i!iﬁtﬁ5ﬂlsmseehqreuharquaomb dtf
suspenmmmse.:cggmmaé‘ ti es°"a" §|{’es§ gﬁ h'emigerandnquh@ea%n&é%hﬁ?,ﬂéz,;y
Phar na’ééwihnmad-mtyaraamﬁp&m [e non-T Gy PlRenvise [ndicated, - tegPeratueds plednTCant OveRiBg hrid
enpl oyed for solid:formulations include tricalcium phosphate, calcium 15
caLbona?%zé I in, ybgg%;%ewéal cum gel atin, |actose, starch and: the
Ii ke; fo A Hsfldblompeenywhml-ﬂm)%)og anpl e, RN
pol yalzky,h@,gg;, gi s ulg of Vﬁ@" IR(PIOP 9. 098 trole) | rahmmoambrg %%ffﬁ%ﬁ’%’f)s e} o(;s for'-
~1iquid feesmsf bepm&ei P%@@cafbmlﬂeodahm]-m imiEoR hydihsnoxd>
veget ablZ07grq. glmmlémdetﬂaﬁw ! és g @)Et%s
napht hafdhnsssafie resie vbdqrtitionedi® ﬂ%&a ‘i}ﬁé’ mv‘?{ bgquﬁam@"mﬂ“ ni ng
t he c Ef%e'bw'ﬂtfh@ N?é@%dht) Hza\wméneanémua 6.). 5 {’,f‘éh $E’Pﬂhﬁ'bnal
vis il 236,). ¢ ee he free base
phar mac aé ﬁ‘t s'r regtesint of 8 s@l¢tion of thefedelbadd (£ o
‘convent kg f cogpeyng; ram129- 1353{Hecrasaupam%?ﬁ%¥ﬂywa€§ate i %"r'?‘i'% ﬁ@
- agents, errul SI fy| ng age .
.and buf»ﬂfwcalcirhaecgmgm $1d i n ot her therapeut ically active = .
mat er{Cal s. Fg@d C.aB¥0; mﬂgo}ﬁggad;gf%%%%gq%&o%s@f S{Ih#% invention typically - -
conpri se Rhar rra'glegtlcalqgf@accept abI e, 50 non-toxi'c carri-er |n s
‘cobi naf, mpgun ijomwptmeelEbit SPHURSPIHIGRiaYe j Ek
amount ,ﬁ, umani e Ia K Q%F'"Gﬂ@motmseraﬁrrédwaﬁ:p@aﬁ/th ﬁiﬂu Eiazl?,.l,s%f"dﬁel ng .
treatsednwsbrng;‘eg1 3d ﬁ ? ot 'M] i&‘" agricyipral 'ﬂﬁlﬂ&ﬂlﬂoﬁﬁ%htﬁdh‘ldbkﬁerﬁiﬂtnéafid&ngal
and antany & Odn&éﬁoak re %l’n\éb era a tl@ |a caﬁ?;?"l?f‘smmﬂiﬂhslailbﬂﬁbouh&lﬁ 38
ef fect |'W@dammormmpuafowabmr1oﬁm ‘;;"f 'g Pventieng| sariier avastedver therouNt
may - be “JHEtioPgemlabmuing &W@fioufﬂ]ﬁ%t’é%%o'ﬁ ar "PhTHeRBRer Watiorrky thewertd on

- whi g SfBgceftisaliarmsiations sorrweitiamsonay be SHRY, sbifi-s8 . or rm e.
55 Pr ef.c gersg)' ki ‘37 1hegs uﬂquéaqIut-gwp@mnbnnm&e@fﬁj‘?rgdéggmgs yife) s |
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A compound of claim 1 or2wherein R’ is F.
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acceptable non-toxic carrier.
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[err] or [err] -but not both of them 50 may be CF3 and R4 and Rs are o
i pdependent | y ~hydr-ogen or hal ogen. : 50.2. A 8B/
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