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patibiity,the conpounds (l)act, for exanple, route but also because of the
speci es and agai nst Schi stosoma sp. in the blood vessel their individual
behavi aur towards the—medi-ca—system—Hyrenotepts—icrostona in the bile

ment or the nature of its formulion or the duct and T. hydatigena hydatids
inthe liver. point of time or interval at which the dmni- 20 e
éqnpounds (1) can be.used as such stration takes place. Thus, dg%g;g
cases, it 85-or adm xed with pharnaceutlcally accepabl e nlght b
sufﬁLzlent to use less than the above-'lnert carriers Carriers of this
type. _c8n be, nentioned dinimimbAM - whereas. in other for mpl e,
- capsul es, wa@-{4cnigdbkizemy-HPDr fillers, Eﬁﬁp‘lQ&)t he .above- menti oned meer I'i mit
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ned|C|naqu fmmyaw:lﬁgl(ﬁﬁumler 35 'to solvents and/or carrier

mat eri al's, mﬁﬂﬁﬁlbhy-mﬁhmﬁdhnvant material, there can be used about 100 with
the use of emulsifying agents- and/or dis- ‘0.1 -400 g conpound (1). Wien
fornul at ed persion agents. As -adj uvant naterlals' there as an injection
~iquid, a solution of 1 litre can be used, for exanpl e, water, non-toxic
liquid can contain, depending upon the nature organic solvents (e.q.

paraf fi.ns or alcohols of the solub|I|S|ng agent used, ~about 05 to 40
such as glycerol or. polyethylene -glycol ), 100 g of conpound (1). =
Simlarly, in 1 litre .105 vegetable oils (e.g. sesane oil), solid carrier
8f 'syrup, there can be dissolved or suspended materials, such as natural or
“synthetic mineral about: 0:5-250 g, of. conmpound (I). pomders (e.g. talc or
~hi ghl y- di spersed SI|ICIC The conpounds (') can also be present in acid),
‘sugars, enusifiers (e.g. “joni'c or non- “the formulations in adm xture with
other active 45 |on|c) .di spersions agents (e..g.. nethyl cellulose
materials. Thus, for the achievenent of a 110 and .pol yvinyl pyrrolidone)
and/or lubricants broader spectrumof activity, it can be useful (e.g.
magnesi um stearate). Tablets can also to add an active material which
acts -agai nst contain additives, such as sweetening agents, nenmatodes, for
~exanpl e. thiabendazol [2-(4-. sodlun1 citrate, calcium -carbonate and di-

t hi'azol yl ) - benzi m dazol e] or pi perazine (or a 50 -calcium phosphate,

toget her with additional = piperazine derivative, 'such as N - met hyl -. 115
materials, such-as starch, gelatine or the like. ‘piperazine). It is also
"possi bl e to administer Aqueous suspensions and/or elixirs can also a
nlxture of two or nore conpounds of contain flavour inprovers or

cbl ouring gener al formua (1). material's. The conpounds (1)can possibly
The -anthel mintic action of.the.conpounds 55 also be adm nistered wthout
or al nost with- (1) is described in nore detail in the follow 120 out
atlj uvant materials, e. g. in capsules .. ing Exanples: .The -adninistration
of the active naterlals (1) “preferably’ takes place. orally but a A
Phar macol ogi cal - exanpl es. parenteral -especi-al 1y subcut aneous; as well as
The foll ow ng conpounds (1) were- tested 60 dermal adnlnlstratiOn, is al so
possi bl e: ‘Acti've material For conbating adult cestodes, it is advan-
A 2;(4-anfnoben20yl)-HPI s : '~ 125 tageous to adni ni ster the
active materials one B - 2-(3-fl.uorobenzoyl)-HPI or nmore tines daily in
‘anount sof 0.01 to.250 C -2-cycl ohexyl carbonyl-HPI and preferably of about

about 0. ®f H%?m éﬁ?ﬂﬂﬁyweiSQSdSolut gﬁ&%%g F§Wbﬁ%ﬂﬁmﬂq§ﬁ§ nsi ons,
elixirs > RE LSRG tql nd pastes.
The for wﬁ"aaﬁanmns?%.omem {ihfoxantione B&% dxberitRAtAl andals, ih

0.5 to 100 ny./kg., D 2-(4- tetrahydropyranylcarbonyl) HPl. 65 worally or
subcut aneously. For combating the E 2-(3- thlenylcarbonyl) HPI 13

1, 441, 554 , s 13° |
2-(4-nitrobenzoy|)-HPI L Exanple a)

20 G 2-nicotinoyl - HPI Hynenol epi s nana, adults,

| arvae/ nouse H 2-isobutyryl-HPI Hvenol epi s

nlcrostona adults/nDuse FWnenoIepls dlnlnuta/rat As conparlson
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10 phenyl)
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~the p atiC
after sectl on,

- 5 - chlorosalicylamide],
dlhydroxy -

aqueous suspensi on.

55 - di- The degree of actl on of

by countl ngthe Lucant “hone [fl - (2 - di etth am noet hyI

nunmber worms remaining in the amono) - 4 met hyl t hi oxant hone -
hydr o- perinental animals, in conparison with un- 15 chl ori de],
treated | mal s, followed by calulation of the 35 Niridazole [1 - (5 U
nitro - 1‘th|azolyl) percentage oﬁ4hhg4act|on |n1dazoI|d|n 2- onq]
St i bophen.—t-sodiumramt- —7 Py o=—Tatec —— A . )] .
14 | TABLE 1“5
14 TABLE 1 effect ve nlnlnumtActlve ' B eﬁmxwenummmm' dose
in mg/kg material| -Active “lparasite . - paﬁdsutewﬁeductlon >9dv5 A ¢
H. nana- adults _ material.  § - paras1§0 H n §_ éaraex&rredgétlon >90%) .
100 H. m crostona .iﬁ}A__ - H ‘nana—adults . 50 H.| di mi nut &0 ) *u_.- . T
25 B _ .} H- nana- QULéé—Mnme _'50 H. dlnl Efa [ S ot
100 C M. -hana-adult$" e '_ mcrodtoma - -
100 H. diminuta | 7. H. mwnwwma', 25 D,-. Hsonana addl ts
50 H dimnuta "} - ' - 50 E. H pana-aduljts
250 ‘H. dinminuta g | #- diminiita 250 F-.| " H¥npana-ad]its
50 H diminuta .} ' #;anmm_mmuéo G ..-H. nagia- adul t § L :
20 H H. naha adults . 50 Qui.nacrin -} H ~dimnuta
>1000 Ni cl osani def . H.. nanaj §d?ﬂ"t"§‘“ 100 500 H, |nana-1 arvae
ineffective H nl,rost@na 1y mmwﬁmﬂm' k 500 [)q@loropher;;fH;ﬂ
nana-adul ts.. 1000 H dimnyta.: y - .. 500
Exanpl e b) Taeni a taenlaefo ywnawvae (hydaqlds)/nnd@% Theidegree of
action of the preparation w ceexperimentjal by infe: ted with Taenia
det erm ned, - aftet secti on, ﬁy counting the {10 5 "taeniaeforris |arvae
were treated abouf  2-50 nufrBeranefadhitsyi ng and dead. |'as@¥ae in cdqnparison
months after infeption. Thefactive material "[with untreated corftrol animals .
and thereafter adni ni st ¢re oraIIy as an agueous guspen- dal cul ating
t he percentage of]thé BCti OpH. 8dn@radults 1, 441;{554 - 250 - . :
15 TABLE 2 . N ' TABL% 4 effectijve mnimum -
effective m ninun} dose in npfikgmnuta ' 230 dose in
ng/ kg (parasite rleductgon | H. nana—adults E 50 (par asi tle reduction
actiye naterial' >90% e adtive nmateri al >90%
A 100 | H- diminuta A 50 5%ui nacrin -
i nef fective' G .HBnana—adults 50 N gposanide
i neffective : _ - - - 50 Ni cl osam dsd
insufficiently effectile to]Hnedpesdbitye Exant:l e.cy .50
' Quinacrin H. diminuta >1000
Niclosamide | H. nana—adults 500
H. nana—larvae ineffective
H. microstoma . 500
Dichlorophén | H. nana—adults. >1000 .
H. diminuta 500
Example b) ’
Taenia taeniaeformis larvae (hydatids )/mouse The degree of acnon of the preparatxon was
Mice experimentally infected with Taemia determined, after section, by counting the 10

sion.

' tagniaeformis larvae were treated ‘about 2—5
months after infection. The active material
was administered orally as an aqueous suspen-

number of hvmg and dead larvae in comparison
with untreated control animals and thereafter
calculating ‘the percentage of the action.



Taeni a spec./dog Dogs infected experinentally or naturally Exanpl e e)
25 5 wth Taenia hydatigena or. Taenia pisiforms Schistosona
mansoni / muse weretroatodabigimi-Ro—expy—ot—tRe—prepotence—Mce
infected experinmentally with Schisto- of the parasites. The active-materi al
was spma nmansoni were treated after the expiry of admnistered in
gel ati ne capsul es. the prepotence of the parasites. The acti eri al
-was adninistered orally in aqueous 30 suspenston.: After section t he
experinental aninmals, the effect Y‘@ﬁsgﬁt ermned by counting the jsurviving
and t hd3 rasit-es—eHeetve—-armm ——TABCE 5 dose
in g/ kg . TABLE2 7 " TABLE. 5 (paras"iAtBé-Er"eductlon
- ef-estive—r- s 1 ter af T~ P——
dose infmorkg A “;g;:f;';;g',ﬁgml | Athve miver. |
(parasitgq reduction acﬁam&e fmacexm q . >90}.- @arasite. reduction | - 25
100" C active material 1@0%) i actlve matenal o >90%) . 1 100
10 A 100" -+ Loo- DA . 50 .- 40 _ .
gOO b Quinacrrn J‘ A—Eneffectlve - 10 : N T 50, - D
500 N cl gsamicdeamide J- - meffectlﬁo o B o N| ri dasnol e
500 Sti boptert —>T000 10 e W&aﬁﬁ%e qudku%{%nﬁv:‘[e m ned by
counti ng t he worns - expel led : after the treat- I'neffdteivd ®l | oli ng Exanpl es
which !are gl ven .35 nment.- and-t hose- r g¢nai ni ng in thelr@ﬁfpérvr—rren al for the
pur pose }Jogtl ng ‘the. ‘present. animal, ~arter section,: and cal cul ati ng
t he per- m@@a&sm[n&my] Qlegroform cent age of theswor s
expel |Sd w1t11 aeEtXaf@hﬁmd)f Taenia meo”"”’ Schistosoma mansoni/mouse 7 Exanple.
1 Echi nowmtﬂh%ﬂet ewrafr : Mme infected expeﬂmemelb’l " '. $disty are added
dr opwi se %mésﬁt?l %ﬁ“ B1eT8 % ‘E L no-.
-HPlI and am ne- coccusmﬁt]aﬂ,"ip0 Géthifibtbr \Aﬁnpu; a@a&,ed spet ween
the in 50 m. chl orof orm - After -ofie- fepehsion ARterAbdribn ahthe 2gietimaita) af t er

i nfecti on. The acti 4 gfaction’ i xt malr,gle Eﬂﬁ‘d'

material was adm nlétered ‘orally as phe&rgEps.

%fals‘&a aci d

d by $outBe hy dr o- 20

and wat er.

After dryfng and mat. refealctwermrgeiuatl ne capsul es. TIQQE(gegree of evapor at ng,
() -2- (4-n{trobenzoyl )j- HBpss;.ia mgheactli-on_was cal cul ated analagous]y to
Exanpl e i ’as‘,‘;{,@)%“cu?" ry fallisation feffontive Jmmm“m 1

met hanol " - : . dosein mg/kg - -

: 4 } n(par s reductwn .

1,441,554 I active matlt@alTh ?Qﬁ; w-ng tonpounds
are_prepafged 4-f 1 uozpphenOXy)- oyr-H—HP-—Farato tHy—frpmt he -
approprr afle caboyl ic) 2-[3-(3-chl.gro enox§>) propi enyl 1-HPI ; - afi d

chl ori des}- DU A . ! [3 (B-chlo oph’endng') pr.opionyl]-HPI;
2-acetyl-WPl; mp. [grr]. . 10 -} - (thiepyl- mer capt oacetyl) -
HPI : 2-n- utyryl Y [ (I | 2 (Ehenyl 13- rrercg%t oacelyl) - HPI ;
2-1 sobut yqyi - m p Terrpe - o 2-crgnoy| y PI 2 soeval er /1 - HPI;
2-met hacr yl oyI PI A-i:sova ryI _ I o SRR -

2-vi nyl acgtyl - r-'iE 1 5(2 thdl bub yryl HP'I%' i P [%’Pr] o

2- ci nnanmoyl. Nighpsamide - [err] S - Niriddzol2--t fi -net hy50&cetyl HPI ; m p.
[err] .~ 2- phenyl propol oyI “rr#&o%n hgxanoykHP! ;

2- phenﬁ;(yc ee IglPLm [ '2- 12 P \/al pr\/q I—|DI m p. [err]
2- et hoxal Ydunk - ¢ e el t hyI 1 egg/;;i e given. 35,

2-cycl opr o:ptyland:dmdaoagdxmdgl?h;h ExjRrimbn: r]for m AL %g'ﬂ\@w ellenl:HP’f T

2- (2-act og@gﬂf@‘gf’e@gﬁ@é pleyianipg | . invent k] abdd&xrmryl -HPI ;

_%p [err il ; -cI opr opyl car bony\) HPI g}ﬁ

23(2, 2 W but yryt) HPI R O, r onyI - HPI;
mp. 154- g moc&gi"mdnlﬁh%y? g 2 bfuﬁ&4%4§f§---' ded dmpwir?ﬁf lio%?:m:p aderr];

2- (2- ket oc;mdgs)bcptqmenaﬂb__ . 20 - @ PEEEPT add?2.8 ol Piethfiming ;

2- (3- ket o%m i SO ". € in '50: m§5Schierofofia Mgg;mtw eryl) HPI ;
m p. g RGTRGa opid ,

2-(3- f?uomml,a bt - cﬁﬁﬁlﬁwri}iéi gﬂhﬁﬁgqﬁd}%ﬁm edoyl)-HIPA His 45

2- (2-chl oragmy@ha)bmﬂyded wmﬂyltq E!Hmplé “obtained - which, after recrystallxsanon from- -

" methanol, rnelts at 212—-213°C



2- decanoyl - HPI ; 2- (3-chl orocycl obut yl - car bonyl ) - HPI ;
25 2-(2-n-butyl bexanoyl)-HPI; np. [err];

2-(2-met hyl cyc - ; - ;
2- (3-net hyl cycl obut yl - car bonyl ) - HPI ; 2- hexadecanoyl -HPlI; mp. [err] ;
2- (2, 2-di,fl.uorocycl obutyl -carbonyl ) HPI ; 2-oct adecanoyl - HPI ;
2- (3, 3-df #§ uorocycl obut yl -carbonyl )-HPI; 2-trifl uoroacetyl-HPI;
2- (aceto § cl obutyl .carbonyl) -HPI; 30 2-chloroacetyl-HPI; -
2- (2-acet oxgcycl obut yl - carbonyl ) - HPI ; 1441,554 95 2-di chI oroacetyl HPI ; m—p’
[err];. Z-( 3-acet nycy-ci' uburyr car nyTr APt-—2=tr+chtor eaeety—HPH rrrp
[err] . 2 anal elfqlrl e .-:, B %m il[s'_( ) w -propionyl ] -HPI; . .
2-(3-chl oropragiglcg ded;= HP dppropriste & ¢ %3__ "; cnoxy )-propionyll {Oror’rg_ihyl y ™
- acetyl -  HRdcetyldPI drp. dggt@hyl am nocycl oput gthienyl 'rB - HPIP. err] ’

HPI ; 5 2-propionyl-HPI; - - 100; 4. M@@xyacet égi; HPI ;
t

2 - (3 - di K - carb e me.
[err]( i Wqﬁ%ﬂw yc ﬂgé%cetyfgir ng%;m | 2y-)(2-. i p .
O'WIW ahui

./ - .carbon- 2- dz-mﬂtytblemm;loacetyl HPI; : -
yl >-HPI ; IIQ) chzemhyn:y 2-cmnamoyl-HPI, mp :!52~o

et hoxycar bon@% I %Flgglsﬁw) 105% 2 3 céiéé—‘cﬁwé HP'

HPI; 2-(2-di %I 5_9@;0,9 lgnrapr . 126°c:

met hoxycar borZy 3@1,4me 1)-HP!;;ar on- 2- SartRR -Ilmphnwﬂg)’cHPl
yl)-HPI; 25( H}_g -pr opi on I) HP;(Z-W!t dOQrOPYI ~¢48bonyl)-HPI;

et hoxycar bon oh t-!ﬂm- %’c}fﬁﬁp §/ 45 3 f& @Wﬁ)ﬂr&piwl ) HPI ;
HPl 2 - (33 - dimethyl - n--.b'u 1) - m=1 e

2- (2 di rret@&yl ampnblambutyr ﬁﬁ? - 2-(Zkegogys p&pﬁm&nyn&m]pnyl HPI m p
[err]; 2-€2- o

SPTARG : 2-(3-ket clobutyl-carbon 1)-HPL; - -
2- (2- ketocyc%‘%ﬁ?‘ﬂtv ﬂ%ﬂqx'ﬁyp )9 Pl(4 ﬁg _ IR ELo) Y ) - HP'

2- (3- ket ocy| aReRppyDAERRGYIBPEP! ;. 2- (4- c2-2-esoryEloBaly barBbtiyH LRYPT) - HP ;
2-(1-acet oxy@ bHPSsI - car bonmyc 502-(3-chﬂnrocyclobutyl-carbony2—HPI

2- (2-di me §]y “&ﬁ:{ggr QrIﬁI) . 2-(§-m:$y{cyd:€utyl:caxbon :HPI, I %0 )
2- (2-act oxycygy %HP 'i'MLJ.rof‘l?i | 11%52§mﬁﬁ%dl£i$my§fmx e
2-(2-diethyl amm ryI : 2-(3,3-d1ﬂuorocyclobutyl—carbon yl)-HPI;

2- (3-acet S%y flugreec ll_gﬂ’har bonyl ) HPI  2-5 '-t_ yevilobisil-cagbonyl }-#IPEr v ) - i
AP (REEERASE] e
2-(3- qurocngmf& Ioc 2- (2. (1 Edim Mt mw HPI '
2-(2,2-difl ué-r( crbm ylylm’tar bon?/I) HPI.; ©BI; . - .

2 (6 di ${| ;‘Cl}l ,‘!*‘ |) HPI; - 2 (2 dmethmumydwuqd Oalbonyl\_.'._lm

2- (3, 3-di 11 ugl PG LARR _M,r carbonyl) HPI '2 - 3 ]ﬂeﬂ” )

2-(6-di et hyl m&aﬁm&ymnml mptBsC; i yiaminocyclobutyd - carbonyl)

2- (2-chl oroc?— mcywléﬁu’ﬂ::onyl) HPI ; 2 (2- wythm@tbyﬁy)cy&whmmﬂm-[ err]

2- ( 3- chl opocygGl e unyl) HPL ; - ct P

2- (2- met hy yg ..,eo v hy) - HPI ; 9‘“"‘{5\”/ 15 H%I‘I%‘Ylscé?syl)

?Pl 2- (3- meq ﬁhmipewombnynamOnyl) HFE Omethomaaﬂfonyicwwohwr carbon-

: arbonyl) Yl I henoxyacety HPI ;- -
gg:ﬁ ("‘3"’ G PR GOy %Wyléfp? tyI -

(14 dlrreb‘g F. piensh)
2-(4-fl uo it b
car bonyl) 858

FBEV Y1 ,vl ) - HPI ;z-cyclopm l-carbonyl-HPE: lm.p. 127°C.;
2- (4-chl oropmazt;lyimn 159 2-(23;¢zoc;}élﬂpmtylygaxbonylt)n-l?ml . S
di met hyl ami n%rﬁrg'ﬁg%n ‘!‘{&ﬁﬁyl )- 65 2-(3-eweseippentyl-carbonyl)-HPI; . .
HPI: - n~butvry @(l_; cetoxyC clopmtyl-earbonyr)-ml . : _
50 2-(2-duneﬂ1ylaxmno-n-valeryl)-HPI _ (2-_-a_ee1: C 1)-HPI; . 115 .
: 3 bonyl).
1, 441 554 2-(2-d1eﬂ1ylammo—n—val D-HPL; . - 2-(3-acetoky mirbonyl)-HPI
met hoxycar bo‘h%ﬂ d’ﬂbﬂl’bon- 2- (B(zrtb!mhgyﬂoge oxl-cdvisonyl)-HPLy E)onyl ) - HPL;
yl)-HPI; S-dxetlwlammo-n-valery )-HP -(3-ﬂuorocyclopentyl-carbonyl)-HP _

no-n-nexan H ]
AL T 0ty
carbonyl )-  2(6-diéRylamiroei-keganp)- yI cycohex&'_, aloeatk: y1)-HPI; o
y1)-HPI; 5 2(2phglaceripHRL oo 1Py Wc‘if olgrebigiocyclopsaty wharbony P (3~
met hoxycarb e A "i,li,- - ﬁr(ﬁ kyﬁ.’”“‘“’.f.?,";;’,’iy”:m
yl)-HPl; @ (2% jerir yTc clopent &%&%md e.nyéyl aib%ma)- 125
met hoxycarbcm eﬁra:ﬂlcoﬂdmji - carbon- HPI ;
IHPI ;  nop. [Zeég% dunzthylanmocyclopentyl carbonyl)-

yl)-HPI; %zﬁgggfkl.,_ Y I
ethoxycarbo LG ] b I 10 canho I) HPI ;
HPl; ~ 160°C.; | | e é’ﬂ’%wgﬁg&’gg’b' B yb}) HPI -
2 - (3 - ethoxyca2 bonylcyclohexyl - Carbonyl) 2 - (3 - cyclohexenyl -
carbonyl)-HPlI; mp. HPI; [err]. ' 2 - (4
- ethoxycarbonylcyclohexyl - carbonyl) 2- (2- ket ocycl ohexyl - car bonyl ) - HPI

HPI; 15 2-(3-ketocycl ohexyl-carbonyl)-HPI; :
2-cycl oheptyl carbonyl -HPI; mp. [err]; 80 2 - (4 - ketocycl ohexyl -

S I T I o o




2- (2- acet oxycycl ohexyl - car bonyl ) - HPI ; HPI; 20
2- (3-acet oxycycl ohexyl - car bonyl ) - HPI ;

2- (4-fluorocycl ohepyl -carbonyl )-HPI ; 86 cis - 2 - (4 -

acet oxycycl ohexyl - carbonyl)- 2-(4-chlorocycl oheptyl-carbonyl)-HPl; HPI;

mp. [err]; 2-cycl ooctyl carbonyl -HPl; mp. [err];

2-(1-formam docycl ohexyl - car bonyl ) - HPI ; 2- cycl ononyl car bonyl --HPI /\
2-(2-formam docycl ohexyl - carbonyl ) - HPI ; 2Hycl odecyl car bonyl - HPI ;

2- ( 3<for mani docydohexyl - car bonyl ).- HPL ; 2 - cycl oundecyl car bo - HPI

m p. 188- 90 2-(4-forpani-docycl ) 1) -__11—'\1(‘ 2 -

di met hyl anxmomymdx@damwncyaopaaﬂbmmL)-z-(szn@y&ym acieny | - HPI HPI
2-bi cycl o[YD I21’11I he t PI Z-Gﬂetﬁmydohdwhmﬂﬂbd)alﬁhocycl ohexyl -
“gashonyy = { fyftz F carbonylgyclohexpipy

. 2- (aGbarfﬁﬂ}E(?/Em cyédl%&tyx farBon 345 (3 - "éh&ycafo(n?ylcyclohexyl earbon 70

| di et hyl arvl)nﬂmgcl dhexyl - carbonyl)- y)-HMOC. | HPI;

2-(2-neth mw#f?mﬂmd@ml oatboryl)- -~ 24 @ﬁ?wmmmmmy carbomr bonyl)

2- (3- net 1 :
2 (o 2 to ﬁgaxllo)wl :ﬂl’lal m'F!; BT“‘J%Q? f ﬁ? fgloxyéarbonflgdahexylbcarbonyl)- __
(dl nmet dyﬂdmto)exenybqpnbbny-l)-ml, 184C. ; 2-(3- ethoxycarbonylcydohexyl carbonyl)-- 100
hexyl - caPl qyo*myl <arbonyl)-HPL; mp. HPB 4- et hyl be, F) - HPI - [3,4 -
" bis - (db- e A Poarbony BB | 2- (4- B3 °’f§' Wflnéﬁﬁ %@3{’/‘ - car bonyl ]
" -HPI; 15 -2-(3-ketocyclohexyl-carbonyD-HIHE ' SOpr opy3 ;-EgHPﬁnrp [93°c5 - big -

- (di met hyIZa-nﬂnosyetocyalo}l@l catboy) t-HRY; - blj-t}%l A8C. ; 40
hexyl 4-ph I ;-
e gﬁ@ﬁ%m@;ﬁww Ehcer: LR bl

C2=( -ﬂuorocycloheptylr—carbon 1) -HPI ‘85

(3, 4- g :me |

gggig;"m;w f‘x T - qrbony})p Z-mfémmamﬁ%a;msghﬁry - carbonyl)

'2-‘(3,5f-dfa'§l§‘%-=%ﬁ£$ﬁ ( oﬂm ptiocycl ohexyl -
MWL TP ;. 21 pyclofulédy carbonsdlom’lep 150— 90 -

2 b T S . PRl Y1 2 pocyel oy

car bonyl

f1.uor obenZqyt JimethiRhinochldhexyllBckrbomdly- (Rbily %ﬂg‘%}tl ohexyl -
dar bose © HPRIgrr], 50 = I)--;:"HP_I’-; C 2- adamantyl-carbonyl)-HPI, mp 159— 95 -
2- ( 2- chl 8rdhediristylyming 5.‘,,, .. l,-.@fwl)- , 160°¢ E
“met hyl et Byl %ﬂ&wl,-xyuf &%an 26 éﬁ%""’mﬁi fOJg ngavE) - WP mp.
- 181- yl)- Hél o . -(21 methyl H%Im 83—
2-(2-8% u@roé ¢ |-ohe <pgim-;  184°C;2 - 4 - chrobenzoyl ) 160 HPI ;

mp. 214- 3(!15 by WY'I -HPL, - [err]; 55
2- (4 fl ug éﬁg‘,ﬁﬁ pa&kony{’()yngﬁbt %’ozyl) HPI ; :
120 2-(222- @35 |-usis o _ﬁﬁeﬁh&hw} ea:ydksnyi-} Lbutyl )-m’nompbemoyl) HPI ;

.-2- (.3, 30 di_fh ] - carb I-PK4-pherdHeﬂzoﬂD-bﬂ‘bbenzoyl) HY! 105
2-(4, 4- drzfﬁ% ﬂ@ar's%%qw g;;;g; benggilly oyl )-HPI;
2- ( 2- chl @r-0@yChiahytindepichaity] dartloligl)- 2—(3,4-d|et§yl topietreNZ oy | ) HPI; 60 .
2- (3-chl orlmgycl.ohexyl car bonyt ). - HRl ; 2(35-dlethﬂbe(u’byll-dﬂ’®benzo )- HPI:

125 24342 Tﬁwmma-r%m'b (2-fluorobenzoyl )\ BPL. f%& %_Inwyl) HPI ;
2- (2- br ogutyt] @beylmnyhaa ) ¢ - reac2iesSazar HELgBen - HPI;
2-(-3- brommmgl ohexyl - car bonyl) - 2 - 42—ﬁ&;o&nddyblugpghgpzml_) HPI ;

25 (4- br oﬁec( mmmymmwl) cPﬂbPﬂ : 182°C2 (2, 6- dlf| uor obenzoyl ) - HPI; 65

2- (2- ARt gyt Vm,gh%%gm&yﬂ)mml %'(2 d“°'%§:$gz o _{{k,yorobﬁﬂzoylfi) HPI ;

i‘goz (315 (é)ﬂmaﬂbﬂlmvhﬁl)-ﬂl’l 2 é%écm benzoyl) - HPI; m.p. 214—

= (A4 5 T - - orol oy - 3 m.p.
HPI ; 2- (%(i-ﬂamﬂ ;oL 215 C (4 0 noyI am- nobenz%l ) - HPI ;
2 - (3555 gl“m hyi % |.eoyl.ani nobedZbyl ) - HPI ;
[er]:  3.(33-difluorocyclohenylcarbomt)-HPL;- 2-(4. gni nobenzoyl -HPi: 5
2- (3, 4- dizuﬂ,é-ldiﬂumdwe;ﬁ-bﬂm 1)-HPI o 2-(2-1od6be:(z4;4)eHEbyI ami nobenzoyl ) HPI
2- (3, 5- di2tf 1 DHPL . - 2-(3-iodobenzey})- iyl t hi obenzoyl ) - HPI
70 2?%% asely ﬁﬂ&’HPI g;gg-;odgggg:oy A st hy! t hi obeniéi/l) HPI ;
2 - (2,32 25r<ﬁmcycﬁl&ﬁ;ﬂ-&érbdﬂ¢r)m;120yl ) z-(z’dﬁh np;,hyl t h| obenzoyl ) HPL ;
m p. [ er r2}(3-branypcyc 1c arbonyl)-HPI; 2-(2, S-dlﬂuorobenzoyl)-HPI S
2-(s-gLn hi} Mﬁﬁg& e, 2 (22' ? ﬁ? HPI ; '
2- (4- ‘}fllc’} cahonyly- ydroxyben% ’[err] | %0
[ 3, 4-bis-(methlylthi o) benzoyl ]-HP; 75 2 - (4 - hydroxybenzoyl ) - HPI;
m p. 243- 2- [3,5-bis-(methylthi o) benzoyl ]-HPI; [err];
2 - [3,4,5 - tris - (nmethylthio) - benzoyl]- _



2- (3, 4-di hydr oxybenzoyl ) - HPI ;
di hydr oxybenzoyl ) HPl; m p.

2- (4- phenyl t hi obenzoyl ) - HPI ;

HPl: 15 2 - (3,5 -

[err]

.. ((deconposi ti on) . 2 - (2 - nitrobenzoyl) - HPI; mp. 188- 80
2- (3,4, 5-trihydroxybenzoyl ) -HPI; ) o [err]; '
2-(3- rreth xybenzoyl ) - HPI ; "~ 2-(3-nitrobenzoyl)-HPlI; mp. S
[err]; (4 - net hoxybenzoyl) - HPI; m p. 204- 2 - (3,4-
dinitro oyl) - HPl; mp..20 . [err];
[err]; 2 - (8 - acet oxybenzoyl) - HPI, 1,441554 2 - (3,5 - 18 o’
di nrtrobenzoy ) AT ~{A—~—acetoxybenzoyl) - HPI;*
[err]; 2-(3- tlél(gﬁlg%&bbmﬁol b{ 23¥ey zoyl) HP| 2-(4-0Cl3anoylammobenzoyl)»—HPI
2 (2 trifl uor @rEgLH ammmwhm &;;(%sulf' Alegdtreindhsaz Mb}ll) HPI }
(3 -trifl benzoyl) O epmipopenzoyh) HEL: A
3,4 di rret hoxyg %1{3 5 d| rret hQ [ Tli’mfw_ﬁ}g .
-70
[err] 2- (3,524 sme.&r aﬁ)p)l HPI 2-(3-methyhﬂobenzo yl)-HPI; @ - '
(4-tri fI uor orrét—h@l%ésﬁzepén)aﬂ Jsbpnzoyl) HPL; 96(4-methylﬂ!1°bm0Yl)-HPI mp; 195°C ;
2- (3, 4,5-tyg %ﬁ% }_IPHPI R z_gj;%ﬂg ; Ebyr) HPI
2- (4- phenoxybg: ?,ﬁﬁi m.p. 153°C' S 2 ) ~' ])
2- (2-di net hylam(nohﬁﬁmz&%-bl HPL; mp 243_ M -H ’.; m p
rr]; 30 2- 345dpmet hyl am ni nobenzoyl ) HI2I [3,4,5 tris - " (methylthio) - benz ]
HPI

£2nel(O? net hg)gyc @Xﬁ%ﬁ&ﬁg

VP{-’IFT Zgﬂ?g thy Iam nobenzoyl)

95 [er I’] 2-(345-tr1hydroxyl;f;1zﬁyl; -HPI . 189°C.; benzoera HPI mp. 188— 80
met hoxycar bo tihasyhenzoyl)-HPI;: (2-dieth +(&mmolmlnﬂ:md§m) IP172°C.;

mp. [errky % sf}‘gmﬂ%ﬁﬂ]hoﬁ’é’h 9420}—HP " (34-'-d1m"°°nzl:;'1) - HPL; mp.
2-(2-et hoxycazr ycg ; 2- (4- #m’a z%
2-(3-et hoxyca?r-bm Eﬂﬁ;gk'? HHJI 2- (4 rret %)ds.(gntd“gy am no‘ig@nz %nq_%l— 8

2- (4- et hoxyc ofpaos
(di et hy ggi rzo()u-du‘i?

fizoyl ¥

vl)-
- 2-(3,5-dimethoxybenz l)-HPI

. -yowﬂm

- 3402k tzﬂiuero@éihy!benzoﬁ -HPF;

I’[3 4 b?s1 3
2]

d%%énz

.mﬂtysdmmwm’rbewz oyl ] -

(dr met hyl ani e 4SBemztlny oyljz-HPI[3 5 - brz.(z vl ) - benz@?l] :

2- (2-f or mam %h HP 1 H(P azi dobenz® F?yﬂﬂdE&nzwl)-HPI 105 2-

( 3- for manpgloBBZM :,-,-! ok err]. -2%—_ 3cyanobanpnyl zlﬂiltyl-pHHHwE 2 - (4 -

f or mani doben2oy(4)--dilithylahifbens HPR (- " .ti Loy il ) - HPI; '

[err] .. 225—=226°C. 2-1 3- (et g 'ild o nz%)

45 2-(2- aceé Eﬁggglﬁ}gd!’c’-@“’- ) X e o .

3%‘2‘ ?Lhwymrpﬂﬁgﬁffﬁw' .'ayrj | ' ' gcg{; dob hoo
et hoxys . mi dobenz -

HPl; mp 22 Bét-rhmmqmmmxbbenmm 5[3 e (metaﬂi‘i.irbonyl) esiopt]- °°y

2- (3 propl ongan ﬁ%mo) - benzoyl I.; mp. [err] - _

2- (4- propmonarH pbenzo oyll- . 2. Bs b(54(m°tbwmbenyl) 3>enzoyl]-

ni t r obenzoyl (2-f0HﬁHn‘;1dolzén50yD—_ BI; n- butyram %MZL . L :

mp. 192- 194% @mm) mndmbla?ﬁ%byl )2(—3HElhobenzo;g:§1k:§ o 105

(3-nitro-4-c TP 3.p. f@ﬂ 4 -n( 4 lbenzzbj:)pgg%ﬁ,l] HPI ;

2 - (2 - :Gydl-mcabetamﬂobenzﬁ .appbenzoyl ) - I 'P ony penzoy - o

2-[3, 5-bi s- (3—&-mmd®)mm£%1ﬂay, |- HPI ; _81‘:1? °’§;, Q?btﬁ“;‘;g"*m’l 1

2-(3-i sobut y?# 9?bynzr=m HPL; mp. 2-(3cth hﬂﬁm Byl - HPI ; R‘np.

[err]; 1202 fr-prly onrugig l)’;\ﬁbflobenzoyl )qupéﬂhoxystﬂphonylbenzoyl)-HPI

2- napht hydo- 22-(agrbemgihid ylml [err] r% glaﬁﬁ“ﬁ%@ﬂioyﬂWLHPI «

g E3(1 2t3 %Zy(;*-!re‘r}lm }:rlﬂ’hy - '1- car- &n chloro -3 __mgobmoyl) - HPI 15 |
pent an X ) . B :

2- (4- pent andy ;a;og,sﬁyéi il f )- _,Hp 2‘(3' °'4 12”% s

t et r ahy.drssn 23Sy (formemido é (2 he% qﬂg WHP'HPI" S

yl)-HPI ; 2-(3-1sobutyram1dobenzoyl)-HPI Lol thyl: l-carbonyl-HP[ m.p, 1355C,; 120 g

2-(3- hexanog i °Ht,,,oéf;;m2-n 2pullHPL 2»nana iyeatpiyl m’l;aﬁ.gomPCHPl Mop.

[err] ( {lr) HPI ; 5(12 tetrghydronaphihyl - 1 - carbon- |

(pyrryl - $Ocaiar yﬂax)oylhiﬁihobe&oﬂ Hert anoy| ang 0 2 -

(thienyl - Z-(hexsirapin benZOﬂ%HPI;m "132: gbﬁﬂ“ el m‘{a”hﬂ‘y‘ 2 “’bm"- 125

2- (3-octano grﬁm o 2-(Pyrryl-§-@rh0]lyJ-HPI ﬂ:&) 174°C

1 441 554 e '(pyrfyl- 'Carbonyl)- - -

-2-( 2-octanoy1am1nobenzoy1)-HPI
car bonyl )65- 2HPtoctasoyPmindbéizoyl )-HPI;
2- (benzt hi azol yl -2-carbonyl ) - HPI ;
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cyano - 2 -(4 bafsel)uorobenzoyl 1Oftuorobéneditide [(&bkainable - Yye hyd}

di hydr oi so ui(ri) ¥ [ BPL; HPL; anp | eof 1] cyem) 2- 24__ ﬂéﬂ%ﬂﬁhé@en%yl)

- HPL; mg tg g iur re%l‘lé ;’FPF‘ L . ]of ﬂ,g err]

N - (1,23, zfa ﬁz_qw hyarare: ﬁTr >yt ,,%4 : tetrahydrmsoqmct;‘l,myl JL

) - 2 (thl enyI (A-)ca(tbi&iw ):ad!tBjrl)-HPI / )t_- udrobeniatnide roblainedz@iti de

obt ai ned wi_t H—)-3- ﬂhwl(Y!- Yl)
chl or of or i ré‘ﬂj% E'“’i:g'c on _
triethylaning fale i @ boy®)-MPI; - 2- dndb . 3t butyl
t er aydr of ur ar( ):-w-methyl-ﬂuayldk@rbdnyb)pm’lse lithium soluuon in hexane The reaction mix-

(+) 2- (5- tr(y4r)2-l(1ﬁ“6'- arbar onyl ) - HPI ture iy, sfieged thP'ngr?m(ata“ Brl 8012

20% gﬁt JI_*_)( 1-' 3 i BT enyl - bOLY %ol ution
|n hexane. _1_1 ih nme- (+) 2- (furylth \ ldp - in- chloroform
ture is sti rr( far ﬁcdnmyrsrml,ixﬁprrl}ls°ﬂtd micbldroforESOSOBﬁon is' shaken with - :
)-2-(furyl 55°H oy - Y AT pndempomet iy BRE f"teP the .
addi tion &P (+ LIOI ﬁﬂ%f“f’f M fnp §C mugtﬁoenﬂz&emanol melts ﬁ%-l‘-lsrc .

solvent .is (I’-K-Z)Dmié&ﬂ:onnoﬂllﬁ’l( ) 2: pi col | noyLAnhWébusly,fram 85 g (+)-—N—(2-chloro- . the
residue is t(a-tOehlsom;pnnoylfHPlehl oroform- (+=}°ef-3(1 21, Z,S,ﬁl-_

_ ]n B .
[err]; Thg (crgpiecapidt s shaﬁ% ° ?la“ b
wat er; dr 'Bgd g%?zé‘“ E}S‘YL-”&EE _Efﬁm gt 9L Wnoayt§-4 e m; -205;—403%@{’&](‘=n0y| -
HPl; mp. [er I’}IPI f uorobenzoyl ) - HPI' ‘Wwhi ch—32.a‘fter recryst allisa- [a] = .
[err]; - (=)-2- (tetrahydmpyranyl ﬂrmbowlbm WMY; INS @t - prom etyl
+) - 20 I sonixgot ny gerorhi - °l‘“¥’1[101rf5
(+)-N-(2-¢hl OI‘ iyl) Ite_u'élzl son ' noyl ﬁPI acetyl - 1234 tetrahydroxsoq .
1,2,3,4 tahyd+ p+ 30 tetrmhnoﬂi;obyranyll- 4 é ear)— 2mﬂ:h3dbtl4 nmythyl&dl%tamfdeof\ﬁmNeKe-
met hyI ) - 4 omyb) op: 7]anm Rut L tohgnegdphonyloxyacety 1-)123,4 e
(%) 71 cop ot 1 ios byamespelpd mﬁm.a@me&% )
- 2 2 (N(tf&hglamrpiﬁawyuawﬁ - otained QIO Bidthylbenzoyl) - HPI; m.p

quorobenzoyI bﬁ?l)-lenp {err] [a} HPI; 183—184°C:

[err]. (-) - 2 - (tetraé}ydrogyranyl -4 - f’ﬁﬁﬁ?‘mygﬁo&ﬂlwpg‘lﬂg‘%@y ibgmN.
I T

- (2 - br ormacgg ¥| 3- Hﬁl.roromethyl benzoyl ﬂuomde &)"clohexyl - carboxzaride -and buty
t et r ahydr @b s a0 )] ihloydform ake added k o -Otherd s olftdined-2 2 cyclohexyl - canbonyl-

(tetrahydrot h’i(ﬁﬁrﬂi’ﬁ d234!11—trmvlbmneinmrreﬁﬁylIEEnﬁéml%ﬂécor fromN - (2 -
i odo- onyl ) - oroform. The reaction ‘mixture 1s kept _ 2. 3, 4:- -

/ o t 20°C ' : '
tet rahydr of SOQUHOLL a0h and ars cried bR hydrlstghma@manm‘ﬁ-aua}aﬁa&éom. 110
met hyl ) - 5@ -hydmdshgoﬂrbre rmlghatdendoeva %\? poktidhs and- mth stirring into
1?14 200t"§t

p - toluene I'éfx aremethylbenzoyl). sodmmhydroxxd(:
o "%@r % --..rfwéra‘r’so&rrrmmg*eu --

met hyl - 100 ) “HPr; ' supernatant liquid is decanted o .Qlﬂzﬁfa d@5 and
butyl i t hi um there i sExahpies.( ) 2 - (.Nis-wabled #ytimes W 'Emmrd d 16004mk car b-
so utlon, ich has been

5. nalo; 1from. nd aric agh
obt ai nei Z5| (Analog e f%l 3 / form db mlzp (yntg 3. with 1] aqueous. ‘sodium
[err] na O@%@M- fethlih ther€ is o - theréto;, - . With
1,2,3,4 - tetdahy o 3004I- nﬁdrdbaybyly “HPLEk te)!shalkiﬁ tl&xﬂxtm%is—heated for 120 B
trifl.uoromet hlyb 212621326y!| - | uoride. - cycl o t&s at &Qiﬁbcv)bamf supgrmatdanb Ut y
lithium ?4]63 in 50 m. ghl qrgform are addg‘éi“ %de?ﬁt’ﬁd ‘lleH@ ?‘%Pt ai ned

2 - cyclohexyl aj &i{sﬁq Chample: 4ol Hi’ﬂndan a& 3 :
HPl; mp. [ergnitrdbenzoyt fodide Bfchbsstormd fhehe @act than ommaur @dded tckepslut ol of cme f2sur
at [err]., shaken out with ditute - - Exarrpl e 11. hydrochloric
acid and water, dried over. an- 15 g. nickel-alumniumalloy (1:1) are in-

110 50 hydrous sodium sul phate and evaporated to troduced in portions
.ad with stirring into give 2 - (3.- trifluoronethylbenzoyl) - HPl 200 nl.
20% sodr um hydroxr de sol ut | on Wi t h| n V\:hl ch after recrystal I | sat | on from

o o Y . . o o b

¢

: rbonyl.->-rhm,a;;ry1_ . g& i e ™ ™
:+)-2- (t hi . Q A ! nce of



55 Anal ogously to Exanple 1, from HPlI and 1% (-)-tartaric acid
sol ution, which has been p- mtrobenzoyl bromde in chloroformin the

adjusted to pH5 with IN aqueous sodiumpresence of triethylanine, there
i s obtained, hydroxide solution added thereto. Wth after 2 hot
(4 - nrtrobenzoyl) - HPlI; repeat ed shakl ng -up, the mxture is heat
120 mp. [err]. 90 mnutes at [err].
-vvhereafter supernat ant liquid is decanted off and the solid mat er { at
Exam}I/ | vvash 2’41%?4’” aI t| nes vvl_t_h vvat er- and Jret hanol .
Anal og€ts _ i SHE fe srey ni ckel
cat al yst . e 1)| é me Zﬁaﬁ,bhl ér(b’ﬁl_l)m pey¢lohexy h@fbpw@-HPLhus obt ai ned is
added tot z1 I -- 150-2 cis - 2 - (4- ammocyclohexyl - carbonyl)-

x{lbl enatlon  HPI; amorphous; IR 35003300 angl 1645
1; 441, 55‘4& +)_ St --(4 ﬂuorobcnzoyl)-' ey o 28 MgTT2TE 65
f1 uor obemERIyih sulpﬂur) H0X0 ml: Metking, ol - zrzu(é--am-rmgoeﬁmhmqylmmybonyl) HPI; -
t et rahydrlﬁY"ed b fhydrogsuatiory ptraimaspt e ic. pres- . %HPIFSML 284°€

ami nocycl) E’%M (EBE i%g‘;%;ﬁfm) Mé%genatlon

blen Per; :
HPI ; armrtﬁbrwusiabti_ . i g% X4- -
fl uor oberbzm;ysr HPI ?QrZBT opucal purlty, mp.  2- (3 ammobenzoyl) - HPI; mp. 1§5~-5 HPI _ W th

sul phur) “] E 'ﬁZr - am po | oheyl -
ﬂialo % ry E‘dx‘ﬂtfyﬂ@mé\t gz%& %m }w—bé F35.9° %?fi:qm?ﬁ&

Dn °

carbonyl )g_ &
[err]; suzg -aaRoquindiia i e s ObRER{ L€ Yitrd ik

2- (4-am r?oewﬂ@hobt—ydanborari boHPY )n HF%, N l) -the(tamammoylandilﬁvagmratr ng t he
sol vent °P‘219°213 purity; - 2.5y 2 AofRInG my[l" = HPI1 lﬁ%‘érd '_Qq'fer@ Bbt ai ned (-)

- (4% ruoro- T mp.s err] “‘m(:“”;mmobmyl) HPL; mg/0 10
benzoyl) HPI i n: 23%xanpfetizcal - purlty, mza1_232°c (R} -=am rz&benwa;&)so HPI ;

m p. 1%1_ 2rmg 2 - r;:ﬂuorobeP@YlD_tb?z_lo_:oj_' brmmde ‘m.p. from 198%Gr deoop;:ﬁ'hogougy,
from 2 Faiinlic sl m . a‘%?mt&m%b 19°Cs HPI; m p.

4 - oxo 40 ml. E@ﬁm e ence4H _vi q B[ [err] (from
the [2,1 of 3 ngoln,meﬁoickenm giteh@retnid 2- obtau.ae El] ol'%mcr ()Ihy%1 I'B8de)

(#-flugrobenze | 181—d8°Gony| . -brédgide: |mp2®r%1 206°G. (de@mpos{ 3 -
am"not?gnz ’f‘-’gm‘%ﬁé‘:’:% % —ﬁg&z Wur i t n)=m %?r]mp{a§00—210°c, [err];

[a] = [e[fzf 6‘ Gi88né, iléorﬁ;ﬁ ined 2-cyclo- 2. (3 4 - d1am1nobenzoyl) - HPL; mp. (+
)-nitro ehuyilqaiodwb-HPlb)np 126—1387C.- "ani nobresany| ). - HPI Exa |@0 12 .
[érr]; [a] =+ %%g jdro- - -80" 322-'1 3 - Elammeb:nzoyleHBI,@berZiia-yl) -4 -
0X0- bror,psg mof 5%, (@”hm[ﬂ?eﬁiol:l)- ((1 ..-:_. S~ 4 20 2 %anz trahydro -
4H - pyramlnia 1300l mfi | methand! iaft By hi” og; i f45°C. ﬁ},ﬁ] nggw noI ine are
hydrogenanddpasm@ogmslsz na@admn{qh}rcoal -[Ze(nrc,pr_o AR y-HB1;40 - #ét hanol
inthe pr’égjlgng filed [ Y. Dl i n ?E,_ ' +4Zmn°+‘1ﬂlz°yl)rggl: of - 300 mg. Raney
ni ckelys Qa fa\{gé I'Ebbr aZeﬁdue Flis: "'[zgg _éﬁi_.:_.fgtﬂr 1HPI; 85

(4-f1 uorO&b&myLIH-Bkmeﬂz@l) -['Ierlrv}mch, - 2-(2-amind 40 lofdBeriz )mpﬂ rom- [err]

t
m
—n
_2

(decorrposqfter Eesrystalllsmval l; 22-(2 ogkrblosobeanzay dtl’;ll; - 1 1a);

i set hi onai6 _21 ggfg?oda@% 9 #‘mlmtét r‘ﬁ%‘? D 4HPL pyrazi no-
[a] = 40 ezasc}c ther?g %,o_ Ahd )ﬁ‘%pl o- 2: (3,4 -
di am nobenTbg/If))uowntinqnpqus alnewtam tmermz;caﬂ{oﬂm- PI;.

mmqﬂpbmrgm 4- 105
idhbapoytics 2 - (2 -
oy Plr‘ret hanol ‘are.
I, in the presence of 12 g.

[err]; 2 analpgpusly by ardarﬁe%eﬂepfzeyrcyw- HI3I - (+n ‘i"mm
[err]; 30PTime WEQBIYPYER of 67.7 g 2, cpamd n
chloro - zlamm@&yrmpi benzoyl) -HPI ; Sahﬁhg
h>}dr og@naz-&dMI;};-aprmlqnyl)gmi hydr ochI ori de:: [err5 iy
5°opalla FOPLa (2 chlor05a obez, p 9

Cer T ol AT E oc Ly e,,r?fd TR o s 9 o1
cat al ySt 2-62-drhihd- byl )-HPI ;- and the f' I tahd3. Qg'tﬁethylamme in 300 ml. chloroform :
2-Y 3- cior b5 -aminavevileesd »BPT:) - HPY ' e\aacpdreab:edon thixwire left ve sasdefor due, t her e
is 2-(2- Eﬁﬁ% g oyI)HPI o@eafﬁ ? ?Pg}a%mwi %5 - HPI
whi'ch, . A arii hé 1l§mzoyl) g nfrom.
et hano' ﬁ'mnﬁgﬁgfﬂyl(c&‘b )?;WIS chl or (bbiﬂbﬁagf@ly l'{roelﬂegwhereafter it isl@Adhdderr].
hydr ocﬁl 0f-{Zfaminocyg butylfﬁllgonyl)- L (3 - awithnidute hsﬂirochlgdtﬂ a(mdobéwztcxyhjter- HPI ;

ﬂ-f
3,.{: ,_,g;lw

'C'-

[err] . (e o ;ei- m-p.&regation of [z%frl 40
[err]: i SRNhMARIcpertbl BarbaBSBPT: gf;‘iiéﬁﬁiﬁf?“ﬁpi’“%‘? “Efﬁggfc““ "

2-(3- a?né nbfi—hm opéhtyt-em-lama}flyll-g> ;‘-lPI Tr%giwlfggw;@q%c;nﬁagaouﬁdsbtﬁga ob]'E ai Red
2-(4-am n HPI ;- arpadlesgeslyst psdef dpraepuiptaeéyBh  of t he
corres- 2ch °°h%"cﬁ%°" r’ahydr ot'™8 %B&}sranyl - 4- 105 ponding nitro
conmpounds: ~.~ - carbonyl) HPI m p [err]

2- (4-am noni coti noyl ) - HPI; 2- anmi noacet yl - HPI _ 2-
(5-am noni cotinoyl )-HPlI. 45 2- (2-am no-propi onyI ) - HPI :
2- (3-am nopropionyl)-HPI; . Exanpl e 14.

2-(2- amnonbutyryl) HPI - 2.4 g. acetyl chloride in

~ o o o A A PN N A L e T Y



2-(2-am no-n-val eryl)-HPI; and 3.1 g. triethylamre in
300 M. chloroform50 2-(5-am no-n-val eryl)-HPI; and
the reaction mxture left to stand for 2 2-(3-am nophenoxyacetyl)-HPI;
“"hours at anbient tenperature. A-further 2.4 g. :

2- (4-am nophenoxyacetyl ) - HPI ; acetyl chloride and 3.1 g. »
triethyfam ne are 115 2-(2- am nocycl opropyl - car bonyl ) - HPI ; t hen '
added t to.and the reaction mxture 2-(1-am nocycl obutyl car bonyl) -HB
boi | ed hours wher eafter |t IS i"?ﬁ'??éj 55 . 24

-aci d

,I-car I o P1°i7' e ratlon ..-'
V %ﬁﬁi”% Eﬁ%ﬁﬁs&hﬁ‘ h&;ﬁgx SR

h drauide sohniiénl 81 1120m

2- (2- ami netle
and water. ARtegs

of the sol vefts Q he ?‘é@%‘g&?’g’

crystalliseds I‘pmﬁ,@@hﬁ

dhesyli.
acetone td g}KR/Ie 2-(4- acet . 120 2 (hzurammf Esolphia togtesiaf 3t Blored| ) - HPIL;
ami nobenzoyl| )zﬁfﬂﬁ ’d?‘@?‘%‘ 2 @{"Wb)m % | agidibeg y&?}%m
The follow ;on&g&gﬂ& pbtgﬂ,gfyg 6 it fied-chrog ically an~ 70 T
(1-am nocycl orlmyl -car oonyﬁh?xlglpi aamu&ﬂd&mv 6). u°£e of '
appr opri al® -3 atwomn(nﬂdmdvaﬂycdﬂthyl gﬁéwwwoyﬂml is ‘obtained; m.pg.
agents: Bonyl)- fal 1, 441 554" . '
24 2- acet am gqﬁqe‘fe n?mlzﬁmmd(’huyl - following compounds areE$GMRlE 17. 2

- (1 - acet amdoey@mﬁw&ydmb@ﬁyﬂyj)- amldgor?aymywﬂﬁmﬁ sapﬂmﬁlcau&( 4 - 7

met hoxycalffbonﬂl’-LH | ; - benzoyl) - HPL in
500 i .- 10% “3gfje SWW‘MW?‘W‘('?MHQM#; PpRrgRy-carh Y%{ﬁhyr)

D - ny _
sodi um hydr oyi de -seéyubrﬂa&dbﬁxyst.ldarb&@n-f% clo -carbonyl)-HPT; . = - :
hours at &irr]HPlknsol ubl.e"material. fia -¢Zeaa__ clope@@l-eazbonyl)-HPI
acet am do c?oﬁﬁpﬁﬂﬂg@m@ﬁyl}?l (W@ﬂ’ﬂ%d Z:H‘eca hgetﬂ-@rba@)dﬁﬂ:eg wi& h
hydro- HPI '-sulhamm ocyclohexyl - tatbonyl) 421 o) ShPHEted with
chl or of o-rm 5111:1(4 - acet amg !cycl ahexyl eis car{% &ﬁxy]esadjd@ﬂl s

purified mormoylynars 70 HPI @Jm;ﬁmm%w el . é%lptfent % .
chl or of or am‘ m‘é‘ W@Eﬂ HPIx a1 bon ) '
(4 oxybenzoy pFiv, ¢ éz%myﬂ E : oxycb}é:m;’;}:' . ,
[err]. 2 - (4 - pent anoyl ani nocycl hexyl -z-eaﬁa&héf'yéxﬁoyl)

The fol | ow ng conpoundéxample 50bt ar ned 2 -2-§344-dlcar WIWKIDcyCI ohexyj)o

carbonyl )5, arfbPBImEsy 8- foorf 3p3cdigaregry-benzog)-HEL. 7 Ly (4 -
oct anoyl am ng,gycl(@ ylami 5 (2-car boxcygmeogyl -car bonyl ) - HPI '
HPI ; ~ml. glacial acetic acid is. slowly added thh " A solution of 32 g. 2 --(4:- hydroxybenzoyl-"

2- (2- car boxy¥ J%&?tsoﬁyq ust ip) 5 I4m li9| aby qhirater | (3%
2, (2 cor bory P A s PR %xﬁxﬁf

2-(2-car boxyﬁwddqrbentmlresrdae hsmyﬂeanhiﬂlm zmetimmzxzm' 209 2 trhd )
HPI . (with chydoxdgoric (ﬁlltupent ducastkk ru) lhertl;er, mhedudnphonl c

aci d) ; : are rendered alme ax:g shgfm lczaa;ue g:ylm
- wa 3 \/
car bonyl )40 2waterzf2;‘dl g‘i(ﬁ'xﬁﬁ%t gW@CzVC eeﬁyi and {3 ﬁt)t ‘give ?ﬁ?%uﬂhsﬂghgf 560]
HPI ; methylthydrazino) - beénzoyl] - HPI o &hﬁyl) Z-IPI{ &p 20eLdv9oGcycl ohexyl -
car bonyI 2- ( 3Che ufopiéveing |qerkponnds \dry nlﬂlared- y - “HPI; m p. [err] 25 .
2- (4- sul phon#&¥o nobenzoyl )-HPl ; . 5g - trlfg‘ram ffegta dro
2- (3- carboxysgy.cy 20h§f<¥ha-eﬁ§|ﬁ}a%$)) HB’énzoyu- ms4 38'5’ ,ri?fr m:rm peri dyl
- 4 - carbdHnylgprI; (4- carboxycycl ohexyt - wambomyty d—ﬂBlondd-il?I —5 to —10°C. 105

2- (2- car boxyBe 0'y(1) pethylhydragigo)c Wﬂbe%ﬂmma onf¥5°ne ﬁr : .

2-(3, 4- dlcar RZOVd dsohile)iney A Lor

nitros- }ﬁqdr 3ar botL'-_' enzo}l)ﬁé&%&h phase ,55% e éand&ﬁln _-

HPI (prepar ed by i trosat- ing 2 - (4 - arﬂﬂmeﬁg&d@“bm"maﬁ nig h1°5 S
Exanpl e 180 m I-._ %@@ ple 16 a.ﬁem %9 (‘S“g oﬁye omeg?‘.‘m%&n of 32 .

g. 2 - (4- h)ﬁd;r - sngnoﬁ irEr' er is obgnned xﬂrn 5. _

HPl in 150 mhddedres Harol (@ ’Lﬁm ) HPE mﬁzam - THIFL %8G bired Mrechiseillisition | S |
stirred for & 20 mlxeh#nvu Heating) oemeyﬂl o  efrdmeethagpl, ﬂﬂaztﬂ\ﬁﬁ%ﬁ’@ 35 hoths . at

[err]., tﬁ%ne‘ﬁ@ ”e‘lﬁ“yﬂﬁ' P“""&%ﬁ‘sm Iutlon untitga aﬁde yel | ow
ls

col or at ionr& ﬁﬁacfu Ire rggz gug G ) eWhyti))- 3, © The
reaction m XEnu:ree whtﬁ semap@reatxsd (a detic: anhydiﬂt ﬁhdaltldnﬂh@ndlﬁh)nbl ned

filtrates . rgsndubauoylkH‘PhF@e’htam méﬂb@i QR 3 Ihola?: eehrer! kz%l i ne
and et a3 B Fa, “g'é s e S
chloroform LiEy xﬁ Washed NEULT al phie bdigive IBLAT acetblybeasby\ G1PI.

anhydr ous -sodi um sul phate 40 water and evaporat ed to gi ve 2 - [4 - (1-
and evaporated to give 2 - (4 - methoxy- 100 net hyl hydrazino) - benzoyl] -
HPI . benzoyl) - HPl; mp. [err]. The followi ng conpounds are
prepar ed anal ogousl y: Exanple 7.5 g. boron tribrom de are added dropw se 2 -
[2 - (1 - met hyl hydrazi no) - benzoyl]- to 5.4 g. 2 - (4 - nethoxybenzoyl)



45 HPI ; 100 M . nethyl ene chloride
at -5 to [err]. 105 - [3- (1 - rrethyl hydr azi no) - benzoyl] - The

2
reactHon—eH-e—+S5—S5t g—f-or—enre—hotr—HPH:
at [err]. and then poured on to ice. The 2 - [4 - (1 - ethyl hydrazi
benzoyt] - organi ¢ phase is separated off and the aqueous HPI.
phase I's shaken out several times wth nmethylene chioride. The cg%'
~organic 110 50 .. Exanpl e 16. - phases _af
dri e Qver anhydrous sodr um sul - 8 . of 30% hydrogen peroxide In 0.8 ni.
phate fnd_s = . he QN a_q_u_emuc sodium 2 ydI'OXI de
soilution are resﬁmﬂe 21. herle |s obt a| h)aZhﬂlof(MSM h;udmof)pomeﬂded to 5¢g. 2

- (4 - rﬁ:}@‘[@ Fﬁl‘ﬁ vt F“Whpwgin stal lisation
i'n 20" NMT5a o n@ﬂethalfaé {_( ; &E&ﬁ%r?sthw t 7 ° fﬁ

- ags [err].
. 115. 55 em@hadt ofom%oi;altadiyugeaam&?hestihe u@o&@r 1 hour
' bet ween mueaﬂrd'% t is filtered off, the sol- anhydroEsm oﬂﬁn Arﬁhesemiri,elle t he

Gt e e

~ 100 Q- papedyt)HRI mnbtdnﬂdemzpoyzo)mHP isg om,, ,,-,, - (4 - hydrox@dl € boi | ed
'for 3 ‘hours, - subsegue tl¥ pour.ed. 60" cycl@lexyl @rbonﬂh-rmaohtﬁkw&mpoyl) - HPI

on to . gl t W tehmeh lgl Wlth 120 prepared -anal ogously
_ from 2 -2( 4&:;&%&&03;1) MY Qhd argdg |ed over anW sodi um sul -

benzoy] ) foripiildehyde solution, there is obtaiied 2-(4- 6.5 g. 2 -[{A&t dodyéloh@iyli € catbonylf4 75

acet o3 ga?zgg)mmobeqzwl) - HP125mp 225~ ' HPI in 100 ml. methanol are hydrogenated m 1 441, 554

25 Exanpfé : - b). 17 O&E gg%&%@‘b C. _
‘pot assi um A thurﬁmﬁfﬂe43 g (4 %?eﬁ!ﬂoﬁ 29 it is evapora Cosee -

butyl) - D¥ithih Wrd% Ofﬂ lb‘e‘smmmPﬂle argivel2 '5(4- hyilssycytichesyhl isuﬁyip s89l uti on
hydr ofy riﬁ:iaér’ |‘t”i“%n H%&ananlsmcmmwet hanoI is .
-hydrogena §5 rym geng sol ut|on of Exfn : (4 - -oxo- 655
pr esenc estifed uom: Mtearc .- : x&a 1_&% gmyl) - HPI

| n 35 mlég ?}'dmt‘ mc%’tﬂb ll arerludtogsﬁdtqd foh 0 Solrs in a00hydr ous
tetrah dW §, 1 ob P@%éw bopp sagyrqred ‘&H’d Etshe
re5|due BS (41 ygﬁmag 35%&

- ¢hr omat og25a-|a26°6a1 Py on sr |ca ge , &wad ﬂl@WeﬁﬁiHl&vab&a L and then _
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a) 1.15 g gﬂgmz gl |de | s ‘added ait-e(u rxﬂaﬂ{yuﬁh;a&yl:lblﬁ@i - QirbdnyIyMm 75

et hanol . portionw se at [errg to 6.5 2HRI( 4 - Anal ogously, from
X}’
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cycl ohexyl -- carbonyl )- - - - :

HeHEL , |
U srzszrzge
D:HRL cat al d :
oy : %@E‘%@é’%ﬁ tﬁglrey due

P



genol ysi s: HPI ;

95 2-(3-benzyl am no-benzoyl)-HPI; trans - 2 - (4 - am nocycl ohexyl -
carbonyl)- 2 - [3 - (2 - hydroxybenzyl))_ - am nocycl o- HPI hydrobrom de;
[err]; pentyl-carbonyl]-HPI; 2 - (2 - am nobenzoyl) - HPI hydrobrom de; 2

- [4,.- (2 - hydroxybenzyl) - am nocyclo- 40 mp. [err]; ,

. : hexyl car bonyl ] - HPI ; _ 100 2 - (3 -

am nobenzoyl) HPl; mp. 161- 2 - [3 - (2 - hydroxybenzyl) -
am\HObenzoyI] [err] _ .  HPl; 2.- (4 -
am noggnzoyl) HPI m p 212— 1 -,4425'54[_4 (2 hydroybenzyl) - angobenzoyl[
[errs rr 4B

(pi pe”d%ngaléo;ﬁﬁslyff'%gyl) (4nﬁl- @0(4' glnyoly Ano-b ‘Qr P’iydroxy 603 "

« et hoxy 1 phd:aloylammo-benzoyl)—HP
©am nocyt @Ba@emeybfcpanmmyln} 12 - 2(4-—- [24. ¢l (sRccmyl )pt#éﬂdﬁ}yl 43mboﬁ3&)-hoxybenzyl)
Exanp} eafigpbenzoyl) - HPI; m.p. 212—213°Cqji nocSIBI,oh | -ca gyl ] - HPI _A solution
.of 4.3 ¢g. 2 - (1- tert -butyloxy- ) HP 5(2P-P°‘Pfi}ri)x§“
met hoxybenzyl-) - pi-peridyl =73 - cargm{ﬂela)g HPI i n
am nobenmiz}mnhﬁ’bolunon prepared from 3.21 2. 1198 02 - (BOcyrlohexﬁa% § aﬂmm)-acr dis left
to stand -f@r Bmingb KDL 9y ait- 0ty -HES andnbighosmjise & m'n F‘%- at [err].

iq sttt ei Jo€sidue is

The [§2 grphonenz £ 7.5, sodivim/SH
takef" up3g gnmlléﬁfﬁ in Ismm R0 4hRRs 11 Ve % A0 Gyidine fin/dda adi Orm -washed
Wi t h ansediymeiydsyides aotlitioams: s-em°bomgté) thPMmuarxb@ﬁrmiefosGDtmmsaﬂd wat er -and

evapor:a nﬂfzﬂé‘%;l%eo rwwea e C:%’ m ;;3155% §?’?‘;’§_ . give 2 -
- (pip @;&m arbonyl "75

car bgiy Yfgl radlielt and T &%EMyeraﬂ: m.p. 100-—102°C. o y§

car boxy didmadmdogwezmﬁ[l_) 3 - daifBbzy- A - sol utlon of 5 1 g.. 2 - I1 - (3 5 -

“di-ret h- 40xi¥'5'@ % % ) HPIpH'p ad of with
plati %ﬂ? ‘it agﬂd %,ﬁ}éﬁ,ﬂ@%ﬁ} 'di oxan. can
al so be Claraﬁl afiloglid tmavihek, h:sﬁ’@ﬂﬂsbleruna 3003ng rplaaﬁimatoﬁdh fwor 8® hours

‘Wi t ha hidiylethpandline. thaze arE)phmmd thesfollrse d- Eécmmn@h@ndreshreu | s mer cury

| anp. THE PBRAERSON i xture~i's -m xed "°8§j"l|’s{e e r‘gg‘ﬁ”gﬁr

at msphergg.. (4 . xﬁ’e%oxyphmyrazo) beazoyl]- hcxylcaxbm;lyl-fi? 4136—138°C
29 295  HPI; and

29 Exanple 43- (4 2 Mmmvho benzo 2deu 1yt .085Exarrpl e
38, 2 - (WmeovlsEREy - - 2. - (4- mal ei noyla _4_ % %

deneami nobenzoy! ) gl le|4§ hydrOQGnat /1 "dqueons hydrogen eroxlde in 20 ml

d

:R

2-(4- 38%‘5\? Irsihmmf db d,fsod:m%%tm raexuamhiem a:bdmxhuani&"@ grg(\)/e 2 - (4-
2 - ( g eﬂ“i “g at. LAk ﬁm ;@%g%‘&% HPI; m p.
Lerr] %{ﬁ%“’“ % hﬁaﬁﬁbwm{,‘zﬂf onyi? il ) - HPI.

a eto and the reacuon mixture is in the.form B ixéuré€]i @poni um-
) .soI ut | omeqmdépralkuotﬁsrurﬁosczm coolmg,4 875—980°E - (3 - cycl ohexyl -1 -
~car botty| Higruze i ARLTEHER: T» HPI 5 m Ex% {Pl -and 4 g. gosni um
“tetroxi :ﬂﬂs ph@ﬁpm Ci d33 b QrerrihQ@ioniidpyint 1 & L @argnd 4
pyr i di nQch:I’da echan6ld Th¥e i) rm,cafthe[ eonyl)- Hm 280120- mlleo%mqueousaxyéqo- is all owed
to fl owdisdimn aﬂts’blzut[r‘rer(l,éf- disgiphoof3-7 &9 B Bhjeet ad fobered nl . vt er
70 14981’2‘“3' Y gﬁgll rHRL Thp. g:@d%ﬂ} Y Blorof a:lgﬁ" mg-,vayrlrogr ne is
t hen (% here? BRa €odi-um hydrox CetvdBydibthiOpyradt - [4€t rcibonyhare  the
m xture-i's stl I  Bhmiplerss. 30 mnut es- HRY- BSi-rdipxide kbich; it ol ution -
‘t emai ns S“ aginphe ﬁldnePWF‘@h%haeﬂi'ﬂ?lﬁsd'ezs et dry- After half
‘an hogr g il 'ﬁﬁﬂé |ng and evapgs@ik Bg, there is obtained
2-(3,4- yﬁ: preC| p| ate out - hysdl reic lof QIULSCMaahmGh of pmssiuxp 105

di hydr.oycyisl oliming] compdads. arealswohgdhe)i W@c‘fbmb'ﬂvr@!ﬂﬂéﬂn th water and

a |itt]| @nalogpysly: hydrate' Terr] ‘“ 12 [4 - (3 -
(\ on o LT

carboxy- 43 _ laz%mylpen@&r; 1) - m 50 ml anhydrous tetra-. . EXanpl e

49. tsoe fnpm 0 an orange yel | ow . powtgigfuran. rAftersho&slh ctidn-mift@e -110

cycl ohe)eeﬂélﬂf allylaminoeyelotwry} | -) carlg:@yl).-[ e fSrmpixed with 50 ml: water, allowed to warm.

"HPI are 0 .. neth ?dgﬁﬁhmd'ﬁedner usi ng
“ani sol e “an aﬁﬁﬂé or%geinszéﬁce of 300 a ﬁlﬂﬁ&ﬁngﬁ Qimcktractd paifigdt hyl ani |'i ne,
t here are obt ai neﬂxatrdpk 470! | ow [err oxmmtraahwuﬂ:sp(h@ml gel foome UAti| the
reac-5S n um’éxample 5, from’ ﬂle% ro- Cfe is °btamc‘1 purs s“ PHe reaction
m xt ure § %%h d‘;’éig‘gm‘f fj%ém %;g g‘fré@ t g,hm/zi ethyl CYCl O- 2 -

[4 - (4f011 enzoy maemyhmrismty ; mp. [err].
HPI; and - - (4 - dinethylani nophenyl azo) - Exanpl e
50. ' 85 benzoyl]-HPI. A solution of 3.3 g. 2 -

(t et rahydr ot hi o-



pyran - 4 - carbonyl) - HPlI and 1.05 ml. Exanple 45. 30%
aqueous hydrogen peroxide in 20 m. 300 m. of a 3.7 N solution of sodium
~bi- _acetic acid is left to stand overnight at [err]. 30 sulphate are

heated fqr_half an hour at [err]. . and then evaporated—andworked up with
go with g. cinnanyl al dehyde. 111 7 g. 2-(4- chloroformand water to

give 2 -=§q,tra_hydro- am nobenzoyl )-HPl.in 1 litre dioxan are thiopyran -
4 - carb ) - HPl - S- oxide.added thereto and the reaction’ mxtureé

in the formg of an isoneric. mxture; mlp.ﬂsl;eated for 12 hours_at [ er rgly.

After COO||||9,%‘:C|I1‘.- 65 LIIU ICd.bLIUII ”I%CL}I'ICICIII : b 1HPI 'Vl—t—sgs—(%:—e‘l"ﬁ*
form the aqu @‘ﬁ? ?ﬁ‘gélrf ohexylcar °nyf Exarrpl ”
95 the desi resﬁdm&q‘i&aél §tife§f§°‘re W et QUtb CORET 303 92 0] law 2

- (tetrahydr ot knemiagzrmmsmdns, as:aihmwﬁ I the orglyaér_olet hanol There i S Dk a ﬁ'éd
the onyl)-HpPfollewies Bxagples 30% aqueous - y*dllb 0l di-sodi- um.sal’t” of: %k& 14 - .
(1,3 - disulpho:- 3 pxide in 25 ol 16 1 s heal®¥ 40
phenyl propyl amizpgss: ort}@;ﬂiaggf?stodeﬁaduh@ p. 'fy@r cFokiizb: a%gg 5(113 fs and tq‘?en
evapor at ed and aD &'Bl.lfl t;Ico tdiemg) cflvhexyl- = p-hydroxybenzoat\Dr ke up ﬂg‘ =
chl or of or n]dam 4§ a PRPélP@t reﬂhy’éirot hi opyran-. - 4 %onyl )

d . .
Exanpl e 46. Om , (x’)hcgfyi":al‘l‘lr:()ﬂﬂ;rtE %g;xs E}élkl%tose di Oaﬂng gigtlire s ':'m@c &nﬁ{ oloun
recrystall oi sas kgrﬁme d-ozafg riai Hd. nlad® Rp 1t6 Q00 ﬁﬁ' amd
mel t s at [err}tcaraad Lyl i odi de, there is. ;)r eparmuedawmrogousl y to.45 Exarrpl e
24, 2 - (4.- al D P@;m_ .__F.F . Example 532 " '-.:. 2. HPL. e
35 m-. of & 0P 1%1’;},’%;’1;1% éag,‘ﬁ;e 6 hAaliAh e e,cmps@m& are .
al so .obt ai nedmrﬁoﬁylme --butyl: ' , '

anal ogousl y:. " The tablets containing 250 mg and 500 sCmﬂl Ofammtumbem ﬁiletlmtyen%and

o0& % o|YHihemgicesponyl HET a ctlv4am._ ey~ D
:lt ! gf;‘H no%({/c %&?ﬂaa?tﬂ eve:fegttlﬁ@ﬁﬁ?gcan %ﬁ%of}ﬂ?g"" C O&?ﬁ%jsom 58

rous
tetra- 50 sk in- vetennary medxcme B -, magnesium stearate hydr of ur aDSO ‘ter 3
hours, the reaction m.x ure 110 2 - (4 - alllny{ham,ﬁpq,y,plcg‘;g@gyjm p,gdg&borgél)

is m Xed Wit thgats Comd gatttds .an g 1000 me. and 10,000 mg. of 2- - .

up to anbimnt’ ts&mag;na,{ ure. ancf thén aci f cﬁh’hez‘ﬂw‘(‘@lﬂpéi | yl ami hobenzoyl) -
HPI . W@r eghioric ‘aci'd .and extracted wghh Ig%oroform The.

chl or of or m ext Ea#ta PR | ed Exanpl e 47 Injection Izqmd for I;’umum and veterinary

chr omat ogr aphi-eyslol: 1‘{$§’P¢Yﬂ-§£1 gel/chl ofgor mymedicing “55. " - Anal ogouslﬂy toss -
Exanpl-e 5, frgtétﬂﬁm 16oagt@Pr 0- Ther% ﬁgobtéfgmwéﬁ;g y droxy- '
priate am o sa@RdiaoUNds and succi ni: Cs

whi ch,” after saq:chqnm hal ic anhydr i ale4000 hgrecabcmylalmammadl ‘Woer and 4 ml. pro-
recrystal | i Sa§y Sigar Snbbile tablesOPT opanol Idi ePrigie gfyeql,lvuwthgaddm dmmbllls- 90

ether, nelts aEag eibne} contains:30 _ . +ing agent. 'The ‘ampoules are. h“"t sterilised

1, 441, 554 e G R e e R gl s of

general f '%Q"}‘y“?mt%/@ﬂ)hexyl c’:;?gg) IuigFlDo“ 2"-Zydoh lcaﬂmyl rePIwerked up
by methods kneuiin lcirBEymethytlieBilbst | €d @ small aiiimal "‘-m_dllo  mg. chyqlqhﬂ@s Hd

descri bed in dhweringi dnéraatmar e, toaaglwdesgmhr r‘ﬁrb‘mﬁllﬁ#le' -_.?eamm * 0.1

litres aceut |sé‘§1m‘€6np05| tions
3 kg.: 5 fallowng Exarﬁthle 55.
3 Ko, 51 oo conban. caider in human & o il -ng*i;mz‘;f 0"
53 kg. Exanple dagee core containss . ¢ a mxtHPrIeandflaﬁéb%anétﬂl yrl, tpgether with
65 Tabl ets f orcy@ }ba,gq-gestodes (256 g} s fodium %ﬁ@ﬂéﬁﬁdlme%

X

ertogw ofx}gﬂign €.t e '

propyl a) Tabkass containing 500 ngs0 BecychpRETy g parich
0.1 kg. cato eﬁﬁﬁmﬂ‘st as_active matefQ 88 are prepared- et hanol

12 litres. 10T 0T a ™ Fowder  m xt.u em-gcon5| sti ng OEXRS\Pk 0— 2-- . 105
cycl ohexyl car bwhy | dragetiPboating kegnsists a6t 0GR, e’mfy ‘Z%'f"u th

col ouri ng ancﬁa@;g)w ppl;vm?ygqlglgma@g%hmm 5 :g tu§e wit £ o am e 1 g camer G
and nmade | 1y, 1 5 ) 25% pre-mlxture (preferably for large
with disti se’ yceru1a pgi ("o Rty r@?“‘ﬁesemgﬂie)d in Ef( | e 53 _a 1-5 11fan’
al so be used dragéesmlehmgmtuabtboem$ Leyeldtriyli N uz‘cdk n}f 7-5"1: g@ nmy. ,
250 ngy. and 1@@@13’11@1’1 @W@IM@WI - Capsu%g gfwgrwyﬁg 5,1 Todes. and ..
schi st o- carbonyl - HPI:. Example 56. ' o b)) 5% m—mxmsopr&mably\fhmmm and
veteri nar;ﬁsrre"d;% Ifﬂe wﬁﬁe‘mxabﬁsues morlmmnnl ﬁ@;“%@@ .

of appropri ate ||Ied wi t-h

active  a mgeh nﬁé cedrrﬁfnakmgaﬁ s“esfe"e Wg"&”é
2- cycl ohexl car bonyl o 'h; 5000 ny. ned|C|ne Fbmever al | the'
tabl et's can also be talc _ .- 250 no. used_in

veteri nary mnedi ci ne. nagne5|un1stearate ' 150
ng. In the sane way, capsules are produced 80 Exanplw 54.

containing 1000 ng. and 10, 000 ny. of 2-

a

G b

00, - -
‘?pa% usgﬁﬁ %&Jn HPl as



Tabl ets for conmbati ng cestode hydatids and cont ai ni ng 1000 ny. and 10 000
ng, of 2- -25 schi stosones. a) Effervescent tablets.
58 Each tablet contains: | nj eet ion liquid for

veterinary 2-cycl ohexyl car bonyl - HPI 1000 ng. ~ nedi ci ne.

85 citric ﬁci d 8Py 58P - For subcut aneous—

(I JaAc\ -

adm ni st rat+t OfT; | || UI | 5uurum Carbona 119—

agueous susp tc‘%? ";g;e ng? I1 Tgsf;\ﬁ%"ﬂ ‘y{‘g}g - 4§‘7 4' WI th a
sol ution off" 11535 E invedirfe: af:@ﬁ@[z l:ailgoz;umolme . o NU.
car bényl - HPI IImord athtahai ﬁ:ttawaﬁed&amdf ro-1 mdyaceml)thﬂ-he:oad |t| on

of a sol ubi |} ke. of gig pre-Sirgere Prodeced B¢°efd abl £5,7115 dgentH Thaazinepoul es
are heat ste:lj %ﬁa%écﬁ%ﬁg %y Symlarly,
anpotl es ar en?éahg%u e a‘ﬁﬁt@uﬁe . 2-49ctoy | oh,z?w%m ﬂ %@%{ iywngz(’@@ gy

i ng 100 rrg anm Gloninioamed for corPl  [2f10]isoguiehl :
car boxy mdf hylranege Gr%efemowfoggﬂ | gi rﬁs&(% Aﬁ epg emgaﬁltzl) -4
cycl ohexyl - M exyl- azmo{z’la], &!ro e

(for large 2dAFBRh reSRed other active - 16.2 - (4 - oA x{etyl) - 4 - ‘oxo-" 70
Exanpl e 59. @mmbl ef %neral formula (1) andlor 1,2,3,6,7 115 Pbixhiptio. - 4H - pyrazino- | .
Exanpl e 95. Phys‘°l°g‘cany cmpa“'ble sa“s §°@" °§n pared fio equal
Dragees for BOHELPhERERETS n"ﬁfjman r’g’}f@v\%ﬁdrb 4 HEX'

cyel ohexyl car T WELODATAE @$: G-I- ne. azmo[z 1a]isoquinoline.
tose and t Aefrmpougerhibs septrplformaleir—dr age d8. dor@mmaneht 4i- e - 1,%336:17

tboxynet hyl cel | ul o rked up in 2- c&t‘ﬁ@ﬂ%& I4§ molylﬂﬂmqm’m‘m 250 g
ragg '

k#wn manner to give erm granul at e igg:g%ﬁ hexahydro - 4H - pyrazino- "
158 ng. with an ave rt|cI e size of[zjl-aﬂxsdsqmnomaa rral ze starch . 80

90-“ngy. nmgnesi um st ear at @0l - 4 - oxo- 105
Thé .dragee coating conGn-Sts of talc 1’2’1{&0 i dweur'@marmm* ,
pre-m xture suitable for- saccharose, ti t[ab EthoxBlyI0X4 O8xo - 1,£RSE118M

admi xt ur e20 wmcaﬁum acyl ah@“@%l“@d lu:mhbdmat-e 4H pel Waﬂgdmy-nrml-l édbne,

met hyl - cel - %, 26 “’ﬁ tga for |large ul ose,: . -
gl ycerol , sum ors 1,2 bt ap’”jl)cqmyd‘cf%gé dgrgz Xan aI SO

be used for cychc ca:amyliza qra substmxted aromatic  [2,1-a}isoquinoline.
-cycl ohex%ﬁl C%F I""ld re%p g Byedrogy]; ch%oht-zﬂydolﬁ@() ngtbO!ﬁl eyﬂc4 otoexyo
m xed with 7§ J:fg t;f ';,' VPRS-

o—
mat eri al . ammomum salfsi ddi thg dptical aﬁo)gan ) a'ul 'ﬁig _Eeg{;gg];yle 4560xo-
b) 5% pre- mhxrmfre ((preferabl Y. for smal | . 553,6,£yrbup exalydro C@HDApyrdgno- -
cest odes 3% ; 'hb m ) y ‘az‘::: 21-a]!soqum°1me 115 nedi @ne.
5kg. 2-c¢ z:]gj oot :anyl' P 4re Tf b‘v ‘ll’[g?kl ng a
suspen- vvorlse -l.lﬂcdtjfl a4 aseer 1,a,a,aj7ng&;us[ lq] |on consrpgt ng of :

60 a) .31 hexahydto 4H - pyrazino[2,1-a]isoquinoline. 26. 2 - 3 olbBdxetyb 4 carbonyl) - 4-

31 c) Exa:hspl Iwﬁé 33 ;,i% oxo-l,z, 711 - hepyhydso - 4H - pyr- 100
(chl or onet hy ?gcg Mﬁﬂ,ﬂﬁﬁﬁ%ﬁ OL?,(ﬁ;% acc‘g [ s?)q“ mLh r corn-
oxo - 1,2,3, 823 NAN I Haﬂmltwdrm pitdzino-py§ - asl ngziw soﬁggmfoemé

bovi ne |nt esidh smlm eno |58q noi:yrazemlz l-alxsoqumolme 60 In ord_er to
Obbﬁ@.l na |£ 2b Ez d;;éi e’%‘#?y&;gi - oxo4 105 o o-
1 kg. of {ez,ﬁg]esoqmsﬁwe produce acc umo, 1872 #¥exahydr o

- 4H - pyrazi r102 -t@,ZEx vleryR)- 4 s Om-xedzwz " Chcléggyl OfcarBonyl - 4 - oxo-
[2,1a] i so ui F&% ? orfl} - rREEg%on Ms%atbe- h'-'n@h)’dq dH ¢ Ipjrezino- 14 2
3y

- ( 2 . 1‘!0 ine.

5 - BunafnyeA Gad-ed SRUIANIALD ey 0pO 1D
2-cycl o- 11,2,3 3,,7,61b7 Hedahydrd1e )4y diynuzino-4Hy 2 3 BV B2 hekahy 4"}";"- " pyrazino-
hexyl car bony[Z,HPISquaql@e admi nj stered. foor C[.‘Km-a]zlsm{ugi;;ﬁ:ﬂ.] |Isqu| ngle-lt ne. 10
bati ng Mo Aol 4 'tw - mgntyl(-xcarbopyiblet dx pxo- 2
phenyi ace{lﬂ/ i’bgf,’%;ﬁfglﬁxaw’gnner Hgnc yf)gous é ngégﬂ‘ ot 40 pppragino- 15
1,2,3,6,7,11Db 1e. haex.awldﬂmacetylH-- 4p\r -ox9-n gr}p clhgb&Royl) DSt £akh- OF
2- cycI ohexyl 123,@21111!0 F hexabidres o i nab RS- ch2 henyls- Hﬁéxahytihje: eHcalpyrbﬁnoused

ot her act vel ?6]‘”'?“”"‘ Q;;ll orqpheq,g&gya@g‘g%l 57‘1““10141& 70 materl S of
1 TOAC

general {3 mib3e741d - aﬁgﬁﬁm LR , Jpyfazifo-11 2 W

physi ol og| ca[i,ya]csadmhahnebl e salts tepﬁgfeof ?’z?;izf.as]’l’? m,], g’ i soqu ol'1 ne.

production of pharmaceutical conpositions. 17. 2 - (Th| enyl - 2 -

nmer capt.oacetyl) - 4- oxo - 1,2,3,6,7,11b - hexahydro - 4H - pyr- VWHAT WE

CLAIMIS: - azi no[ 2, 1a] i soqui nol i ne.

75 1. Conpounds of the general formula:- 18. 2 - G nnanoyl - 4 - oxo....
- 1,2,3,6,7,11b- hexahydro - 4H - pyrazino[ 2, 1a] i soqui nol i ne. L




19. 2 - Phenylpropiolyl - 4 - oxo- 1,2,3,6,7,11b - hexahydro - 4H -
pyrazino- [2,1-a]isoquinoline. 80 N

20. 2 - Phenoxycarbonyl - 4 - oxo- 1, ahydro - 4H -

pyrazi no- [2, 1a] i-soqui noline. 21. 2 - Ethoxalyl - 4~—~e*9d—=1;2:3;£¥7 11b- '
20 wherein COR is an acyl radical containing up hexahydro - ; TN

pyra2| no[2 1- a]lso- 85 to 26 carbon atons deri ve Ml'mm "

qui nol i ne.. stituted or subst ituted aliphatic, cch’ "mm' 1"12 S
Cycl opr opy\1~/- carbonyl - 4 - oxo- cycl oal kgﬁ aI i phat i &, aryf al§ phatic -
hetero- 1,238.6,7 11b - hexahydro - razino. D\/nl ic M,.d
or a substituted) Bxanmd ok the 1&7 b a (]lprs-mqmmol |1292 2515- glﬂcbouqﬂyl)c- mayld By -

renmoval  of .t hepm Rtytdmgto mplp 60 a cxahygro - Bo 90
group fr om t e ﬁd%””fﬁﬁib?ﬂm g S e 1 poabyibo -
4H - pyrazi no- 1|ngdf Y-mid @6 Pl aﬁi eccor&aéts,zstd;vmb qua&aaydiar.ym pyrazino-

[2, 1- a] i soqw nmlEm;:le&mwm mixed walh 19§<gapfdatﬂéslzipoqume!ineant| podes’ -_'- 24 "2 -
5 e, B s B g el - e o
Nltrobenzoyio) batifig Monéda mfes uns@ﬁm noll 2 ~(2.- Acétoxy -2 phenylacetyl) 4
95 1,2,3,6, 7,110 iexehy h@us talltlmd fted i rvge -~ 1,2,355,119 - heﬂ»dfooh pr-

car bonyl - 4. - ple 1- . azino[2;1a]isoquinoline. L
1,2,3,6,7,11b f::i%fg'(ﬁ; ehral . £ sed erac%%’ '1215672115 %‘?ﬁ T ) 4 79..
1,2,3,6,7, lﬂ.j) phykidlogladlly &ﬁlﬁwbl‘é tsﬁ!&reoﬂ‘lﬁ!)( Ct ausocﬂ:lﬂohne o '

pyr azi no[2 apno@mmﬁohann@euncalc@@m@n& (3 - 1709 cI(Eﬂmmvbn%l-mercm -I‘)-'- 4-
35 |W%m arif 15, 0%0 - 1,2, 3 %;g[lﬁéﬂ:%rx exshyfroy- 46 pyr-|
nexahydro - 4H V3 bf Eyaideg ura-4H BN e s agslpahine”
azino[ 2,1-a] isoqui noI| _ Tri met )Heﬁﬁﬁﬁ'cy-l”ﬂ-l:. o{D,xq:soqmnolﬁZ 2 -
(4 - Ketocycl ohexyl - ¢ yI 1 2,3,6,7,11% 2 e&!mm H o~ oxo- -
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