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Accor di ngP§=ordngai "Plf'Fsét‘ng‘é, peiBg Prggent! vaéntﬁg@ée@d? PP SPTRANE HBYE S provi ded
compdund of formula I 25 NR R 30 [ERR] N 35
[ERR] 40 or a salt thereofNR \RQere [ ERRland R2 nay be the sanme or different
and are selected from hydrlogen RR] straight or- [ ERR] branched al kyl or
cyclo [ERR] al kyl or cy thyl; and 'R3 is hydrogen or halo and n is
eithgy 1 or 2. 45 agl} ul ar preferred conpounds and salts thereof
are those where R3 is f|udro;] noreparticularly when R3 is selected from
2-fluoro; 3-fluoro; 4-fl BAdifluoro; 2,5-difluoro; 2,4-difluoro;
2,3-difluoro; 3,4-difluoro and 5-difluoro. The foll ow ng conpounds and
their salts are particularly prelerr'ed: 1
-(2-#® uorobenzyl)-4-(nethylamno)-1 H tri(@®zol o[ 4, 5-c] pyridi ne 50
4- (cycl opropyl am no) -1 -(2-fl uorCihenzyy T, 23R tri azol o[ 4, 5-c] pyri di ne
4-(ethylam no)-1 -(2-fluorobenzyl)-i H B3-triazol o[ 4, 5-c] pyridine

40 or a salt thereof.
where R: and Rz may be the samse or dlfferent and are selected from hydrogen, Ci-4 straight or Ca~¢
branched alkyl or cyclo Cs~4 alkyl or cyclopropylmethyl;
and R3 is hydrogen or halo
and n is either 1 or 2.

45 Particularly preferred compounds and salts thereof are those where Rs is fluoro; more particularly when
Rs is selected from 2-fluoro; 3-fluoro; 4-fluoro; 2,6-difluoro; 2,5-difluoro; 2,4-difluoro; 2,3-difluoro; 3,4-difluoro
and 3,5-difluoro.

The following compounds and their salts are particularly preferred:
1-(2-Fluorobenzy|)-4-(methylamino)-1 H-1,2,3-triazolo[4,5-CJpyridine

50 4-(cyclopropylamino)-1-(2-fluorobenzyl)-1H-1,2,3-triazolo[4,5-C]pyridine

4-(ethylamino)-1-(2-fluorobenzyi)-1H-1,2,3-triazolo[4,5-C]pyridine
4-(dimethylamino)-1- (2-ﬂuorobenzyl) -1H-1,2,3-triazolo[4,5-c]pyridine
1-(2,6-difluorobenzyl)-4-(methylamino)- 1H 1,2,3-triazolo[4,5-c] pyridine
4-amino-1-(2,6-difluorobenzyl)-1H-1,2,3- tr|azolo[4 5-clpyridine

65 1-(2,5-difluorobenzyl)—4-(methylamino)-15-1 ,2,3-triazolo[4,5-c] pyridine

1-benzyl-4-(methylamino)-1H-1,2,3-triazolo{4,5-c]pyridine
Two compounds, namely, 1-(2,6-Difluoro-‘benzyl)-4-(methyl'a\'mino)-1_l-_i-l,2,3-triazolo[4,5-c]pyridine and 4-
Amino-1-(2,6-difluorobenzyl)-1H-1,2,3-triazolo[4,5-c]pyridine are particularly preferred being potent anticon-

2



4-(di methyl am no)-1 -(2-fluorobenzyl)-1 H 1,2, 3-triazol o[ 4,5-c]pyridine

1- (2, 6-difluorobenzyl)-4-(nmethylamno)-1H 1, 2, 3-triazol o[ 4,5-c] pyridine
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conpressed &Sindcatdatosle, AE c&i}%ur’ids ?the formula I are generally useful in treating such disorders by

administration to the human or animal recipient by a route selected from oral, parenteral (including

45 subcutaneous, intradermal, intramuscular and intravenous) and rectal. The size of an effective dose of a
compound will depend upon a number of factors including the mammal under treatment (for example cat,
dog or human), the type of epilepsy involved for example grand mal, focal seizures and psychomotor
convuisions, the severity of the condition to be treated and the route of administration, and will ultimately be
at the discretion of the attendant physician. In guiding him in assessing the efficacy and acceptability of a

50 regimen the physician will have recourse to changes in the recipient's gross condition as treatment
progresses.

Such an effective dose will generally be in the range 0.3 to 15 mg/kg bodywsight of animal or human
recipient given three times per day, preferably in the range 0.5 to 7mg/kg bodyweight and most preferably
in the range of 1 to 2mg/kg bodyweight. For the average human of 70kg bodyweight at 1.0 mg/kg the dose

56 would be 70mg. Unless otherwise indicated all weights are calculated as the hydrochloride of formula I. For
other salts the figures would be amended proportionately. The desired dose may be preferably presented
as between two and four sub-doses administered at appropriate intervals throughout the day.



O her conpounds which may be included are, for exanple, nedically inert
ingredients, eg. solid and liquid diluents such as | actose, starch or

cal ci um phosphate for tablet oppappsdsg;siolive oil or ethyl oleate for soft
capsul es; and water or vegetable oil for suspensions or enul sions;

| ubricating agents such as talc or nagnesium stearate; gelling agents such
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al gi natrecessgothpdteh e reaqéonspananiteaiNR; Ravitheptompbund atfewdadr y i ngredi ents such
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as.carriers in such Jornulations. Tablets or other forms of presentation
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conmpound as herei e ﬁffined which is effective at such dosage or a

nul tiple of the sdme, lif or X nstance, units contai ni ngr$ny to 500Ny, usually
around 10ng to 250My~" 20y’ . The pharmaceutical conpositions of the present
invention will be prepar¢d by 't adm(gture of a novel conpound or salt as
her el nbefore defined with har euti%d1|y acceptabl e carrier.
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hydrochl oride of fornmula 1. For other salts the figures would be anended
proportionately. The desjred dose may be preferably presented as between
two and four sub-gdases-3ninistered at appropriate intervals throughout the
day. 3 EP O 9 653 Bl The present invention also provides a process for
t hedspr eparati on QL aliconmpound of formula I, which proc&ds conprises the
reaction of an a RRI2 with a conmpound of fornmula Il 5 [ERR] where
[ERRland n are as hereigbefore defined and X is a | eaving group. 15

Conpounds of formula cgn be prepaned by ffedgting the appropriate
di ami nopyri di nes of fornuéa-##{\
(IIT% 25 [ ERR] where X and R3 and n are as

herei nbefore defined with sodiumnitrite in hydrohalic acid, particularly

hydr que%fn' ﬁa S ﬁi'are as hereinbefore defined by treating, for example, with stannous chloride in hot
concentrated hydrochloric acid.
45 Compounds of formula 1V can be obtained by reacting compounds of formula V, wherein R* is chloro or
OR where R is Ci—galkyl, '

50

C) ' (v)

55 :
with the appropriate benzyl amine.
Compounds of formula V can be prepared from 4-hydroxypyridine by nitrating with fuming nitric acid
and reacting the resulting 4-hydroxy-3-nitropyridine with phosphorous pentachloride, followed by reaction
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30 Compounds of fornula Il can be prepared by reductive hal ogenation
of a conpound of fornmula IV NO 2 5

(1'V) NH CH 40 EP 0399653 B4 Wherein R3 and n are as
her ei nbefore defined by treating, for exanple, with stannous chloride in
hot concentrated hydrochloric acid. 45 Compounds of fornula IV can be
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pyri difles of fornula %( can be prepared i n a manner anal ogous to the
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regst f nd of 25
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N/v- 2
[ O l (VIII)
30 _ \/\

NH2

with sodium nitrite in hydrohalic acid and corresponding amination, with suitable aminating agents.
35 The following examples serve to illustrate the present invention.

Example 1

Preparation of 1-(2-fluorobenzyl)-4-(methylamino)-1H-1 ,2,3-triazolo[4,5-c]pyridine.
40
A) Preparation of 4-[(2-fluorobenzyl)amino]-3-nitropyridine
A mixture of 4-chloro-3-nitropyridine (22.19g, 0.140mol), 2-fluoro-benzylamine (Aldrich) (16.04g,
0.128mol) and water/dioxane (8:3) (220ml) was stirred at ambient temperature for 30 min. The reaction
mixture was cooled in an ice-bath and tristhylamine (107ml) was added dropwise. A precipitate formed,
45 and the mixture was stirred for 30 min at ice bath temperature and at ambient temperature for 15 hr. The
suspension was diluted with water (300ml). The solids were collected, dried, dissolved in dich-
loromethane and added to Silica Gel 60. This mixture was spin evaporated in vacuo, and the residual
solids were added to a column (5cm x 25¢m) of Silica Gel 60 wetted with dichloromethane/ethyl acetate
(5:1). The column was eluted with the same solvent using the flash chromatography technique. The
50 appropriate fractions were combined and spin evaporated in vacuo to give 25.5g (80%) of 4-[(2-
fluorobenzyl)amino}-3-nitropyridine as a bright yellow solid, mp.= 108-109°; UV (0.1 N hydrochloric acid
+ 5% methanol) xmax 231mm (£16600), 268 nm (£14700) , 345 nm (E4200) pH 7.0 buffer + 5%
methanol) Amax 237 nm (£22600), 378 nm (£5900); (0.1 N sodium hydroxide + 5% methanol) Amax 237
nm (§20500), 378 nm (£5400); 1H nmr (DMSO-ds): 8 9.05 (s, 1H, pyridine H-2), 8.89 (t, 1H,NH), 8.22
55 (d.1H,J=6 Hz, pyridine H-6), 7.4-7.1 (m, 4H,Ar), 6.84 (d,1H,J =6 Hz, pyridine H-5), 4.71 (d,2H,J=6 Hz,
CHz3). . )
B. Preparation of 3-amino-2-chloro-4-[(2-fluorobenzy!)aminolpyridine
A mechanically stirred solution of 4-[(2-fluorobenzylyamino]-3-nitropyridine (12.31g, 49.8mmol) in




NH2 with sodiumnitrite in hydrohalic acid and correspondi ng am nati on,
with suitable am nating agents. 35 The fol l owi ng exanpl es serve to
illustrate the present inventiomEp d=sgngesesil Preparation of o
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nm (err) Msﬁwatvrmmatlmqfﬁ -aminr2rchlony-4(ie2-fluerobenzy)amigalipwticie H-2), 8. 89 (t,

echén’?:ﬁv g slutipp, of f'LH'iOH@Zwaerol?’wtrqnwd'ne (OFP204 1 Y7, migolB 4
(d _ﬁ4 J= 6 ‘;”C
3- ani no- 2 °I

°§*“) aC'd (4 updsy ¢ pitrogen afopasphiares BRRUSDf
a ong O t |

tl 1\9 vigorous t a¥h vyasn?qqsi({g\{m Ei reg tuﬂ\ ﬁ?gﬁp ergﬁgll 'ngff;;g){ ed

2 |Egn0 é«%"% &%E@a w&ifa nevgg t “"ﬁ é G 1o
T i e t C ed in

Cerra undegatraanelcroﬁ&gt%d i dﬁaﬂ:@ g 2%539“" )
was added wdie SdWBdtda 4AQ raﬁdvv@@ﬁ) éﬂ‘(’f?yr ov@rn htm'He sQIﬁirda an m eﬁ’m}ve
until the dce@aet(d QNL)SERR isckPhsion Avas RFLBH wRES tehGMd tmr%Q @fr&ﬁ 380rs 10§ B firs.
reacti on nihetethyPaceB® veRalte6l ardi dvbioRbdvih titudvat @did 6290 ):hlé\rad [fmhd?ob“eh(z%mor at ed
in vacuo. ahelnyedhed(#2.19@s71ek) | adt @dofabtith SoRT, evip. £ R8T ). MBChnaIpRbIEshmDle was N an
i ce-dat h, mbriated bg essoatiatiy the sthegmapanaiive ety d aiaiad @uiias by ckalerch dhebmaﬁlgru,aty the pH
to 7-8. ¢Weepsrellqndls1%weromnml)de(tnetuylmdo)awczwe(ihzm [46-dIpyddiye ndecmorght . The
solid was tTeeatieedcols oltient ¢f\3raminoet chior-4el(eefubriobaneyerding] kR REBO0M10Y., 158Mmeol;, ambi ned
ext r act sYRERCRongRSIH P £9RCeNipted hydmchierd Feisig@fminand ket (1@9mixwas aidbdhsodium
evapor at @H‘tel ﬂ 3@3638""“?*% Jhp salptign vag,stired drriBrTeiel a0 #37- eaeoysr Deftyamirfer BIAMA

sepdfat e” ‘”aﬁgef “é%‘ r'“&r‘ﬂﬂ 39”"%6'I‘Wé‘if“?”ri"’"ét°?ﬁl‘?d afddbesgolid waphi s
sol uti on_\Wa ?ntme

sI| iR hg\,%{ ?'é{%ﬂ“) apd \VHE G@ted-m@ 10
roc OI’IC aF
r esi dual 3. r§

e oI t|o f{ Iefi % 60
Yo mmo i e | Id
vet t ed anﬁzé?)t Ql met anol HeT %E‘& tﬂ ?65' ng
flash chgmeml gy @\anynol) g( :ﬂ)@g 0( (ﬂ (8 1 l\f L cméro | c%tht“lano AAax
evapor at @ehoo)1# AGHOMsO-dJj: ¥ §0.2 (d T+ rldlre o). 1572 (m gH _
chl or o- 4ad 2 pirdheHENTBYS, oH, @m @@ @,yre @ﬁs)as a |te SO = 185-'187 ;
W (0.1 M hydrochloric acid 5% net hanol ), Xmax

Example 2

45 _ _
Preparation of 4-(cyclopropylamino)-1-(2-fluorobenzyl)-1H-1,2,3-triazolo [4,5-c] pyridine

collec ed_a

This compound was prepared in an analogous manner to that of example 1 with the replacement of

methylamine in example 1C with cyclopropylamine. It was precipitated from free base in EtOH with

50 concentrated HCL. Yield 72%, mp= 245-247°C. UV: (0.1 N HCl) \max 283 (£13800); (pH 7 buffer) xmax
300 (£9400); (0.1 N NaOH) xmax 306 (£10000).

Example 3

Preparation of 4-(ethylamino)-1-(2-fl-uorobe'nzyl)-1 H-1,2,3-triazolo[4,5-c] pyridine

4]
[5]

This compound was prepared in an analogous manner to that of example 1 with the replacement of
methylamine in example 1C with ethylamine. The compound was precipitated from a solution of the free

6



233 nm (err), 302 nm(err); (pH 7.0 buffer + 5% nethanol), [err] 262 nm
(err), (0.1 N 15 sodi um hydr oxi de + 5% net hanol), [err] 262 nm(err), 1H
nnt (DMSO-[err]): [err] 7.36-7.15f6059kexgm 5H, Ar + pyridine H6),
6.35-6.30 (d, 1H, pyridine H5), 6.27-6.33 (overlapping,1H NH), 4.84
(2,2H,NH2), 4.41 (d,2H,J =5 Hz, CH2Ar). B(i) Alternative preparation of

3- am no- Raselr BOY-with cérizerfiated HOb ¥iald yBH %oanm. ATHE-26P Vi (@it NeHGY xez 128298 walét 34080t {pHr ed
sol ut i on7offfed)-Nnag 3368 (4802 Y Na@hh Wedx 3088 ¢976Pyr i di ne (37.62g, 152.17 nmol)
20 i n concentrated hydrochloric acid (400m.) was heated to [err] under
a ni trog&Emlbsphere. Stannous chloride dihydrate (174.88g, 775.07mml)

was added in small portlons over a 20 m n period. Wen the reaction becane
vi gor ous Frepyz TEICHY R )” ,' Wengy-i 1&5@-&%%@5&-&%-&%“’ SI ded After 45
mn at an |Trp‘f:reased tergppre o m . ] x gF
was COO' lacir& g % eV\% exam § dlm %:é g\l;)(ﬂ? cry ;Lsﬁd fr rﬁe

resid
concelrjll?r Oa@qqpmgn) g(rzggb(ie vvas adéeg(]5 %Zaﬁj(ﬁst t er“ %9 8.

The sol i vvere coll ected and al ovved to air dry overnight. The soI i d cake
was br okemnpk ;and suspended in ethyl acetate (3 x 1 L). Each suspension was
refluxedwih the refluxing tine varying from3.5 hrs to 18 hrs. The ethyl
acet atie WReparhtioh ber-28-daincolv A[) ar(@bteyaniifb)-Viaa B G-tiadoldy 14l pyridine
3-am no-2-chl oro-4-[(2-fluorobenzyl)- am no]pyridine (27.13g, 71% as an
of t - whi t e A& Btepatationpf 4-K2.61@fluobBehzyl)ainel-Fnttedpyrtdingal sanpl e was 30 pr epar ed
by essenti al [Tis tchrepaadrerap preprgdalnia/antet dneldoandd wasiplp UA) fouerpibginacflugreRen-
chr omat ogr#| e@ﬁﬁé’ gerekenzylamisg. (ﬁldci'lf enzyl ) - 4- (et hyl ami no) -1
H1, 228-trf rgfion gf _°-'_i-.-- _‘ 2 anigelpyridnen j ce col d solutlon of
3-amino-2-¢ Lﬁm—trg A "E’ﬁ [ e' ‘?‘%ﬁ;ﬁ@f: Cﬂ"g e’i‘ HrogRHp a"d

C ay s C a lu [ I
??]l_g{)(r)ﬂcgl ! Ordrg:ch ] H ! I)(}(Fjiutlon Crteae ﬂny 8 ?aﬁd ﬁnnous {EPZ? lhy rate wasanOI

ort nWl e (5] Si ensl n nser was re Wi,
Sired fof dag i @éif“ 4 ra I Cogienes nes oplg i

sol ution wWag ki mé("l.v shco% &M a neUM]sedt 8 7" R Chi SRl al8 Sim %Hi.rﬁ‘d

and the SONdeM@&h&BA hebliEia saea cté@ Qitatibh bl NRY Blernighliéh SBleEhndP@nddl. TROH ed

in hot et hghplsokdlpahsiaied td HenL disk u&&@em&ma mocHaREH st shaNMlk eslabdbd g aci d

(55m ). Thénaged Whr &Ryl \wastats OMthedpid Biiirgh e \WpbrRioh Qlab HeatéSat canlnt BE 5.8 thodrd oV e

3. 729 30 ( 79%9anDbatt, -coded biighuy0 biesnstlylising Jookitiet ditslgérThresslire Llhd the filtrate concentrated in

-1, 2, 3-triazul Dhedpditiag piyrsotiti wie sluhigdheoil difer, ddids npis@@ by fitratidn apd @dad; ovédvght 0. 1

N hydr ochl @ra BuegtieidfurineB8yirie t1 B3pn(83. ) % Mafr-emd 8-8-ciiorp-4-¢(@ B{difludrgtienzy ) @nidkQpyridindo uf f er
+ 5% met hahiél Gilidaegel FW@AsetBO2: NMI{®Ir); (0.1 N sodi um hydroxi de + 5%

met hanol ) Perr $2139% %WMPMSQHGW‘WDI\E@’[&%) ;PM )e% 2)] BO6H, gzﬁtmz. T,

NH), 7684 W), 6-94¢.J 354251, Qi R eSS HmeIH. O g{ (dad =33 g THg CroE):

H7), 6.03 ‘?’%9"‘32131"“”@&2 lcutated Gy 58 A3: H, §743‘H‘5'é§-1§j 1345 £t 88 Bouads Go PeflHatfon of
4- (cycl opr'&ﬂ?ﬁhrﬂ' 3P 4212fl uor obe 3 triazolo [4,5-c] pyridine
Thi s corrpou d r%dd'ﬁ Q of 90 éf"zoto t hat Of@?ﬁé;‘anpl e 1 wth

T w. ef‘gli31 (j t‘ off un € vacuu I
the rep ! ac(? Bpegaratlof trig%ﬂ gpol?enzy,l_) - et v ¢2 zglg[ofg-' éﬁ @r@ﬁgp 't V\B‘E
pr eci pi t at edplLagre! A%UL g JidBed i Vjahd aP Slire Ban %Hsgﬂén'&‘fr dmefdr Wall cafgdi MP=
245-247 C. yitNeo gﬁtr Aod\nidd c)wlo%f@éfd 1hyér9c!ﬁlo?c figdomu) Rk BIte nol
(ERR); (0.doRm Na@ﬁg SR wabBodi )an i Qéfp k£53c 3R 3 BMWRRALALLRE-@fiucrobenzyl)-
4- (et hyl andnid)pyhdifelwis aREd bR itAWIss, tdilovdd B o talidida @ bcund niile. P¥tEr BiiRE fof RE S
conpound Waisutél & [BaC Sduédds ABthpaaihe galmidémand ale doRtidnabtedbt réiR AR BE minuisk.tThe t he
r epl acenensacién westchylédinitiedrebaer euaigpl, @e bfscipitatdd seliduplicatet be fitrdtioe, vaetsp odith de Was
preci pi t atveerfand nried s@imight on aoBuctier fune t6 afford the title compound as the free base in
guantitative yield.
A 2-L flask fitted with a mechanical stirrer, condenser and thermometer was charged with absolute
50 ethanol (1.0L) and heated to reflux. After removal of the heating mantle, the free base was immediately
added followed by concentrated hydrochloric acid (30mL). The resulting suspension was cooled in an ice
bath for 3 hours, solids collected by filtration, washed with chilled ethanol (300mL) and dried overnight in
a vacuumn oven at 50°C to produce 359 (67%) of 1-(2,6-difluorobenzyl)-4-(methylamino)-1H-1,2,3-
triazolo[4,5-cJpyridine hydrochloride. TLC (silica gel, EtOAc:EL20, 1:1) Ry=0.49; mp. = 207-208°C; 1H
55 NMR (DMSO-ds) § = 3.07 (s, 3H,CHa), 5.95 (s, 2H, CHy) 7.04(d, J=6.6 Hz, 1H, G-7H), 7.19 (t,2H,C-3'H,
C-5'H), 7.51 (m, 1H, C-4'H), 7.89 (d, J=6.6 Hz, 2H, C-6H), 8.88 (s,(broad), 1H, NH). Elemental analysis
calculated: C, 50.09; H, 3.88;.N, 22.47 Cl, 11.37; F,12.19. Found: C,50.11; H, 3.90; N,22.42; Cl,11.45;
F,12.08.

‘(I)




EP 0 399 653 Bl base in EtOH with concentrated HCl. Yield 84% np. 258-260
UV: (071 N HC) [ERR]max 282.8 nm (ERR); (pH 7 buffer) [ERR] 306.8 (ERR);
(0.1 N NaOH) ERR 308.8 (ERR). pp% ﬁsibgpar ation of
4- (di met hyl ami no) - 1- (2- f | uor obenzyl f 3-triazolo [4,5-c]pyridine This
conpound was prepared in an anal ogous manner to the conpound in exanple 1
W th t hexaepbacenent of nethylamne in exanple 1C with di net hyl am ne. The
conmpound was recrystallised fromlO propan-2-ol. Yield 69% np.=
248- [ ERR] WvPrepardiomof4einlinol IHRR] difR80bahzy)HRR)2,3-t(iggblo T4, $cipyiriging hydFeefprid818. 0 ( ERR;
(0.1 N NaCH)PrpERRe: BB8. Oask ERRYred Bxitanp therm®mpEr @ paehatitad stigd ws charged with
-(2,65dif P%P@B@ﬁbw‘)chlqm(m(h‘iﬂ"&mm@ drqchiqric acid @8GnH) andarbgpifteretianel) (1. P‘W P ne A
Pr epar at i 69p'esfto 32 emicg befh-r3rATHfahE ?%ﬁﬁ’% fobenzy) “t“?‘ Fding (e PHmele ) und
was prepafedgd;pfloge hﬁ@radgﬁ'%'f 8 6‘!5’%’"1 o ”éexaT @“tﬂ?(‘@ fedy fé@ %EI'W s at 5
2- 1 uor ob&RMo eszwrﬁf?i@evwaﬁﬁd% r'?| 1% gﬁ W't oL T

tragis ¢ meAsu \{ o -1- (2

Er epar at | g?fr\or enz é 33_2 ramﬂ: .?e chss a ZT Lf‘;g(i n %Uéa{ltlt gEi ff[}nenﬂy

r ocedur ré\ nkre tv %1 Cltlé J-l 4H C-
condenser 5{_, Hsg rwas c At ed

4-1(2, 6-di MQV @5@ &l sed‘in Jn%i%'s%ﬂ?ed %Qn&?é‘&@ﬁhfvﬁ&@%d’%o approxi-
drochi ori Gnafefyl equal I&iﬁne%%albam iMB Bro PABEIRG-iA tBmBY. BRI ThdAds RhietetoSBl to G2 thor

st ann@us @bH,'0édode, &hd el EREE coNesiedtsld BEktiBP kd broduish BRmboAl(S,@binddRBbdzig1H-Ne,3-
suspensi Ofriagdiof4.5=ERlridin@ bs the Hedittiss B ,95% V@I 8 Rd FRSEcNVEIS o @Pdonsee dad'thalge®bith  a
di still at itrerireapp@raad Bsncthintietippl 0L Natdahey/sutpebiorokas[ ey tor1@drul/@cbbialp solution.

di sti || at iComcesitatedl 0@omeloiRR}id T4demk)ovmianded Fasiuptresghothe warwlensed| thel salujoramas ce
bat h and menlsdr &ldi $edwhite 3l Fagicoltecied yefitration del Pepdrasn BRINTERYRA rob Mrarhino-THRE-

past y20sol ﬂﬁumnww'ﬂe@@é@m 4.5clpyridie ihwdrodhiedded M He ériliey @9 nFighe:Elgh 1d) BurddAner
funnel . TR® 5t3883r4mpH SHR @MRASE ) B Ah&s & r@t): 7 37 4. Y. £-31H, GHH.ATi (Bhpsd Wi t h
a nmechani &&lHsE7Hy 263 BhdHr &t Ml 2% Endehs B 1Hir§ ke A G2 &raff eiRg'et 4 NHzlc et at e.
Wth rapid stirring, the suspension s heated at reflux for 3 5 hours on a
30 LSstean Bebdntal m@biedalala'teghu loy 48.41; | [t Brassd; YisW,128.5pOBCL, it v@; i £,n12g@en
pressiire, 4nibutdie filtrate con¢enws.ed doHidmivacu@s.4Thecr eses t|i ig2ae.lly solid
was slurried in ethyl ether, solids colTected by filtration and dried

overni ght o wa, BHe RN HRLas NNk hf: 4 G fackapy (83.1% of

3-ani no- 2- c}ilgg Qufhod sl Féklﬁxlwn@hﬁﬁ@%ua&fﬂoﬂ@ﬂ@Mr‘bb@dn@@cud TLC (silica gel,

Et QAcfet her, 1:1) [ERR] = 0.71; np = 221-[ERR]; 1H NVR (DVBO-[ ERR])

[ ERR] , J35apidZ, 2H, [ERR], 4 84 (s, 2H NH2) , 6. 06(t, J=5.1, Hz, 1H, 35
NH) , 6.54(d, J=5.4Hz, 1H, C—5H) 7.01-7.65 (m 3H, G3'H C4H C5H),

7. 44 (d,prebafaticd dHz-(2, sldtrr,luoﬁsbﬁizpwﬁeammhamarmd -iarbls [Catlowibiaé ed C, 53.45; H,
3.74; N, 15.58; d, 13.15; F, 14.08; Found: C, 53.60; H, 3.69; N, 15.51;
a, 18.09A HFepa@ﬁbnbﬂ [(2.5- dmb@ml)w] &vibbpytidien occurred upon the addition of
[ERR]. 2. THenis[ EBRRpundaras eepperbdiin 3 mdinst priajogels ¢ exampiget Ahbil seplaging duinerotBompi ng
occurred geywrqyith3 Siflyorolgpzylamie; W%‘Hﬁr ation of
1-(2, 6- Di B|RepeEies s Haming-2epprpiyR Sieiiiesgkengybaminol gyriding 70l o c] pyridi ne

Hydr ochl or i d%'smo @s Prap: ecL‘"f"l '&%‘Reréa;l rp% R ?Wpﬁ\%’af’r‘lk %BH‘ repiacipg &l
condefiser "c‘ﬁﬁ %’W@r} PY r 31 _té‘ﬁ'?‘l?'a(s_ hydrochl oric acid
J,(_) aral l:’:ro en 49 ming i ;azo : C U&ngrﬁgmmm The
b | n b8

(160n),
sol ution ne tarting material. It was precipitated from
3- ani no- Z%L i I Qo Rt i P oy W85 - 20064

YdoAtrat
porti gnwi g9, (of10|h Im}%améré éﬂw aﬂﬁbt thHOfl befen SRk Y. ilteéefo d>t bt Snax Aok 8 eoSdoh: r6.i ng T or
35 45 RaOMINESx gfsg[(&laﬁd),ma,qsogqqggqﬁet hyl am ne was added and the sol ution
heated at reflux for 30 m nutes. The

Example 8

50 Preparation of 1-benzyl-4-(methylamino)-1H-1,2,3-triazolo[4.5-c]pyridine

A Preparation of 4-(benzylamino)-3-nitropyridine.
This compound was prepared in a manner analogous to example 1A, but replacing 2-fluoroben-
zylamine with benzylamine, {(Aldrich).
55 B Preparation of 3-amino-2-chloro-4-(benzylamino)pyridine
This compound was prepared in a manner analogous to the compound 1C, but replacing 4-(2-
fluorobenzyl)amino-3-nitropyridine with the title compound from example 8A.




reaction was cooled in the freezer overnight, the precipitated solid
collected by filtration, washed with ice water and dried overnight on a
Buechner funnel to afford the titgeoaeapeypf as the free base in
gquantitative yield. A 2-L flask fitted with a mechanical stirrer, condenser
and thernoneter was charged with absolute 50 et hanol (1.C0L) and heated

t o refl ux. C Rispgation gihvbheakyl-dimétindantroat H-hg3-iartid45-clphwlirer ee base was

i mredi at el y atideomfayhd wetcrfersyeddo At enstogeus exkniry d the isbopdund eiciCdusing CretylamiNae
resul ti ng adSpernerlohlowetsitentylaminollnyridinge jsetartiya Matefialy: It Jahigory Yallisge frorg water with
coll ected ﬁceﬂ"t@t?dr HEl WAld SsHRRORRTY - BMi (01 AuH M 380 GRIPH)) (PH T putr) wepx

over night 3938474908 hN NaQHmax 38%# €890Y)- pr oduce 359 (67% of 1

-(2, 6-di EI uo[ogbenzyl )-4-(methylam no)-1 H1,2,3- triazolo[4,5-c]pyridine
hydr ochl TLC (sili ca gel, EtOAc: [ERR] 1:1) [ERR] =0.49; nmp. = 297-298
C, 1H 55 J-eRﬁJa = oy e(s 3H,CH3), 5.95 (s, 2H, [ERR])

7.04(d, , , - =3'H, C5H, 7.51 (m 1H, C4'H),
7.89 (d ngct@n , 2H, C-6H), 8.88 (s (broad) 1H, NH). Elenental analysis
calculated™C—50.09; H 3.88; N,. 22.47 d, 11.37; F,12.19. Found: C, 50.11;
H, 3.90; N, 22.42; Cl1,11.45; F,1-2.08. 7 EP 0 399 653 Bﬁti Exanple 6 A)

2

Preparation of 4-am no-1-(2,6,-difluorobenzyl)-1H 1 azol o

[4, 5-a§ pyridine hydrochl oride Procggure: A 3-L fl e i pped with a

t hermonet er and nechanical stirref vés charged with 5 concentrat ed
hydrochl oric id (MO), AN hydrochloric acid ( nd absol ute

et hanol (1. &00) dc%oledt RRIYTn an ice bath. F

3- Ani no- 2- chl oro+4 [ (2HB- dif | orobénzyl ) pyri di ne (flrom e e 5)
was adtied f 0 by the addiy.op-of sodiumritrite. The | u S

stirred for 35 m nut&8,@% 5C, anfroni um hydr oxi de was added
solution extracted with chloroform (2 x 1.00 L). The conbi ned o
extracts were dried (sodium sul phate) and concentrated to proguce
4-chl gpo-1-(2,6- 10 di fluorobenzyl)-1H1, 2, 3- triazol 0[4 5-c] pyridi ne as
a danp’ pi n ?é@ﬁd ' e?‘tﬂ HE Wit .ﬁ':ifnl o st Verp r& d Fbieh { 36
reaCtl on. L? met lei'lﬂég('\@ é%L Vgh)rapl 'ng y n| I’ld963 H
C4'H G 5H, d\é) Ionée*avaga B> 108 Elstirfo 6H) -
The isol ated soli d ahedildnss o Hﬁ?\dtek rtrafmmalta asat sbbarstagi f&ﬂnblaé?ﬁhhe( 3rgm-)ayer
divides into two apppsatéd. THEbqbyUs MG wisOdxUHEBEE valh Undigiehe ehidridb (BODMI) add the
gl ass-1ined bonbs. cbmein&absrgdicvextreishand eslicdnGatptordrynbarin muo to yiékdnthe dee basd,
and the solids col |sattadsoli/ (1749l 104%) wieh was upedoeibe further purification.
4-am no- 1- (2, 6- di f | uorgdritylegh ddippedyid-a refux agrubrsprd mgrefiqusfirerdand evitagentifie
free base in 95% yiveasghargedwith frioshiysieraredteathowi-$-hitrepyddined 8 frdiélivorabanzylamineand
with the free base ahpritoethepkbRly ethazaleion (was (pajed ah reflux fre208roplehsiigbily. Rayeed
heated to 105 C to 'EibtaalEﬁe"gUPfdfaF'b?ﬂd féﬂm‘?ﬁ et N reseifngoy4liew a'GF'BI‘a(eMnL)
was added car ef ul | yeolasted hf'"f"“ﬁ%n d"d i qi Br‘%&?"r T"‘a"f" 5%’6‘? 3eq 85‘?"\/\%{%3 By and
Tt

the white solid Was'”e & edeﬁf"" i o]g (sifica
i e Bk;%éfﬁg H%mx -
LﬁatedQé" 54£a 142; ]E 8& :

C 1H NWR ( DNSO' [ 5 J:-u%r Arfaﬁ/mg%al 1

7.35 (d, J=7.1 Hz, 3144, NGs8EDR, 14210 96(d J—?

1H C6H), 9. 24'ét%x9-3-(nm'6|§%ﬂgm§ |h§kﬂ$c@f0rldez%s Bkga}ed chéord to ti%l ﬁé@%%rodﬁ@é@' UfSE.ﬁ

cal culsat ed’.avagni@,, et48(J.‘ﬂ+$ﬁerobycH:.Cr%m39986 @l, 66@)3Tr523dompovﬁi is mMdke Sdble adthe IlﬁlroZﬁoridg

Found: salt and is neutralised immediclely #8foé3dse. H, 3. 41; N, 23.47; d, 11.93; F,

12.78. 1. Predifuprebavaganineds coneabreiall@ avbiapleciiPwds@repbrae frone a GNb.OMIF reduction of 2,6-
difluorobenzonitrile. The product contained 23% (wt) of 1-butanol by '"H NMR and this is factored into the
quantity of 2,6-difluorobenzylamine empioyed.

uo:UV

50
Example 10

Preparation of 4-(cyclopropylamino)-1 -(2,6-diﬂu6robenzyl)—1 H-1,2,3-triazolo[4,5-c]pyridine.

55 This compound was prepared in an analogous manner to that of example 5 with the replacement of
methylamine in exampie 5C with cyclopropylamine. It was precipitated from the free base in EtOH with
concentrated HCI. Yield 70%, mp > 260°C (dec). UV:(0.1N HCI) amax 286 (£14200); (pH 7 buffer) xmax
306 (£9900); (0.1 N NaOH) amax 309 (£10000).



2. The solution starts to reflux violently upon the addition of

hydrochl oric acid. 30 Exanple 7 Preparati on of
1-(2,5-difluorobenzyl)-4-(methykag 44@)ssd gt 1, 2, 3-triazolo [4,5-c]pyridine
35 A Preparation of 4-[(2,5-di fI uorobenzyl )am no]-3-nitropyridine This
conpound was prepared in a manner anal ogous to exanple 1 A but replacing
2- f | uormagRecobyglcarnadmityhi t h 2, 5-di f | uor obenzyl am ne; (Al drich). B
Preparation of 3-am no-2-chloro-4-[(2,5-difluorobenzyl)am no] pyridine This
conpound W&s apicaasaed adtivtyacieertae rcompaihdsg ofutse treeser dnvesiop ovgred dei¢rmiped bly

r epl acistegdatd [nfaRimald glectro$hoco testh@HEBY | that vesreiped3oyn L AMPRYRUYd e V-RiCRYPPIe At | e
conpeurid-Phearmegodyh d@H2@2PA. C Preparation of 1
-(2,5-difluorobenzyl)-4-(nmethylanmino)-1 H 1.2 3-triazolo[4, 5-c]pyridine

Thi s compound way poRpeuRs oFr 3ALRNAEBYOH Sk e EDSP.0 heyigpirpound of 1C
using methyl am n¢ apdwiLamong- 2- chI oro-4-[(2,54difluorobenzyl) am no
pyridine] as starftmtng liTB[eI’I - JT[Was p4l’£CI priated jyom a 3ol ution of the
free’ase in Et O with,concentrated HC irel di88% 4wp. 273q[err]. 45

U: (0.1 NHC) [lerr]max 275.16, err], 7 byffer)qglaerr] 275.2 ([err])
[err] 304.8 ([err]]); (®.1 N Na lerr] 62375 2 ([err]esferr] |308.4 ([err]).
Example 8 50 Prgparation of | Heo 78 53
1- bepzyl - 4- (et hyfl am ng) - 1H U, 4c3-tri azad.p[ 4. 54c] pyra.di ne A|Preparation of
4- (benzyl am no) - 3- ni trepyri di|netsci Thi s caoapound |was psepared|i n a nmanner
anal ogous to exanple 18, but jrepmha¢i ng 2=4 | uorqben- &l am n¢ with

benzyl am ne, (Al drich)1055 BidPr ¢par at4on of 8.1
3-am no- 2- chl oro-Z-{bénzyTam no) pyri dine This conpound was prepared in a
manner anal ogous to the conpound 1C, but replacing 4-(2-

fluor obmﬂ,_)\%%&pngg ropyridine with the title conpound from exanple 8A.
8 EPT073997653 BL T Preparation of 1-benzyl-4-(methylam no)-1

H 1, 2, 3rtroina@do[ 4, 5-¢] pyridine This conpound was prepared in an anal ogous
manner To the conpound of 1C using nethylam ne and

3-anfho- 2-chl or o- 4-[ (benzyl arni no)] pyridine as starting materials. It was
recrystallised fromwater wfR ¢ 0'39 ntrat ¢ .lYield 39% np. 269-[err]
W: (0.1 N Hcl) [err] 280.0 {efhktarckPH 7 b fﬁg{) [err] 5 302.8 (err);
(0.1 N NaGH) [err] 306.4 (erf poyJmyppRi€ond P eaa@r at i on of

3-ni ggo 4-[(2,6-difluorobenzykkatmagl pyridi nemb0| Reaction: NO 15 [err]

NH F 20 ‘Magnesium stearate 2mg
Lactose gs to 300mg

The compound is finely ground and intimately mixed with the powdered excipients lactose and com
starch. The powders are wetted with a solution of polyvinylpyrrolidone dissolved in purified water and
denatured alcohol to form granules. The granules are dried and mixed with the powdered stearic acid and
magnesium stearate. The formulation is then compressed into tablets weighing approximately 300mg each.

35

40 Il - Capsule
Active ingredient 25mg
Corn starch 45mg
45 Stearic acid 12mg
Lactose gs to 300mg

The finely ground active ingredient is mixed with the powdered exipients lactose and corn starch, and

50 stearic acid and filled into hard-shell gelatin capsules.

I - Suppository

55 Active ingredient 25mg
Cocoa butter 1975mg

10



[err] F 25 Procedure: A 2L Erlennyer flask, equipped with a magnetic
stirrer, was charged with sodi um hydroxi de and net hyl ene chl oride (800nL).
Wth rapid stirring, 4-ethoxy-3-nitropyridine hydrochloride[err] was added
portionwi se over 10 m nutes. ThE&P 389668 Bt xt ure was stirred an additi onal
10 mnutes, transferred to a 3L separatory funnel and the organic |ayer 30
separated. The aqueous portion was extracted with nethylene chloride
(800nL) at§ e ttE‘B?ﬁjf Agatpd ‘BFgﬁ'ﬁsP 8Lt Ay LofRdipy icdtpeead Prireughomidipgndes i n
vacuo 1855/F &1 1Y Re PPSsiPReSReSeIaging AP etaey 19P7Bg oot 04% which was used

W t houtwf|ur£her purification. A one-neck 3L flask, equipped with a reflux
cond;ngef——magnetl c stirrer, and nitrogen inlet was charged with freshly
prepared 4-ethoxy-3-nitropyridine, 2,6-difluorobenzylam ne2 and 35

absol ute et hanol HS9b—+he—setut+en—wastheated—at—retH—jor 20h, cool ed
slightly, poured |’?ﬁt't§°'89fe@”l‘enrryer flask 4gnd ref PP@erated oyer ni ght The
resulting yell ow p?@é’i"b‘i H%% was collected by filPP%ti on, shed with

chi libed ethanol ( %‘6 ';%%%8%%%g‘f“§{§8 %)*c%ir}‘ﬁr f’f&% e el d 234g

(88.49% of 3-nitr|o, C (silica gel,
Et OAc/ Hexane, 1:1 ! O[err]) [err]
5.74 (d,J = 5.7 40 Hz, 2H CH2), 7.01 (d, J=6.3 Hz, 1H,
C-5H), 7. Tm e ingaedignt, Fogiurg rrilodtes 'apg) preservglive( aig d@;qlveq;.ma H}thuorg of3the (V\(gter g)r— 6.2
Hz, 14 |ec@n6 e phg ofgge {oﬂutlon‘]ls adjgstey! wigh hygLrocpqloan_.Pnd gfrpedlgm@ gde \flaﬁ foUn

El ementiddagis| frdvaluma ped e palifiorls thox ? yod3fha solutien is sk dbrf"tfitke"ﬁ@ugltound
C, 54. 2022 pyicranoler mebrapg filfor andasepfigally filled jnt fferlﬁ #8%YS- ni t r opyri di ne
hydrocl@I %rll,uge was prepared according to the literature produced of E. R 45
Lavg, al (J.Heterocyclic.Chem 1986 23, 669). The conpound is nore
stab e as the hydrochloride salt and is neutralised i mediately before use.
2. 2,6-Di fluorobenzyl am ne is—eomretretahty—eavartabl e but was prepared from
a [err]. THF reduction of 2, @Ct'm'ﬁqriﬂﬁ“bﬁenzdm"@rl | e. The product contai ned
23% (wt) of 1-butanol by [er%’“ﬁl\m and t}hi s°%P®9f 4ctored into the quantity

of 2s6-difl uorobenzyl am ne ¢ CES’%%d Ex3IPMe 10 Preparation of

4- (cycl opropyl ami no) - 1- (2, 6{dL " <§' 4yl )-IH 142, 3-triazol o[ 4, 5-c] pyridin
hi q olounng agen h f

e. 55 Thi's conpound was pgrgs%f(vég; ‘%?p an acbqj,o ous manner to that o

exalrrpl e 5 \lNI th theI {epl acenmgns dq E ) a&gtggml n exalr)rpl e 5C \I/Evlttgrj| .

cycl opropyl am ne. was prw. pHated—+em-the—4+fee base in Wi

conééntrated HCl . Yi eI d 70% > 260 C (dec). UV:(0.1N HC) err max 286

(err); TﬁeTC‘Hﬁf’fgéﬂd aé’f" rs]'”%se@’ dgsplyed in ghe glycer) PSHenof Srpopuyi gler.ghe  pp

0 399 BES’SQ'B’P ?ﬂﬁ “?r&é??" I”é’é‘?m% N °‘1F’H6f'e§[ﬁ‘taie 3PP R Coloking gfded

certai i ‘éfg? t??s"éﬁatd 3" g DSW’ PP %lgc%ﬁ Ed etda"T?E?ér d

maX| gl’ AP 'Ba c"l’<eteesrte W§¥r”p'tsh§f°u?f1eyscr ed by L.A Wodbury and

Ehert ., Ar ch.

Claims for the following Contracting States : AT, BE CH, DE, DK, FR, GB, IT, LI, LU, NL, SE

1. A compound of formula (I}
40
NRLR:.
N

/k/ \
X K/\./ ®

‘@/ (%),

and salts thereof

55 wherein R, and Rz are the same or duffeuent and are each selected from hydrogen, C1-4 straight alkyl,
C3~+ branched alkyl, cyclo Cs-« alkyl, and cyclopropylmethyl; Rz is hydrogen or halo and n is either 1
or 2.

11



5 Int.Pharmacodyn, 1952 92 97. COWVPOUND OF SALT ED50.1.P (ng/kg)

ED50. P. O (ng/ kg) EXAMPLE NO 10 1 “m I

4.5 4.4 2 Eplo 399653 B1 4.8 | |“| it I'L “" "III " |II|
HCl 8.3 10.3 4 HCl

6.6 5 HCl 7.8 5.3 15

6 Thelfoboa butter is heatddl, t8 melting and the active Bgrédight is dispersed by Hi@bugh mixing. The 5. 0
4.3 8 mass is then}fdned into suppositofiesg8veighing approximately Z00mg Gach. HC

4.1 8.1 20 FORMULATI ON EXAMPLES | - Fornmul ati on 25 Conpound
25ny Cor nVsinigekidn 45ng Pol yvi nyl pyrrol i done 6ng 30

Steari €& acid 12nmg Magnesi um st earate 2ny Lactose gs to

300ng The conpound | the powdered
exci pi ents | act ose [anglivemgmdi&tarch. The powders aresmgtted wifh a sol ution
of pol yvi nyl pyrrol i|{deswundthesaed ved in purified wateroawnd denatured al cohol
to form granul es. Theregaratiel es are dried and m xed WM%h the ppwdered
steariC acid and g Hesechlticsacizlar sadm hybrexideo | raginedd forrpH asliustmet conpr essed
into tabl ets wei ghinWateplorinirétiomt el y 300ng edcds.to 2PmL  Capsul e U0 Active

i ngredi ent 25mg Corn starch 45nmg 45

Stearic aci the active mé-rgﬁﬁht Lat@Seiode, bRy prese?AQW%'EhrJ BRsdvem @ ¥ paieLIGIGhal Grhtb Br

I ngr edisenkjedtion. The pl olthé Boldtibreis ROME QT @ith b bEd braRties BydsMbec\wstsr 16t iB6ditn
and st earis addag tcdfinan@iufnie lahee the istliton Bandeughig IMixeg elhadlutios Bpwdlized by Bi®atibh through
Supposi t or 225bicrometer membrane filter and aseptically filled into sterile coAginere.e i ngr edi ent  25ng

Cocoa butter 1975ngy 10
V - Syrup

20
Active ingredient 15mg
Glycerin 500mg
Sucrose 3500mg

25 :
Flavouring agent gs
Colouring agent gs
Preserving agent 0.1%
Purified water qs to 5mil

30
The active ingredient and sucrose are dissolved in the glycerin and a portion of the purified water. The

preserving agent is dissolved in another portion of hot purified water, and then the colouring agent is added
and dissolved. The two solutions are mixed and cooled before the flavourlng agent is added. Purified water
is added to final volume. The resulting syrup is thoroughly mixed.

35
Claims
Claims for the following Contracting States : AT, BE CH, DE, DK, FR, GB, IT, LI, LU, NL, SE

1. A compound of formula (I)'
40

)\/ \
) K/\./ )

‘_@/ (%),

and salts thereof ]

55 wherein Ry and Rz are the same or different and are each selected from hydrogen, C;-4 straight alkyl,
Cs-4 branched alkyl, cyclo Cz-4+ alkyl, and cyclopropylmethyl; Rs is hydrogen or halo and n is either 1
or 2.

11



EP 0 399 653 Bl The cocoa butter is heated to nelti ngl e active
ingredient is dispersed by thorough m xi ng. The nass |m ﬂﬁ :q‘ﬂ! Imﬁ
ive

supposi tories wei ghi ng approxi mgge) Yoedd0810 each. 1V

i ngredi ent 25ng Sodi um chl ori de

0. 9% Preservative 0.1% 10

Hy dr ochR.orA @ngeind ae claised inlmainny dr 0t trereof dsreindads fiuoro. pH adj ust nent Water for
i njection gs to 2-3m. The active ingredient, sodium

chl ori d&, Aanempeprss eqcording e claims denss 3 lage dalfs riheseap herpion(Fek rednesentataey of the 15
i nj ect i on.folpHeo:BHiuer. Tiverosbliuatd dfrdifiupraadpdifuasel 2icifHoreiehrdiiuprP ord 35-didhorp- or
sodi m hydr oxi de. Water for Infection is added to final volunme and the
sol uti ofr |“‘5°°E”W8‘1‘”6l§@‘f?[cy‘9ﬁ? R'EE?S 11‘}1%3"5'(§F'E?tt'i‘96‘??f Yvhereit Eisin| rpRsSEN D SO FYAYS at i on

throughaO éer and aseptlcallyfllledlnto
CC! mgt |
288” le CCﬁ]?Z uoro'{':riyl)- -(meﬂ;S a?mq%) ?‘%rnazo [M I ent 15my G ygg{)bn
4-(c clopr opylammo ] orobenz 1H 1,2,3- nazolo g
Fl avourl ng, mo - (2_ %ﬁ 3 g?al IW4.5-clo nd' Teser vi ng agent 0.1%
Purified v;@( y,a o)_1q2 Ob 1§§§r|ay0¢o[4 & ﬁggngnt and sucrose are
di ssol ved 4 @6 y B4l (RetAVi ,@)mq B QRzdM4 5-BByridMs:1 f1ed water. The

preservi ngg,-a?,g,q,n{.(zles,,f 6,5&94,,\43;11@@ {adggg[hgrc]pp,w,{el on of hot purified water, and
t hen s he ciopsuditibdiéber@BatiméthylatkidetH-and-1dkagas-Vipidind B t wo sol utions are

m xed and icaiyed (nagfy@amaol- he1édsammmt4schpyageajt is added. Purified water is
added to fanmaditsthetenire. The resulting syrup is thoroughly m xed. 35 C ains
Clains for the followng Contracting States; AT, BE, CH DE, DK FR G5,

| T, LI, G-LU,-ArNInq-1-SE-dﬁ!uorAbe@mWUUrﬂﬁ-tdézofbfdﬁmny@dir(ela)1d 40is frerepf, 45 (1) 50 and

sal t g0t hereof 55 wherein [err]an éerr] are the sane or different and
are each s‘e?aééf‘é‘éP"pr%aﬁ'iPCﬁ"thj%Ha'[“éﬂ 9 strai ght alkyl, [err] branched al kyl,

cyclo [err] al kyl, and ca/c o;ar yl nmet h R3 |s hydrogen or halo and n is
ei t her phzrmaceutlcally acceptable salt a cordmg to alms 1t07

25 9. A salt of 4-amino-1-(2,6-difluorobenzyl)-1H-1,2,3-triazolo[4,5-c]pyridine.
10. A pharmaceutically acceptable salt of 4-amino-1-(2,6-diflucrobenzyl)-1H-1,2,3-triazolo[4,5-c]pyridine.
11. The hydrochloride salt of 4-arhino-1-(2,6-difluorobenzyl)—1 H-1,2,3-triazolo{4,5-c]pyridine.
” 12. A compound or salt according to claims 1 to 11 for use in therapy.
13. A process for the preparation of a compound as defined in claims 1 to 11 which comprises the reaction
of an amine HNR; Rz with a compound of formula (ll) where R;, Rz, Rs and n are as defined in claim 1,

35 and X is a leaving group.

14. A process according to claim 12 for the preparation of 1-'(2,6-difluorobenzyI)-4-(methylamino)-1_I-_I-1 2,3~
triazolo[4,5-c]pyridine and salis thereof.

40 15. A process according to claim 12 for the preparation of 4-amino-1-(2,6-difluoro benzyl)-1H-1,2,3-triazolo-
[4,5-c]pyridine.

16. A process for the preparation or 4-amino-1-(2,6-difluorobenzyl)-1H-1,2,3-triazolo[4,5-cJpyridine compris-
ing the reaction of 4-chloro-1-(2,6-difluorobenzyl)-1H-1,2,3-trizolo{4,5-c]pyridine with ammonia.
45

50

55

12



EP 0 399 653 Bl The cocoa butter is heated to nelting and the active

ingredient is dispersed by thorough m xing. The mass is IHI "' F
supposi tories wei ghi ng appr oxi mat ghy 38 Q:Qgg each. 1V - Elj i ﬂ&m Mhm
3%@ 0 € L M s x

i ngredi ent di um chl or

0. 9% Preservative 0.1 % 10

Hydr ochl ari & c&gdotndost fsradla pnanaysatsaberade  as need for pH adj ustnent Water for
i njection gs to 2-3m. The active ingredient, sodium

chloride, and preservative are dissolved in a portion of the water for 15
injection. The pH of thesolution is adjusted with hydrochloric acid or
sodi un® hydr oxi de. Water ffor |gjection is added to final volune and the
solution is thoroughl ed” he solution is sterilized by filtration

t hrough a 0.22 m cromgter yenﬁhane filter and aseptically filled into
sterile containers. V \\S up 20 Active ingredient 15ng dycerin
500ng 25 Sucrose 3500ngy 25

FI avou?i ng agent gs CbIoTring agen (qs}FWeservin gent 0.
1% Purified water gs to 5mj 30 Th¢ ﬁ@,edient an ucrose are
the purified water. The

di ssolved in the glycerin and-po

preserving agent is dissolved in anotXy portion of hot purified water, and
then the colouring agent is added and di ssolved. The two solutions are

m xed and cool ed before the flavouring agent is added. Purified water is
added to fi visdeiRlisIag. of HaB, CESaMylthid) @ S ruliol S; -1 harygi] ¢4 a%eid phedf, kdnayl, s

Cl ai ns for pHeayldtiol, Inepthymoptigomidrsalsstiiuiag sdiithabye s supfiny:BE, CH, DE, DK, FR, GB,

| T, LI, LU, Rk hydBiged or halocodpésaitterdfor 2ormul a (1) 40 45 (1) 50

[err] aand salts thereof 55 wherein [err] and [err] are the sanme or

di f f er entt8afdoregosndeRi it asefaisraddticldm dmvhsrelr Sdfegilorf err] strai ght al kyl, C3-4

branched al kyl, cyclo [err] al kyl, and cyclopropylnethyl' R3 is hydrogen or
hal o and 1ﬂ. Thoe use ?om_PoEﬂd ) salt as described in claim 1 for the preparation of a medicament for usé in

the treatment of a CNS disorder.

25
20. Use according to claim 19 wherein the compound is 4-amino-1-(2,6-difluorobenzyi)-1H-1,2,3-triazolo-
[4,5-c]pyridine.

21. Use according to claim 19 wherein the salt is the hydrochloride salt of 4-amino-1-(2,6-difluorobenzyl)-
30 1H-1,2,3-triazolo[4,5-c]pyridine and the CNS disorder is epilepsy.

22. A pharmaceutical formulation cdfnprising a compound or salt as defined in claims 1 to 11 together with
a pharmaceutically acceptable carrier. '

35 23. A pharmaceutical formulation comprising 4-amino-1-(2,6-difluorobenzyl)-1H-1,2,3-triazolo (4,5-c)pyridine
or a salt thereof together with a pharmaceutically acceptable carrier.

Claims for the following Contracting States : ES, GR

40 1. A process for the preparation of a compound of formula ([}
NR1R2

" “\
o1 )

| ¥
S C

55 and salts thereof . _
where Ry and Rz may be the same or different and are each selected from hydrogen, Ci-4+ straight
alkyl, Cs-4+ branched alkyl, cyclo Cz~s alkyl and cyclopropylmethyl;
Rs is hydrogen or halo and n is either 1 or 2

@)

13



EP 0 399 653 B1 2. A conmpound as clainmed in claim1 or a salt thereof

wherein R3 is fluoro. 3. A conpound according to cl ains I

t hereof wherein [err]represents E@rﬁ'séﬁfr?s%g.ﬁ fol | ow ng: ZfIﬂmg”,ﬂJmﬁ!lﬂﬂmr

4-fluoro, 2,6-difluoro; 2,5-difluoro; 2, 4-difluoro; 3,4-difldord ahd s =

3,5-difluoro. 4. A conmpound according to clains 1 to 3 and salts thereof

wher ei n [ ghkch confRbRIRVosctien & afl brhihd!ARRLR, Hith a AorGRGARIH AEmac@pr ding to claim1

selected fromthe follow ng: 1-(2-fluorobenzyl)-4-(nmethylamno)-1 H1

, 2, 3-triazol o[ 4, 5-c] pyrd di ne; 10 4- (cycl opropyl am no) -1

-(2-fluorobenzyl)-1 H 1,2, 3ytriazol o[ 4, 5-c] pyridine; 4-(ethylamno)-1

- (2-fsl uor obenzyl) -1 W ri azol o[ 4, 5-c] pyri di ne; 4-(di nethylam no)- |
41 R, 3-t

-(2-fluorobenzyl)-1 i azol o[ 4, 5-c] pyri di ne;

1-(2,6-difl uorobenzyl\%—g@»@ lam no)-1 H1 ,2,3-triazol o[ 4, 5-c] pyridine;
4-amno-1 -(2,6-difluo enzyl)-1 H1,62 3-trjpagol o[ 4, 5- yridine;, '5

1- (2, 5-difluorobenyzl)-4-(nethyl am ng ,B38B-triazol0f4, 5-c] pyridine
and 1° - benzyl - 4- (et hyl am no) r,qH- 1.2 §il 5-c] pyridine, and salts
thereof. 6. 4-Amno-1 -(2,6-dl'tl uorop
H1,2,3-triazol o[ 4, 5-c] pyridine and sd thereof. 20 7. A salt of a
conmpound according to clains 1 to 6. 8 A pharmaceutically acceptable salt
accordi ng | i ndA $ @lidavifd grfurdBidRtichally converting into a salt

(2,8 dif @183‘:;“3@&2&“%%%? a,gg?fé'?‘%?idaz% o[ 4, g—’c]pgyr ol <gorag
pharmaceutically acceptable salt of 4-amno-1 -(2,6-difluorobenzyl)-1 H1

, 2, 3-t 1 pazohrededs Rosiiny foiclirnewhelan X Ehay By Hidged) loos: bidethis st 1 0adylthio, C7-12aralkyl-

4- am no- i i@ ,05=.dikfi] gheryn penxzly phenyidthyl, nZghBwkrieihglzod efbdjtBedcuiphoriytioriselphi®0 12, A
compeund or salt according to clains 1 to 11 for use in therapy. 13. A

pr ocessaf gyprodess radeg @tclaprs 1odnd & wempdunehless defined in clains 1 to 11

whi ch conprises the reaction of an amne [err] with a conmpound of fornula
(11) whér et preqesy aaserding for daims 1 P Whweln r(Re)cTeRiPPpnte any gl 2-fluoro, Sfpgqo. ¢-flugro:2.6-

| eavi ng grofupro: Ziudifluarop? ditieoe: 236HraR: 3g-dfyore poff Hrd®oror t he preparation of

1- (226-di fl uorobenzyl)-4-(nethyl am no)-1H1, 2 3- triazolo[4,5-c ridine
an((:I sal f's A RBTeED c.corﬁ'ﬁg t°f@?!(mSA1\ ‘ﬁ?’d”%‘é@'& '(ét)b'&zéf(ﬁ'aor?‘o claim 1[2 for ][Eg
preparafion of 4-am . no-1-(2, 6-difluqro ber ). - Lil&gol o-

B2 By e eamonsi il R Rt i foctar GhldAe |
4-am_nog1-4 ;?ro&’ssdict:(lf)ruiﬁé @E; A & 5wtk 1 rasclidni 1O bidebefiasd BYE kdtighec.conpri s-

ing the reaction o oro-1 -(2,6-difluorobenzyl)-1
H- 1, 2, 351 A g:8de8d dbcraing RYcaintl 18 7WortplepaiFa@RkiBef a4BmBdand s dedcribed in claim 1.

9. A process according to claims 1 to 7 for preparing a pharmaceutically acceptable salt of a compound
35 as described in claim 1.

10. A process according to claims 1 to 6 for preparing 1-(2,6- difluoro-benzyl)-4-(methylamino)-1H-1,2,3-
triazolo[4,5-c]pyridine.

40 11. A process according to claims 1 to 7 for preparing 4-amino-1-(2,6-difluorobenzyl)-1H-1,2,3-triazolo[4,5-
clpyridine.

12. A process according to claims 1 to 7 for preparing a salt of 4-amino-1-(2,6-difluorobenzyl)-1H-1,2,3-
triazolo[4,5-c]pyridine.
45
13. A process according to claims 1 to 7 for preparing a pharmaceutically acceptable salt of 4-amino-1-
{2,6-difluorobenzyl)-1H-1 ,2,3-triazolo[4,5-¢c]pyridine.

14. A process according to claims 1 to 7 for preparing the hydroc'hloride salt of 4-amino-1-(2,6-difluoroben-
50 zyl)-1H-1,2,3-triazolo[4,5-c]pyridine.

15. A process for the preparation of 4-amino-1-(2,6-difluorobenzyl)-1H-1,2,3-triazolo[4,5-c]pyridine compris-
ing the reaction of 4-chioro-1-(2,8-difluorobenzyl)-1H-1,2,3-triazolo[4,5-c]pyridine with ammonia.

55 16. A process for preparing the hydrochloride sali of 4-amino-1-(2,6-difluorobenzyl)-1H-1,2,3-triazolo[4,5-c]-

pyridine comprising the reaction of 4-amino-1-(2,6-difluorobenzyl)-1H-1,2,3-triazolo[4,5-c]pyridine with
hydrochloric acid.

14



EP 0 399 653 B1 C L M S * 17. A conpound of fornula (1l1) and salts
thereof 10 15 wherein X is any of halo, [err]alkylthio, [err]arylthio

o

[err] aralkylthio, [err] alkyl, peprydogddg®ay!, phenyl et hyl “‘mm““
and substituted sul phonyl or sul phinyl; R3 is hydrogen or Am RF

either 1 or 2 20 18. A conpound or salt as claimed in claim®7 ‘whérein X is
chl oro. 16. Abheessse@ tigf praductonpicaechpound stfedmuiadildescri bed in claim 1 for the
preparation of a nedicanent for use in the treatnent of a CNS disorder. 25
20. Use according to claim19 wherein the conpound is

4-am no- 1- (2, 6-di fl uordbenzyl )-1H1,2,3-triazolo- [4,5-c]pyridine. 21. Use
accordifng to claim 19 erelL. the salt is the hydrochloride salt of

4-ami no-1 - (2, 6-difl ugrSbegZyl )y, 30 1 H1,2 3-triazol o[4,5-c]pyridine
and the CNS disorder |is eflil epgy. 22. A pharnmaceuti cal forn@i ation
conprising a corrpound%%/s’arkt as defined in clains 1 to 11 3get her with a
phar rrag:aeuti cally acceptable carrier. 6;5__.23. ﬁﬁhar maceuti cal fornulation
conprising 4-amno-1 -(2,6-di EI uor obe nﬁw, o, 3-triazolo
(4,5-c)pyridine or a salt thekge gek er/'vvi th a pharmaceutically
acceptable carrier. Clains for the foll ow'ng Contracting States: ES, GR 40
1. A process for the preparation of a conpound of formula (1) [err 45 50 55
and salt s thereof where [err] and [err] nmay be the sane or different and
are each selaetéatgthbreasm hydr ogen, [err] straight al kyl, C3-4 branched al kyl,
cycl o [err] wabrkig|X &nahy cy dklop€cpaiyhtbtoh ¢t -1 0dRBhip.sCArydratigithio. r-+diexl. ehemwtl banzyi s
ei ther 1 or pReng8thyl, napiPyl@etBg gndsHPstited sulphonyl or sulphinyl; *C L M
whi ch conpr iRe éshyermgenras Bdle 29 iveitham! Afi ne [err]2 with a conpound of fornula
(1) 1® whighh ereesishcqeYises therferctionf  corepodrst qf isaulal X is a | eaving group,
and optionally converting into a salt thereof. 2. A process according to
claim1l wherein X is an}‘gof: hal ogen, [err]al kylthio, [err]arylthio,
[err]aral kyl - thio, [err]alkyl yuphenyl, benzyl, phenylethyl, naphthyl methyl

and substituted sulphg sul phinyl . 20
L ¥
N
NH (1)
R
30 ‘ \ ( 3\ 19
CHE—-\E_/‘//
35 wherein X, Rs and n are as hersindefined, with sodium nitrite in hydrohalic acid.
Patentanspriiche

Patentanspriiche fiir folgende Vertragsstaaten : AT, BE, CH, DE, DK, FR, GB, IT, LI, LU, NL, SE

40 1. Verbindung der Formel (I)

NHI.RZ

50 i (D

55

und Salze davon, .
worin R; und Rz gleich oder verschieden sind und jeweils aus Wasserstoff, C1—4-geradkettiges Alkyl,

15



3. A process according to clains 1 and 2 wherein X is chloro. process
according to clains 1 to 3 wherein [err] represents an M‘““(““mm
3-fluoro, 4-fluoro; 2,6- difluorppoighggs Bhuoro; 2, 4- d “ “ \
2,3-difluoro: 3,4-difluoro and 3,5-difluoro. 25 5. A process acc8rdfng to
claims 1 to 3 wherein [err]is 2,6-difluoro. 6. A process according to
clains 1 tu-dvakvaigisnAlkyiheCycle®gt ratiqyl tratk@loplopdrectinyh gewdhtsid: B0 MWasnatstoff3der 7. A
process actavodi g 1t entvesideri Imster]2 bageBennher ei n t he reacti on takes place between
O * Cto 180 C. 8. A process according to clains 1 to 7 for preparing a
salt of 2a Yebisomercadnpese i poreainisa'z epanmolel Fo FuR igr ocess according to
claink 1 to 7 for reparl ng a pharmaceutical ly acce abI e salt of

a
compound 3%erbmdung Lachydens hen, 1 4nd;qund Sylee d VO ehéO'Qeﬁd"E‘l ai s
1 to 6 for Eﬁ@m@?" g f“?' 636@ f‘fﬁ'ts%? Bé’ﬁ‘ﬂ@h 52”’5%?14%"5% Ag)2TerHpng 333
triazol 0[4 ]pyr|d| ne. 40 11. A process according to clainms 1 to 7 for

przppa,n N9 GerdhluR ggna’ch e 1@158{1&{ H%Q%ﬁ&‘élﬁf of]alfbn wc?ne3 R 'd%%h&ﬂﬂﬁ?ée-dﬁk&yﬁai.di ne.

process according t ai ns prep Fi'ng a sa

4- am no-s1- (euifnAh hdcHRRBRENT Yoharkidud ded dgenkdni a0l o[ 4, 5-¢] pyri dine. 45 13. A
process ace@tilloRBndyf4GhathyBinink-163 2,8-1iREIPEBRMANY a pharnaceutical |y

accept abl e4-gatibpredylathint i3 ¥ Rorbenz{I21161,218-frlatbi QB3gp#h) - 1 H 1

, 2, 3-161 | azolBmHyhmby-clarpsbeizpipt H-143-trideopiaEgsgidaccor ding to clainms 1 to 7 for
prepari ng #ttimdiythmdg-hi(@tiuodbenzsir ii-1.08-trikzaid Riclpyridip2, 6- di f | uor oben- 50

zyl) -1 H 11-(2B;Bvorberey bi-GhethyBmi)-py-1 2 ditriaeclol4.5clpyidipr ocess for the preparation
of 4-am n04'&m(12'1'&Q:I‘I"WO[PG'PZQBIéMri?F’)‘WiOM{-F gclpy®int ri azol o[ 4, 5-c] pyri di ne

conpri s- St Qifvobanzyl-#-gppthyfamino)-1H-1,2,3-triazolo[4,5-cJpyridin und

4-chl®r o- I L g%zs 4dF‘P‘P!d%5‘F'Q)H§n‘2§4 tyiazgipf4F-cpyridin.r i azol of 4, 5- c]pyridine with
ammoni a. 59" S#Ee 9NOKr ocess for pr eparing the hydr ochl oride salt of

4-am no- l -1( %rhgo-?—é% &#jﬁ?u(g benﬁYM 2,3- tnazolo%tlgc]pyndm und nge c‘f:évé:n] pyridine

conpri si hg

4-am po-1- éa?ze@neg\/érbﬁ@rnﬁ’p?cEénglrgé:HE%gi’b -driazolo[4,5-c]pyridine with

hydrochl oric acid 1°17. A process for the production

of a CO%pOPHQQnagéutlgéﬂramhﬁba(réé éalzjngch den Ansprijchen 1 bis 1t 5 and
salts thereof wherein X i1s any of halo, [ERR| aI kyI athio, [ERR] arylthio,

[ ERR] ar a| ksdid Jah @-AlkicR] @b-kithorenBy@A 1,2, 311}%1&24['4,5 cphedy| et hyl, napt hyl met hyl and
substgtuted sul phonyl or sul phinyl"; R3 is hydrogen or haI o and n is either

1 or 2 26. Pharmazs\fisohainiBhBRESSALOGP HARES-1 {(H8 difaRbdyHIH-0 2,3ari22 61679, 6-d ) oriday.
formul a (I 1) 25 [ERR] 30
. Hydrochloridsalz von 4-Amino-1-(2,6~ dlfluorbenzyl) 1H-1,2,3-triazolo[4,5-c]Ipyridin.
35 12. Verbindung oder Salz nach den Anspriichen 1 bis 11 zur Verwendung in der Therapie.

13. Verfahren zur Herstellung seiner wie in den Ansprlichen 1 his 11 definierten Verbindung, umfassend die
Umsetzung eines Amins HNR; Rz mit einer Verbindung der Formel (Il)

40 X
l N

M\/\\l

. K/“\ / | @

N
l| //-— ?q
Gt G */n

“ \——-
50

worin Ry, Rz, Rz und n wie in Anspruch 1 definiert sind und X eine Abgangsgruppe ist.

14. Verfahren nach Anspruch 12 zur Herstellung von 1-(2,6-Difluorbenzyl)-4-(methylamin)-1H-1,2,3-triazolo-
55 [4,5-c]pyridin und Salzen davon.

15. Verfahren nach Anspruch 12 zur Herstellung von 4-Amino-1-(2.6-difluorbenzyl)-1H-1,2,3-triazolo[4,5-c)-
pyridin.

- 16



[ ERR] 35 wherein X, [ERR] and n are as hereindefined, with sodium
nitrite in hydrohalic acid. PatentansprUche Patent anspU", ‘ '
Vertragsstaaten: AT, BE, CH DE, EKqgs6&esdEy | T, Li m”'@mm,[m”e
Ver bi ndung der Fornmel (1) L 2 45 $ N*N 55
und Sal ze davon, worin RI und R2 gleich oder verschieden sind und jeweils
aus \\Assas.steurbliron @ir Hefstagj@igadbl et Anige s (2A dithibroentd)-1H-1, LBtridzoloRUsZNSigHh, Esnidkdnd |
Cycl o- C3- 4-di¢ UybetaungivoBytedhiopn -(3Bydiftveibbnzl)- ge e Briazdd[ 416l |oyRAin Whessendtarf f  oder
Hal ogen und n entweder 1 oder 2 bedéuten. 2. Verbindung nach Anspruch 1
oder ei n1BaYerbindlanmder Foumbldll) uRd Sali dapm i st. s 3. Ver bi ndung nach den

Anspr Uchen 1 und 2 und Sal ze davon, wobei -(R3)n eine der fol genden
Bedeut ungen hat: 2-Fluor, 3-Fluor, 4-Fluor, 2,6-Difluor, 2,5-Difluor,
2,4-Difluor, 3,4-Difluor, und 3,5- Difluor. 10 4. Verbindung nach den
Anspr Uchen 1 bis 3 und von, wobei -(Ra)n die Bedeutung 2,6-D fl uor
hat. 5, Verbindung nai Ar]Epru g 1, gewdhlt. aus den foigenden: t
-(2-Fluorbenzyl)-4-( hyf mn)'-l H1,62 3-triazolo[4,5-c]pyridin;

4- (Cycl opropyl am n) -1i wrbenzyl)-l H1,62 3-triazol o[4n5-c]pyridin;
15 4- (Ethylamn)-1 -(2-f}uorbenzyl H 2, 3-triazolof 4, 5-c] pyridin;
4- (Di nmet hyl am n) - (2f|uorb&zyl) I/H1\ 2, aﬁéiazolo[45c]pyridin 1
-(2, 649 fl uorbenzyl) - 4- (et hy - tyfyazol o[ 4, 5-c] pyri din;

4-Amino-1 -(2,6-difluorbenzyl)-4 H1 ;ﬁ?B- r azol o[ 4, 5-c] pyri di n;

1- (2, 5-Di fl uorbenzyl) - 4- (et hyl am no) - ,2,3-triazol o(4,5-c]pyridin und
20 1 -Benzyl-4-(nmethylamn)- | HI 2, 3-tri azol o[ 4, 5-c] pyridin, und
Sal ze davormwori® X 4indgriamo Halogeh2 C6-¢ ehilky khito rda ea iy ithie, 1 Chh stAralkylthio, Ci-4-Alkyl, Phenyl,

, 2, 3- ¢ i azdieofvl PRenylethy’s Nelihthyimathy!Smb sebstitaiertes. Subdny! ofler SuBimbliZsteRanassifeivid bdedung
nach den Agseerdiend n eifivedes! od®r 2 shar nazeut i sch annehnbares Satz nach den
AnsprUchen 1 bis 7. 9. Salz von 4- Am no-1 -(2 6-di fluorbenzyl)-i H1

L2, 3-tri &ofetrgung. °€']”p§?le'ﬁ?hr1°‘”s'§6°hl‘@ quﬁ'aﬁ%ésutl sch annehmbares Sal z von
4Arn|no eés L{pr %%}/d) 23tr|azolo[45c yridin. 11.
Hydr oéhl &F 'A(js gr ung/gme:/ Aerdindund ader a\; slva%pgg%% @schneben zur Herstellung eines
iH1,2, 3-triazof Fﬁur °”19"‘§2+"98?'ﬁ’ andlng eigpy ) oder Sal z nach den
Ansprtch u h
terstel | ﬁdﬁg%gﬁgéfgi&;% sVl AR e Lol DR B efofoartian VS Bt
unf asgend

21. Verwendung nach Anspruch 19, wobei das Salz das Hydrochloridsalz von 4-Amino-1-(2,6-difluorben-
zyl)-1ﬂ-1,2,3-triazolo[4,5-c_]pyridin ist und die CNS-St6rung Epilepsie ist.

22. Pharmazeutische Zubereitung, umfassend eine Verbindung oder ein Salz wie in den Anspriichen 1 bis
35 11 definiert, zusammen mit einem pharmazeutisch annehmbaren Triger.

23. Pharmazeutische Zubereitung, umfassend 4-Amino-1-(2,6-difluorbenzyi)-1 H-1,2,3-triazolo[4,5-c]pyridin
oder ein Salz davon, zusammen mit einem pharmazeutisch annehmbaren Trager

40 Patentanspriiche fiir folgende Vertragsstaaten : ES, GR

1. Verfahren zur Herstellung einer Verbindung der Formel (1)

NR, R
45 llz

50 N

‘ ()
' (Rs)
o .
Ch AZ————\C
55
und von Salzen davon

17



Unset zung eines Amins HNR, R2 mt einer Verbindung der For "I“mmml "Iﬂl““l
X 45 - i~~n 50 worin R, R2, R3undnvm'errﬂ

definiert sind und X ei ne Abgangpgragomesisat. 14. Verfahren nach® Anspruch
ZUr Herstellung von 1-(2,6-Difluorbenzyl)-4-(nmethylamn)-1H1, 2, 3-triazol o-
55 [4,5-c]pyridin und Sal zen davon. 15. Verfahren nach Anspr uch 12 zur
Her st el | uwesindbrung Ragieigh ofler fersahieddnf deinckbimen nd ipwellaus Wasgerstefl, §7-0tagfadkesiges] -
pyridin. #&&yl Co-EpergreptiettigasAigh Cyeo- Caerpid lypE Ry cmropyiptay Py gndidh Wasser-
4- Ami no- i StPfhodsr Helege gpdhR prEvAadyL t19den 2 bedsuten j a70] of 4, 5- c] pyridin, unfassend
di e Unset JfigFevbiic Ymesiiupy eiesAminsgiNgy fa P! E%P(ES‘N”?““Q dpy Fprriel (1)

,2,3%triazol o[ 4,5-c]pyridin nit Amoniak. 17. Verbi ndung der Fornel (11)
und Sal ze davon 5 x 1G XY/

1) 15 ; (4 - 521 )n worin X
ei nes aus Hal ogen, 9/\ AJ/K‘ thio, Cs-io-Arylthio, C7-12-Aralkylthio,

G - 4;A kyl, Phenyl, ﬁ Bemzyl , Phenyl et hyl, Napht hyl net hyl und

substl tuiertes Sul f(%h‘e\r /Sul finyl ist; R3 Wasser st offﬂﬂder Hal ogen i st
und n entweder 1 oder i St¥ 18. Verbi ndung oder Sal z nact“Anspruch 17,

wobei X Chlor ist. 25 19. Verwendun
wie in Anspruch 1 beschrieben zur

¥y nes Arzneimttels zur

Ver wendung be! der Behandl| ur@-ermer 6run

Anspruch 19, wobei die Ver bi né’ung

4- Ami no-i-(2,6-difluorbenzyl)-1H1,2, 3-triazolo- [4,5-c]pyridin ist. 30 21.

Ver wendung nach Anspruch 19, wobel das Sal z das Hydrochl oridsal z von

4- Ami no- 1Yer> . B4 e wed be;vr?-dezwywqﬂidﬁezwes‘\bsqnmwpwmur&ww'ﬁ dimpandelp inynd

di e €NS- S?Brsﬁfﬁaa"Efﬁ)l lepsie ist. 22. Phar mazeutl sche Zuber el tung, unf assend

ei ne Ver b\/ oger ei n%Sa v%]bvvl i N den@g él;{ o 2:3 -

def i ni & ' 2387

Phar mazeugIEa F é’r{’ en' rﬁ “e”%'ﬁaﬁa hﬂmﬁlgy' (J ¥ 8 a“‘ﬁ*?' ?f;éoﬁ' ydfr 1 H1
, 2, 35tri azo 5 c] pyri d| n oder ein Sal z davon zusanmen mt ei nem

phar TRZE ULk Bfiln ﬁé&ﬂ%@rﬂmwﬁ&heﬂ %Qc?é woll§l x dpRf gt anspr Uche fUr f ol gende

Vertragsstaaten: ES, . Verfahren zur Herstellung einer Verbindung der

Formel 41 yerfdRen Rac‘ﬂ@en Anspriichen 1 bis 3, wobsi -(Ra), eine dek fofgenden Bedeutungen hat: 2-Fluor, 3-
Fluor, 4-Fluor, 2,6-Difluor, 2,5-Difluor, 2,4-Difluor, 3,4-Difluor und 3,5-Difluor.

e}bl ndung oder eines Sal zes

20. Verwendung nach

30
8. Verfahren nach den Anspriichen 1 bis 3, wobei -(Ra), die Bedeutung 2,6-Difluor hat.

6. Verfahren nach den Anspriichen 1 bis 4, wobei die Umsetzung in einem polaren L&sungsmittel
stattfindet.
35
7. Verfahren nach den Anspriichen 1 bis 5, wobei die Umsetzung zwischen 0°C bis 180 * C stattfindet.

8. Verfahren nach den Anspriichen 1 bis 7 zur Hersteliung eines Salzes siner wie in Anspruch 1
beschriebenen Verbindung.
40
9. Verfahren nach den Anspriichen 1 bis 7 zur Herstellung eines pharmazeutisch annehmbaren Salzes
einer wie in Anspruch 1 beschriebenen Verbindung.

10. Verfahren nach den Anspriichen 1 bis 6 zur Herstellung von 1-(2,6-Difluorbenzyl)-4-(methylamino)-1H-
45 1,2,3-triazolo[4,5-C]pyridin.

11. Verfahren nach den Ansprlichen 1 bis 7 zur Herstellung von 4-Amino-1-(2,6-difluorbenzyl)-1H-1,2,3-
triazolo{4,5-c]pyridin.

50 12. Verfahren nach den Anspriichen 1 bis 7 zur Herstellung eines Salzes von 4-Amino-1-(2 6-difluorbenzyl)-
1H-1,2,3-friazolo[4,5-c]pyridin.

13. Verfahren nach den Ansprlichen 1 bis 7 zur Herstellung sines pharmazeutisch annehmbaren Salzes
von 4-Amino-1-(2,6-diftuorbenzyl)-1H-1,2,3-triazolo[4,5-c]pyridin.
55 .
14. Veriahren nach den Anspriichen 1 bis 7 zur Herstellung des Hydrochloridsalzes von 4-Amino-1-(2,6-
difluorbenzyl)-1H-1,2,3-triazolo[4,5-c]pyridin.

18



50 N 55 und von Sal zen davon 17

0
399 653 Bl * ol L‘w llt umlﬁi
und R2 gleich oder verschi eden segpolgagresnpynd jeweils a8 i w Cl
-4-geradkettiges Al kyl, C3-4-verzweigtkettiges A kyl, Cyclo-C3-4-al kyl und

Cycl opr opyl et hyl gewahlt sind; R3 Wasser- stoff oder Hal ogen und n

ent weder 15. waiatre? zipeldkesidliony vqmm-&sis@nd?,b‘ehifelomm-ﬂjjh@,ﬁﬁiam-mwgi"%?lssﬂw m t
ei ner Ver bi dielUmgetdwg vérot-Ghedr-1{(2.6- ylifh@rb,enzytw H-1,2,3-triazolo[4,5-c]pyridin mit Amrgoniak. J
worin Ri, R2, R3 und n wie definiert sind und X eine Abgangs ruppe ist, und
wahl wei sd6UMergR iz Heisigligng des kydrpokleridsalzga e -Aginov2. 6-gfifoehensyid H-1 R EJ h o1,
wobei X ei né$-cdyddiniappigeand die Upselzang ypp HirAminack (@ 8-dfluapsppyinity! 2%:‘7'“f'°

Ar al kyl t hi oPYrigin.mit %'Wssefﬁﬁﬁfém Benzyl Phenyl et hyl , Napht hyl met hyl und

substituigrtes, Sul oder sl 3. Verfahren nach den

Anspr Cchéf: XB’EWS" E‘"?\%E&ngﬁ'"?fh erbrmd“'}sgét%r 4°.rm?'/§?f ahren nach den AnsprCchen 1
bis 3, vvobel -(R3), eine der folgenden Bedeutungen hat: 2-Fluor, 3- Fluor,
4-Fluof, 2,6-Difluor, 2,5-Difluor, 2,4-Difluor, 3,4-Difluor und

3, 5- Difluor. 30 5. Verfq ren nach den AnsprUchen 1 bis 3, wobei -(R3)n die
Bedeutung 2, 6-Di fl uor_ ha “Ver fahren nach den AnsprCchen 1 bis 4, wobei
di e Unset zung i n ei nej are (Losungsmttel stattfindet. 35 7. Verfahren
nach dgn AnsprCchen 1{b , V\pbel di e Unset zung zwi schen 0C bis 180 C
stattfindet. 8. Verfahr®a nasi den AnsprUchen 1 bis 7 zur HERstellung eines
Sal zes einer wie in Anspruch 1 beschri bi ndung. 40 9. Verfahren
nach den AnsprCchen 1 bis 7 Zl,,ll’ Herstel lu ef ’e§ pharnmazeuti sch

annehnbaren Sal zes einer wie KH. uc@ Arebenen Ver bi ndung. 10.
Ver f ahteen nach den AnsprCchen 1<bis 6\ zur rstellung von
1- (2, 6- Di f | uor benzyl ) - 4- (et hyl ami no) - TFF 45

1,2,3-triazol o[ 4, 5- c] pyridin. 11. Verfahren nach den AnsprUchen 1 bis 7 zur
Herstellung von 4 -1-(2, 6-di fluorbenzyl) - 1H-123-

tri azol 004, B joﬁé dﬁvonﬁa@o o 2c RILyltﬁirE Eﬁsrd J&mgﬂ f&ge&_ﬂf\ly'quen%ur
rte lidn

Her st ef Iungw%ri'
, 2, 3-tri azo & Téf{h b eNAfel en AnsprUchen 1 bis 7 zur

Herstel | ungwaeﬂa@% ﬁ%muzéﬁ .nmh@b@g&nr&lamﬁ

30 x

N .
" l\/\\\ NH. )
: ~7

worin X, Rz und n wie vorangehend definiert sind, mit Natriumnitrit in einer Halogenwasserstoffsdure
45 umfaBt.

50

55



von 4-Amno-1 -(2,6-difluorbenzyl)-1 H1,2, 3-triazol oE4,5-c]pyridin. 55 14.
Ver f ahren nach den AnsprCchen 1 bis 7 zur Herstellung d
Hydr ochl ori dsal zes von 4- Ami no- 1k 8,369 688 B1 uor benzyl ) - 11“““\“\I““l““l““\“\
,2,3-triazolo[4,5-c]pyridin. 18 EP O 399 653 B1 * ¢ L M s *x%
c L M S * 15. Verfahren zur Herstellung von
4- Ami no-Revengicgtiefisf | uor benzyl )-1 H 1 ,2,3-triazolo[4,5 CFLpé/” di n, unfassend
di e Uns&evandigations Reuries Stats|cantractgntsispivansy 1t BE) GH: PELPK, B, IT, LI, LU, NL, SE
2, 3- trlazolo[4 5- C]erldln mt Ammoni ak. 16. Verfahren zur Herstellung des
Hydr ochi'or PriSeersi I8 8P\ no- 1- (2, 6- di f I uorbenzyl ) -1 H 1, 2, 3-tri azol o- 5
[4,5-F] pyridin, unfassend die Ursetzung von 4- Ani no-
| -(2,6-difluorbenzyl)-1 MBji; 2, 3-triazolo[4,5-c]- pyridin mt
Chl orwasser st of f saure. 17. VErgphren zur Herstellung einer Verbindung der

Formel (11) 10 x 15 al
( 20 ,, \\I'_|a C und von Sal zen
davon, 25 worin aus | ogen, C,-6-Akyltilio, Cs-.l0-Arylthio,

Cr7-12- Aral kyl t hi o, Cl- y enyl Benzyl , Phenyl et hyl , Napht hyl net hyl
und substituiertes Sul fonyl od Sulflnyl ist; R3 Wasserst@ff oder Hal ogen
I st und n entweder 1 oder 2 |sq, wel ch erfahren di e Unset zung ei ner
Ver bimdung der Formel (il11) 30 35~ ~ (Ry) iii N 40
- \ worin X, R3 und n w eCi defini'ert sind, mit
Natriumitrit in einer Hal ogenwassershoffsaure 45 unfaBt. 50 55 19
EP 0 399 653 Bl Revendi cati ons Revendi cations pour |es Etats contractants
sulvants: AT, BE, CH, DE, DK, FR, GB, IT, Li, LU NL, SE 1. Un Conpose de
formfe (16510 . ~~~~~R R NH 2

t les sels de celui-ci

dans laquelle R' et R? sont identiques ou différents et sont choisis chacun dans le groupe constitué par

hydrogéne, un groupement alkyle en Ci—4 2 chaine droite, un groupement alkyle en Cs-4+ & chaine

ramifiée, un groupement cyclo-C3—s-alkyle et un groupement cyclopropylméthyle ; R3 est un hydrogé-
25 ne ou un halogéne et n est 1 ou 2.

2. Composé selon la revendication 1 ou sel de celui-ci dans lequel R3 est un groupement fiuoro.

3. Composé selon les revendications 1 et 2 et sels de celui-ci, dans lequel -(Ra), a I'une des significations
30 suivantes : 2-fluoro, 3-fluoro, 4-fluoro, 2,6-difluoro ; 2,5-diflucro ; 2,4-difluoro 3,4-difluoro et 3,5-difluoro.

4. Composé selon les revendications 1 2 3 et sels de celui-ci, dans lequel -(Rs), représente 2,6-difluoro.

5. Composé selon la revendication 1 choisi parmi les suivants :

35 1-(2-fluorobenzy)-4-(méthylamino)-1H-1,2,3-triazolo[4,5-c]pyridine ;
4-(cyclopropylamino)-1-(2-fluorobenzyl)-1H-1.2,3-triazolo[4,5-c]pyridine ;
4-(éthylamino)-1-(2-fluorobenzyl)-1H-1,2, 3-t -triazolo[4,5-c]pyridine ;
4-(diméthylamino)-1- (2-f|uorobenzyl) -1H-1,2,3-triazolo[4,5-c]pyridine ;
1-(2,6-difluorobenzyl)-4-(méthylamino)- 1ﬂ 1,2,3-triazolo[4,5-c]pyridine ;

40 4-amino-1-(2,6-difluorobenzyl)-1H-1,2,3-triazolo[4,5-c]pyridine ;
1-(2,5-difluorobenzyl)-4-(méhtylamino)-1H-1,2,3-triazolo[4,5-c]pyridine et
1-benzyl-4-(méthylamino)-1H-1,2,3- triazolo[4,5-c]pyridine,
ot sels de ceux-ci.

45 6. 4-amino-1-(2,6-difluorobenzyl)-1H-1,2,3-triazolo[4,5-c]pyridine et sels de celle-ci.
7. Sel d'un composé selon les revendications 1 4 6.
8. Sel pharmaceutiquement acceptable selon ies revendications 1 & 7.
50
9. Sel de la 4-amino-1-(2,6-difluorobenzyl)-1H-1,2,3-triazolo [4,5-C]pyridine.
10. Sel pharmaceutiquement acceptable de la 4-amino-1-(2,6-difluorobenzyl)-1H-1,2,3-triazolo-[4,5-c]-
pyridine.
55

11. Chlorhydrate de la 4-amino-1-(2,6-difluorobenzyl)-1H-1,2,3-triazolo [4,5-c]pyridine.

12. Composé ou sel selon les revendications 1 & 11 destiné & un usage thérapeutique.

20



.15

C 2 2 n/- ;1n 20 et les sels de celul-ci dani‘“\m EIHMM!H“\RZ
sont identiques ou d| fférents et $prg 30 eE3BI1S chacun d
constitu6é par hydrogene, un groupenent alkyle en Cl -4 a chai ne droite, un
groupenent al kyle en C3-4 & chaTne ram fiee, un groupenent
cycl o- C3- 1B &kgdéedeatrénaration Sunpramessé telyaoe dﬁmo@y# lee trdygridicatiorg 1 @sit!, guh comyriendde-
25 ne @R#cien divas aendNBfRe gves g camresf ge fonule@dnpos6 sel on | a
revendi cation 1 ou sel dg celui-ci dans | equel R3 est un groupenent fluoro.
3. Conpos6 selon Ies revendications 1 et 2 et sels de celui-ci, dans |equel
-(R3)n®a | 'une des signj i*qns 30 sui vantes: 2-fluoro, 3-fluoro,
4-fluoro, 2,6-difluord¥f” 2, ¥ di oro; 2,4-difluoro 3,4-difluoro et
3,5-dif|uoro. 4. Conpose sd@j on Jes revendications 1 a 3 et sels de
celui-ci, dans |equel Eprésente 2,6-difluoro. 5. Cofffos6 selon |la
revendigcation 1 choisi parm |es suivants. 35 1
-(2-f|uorobenzyl)-4-(nﬁthy|aniEo)-l H ol o[ 4, 5-c] pyri di ne;
4- (cycl opropyl am no) -1 - (2-fl uoggebens 1 ?13 triazol o[ 4, 5-c] pyri di ne
4- (ethyl am no)-1 -(2-fluorobenzyf)-1 , trlazolo[4 5-c] pyri di ne;
4- (di n6t hyl am no) -i-(2-fluorobenzyl)-1 H ,2,3-triazolo[4,5-c]pyridine; 1
-(2,6-di fl uorobenzyl)-4-(nmethylamno)- 1 H 1,2, 3-triazolo[4,5-c]pyridine
40 4- ad@nsdaquells(B, Bz s fet ncrlieinayd Jéfipis dansla pevandicption Ap o 4 8-ur|grsppértinhe |

- (2, 5-di f P&#i®Pobenzyl ) - 4- (nbhtylamino)-1 H 1, 2, 3- triazolo[4 5-c] pyridi ne
et 1 -benzyl-4- (nﬁthYIanlno )-1 H 1,2, 3- trlazolq%4 5-¢c ag et sels de
ceux-ci. ¥s Pr ede e Bvefdlc ?1 BZ eﬂuf |al96erp6r5@qﬁ|l 1 t‘i—_@ﬂuoro nzyl) 4 (mefhylamlno) 1H-
1,2, 3-fri a26128["lf‘z‘§°[3f[5{9?”i‘dﬁ‘ie Ldegsola dy &lyE celle-ci. 7. Sel d' un conpos6
sel on | es,gr ic ons r u | on
| es reven5|%%§&% ]:?L m%§%m812%mfsggm wﬁ Hg%ﬁ%%aﬁHgygﬂ%mﬁ%?ﬁguggﬁﬁﬂ§§l) 1
H1,2 3-triazolo f -C] pyridine. 10. Sel pharnaceutiquenent acceptabl e de
| a 4 api ng; 'Pro@%e@fe%réda#&%no&éeﬂZtYaMnoM‘(b &-difidorobony bA7I0 05-thidbolra®lc] m&fnle ddoH\Ere- 55

11. Chlor hy dsta8sfifonl @ id4-ailr610d 6-diRoBbdhyi)- umﬁ@b@razard[n)sé-]bbr.amaa e Uk
[4,5-c]pyridine. 12. Conpose ou sel selon |es revendications 1 a 11 destin6

a un usageg. thipapas tormke(l) &Qels de debii-ciPr oc6d6 de preparati on d' un comnmposé6 tel
que d6fini dans les revendications 1 h 11, qui conprend la reaction d'une
am ne ¥dNR, R2 avec un comgpose de fornule (II) X 5

N) \~~~~N 10 ‘)/\1/ \\'
7 B, @

<

3-
2

40
dans laquelle X est un membre quelconque du groupe comprenant un halogéne, alkyithio en Ci—g,
arytthio en Cg -1, aralkylthio en Cy-12, alkyle en Cy -4, phényle, benzyle, phényléthyle, naphtylméthyle
et sulfonyle ou sulfinyle substitué ;

45 Rs est un hydrogéne ou un halogene et n est 1 ou 2.

18. Composé ou sel tel que revendiqué dans la revendication 17 dans laquelle X est un chlore.

19. Utilisation d'un composé ou d'un sel décrit dans la revendication 1 dans la préparation d'un médica-
50 ment destiné au traitement d'un trouble du systéme nerveux central.

20. Utilisation selon la revendication 19 dans laquelle le composé est la 4-amino-1-(2,6-difluorobenzyl))-1H-
1,2,3-triazolo[4,5-clpyridine.

55 21, Utilisation selon la revendication 19 dans laguelle ie sel est un chlorhydrate de la 4-amino-1-(2,6-
difluorobenzyl))-1H-1,2,3-triazolo[4,5-c]pyridine et le trouble du systdme nerveux central est I'épilepsie.
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15 dans laquelle R, R2 R3 et n sont tels que d6finis dans |a revendication
1, et X est un groupenent partant. 14. Proc6de sel on Iﬁ ﬂ" 2
pour |a preparation de |la 1-(2, 6gpiofdopes®Benzyl)-4-(nme mﬂmn l,ﬂmn”m
1,2,3-triazolo[4,5-c]pyridine et des sels de celle-ci. 15.°Prtoc&desseton | a
revendi cation 12 pour |l a preparation de |a

4- am no-2R- Commsitionf pharonacdyitique \ebmpreriabt uh, cemBosé top jup 2@} |teh fade GEfini|densr Ipaiieypadicaligns 16,
Pr ocede det ‘pﬂép\@p 4P p@p?ulg@hqrraaceutiquement acceptable.

4-am no-i- (2, 6-difl uorobenzyl) ,2,3-triazaol o[ 4 onpr e-
nant | a ZPeSeTRosiiengehemaceutigy fefantg ﬁg%mw BF'S%%%%LBHT Zﬁ‘imb' il
,2,3-Tri azB‘i”B'(‘ﬂmS”’bs]eb‘ffr‘iem T 8veq\/a ¥éhieuls AR pogrtiauergen 6 de formule (11)

et sel s ngen apons ou:f%ps Etats contractants sulvant Gh X 35 40 dans l.aquel ! e. X est
un nenbre q RS u groupe conprenan al ogene, al kylthio en G -6,

arylthiq e m&ﬁédg ” er#XLﬁQﬁQm&ﬂmqam$@ﬂ)alkyle en G -4, phényle, benzyle,
pheny%ethy e, napﬁty net hyl e et sulfonyle ou sulfinyle substltu6 45 R3
est un hydrogene ou un hal ogene et n est 1 ou 2. 18. Conpos6 ou sel tel que
revendi qué dans | a rewﬁgﬁhcatlon 17 dans laquelle X est un chlore. 19.
Uilisation d un conpog6 ou @' un sel décrit dans |a revendication 1 dans |a
preparation d' un ntdi ment destine au traitenent d un trouble du
syst eme nerveux centﬂak; 0. ilisation selon |a revendi cation 19 dans

| aquel | e | e conpos6 | A 4-Anino-i- (2, 6-difluorobenzyl))-{B 1
,2,3-triazol o[ 4, 5-cj pyT+ |ne.t55 21. Utl|l€gé on selon | a revendication 19

dans laquelle le sel est un chlorhyf : 9-am no-t-(2, 6-

di fl uorobenzyl))-1 H 1 ,2,3-t}jazelo[4 3-c]pyridine et le trouble du

syst effe nerveux central est | %b 3 21 22. Conposition

phar maceut i que conprenant un conpos6 ou un sel tel que defini dans |es
revendi cations 1 a 11 avec un vehicul e pharmaceutiquement acceptable. 23.
Conposi ti og K |§@§ Lque conprenant |a 4-amno-i-(2,6-difluorobenzyl))-1

H 1, 2,.3- tr 122 Qe R %])nt identiques oul¥ifsteHis BEscRtbnbiBls Skundfin€ B lgloBpecdon MR Garin
vehi cll e ph}aﬁ)}drog%em SrelBRER bikAs 62012 BaindBMRNEH GFalpbmshs alRMlen CLS akhaies
contract anfa&tf@&'u\ﬂ@l‘bﬁﬁem Qycl6B; L alkyiy 06 gourdteice@aiaplimd@myid’; un conpos6 de
formul e (1 R3 estdn Bfdir@gbnedundaibgenelet rodt ubezi 25 dans laquelle Rl et R2
sont i dent gujuespred ldiskdier ¢nteampte HNGMR: ayboirsiogpekaie tmmdafls | e gr oupe
constdt ue par un hydrogene, un groupenent alkyle an Cl-4 a chaTne droite,
un groupenent al kyle eny23-4 a chal ne ram fi 6e, un groupenent
cycl o- C3-4al kyl e et un gWoupeﬁent cycl opropyl methyle; R3 est un hydrogbne
ou un hal oghne et n e \ \ﬁUI conprend | a reaction d une am ne HNRL R2
e (H

avec un conpos6 de forymul
35
AN

m
| o

dans laquelle R1, Rz, Rs et n sont tels que définis et X est un groupement partant, et éventuellement la
conversion en un sel de celui-ci.
45
2. Procédé selon la revendication 1, dans lequel X sst un membre quelconque du groupe comprenant un
halogéne, un groupement alkylthio en Ci-g, arylthio en Gs-10, arakylthio en C;-12, alkyle en Ci-4,
phényle, benzyle, phényléthyle, naphtylméthyle et sulfonyle ou sulfinyle substitué .

50 3. Procédé selon les revendications 1 et 2 dans lequel X est un chlore.

4. Procédé selon les revendications 1 & 3 dans lequel -(Rs), a I'une des significations suivantes : 2-fluoro,
3-fluoro, 4-fluoro, 2,6-difluoro ; 2,5-difluoro ; 2,4-difluoro ; 2,3-difluoro ; 3,4-difluoro et 3,5-difluoro.

55 5. Procédé selon les revendications 1 & 3 dans lequel -(R3), a la signification 2,8-difluoro.

6. Procédé selon les revendications 1 &4 4 dans lequel la réaction a lieu dans un solvant polaire.
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30 N 35 R3)~~~~(1 40 dans Iaquelle R1, Rz, n sont tels que d6finis et

X est un groupenent partant, et eventuel | errent Ia co uﬂl l!lg“i "ut H'I de

celui-ci. 45 2. Proc6d6 selon la rgygngdgafppn 1, da

menbre quel conque du groupe conprenant un hal ogene, un groupenent aIkyIthlo

en C1-G arylthio en C6-io0, arakylthio en C7-12, alkyle en Cl-4, ph6nyle,

benzyl e, phomydsts beydn@es re@pdidayidna B tahe/dags eﬁuesmkéaamybeemnsumiamb&;.substi tué .

50 3. Proced6 salon |les revendications 1 et 2 dans |equel i, est un

chl ore. 48 Prrodé ecl®dbsomevdndisatipesvieindipoatla prsardiorad'@n skhi'sn bapesd tel (uR3Ferit dans

| " une des silgrevéndsationdns sui vantes: 2-fluoro, 3-fluoro, 4-fluoro,

2,6-difduoro; 2,5-difluoro; 2,4-difluoro;:2,3-difluoro; 3,4-difluoro et

3,5-diflur oProdsdé selon gy prrendisations b 1 eayr faév%@t'%‘d’c Yrioies Phermacetigepent aseppiaple

-(R3),, a Iad%@WPT*&%\HP"O#“?dB"sd?feP"?j'SPﬁm . Proced6 selon |es

Lg?’:? ?Iecatl Olglrgce a i#%%n\% l o un%'l 26 l:Jorw€5 Ig'%gelpgrgtloﬁ'dtla =aql{29d{uorééﬁz%8|é'\(rgﬂhﬁﬂg@éd6
aheIgn

1H-1
sel on I'&s re\fHen % dans loquel la r6action a lieu entre 0 C et

180 C. a 11. Pﬁr&% (g@el eJeQPevdﬁaﬁoﬁyzrhdli %Fs;r IQB%p;r t%n Zje eru m'n@ﬂ@@&fﬂoﬂaérgg) q—l un
sel d'un conposPatokls s Sri ans Ta tevend cation I. . Proced6 —
selon les revéndications 1 a 7 pour |la preparation d un sel
phar mageuh, oriedsed belchO6L R Rioss 118 7050018 $Rphration GUR sBIGRIth 4-aR@MBS -(2 & difluoroben-
revendi cat i aiy-id-1203-wrisigeedpys@leon | es revendications 1 a 6 pour |a
preparation de la 1-(2,6-difluorobenzyl)-4-(mthylam no)- 10 1 H1
, 2, 3-tri a2d| Rypoégdsaidnpasrredndieationt 1.2 Proocie ¢@paaiood'uh es phapvaadiaeananarseplabla d¢
pour | a prephaneitd-b@.bcidiuprebetzyirtiid-3 triqzplo gLt Ipyridios- obenzyl ) - 1H 1
,2,3-trPazol o(4,5-clpyridine. t5 12. Procede selon les revendications 1 a
7 pour | athpri $4 1spieh leg’ rgypndiftionse 1 |22 7 4roginien ererargtion @lu gehforhyéipte bien 4-apippy216-H- 1
, 2, 3- tr| azol ¥ &m‘?)e“é)]')p‘)'d"i%ﬁW¥°'°@§'°]H3F'$'@ed6 sel on | es revend| catl ons 1 a 7

Pour ) a FBCE R 3 J Hoeen BB PR bR ST n &5 %r %ae
selon I’8s r NERY ﬁ%é‘f eligRsey o 4' s Tﬂ '”0 zaY‘r apl &1 c}pﬁ"ddf’r a?v ¢ gnme”
4amnol(fa€'- dlfluorobenzyl) 1H-1 23tr|azolo[45c]pyr|d|ne

Proc6d6 pQé”PrJ)c% & ﬁ&ﬁapaﬂor{j J:h‘?orh drate_de [a 4-aminp-1-(2 6-difluorobenzyl)-1H-1,2,3-triazolo[4,5-
4-am no- 1- (20 rla j fjp r&@ﬂﬂ@)&fo&ﬁé Zarﬁiné §- k%lu%éen?ﬂ)clhplyf 4. @I&E‘BBM SCCQ”E]'md?nﬁ
prenants | a rQacitabiad cHitthyddque. )

4-chl oro-1-(2, 6-di fluorobenzyl)-1H 1,2, 3-tri azol o[ 4, 5-c] pyri di ne avec

| " anmD- niAackrockds pddf RGEAGtipOlin dothppyéepadratie @m du chl orhydrate de | a
4- am no- 1- (2. 6-di fl uorobenzyl)-1H 1, 2, 3-tri azol o[ 4, 5-

N/)l(\‘/ W
. NN, ®

.
S

z \_—/

35

45

et des sels de celui-ci

dans laquelle X est un membre quelconque du groupe comprenant un halogéne, un groupement

alkylthio en Ci—¢, arylthio en Cg~1g, aralkylthio en C7-12, alkyle en Ct-4, phényle, benzyle, phénylé-
50 thyle, naphtylméthyle et sulfonyle ou sulfinyle substitué ;

R3 est un hydrogéne ou un halogéne et n est 1 ou 2,

tedit procédé comprenant la réaction d'un composé de formuie (1Il)

55
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c] pyridine conprenant |la r6action de |la

4-am no-i-(2,6-difluorobenzyl)-1H 1, 2, 3-tri azol o[ 4, 5-c]
avec |'acide chlorhydrique. 17. BpacsodGspeir | a product,,ﬂm’c‘maiﬂﬁﬁﬂtﬂ H, de
formule (11) 35 40

(11) - / (~ 45 et des sels de celui-ci dans Iaquelle X
est un nenbre quel conque du groupe conprenant un hal ogene, un groupenent

alkylthio en G -G aryl¥hio en CGio, aralkylthio en C7-12, alkyle en Cl-4,

phényl e, benzyle, ph6nyi6- so t hyl e, naphtylnmethyle et sulfonyle ou
sulflnyle substitu6 ,/esl/un'ﬂ&ﬁrogene ou un hal ogene et n est 1 ou 2,

| edit °procede conpremaﬁ i r6acti on d' un conpose de forrmule (II1) 55 23

EP 0 399 653 B1 L\\//ﬂi\\ 1111111 1 1 M 11* * C L N
saM 10 ~ ~ ~ N ~. | r (R3 NN

CH (d 15 dans P%qUel X, RB et nsont tels GHE d~finis

i -degsus, avec du nitrite de‘sodlun1 (ﬁg de hydrohal ogdn6. 20 25 30
35 40 45 50 55 24 cu C/ n

"""""\
15 dans leque! X, Rs et n sont tels que définis ci-dessus, avec du nitrite de sodium dans un acide

hydrohalogéné.
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