937, 732 3 zinc containing at |east 3
hydr ogen atons with pyruvic, oxalic, malonic, succinic, nmaleic, a
pyridyl-(4)-ketone that contains.in the [err]l- fumaric nalic_ tartaric

citric, ascorbic, position relatively to the carbonyl group at

hydr oxymal ei ¢, di hydroxymal eic, benzoic, |east one hydrogen atom and a
nitrile group, phenylacetic, 4 - am no benzoic, 4 - 5 for exanple a
4- ([ err]-cyanoal kanoyl) - pyri di ne. hydr oxybenzoi c, anthranilic,

cinnamc, 70 The reaction i j C,

salicylic, 4 - amnosalicyli ?RJMr $§’d@i£§' Tim he presence

of a phenoxybenzoic, 2-acetoxybenpobraweaboni c, dil uent and, if d%?t?:_}z
at an el evat e%t em net hanesul phonic, et hanesul phoni C, hydrox tUr'e

and/ or in thesRresengermiwg.condef¥e of Hplairasnf (fomplete Sﬂﬁ@ﬁfi%eéﬁ&lﬁhé%zc
0 ¢ TR & 0. {1

para- 10 ing SAp| e Mo-2{!P6hg aci d such as_ tol uenesul phonic,
napht hal enesul pho fia gk \ 5 WWWW"&?‘PéM&Eﬁ"’dd (Nar/ 7@ropYanstfi-dPdni ¢ aci d
or a sul phantli cf &I S Wi offiblirationtmagerp Syitratend SNorf3p)en Apsif (£, 1961

| ysine or arg pyAfplicatiqn igde i Bitzerésad (Noi &24p) amdubid3, ﬁ%’azol es
can be N sa a@ylmtwema#wn awitzenmpe (iNoi PR8) onrbeminidr [96F.or
exanpl e Quaternar )3 sal Appliagtian maliesio SwyazerloBd (Nai B3V 4honrNowdbi K€ -
derivative, such as %upeP Cople SpedficafiPubdistadnstpe 25p63.r eaction with
80 anhydride, of the afor errent | on@dCravoi Gpyrigant#s3.f reshly precipitated silver
oxi de on an ammon- also with |socyanat es, adanagegusly in the ium

hal i de, or by reactron of bar ta e Vv .
conensi o agkses = s ik (RMRE CRAPR sl B, g
resul ting 4-unsubstitut ed COF@DGB 9)$ C2BB($I(C2B42I(DFE :EXHIDHEYE2:33), MCAB43 (D1:D3:D4:
anmoni um 20 easy to hal ogenalt‘:é:‘rlb,nCZBﬁfS(2!1q@lisli“thS()nCa‘i‘ié)r4 Ex:dAg) eCzﬂﬂélrlﬁﬂBues
from whi ch, b&f&ﬁﬂﬁ&ﬂ%{d&aﬁ&i:ﬂmom% by treat rrent with a chlorinating or

brom nat- for exanple those nentio g&ﬂ TioA® agent, above all
with elementary chlorine ammonium Sa FsEean Ee re ared. If desired, or

bromine or with a conpound capd¥¢w zbrnmonysavé»t%angethﬁwuse carried out
directly giving of fywghbma N@m@Ep, bf Ay Rorphhate I &gl dri ABstititit A ihlREposisien &F =

sui tabl e i on- exchangssed acacﬁdmgtertlterlm Sazmzmandaaﬁllnileﬂqqh}altr@rrhat gdun whlah krnmvm 40
Waen t he new co olFiets, Swirerk TS HA N GROStIE b g A Pesufityicd dpgo

ITp nti ay cnt ei‘ca t ]ammo SIOUD, herem ifter )glc-
with a re- %rbg;ﬁ ﬁ lth %yt (Fb? (9515‘5\‘11 %1& Mrecy@&;hﬂ{an
| ower al kanol OI’ Klls t@ edpﬂco be @Qxﬁmﬂﬁs aﬁﬂihaffﬁ Xﬁdﬂd’c&ﬁonoéroﬁraeﬁﬁ’&if eghich
whi ch such as a haéscrdbeq 13 udnp hbsnahee fdlowigg)| spitrat enay b rsebstitutied fiy e 2l (gaqupt @dbyorts
resol ved into the an aromatic or araliphatic group or a saturated ;

"agf t invention tes to nevr{ - or, unsaturated heterocyclic or heterocyclic-

a conventional ;gapy _pyr les and"fﬁi or enent i onedphateag,t,ﬁpgbgh ar e,h@arnrag,eé sub-

The new 3-am no- PYItRZFese:s, inkeRMinl prbhmwl-amt% csunmtcd by alommkelrw to@mﬂkommmr
in the presence d@rdolen sibyisgeda i thy @@ﬁ r?ﬁ%lm‘gt a- or_ab g of?0

i vent s, condens FIERAAL LS g o1 et Eoiin Ty, FpsiEes

salts there- Orlsc@i e@r R 10 ouﬁ OftY s ltﬁli‘ﬂéi%l'ﬁaturf@ SEmiMe byl ethfl, SHbi1, iid0 1‘3 ded
to be used as nedi cmareretvs.:omponﬁdmome undubstitufed die s ior @kighn de rbragehpe batybrvsyitie haxyl

D he-form of pifmseace N e e e e g
cont ai ni ng | *sai d cd ﬁﬁ’gﬂg" iP e‘v‘ég %’@s ?K(;IXQOI o b1 S44 ‘f’i ampl Eyclo_
monosubst i fut eco GRG) um:tldl&ga] atom\y, a1agan @logaua| Calkglrgrdupos‘t.gﬂa‘élcﬁclop oglmhbxy( d)
and  quinol yl - (4)1 taﬂetmthtvlr gloes whiglo fis d pmudd i o@l!ﬂl e hﬁc@ﬂtaﬂkﬁ 1k3b%tPltPF’é<Ff

sui tabl e used as 9% ng, te,rl al s ir %tylfrﬂﬂhy 1}{;\’] n‘ﬂir 60
sl ol veed o:” Mt bl a0t P S TG0 S
adm ni stration.2s Slgtohlﬁbdoﬁtalﬁlag IlItSWScaﬂJble aﬁmbﬂlﬂn@wlaﬂd) gromsrard or ds éClaljy‘ phcnyl

qui nol yl - (4) - car bdowgt alkyl orydkody g@hmtzredmrmwecreﬁﬁ“mc > y 65
105 ester such as o%’ﬁ?th%ﬁbm %’%’6 or ¢ ‘@j’ﬁjr uéﬁgj‘?p ‘fd@f " lr}gfor
aﬁ{ %td@s'fred bsitibg a G d Nk pREYidyIAG ) ﬁ)ﬁp

J
£

23"

wat er, gelatine, I =y
starches, magnewi mmhes:bmpoadneg alk@ab eadicelggebad| e 8y sumymtﬁsleMxyb mteeebto or ammo
acetonitrile, whegeup CJ%POSlb@nlz fivapigge ’éil group esthe gephgre) rgreerhan gich 70
h densat i on ﬁr rme c 01- aﬁg& 3(8:11 11 ere e meant ovufga OXY-
the con 5110 1y be 1a1 P& Fn o€ B ialkyR! or cyclo-
chol esterol or 45 by (1 r yl ambm | aydoxy( grp up@,Cﬂ)HOﬂlﬂHyl’allnine gio@psf alltylRE@tinihd) oAalkyddnbre
known phar naceigt m&lbecarrrqxemse, ﬂ' hemetm&mkrrm\Anmmmfr@tkylenelmmo or thlaalkylenelmmo

th Iy P
narmaceut | car P STEALL0RIRK D2 bleldifeaThe it St gﬁ g MR Shl ol Ly er
known or form Ofthe chh@)ﬁﬁﬁaljn atonf %JPT yraié laﬂlino, MhetBBanilhds e

known mnet hods. [Price 45.64.] Capsul es, or in liquid form solutions, suspen-

Dependi ng on the reaction condltlons and sions or enul sions. They may be
sterilized 50 starting materials used the new conpounds and/or may
contain assistants such as pre- 115 are obtained in the free formor in the
form serving, stabilizing, wetting or enulsifying
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of their salts. Resulting free bases can form agents, salts for
regulating the osnotic pres- salts in the usual manner with inorganic or
sure or_buffers. They may further contain_organic acids. On the other hand,
the salts other therapeutically useful substances. The 55 of the new
conpounds can be converted in new conpounds may al so be used in veterinary
120 a known nmanner into the free conpounds, acid nedicine, for exanple in
one of the forns addition salts, for exanple, by reaction with nentioned
abov a basic agent. Thus, th ﬁﬁlts are useful for The follow ng

Exa | es illustrate the inven- ri||r| fying the free bases. - Acid addition

sal t s ethylaine, PEhpylatiifo, (lifebpglaminb ny olaved amytaimnb-lakylapdiukmemahd afkyl, ...
E)(AI\/PLﬁetnyl -N-propylamino, N—methyl-N-m pliylengimingalkyls epe al drohalic

oo s S ST ar, S R et o o

hydrﬁbirﬁgﬁsz ) o 99, tha DEaAD, 2P B GEkAtREY by a@at 1Rl tof lalkéxyi N 10

per chl lﬂé’th}ﬂplpemzﬁldi, |ocNmydrbﬂyetmgmzmo aoerdPs OSth mslcn etomg ©r Rofayatpanol “i s boi |l ed
for 6 brours. r_ph Egl) 2Yfhaff cxap P‘Ei%dy uch,as ing,
cryst aL 'ﬁhﬁ@ 5 lfﬂgtl m@f ?mﬁiiﬁ %uPisP 'p:i/ i sact hD Imnﬁthyla;gﬁ% H(4P r69p| oni ¢,

gl yao! hdidgen ﬁt&ﬁ; biC the abékk n@yﬁoa@oh@l OfradichieRf @presedtchydrogen or a lower alkyl 130 4
937, 73& x;l;gro@slg oug;;;l ned V\/ry ch B%F‘PS at t21131ntﬁ%ﬁi215ﬂ§1rf%]45 % after
recryst & 1VLeEPIRds ¥ By di- rz ‘ﬁ 5 1550 C.

35 EXARBL B e et qg“é v 0 4 qﬁgo&rgror)y nydr a-

A sol ution
The

EXAVPL bwée- ali@haﬂa ahﬂ;@lugraﬁﬂisncchr het:‘efbnl cot i noyI acet onitrile and

of 9 ggl\}ahmac@&, fplsgqam%%tcarmwl amﬁ@@ﬁgc of et HATON :
acet onf¥ Ftjves, sugh or ophenyh=r"ea xture is then
evapor g géi el i 3 somdh fa,@f;%f‘;hggc and 2 cc of 10Mya gVég]m ic hydng- in a
wat ep - pleplonz@cunwm: canpivdlxhaciﬂem deie is chloric amtkd in 75 cc of ethanol is
refl uxédogf’-@r,h}'&@y'i@ammév t:lsttltzs?lﬂlplfozed from wat er o yield 2-isopropyl- 6
hour s. f 2N 3-ami no- 5- pyridyl - (4)-pyrazol e of

i’ Birar e
b
the f OEﬁmfl@yl améd ;‘g%;@k"@?ﬂo BBk Ut QRCARRERSHR £ BHE afpr & adhi ch i's
di so6l v;etdpwytplmmelat | mg}i in umbsh ttd 0-mectpl, @thi/lC propyd,i Wyl of i Ip rit)el‘gﬁrdp, t hrough "

Norit benp gﬂot"é @H"“I;gp bYam B gjﬁ@t@dmn qégg! y addi ng
s DI G e S R AR SRR e o

3 'g
pri Shs ke mmomél@t ﬂ@l@ﬁ@ o e @weE)iiM3LHRer3] or lower alkylphenyl
50 15 ;e:;lq_@poq gu 8. ox: benz mmg"TOT g -g%%tg g‘f Eﬁin mﬁj.ll‘l Sl uch a ;lglé\Z)a sol ution of
9 gr anpdds, 2- Nyd | ne i godt Gl Ofd (IENIEEXE W€ i S

refl ux edrhfe @Ew B- ai‘mﬁu-rpsraﬂ)&d ltHae nN@Vs&pQﬁoﬁta@dN-Ta&t
. ecr3§stiqi"htlvzse@d fap aZSOam ugy deriva- g tives gridcithe Saltppf rhslsylcm(ﬂ@%n@— am no- 5-
¢ Biriapsis , gj‘n dPeiil 2 %ﬁf‘%‘ tiok I3 159 FBVI68Y M EXAMPLE 6.

PQAI dy by f
poun s of thefor
analgesm and ant1a11erg1c and as far as 2- m xture of 14.6 grans of
i son| coipermwycom@emﬁmmamchler}y - (Gf-gr ans of condary butyl hydrazine and 150
cc df gESY-wireridl chhdl: spgo s pyridyl . R
) - pyrazole, are concerned, also Rypotensive
(W properties and may find pharmacolog1ca1 use N\
in animals. Above all they may be used as _
medicaments, for example for the treatment of l ” 85
45 inflammatory or allergic processes or for /C'\ *
alleviating pain in humans and animals. OH Cols
Furthermore, they are also valuable inter- 3
mediates for the manufacture of other, more
especially pharmacologically useful, com-

roy ramﬂ&.rba}ﬂbﬁ desi-due i s

W
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pounds.
Particularly valuable are compounds of the
formula

and their N-acyl derivatives and salts thereof(

in which R represents hydrogen or a lower
alkyl, hydroxyalkyl, aminoalkyl, mono- or di-

in which R represents hydrogen or a lower

alkyl group and their N-alkanoyl or N'-alkyl- ~

carbamoyl derivatives (each of the N-alkanoyl
and N'-alkyl radicals containing 1 to 4 carbon
atoms, especially the N-acetyl and N!-ethyl-
carbamoyl derivatives, and their salts.

In the first place there may be mentioned
2-secondary butyl-3-amino - 5 - pyridyl-(4)-
pyrazole, 2-secondary butyl-3-acetylamino-5-

pyridyl-(4)-pyrazole, ~N-diacetyl-2-secondary
butyl - 3 - amino - 5 - pyridyl - (4) - pyrazole
and N - [2 - secondary butyl - 5 - pyridyl-
(4)kor -quinolyl - (4) - pyrazolyl - (3)] - N'-
ethyl-urea and their salts.

The new compounds are prepared by known
methods, advantageously by reacting a hydra-

100



refluxed for 10 hours. The al coholic reaction solution is purified with

car bon, evaporat ed to dryness and the residue is recrystallized from
agueous—fethanet—to—yel-d2—seconrdary—but yl - 3-amno-S-pyridyl - (4)-pyrazole
of the 60 fornula in white crystals nmelting at 138 to 140 C EXAMPLE 4.
[err] 25 A solution of 10 grans of isonicotinoyl acetonitrile, 10 grans

of phenyl hydrazine and 3 cc of concentrated hydrochloric acid in 100 cc of
ethanol is refluxed for 8 hours and then rendered alkaline by adding .
2N-sodi um 30  hydroxide solution. On the agdiiion of water a precipitatg M
forns which is recrystatti+zed +-o—yield

moTr O

Zinesc le b \4 3 malomc, mngu(uq:,n algit, 136
2- phenyl - 3- &/ no#TSE 05 {% neé(sth.ax gtfms 1nm%1:‘tb¢txfz tggrg;rﬁ,,oronq;l}xf:,a tartaric, citric, sgc1 %N\/PLE
to 137[err] C posl:g' ely to the carbonyl gr ic, dxhydroxy eic, enzoic, -
7. lcast one hydrogen atom and a nitrile %Bmvplgﬁg §lacei¢a 640 > enzoic,, 4 - T~
i soni coti noyl_ %_Cétr@mnmlq E e(@qygloalkaidﬂ)&)ygdlm deYdrb)S’bdledi):Qt i ﬁﬁl‘jﬂaﬁﬂ%l et aftinkrhit,| ego

ene 1F¥1‘C: ﬂz @nrgvsalmhcon-

3& 0 " ‘3%"’ AR -

and 40 refluxed ¥ re‘“;"v

lhm A5
benzyl hydr azine iledBhal amaif 'Z}ng fﬂle?ﬁ o

absol ut e al cohol p&ﬁt&rel‘a@rf tixank r&EnC&Q ah@ohk[eﬁs— 5thaﬁEhﬂb Br@@é &eﬁ)ﬂn r]pdr
evapor at ed t o }r yessant, fVWXIareplstalstrbngmtﬂ suthfre S@ilemsuﬂmmnm,&aphtleaneadpmm lidsrd 75

the residue crys ﬁj‘: Ig%cd“ r Shivl Sglali{ﬂntsggflp or eaﬁﬂalﬁmaﬁaﬂiq 9%%12 A tsmes Werptoptiat.owe d

to cool, and et NETThe t ki laindpReiieY lan B N3- ALl HOrlEiR fHE Pe &5at-at ed

crystals are fil t@hedin dbveniohdh mashbr, (o §xafayle az OQL&teﬁfaryt Ekﬂmcfnﬁfnmdzlh@ can also be

suction, to yila| @i a|seap: 2}’9Id€13’afa§m ﬁ@%ﬂﬁyhde u:% -pior ageiple oTJy tiaetidno rwith| @0

oned re tat d -
[err] 10 in whi RV SESTALS CHERETH gﬂ&l‘ ahé‘?‘(’)‘raf Hileh ‘g% e a’%ﬂ?é’n
182-183[err] C. be@fdc©h bRMionRCEidOink bdehe, 48 @4l a Ao T plhélg Pledbe ocan
be prepared as folA owslting 4-unsubstituted compound is basic e3Q-into ammonium

50 500 cc of &Bs gﬂswéﬂ%ﬂe@%mhe dpesitisp malﬁ off @ﬂd morvaw felahpregtion with acids, 85
soni cotinoyl acgLqiTble ri“fﬁar TEA s at%inﬁ“ef“ﬁe‘leﬁ’ \,ﬁ@‘
boi l'i ng 5 grans: blomhy E&ilthl"hec ndl c@pabl@ Qllﬁ@xchz& OE Cout

sodi um has di ssevipedff ¢hlvgne ogbowingt & raduttmgnolwuarﬂe Uﬁﬂedﬂamﬁwﬁlefidhliexchgn

UI’S

The mixture i §5dFe§tafYI 10U FRPOF puafenated i 4 knqpn @gv_cpremnds opnin @Fym-l an
s clarified Wi fdived f°‘£"%bwifr§a¥aéﬁtﬁﬁ bt hé‘}“f”“l °§ﬁ TS
al | oned evapor at:led; aﬂﬁlnﬂt{ yulpRefite ofl lphhtd Ghefel S icite sdpSratre@Ur resoRed! iBto ¢#3Qhtigoes
90[err] C., tr aff W|th 200 grans of cry stmdqomutwﬁaimrm cohol, to yield
3-am no- 5- Sﬁ rf (;;aghgggd; r1|olnns fefgsgrllé‘ce délflv )] ﬁa q;ggrrazoles, their N- ';1‘c,:yl 95
pyridyl - (4) pyr a&QJb@an QJnHHll QE QWS a'hél '3 ca 1?@%@@ (&Iﬁerﬁz
hours, then all owedxtdbms,caoiopm nrempzdnum bh bmm epf and rhed tObtIQRE 2k ayicankesits
separated. \Wg ?8’(90"66% if slpsirgd MM%HM%@MCW i @nﬁ’?tfdmawé phatriesguticsl opregagtions
[err] aqueous ph&&E." Laaneg Aied " Eofindtsn ﬁa‘i@fﬁ’é"%"“é‘rgio*“ e ] 190
nmelting at 192 tﬂ!nﬂl@,@ 4T 1 3ndC qu%&%ﬁj’%@ riles sohd or liquid pharmaceutlca Qar&r s rg(tur €
&pmply r @A 0bre pAEhrd) . 75

of 1.08 grans ofus@l sseﬂumtam yreriaist apdl -tRir salisnede Sf%)bnlledylfe

settl es out. Agt
allowed to stan
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dyl f y@epamd y;gsqbawaf i

or quino -carboxylic ~ aci
ch as an alkyl ester, for example the
ethyl ester, is reacted with an unsubstituted
or monosubstituted acetonitrile, whereupon
from the condensation product a pyridoyl-
(4)- or quinolyl-(4)-acetonitrile is formed in a
known manner.
The other starting materials are known or
can be prepared by known methods.
Depending on the reaction conditions and
starting materials used the new _compounds
are obtained in the free form or in the form

_ of their salts. Resulting free bases can form
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salts in the usual manner with inorganic or
organic acids. On the other hand, the salts
of the new compounds can be converted in
a known manner into the free compounds, acid
addition salts, for example, by reaction with
a basic agent. Thus, the salts are useful for
purifying the free bases. Acid addition salts
are preferably formed with therapeutically
useful acids, for example hydrohalic acids,
such as hydrochloric or hydrobromic acid,
perchloric, nitric or thiocyanic acid, sulphurlc
or phosphoric acids, or organic acxds such as
formic, acetic, propionic, glycollic, lactic,

Inistyafong Sul r rmipuqt I
hat do ?(g I;F:?act %;btlﬁet;?]e@new compc?ux%?
such, for example, as water, gelatine, lactose,
starches, magnesium stearate, talc, vegetable
oils, benzyl alcohols, gums, polyalkylene
glycols, white petroleum jelly, cholesterol or
other known pharmaceutlcal carriers. The
pharmaceutical preparations may be in the
form of, for example, tablets, dragees or
capsules, or in liquid form solutions, suspen-
sions or emulsions. They may be sterilized
and/or may contain assistants such as pre-
serving, stabilizing, wetting or emu151fymg
agents, salts for regulating the osmotic pres-
sure or buffers. They may further contain
other therapeutically useful substances. The
new compounds may also be used in veterinary
medicine, for example in one of the forms
mentioned above.

The following Examples illustrate the inven-
tion,

EXAMPLE 1.

A solution of 5 grams of methylhydrazme
and 5 grams of isonicotinoyl acetonitrile in 10
cc. of ethanol is boiled for 6 hours. On cool-
ing, crystalline 2-methyl-3-amino-5-pyridyl-
(4)-pyrazole of the formula

i's
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the product nelts at 95-96[err]C ni ght, then rendered

al kaline to phenol- phthalein with 2N sodi um hydroxi de solution 65 and
-the crystals—are filteredioff w-th suction EXAMPLE 8

The resulting product is 2-secondary butyl-3- 30 14.6 grans of

i soni cotinoyl acetonitrile and acetyl am no-5-pyridyl -(4)-pyrazole of
the 7.7 grans of [err]-hydroxyethyl-hydrazine in 150 formula cc of

absol ute al cohol are refluxed for 10 hours, cool ed, and the separated

crystajs are - 937,732 [err] filtered off with suction and
r ecr yst alH-i-zed—from-35—wat-er—to—yehd—2—{ferr}—hydroxyethy)— 3- ani no- 5-
pyridyl-(4)-pyrg Ie of the fornula 70 [err ich nelts at 155 tQ.J158[err]
C. After recryd {+=zati on from acetondl+ m ether its nelting

point rises to 3. | _h39.5[err] C. 4.2 grans -Aecondary

butyl - 3-acet yl - el 1196 At 183- 184[err] C. \WorE

am no- 5-pyridyl-(4)- pg,yazol e and 3.42 grans 75 6 :

937,732 of citric acid are dissolved in 50 cc of er. solution and

extracted with chloroform The The solution is c ntrated under vacuum

chl or of & vhtaigd| wiidhomelts iag Zﬁ/at)él‘%.t@id and the- at oom terrper ature until

cryst al laftFareraielizisi e dekotystal i zed From %1 . yield % begl ns to

set in and the cryshatssare filtered® ™ ‘g" é % - (A -

am nos5- 5a nhxtur®fof 10Vghaths SLIBbHr@Hhyded Yi el d t he (ﬂxm:atas of 2- pyri dyl (4)

pyr azol eingfl10 ghams f)ﬁ)pqmgtbtaoyl acetonitrile §0 sedonltmy of 9 grams of isonicotinoyl

but yl - %“é’tﬂe%}f?ﬁoh’@ pg’ »¥he  acetonitrile, © grams of meta-chlo L\%&){ pyr azol e
reactlon xture 1s then e ydrazine and 2§cc of 10 coholi

whi ch t B QS i30S DAk ﬁrger loﬁé’]éldnﬁb 2c &tlet istrél €r4o] C. )

EXAVRLE rélcazstalmiéd fromAvatcmto(juua e-xso;iro;iy(; & gouarnothe 2ddie@mosidz ye blueyl - 3 - am no

- 5 - pyramihpts-pyrigy(4)-pymzplecpf dhedormmd 599d §e hyctyffmda@ggtiog fraxzﬁqy art# vaq s heated for

o)

4 hours at 100[err] C., then evapor fg CHW tf’)e residue is
di ssolved in ﬁ nd agitated (wegti reﬁ saa |Mm) &f%cgﬁat&olﬁ- tion.
The et her sol'ubs r’ﬁld and evapgtin batadding aNdodmnehymldduelm S

recrystal lized from er, e

to yield ‘P@df‘?fg@’( fie 2’@%‘6&1&%‘ gj;w -

3-am no-5-pyridyl -(4) J,p”yrazol e rreltlﬂ}gzé}gof:@ ommgl to 201 err]
C. 20 to 122[err] C/ Asolutlon of
0.257 mg of the abawg M EXAMPLE 13. in5 cc of
absolute alcohol is mxed wth 1.25 14.6 ¢ g Oof isonicotinoyl

acet oni ty Lhig @ggs m8fng0f 15 8Nsal €ohol i ¢ hydwaehil ol cpacid. The 65 13.1
grans of [err]-(diethyl am noethyl)-hydrazi ne al é’Q biMe reaction sol ution
IS evapor at ed andEFWPLF)@ cc of _absolute al cohol are refluxed for3® the

resi dde ° F F | + ether, 25 ours The al coholic
reacti ogﬁ%@yﬁﬁ%ﬁgﬁ% %ﬁ'&tﬁgg hydr ochI ori de [ N-net hyl - then
evaporat:ﬁhlxeﬁdmdﬁylmsnd andedaprearddesi due is pi per iy (‘4)] - 3- amno - 5 -

pyrid I deﬂ S»‘!L)Th‘:tlfe %ﬂeiﬁl (Fﬁ "&KE& domand extracted with chloro- pyrazole
ul

mel t| ygé‘?’t ds £ -amino-3- 70 form Evaporation of the
chl orof fmsol Ut 1 on - ([ er riheltngdi BY lyleantnoet hyl ) - 3- am no- 5-

EXAMPLE 15. 30 ri dyI (4)- pyrazol e of the foFf rlIulI)Le]}6 A sol ution
XAM
of 10.8 grams/Qf dary A mixture of 14.6 grams of isonicotinoyl- P
”\ ””a acetonitrile, 9.6 grams of secondary butyl

hydrazine and 150 cc of absolute alcohol is 55
refluxed for 10 hours. The alcoholic reaction

N solution is purified with carbon, evaporated
to dryness and the residue is recrystallized
from aqueous methanol, to yield 2-secondary
butyl-3—ammo-5-pyndy1-(4)—pyrazolc of the 60
formula

in white crystals melting at 138 to 140° C.

EXAMPLE 4. N
25 A solution of 10 grams of isonicotinoyl
acetonitrile, 10 grams of phenylhydrazine and ”‘N NH

3 cc of concentrated hydrochloric acid in 100
cc of ethanol is refluxed for 8 hours and then !
rendered alkaline by adding 2N-sodium /UH

30 hydroxide solution. On the addition of water 6'H3 \02H5
a precipitate forms which is recrystallized from .
aqueous methanol, to yield 2-phenyl-3-amino-
5-pyridyl-(4)-pyrazole of the formula melting at 136 to 137° C,



[err]

butyl - 3-am no-5-pyridyl -(4)-pyrazole in 40 cc of absolute alcohol is m xed

with 47.6 cc of 1 05N alcoholic hydrochloric acid The reac-=_ 75 tion

solution is evaporated to dryness and the residue recrystallized from

al cohol +ether, to yield the hydrochl oride of 2-secondary butyl -

3-am no-5-pyridyl-(4)-pyrazole nelting at 166 to 167[err] C.

80 EXAMPLE 16. 21 grans of 2-methyl - qui nol A | -(4)-aceto- nitrile are5

boi | ed under refblux—fer—10heurs—wth

ether nelts 10 grans of sEewnddry butyl hy dra2| ne of OBMMALE 422 to 123 err]

C. 14.6 grams of 1son1co eﬁgty rzie rﬁ20? §6t}1 tlgy%ceam]c andn éo
T d for 10 w1t % 3 yl- gra S o ydrazm

85 A solution of @ 'E;Qraggc

DA N o o R e R Ak ThiOTD. Betheit i ON
i s then evaporsat Gliie rBaEmonCs@lum‘n mb&pﬂmﬁdao afymehoIWhil«s sﬂilr @af éd solufidn id.tRoed @itht 0

dryness, the resinduge dsidgo el lijedh fpgrh yl ofarign gngd aﬂfﬂe@h@m glo |2p¢ i c
acid. The re- a E%Lmeié A7 d’ R %5%[%8% @eaﬁ’a lmﬂ % jws,ffl
e sol uti ad-

for

i's evaporated an Fésidue chl ori de. The(@gm

recrystallized fromal cohol + ether, to yield the justed to pH 9 with

7N-sodi um hydr oxi de nohydrochl ori de of 2-([ep+rk:di et hyl am noet hy]) -

sol ution and extract hiimey hyl ene chl ori de. 40

3-am no-5-pyridyl -(4)-pyrazé{ ting at 153 The net hyWe Agpl ori de

solution is dried, puri- to 4 err] C.

fied with carbon and hi gh epgpH L aed. On EXAMPLE 14.

the addition of ether, Egﬁ:onda‘?y e%{ﬁyl 3- A solution of 3 grans of

N-net hyl - am no-5-[2 - rrethyl - quinolyl - (4)]-pyrazole 95

pi peri dyl - (4) 1hyid iz mtaéhmhlnglaoliﬁlmtvdé: i n Btlong f183-+83t6rmul a 45 cc of

al cohol of 98% StIIS@'H ipoy] gceppp %ﬂ ‘Wf‘ B &2B8 ution of 2]% of sodi um 'Flp
Bl o

1
" Soolc 2% @viyiiiped Tha4BreReis R oiOfdicoHic hher de

40 cc of 500 €5fra11>soﬁ!|ﬁ§
is filtered of f,inblae gfamb birsadi@n inSl. sadﬂed bbifingAl Serautslcmnxyd}ﬁzuﬁéhy&agnarrso od. of

i soni coti noyl 1“6001waleerJm ellr P‘qdeml bps ﬁ@@lveds tbﬁf andee E}€°é°1z§¥€ gﬂ@ hpe ’Iihhol e

= ref uxed for TGS IR BP0 ol Faur Sty S v

- 5
evaporated to drt}e!flé‘o‘i% %@CE ! &teﬁeﬁﬂh @gfaﬁls ML fréin WRSHET, toail ;rlinafse te
with ether. The isgig@ni¢sacid @thyl estbandt 120 @rains of e pylidylet)-ratakadd pfrbe fmtuha sodi um

hydr oxi de 7acqt rile and refluxed for 7 -hours, then . 7 el ting. at

130-132[err] C tla%Lﬁ"f’% rzfed"”%&h;”:%o“‘“‘ic‘*;‘% A
S-pyridyl-(4)- pygazzq{yylloc ac{zi[ @fel jdde®tedthe Ur ea of hydr gchysori de
prepared w t h_ alagulow! phese, itohigotingyl pagtoaitriiyyafrtiechl ori ¢ aci d be(\,H mes 4 ranspar ent

at 155[err] C dp@felts at 182[err] C

[err] 5 The 2- met hyl - qui nol i noyl - (4) - acetonltrlle used as starting
material is prepared @_ oﬁ‘%'tfgrsm ute aleldrsr 1% 1%a8ed drop- wse to
8.1 granms of sodiumin i ng absol utak@k ygne. After the
sodi um has di ssol ved, about 2110 cc of a thlAl’ﬁmmfre af dOBQrarand 1-etaéme are
distilled off. The reaction solu- tion is th@ﬁylé’raméwétg? yridyl-Chorpyrazoly agfl)eéir]

llowed to stand over-
C., 50 grams of sdesiuhyfiec mntyhﬂﬁuamonafmnd wath &l anh il
g the pro duct)ﬁllelts at 95— 06° C yi l'é cﬁlgﬁ rendered alkaline to phenol-

phthalem with 2N-sodium hydroxide solution g5
and the crystals are filtered off with suction.

¥ EXAMPLE 8 The resulting product is 2-secondary butyl-3-
30 14.6 grams of isonicotinoyl acetonitrile and ?gsgllﬁ:nno-5—pyr1dyl-(4)-pyrazole of the

7.7 grams of B-hydroxyethyl-hydrazine in 150
cc of absolute alcohol are refluxed for 10

hours, cooled, and the separated crystals are
filtered off with suction and recrystallized from
35 water, to yield 2-(8-hydroxyethyl)-3-amino-5- N\N NH- ﬁ- 0”5

pyridyl-(4)-pyrazole of the formula
by O 70

/
OH3 Nets
 J-AH _

i which melts at 155 1o 158° C, After recrystal-
a‘é"”a OH lization from acetone + petroleum ether its
melting point rises to 158.5 to 159.5° C,
4.2 grams of 2-secondary butyl-3-acetyl-
melting at 183—184° C, amino-5-pyridyl-(4)-pyrazole and 3.42 grams 75



15 and 21 grans of acetonitrile are added and nelting at 171-172[err] C.
the whol e boiled under reflux for 7 hours. After cooling, water is added
and-t-he—tol uene . EXAMPLE 19.. o 50 | ayer
separated. After the addition of 57.7 4.32 grans of 2-secondary

butyl -3-am no- cc of 6.06N hydrochloric acid, 2-nethyl-
5-pyridyl-(4)-pyrazole are allowed to stand in 20

qui nol j noyl - (4)-acetonitrile of the formula 85 cc of ethyl acetate and
1.31 céc methyl iodide for 12°Hefits at roomtenperature, and [err]

t he cryst &z i exrd Jﬂﬁﬁlvefillh S@Eest Witek.N ShGdnl 88 dkPacte@ Svithl @lofbiord: FRCONDAry

but yI - 3-Tei splaticd- s . ltated (whder pipev@mol| cé\sl;i;mhmomlflhn%? e\fapt;.(r}gﬁi faed nend- err]
preci pi qggl \g{flﬂﬁ a;%,’f £ T% %I I £ Fonsy e iexioly feayicd 2al cohol and
wat er s gﬂo ﬁgﬁg ?:rt aie T pl-p;l;lrrazolc(i)lf?] E) 6L 6 grans

r1d l 164)

an .9 grams of

of 2- seeamﬂamyy bbtgt- ;Lhcetalmmw@y&iyl @Y | pyr azol

et hyl - % AR uafrsetf grateridati 69° 200 cc of apsol ute rrelti ng at 186-188[err]
C. di oxé‘ﬂ 1152538 @280t ube for 6 hours atW 0 C. The hot reaction
solution is treategdmaid b EXA ) 60

car bo¥® and rﬁlxduteeqsfews Tﬂaas of stcanhdsrywhl ch preci- sé ution of 14.6 grans
of cycl éH 'a"ii?‘ta% fi efcd ‘f"PZg are filtered yhth suction hydrazine
hydrochlhn de1h 1bd3 ;;,Zéﬁ? [} and washed witfh dther to yield N- [2-

is treat uﬁa\jlatn tie ﬁﬁdthld aﬁolﬁbﬁ iRetBergr ans of secondar
but I1554p!yagl dW(tm N W@zbﬂdydxxd - - sodiumin 40? cc of absol ute ethanol.

The pre-‘° 5The ‘ re51 e1 e ﬁ%ﬂ I}%’r“forrml a- CH3 ci pitated sodi um
chlori d@thhs Cegsﬁ 45?:3 gram; of isonicotinoyl-acetonitrile are
added t G-drie ylnﬂymct)@yxam rhdltﬁlgl‘aemlt | Rdkiddiaxiob k20h Scboi | ed [err]
under2°ré<712@?<cfor 0 hours. The reacti AnsoltdnUef (I.ZS(Z)I‘JlngI & thrsoveehsapor at ed to
dryness, 1t4hse m;(ﬁ sol.vedid g}ldetlhé I0f at@‘&lﬂ Pls}S at,’fetbdlﬂahéﬁ the

whol e fiihi 8k ARoGRNaRRLLAL €, foﬂ ﬂéﬁ;%ﬁ if 2 am no -5
- pyri c‘i)_y lin 1 04c):-of pl;solatz (alcehobire trdﬂexeﬁ (ﬁqrrm @re l.g,rerr crydi) lgeung,magnco § rr] C
EXANFq_Etll‘gén o orated gfo ness a i he r 1 yhﬁlﬁl yﬂ(;] led@chlqnde ag- [I\;l-yrgetgi-

5-pyridy VA ZA) Exn iy T i rsgdyEtvat €)arg heated in
a seal edoiﬁUB&p&@t[f)nﬁ)f mﬁﬁs)ma&f;ﬁ@&pwl %EZ °I'ﬁleltmge H%?I onigoléjt ion i s"%

The al coholic
%@e‘bndar y butyl -

133%% 187[err] C

0 evaponralded -t oﬁigﬂwéswoqml)@anbm-hg purified wkiMpLeas.bon.
re5| ?ﬁe Pyl @epsieaef e BYUS  from a%f: hytlont of %IgdmN- 2
of sto il? dﬁk

cryst allizes After pyridyl-(4)rqsxtas @h?d?&hl 1 a h@ k- | Bft to
recrystalliz et hanol the nhtselagn ppoavmoraredttaﬂdnmaﬁnheght
Chloroformis adde NMe 1ises to '$B8E IBT gpiesef from aloohol k- cther, to

reaction mxture Wm’l(:h i's then rapi dfyfE%s I8 ‘%?" ﬁffﬁe‘j%""s:{}‘%éjm hydr oxi de
solution. The EXANPkﬁ.@/l,V(a//s)a to 167°C ch oroform so ut I on gos dri ed
and evapor at ed. EXAMPLE 16.

which after recrystallization from ether melts

21 grams of 2-methyl-quinolinoyl-(4)-aceto-
nitrile are boiled under reflux for 10 hours with
10 grams of secondary butylhydrazine of 96%

at 122 t0 123° C. strength in 200 cc of absolute alcohol. The 85
A solution of 259 mg of the above base in 5 3]coholic reaction solution is then evaporated
35 cc of absolute alcohol is treated with 1.25 ¢C (5 dryness, the residue dissolved in N-hydro-
of 0.8N-alcoholic hydrochloric acid. The re- chjoric acid and extracted with methylene
action solution is evaporated and the residue chjoride. The aqueous acidic solution is ad-
recrystallized from alcohol + ether, to yield the  jugted to pH 9 with 7N-sodium hydroxide 90
monohydrochloride of 2-(8-diethylaminoethyl)-  solution and extracted with methylene chloride.
40 3-amino-5-pyridyl-(4)-pyrazole melting at 153 The methylene chloride solution is dried, puri-
to 154° C. fied with carbon and highly concentrated. On
. EXAMPLE 14. the addition of ether, 2-secondary butyl-3-
(A solution of 20.2 grams of N-methyl- ,ming-5-[2 - methyl - quinolyl - (4)]-pyrazole 95
piperidyl-(4)-bydrazine dichlorochloride in 510 4f the formula
45 cc of alcohol of 98% strength is mixed with a
solution of 2.3 grams of sodium in 40 cc of
absolute alcohol. The precipitated sodium
chloride is filtered off, the filtrate is added A
to a solution of 14.6 grams of isonicotinoyl
50 acetonitrile in 100 cc of absolute alcohol and N NHz
the whole is refluxed for 10 hours. The alco- CHy W
holic reaction solution is then evaporated to |
dryness and the residue is dissolved in water CH
and extracted with ether. The aqueous solu- C'H/ \0 Py
55 tion is rendered alkaline with sodium hydroxide 3 2



5 12 grams of chloroformc acid ethyl ester The resulting residue is
distilled under a are added in the course of 20 mnutes at O- hi gh vacuum
and the i 2.3 grans of..
i soni co- 200-208[err] C. under 0.08 nm of pressure) is 50 tinic acid in
250 cc of nmethylene chloride and recrystallized froma m xture of acetone
and 10.1 grans of triethylamne; stirri ng is then petroleumether to yield
2-secondary butyl-3- 10 continued for 5972 es at 0-5 C 21.6 7
(n-butyrylam no)-5-pyridyl-(4)-pyrazole nf gransof 2-secon

but yl - 3-am no- 5- nfeﬁﬁlhgmﬂ Esopysrd@leq(sémuqsyr azol - @heylacddae.dzolye(sp]hnl-memmremtsr
sol ution at Q5 C., Thenkideoehlarid¢ prgparest ‘@émlml‘l ed the formula [err] for 2 hours at
20[err] C. The pr%ﬁiﬁr’f& gtfs \Pis yagsPRRFAL 105 filteredoff and the nethylene

chloride sol ution Vaghea iHdynquRtiRg- (a)r:hdetartmad The due obtai ned by
evapor ating the sabedtdsopartisg mecriylstsalptepzed 4srom a ield 2-
(4)-p Weromdiest, he

secondary but yI - 3f¢leyii oyl am no- 5-pyridyl 20 2 _
formula nelting atg, $0§‘§E§1(1’F’ ﬂﬁ)% . 10.12 grans 04{ |so%utyr| c acid
anhydri de are’ apdeg; htgolde Géluﬁf aﬂﬁeer‘le ods@candary butyl- 3 ggamiho - 5 -

pyridyl - (4) - wswm,ebcanuocsefanmkmrewgaleprmllg4 195[ er r 1/EN\
the whole is all O\RE‘HW% §fe'iﬂ‘f6 ?hgrg “"nﬂlg% reaction rfiP#t ur®#s then
é 0 cool t

(nr—p

di ssol ved in chl org,ms onic acid ethyl ester form and rapidly
extracted with 1% sﬁxdlzurgra&s aedfonmﬁle pfeOfaid@NAd  aiyat pbe_ane cadded
hydr oxi de sol uti orthe ¥hade (bme@)rumeorrrﬁuxsfm ﬂthoum 25 to granms of

2- secondary butyl - ‘fr’éféﬂ°¥f§ed‘vaifs‘s % dramTh we’s I15E| n | esrdue50
65 5-pyri dyl - (4) - QYT g7 GloeN hydt6tniok zemeﬂslleg‘g %g(l,fp%afé"cf Lﬁéﬁ‘d rLom
a mxture of ac ap@olmby-(Hiacndiudy ef the @hhul Chl ogs Rhb1Sac

to yield 2- secondary but yl - 3-i sobutyryl - reactlpd)qtefmmhnue amomhemrsratdmerand

rapidly ex- am no-5-pyri 4)-pyrazol e of tH S Hivere gheny fllere (vithjspggion to 55
N- sodi um hydr oxi de sol ut i’ he 30 chl orofor ?pys?ﬁ A OE£Y§;ﬁeq§ﬂ%§ddy"
evapor at ed. N, CCCHCN [ err] The resulting residue is

distilled under a high vac m and the main fractio
under 0.09 mm of pressuref’—’rs re- crystallized f
and 35 petroleum ether. 2-Secondary butyl-3-pro-
pi onyl am no- 5- pyr i mselpit{tes) whinhy #epteerystabifzation Heomf or mul a [ er rfv\_
128-130 C. & shxtute of alcohal and YHTESARBLE* 25 10. 8 grans i, 2-secondary
butyl - 3-am no- 5- pyrl%yl (4)-pyrazole are heated wth 20 s\of pyrr di ne and
7 grams of benzgyl chlori deEkoeLB807.m nutes on a wat er - 2k cool i ng,
75 the reaction mp>§ui_3l ylﬁrpssff@[sieqol%d% hgfﬁgr%%;f E%L The nel t| ng at 122 123[err]
C. is obtained. are su filtered and
treated with acet ci?ﬁaaﬁe,&mgéﬁg ?j@w%ovec o%if@a'gé)sooa mefppe at %86—188 ¢ EXAMPLE
23. 30 C Theshot |rdattenedut®f1f1s aredtieh filtrate congantrated, 2- 10. &
cc of n-butyric arg"\ te»ifﬁr Fooﬁff ax (%]':%: (yhlc sgﬁ%’{ndaﬂé‘\ y solution g)félﬂm % gran;% 0of cyfclo{:gxy;i
butyl - 3- benzoyl am | ether M fazige hyd cc of ethano
bULYI - 3- am 10~ 5. Lebhiuiy THahbh S bl a B iened it & olibn of 23 e

b.p. 194- 198[err] C.
ure of acetone

- 35 N'-ethyl-urea of the formula cipitated sodium chloride is filtered off, 14.6 65
grams of isonicotinoyl-acetonitrile are added
to the filtrate and the reaction mixture is boiled
under reflux for 10 hours. The reaction solu-
N NHOONHC H s tion is then evaporated to dryness, the residue
N dissolved in ethanol, carbon is added and the 7¢

| whole filtered. From the concentrated filtrate
2-cyclohexyl - 3 - amino - 5 - pyridyl - (4)-

/ \ pyrazole of the formula
C’”_g 02”5'
melting at 142—143° C, ”OT
ExampLE 18. V2
16.2 grams of 2-secondary butyl-3-amino- N
40 S-pyridyl-(4)-pyrazole and 4.28 grams of
methyl-isocyanate are heated in a sealed tubc ‘
for 6 hours at 60° C. The reaction solution is H
evaporated to dryness after being purified with

carbon, The alcoholic residue is recrystallized
45 {rom acctone to yield N-[2-secondary butyl-



[err]

937, 732
230 ng of the above base are treated with 210 ng of citric acid hydrate in
2.3 cc of water at a tenperature of 27[err] C.

for sone tinme and bei ng cool ed,
am no- 4- net hyl
crystallizes out

as follows:
179- 182kieg 4t]1855-183¢ Ecdrpiatliadsomgafieaf tmrxdyldbmpwokeand che4 Gh
feomedtianet deimsiing pathn ted oFfen

| it resecoypallizag
t ol ueriEs ©ABF=!® e sodi um has di ss‘(gjcﬁg it

26.

-5-pyri dyl

the citrate of 2-.
-(4)-pyrazo|e
in the formof yellow crystals.

[errd - (isonicotinoyl)-propionjtri
45 500 cc of ab&l

nel t -
The

e used as starting material
te eth

le

sodxum h G‘:\;ﬁgggﬂq % eX-

econdary but yl - 3-
ing at 106-113[err] C

1g the,

9

to stand
40

is prepared

mel ting at
Akt m‘ sodi um'i n 1.5
0454—4419

EXAMPLE

Exampie 21620 cC of  a dilodiodh GolofonEs AAGD ndaa@bott&huene 110 cc. of
Thgr esrdhnsttetldhedlsomftﬂlemdn@OOI cc of fresh

a sHl utlizogranof ofehpmifarmici avidgdtiart iesdr

absol @ge%;d@ n the OOEE, Zoraf“ Q}E?Co
a‘dded‘tml é%élﬂi bfrl'n 18'% ﬁcfi dé §1d
hen af. df QridiBimire O st
gr dfs comftmu’éd for S(bmnwtct |an |0e-5‘ac,€i dllét
but yl &3¢

2—se nda -a
o R R s i

3

cc of gl aci al

|(b0111ng at

|f
L BSERRaeE opLeh: e

Sa1BGT Gork QMhhidkala| o Geefy
Btrélein @her L yitld Zad:dﬁldrydfu

acetic

ot 6l uene are
? borm ne per

% se to 10.8
1bufé'§’tﬂerﬂ°>a§1wﬂsiﬂ24)gqym‘%€ ‘Eféh*’ondar y

8Br opi oni'trile are added and the whol e
boi | ed under

refl ux

for 7 fhaihgrs AfDerc, (I(h€)|pi'et':ig1tated550 acid at a tenperature of about 30[err] C.,

wi t1A dmtlseﬁlteteé ofidgbthe amityltﬂqehlt)meuene W ye
react fY 10%

6. 12N 1\VllkDalikc@aks
a- i SOoBdcodiry Ihﬁryl|-3—1|§nh@pﬂn0ﬁantmd— -eyndfrl the tated, i

th
tamed ‘Ex

i
etéHe O 1d

After
@.s al ready PaNy

r at ed.
d|t

1%

ﬁre?m i-

strrrrng The
,pf 3&;5 cc

chIorlc acid,

evaporated to dryness

i n Yaétioyradsrofrtie formga The crystal line resi due s dissolved in water

[err] and rendered al kaline with 2N sodi um
2- secondar 3- am no- 4- br ono- 5- pyri dyl -
[err] prend pi)
EXAMPLE 28734.
grans of secondal
reflux for
reaction mxture i s>
evaporated to dryness and the resig

melting point crystallized fromej

ut yI

10 ho

120- 12t[ieg m]194;_195° C.

3- am no- 4 ethyl
the forgy

& & 5propton

o i soni cotino
gﬂsogf;zygrazrne98$ 5%@6
A 200 cc of absolute .
ing at 117- 118[err

r dyI (4) - pyr a?*’éP@ m‘?‘B‘r
E an%fdﬁ@@ ax@fadlle@r r
boigked ﬁer gﬁh@s RO REGonid i @ty Birhi

dar 03#541

al cohol .
|ta es

the wholebtsta dlweel to stand overmght The
ved in chloro-

’kté@g’ﬁ

ibo¢ W H dlidd 3vaporated The resultmg residue

e sol ution,
4) - pyrazol e of the f ormul a

wher eupon

ghe butyro- nitrile and 20.6
strength are boil ed under
After cooling,
Af ter

E ati
§ r%a&%ﬁ erom et her the
SHEEH aﬁcy 60 ses to

65
t he
re-

of

Ji’tﬂ{ﬂ%éiﬁhmﬁ rile are

65 [err]

gr ams 56!13’“@@@0)9!1&?10 4pd tthe | whple isdefi e lefecxgﬂ%zs frelm miixire of2Q€@one endof absol ut e
et hané‘land THeiel qqfcre 5 @ fd ‘br‘{‘( ofE Fopelf < ShOrAB®I30 to dryness.
eaction mixture  WwiicC ammo- = tnd ) C? raz
e,grt thrle_scrd%rw@rggﬁsm freom a mXi er an pet rol eum et her
to 3p| ehlahofdrns ed@iogl & ;tndawtnylevapoﬁtcd amno - 4 - net hyI
The resulting residue is distilled under a high -
vacuum and the main fractdon (b.p. 194— A : /‘WS
198° C. under 0.09 mm of pressure) is re- N NHe— cH .
crystallized from a mixture of acetone and W I\
35 petroleum ether. 2-Secondary butyl-3-pro- ] 0 CHz
pionylamino-5-pyridyl-(4)-pyrazole of the /6’/‘/
formula
CHz CoHs
”“ ﬂ. ”HCI;—CW 0”3 melting at 128—130° C, 70
II‘ EXAMPLE 25.
CH 10.8 grams of 2-secondary butyl-3-amino-
/ 5-pyridyl-(4)-pyrazole are heated with 20 cc
CHg Cols of pyridine and 7 grams of benzoyl chloride
for 30 minutes on a water-bath. After cooling, 75
the reaction mixture is stirred into water. The
melting at 122—123° C, is obtained. precipitated crystals are suction-filtered and
treated with acctone. Any undissolved material
40 EXAMPLE 23. is filtered off and the filtrate concentrated, 2-
10.3 cc of n-butyric anhydride are added to sccondary  butyl-3-benzoylamino-5-pyridyl- 80

8.64 grams of 2-secondary butyl-3-amino-5-

(4)-pyrazole of the formula



5 - pyridyl - (4) -
treate
m xture i s sonewhat concent §at ed,
hydro- chloride of 2-seconda&ry butyl
pyrazole nelting at 166- 80 35 nelting at
168[err] C. precipitatese . 10
29.
34.8 grans:of [err]-
granms of [éxL]-hydrox
hours 5 in 200 cc o
[err] m xture is then evapox
from et hano
cc of absolute et hanol

hydrochl ori ¢ acid. Cool -
i s obtained.

i it

and

treated with ether,

- 3-am no- 4- et hyl -
937,732

T

Theallbﬁalctol S):End for some nme and bemg

1@{13
% 3én 50

isonréotinoyl)-n-butyr
hydrazine are

yness éﬁhd
11.6 grams of It he Pesul ting cr%%@

eated with 26.8 of yello
iowg igsHgarri ed out wilhh 4—w1@n@byb-lnep
*crystals are flltered off with

EXAMPLE 31. hydreeidgodti de—o82° 2. (pheeipitdtinglydeoX y

and

wher eupon the

5 - pyridyl -
86-87[err] C

(4)

a:‘l ‘ﬁ%c@‘%d‘é%@
Els_ o &

ystl\ls an 0

m ﬁ'lal -Fmgepared as follows
Eﬁ ded
‘7

iﬁ; JF ggiu?;ensxlq}g 1i

of [err]-isoni cmrrsrré ytion érevaqeeptbthe REOUEtMENS 540z id) r)éhe AdrR)sbaEOha dissh
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boi | ed under ref ! yyo &g sl ausfsmraée fnegidclal

in 150 cc of absektisteidebirsiniod 75 Fgef beznideiron [,

,pf [err]-di e63y¢cashi nwet
! - a?&ilsulled off andlh%OO cc Of fresh absolute 50

bt ethpp

pyrazole of the formula nelting at 117-119[err] C 12.2
grans of the above base are dissolved in 50 cc of absolute ethanol
he reaction

937,732 EXANPLE

elds‘-l psed as ed
45

es ograns

olr zad i tpleenar e

olue e are added, The reactlon solution
g?aﬁxﬁfift 0

£ toScodi 18 BoE

dryness in vacuoal d@ﬁg“ﬁ’?%ﬁ;}d:gel g %%}E {ZT i &&ﬁtoﬁ‘rﬁ@aama ety IXEsteF encﬂ.562 grams
128 %c ¥t ce1

of et her and Rt LPL e Mssobee
am

| Sdtd atGOtePp@4ik b Ul 3
at 212 214[ err] wrrings Tbebtreacmqedolunon, in whlch th

Iy,
grans of a-(isonj gﬁﬁl j@i agfia

[err]-di ethyl agi g eiiﬁe : ?Z‘i “esﬁé';?%’ﬂé’r

ePfr mpldrltetewrlfaqlﬁeqh@nd ﬂethe)ls .

argle tp?lg
SR A

PRIt e claarid aé]&% «gs’oalmn@f—propmmmle of the
bérréd under

te%sﬂ‘lﬁ‘f ot
After[

reflux for

10 hours

in 200 cc of absahuhame&haamMmeThEhreHemmmn m xture is then evaporated to

dryness and re- hydeide reglutian, Pdverfonr 3-jecogilary;
yield 2-([err]-d ‘%‘ﬂjf“m"a‘*ntlr?l‘&? S-PYRHyfpyazole
EXAMPLE 32. 25 - (4) -

I O-

grans of a- isonrcotr | sova
secondary butyl - hydr a> 0
reflux for 10,5ours in 100 & A&tk

mle

rystallized fron1@%pohol
am no h
pyrazol e of the forﬁ;i:>~9é 'idv 18.8

to

65 nitrile and 10.3 grans of

M@strength apRcipiate.ed under [err]
absol ute et hano

dryness in vacuo. The resi is recrystalljzed HE %B ne
grams o SO ico -1 I'O—

yield 2-secondary butyl-3-a -4- |sopropylnmﬂ§am19y S of ihhqlB

of the CHs  Cols hydrazine of 94% strength are boiled under

melting at 117—118° C. precipitates. After re-
crystallization from ether the melting point
rises to 120—121° C,

- ExaMmpLE 27.

25 16 grams of a-(isonicotinoyl)-propionitrile
are boiled for 10 hours under reflux with 10.3
grams of secondary butylhydrazine of 94%
strength in 200 cc of absolute ethanol. The
ethanolic reaction solution is then evaporated

30 to dryness. The residue is recrystallized from
a mixture of ether and petroleum ether to yield
2-secondary butyl - 3 - amino - 4 - methyl-
5 - pyridyl - (4) - pyrazole of the formula

C'{s \02/‘/5

35 melting at 86—87° C,

reflux for 10 hours in 200 cc of absolute
alcchol. After cooling, the reaction mixture is
evaporated to dryness and the residue rte-
crystall:;'cd from ethanol to yield 2-secondary
butyl - 3-amino-4-ethyl-5-pyridyl-(4)-pyrazole
of the formula

/7
CH3 CoHs

melting at 117—119° C.

12.2 grams of the above base are dissolved
in 50 cc of absolute ethanol and treated with
29 cc of 1.72N-ethanolic hydrochloric acid.
The reaction mixture is somewhat concentrated,
treated with ether, whereupon the hydro-
chloride of 2-secondary butyl-3-amino-4-ethyl-
S - pyridyl - (4) - pyrazole melting at 166—
168° C, precipitates.

and t hen evaporated to
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formula nelting at 73-75[err] C

[err] The [err]-isonicotinoyl-n-butyronitrile used as starting nmaterial is
prepared_as fol lows: 30. _ 500 cc of_absolute_ethanol are slowy added
dropwi se to 46 grans of sodiumin 1.5 litres of bo}ll?lg toluene. After the
sodi um has di ssol ved 750 cc of a mi xture of ethanol® and tol uene are
distilled off. The reaction solution is allowed 35 .to cool to 90[err] C. ,
200 gr of isonicotinic acid e ester and 202 _granms of n-butyro-

mel ti ngﬁz 128129 -6 éﬁ%z ——7-5—n4-t—|c-|—L-e-are added and
t he whol e |s b0| IIiéfdMUﬁd?ér refI ux f oreaczo.noulssnicofidyB ¥ ne Gotyfonigrile ofat er i s

EXAVPLE_24 “e amé]s"(’)f‘f‘ obmReEE-| ApdPWBpar at ed. After A solutton of

4.6 grap bxﬁ@hﬁd@rﬁ ,zfgr%(ﬁmy}ghe addition of 326 cc of

6. 12% hydzonc&al @r ab®luteO Ethamhls Alhelka@ctdh hanol i s added t fa solution of acid with
tanﬁise‘par- 20. gra

ValPPfhfed
ed rﬁ}nae%@gﬁ meﬂéﬂand dri ed®aver

cool i ngml

N- et hy R %‘ “ﬁﬁg is sucN

hydr azi g(eccd,f ﬁtQ& ngrah,deealtea sg:c of eth 80 phosphor us pent oxi de.
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reflux for m | ."/&5'//3 937, 732 g the re51due recrystallized from a mixture

11 The reaction spl L RN |s./:1:Men evapermhat £ fe@oleutiNpirGtraileR 30d-utions:
dryness and the re

due recrystal | i Ziedylimioen- ethgh Sécordiag y 4 - iso- 60

butyl - 3- ami no-5- e, |, to yield 2P’°F¥¢5rf§f‘%‘ﬁ4)1ﬁyrﬁ@}el‘d§1|‘e fommyuja _ 3.
pyridyl - (4) - pyrfz e hydro- amno - 4 - iso - propyl - 5 - pyridyl
(4)- chl ori de 100. 45 SGMX‘BZOI e of the fornula

Wat er f oeltingyt @83-+HUA° puis porsiess. t 0 nake
[err]

di ssol ved4gngr§,ﬂ,e OQI&I@&I&JQM%I],[‘@;OL on in water f
The sol uitrilomdi 29 g&ardstoerﬁeubthymmtnhethﬂr di nary manner,

;;relr | B el HEL i 0P ey

. 0 NOeryshlizédCirom alcohol to yield 2-(8-diethyl-

0 ng. Celatine
3 0 n;:; anBteearthyl) adi-dargimd- #al ahyl - 5- 21. (Emgrwrﬁel ting at 192-194[ err]
C. 25 pyridyl - (4) - pyrazole of the formula
[err]-

188 grams of a-xsomcotmoylgsg 5 60 The
i soni coti noyl - isoval eroni tﬂi,t :ﬁlﬁﬁ%ﬁl&/ﬁ\ﬁwsﬁﬁdﬁ%ﬂ,ng mat eri al
i's prepared OH, a;};'ue act i ve réfitbb Sdrafic @oursS in 111002 bO ABGEBE-

10 500
cc of absolu n I ﬁ;re sl owl y addendl a%meg‘llmppwe@aptdmtsstzhe silicic

: \ e, 2.0 cc.
Met hod TheNackiA#e substance is
|nject|on pur poses. 50
/gw/a‘ﬁ%}gnto anmpoul es and
h2‘HSecondary butyI - 3 amino - 5-
_Galdoidal silicic acid

acid and star ch &rans of sodi ﬁﬁof a ym{ _sglcot;saaéicry ‘F}l;ﬁ%{orgf"ﬁg t he
m xture pr ocessed ueous pa (4 Shleohe SOdi um has
%’%E’égﬁ?ﬁ%@ ati nefdsx%mgor ma pli aw mss  and

di ssol ved, 670 e mass and 65 cc of a
m Xt ure of et hano

and toluene are the latter granulated in the

convent at i ] trilel ,eaction ture is gdfowed nanner. (
convent ﬁgﬁ}ﬂgﬁ.@%m%@ Otz T8 6 o ALY _
N\

30 500 cc of absolute ethanol are slowly added /vya
dropwise to 46 grams of sodium in 1.5 litres of

St

The

35

40

45

boiling toluene. After the sodium has dissolved / CHz
750 cc of a mixture of ethanol and toluene are \ ol
distilled off. The reaction solution is allowed 215

to cool to 90° C., 200 grams of isonicotinic
acid ethyl ester and 202 grams of n-butyro-
nitrile are added and the whole is boiled under
reflux for 7 hours. After cooling, water is
added and the toluene layer separated. After
the addition of 326 cc of 6.12N-hydrochloric
acid with cooling, a crystalline product separ-
ates which is suction filtered and dried over
phosphorus pentoxide. The dry crystallisate is
suspended in methylene chloride and stirred for
about 30 minutes at room temperature. Any
undissolved material is filtered off and the
filtrate evaporated to dryness at 30° C. in

melting at 128—129° C.

ExaMPLE 33.

A solution of 4.6 grams of sodium in 80 cc
of absolute ethanol is added to a solution of
20.2  grams of N-methyl-piperidyl-(4)-
hydrazine dihydrochloride in 515 cc of ethanol
of 97% strength. The precipitated sodium
chloride is filtered off, the filtrate added to a
solution of 18.8 grams of a-isonicotinoyl-iso-
valeronitrile in 100 cc of absolute ethanol and
the whole is boiled under reflux for 10 hours.

75

80

85



15 to cool to 90 C., 200‘gr‘ms of isonicotinic to the dry, sieved
granul ate and then com agi gy ethyl ester and 243 grams of isovalero-
pressed to formtablets £i o ng 300 ng. mM3F733 e are added and the whol® is

WE ’;'? .S Iniectable sotddml-.€T 1 UX ToOr 7 hours.
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and the tol uene Ie&tgml (&&‘{hhl-wmmylﬁ[ﬁlpe@ﬂyl{(ﬂﬁ}-?a t i quyridyd S(ﬁvbspmzult:éﬂdrby a
pyridyl - (4) - @%I‘JSOZ(PWRXHdPHRSﬁdYéf (826 1°6g 6..12N-h rochl 3P0-¢ mgci 4f
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substituted or substituted by} al i phatic Sa&hvacuo There is obﬁlaﬁ med
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cycl oali phat ic or 0 ;ﬁ o had
hydrocar bon gr mup ga%? oxg%g%l eS E 1,suiaed § vg %&ﬁ?@ﬁggg‘ T fBup,
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an N-acyl derisatw \cam«s oBPUE], E0M giaths ammﬁconmurqo TR gﬁggi‘ *ht
78-80[err] C. Af tagd eﬂubp k! Bz mepORt Sl s gl FoenC GBI Weighi5300 o, e d
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to 80-81 C. (dri % uﬁ:ﬁ%%h?:ées lay:r sep D, 30V x b b bt > (1)
95 hi gh vacuunjo. addition of 326 cc of 612N-hydrochlonc ac1d uon T i te ‘5.]1 nl;lg eE ord?tr 2 1
4. A conpound of ( m ¢ysgiline product separates a Eo wer [dli@xy) @\dup, the 4-
conpounds may be ‘% eitg)]‘g suction and dried over | Emquﬁ grggjubstituted by a 75

US

preparati ons in thpesafn eﬂemyxéner&mfy:rcgffghsmﬁ: b el E‘%{ﬁﬁﬁ%?
butyl - 3 - amdsndor- atiéut- 3Qyninughy |at rQ tempp?ma up4 r aolsaldgnsa
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then evaporat ed G| Thos totbhnes A uﬁdc&g@yl_,sg’ yﬁ-@m %‘ndr tSH‘é“T’i 4j Rfuegmn ahphigg 80
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recrystallized frvﬁl%onxuﬁco‘f(ﬂﬁma]ﬁy gﬁ%ﬂ‘hﬁ ﬁgx& {S,ﬁ pto
2-[ N- et hyl_- pi peri dyl - (4)] 3- pyr| dyI - (4),1- amu]ibygr&@ hscheR® f&e defined) Or by 4
- iso - propyl - 5 - pyridyl - - chl or i decycloaliphatic or Cydoallphaﬂczmaﬁr _
rrg' 45 5 pyr aZOl e Of t he f 6( hgdr&?];)bon g:i)u rou Of'uE an atoﬁ Oq?
purposes to nake stﬁl A E: k}?)l'ga sa%rateg or unsamrated

Met od The act3®ve subst sxl.gl_wl ved in thtﬁer alenorcmemﬂi'caﬁpm |gaoup,
s:f or i njection purp . ] 50 The solutio Ci’ §f EP‘FIT ﬁr‘!ehe PRSI

OXy group or a alogen atom y90
filled into anpoul es @nd sterilized by, mvam,e or quaternary ammon-

) L. 1um compound thereof.
melting at 78—80° C. After recrystallization 2. A salt of a compound as claimed in claim
from a mixture of ethanol and water the melt- 1.
ing point rises to 80—81° C. (dried under a 3. A physiologically tolerable salt of a com- 95
. high vacuum). pound as claimed in claim 1.
4. A compound of the formula

35 ExAMPLE 34,
The new compounds may be made up into N ot
pharmaceutical preparations in the conven- .
tional manner. For example, with 2-secondary N NH>
butyl ~ 3 - amino - 5 - pyridyl - (4) - pyrazole . A )
40 or its hydrochloride the following preparations R

may be made:



Tabl ets 2-Secondary butyl - 3 - amino - 5- pyridyl-(4)-pyrazole

100.0 ng. 55 Colloidal silicic acid 15.0 ng. Starch

161. 0 pg—Cel atine . 3-0-ng-—Stearic acid and talc
21.0 ng. nelting at 192- %

300.0 ng. 60 The [err]- ist |cot| noyl - isovaleronitrile used Method as

starting material is prepad’ed as follows: The active substance is m xed
honogene- 10 500 cc d gsol ute ethaneyyasge slowy added ously wiggh
'aﬁ‘s—o%—svdr—umﬂ—n-ﬂ_—ﬁ—h—t—r-e.

part of the silictre— S

boiling the ni X'thﬁrfﬁ‘c #§ Win prapore ct ?gs’f’@"‘%%f
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remaining ingredients are added 15 to cool tB20[err] C., 200 grah® “of
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s of
After the
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and 243 grans of isowWil el Cﬁf to form ven
nitrile are added and ' S ‘bm | ed unﬂ%esﬁlﬁiﬁéwl\?g}eav% msﬁ’ mﬁ:i
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6. 12N-hydrochl oric acid (4\,4roup each of Piéﬁylr(?}%ﬂtﬁéﬂlﬂsubst i tut1 53
(with cooling), a crystalling product separ SR al kyl orml(p

al koxy group, the 4- which |5Hg‘| |tered with Gdghd on and dried overszg mg
position is unsubstituted or is substituted $waria acidSanphraisphor us p2ilt o de.
The dry crystall r al kyl group, a phenyl group, whi
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off and group Qiuege ﬁﬁ £ o 3%3 @]é iy SPlra T;fasig rma :1(: 'le a\a eod 65
evaporated to drcymesSmlamreS&}[&ﬂiah«}laﬁ‘dwlﬁbne stabstg F A Taed Os il ULtk &

al i phatic 80 vaﬂ@uléﬁd oﬁh@herep@m@mwwopﬂ el ]mans@nrle&t:msmggl mgr&m:ms are added

hydr ocar bon g¥ t f valthy é!m ﬁl?vr—d grapflate laesd fhox gent-a

by a free or sutﬁ&ﬁk ﬁt@ﬁp‘g‘y &ng j’g‘@%’g& T F’ hans sa% 8% nbefgre

defined, or by aefmyfbk oadursphﬁdrmmlmg; waadt G addeld | phatA 8amhinbpiabit Sn WIREH the 5-posi-

hydrocar bon éﬁ ‘k‘éiétefst - tmﬁsﬁ sﬂ:tstitﬁtedl@d DPHidya(#)-aok hpyxiolygroup
éré a (ﬁﬁ 1€~ proauc éﬁﬁ}-}b ﬂi

or by an aro t| ditign ©

(‘l Oric df
t
het er ocycl iC or Rh & flte »Mh sactiop Bt Hi %a es smo @éj}ip '[l "’i};ﬁg‘éﬂbﬁ‘bya 75
substituted by a>h¢spiwexs pead . Br dlrsomalladtk@xm@f QA gg,c,p,a PR&lyDGap, @KiMhay90 O

an N-acyl derjv 8% fagrife ﬁ‘?rétl‘ffe |lhmsubstmmubych lbmmxlforlowarlatkpxyg at
78-80[err] C. 25A1§(f; 3%"3‘0?“’ S A °§§: Vo e dA BEYp {or ) fj fuorqmethyle

in claimfrom awmg ﬂ(t'&dﬂd’ @a@iatsattaaﬁ s aarz erS B mﬁj S betitad eggp"ﬁb'?'}ﬁ,"ﬂcl sggs
to 80-81[err] Cvaa@drTlsct umbemecha%om@un%l-%yswxb@gablc gholy whicH eeypbd qub téd of a
com 95 hi gh vdEtrRile of the formula by a free or subusigmed kydrostlamerentoi n

'J""

or amino group, as here; orb
claim1l. 4. A compound of the formula 35 doah hatic  or % gﬁ_ phmfcf _
[err] The new conpounds naypfe mwge up |nto}9 EfU&IJ&&JOf% g#Nn
t he conven- tional manner. F‘(sg, Axanmple, wt huﬁteéépomi@r odp;,tfryj,'an-artﬂnaﬂc&m no
- 5 - pyridyls,- (4) zolqa 40 or its h%@i" { SPYRRS arsHErapdpriuy d
preparations ma-y be @ ecH—cN e:c;n:)cfyw}l‘l:xcl?rma; el:-gczublsctﬁutgdal:; agf:wg;
0 alkyl or lower alkoxy group or a halogen atom, 90

or an N-acyl derivative or quaternary ammon-
. ium compound thereof,
melting at 78—80° C. After recrystallization 2. A salt of a compound as claimed in claim
from a mixyure of ethanol and water the melt- 7,
ing point rises to 80—81° C. (dried under a 3. A physiologically tolerable salt of a com- 95
high vacuum). pound as claimed in claim 1.
. 4. A compound of the formula
35 EXAMPLE 34,

The new compounds may be made up into N . Pl
pharmaceutical preparations in the conven- .
tional manner. For example, with 2-secondary N NH
butyl - 3 - amino - 5 - pyridyl - (4) - pyrazole . 4 )
40 or its hydrochloride the following preparations R
may be made:
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hydr ogen atom a 17. An N acyl
hydr oxyal kyl , am noal kyl, nono- clainmed in claim16. or di-|ower

al kyl am no- al kyl , al kyl enei m no- 18. A salt of #cgnpound as clainmed in
claim 45 alkyl, azaal kyl ene-i m no-al kyl, oxa-al kyl§gne- 16 or 17. 5

am no- al kyl or cycl oal kyl group, a phenyl group 19% A physiologically

t ol erablle2 salt of a com Whl ch nBy,-ke substitut ed k¥ %! ower al kyl or
pound as--GH-ai-mec -3 ‘ atom or a
pyri dyl in whizB. RA féf@]npmpﬂ%sent s a

937,732 in which R represents a
derivative of a conpound as | ower al kyl,

rhddrce‘en tatve:, faor nﬂﬂ aﬁnghiwpdqwdl
pclalmed in claim 16.

hydrogeﬁ0 xy: pakicy]; y

[err] 1@%-0 ::1 %D no-a kyldn ifglel mo Qflor@qsgh ofacorrﬁ%?unac‘isasg:liumed malaI L C| al ma. 6.

A ISal Ebﬁgmg-;kﬂrgpgtgat yﬁ@ég grbup C| ag. mﬁyﬂogﬁal}y%olerﬁl@%iysﬂaag@g| cally

t ol er ablvéichajay befubsfiteesivpy 4 Bwe or 5.

50 8. Aagﬂ?g‘pfd 1l fsfglj Oggﬂg%wnf%élrr] Z?rﬁ\‘iﬂﬂP"é’Pld%ﬂFeé?fF’é ents a hydrogen at om
ar kanoyl or NJerr]- alkyl-carbanoyl

or a Im&qo EfEE

deri vHXi ve Ammaamfdex(vemhf afcohipvend\esal kanoy| N err]-al kyl radicals
cont ai nlch‘ & f{ drim4car bon at r&ns%]l R 55 21. A salt of a
conpoung, %‘ f HEFPPHRY PHRATYCh B epr esent S g)- pi peridyl claim

20. groupy, an yEbi&didally oRfabIe BRIt § can-Nydr ogen at om o?fl %2 A phy5| ologically
t ol er Bblpeurgat tlaipéd iacleiorhor20 a | ower al kyl group.
pound as &lAompnd #f thefemyda20. 9. An N-acyl deri vazt\ve of a corrpound as

na
o,

23. 2 - Secondary butyl - 3 - amino - 5- 60 cldsmedz¥s cl ai m 8.

pyridyl -(4)-pyr le. 10. A salt of a corrpound as clainmed in 24. 2 -

Met hyl - 3 - ' Eéyrldyl claim8 or

(4)-pyrazole. 25 My, physi oI oqf‘d‘é’{‘f" A figf?f;‘rélgrl‘ %%fg(t)“f%‘;“ﬁ com 25.

2 - Isopropyl - 3 - aMfno * - _Car Emd’er l,@emd;c“hgg aim8 or 9.

(4) - pyrazol e. e N- -alkanoyl an@&l-lﬂyl ridi@R e 0f the

for mul a 26. 2 - Pyridy® 4£ar @ﬁ:ﬂg;sg Comgorzn aﬁcaim%gﬁyT-"i dyI3 : (4)
pyrazq QV'thL Q{ ese n N-alkyl-pi emdyl claxm 20. y .
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