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used as anal gesics and anti Péﬂ”@ 2 00634 637 Ausl egeschrift
(German Publ i shed SpeC| fi c %@7 786f8}¥ %T GQS%'@}M sped-- 10
fication, 3 'amno - S 7 Zh‘t?aE is chemcally - .
the nearest co-rrpoHQ)d %ntth DDartlcary si.nged out as -
a conpound havi ng espeC| %R&_ﬁpropert i es. '
3- Ami no-i ndazol es find the| Wtry and are known,
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(71) ' We, BAYER AKTIENGESELLSCHAFT a body mrpomte orgamsed
under ‘the laws of Germany, of Leverkusen, Germany, do hereby declare the invention,
fmwhwhwepmythwtapamnnybegmnmedtous,andthemethodbywhmh

' it is to be performed, uobepammﬂarlydesmbedmandbyehcfoﬂomngsmtanmt—_

5 The present invention relates to new 3-amino-indazole-carboxylic acid derivatives, =~ §
o aprocessforthexrpreparauonandrthelrmeascompmmdswlmdlwonthecmml
nervous system, and especially as analgesics.

' It has already been disclosed that 3-annno-nndumles have an action on the central

' nervous system-and can be used as analges wsandanﬂpyrencs(compmeGenmn_
- 10 . Auslegeschrift (German Published Specification) 1,280,878). In this published speci- 10
- ‘fication, 3 - smino - 5 - trifluoromethy! - indazole, which is chemicallv the nearest .
compound of the same type of action, is pamctﬂazrly singled out as a compmmd having
"~ especially-advantageous therapeutic properties. - .
- Y~ 3-Amino-indazoles find their main use in dymxﬁ chmnsm'y and are knnwn, _
15 inter alia, as starting materials for. the preparation of dyestuffs (compare German 15
: Auslegeschrift (German Published Specification) 1,149,839). _
- According to the: present invention- we provide. 3-ammo-mdazolecarboxyhc amd
derivatives of the isomeric formulae o

*@J LS ¢ v oy
kv
(1a) b
20  in which _ o c 20

Y represents alkoxy, alkylanuno or dxalkyla:mno,
- R represents hydrogen or methyl, :
. Rtrepresents hydrogen, methyl or formyl and
. . - R? repmesmts 1, 2 or 3 substituents mdependemly selected from hydmgen, alkyl _ .
25 y -alkozy, nitro, amino, alkylamino, dialkylamino, acylamino, alkoxycarbonyl- 25 :
: : . amino, halogen, trifluoromethyl, cyano and alkoxycarbonyl and their salts. :



5 The 3- Al

[err] [err] (I a) (I b) 20
in which 20 Y represents al koxy, al kyl am no or

010 y T antho, epte Y666 0 H— aTar=T=¥=Yal M arogen,
met hyl. or fornyl and [err] represents 1, 2 or 3 substituents independently
sel ed from hydrogen, alkyl, 25 . al koxy, nitro, anino,

al m no, dial kyl am no, acyl amino, al koxycarbonyl - ,25 ani no, -hal ogen,
triNYuoronet hyl, cyano and al koxycarbonyl, and their salts. 2 '

1_1 f490% 3_06_ - e —

(i.e.. the copgpounds.of .the foriula
pover f ul a5 tahd ihsir BHs : | i
good anal ppsssss &lc| & icodal | apfihReisaRL pr X% ug;‘ﬂ%a Consequent |y, of

1490306 2 The conpounds of the®invention
e 1a) .ang L.h]. and tThelT sarts—have
> ' & | Iy possess very

sPlegreprefered.  accentaple are preferred, . o §
| mdg%%@m& ‘iﬁ:ﬁgg Eralyes (0w b€ Wor mul ae (P4 a) and

(I'b) may be  obtai.ned by reacting a 3-anmmino-indazol e’ of ..the taut'_.oﬁjééf' c

forrmulae-[err] SRR ' ) ' - Jerr]in-which R,

[err] and [err] ha abevenent L oneg Aal g 10 . ‘with a carbontc acid
derivative of the for A [err]~ . '@fﬁj oo {11y in which Y
represent's the radical [err] or:the radi:cal ‘[-err].wherein 15 L
[err], [err[ and [erfd each dendte al kyl®) .- = ' j
15 X represe%nts. fglgqgeg;&c;-,; |é Y represents: OR+, ‘the radical O[err], or X
. and,_Y conj. RBrad R Pribseementiongd modinghe f ormul a =[err], wherein [err]
dend} es .a‘*‘%ﬁ%“f‘ﬁ_ X Qgﬁfﬂlﬁ%& ‘an i nert “orgdni c sol ubi | isinggagent and,
if approprite, in the presencey20co—x of an-acid-bi ngﬁ.ﬁg agent,
a tenperature of. from-20 to +2500C and. . . 20 thereafter, if
appr opr i 4t Ehich Yyrepresens thewticl OBLerithspadimlep the anin. group in the 3-position
is fornmylated with form.c acid or gpethylated with fornmal dehyde in the
‘presence of formicacid. The resulting conpounds may be convred to the -
- correspondi ng salts by conventi¥nal, techniques, .e.g.. by reaction with a

‘usual ly at

base-in ‘an inert solvent. 25: . \_  Surprisingly, the new _

3-am no-indazol ecar boxylic _aci.d_.__dg‘r;j vatives according to 25 the :i'nvsent i on
show bett Sl ARH 28 431 substantially greater analgesic and anty -

pyr i s Rehireans G Y detent 0] ORERIBLASORAGE | ON L hate the §

am no-i ndazdleglconaljkoulrtly denote an imide group of the formula ‘=NRS, wherein R® SRR

_ T denes lkyl, Ui an fmde group « oriua mARL W B .

. . in the presence-of an inert organic solubilising agent and, if appropriaté, in the presence

20 of an acid-binding agent, usiially at. a temperature of from  —20 to' -I'-250'p°-C and 20
“thereafter; i appropriate, in a further reactior step the amino group in the 3-position
8 fqpmyl{a:tgd with formic acid or methylated with formaldehyde in the presencée of
- formic ‘acid.. The resulting :compounds may be converted. to the corresponding: salts

: by conventiona] techniques, e.g. by reaction with a base ifi an inert solvent. = . .

25 _ ‘Surprisingly, the new ' 3-amino-indazolecarboxylic acid- derivatives according to 25

. the’ ifvention show better toleration and a’ substantially -greater analgesic and anti-

- pyretic ‘as well as antiphlogistic  (anti-dedematous) -action than the amino-indazoles

known from the state of the art, especially than 3--3-ainino-5-triffucromethyl-indazole,

which is chemically the nearest active compound of the same type of action.” The
30 compounds. according to- the invention. thus represent -an ‘enrichment of pharmacy. - 30

.- The reaction scheme which follows shows, by way of example, the reactions of

the individual reactants which can be used according to the invention: ' o '
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known fromthe state of the art, especially than 3-
3-am no-5-trifluoronethyl-indazole, which is chemcally the nearest active
conpound—ai—t he sane tvpe—of—ascti-on—Fhe—30—————conpotunds ‘according to
the invention thus represent an enrichment of pharmacy. 30 The
reaction schenme which follows shows, by way of exanple, the reactions of.
t he i ndi vi dual reactants, which can be used according to - the invention: a)
[err] . e i - [err] [err] b) [err] 3 N
1,490,306 -4 - 1490306 3 [err] [err] d) Reaction
course of an opttormat —subsequentbrs=ETnyratton of the [err]-grup: [err] 5
The formation of the two isonerjc feens (Ia), and (LK) t he -conpounds
accord- 5 .ing to the inventi.dglcdn  be+¢rmuenced JQu ihe-lidi ce of the
reaction tenperature’ At |owér t rattrggy—the i%onmeric forn(ib), with the
substituents in the 2-position; is formed preferentially, whilst . at. higher
t enper at uf €s~.conpounds of -the: i'someric’formegla), with the substituents in-
the 1- pos'Mn, are formed prefereftial b- 10 ~ -~ isoners can-also be -
rearranged to the |a-i-sonmers by subsedtient (heabi ng (see the - 10 equation
for reactfon a) andc)). In the fornula (.I?’.)"ﬁa.%err]' preferably represents 1
or 2 substituents independently selected from hydrogen, -nitro, -amno, -
cyano, trifluoronethy), hal ogepsya '.’+o§||- Xy, al iNE  di al kyl-.am no, .
al koxycar bonyl ; al koxycar bonyl yMand. acyl'o, hal og - ~being,_in
particular, chlorine or bromne, -and the alkyl, al koxyaeardgacyl radicals
15 nmentioned containing 1 to. 4 carbon atoms, especially 1.or 2 carbon S
atonms. Conpounds of the,foriul a I%ui.n-, %lgl E'J‘ﬁd'{( . AR elpoeN,
nitro, am no, hal ogen, e'[‘?‘f"ﬂ‘ ﬁ%’?%#e? gﬂ"mi(/:\g“{ésn e’%ﬁb% a y%ﬁ{?ﬁ%?&o%’lam go’ are ..
particularly inporunt:. The 3-a& no-indazol es of t hr% taut oneri.c-formula (11.) -
to be used as startng 20 2rial s. are known R cag e prepared - .
accordi ng.to known processes \téqupar €.232% 25090  Anfr I _Fihet Soc. 65 (1943),
1804, J. chem Soc. (London) 1989236321 T%¥Bi gs '_Anngggm 716 (1968), -
47): The following may be nentioned as individual exanpFes: 3 - am no _
i ndazole, 3.- amino - 4 -._nethyl .- indazole, 3 :.am v VArg 5.
i ndazol e, 3 - ¥ no- . oB femacs “fgmwaa@%@@m Ly S
- nethyl -, i'ndazol e, ‘f‘,ﬁ§°- roktes. o i _---'-_c_zﬁmbm),-wmmymmmmmddkﬁm@;am-no .
- 5 - ethyl - 6 - isppimpey|preferasidiyz ohils; aGhighen rmporatugs jgemy  OF UReHBEPRt e, 3-
am no- 5 -}iet ho’xg - i faABh)e with the gibptiggsns in thy 1-ppyen, m@ommﬁﬁ?%- 10
1 isomers ‘can’ also be rearranged to the Ia-i by subsequent heating (sce the
o ] equation for reaction a) and c)). - . . . - :
In the formula (II), R® preferably represents 1 or 2 substituents mdepe_,ndently
selected from hydrogen, nitro, amino, cyano, trifluoromethyl, halogen, al{:yl?._al:koxy,
alkylamino, dialkylamino, alkoxycarbonyl, alkoxycarbonylamino and acylamino, halogen —
15 being, in particular, chlorine or bromine, and :f.he alkyl, alkoxy and g!cyl_ radicals 15
. mentioned containing. 1 to 4 carbon atoms, especially 1 of 2 carbon atoms.”
: Compounds of the formula (II) in which R® représents hydrogen, nitro, amino,
halogen, trifluoromethyl, cyano and alkoxycarbonylamino are particularly .umponm_nt.
. The 3-amino-indazoles of the tameric f‘ormtlia kzggw)n to be used( as smmn]g 20
2 msk;?% ?;9?5‘),%85? chem. Soc. EgLondon) 1959, 2363, Liebigs Ann.
Chem. 716 (1968), 47). S .. -
The following may be mentioned as individual examples: 3 - amino - indazole, _
© 3 _ amino - 4 - methyl - indazole, 3 - amino - 5 - isopropyl - indazole, 3 - amino-
25 - 6-n - butyl - indazole, 3 - amino - 4,7 - bis - methyl - indazole, .3 - amino - 5,6- 25
' bis - ethyl - indazole, 3 - amino --5 - ethyl - 6 - isopropyl - indazole, - 3 - amino- :
o 6 - methoxy - indazole, 3 - amino - 5 - ethoxy - indazole, 3 - amino - 5,6 - bis-
S ', methoxy - indazole, 3 - amino - 4 - methyl - 7 - n - propoxy - indazole, 3 - amino-

> : 5 - nitro - indazole, .3 - amino - 5,7 - dinitro - indazofe, 3,5 - diamino - indazole, |
; 30 3,57 - tis - amino - indazole, 3,5 - diamino -7 - nitro - indazole, 3 -amino-5-- 30

' .. methylamino - indazole, 3 -‘amino - 5 - t - butylamino - indazole, 3 - m_mn_q._-,S-_-_

. - dimethylamino - indazole, 3 - amino'- 5 - formylamino - indazole, .3 - amino - 5,7-

bis - formylamino - indazole, ‘3 - amino - 5 - acetylamino - indazole, 3 - amino - 5-
o pivaloylamino - indazole, 3 - amino - 4 - chloro - indazole, - 3 - amino - 5 - chiloro-
35 . indazdle, '3 - amino - 6 - chioro-indazole, 3 - amino - 5 - bromo - indazole,. 3- 35

amino - 6 - fluoro - dindazole, 3 - amino - 4,7 - dichloro - indazole, 3 - amino -4-
" methyl - 6 - chloro - ndazole, -3 - amino - 4 - ethyl - 5.- bromo - indazole; 3-
. atnino - 4 - ethoxy - 6 - chloro - indazole, 3.- amino - 4 - trifluoromethyl - indazole,
3 - amino - 5 - trifluoromethyl - indazole, 3 - amino - 6 - trifluoromethyl - indazole,
40 3 - amino - 7 - trifluoromethyl - indazole, 3 - amino - 5 - trifluoromethyl - 6 - ethyl-. 40
. indasole, 3 - amino - 5 - methoxy - 6 - trifluoromethyl - indazole, .3 - amino - 5- -
trifluoromethyl - 7 - nitro - indazole, 3,7 - diamino - 5 - trifluoromethyl - indazole,



met hoxy - indazole, 3 - amno - 4 - methyl - 7 - n - propoxy - indazole, 3
- anino- 5 - nitro - indazole, 3 - amno - 5,7 - dinitro - indazole, 3,5 -
~diami no - indazote;—36 3-5—+F—+thts amno- indazole 3 Hdianino -
7 - nitro - indazole, 3 - amno - 5- 30 nethylamno - indazole, 3 - amno
-t - butylamno - indazole, 3 - amno- 5- dinmethylam no - indazole, 3
fino- 5 - fornylamino - indazole, .3 - anino - 5,7- bis - fornylamno -
Njdazole, 3 - amno - 5 - acetylanino - indazole, 3 -_am' no -. 5-
pi val40vl anm no - indazole, 3 - alr;imgos 4 - chI oro.- indazAe, 34 “amrtno - 5 -
chl oro- 35 amino - § NAKN Or.0- |uuawreL mm\#o_ -
brono - Iﬁldﬂiﬂlyﬁ{ -,---'ﬁﬂh? ia % b"g’ lfbﬁf o‘qndazo no -4,7 :
-dlCh| or @-- M@azbl—eyan& amm-/lmdarmé,hyl amnﬁ =5 C 07§ zole, 3 - amno -

4 - et hylm“"s hnmdueld, 3 -etnhmys -mchloro - i ndazol e,
_ 3 ani no- oie ﬂ;‘g’ “Bm- lﬁawq,uoronst hyl
i ndazol e,anﬁo 3I 3 p@metyl- 3 anitie - 7 -

trifl uorégéyeﬁmyl 5. |mtdza-zmﬂaqle,33 n’nﬁﬂiyﬁﬂ.mo-".- eég;g“r’é’éf‘ﬁfﬁ '- 6 -%yl -

40 j,ndaz{f Tariing - § vjchlero-- @ﬂmlerr@nm@yfoms&mmt-ri#hiﬂmmﬂwu - indazol e,

“3-am no g”% &o;cg Eiﬁesof uiat(rlﬂ)mber&segzole 3 7 - d| amowo -5 -
trifl uor aehéwt or 1byth‘4 ethod. The foll :
1, 490, 30 budividually: ©Tomm m owing "’é‘" beé‘&“?dno - 5 -

trlfluorag%mé{l 7(#de but yl am no -'|ndazole 3 --amno - 5 - tri- .

f1 u4gr ome o FROC, i methy! jeffere pspcarbonts wdanﬁyho- - 5- cyano -
i ndazol ewB’bmylamrr(eco:;a Lﬁ‘;gg%’ & %’24 M?ﬁ' ggrarosc - aniho -5 -
cyano 7b) bomcaadrmers dhlaﬂ&z&he,ama‘s methgiNdsi) chloracarbiBlibl Qefy car bonyl -

i ndazol e""“h estery lester,. bdsn propyi eﬁdﬂol e, 3 -

f oyl a mm,g “"%{mg}ﬁ emic 5 3°-".dneyl-ani no

- mdazob@gszs_es)f. orryl LR e o, ‘“‘g SP@W‘S‘“’-WHP‘ﬁét hyl -2%nino - 6 -

et hoxy- -c)lﬁagm id Dalidex]] dimethyjchbamio Geid tﬁlm@de- diethylcA®iOXyy - [ ndazole, 3 -
fornyl - ﬁl‘l“ e mméw vheertagic-acl chloddy mehyld ndazole; 3 - di-

. mephyl angmﬂggdeangd;bu@ cwd mls:%nf?{ ndgﬁﬂfﬂh@@ﬁmi 5 - tr|fI uoro -
met hyl - &ﬂl Chémie (Bellstem’s Handbook. of O Chenustry), é'll:um 3 le- 2

10 The c# dﬂmﬁm?y%rzﬂmauﬁms of the for ed1 zYI f“}s‘{pg be used as ,

¢ isogyandeg geoppbn - et hod. The

% ﬁpﬁcﬁ?ﬁ% mm? ol 10 @"wed est%rs
pyrocar b@ltmistrﬁ)(;ledinﬂmm;)al-d ﬁﬁﬁlﬁﬂem,ﬁm{uﬁé: gégllgs °F - ester

.pyrocarbﬁhﬁ@%?ébd propyl ester, pyrocar boni c |sopropy es’t er and -

pyrocarbon%ﬁ, but yl ester (conpare Liebigs Ann. Chem 624 pages

. 30-36, (19 tgg@ﬁb,%g ‘acid esters: chlorocarbonic acid nethyl
esBer, cﬁimmocar boni c. aci d et yl ’ester, chl orocarbonic acid propyl ester,
chl orocarb edlkvlswprloqg%m:semmuy £ bl DC ands,lboni c- aci d byl ester
-(conpar e Beli er Organl schen Cheme 20 . - (Bei |stein's
“Handbook of Organl c Chem stry), ﬁdl tion LV, 3rd suppl errent vol-une 3, 20
pages 23-26) : _ , _ Y : S o
_ . . . N
- R*% o
. . wherein P L A
0 - R and R® preferably denote alkyl with- 1to4 Catoms and | ' 40

X preferabl
- P’;&“:’:‘d %fma halogen, .especlally chlorine or, if Y represents ORa the

45 R‘hasmheabovemenuonedmeamng,'or o ' R I
- X+Y con;omtly preferably Tepresent the nmde groupof the formula —NR° R N
" R*® denotes alkyl with 1—4 C atoms, especially wrth 1w2C atoms o o _-j .

"In the formulae LI and ITI preferred alkyl g'roups are straight-chain or br: ch d-
- : alkyl groups with 1 to 4 -especially with 1 to 2, Catoms Methyl gehthyl n- a(:d a—apl:'o;yl- . -
.50 andxi;r;andt;llalt:tylmaybementmnedasemrples 50 -
: erred -alkoxy- groups-are straight-chain or- branched alkoxy groups with 1° to 4, '
especially with 1 10 2, C atoms. Methoxy, ethioxy, n.-and i- - i-and &
| butoxg!ﬂﬂyb;alk o o iy xy,. . y,n -an lpropoxyandn i- and t-
: . referred alkylamino and dialkylamino groups are su'aught-chmn or branched alk l-‘ '
: 55 : ammo or d'lalkylammo with 1 to 4, especxally 1to 2 C atoms in he. alkyl grougs 55



c) Cabaornic acid halides: dinmethyloarbam c acid chloride, dinethylcarbamc

acid brom de, diethylcarbam c acid chloride, nethyl-ethyl-carbamc acid
chlori de—nethyl - ethyl carbamic aci-d-broni de—di propytcarbam-c—acid

brom de, dii sopr opyl car bamic acid 25 - “chlori de and di butyl carbam c aci
brom de (conpare Beiliteins Handbuch der Organis- 25. chen Chenie _
(Beil steirn' s Handbook of; . Organic Chem stry), edition I'V, 3rd supple- nent
vol ume 4, pages 144 222 and 301). d) Carbonic acid imdes (isocyanat es)
met hyl iso nat5e ethyl”isocyanate, pr opyksojzeecyanat e, i sopropyl '

t L
Gei | 311 ns Hgnﬁﬁbi'gﬁ“ aﬁ%wﬁ?ﬁg‘ er:@bgrrﬁ @ﬁra@%:f%%ﬁ

Or gani ¢ 30 uﬁﬁéﬁ;ﬁ% vol une 4, pages .
156, 227, 263, 279, 30Bxef 0 pidel &x@bl y

repr esent s the err]wPF%?éiY W@WWM%W% %tﬁ§ %‘ with3
to 4 C at&{s;. especi : o s O pr‘(’-,YPer Y _
represents Fhe radi ca haber Qioms 4R fluorine, chlovme,[lﬁﬁd’n]l &ﬂdnoﬂ!ﬁd’ I’e}pema.ll :
preferably denote alcklyﬁne\mtbfmﬂneio 4 C atoms and _ , 40 :
preferabl§ reptesent s, Referedplkomzarbery] groms .10
[err], the radical [Bhmly SERT bbbt ] ‘?n o °’é¥ts AR o o
45 X+Y conj Oiadedul nge erably" represent the |mde group of -the

formula =[err] - Preferred] Slkpiyewtonylenfimr grpupg ip| oryfprasighed - a‘lkog-atorrs, -
especi al |y wit# 1t gabonglanging wth 1 g4, A Iza &mﬁh ' Fﬁ"‘% ‘F‘ed 15

al kyl groups are st rmy aF: d“ﬁ‘hﬁﬁ S Té
especially with '1 to Zlﬂuﬁtsmn' reanetorg;ﬁlm sofventa Rkt arpm@y&waﬁﬁme

and n-, i- and t |a@a.mc alcohols such as methanol,

with 1 'to 4, zspem%&%’_ St ol ‘: s"a‘g%:g’l %&a’m%&mmﬂﬁps | 20 -.

i - propoxy and n-, i -propk )k asmdatoneom diireeferred-' '
al kyl am no- and di al kepéhoasitetrahy gwb@psot mmmabdmﬂ idey | -
anm no or dial k}? am rﬂw mf;h';% a‘;gaﬁé’éﬁe o e the25
'y y av (K

al kyl groups. - 55 In ﬂle reaction with pyrocirboxylic acid esters. it is also
5 Met hyl agi no, di met dyessaotioie, pyedckitidxpliti acia  estehs, aihlty ambmdmtabydseﬂw&m no, n-
gﬂg It dP[)ﬁ'toy: am no, 'dthiadu'imgll o ‘hlgsgglperﬂ“ml o of rhEensmno-»vf%mle ofﬂnefm’m? 36

y -The reaction ¢an be carried out under normal pressure but also under elevamed :

¥ pressute. In general, it is carried out under normai pressure.
L ~  In the course of the reaction according to the invention, the smrmng msterials as
a rule dissolve entirely or pastiaily whilst the end products crystallise out. The separat-
35 ing-out of the end products.can be accelerated by cooling and for by adding precipitants 35 .
o such as lower aliphatic ethers, for example diethyl ether and dibutyl ether, or lower :
- aliphatic hydrocarbons, for example petroleum ether, light benzine; lugmm or halo-
genohydmrbons, for example carbon tetrachloride. .
: The reaction temperatures can be varied within a substantial -range In general, o
40 temperatures between i — 20 and +250°C, pre'ferablyfbatween ~—10 and lOO"C,espea 40"
S ally between 0 and 50°C. are used. .
- The thermal rearrangement of the I b compounds, which are substituted in the
2-position, to the I a' compounds, which are substituted in the 1-position, can be
.. effected by heating the I b compounds, in the absénce of solvents, to temperatures above .
.45 - their melting point, or by heating them in the presence of solvents. Suitable solvents 45
forthe rearrangement are all inert higher-boiling ‘organic solvents, especially ethers
-such as diethyl glycol dimethyl ether, diethylene glycol diethyl ether and. diethylene -
glycol dibutyl ether, carboxylic acid amides, such as dimethylformamide and dimethyl-
" . acetamide, aromatic hydrocarbons or aromatic hydrocarbon derivatives, such as xylene,
- 50 tetralin, chlorobenzene, dichlorobenzenes, nitrobenzene or anisole. Heterocyclic bases 50
¢ such as pyridine, picolines, Iutidines, collidines, quinoline and isoquinoline are pamcu— '
' : o la:rly suitable ‘as well as mixtures of ‘these bases with other organic solvénts. ' - :
T The reaction temperatures for tliis rearrangement can be varied within a substan-
SR tial range. In general, the reaction is’ carried out at temperatures between 20 and 250°C, :
® - 55. . preferably between 50 and 200°C, especially beeween 100 and 170°C. - 55
x  The fmylatmn or merthylamnn of the NH,— group in the 3-position in the
formula' is carried out by heating with formic acid or a mixture of formaldehyde and
fonmc acid at temperatures around 100°C. _
: P All customary acid-binders can be used as the acxd-lbmdmg agexm 'I‘lme mdude'- :
60 - inorgamic bases such as alkali ‘metal - hydroxides, for example calcium hydroxide or - 60
'  bariuht hydroxide, alkali metal carbonates or alkaline earth mietal carbonates such as
" sodium carbonate, - potassium carbonate, calcium carbonate or sodium bicarbonate, as
_ wellasamxdessuchassodaxmdeandorgamscbasessuchas'nemnryamnnes,formmple
_ tuiethylamine, N,N-dimethylaniline, pyridines, quinolines and asoqmnohnes. The use. :
.65 of pyridines, lutidines and collidines or quinoline as amd-lbmdmg agenits is panticularly 65
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45 _ a.nd an amnpyxeuc actxon ,
~ The present invention therefore provndes a, pharmacetmcal composmon conﬁammg
as active mgreduentt a compound of the invention in admiixture’ with a solid or liquefied .
gaseous diluent, or in admixture with a liquid diluent other than a solvent of a molecular
weight less than 200 (preferably less than 350) except in the presence of a surfazce
30 active agent. * 30
. . The invention further provxdes a pharmaoeunml compomtlon conmm.mg as acuve
mlgr:dxent a oompound of the mvenmon in. the form of % sterile’ or ‘isotonic. aqueous
solution =
"The mvennon also prov1des a medlcamem. in dosa e umit form contprising a com- S
55 pound of the invention either alone or in adiixture w1th§. diluent. .- omp smg 55
.. The invention ‘also’ provides a medicament fn the - form ' of tablets (mcludmg :
: lozenges and. granules), dmgees, ‘capsules, p111s ampoules. or suppositories comprising
a compound of the .invention either alone or in adntixture’ with, the diluent, = :

. - “Medicament” as used in this Specxﬁcauon means . physxcally discrete’ coherent .
60 portions suitable for medical adfinistration. “Medicament in dosage unit form” as 60
' used in ‘this Specification ‘means physxcally "discrete coherent portions suitable for '
medical administration each containing a daily dose or'a multiple_(up to four r.unes)
or sub-multiple (down to a fortieth) of a daily dose of the compound of the i invention.

“Whether the medicament contains a (daily ‘dose or, for example, a helf, & third, or'a
65 'quam:er of a da.lly dose will depend on whether the medxcamem is to be admmxstered 65
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sili cones bent on-

cocoa oil and high
m xtures of these
nf& n,’-\QT es.
drluents e.g. ani nma
tragacant h, cel l-ul ose
30 ites, srlrcrc
The

subst ances.:

pharﬂ%ceutrcal connosrtrons mhréﬁﬂﬁmé powders and sprays can, . fgor - exanple

onta|n t s . ct-ose—talc —sil i cic acl d, - aram® um
“hydr oxi de| cal, e srrcate and ' pol ym de powder - of ntxtures of
~these sub - Adroso] sprays.’ ‘cah for exan{le contaln t he usual -
~ propell ants, chl or o@ uor ohydr o,ars : 35 The
~ pharmaceufi ¢ np¢sitors which arp serutrons and eﬂulsro_s can, for
~exanpl e, : ,’custonary drluents (wi t'h, Tof Cdurse the aboye
‘mentioned éh|of. .s& vents .havf.ng .a mol ecyl ar -wei ght eIOM/ZéEVexcept
in the pr¢: surface- actrve agent) sugh. as solvents, dissolvihg
agents an cnuiblll TS, SpecT Tt expnptes—of—4t ——stehH d||t|ents are
wat er, et “§l.cobol, |50prepyl,atc3hol et hyl cabonate ot hyl aate, 40
“benzyl aI:ohoﬁm b§2 benzoat e, - prdpylene egcoI 1, 3- but-lene gl ycol
di mer hyl f ¢r Ry oilg [for exanple ground ut orI] cerol,
tetrahydr )ftwg[“:alsc hol, Epol yet hyl ehe gl §cot s qnd- fﬁty acr d esters of
“sorbitol ¢r :rrgp&ﬁ@ ther"eo For- paf entefal adrn ni'st¥ation t he sol ut| ons
“and enuIS|od$§§h§@ txasterlle and .45 itvapproprl' e, :
~ bl ood-i sofork § §m's e L 45
‘The' phar miTeUt At onpusT tHoms—whiEhr—dre—susp —¢&irjcont ai'n the usual
diluents, suchzas I fquid.diluents, e.g.. water, ethyI aIco'oI propyl ene
gl ycol , syrf@g <aclive agents. (e of ethoxylat,d |sostearlr aIcohoIs
pol yxyl eng¢- q@abtge Tnd sﬁ&brtane esfers), mcr crystallrn_ cel-l ul ose,
al um ni umy neg #RY@Er oki de’ bpntonrte agar¥agan-a] - . ftragacath or
~nixtures {hef8afE<Z | U . =
50 Al tha_ﬁhﬁmﬁ&eerttcaP conp03|t|ons.accordi ' vention can al so
~contain cplouring“agjents ‘and presevjatives as - as per f ynes and
fIavourmn;Jaddrtronq (e. g peppernrnt'orr-and ,ucaiyptus dil) and
h smeetenmn; aggnts-(afg, saccharrn) The phar mageuyi.cal osirtion
~-accordi Ag tdgﬁngoln entlon preferably contain $5 = _. . ab ut 0.1 to 99.5,
¥ nore prefarQ yf%rortO 5rto 90% of [the active |ngr i ent - ”y“meight 55 of
”'the”total.cqﬂgdéfti)n I& addi tion ffo a conpoufid of<the invention, the
phar maceufi eaf’ %@np)srtrgns and medi canents ac ordrgg to tlhe invention can
al so COﬁtilh'aﬁh :phar m€ceut i cal } y| active compound®. They nay al so contain
a pluralify of- conp)unds of ten-inventi-on. 60 : Any drluent in the
medi camen{sS O the present TnventTon nmay De any ol those. : 60
ment i oned| above 4n felation to the pharnaceutr‘al conposrtrons of the
- present i pveéh |o% Such & edi caleC| may |ndluje sol vent s |of nol ecul.ar
“weight legs® aprOJ as gole diluent. & 3 L
S SexE2 = : e S
EEpEE| o 2 A
. & '
N 28 o .
§ f éf} g: | ? . =
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8 1, 490, 306 The di screte coherent

portions constituting the nedi canent, according to the inven- tion (whether
i N dos age—si-t—f or M-of—Rotg—ay—Be—i-oF

Aot —Ry—Be—f-or—exarpte—any—of—the—fotowng:
tablets (including | ozenges and granul es), pills, dragees, capsules,
suppositories and anpoul es. Sone of these form nmay be nmade up for del ay,

rel ease of the active S. i ngredi-ent. Sonme, such as capsules, inclu :}
protective envel ope -which renders the 5 portions of the nedi canent
physi cal I ydi scriete and toherent. The preh#40386 daily dose for L I1

adni ni st ratvn of. ;.n.e_med-l-ca-n@nfe SH—t-Re——-et-eR+S—B——fg—o—5—g—of
active ingredi ent/. Theapgr oductior of the above-nmentoned pharngceuti cal
conposi ti ons and maﬁl cas 1( ments|is carried|out by:any pethog knowp
in the art, by _exarrpl‘aé., By |m xing the hctive  10|ingr edient () Wi ithe| -
diluent(s) .to forfm @? siftion (e.g: h granu- latle) an@ then| forning thﬁe- :

conpositiof fnto th%,,n‘g cdment. (e. g thbietss). Thi|s.inuention| furtler
provi des a-fiet hod of Eg%ﬁtl ng (includ|ng preventilon, relief hnd clre: of

the above-nentioned&di Behdds i-n non-hufran-ani mal s,|. whi ch com| 15’
primes adhi ni st erfrg—to—thg—amimats—afompound—of [The TTvent T pni_al one or i n
admi xture .15 wifth & dilagnt or in ithe.formof g medicament|according tlo
the invention. It isgagvsgged t hat thepe actd ve cqnpounds wil| be . :
adm ni st er.ed per. nai_lz/‘é rlen- t ot ally (for-' exangl e intranustul arty,

i ntraperitoneally o@-;‘ste:rﬁvenou y)., rectal Egy or lfocally, preferably oraljfly
or parenterally.: Pr-éff’@g@: phar nfaceut i gal c@npositlions and 20| = . :
medi canent s are theget @r egtlhose adapt e¢- f or “oral dr parenteral - SO
administration. | 'Esg@'ﬁn the case of oral use, |tablets can|of course

al so contain, ' i n. pedrttromrtio—tthe—excirplents et gned, addi t1 yes such as

sodium citrate, cplciumcarlbonate and ¢al cium phogphat e, together -with
various- furt her substgﬁ’ces such as .stafch, prefergbly potato 'ptarc@ and
gel ati ne. Furt her| m)r=e;; gbrjicants - -suchlas magnesi ym st ear at e, | sodi a'm

lauryl- 25 - - su @h%ltsasa d talc can be co-used flor tabl et-npki ngz In tHe
case of aqueous susg:eﬁﬁlﬁ)ns 25 and/or{elixirs whilch are.i n-te1ded Lor or gl
use, the active camﬁqﬁu an be mixed|w th variods flavour-i Tprow ng’
agents or -dyestuf fsm n“’é’ijdl .ion'to thejabovem entijoned auxilifies. In thg
case of parent egaf—apptiTatfom, —Sorurtgns of the gctive conpoyinds can be |30
enpl oyed, . usi ngasi ta@l e Fijqui d exci pi ¢nts, A fact| which has proved N R
partiailarly.adgan- & 30 4ageous for .the case of parenteral appl ication ifs”
that the conpoundp @c-g S n totheln ention can |f orm readil IR
wat er - sol.ubl e sal tséff "'e sal ts are obptained wher the conpoupds according -
to the invention;|ig& 8@& bl e solven{, are conbifned with th¢ equi.nol ar
anount of a non- taxﬁcsﬁrﬂ)gg nic or orgdnic base. As exanples {here .-may bq -
35 ment’i oned] sodi um hjydr oxi de so;rutl on, pot gssi um hydr oki de sol utign,"
et hanol am ne, . 35 dl et n nOI ani ne,” {r1 et hanol am ne, 1 - :
am no-ri s- hydr oxyfret hyl ngt h gl ucos}m ne and N-nertyl-gi ucpsam ne. Sugh-:
salts can al so be f=£|=u-nc§e ed i nporta ce for oral| applicatiof of the-comn

23 @ o o ) o 3 AR
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pounds according to the invention, in that they accelerate or delay the
resorptlon as 40 desred. In addltlon to the salts al ready nentioned
i a-Cci um

salts al um ni um salts and iron saIts , In general it has proved
antageous, in the case of parenteral adm nistration, to adm nister
nts of fromO0.01 to 50 ng/ kg, preferably about 01.to 10 ng/ kg of  body
ht daily to achieve effective results, whilst in the ease of, oral

atdmigi stration 45 t he dosageo,306 about 0.1 to 500 ny/ kg, gref erably 0.5
to 10 F‘ba‘d.)L_wLﬂhf 154 Tt s be
necesgary tPHgdeViate fromtphe anounts nti ohed anld i n particplar to do so
as a flungt iHF of| t'he;body i ght of the¢ test aningl or- of the|nature of the
adni nif st gtg&n fout e, T but o) because of the spedies of aninpl and. its 50
i ndi vi dug@c_ hayi our '_'foward' thexnedi canent @or thd nature of the | -

f or nul at&‘@rgof fhe. 20 lattler, apd- the|ti megor i ntlerval at whlch.t:is

admi nij st2Ee2ld 2THus, i4 may f.n soTte cas¢s suffice tjo -manage wifh | €€s than
the ahov@gehidHned nini rrum rrou.r_tt whi | $t in ot her |cases the upper I|mt

" nment i gred—rust—e—exceededTWreremajot—aouTts T red it can be

advi sabl egto ¢ Yi de -t hese ijnto several i ndi vi dual ladni ni stati-pns 55
over fhe go,,prse of tﬁe day. T L SRR
55 The¢se_ Stwt nts gpply t the‘*,'use of. t he conpounds accordi hg'to the
- i nventi oh-Etof Qan veBerinarly medgci ne @and in human’ medi ci ne. The anal gesic
actio v@ﬁ;ﬂé‘tzermned by t hg tauL. flckltest on thg:tail's of rats and by the
phenquuela(metg/vrlthlngtest onrats Ip the tail ffiick,. the thil of male
rats. |s§@=mm i rradi at ed. p thafocui;sed heat ray.: Inthis t est,
unt r egted—ammelfs Teact T after—amaver§y T Hert ~t+me of 5. 1+0. 8
secondgs (reatlor tinme) by drawi ng away|the tail. | uence of

anal g S|ggl y agtive §onpounds this reaction ti. mafbeco‘ﬂes | opger. After
conpounds zvipsch, ~afté} admihi stration. hi ve--a retlon |ne|of the ani mals of
at le nds @ e considered to be anal gesi dal | y @.Ctl vef 5 animals
are e 65 ~ dose. The [erf] is the dose \M’gch on aver age. .

| engt bacti on ti of 50%of | 65 9 '

-1, 490|306 & _ : 9 the ani rral 5 enpl oyed to
' — ot G D rardyamd—H. Goodel | :

‘@s or pai.n) Masuremen of t he ef1 ect - of Mor ghi ne,. Codei he and ot her
opi & ¢s g)rat the pai n threshol:d and an apal ysigs' of tiheir relatipn to the pain
“exper il- ﬁg@o ] din. Lnvest., 19; 659-6801940))). 5 In the
phenyl qugnc@e wlithing testf{ 100 [err] ¢ of éﬂe'substance di sgolved in 0.5
m of S%Stag@th al cohol, fare injectedl int F—aperltoneally intp rats: A few
m nut ¢s [.‘au&'g gadm nistration, the aninils show t hd char acteri 5t C wr i t.hi ng

reactilon,. whi ch|consists of| the animal $§ show ng extrene backwhrd ext ensi on
of th -nlno‘pa R, rlexihg‘tEe packanma T rrmg—thgtat——Arthe sane tine,
wave- |ji ke cogtrat(’:ti ons frequently pass|over the o '
’ S o 3 . ’ : :

- .
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10 abdom nal nmnus

assessed to be an anaI

cl es.

The inhibition of this withing syndrone is
10 gesrc effect

The substance to be |nvest|gated

60 mnutes (in the case of oral
phenyl qui none. 5 aninmals are enpl oyed per substance and per dose.
is the dose at which the nunber of withing reactions in the animals 15

enpl oyed |s on .average reduced to half that of the control
15 E, R. Cadnus amd90306Lu:.
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[err] 12 1, 490, 306

12 [err] 13 1, 490, 306
13— — 1,490,306

13 [err] . o .0Eo0..2.0. 0 - 14 .

1, 490, 306 SR . 14 of 3 - amino - 6 -

i ndazole - 2: - carboxylic acid ethyl ester are ISO| at ed, by
ation, in the form of yelli)&)s&jstals Meltlng poi nt ;. 163- [err]
: sreaction pr nrlum‘ anple 1 is-also obt a| ned 4 h 80% -

y| el d, onofraeamdmg‘sSchlm indBzolk -1 caRforylic aci ] Sster aft Bolal| G O - i ndezol e and
0. 15 m)l ﬁjﬁaqggsrmﬂarfgmofcyemm d’ysdlseMﬁl}ihg-pomt51638-thJ°Cn 50 m of ethanol in 2

hours at [err]. Exarrple 3 Thg tlon produt of Exarrple 1 is also

obt ai ned, i nAgp 0 / eidaog\mal .6 - chloro -

~ indzol e, amaaml- Qm&ea mmeﬁnmls caudd«%ﬁler ang 0.22 nol
- of sodi um@nméﬁmknﬂesbeolImZQ@&mO@cetone |n 3 hour s at. 20-|:err]. é.éoExarrpl e
4. Anal ogously ‘to Exanple 1,- 0. 1 nB' of 3 - _am no - i ndazol e and 1- nol

- of “pyrocar bamk Geadioh Grodlsk of nell] Lo Tem de give

- 3- ami no- i oElmsick a-- . 50 QG tdl‘e m : 1i Ng poi nt:
1821083C; WM@&ZMbdrwmnhlc&&nmmlso nﬂi&tomindtmaam—aom ‘Exanple 5.
Anal ogously to Exanple 1, 0.2 lgf 3 - amno - ‘chloro - ‘indazole in
100 M 20 of pyrocarbonic a él et hyI ester. g| ves 3 -~ amno 4 -
chloro -'indazole - 2 - car b- .9%<yl ic acid ethyl. ester (nmelting point:

"’109-[er__f_] ;" 63% of the’ory), _ @@&é at 20 300C Exarrple 6. [err]

o Analogously 0. Example 1 0.01 mol of 3 - amino - indazole and 001 mol of '
o _ pyrocarbonic acid diethyl ester in 20 ml of dxmethylfommmde give 3-anrino-indazole- : '
15 - ,Z-Oauboxyhxsz atilgoathyl ester (meltmg pomt 182—183°C 78% of 'thwry) in 15 15

. Diinutes aa §—- _ .

Example 5

ytoExamplel 02molof3 anino = 4 - chloro - indazole in 1 "

20 . of pyroau‘bomc acid- diethyl: ester gives 3 - amiivo - 4 - ichloro - indazole - 2 - carb~ N B
oxylic acid ethyl ester (melung point: 109--1vll°C 63% of ﬂleory) m 3 houts o

"20-30°C.
' EmmplzG |
25 ST AnalogwslymExamplel 01molaf3 amino - 6 - chloro - ‘indazole in 50 ml '257_'

~ - of pyrocarbonic acid- dimethyl ester gives 3 - amino - 6 - chloro - indazole - 2-
. . -carboxylic acid methyl ester (mel.tmg point: 198—-200°C 90% of theory) in 30

*‘minutes at 30—50°C.. |
' Ana.logously to Example 1, 005 mol of 3 amino - 6 - chlbro - indazole and :
_0075molofpyrocarbomcac1dd1-n-butylesmg1ve3-anuno-ﬁ-c!ﬂoro— .
- indazole - 2 - carboxylic acxd n -butyl ester (mel-tmg pomt 169-170°C 81% of ‘ .«
) t.heory)mShomsatSWC . - __ .
s ;_Emples..- BT -
a’°°z's

Analogously to Example 1, 0. 06 mol of 3 - ammo -4 - mﬂuoromcthyl mdazole



25 Anal ogously to Example 1, 0.1 nmol of 3 - amno - 6 - chloro -

I ndazole in 50 nm 25 of pyrocarbonic acid dinethyl ester gives 3 -

am no - —e———cht-oro—ndazote—2——carboxyttc—ardmethyt—ester—(netting point:
198-2000C 90% of theory) in 30 mnutes at 30-[err]. Exanple 7 30

[err] Analogously to Exanple 1, 0.05 nol of 3 - amno - 6 - chloro -

i ndazol e ‘and 0. 075 nol of pyrocarbonic acid di - n - butyl ester give 3
amino - 6 - chloro-.indazole and indazol g, && carboxyllc aC|d n -butyks
ester (ITEl bn(] H’)I nf 1ﬁq fPI"I“] R10Anf 11 ’1‘3\1 |n 5—houSs—at C:’:’]. Lo ¥~ .
Exanpl e 8. in 50 ml of pyrocarbomc acid dmethyl ester gives 35- 4hiad o anpl e
1, 0.06 mol of 3 - amknwb - 24- cawqurﬂamrmtew (melting cheipd | 1011 85% of .

1, 490, 306 theory) in 10 mirrutes at 20°C. . - 15'in'50 m of

pyrocarbonic.-acid diethyl ester. gives 3 --m@@ - 4 - trifl.uoromethyl -

i ndazol e ; 2 - car boxyl Ic acid ethyl ester (rreltl ng p0| nt 100 IOlC 85% .-
of theory)<in 10 minutes at .. 20C. . Exanph% dter]. 5
5 Anal ogousty 6o Exanple. 1, 0. 1. mol of 3k haniomors- 5 . trlfluoronethyl -
i ndazol e in 50 rri of." pyr ocar boni-c: aci d-di met hyl - ‘ester: gives 3 - amino - 5 -

trifluoromethyl-.iindaasiigously aom@lebl;)nwm&omi- ahnnet Bnyrmmmwzhyl(nﬂmkng

point: 164-[err]; 64@/&0@;ﬂotm¢qu #riddi tﬂ‘qﬂ - amgo 64_'_1‘;;‘3““"“‘%}*‘3’1' S
Exanpl e 10. - A “;?“yhc acid m meling POt 15365 % % ‘Exanpl e

1, 0.01 nol of 3 - 'PQ) hgm trlcfluorrret hyl - ‘indazol e and 0.125 nol of
pyrocar boni c ai®i d-d| ethyl ester in 100 niEsgfplethanol give 3 - anino- 5 - 10 .
trifluoromethyl - indazole. - 2.- carboxylic acid ethyl ester (melti ng

point: 182- 15 1840C;, 82% of ‘theory n. Ispour at 80C. - -

15 Exanpl e 11-Anal ogously 0 Exarrpl e 1, —nR) ,Qf 3 .- amino - 5
trifluornethyl - |ndazole and. .0. 055 nDI 0) oyrocabonlc aci-d d|-|sopropyl
ester give 3-- amhno - 5- trlfiuoro- 2 - indazol e .- e
carboxylic acid i sopro sﬁg ‘]ﬁ &g vg;o}n

theory) in 5 ninutesi® %&ﬁ ; mz.:l. 0. 05
mol of 3- amng-:5 isgd . .an 0. 055. ol of 15
pyrocar boni c aC| d di-n- butyl ester g| ve . am no 5 -trifluoro- ' :
25 net hyl «-- i ndazol e - 2 - car boxyl i.C- acﬂl"}’“FP butyl ester (meltlng point -
147-[err] ;- - T

. Analogously to Example 1, 0.05 mol of 3 - amino - 5 trifluoromethyl - madazole'

. and. 0.055 mol };f pyrocarbomc’ acid di-isopropyl ester give 3 - amino - 5 - mﬂugm- .

30 . methyl - indazole - 2 - carboxylic acid isopropyl ester (meltmg point: - 184-186 C; 20 -
: : 82% of theory) in 5 mmutes a 20—30°C _ _ .

Examlc 12

a0 S . )"m”q

Analogously to Exsample 1 005 mol of 3 -amino-~ 5 - mﬂuoromedtyl indazole

25  and 0.055 mol of pyrocarbonic acid di - n - butyl ester give 3 - amino - 5 - mﬂmzro— 25
- - - methyl - indazole - 2 - carboxylic acid n - butyl ester. (melt;mg pom't 147--149°C;
. S 73% of theory) in 5 minutes at 20—30°C,
. ' 2o " Example 13
s
' /C):( COCXIsz .
- 30 | Analogously to Examplel 0.04 mol uf 3 amino - 6 mﬂuoromethyl indazole 30 _

and 50 ml of pyrocarbonic acid diethyl ester in 25 ml of ethanol give 3 - amino - 6-
trifluoromethyl - indazole - 2 - carboxylic .acid ethyl ester (meltmg pom.'t 153—--
155°C 77% oftheory) in 1 hour gt 20°C. : L o .



73 % of theory) in 5 mnutes at 20-[err]. Exanple 13. [err] 30
Anal ogously to Exanple 1, 0.04 nol of 3 - amno - 6 - trifluoronethyl -
I ndazot- ' ' i i

ethanol give 3 - amino - 6- trifluoronethyl -"indazole - 2 - carboxylic
acid ethyl ester (nmelting point: 153- [err]; 77 of the theory) in 1 hour at
]. 16 ' 1, 490, 306 .

npl e 14. Anal ogously to Exanple 1, 0.05 nol of 3 - amino -_6 -

. omethyl — indazole and B49986 npl of pyrocarbonic acidmi - n -
tyl.ester give 3 - am.no - Gpgmplifyl UOrp- 5 nethyl .- 1ndazore - 2 -
carboxylic acid n - butyl ester (nelting:-poirt: 139-[err]; 5 93% of heory)
in 1 hour at 50C. Exanple 15. Lerr]wAnal ogously*to Exanpl é 1, 0.05 nmol of 3
- amno - 7 - trifluoronethyl @!’i‘i‘e‘,s. 10 and 0. 055 nol of

pyrocar bonic acid diethyl ester give 3 - anmino - 7 - trifluoronethyl- 10

i ndazole - ZAmlogoadyP@ f¥hrhdle 2008 nisl 8% £k (NELLI NG paint. 174-[ers P 93%

Of 1 1e0r 194 005 Sl it &&gﬁirﬁ%m;%ﬁﬁﬂmﬂ&e?rm e \"J' "

Anal gOusg"i}”Y' A 2e- chrbogylio aqirbh - bfityl3ester amelting poin® 139-0140%@ - | ngazol e and
A gazel;

0.22 15 &%B’cﬁqr% acid-di ethyl -ester in 100 m. of- -

di met hyl f or mani de give:-3 - anm@Rands. Nitro - indazole - 2 - carboxylic
acid ethyl ester (nelting point: 226-227C, 76%of theory) in 8 hours at

10- 200C. Exanple 17. [err] 2 NHp o -

20 Anal ogously to Exanple 10%;-0@@4 ‘of 3 - amno - 4,7 - dichloro -

I ndazole in 100 mM of .pyrocarbgnic acid diethyl ester gives 3 - amno - 4.7

- dichloro a4 ol e- ? - ?r.bo gtl_i c-acid ethyl ester (nelting point:
. e 1, 0, 3. trifa _ind;
14310.45C s S SR TRt A 5, peBp i sibesmetyl i

Exanpl e ilazole - 2 - carboxylic acid ethyl ester (melting point: 174 -175°C: op Anal®gous! y to
Exanpl e 15 pingteypsP0o25°C. - ani no - 5n§p?rifluo'r_orrét yI"="7’- nitro- indazole
and 150 nl. of pyrocarbonic 'aci‘gaﬁdzpll”ei' yl eéster-in-100:m of ethanol give 3-
amino - 5 -:trifluoromethyl .- 7777 “ttro - i ndazol'e - :2 - carboxylic acid

et hyl - ‘ester , OpN o

15 : Analogomly'-tol!_xﬁnxplel _0.2molof3-anﬁno-s-lﬁuo.-indazoleandIO.IZZl |
- zsrmIOf&mbonﬁlcb-aci%tﬁeﬂlyisﬁrin 100 ml of dimethylformamide give 3 - amino- . 15-
- nitro - indazole - 2 - carboxylic acid ethyl ester (melti point: °C;. -
76%, of theory) in 8 hours at 10—20°C. - i coer { tlng '2-26'—227 < »
' Example 17. |
o

- Ana-logdusly'fo Example 1, 0.15 mol of 3 --amino - 4,7 - dichloro - indazole in .
- 100.m! of Ppyrocarbonic acid diethyl ester gives 3 - amino - 4.7 - dichloro - indazole-
2 - c:zm‘b;goygc acid ethyl ester (melting point: 143—145°C; 69%, of theory) in 5

5 . .. Example18. SR 25

. _Amlogomiy to Example 1, 0.1 mol of 3 - ammo - 5 - triffluoromethyl - 7 - | tro-
* indazole and 150 mi of pyrocarbonic acid diethyl ester in 100 ml of e'tianol gil\lrle 3-

. amino - - triflucromethyl - 7 - nitro. - indazole - 2 - carboxylic acid 1 éster '
.30 (Mﬁng point: 186—-187?(3; 74%, of theory) in 30 minutes atx¥30°C. eyl ester 3
' ' Example 19. | | |

- Analogously- to Example 1, 0.1 mol of 3,7 - diamino - 5 - triffucromethyl-



30 (nmelting point: 186-187C, 74% of theory) in 30 m nutes at 80C.
30 Exanple 19. [err] Analogously to Exanple 1, 0.1 nol of 3,7 - diamno -

5 - tridduerethy +—436—-366 17

i ndazole in 70 rri of pyrocarbonic acid diethyl ester gives 3,7 - diamno -
5 - trifluore- nethyl - indazole.- 2 - carboxylic acid ethyl ester (nelti
point: 193- [err]' 90% af theory) in 1 hour at 20-[err]: Exanple 20.
5 : _ - ) i

5 Anal ogousiy to Exarrple 1, 0 1 rml bf 3, 17490;305'an1' no - 5 - trifluoronetiy

i ndazol e i 707 OF, ocC ol c acl ster - 5 -
trifluro- nethyl ﬁ%[g rﬁfﬁ%ﬁ;ﬁ‘f “““’e‘}’%ﬁﬁ'ﬁ 2% 193.5%212%%&,%c aci d

et hyl ester (rreltl ngnﬁdtyt) 112:&%2(30@"&89% of theory) I'n 20 m nut es-at

[err]. 10 . Exanple 21.

10 [err] 0.1 nol of 3°- amno - 6 - chl OFWICI%‘?daZNE in 100 m of S
pyrocarbon c~acid diethyl ester is heat B2 hours to [err]; whi | st
stirring. Aftes cooling, 100 nt of diet hy *are added and 3 - amino -5

6 - chloro - indazole - 1 - carboxylic acnd-oatzlgyl ester 15 is isolated, by
filtratioh, in the form,,ﬂﬁgo |@LEx£1ﬁ}$1$ 1;:oys.halds (e |diainitg Oi- ntnﬂwoa:&&«eh&brr]

15 60% of theory).. Imﬂzmloﬂ' v elstee tgivesf 3 Emg@f Zﬁemal SO

obt ai ned,” in 70% yi é‘F’H‘ ;?ﬂg“‘%" H?b 7’3;“*’ "“'rﬂ?‘ e

i ndazol e and 0.5 nolPBf z%yrz A PR t278 " ester in 500 m of

ethanol- in 10 fpours at 800C.. ~ " *. " - 'Example 21 L . 20 Exanpl e 280

The reaction product of Exanple 21 Is al sg obtaazned in 35% yield, on

reacting 0.2 nol of 3 - amino -6 - chl oro dazol e and 0.22 nol of

chl orocarboni c aci d et hyl ester :in 150 of@gxrl dine-in 1 hour at.

20-[err]. 25. Exanpl e 24. '

25 The reaction product)lohlcEﬁarzpine Eicmgoahmolamlﬁﬂn%ﬁpymﬂw % on-
aci d

reacting 0.2 nol 51'(}“5%1{99&’ h_ng_,
ethyl ester ing$0 mmgg yfrcbl g@ 1; ng ;

Exanpl e 25. 30  60%, of )reac ion. product of xanpl'e 21 i s ai so _

obtained, in 65%yi eId on reacting 30 Qxa]nplroiz of 3’ -am ny?d& 6 - chloro -
dyot¢f Exsmpl S tained, in 70% on reacting

' ndazol e ‘and 0.12 m)l -?m 6 ¢cfhloro chjlazgl‘egnlsglﬁ mlofpyrocar!bomcaclddneﬂxyl

- 20 esterm 500 ml of ethanol in 10 houss at 80°C.

e T Example 23.
- The reacu:on product of Example 21 is also obtained, in 35%, yield, on reacting
0.2 mol of 3 - amino -6 - chloro - indazole and 0.22 mol of chlorocarbonic ac:nd ethyl
" ester in 150 m] of pynd.me in 1 hour at 20—30°C. : :

25 Emm le 24. 25
.- The reaction pwoduct of Example 21 is also obtained, in 90%, yield, on- reacting
0.2 mol of 3 - amino - 6 - chloro - ‘indazole 2 = mrboxyhc ac1d ethyl ester in 80 ml
of 2,4,6-mmethylpyndme in15 mmutes at 170°C. ) .

Example 25. :
0 'I'hemcuon product of Example 21 is also obtamed in 65%, yucld on reacting 30 -
- . 0.1 mol of 3 - amino - 6 - chloro - indazole and 0.12 mol of ‘pyrocarbonic acid diethyl
- ester in 50 ml of qumolme in1 hour at 20-—30°C and - subsequently 30 minutes at

: 160°C _ -
o Example 26 o 3
Analogously to Example 24, 0.07 inol of 3 - amino - indazole - 2 - carboxylicacid
- . ethyl ester in 50 ‘ml of mtrobenzene gives 3 - amino - indazole - 1 - carboxylic acid
* ethyl ester (mel'ung point: 163—165°C, 83% of rheory) in 10 minutes at 210°C '

- Example 27 ‘ - L
o _ &_._,‘.»' . . .
~ -Analogously to Example 23,.0.05 mol of 3 - amino - 4 -chloro - indazole and .



ester in 50 mM of quinoline in 1 hour at 20-[err] and-subsequently 30

m nutes at 1600C. Exanple 26. [err] 35

35 Anal ogousty—to—Exanpte—24—6—6++pot—o6f—-3 am-no—ndazole - 2 -

carboxylic acid ethyl ester in 50 M of nitrobenzene gives 3 - anmino -

zole - 1 - carboxylic acid ethyl ester (nelting point: 163-[err]; 83%
eory) in 10 mnutes.at 2100C. Exanple 27. [err] 40 ' _ -

) alogously to Exanple 23, 0.05 nol of 3 - anlno - 4 - chloro - indazole
/18 1490306 1,490,306 . 18" --18

am ng-rm' i ﬁ%&mﬁﬁﬁg&&@f a.dﬁﬂ:ﬁ%ﬁt ?% B‘a‘Z‘OV L pyTTarns<gi ve 3 -

sgster (melting
poi nt : 1908‘1’@'fth}0ry)58%@ia't12hem°¢) in 1 hour

0C. Ex%nple 28.
Anal ogously to Exanple 23, 0.1_nol of 3 - anlno- 4 - chloro-indazol e and
0. 105 nol of chl orocarbonic acFﬁm?lH? ester in 80.n of pyridine g|ve 3 -
am no - 4- chloro - .indazole - ~carboxylic acid ethyl ester’ (ng¥§|ng
~ point: 167-169C, 62% of theoty 1 Mehour at [err]. 10

Exandl e 29. e : 10 Anal ogousl.y g to Exanple
.24, 0.05 nol -of -3 - anino;< 6_? CELQQO -_|ndazole -.2:;carboxyllc ‘actd

met hyl ester 'in 50 m- of. 2 --nmethyl pyrldlne gives 3.- .amno - 6- chloro
- indazol ¢ Aﬂalogmﬂﬁ&bﬁiﬁﬁiple%ﬁ@l%ﬂ&@ﬂamﬁ&tar &R ! iRgaQhdt : 210-211C 15
55% of th mcln@ocmbm 5@ egityl @R510. 80 inl of pyridine give 3 - amino - 4-

15 Exanpl ﬁl@@gbegbﬂsqdmybmmmmm 1@7—ens9m;|ezw 3-.anino : 6 -
chloro - 1 nda 6 e gt carboxylic acid n - butyl ester in 25 m  of pyri.di ne
givd8 3 - amno - 6 - chloro- Bfmple 29. |ndazole-- 1 - carboxyllq0a0|d n -
butyl ester (nelting point: 139- 140C 617% of - 20 theory) in 15 m nutes at

100C. . Exanple 31. [err] Anal ogoyslLy M0 Exanple 21. 0.06 nmol of 3 - "amino -
4- trlfluoronethyl - indazole~ A in 50 n of pyrocarbonic acid diethyl
ester gives 3 - amno - 4 - trifl ponethyl - = 25 |ndazole - 1 - carboxylic
aci d ethyl -ester. (melting point: t85°186C; 68%. of = . : :

Analogously to Emmple 24, 0.05 mol of 3 - amino - 6 - chloro .indazole - 2-
_ carboxylic acid methyl ester in 50 ml of 2 - methyl - pyridine gives 3 - amino - 6-
_ _ . chloro - indazole - 1 - carboxylic acid methyl ester (mclmng pomt 210—211°C :
© 15 - 55% of theory) in 15 mmutesat 125°C B 15 *

Example £

a"*-

Analogmmsly 10 Example 24, 0.04-mol of 3 - amino - 6= chloro mdazole - 2-
. " carboxylic acid n.- butyl ester in 25 ml of pyridine nges 3 - amino - 6 - chloro- : :
20 indazole - 1 - carboxylic acid n - butyl ester (meltmg pomt 139—-—140°C 617%; of 20
theory) in 15 mimites at 100°C. '

Example 31 L
_ R °°°Cz”5 _
Amlogously to Example 21, 0.06 mol of 3 - amino - 4 mﬁuoromethyl md'azole B [
25  in 50 ml of pyrocarbonic acid diethyl ester gives 3 - amino - 4 - trifluvoromethyl- 25
. indazole -. 1 - mrboxyhc -acid ethyl ester - (mel-tmg pomt 185——-186°C 68% of
_ them‘y)mlhomsa«t??C : _ R
Example_ 32, -
@T“
30 Analogously to Example 24, 0065moldf3-'ammo-5-uuﬂuoromeﬂlyl- 30

indazole -.2 - carboxylic acid methyl ester: in 70 ml- of. 4 methyl - pyndme gwes _



theory) in 2 hours at 75C. Exanple 32. [err] 30 Anal gously to
Exanpl e 24, 0.065 nol of 3 - amno - 5 - tl’lf| uor onet hyI 30 i ndazol e
19 1, 490 306

19 3. - amne - 5- trifluoromethyl - indazol e - 1 - carboxylic add nethyl
ester (nelting poi nt: 177-[err]; 55%of theory) in 5 minutes at 140C

Exanple 33. 5 ) Anal ogously to Exanple 24, 0.175 nol of 3 - am ng

5 - trifl UQZ/OWEWW * 5 indazole - 2 n490806b0XYyliC aci d ethyl ester i1
80 m of 2 6 el N |d|ne gL ves 3 1T uQr onet nyl
- indazole - %:ﬁ %_jg m%gfé&mgsrﬂ%’ﬁ'gtg Cﬁmy' es'f‘éim%gﬁc 87%
of theory) in 30 m nut es at mg . - .The reaction - :
product of Exanple 33 rnay al so be obt ai n@ampie %% y| el.d by 10
reacting a nixtre of 1.6 mol of 3 - amno - 5 -:trifluoromethyl - indazole

- 2- car yLl c add ethyl .ester, 370 m E’ne and 20 n1 of pyr| d| ne for

ten mnutes®at.135-[err]. Exarrple 35. [er -
15 Analogouslyto Exanpl e 24, 0.04 nol .of 3, ymino - 5 - trlfluororrethyl
i ndazol e-‘2- car boxyl I ¢ aci d | sopropyl ester in 25 ml of nitrobenzene

gives 3 - amné - 5- t rnflbgealyowcEsdample -24 ndﬁzmblecyf-s 1 a:mxtoan box;tdﬂmomm 5 -
i sopropyl ~ester (nellﬂﬂ?ﬁ Tﬁfg:ﬂ}@? W 2 e as at '
2100C. 20 :)pb \mrmne‘tii!' -mdaonD Oiﬂ!l y € y ester( eq

20 Anal ogousy to ExfmT émﬂlss CSEAOfTher)"ésomam no - 5 - tr|fI uororret hyl -

I ndazole - 2 - caboxyl c acid n - yl e$xenmpls B¢ 15 ni of

- di chl or dbenzelt gi ves@cm&ﬁ‘rﬁm?f p§ P?JGP& ’&agf d

carboxylic acid n - m yml f) ogg,’l’:nme % of
theory) in 15 m nut@mgLJ arrpl e 37.

[err] Anal ogously to Exarrple 22 0. 04 nol: of 3- amino -6- trlfluororrethyl -
i ndazol e and 50 M of pyrocarbonic aci d -di=eelgPS-ester in 25 m of ethanol - -

give 3 - amno -6- 30 trifl'uoro @yl - dazole - 1 - ¢ arboxyllc aci d
et hyl ester (nelting poi nt 1.6_8- 9 -‘ of theory) in 2 hours at” -
80C. Exanpl e 3&, _ . C 15
. an-o-l/%
’ . Analogously to Emample 24 0.04 mol of 3 amino - § - mﬂuormnethyl mdazole-
o 2 - carboxyhcamdnsopmpylestermZSnﬂofmuobenzencgavesB-anum 5-
S trifluoromethyl - indazole - 1 - carboxylic acid isopropyl ester (melting point: 162—
163°C; 57% of theory) in 15 minutes at 210°C. _
20 - o Bxamp1e36 o o 20
o : éoocwq
i Ana:logousl 10 Example 24, 0.02 mol of 3 - amino - 5 - uﬁu:oromethyl—
" . indazole - 2 - carboxylic acid n - butyﬂ estJermlSmlotEl,Z - dichiorobenzene gives
: " 3 :amino - § - trifluoromethyl - indazole - 1 - carboxylic acid n - butyl ester (melting
- .25 pdmt 125—-127°C, 80%, of theory) in 15 minutes at 175°C. _ 25
Exnmple 37 o o
- o L l /' :N)‘
. l Analogmnsly'to Emm'ple 22, 004molof 3 - amino -6 - mﬂuoromcthyl mdazole
. mdSOn)lt)fpymcarbomcacnddneﬂ:ylestermZSmIofethanolg:ve3 gmino - 6- =
30 trifluoromethyl - indazole - 1 - carboxylic amd ethyl estér (melting pomt ‘168~ 30
o -169°C 64%ofﬂ|eory)m2hmn'sat80°c . o
Example 38 .
Jawtl
' C00C4Hq

: AMWY-L& Example -24, 0.03 mol of 3. . .amino -6 - riffuoromethyl- .



[err] Anal ogously to Exanple 24, 0.03 nmol of 3 - amno - 6 -

trifluoronethyl-. 20 1, 490, 306
20-i-ndazole -2 - carboxylic-acid n- bhutyl ester in 20 M of nitrohenzetie
gives 3 -amno- 6 - trlfluoronethyl - indazole - 1 - carboxylic acid n

but yl

(nelting point: 133- 134C, 80%of theory) in 10 minutes at Jferr].
le 39. 5 _ S ' ' L

alrogously to Exanple 24,0.05 nmol of 3 - anino -5 - nitro - indazole -2-
69<yl | c_acid et hyI est er nlm,sot of n| trobenzene gives 3 ggamno - 5 -

r o- e,- car?ox C ac.l =sner (eI pormt s
- 236- [err]s- m "{@ & el

Exanpl e 4B4°C; 80% oftheory)m &ésra 208f@l ogous to alt)““rf)“i‘e 31 catal ytic
hydrogenation of 0.15 nol of 3 - amno- - nitro - indazole with Raney

ni'ckel in tetrahydrofurane at %Pl | owed by reaction .of the sol ution,
whi ch has been freed fromthe c ata wst; with 0.6 nmol of 15

pyrqcarboni c acid diehyl ester .2 hours at. [err], gives 3 - am Ffo: -.5 -
et héxy- 15 car bonyl am no - |nd zole - 1- carboxylic add ethyl 5ester’
(nel ting point: 173-174C, 42% of PhEory) . Exarrple 41." [err] 20 - - "~

Anal ogousl y 4 [ of -3 -:amino =5 -.rcyano - indazol e and
20006 re o o -ﬂéféc%fw Soee “‘%’f@&w @3 iethyl -
pyridi nﬁm 3-1 ararbdaylic fi Bt (el k€33 237@@?551:)(%}| c acid ethyl
ester ( Ssuippies ap2I 9T, 57% of theory) in 15 m nues at 20C fol I wed by 10

mnyes at 100C Exarrple 42 2
[er'lr{{ Ehmmhw 25 Anal ogousl19 to Exanple

24, 0.1 mol of 3,7 - di am.ngox-,.ﬁ_ trl,.t,,‘l uororrethyl _indazole - 2 -

carboxylic acid et hyl éster in 3 of nitrobenzene gives 3, 7 - diamno- 5
- trifluoroethyl- indazole - 1 - caffboxylic acid ethyl ester (nelting
point: 217- [err]' 60 %of theor'y)"- i N’Bhour at 210C. 30
. Exanpl e 43. 30 [err] Anal ogously to

Exanpl o 3, APPELRII2L g of pfbmee Jyames 7

reaction of the solution, which has been freed from the catalyst, with 0.6 mol of

15 * pyrocarbonic acid diethyl ester, in 2 hours at 50°C, gives 3 - amino - § - ethoxy- o 15 . |
_ carbonylamino - indazole - 1 - carboxyhc acid ethylecter (melnng point: 173—174° C o A
4-2% oftheory) _ _
o | e Examme--ﬂ_.- e | -
m_ . . h 2 I B ' :
|
_ °°°Ce'*5

20 Analogomly 10 Example 24, 0.07. mol of 3 .- amino - S - cyano indazole and | 2 -

_ . 0.08 mol of pyrocarbonic ‘acid d1cthy1 ester in 50 ml of 3 - miethyl - pyridine give
'3 - amino - 5 - cyano - indazole -1- carboxylic acid ethyl ester (meiting point: 252°C;
: 57% of theory) m 15 minutes at 20°C followed by 10 mmuw;ts at 100°C o

_ T . Emmple42 o R _
25 W | __ 25
Analogously to Example 24 0.1 mol of 3, 7 - dnammo - 5 - tnﬂuoromethyl- '

indazole - catboxyhc acid ethyl ester in 30 ml of nitrobenzene gives 3,7 - diamino-
5- mﬂuommethyl -.indazole - 1 - carboxylic acid ethyi ester (mclung pomt 217—

- 218°C; 60%0fﬂ1mry)m1hourat210°c : T I
W

]
H5c2wc N mZﬂs

Amlogously to-Example 24, 0.025 mol of 3 - amino --5 - mﬂuoromel:hyl N TN



21 1, 490, 306 et hozycarbonyl am no -
i ndazole - 2 - carboxylic acid ethyl ester in 30 m of di rret hyI - formam de

gi ves 3— siejme v—= - y

1 - carboxylic acid ethyl ester (nelting point: 236 237C 65% of theory) in
1 hour at 1550C. 5 Exanmpl e 44. 0.15 nol

di met hyl carbanic acid chloride is added dropwi se, whilst stiring, to 0.1

nmol of 3 - amino - 6 - chloro - indazole in 50 mM of pyridine, i.n the
course of whichagthe tenperature rises to B408os After [err] hours, 250 n1_'
wat er are aH owed 10, —TOo T 1 1L_an fTe TeacT T on- product |s |sor ared by
filtration. After dicoeaiul R '“‘Eﬁ m;‘;“?;‘hfﬂ 9 .@%@ off a
by- product of nelting "cZ&Zc&ﬂ I(IAEL 2336183 7°0E 650 i

1
anino - 6 - chl oro hoiragdigl e - 2 - carboxylrc acid di met hyl ani de)(rreltr ng
point: 178-180 58% of t-heory) is obtai ?ed canpl e 45. [err] 15.
15006rro of3-amno-6-ch|oro- ? e - 2 - carboxylic - acid 3
di met hyl ani'ie in 25 ml of nitrobenzene is heuazted to 210C for 15 minutes

under N2. Evaporatron in-vacuo-and rec l,ie®ion. of the residue from
et hanol glves 3 - amino - 6 = _chloro-®7 ndét’zol_ﬂ\atsl - carboxyl fC aci d - '
di met hyl am de (nel ti ng p0| nt 170- 172C; . 68% 20 .~ of .theory

20 Exanpl e 46. [err][ §f“ g m%S#Yl aﬁgﬁ@ E’P%j Pmse to
0.025 nol of 3 - amjifp &2 bM r B, nmnﬁalldwe .
chloroform ingthe eokik &Cand Gsolated bl 00C. 10

The mixture is sti rmecﬂlofoﬁmn,aihhdmroﬁ aauy-pidaﬁbtamlelﬁngrmint 7—-258 Candéyspmungrt es at
60C, and.after evap eforyliy jacid dimeRylypide - 2 -

carboxylic acid n - WWI"%HR &@7%@?%"%‘8?"%) “°L%’f°d[ err]) .is obtained; this

is rearranged by brief hearing to [err] M]etzrsobenzene to 3 - amno-- 6 -

tri- fl uororrethyl - indazole 1 - .carboxylic acid n - butyI am de (rreltl ng
poi nt 140-- 30 ferr]; 86% of theory NHp

30 30 Exarrple147 [err] Anal ogously to | e 46, 0 1 hol of 3 - am no -’
- chloro - indazole and 0.1.nol of rretohyl (inso,eyanate in 100 m of pyrr di’ ne
give 3 - amno - 6 - chloro- 35 |ndazolhé~m 1 - carboxylic acid

met hyl am de (rreltl ng. p0| nt: 148 1500 50% .of 35 theory) in 30 minutes
at 10-15C. _ 0.06 mol of 3 - amino - 6 - chlaro - indazole - 2 - carboxylic acid dimethy lamide

in 25 ml ‘of nitrobenzene is heated to 210°C for 15 minutes under N, Evaporanon
_ in vacuo and recrystallisation of the residue from ethanol gives 3 - amino - 6 - chloro-
I indazole - 1 - carboxylic 'acxd dunerhylanmde (melting point: 170—172°C; 68,

20 of theory). 2
' .Examplc4-6. ' '

’ [
| 65-~“4f4w

' 0.0275 mol of n-butyl :socyanate is added dropmse to 0025 mol of 3 amino-

o -6 - tmﬂuommethyl - indazole in 25 mi of chloroform, in the course of which the : '

25 = temperature. rises to 30°C. The mixture is stirred for 3 hours at 20°C and finally 25

for 15 minutes at 60°C, and after evaporation 3 - amino - 6 - trifluoromethyl- '
indazole - 2 - carboxylic acid.n - butylamide (melting point: 81—83°C) is obtained ;
this is. rean'anged by brief heating t0.200°C in nitrobenzene, o 3 - amino - .6 - tri-

- . fluoromethyl - indazole - 1. - carrboxyhc acxd n.- butylmmdc (melmng pomt 140—
. 30 142°C; 86% oftheory) y 30

oo Example 47
S .m'N".'-Cﬂs
. Ama.lorgously 10 ‘Example 46 0.1 mol of 3 - amino - 6 - chloro - mdazole and ’
" .:0.1 mol of methyl isocyanate in 100 ml of pyridine give 3 --amino - 6 - chloro-

35 " indazole - 1 - ca.nboxyhc acid methyla:mde melmm int: 148 150°C; 50°° of 3
' theory) i 30 minutes at 10—15°C, ( & po — % . 5



1, 490, 306 22 Anal ogously to Exanple 46, 0.05 nol of 3
- amno - 5 - trifluoronethyl - indazole and 0.05 nol of ethyl isocyanate
in 100 nit—of—pyritdire—give3——amro—>5S—tr+Huere—5S—methyl—inrdazol e
carboxylic acid ethylam de (nelting point: 131-[err]; 47% 5 of

in 1 hour at 10-[err]. Exanple 49. [err] 0.05 nmol of 3 -~ amno - 4

o0 - indazole - 1 carboxylic acid ethyl ester 10 and 0.125 nol
9% strength formal dehyde solution in 50 M of formic acid are . 10
_ @8 to [err] for 5 hours. Afﬂéﬁ#@@aporatlon in_vacto, and dlznlllatlon of
the residue, 3 - dlnethylanlno chloro -"indazole - 1 - carbbﬂ&llc

acid et hyl . ester ‘(boiling [errfuf"gr r“]8 “mel ti'ng p01"' ';60 [err] 70% of
t heory) i's.obtai ned. Exarrpl 50, [ess]. . 15. . .. G .
15 Anal ogously to Exanple 49, f3 - amino - 6°-"chio indazole - 1 -
carboxylic acid ethyl ester. an 25 nmol of 40% strength f or mal dehyde.
solution in 150 m  of form-c acrd"g’l'?ﬂét‘>3 gi ves di amehyl am no - 6 » ghloro -
~indazole - 1 - carboxylic add ethyl ester (melting point: 98- [err]ﬁ‘ 69% of

t heor y) in GAfbpeusly atExhreple $6,08.05 mol of 3 - aniino - 5 - tnﬂuoromethyl indazole
| e 53nd 0.05 mol of ethyl isocyanate in 100 m! of py!‘idme ive 3 - gzﬂ

d| hyl aﬁmg ﬁeaisggjl'ﬁ‘;’ﬁyh‘f Wa%t"é“‘d&ﬁﬁ‘dﬂ“g@&mﬁﬂ l_tszs%’a‘iM’m am ée in 50 m

of tol uene ar to the boi I for % -hour. 0.04 nol of dimethyl-
carbanm c aC|d chl. orlde is addE:dmdledpvm se at. [err] ‘and.this tenperature is

mai nt ai ned 25 . for 7 hours, whilst stlrrlng After ‘cool ing,.the ,
solution is f||tered and - evapo ate/‘i"?t 25 vacuo. Drstrllat_ron of the -
resi due gives 3 - dinmethylam @ 6 c-"Schl oro - “indazolé - 1- carboxylic

aci d.di met hyl am de (boiling [err|, [-err] melting point: 65- [err];_-'75'%of
theory). Exanple 52. [err] Anal ofB#8ly to Exanple 21,. 0.01 nol .of 3 -

di met hyl ai M §ig- mél of 3CNnioQ 4 - EEZ GhdBzole - 23 carboxylic acid ethyl ester
1, 490, 306aminai125. m%mlsum&mrfymamawﬂmmluaozamm ngl| of formic doidtayd estior give- 3 -

di met hyl a to 108°C fonf b ca in v &g llof@e@g% butyl- ester
(mel ting Bt js0nd o 'WEM RS o3 o )°ttom arrple 53.
Example 50. . o
1S5 : . . . 3
o oooceus : . oo .

- Analogously to Example 49, 0.1 mol of 3  amino - 6 - chloro - indazole - 1-
‘carboxylic acid ethyl ester and 0.25 mol of 40%, strength formaldehyde solution in-
150 ml of formic acid give 3 - dimethylamino - 6 - chlcro - indazole - 1'- carboxylic
acid ethyl ester (melung pomt 98—100°C 69% of theory) in 5 hours at 1000°C.

- 20 . | - ExampleSl o R 20
3 @ o
. o Mo

| o _"\ors |
. 0.04 mol of 3 damethylammo 6 - chloro andazole and 004 mol of sodium

amide in 50 ml of toluene are heated to- the boil for 1 hour. 0.04 mol of dlmethyl- _
' " carbamic acid chloride is added dropwise at 60°C and ithis temperature is maintained - :
- 25 for 7 hours, whilst stirring. After (cooling, the solution is filtered and .evaporated in . . 25
R vacuo. Distillation of the residue gives 3 - dimethylamino - 6 - “chloro - indazole - 1- . _
carboxylic - acid d:lmethyl'axmde (boﬂmg pomt,, 35 170°C, melmng point: 65—66°C; =~ = - .

- 75%, of theory). _ . ' . -
' Example 52 '

. Analogously to Exrample 21 001 molorf 3 dnmethylammo 6 chisro - mdazole



5 [err] Anal ogously to Exanple

21, 0.025 nol of 3 - dinethylamno - 5 - trifluoro- nethyl- indazole and

0. 0275 : . . . R : . S
-trifluoronmethyl - indazole - 1 - carboxylic acid ethyl ester (boiling
[err] [err], “melting point' 84-86C, 93% of theory) in [err] hours at
70-80C. 10 : Exanpl e 54. :

10 [err]. 0.2 yol of 3 - fornylanrno - 5 - trrfluoronethyl - .indazol e {a

0. 05 nol oMr m83 hyl carbami c acid chlori dd4P93980 ni of : pyridie are heat
for 4 hours—to 50C arﬁtflbﬁfzs%l@u artiontd Jh 4Pf 5 Vg '9%&:& Y
iy -tfgﬁsdelsgir efed by

and the reaction prafiaet - isbiz6l8 - 115- carboxylid aGid O y§ 1 Lpoln® 80513

filtration. Recrystaﬂl%@mrn)rwﬁh@ma@m?@nol gives 3- 15 fornylamno - 5 -
trifluoronmethyl - indazole - 1 - carboxyl qcr di met hyI am de (nelt-. ing"

poi nt: 198-200C; -57% of theory) Exarrple’i:’&%mp r] 20 - ~ - Anal ogously-

to Exar‘rpleé4 0.05 nmol of 3 - forrrylamno-' trrfluororrethyl 200

i ndazol e and 0.1 nmol of .chl orocar boni ¢ ester in 100 m of

pyridine give 8 - forrrylam no - 5, - ‘trif Nudgsmet yl - ‘indazole 1 -
carboxylic add- ethyl. ester (rreltrng poi nt.” w[err] .65% of ‘theory) in. %3 ,
hours at [err]. Exarrple 56. 25 " The.reaction product. of- Exarrple o

55 is al so obtained, i Analdgbslyi 10| Eamgde 21, GE025 ko) of 25 dimethylamino -5 = . ifbrorol  Of 3
- amno -5 - trifl udfreélﬁletlnimleanrirwaﬁcméoimowb@szrabéﬂwhvlmvd3etdhgﬁﬂ1ylester

- n L OXOIIE] ln' 1 .
and 50 m of formc§g ol s&?ggﬂfg&,% W?” oFRD |
Anal ogousl y to Exanple- CHT oro .- “tndazole -
1- 30 .carboxyl0i c acid et hyI ester- and 1@Ranigle &£ fornmic acid produce 3 --10-

formyl anino - 6- chloro.- i ndazole - 1 - carboxylic acr .d ethyl ester in 3.5
hours at- 100C (el ti ng por nt 227 2300% o] @equctron) cyield: "71%.0f S
t heory) . 24 ! " 1,4903064 Exanple "
58. - 24 [ler '0.86 mol of 3 --amino - 4,6

- di rrethyl _-.3 - C'ya_h,o' -f |ndazole are stirr® géogether with 0.13 nd. of
pyrocar boni ¢ aci-d. diethyl ester and 75 nmol ethanol. The mixture is.5

al lowed to stand for t0@ nwbuf 3 -dbmmnmt-eswmiﬁbmm&hﬁndndaaﬂetﬁﬁ g.05emalCdi t | on
of diethyl 5 ether dg;';ﬂ‘ acid/chly pyridigie arecheaedcfor 4 howekete |S8°C. 2 -

carboxylic acig et hﬁs gn"f‘lﬁg"]ﬁgeﬁ;a P@M&f‘ We&%ﬁtmb% r)f

t heory). After. I’ ef | lﬂéﬂnﬂ&m @1 5 - triffuoromethyl - indazole - 1 - carboxyhc acid dmlethylamldc (melt-
o . N mg pomt 198—200°C 57% of theory). : . .

Emmple ss.

- 20 _ Analogously to Example 54, 0.05 miol of 3 - fo'rmylammo 5- mﬂuoromeﬂiyl-. 20
: indazole and. 0.1 mol of chlorocarbomc acid -ethyl ester-in 100 -ml of pyridine give ' '
3 -fommyla.tmno-s - trifluoromethyl . - - indazole -1 -carboxyhcacldeﬂlylester

(melnng pomt 185——187°C 65% of theory). in. 3 hours at 30°C. o

s - Example56
. . 1 Id‘rleofre;cuon produ;:t of léxample tl51511s also obtamed in 78’% yxeld on reaoung 25
o : m amino trifluoromethy m_dazole l rcarboxycaudethlestu'
. andSOnﬂoffomucacndehoursathO°C T y o
P Example 57.

A
: CO0CzHs

30 Analogously to Example 56, 0085 mol of 3 - amino - 6 - chloro - indazole - 1- © 30
~ carboxylic acid ethyl ester and 100 ml of formic acid produce 3 - formylanrino - 6-
chloro - indazole - 1 - carboxylic acid ethyl ester in 3.5 hours at 100°C (melung'
point 227—-230" (decomposition), yreld 71%, of theory). .



20 mnutes in.250 mM of 1,2 -dichloro - benzene, 3 - amno - 4,6 - dinethyl

- 5- cyano - indazole - 1 - carbonic acid. ethyl ester is obtained (nelting
Alnt MNNO_[aor vl - 10 OL 04 AF Ihaneras)
pul LILLY 4 AV |_ Clh1 J y ERV) . JJ7U UT l. IICUI y}

10 The strwture of the reaction products was confirned by elenmentary
alysis and in part also by nmass-spectrometric nol ecul ar weight *
rmnation. In the case of isoneric conpounds, the.consistency and”
ijti on of the substituents was above all confirmed by physico-chem caI
it h@lls of investigation, especl#%8§6 [err]- and [err]* 15 24 nuclear
onance, |R-spectroscopy. . andﬂé%lg? gctroscopy. A
15 Exanpl es of .the preparati.-on. 0 ar ti-ng- materlal s not - hltherto descri bed
in the literature: 3 - AmMino - ég- trifluoronethyl - lndazole(neltlng
point: 129-[err]) from 2, 6-diME onitrile by chI orination to glve 2 -
chloro - ‘6 - trlchlororrethyl sc' ' benzonltrlle(rreltlng poi nt ;
121-122C) and subsequent fl uori na[lm%p to. give 2- 20 chI oro - 6 'id S

~trifluoronethyl benzonl tri I e (rre | ng p0| nt: 45 47C) and reacti on w: t h
hydr azi ne_, a‘ﬁ A 3]~ yaRo o ide her. Anino: - -7 -
trifd uorqg of ’;‘ = of waz 3 s d| met hyI -

benzoni tr 3bm 04,4 naxmem 1 sJ-a\.ie aldmxehl pals ehrbox,&cwa ethglh| or onet hyl

benzoni t rqslleels(:mml-q:gl |pnm': 2156231tQGPVamﬂ1¢¢!)oNt¢raEﬂmgtfv give 2 - chI oro

- 3- 25 %% Fﬁ 1,2 - b’g’h‘%q 1'n [err]) and.
reaggion ;@?’ﬁ% "azi {FefFae yle?lte'ds%m m‘gg“?(] 11Iﬁl"""an ’aut ocloave. The 3

- AM N0 - S'Fhets &rmgﬂ prodzlcuwauaomned uyrmmzmrgaﬁamkhndng poi nt :
227~ [err]l’,’a Msalqgrlﬂpmsedrmomemolm hwoight detegnination. (Ip the Gse 0ft ri flouoromet hyl -

benzont (FERETEMIT L ISR AT chem Soc

[ Lopglon] e, IR-spectmscopyandUV- 15 30
3,7-- Dam rm-:xamplé of the" préparifibrD B mtérﬁﬁalmhlﬁer(:d‘r&bdﬁtmlgmmm nt: 198-199C)
from3 - literewe: - .5 - trlfluoromathl - 1 nltro-' zoIe by catal ytic
hydrogena&)k_ - Ay :, g’i’% fomoRyl - "Q%%?gzi %ﬂ'd‘gl 3 - Anino - 5
ﬁ t rlgl IEZ )- a b3 ﬂtfof- to’ ng _OI‘ 0 05 -

(ﬁno - bRt felO| (Brel
| sopht-hal ‘therdic i60- diﬂ yE--
Soc. [Loni Yd%hl in-
(rrel ting p ’9|

26 ar bokeakdnferild @ imelei

d#saMG"e)nahd)@mi&iy to J. chem
hIoro - indazol e

'ﬁw ?Jl IE§C) oro -. i ndazol e -

at ISQ°Cm

brﬂy onto i

u’erﬁitfoﬂ RY

.droxnde sol ut i on

inebu@l poidt:
--'| n et hanusiﬁummqﬂiyil 1&nmmhl elm:l gzwmt 37—39°C),an$reacniﬂlwﬂt Iydtagind nO - 3 - e

é;f"e rpelgv gih'nﬁ Apgimp %e)lﬂuomeﬁurloms _
ifluofofnth M °@ rom 2 - oeth ﬁoxyl ic acid ethyl
gHe8IM ha

,l A
estg(; and %ost [Lexagk) 79?9" I‘OXI e sol u |or’} |ngo ol atzpH 10 and

20C. 3 - Am HD- Dmhpﬁ 'S~ tdﬂmmb:;m - indirole (neltiggroint: 1Pt tL)efrdmel ti ng poi nt:

260-[err] -5 -mg:ﬂ?%ﬂwld Gfrﬁﬂﬂﬁlylbyﬂ‘ﬂyﬂcd‘yﬁ%mmbmom trile by
di azoti za I,L ,, _md:zﬁe mridletfrd 'poi ;!4!_5505 y;t,{,t; -S4l Qhurous acid.
45 YHAT VEopﬂ.hAicWah&m and"hydraZiie 1 ClL3sdohl derlaﬁat i ve of

t he f or muif49, 2363.
. .. -3 - Dimethylamino - 6 .- chloro - indazole- (melung point: 131—132°C) from
3' - dimethylamino - 6 - chloro - indazole - 1 - carboxylic acid ethyl ester and 10%
: strength sodium hydroxide solution in methanol at pH 10-and 20°C.- -

40 - Dimethylamino - 3 - trifiuoromethyl - indazole (inelting point: 193—196°C) 40

' ﬁrom 3 - dimethylamino - 5 - trifluoromethyl - indazole - -1 -~ carboxylic acid ethyl
ester and 10%, strength sodium hydroxzide’ “solution in miethanol at pH 10 and 20°C.
-3~ Amino - 4,6 - dimethyl < 5 - cyano - indazole (melting point: 260—262°C)
from 2 -.amino = 4,6 - dimeéthyl. -_5.--cyano benzommle rny dmzonzauon and sub- - o

45 sequent reduction vmh sulphurous ac1d T : 45 4

. WHAT WE CLAIM I1S:—
1. A 3-Amino- mdazolecarboxyhsc acxd demvamve of the formula

- . N<R' . R N/R'
&2 T R of Rz — %
@\_ﬁy_ S —@;(m

(Ta) . ;, (1 bl

50 Y represents alkoxy, alkylanuno or dlalkylammo, " T o 50



[err] o Y represents al koxy, arkyl ammno or —

e MM

di

1,

of§ 3. (no - 4,6 - dinethyl - 3 - gano - indazole*are stim eget h

wiph 9.2 rml of pyrocarbonic acid diethyl ester and 75 nol ethanol. The

m Kkt uf el~s: allowed to stand for. two hours at room tenperature and,

affer He’a?ddjtlon of diethyl 5 etherl#30306nino - 4.6 - dinethyl. - 24- ,
cypno -~tnhdazole - 2 - carboxyl i c aciglafyidiys. ester is isolated (nelting

nt: 235-237C, 90% of theory)., After refluxing for 20 minutes in 250 ni ‘
1,2 - dichloro - benzene, 3 - amnogs 4,6 - dinethyl - 5- 10 cyano
ndazole - 1 - carbonic acid ethyl® '35 obtai ned (nmelting point '
240 241C, 10 95% of theory). The sig of the reaction products was
confirmed by elenentary analysis and in gaz.g aI so by mass spectrorretri C

nol ecul ar wei ght determ tion. I.n tc[] | 0 oungls t he

consi stency and Mﬁw - %“mﬂ ﬁe gtpﬁule,;ned by

physi co- chgmi ca thvb) HUSd dt Gl ydemuaﬂd diegttyl | - 155

nutl ear resonanesmer 3 Ramecmﬁosdmpnyyla—nﬂ yarboxylic acid ethyl

15| Exanpl es of mtst2 ?3 Pﬁ &F‘?')n f@ descri bed
in{the Iiteratu? maa% carboﬁafdh Wﬁdg ﬁgﬂ‘fl’grﬁ@[tlng

point: 129e¢[err 6- di et enzom tr| hi>ori nation to gi véd 2 -
chILoro -6 - tri Chmﬁli% mmo;prmany@rmgéb ﬂe%enmgrgal Caslsarﬁ
121-[err]) and duB¥e F’me iQ, proleqyla 2¢¢ ARopy| €

trifluoromet hyl ek ﬁ;ﬁc PR ﬁ%gaﬂﬁ‘%ﬂyfpms reattion with
hy(FIr azi ne {pydr atneddaflred,hﬁm@ dUlV-spauamp@c ave. 3 - Amino - 7 -15
trifluoronethyl - qusl%ﬂ(ermmamng! pfostmmg m@grials 0P Chitfertg desribed in ¢ net hyl -

behzonitrile by W“HH nat | op lve (a) hyl - 25
bemzonitrile (r’rejg_&ggﬁ m—u %9‘ "ﬁﬂ% {igdmm 15%_%0 & EE%L chloro
- 8- 25 typifl umeaaﬁ&ﬂby mel nulzr-l-iza%c)rra{dt subsquRed ﬂﬁorma’ﬁzn 39§)v¢ and 20
reqction with hydiloezi 6 bajzaitiln d melting] BT ﬁn—ﬂﬁchmémm The 3 -

Aniino - 5 - tri it I‘w‘lm Lt 227-228C) *
% Z. ooy am:f.mon E:i%a Rk

was prepared froB 2gim 3orgq ethyl-
benzenttridse anchdwdﬁmzmeudgy n&t H06—A070/Q) Griidll Fhaytink idn Jo gB)Q 2 - clﬂorahesm 30e5
[ L(Endon] 1959, 2 joromethyl - benzonitrile (meltmg point: 37—39°C), and reaction with hydrazme

. . . ayt 3
3,7 - D-anino - ganﬁ g 3@?&@5& ?f@‘z'agzé“’ 3 gm‘a om 1990)
from3 - am no ,mﬁ,_str iné hi goajalytlc
hydr ogenatgpon wmrsmwmum 1363, rret hyI for mam de at .
3,7 - Diamino - 5 - trifluoromethyl - indazole (melting point: 198—199°C) from
3 - amino - 5 - trifluoromethyl - 7 - nitro - indazole by cataivtic hydrogenation with
Raney nickel in dimethyiformamide at 50°C.
3 - Amino - § - cyano - indazole (melting point: 224-—-225°C) from 4 - chloro-
35 soph”g thagnc acid dinitrile and hydrazine hydrate analcgously te J. chem. Soc. [London] 35
1959, 2363. _
3 - Dimethylamino - 6 - chloro - indazole {melting point: 131—132°C) from
3 - dimethylamino - 6 - chloro - indazole - 1 - carboxylic acid ethyl ester and 109
strength sodivm hydroxide solution in methanol at pH 10 and 20°C.
40 3 - Dimethylamino - 3 - trifiuoromethy! - indazole (meltng point: 193—196°C) 40
from 3 - dimethylamino - 5 - trifivoromethyl - indazole - 1 - carboxylic acid ethyl
ester and 10°%, strength sodium hydroxide solution in methanol at pH 10 and 20°C.
3 - Amino - 4,6 - dimethyl - 5 - cyano - indazole (melting point: 260—262°C)
from 2 - amino - 4,6 - dimethyl - 5 -cyano - benzonitrile by diazotization and sub-
45 sequent reduction with sulphurous acid. 45

WHAT WE CLAIM IS:—
1. A 3-Amino-indazolecarboxylic acid derivative of the formula

P <
o N"N . o‘ 2 N /N—@-:
dor
(I a) (1)

in which
50 Y represents alkoxy, alkylamino or dialkylamino, 50




3 - AmMno - 5 - cyano - indazole (nelting point: 224-[err]) from4 -
chloro- 35 i sophthalic acid dinitrile and hydrazine hydrate

anal ogously to J. chem Soc. [

- chloro - indazole (nelting point: 131-132C) prnTB-—ﬂfﬁe%hy+aﬁ#no -

chloro - indazole - 1 - carboxylic acid ethyl e gth /A (? um
hydr oxi de solution in nethanol at pH 10 and 20C ﬂWMIM ﬂjnmg g e
Di methyl agino - 3 - trifluoromethyl - |ndazole(nre ¢ NG pwi
40 from3 - Wnethylanino - 5 - trrflub‘l%ﬁ@ﬁhyl -. indazol e - - carbdivlrc
aci d et ester a”gﬂrépge{?mﬁth Q I um hydroxide solution i n met hanol at
pH 10 and 20C. -3 - gen, h&ﬂnyl‘ands cyano - indazole (netting
poi nt: 260- 2620) frameﬁmemam mrs q:endat;tly selec&d-fs»y:andtbgenm:konr trile

by di azoti zation and s%xy,
" )"

45 \WHAT. VE GLAI M} %};& E‘i S’I"é’c?ﬁ o "‘?‘;’Eg d deri vatrsvgcpf

the foryul a - el’l’] d accordm o clalm 1 wi{demm i &h Mbkﬁ@ro@contammg Y
repr ese‘ﬁt‘s al koxyﬁkomal toy4 eartion @toms o anedlkyl- tmnhal‘kal amino group in which the or each
50 : 1 group contains from 1 to 4 carbon atos %a%esem 1,2, or 3 substituents

10 ...
25 R repr ent s rﬁm%ﬁ?@ﬂﬂr gﬂé K %ﬁ% hyl or
fornyl and [err] groapyit whidh the b: m;f mﬁﬁnslt %ﬁmmwm

from hydr ogen, algkoyps gﬁﬁm&fmrltwé cal&m

al koxycar bany| ning %g ﬁ’g&p@’@ﬁ P’@SFfél" o an

al koxycar’ bglﬁyl m‘ﬁ,“;;";}';;‘;;‘;,g;“ o 4 et ¥a§r?dp???“?‘é’5;% ﬁl?‘,ﬁr’r?p’ouﬁgn?% ?5
according to cl ai m 1. Mfarind a¥cotding a8 clanKION Wiaii D wWikrekORA i@présertdont bW 1 t0 4

carbon atons or- Mﬂlﬂ | independeri{ly elepted dnvinrfiydrggeoypitp,nanvify, difogeny wiiwemch - al kyl-

group_cont ajgns f %’{fﬁ%}’ﬁ% 1,0ms and [err] represents 1, 2, or 3
substituents 10 pen sel'ect ed-from hydrogen, al kyI gr oups .of
from1l to 4 carbon atons 10 aI koxy growgs of. from '1 to 4 carbon atons,
nitro, anino, alkyl- and dial kyl amo Ips in which the or each al kyl '
group contains from1 to 4 carbon atons, Tacyl am'no groups containing.:from-1l
to 6..carbon atns in their acyl parts, al '%/car bonyl am no groups contai.ning
from1l to 4 carbepeahip@ees their al koxy part chlorine, bronmine, 15
triflupromethyl, cyanscameumelckdusamtbony| groups. containing from1l to 4
carbon atons 5 in their al koxy parts. 3. A conpound according to claim1l

or clai-m 2 wherei nR2 represents one or bstituents i ndependent |y
sel ected from hydrogen nitro, am nog en, tr| fI uor o- o :

25 or a salt thereof.. : B - .25
e 6. A compound.of the formula : .

'a’C :'r"" -
o a salt thereof. '
A Acompoundofthefomula

% . : o (I}r S - 30
L o S o o "1 o S -
T S ' @acgHa ' L
s ‘ orasaln:mhereof . :
cL 8 Acompoundofthcfomﬂa

o S a
S ' Co-NicHaly
S _'_orasalltrhe:eof S o g
- 35 ‘9, Auompormdof'theformnﬂa U o : 35t
¢ o SN

or a salt thereof.



met hyl and al koxycar bonyl am no. 20 .4. A conpound of the formnula
20 or a salt thereof. 5. A conpound of the fornula 25 or a salt
er eof : 25 6.

- A conpound ‘of the formula [err] or a salt thereof. 7. A conpoundof the

: ggr(r)ﬂr aa[ g!ilr]t ﬁgreof 8. A corrpound of the fonmil"H"""HMIHIIIhereof 35

conpound of the formula .
re® or a oak thereof 26 1490306 143D 306

‘2 A corrpoqﬂdAejmp;,ggoj,ggm,ﬁ [err] or a salt thereof 11 A corrpo‘crﬁd of
“the fornula
"5 [err] or a salt t hereof . 12.

co G’b)ad of the forrrula [err] or a salt

_thereof. 10 - ...+ "13.:A'co = upht of -the fornula __[err] or asalt
~thereof. 14. A conpound of the“forhula [err] 15 " or a.salt thereof
15 15. A conpound of the, forrrula [‘é’?c#"? or'a salt thereof. i
S orasalu:ﬂtczeuf : . R _ -
S R Acompoundof-theformuh o e
L . O-N(CHy),
qx_‘asdmthereof o

12. A oompomd of tbe formula

, orasaltﬂlereof ' e : S o
10 . T 13, Aoompoundod’thefonmﬂa . . 10
or a salt thereof.

14. A compound of the formula

Pout
oS
. . CooCpHs.

15 or a salt thereof. IS ' R
: 15.Acompomdof_theformuh ' ' e .

) '””'Cz“s _
‘or a salt thereof. ' T L ..
. . 16. Any compound accorrdmg to claim 1 speaﬁcally descmbed herem other than - N
20 in Examples 57 and 58, or salts thereof. - - 20 . B
' S 17. Aprocessforpreparmgacomporundaccordmgtoanyuneafclamslto16- Lo
oompnsmg reacting a 3-am;mo-mdazole of" the tautomenc formula o -
e - o ~

%
B
%



16. Any conpound according to claim1 specifically described herein other
t han 20 I n Ezanpl es 57 and 58, or salts thereof.

20 17. A process for preparing- i

to 16 conprising reacting a 3-am no-i ndazol e—ef—the—tautormeriec—formul a

27 . @ 1,490,306 in nd [er :
as defined in clalml vmthacarbonlc acid de Imw “H‘Iiu orrr_ul (€
(1) in,which 5 : Y represents the radi r adi :

5 [err] wagrein [err], [err] and [eraeseeh denote al kyl, X represen

halog‘eu or, 1% rest err radical. . .O-lerr eLn lLerr] has-

t he meani ng mﬁiquﬁzﬁﬁ édg JSdB‘tTG‘Fm lam ¥ w‘?%%‘%"’#@%&%f tfl"y’;denote an
i mi de group of the formula —[err] vme-m-m[err] 10 d giayes al kyl, in
the presence ofo whidyt organic sol ubi'| i sing agents and, if appropriate, in
the presedce of - aﬂ'?m“%‘ RIEHPRAGEP UMY thereafter, if ‘appropriateSin a
furtiher reaction step the anino- group.i Rt he 3- p05|t|on is fornylated with
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