EP 0 384 288 Bl Description The present invention relates to novel
muscari ni ¢ cholinergi c conpounds, a nethod of preparing sane,

phar maceut i cal conpositions conpr EBi08428%B1 and their use. Due to the in
general inproved health 5 situation in the western world, elderly-related
di seases BLlEn t(’(}ﬂh nore comon now than in the past and are likely to be .
even nore COMRLIT in the future. One of the el derly-related synptons is a

reduction ofy,l BE.siOAhoh Yé?%jsqg'%v& canil b doBbungs, S GG Y edi‘*’ apsnced
in the p%ﬂ&%’%&éﬁ&%&ﬂns ompiihg saMEdbhdh i%zﬁi%hé"ﬂ ?h% igﬁsm prﬁg{: Sealth
di 5€ase, | O 16 edtbrs Horc? Borriiled Wsbksab aleGhilh GRAS@AMRN novthatiR theopsSOLh
degener at 49 keffto bd\Gvel Mo @bMMbFin B @lwrler gi ¢ 10 neurons in nucl eus basalis,
which is paighe @f teUAEHHAIded syiipRifs & tadreddclS 61 A6 Woitive MinBioRS: t THisOsyirp@m is

pr ef r ont abspédiliy Pron@incbdlih fHROSMOPHYSIoIGIEAl Bigoass kno@R BE ARheirhidris MitbatbOTHs @isdaiLis ON

t he cogni tombived WG hdas Bdst iy daesee by,ainupas 90% kibgeasatioh ofthe posaizUdolinagicel y

| ear ni ng, nearsbi nbtieusbasalis) which isgeait bsupstantialinnavieaty These neurdnd piojectato the prefrontal

char act er ¢cotbx anddfppedambresi antd have agersesd stiutalvat effadttoh the gbgnitinefundtiorsiohthe éprebrainaasr ons
degener at well aslobhiprosanpys agnoeiycleaning: agspairition, cangaligation. and wacaghitionf or ebr ai n and

hi ppocanpus lisig jal ¢haastpristic ofTflzheinfers dlisease dhat mitheigh the chilingrgin apuions degenalatst thear e
usef ul i nPesisEnaplicomusearific epepmrs; Rethpndprebsainjancd hippocampysi Kl ieWglr dRAreieye.t escarinic
cogni t i"Y eclingesic #9aisty frecysaldl nyihg, keaynent of flzheimane diseasn Gpgh in improviag deotoprive

(et hyl - 10pREpnRof elderty peops: ot 1 ahydr opyridine-3-carboxylate) is such a
chosner gi.c !ta'ggrﬁ" s‘f‘mfsnsg‘ﬁt ?’8‘?"@ é"e}i‘)" '%@“T%F '?’f'6’?3“'[”8?[’%"'%?‘@'8%?‘?"”@?) Roev ér |
has, a ver SOYRSGOMISEYreReMhif |ife and a smal| separation between

cent raI2 and 30 peripheral mugcarinic effects. Furthernore, arecoline is a
rat her ¥ oxi ¢ conmpound. It isjalso known that 3- acetoxy-quinuclidine is a

muscari ni ¢ agoni st (See r ‘B) 40 However, the disadvantages of this
conpound are the sane fs indi c@@ég for arecoline. EP-(,Q;)O 259 621 di scl oses
1,2,5, 6-tetrahydropyri Qi geJconpounds substituted with at |east one 1, 2, 4-
oxadi ag®pl group capabl e stinmulating the cognitive function of the

forebrain and hi ppocanp of mammal s, and especially useful in the
treatment of Al zheinmer's disease. Conmpounds having a high affinity to
central cholinergic receptors are furthernore known from EP-A-O 45 296 721
amd’ anongAretrdine, dipwevdr, Dasla orerdshart dlolgica rhalt ii®, ahdox améliasepbration Sagtween certraldand

1, 2, 5, 8e t pariplgig) chuscapyye sftbrin.cFugtarparerpdesoling tis @ gathet towie @brapoend. #ris gty kown Bt 3-he
present i apetentquingciidioe jsragwusehnip egonist(SesdtomilacB)chol | ner gi ¢ conpounds havi ng
different structures and different levels of activity. 50 55 2 EP 0 384
288 Bl According to the present invention this object is acconplished with

a conpound of fornula o c [err] wherein Z is oxygen
or sul ghur, Ris H [¢rcp-fal k}]h/ Férr]-al kenyl or [erfBlal kynyl and [err]
is\[ferr]-al kyl, [err] nyl ,o[err]al kynyl, [err]-cycloal kyl,

[err]-cycloal kyl al kyl, Pphenoxy, benzyloxy, nor- 15 pholino, [err]-alKkyl
substituted piperidino, halogen, amno, [err]-acylamno, [err]-al kylam no,

[err] qi ahisev@thd@sadldnfabes ofthis Qeetihd ' Re thb Santd astdickied fol ardddfifeC! N [€rT] IS
strai ght pp.alor SCERdaisRssd 1,85 6adualYbropyridms ABMHGRAd Slbkttated KRN leastt &8l 024~ OF
branched §@bisdor oy R¥pable[ &' dtimulating the cognitive function of the forebrain and hippocampus of
mammals, and éspecially useful in the treatment of Alzheimer's diseass.
Compounds having a high affinity to central cholinergic receptors are furthermore known from EP-A-0
45 296 721 and among them are 1,2,4-oxadiazole- or 1,3,4-0xadiazole- substifuted 1,2,5,6-tetrahydro pyridine
compounds. | _
It is, therefore, an object of the present invention to provide new muscarinic cholinergic compounds
having different structures and different levels of activity.
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\therein [err] independently are [err] -alkyl, [err]-alkenyl, [err]-alkynyl
or a salt thereof wth a pharmaceuticall y accept abl e aci d. 20 Preferred
enbodi nents of conpounds of the pr EEORB42/EB1ti on are set forth in the
dependent cl ainms. Exanples of the salts include i nor ganic and organic acid
addition salt Qi { osphat e,
acet at e, funér%?dd'%%ﬂiﬁgg%(g{% *.%&ﬂ%g%?ﬁéh ar ?gtééa%p%g%aﬂ?m{m or simlar
pharmaceutical |l y- acceptable i norganic and organic acid addition salts.
Further, the present inven on relates to a method for produci ng conpounds
of formga I with al kylati 3 eduction reactions of the appropriate 25
pyri di ne conpounds, as wel I : rel ates to pharmaceutical conpositions
conpri sing the conmpoung Ul a | and to the use of the conpounds of
formula | for preparind pdi canent for. stinulating the)cognitive
functions of the forebrag-and hi ppocanpus and therefore for treating

Al zhei mae' s di sease and/ o* severe pai nful conditions and/or glaucoma.
Furthernore, the present nvention provi des the novel nuscarinic
chol i nergi ¢ conpound 3-(4-cyc-

popr opyl rrewmt'y B °Z¥Q9ﬂ ehiuphra 6IH & g){kvuc@sy@amtqzan% ﬂﬂ!LCm'@ﬁWWF‘ iRdisne,
a met hod of ;R@ '5‘!’3‘%{\’!f’(13(32 sralimic Bt Fciopld rmuercionlly PPpPY sheRgy °P‘¥ moFd
its use "asPh éhmﬂék é" d"B ﬁ??@[‘ ?‘6‘ M gs-acyiaping éﬁrggﬁ‘w{a 5of

-1 s-alky straxg or

pr ep aring al %ﬁs ? &ammo th_11e:etn R is stralght or gr:nch Y

3_ 72, 5 t % g Y ?lStrf‘QZéq:‘fly 8; f1r-.s-alkyl —1 %&&5-1@ r{{]ﬁ))l’ a saﬁ thhr%e t he
g@er al fo ?; o

40 45 %51 Es&enm?é f%% s B8 pEdnt .ﬁ\?eqﬂo"i\*%%vs%t forc&lq%'d ;?‘eﬁdil Gathdt | “9 a
conmpound h rﬁ)?ganlc and organic acid addition sal drochl Be

384 288 Bly Foﬁ\'lda ;l 5\ ;Ros t6 atstatél Qlch nfRRaN Ecitratd, {aBtat@ Ntadrhtl Ydxald) dr dpniignd
reduci ng tHﬁnﬁé&Sﬂ%@éﬂ chitsbTo (AR Gndbrighhid WA a6l on! SRS Fuirfler 14 FrosntiAVERIH Rdfates

havi ng t hetfdrméihtdaorlpraatish Q:Bﬁ\b&lﬁ@sl df Yorr @ Gkith 'AllyI1Sdh BhdCrediiasor hctihd & ti appropriate
phar macesit p@iinb YorAsoumst aéom BGi Blateé\td pafmdchiicdd corhpysitidhe \wbmrisingl EsUdofBoulie of
known to hawsulaf dridnb the dselof the &oMpbhids! dof lerBuls @ 6@ [ptepérihg almiddicainént far s8m@atin® the

al kyl -1, 2, dogeiaduratians -obthy Faebfainl dnd Aippocethpus andh thetefoes for treating Alzheimer's disease and/or

3- al kyl - 1, Sgvere phinfaldtbmitiohs- dpdin glau¢dmd. and Vil ) are agoni sts. The 5-

aH(yl 1, 2, 4- dwdigimzorep | thed prpbapt (iventiond prloygesathel npvek muscarinic cholinergic compound 3-(4-cyc-
5-al kyl 3«1 Eopmpv'hlﬁfaehvé,?eﬂ'thleilafﬁ@ V(A2 SEneradreat-methyinyeditgn ias method ek prpducing 3gme,
(wherein Reharmcgutis| Reymppsiliong eamprPing iband ifp useras the gbeve gpmpoyrdsohgapprallfemala ey cl es
with affi mB&T he gpresaits Baihpchiok renpaing: 8x's2F-aadiaggh3-nar Sfhp-thiadiazal-3-yIR): 2%?‘{%{

is in the BetRyisiecemrndsdpdnsRp-epRsalfaBURycl i c amine: 35 [err] 50 The

di fference between XI and XIl is in the electronic distribution in the
heterocytle. In other wordst in X the double bonds are in another relative
possition to the substitucht in XIl. Wthout wi shing to be bound by
any theory or nechanismit is} bely eved that this is probably why structures
with the general struc muscarini c agoni sts &Id structures with
the genggal structure re muscarini ¢ antagoni sts.

45 wherein Z, R and R! are as defined above,
comprises
alkylating a compound having the formula I

50
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55 "It is therefore very surprising that heterocycles with a substituent
in‘the al pha position to the cyclic amine as with the active conpounds

di scl osed and cl ai med herein are BPP8%€88Bbifective ester isosters. There
are: no known al pha-substituted heterocycles being ester isosters. 4 EP O
384 288 BJfleII; érgﬁ‘; ea§ deflne ove, with tkyl halid the hus formed wi

3- (3- subslus ,%n i ﬁ NGty i e
(XIrn) h g Very potent rmscarlnl agonssvvlt a bett
[err]- sel” ecrul mﬂesﬁero %M%mu%s%re%&h 1b Réve 3RS tidr irtéHllscariflc 1BEmMdIE bk oRp HHeldl on.

5 5 alkyl-1,2,4-oxadiazol-5-yis (I} and VBY dndi thd@-alidl- 13, dliRiadidzbileLyegvane &y B8 lagdhlsts. The 5-

al pha- subgdiia4-GaddBLEIOCKAE KParlif SPHyPl,2 A-HRELRISyIs (M arldX) Belahiggometst hat t he
position of the double bonds relative to the substituent (R) is very
inportant. If the electrostatic properties are different from;%«: one

indicated in the hgt epocycle of ystpBeture Xl 1| =l muscari nj,c_agoni st
activitoy decreases, dyamatically, npounds W t\ae general joriula XV are
ei ther ant aggaigt K or N na 25 [ 7 The

het erocycled with tfe general fonsrrul a tlher eforg, bqth structurally
and biol ogidal |y differentfigomthe gene structures XI'l and XIV. 35
[err] 40 45 N (X)) That the conpounds X Il fi§ the nuscarinic
receptBrs bet¢ { than the €Byuctures !l Gy X is reflec in the fact that

the substituent®(R) is allowed to be bigger and nore |ipophilic wthout

g affini tly and agoni st 50 activity. |n fact, it is {he [err]-al koxy
cqmpounds t hatIIhow t he bedt [err]-selectivity. The phar macol ogi cal
properfies of the conpounds of the present invention (Fornula I) can be
illustrated by deter n| ng their ca‘?fbllity to ingibit the specigic binding
of [err]- O(Otrermr‘i M(3H—O<o Oxo | abel scarinic rg tors in the

CNS (with a prefe e for ago omai n ree
different si dbel ye §H— Oxo. of 1.0,
20 andzs3000 550 respeg\ively. Using tRe condi ti ons
only the hi d medi um Inity sites he inhibitory

ef fects of coNpounds on 3H Oxo binding reflects the affinity for muscarinic
acetyl choline receptors. 5 EP O 384 288 B1 Al preparations are
performed at @EE*C unl ess Wilerwi se i ndi cd®ed. Fresh cort& (0.1-1 g) from
mal e Wostar rats (150-250 g) is honogenized for 5-10 s in 10 m 20 nmM Hepes
pH 7.4, with an U tra-Turrax honogeni zer. The honogenizer is rinsed with
10 m of GhareinR figzekd corrbl ned suspensi on centrifuged for 15 m n at

40, 000 x °°"T'H@ ggé‘r"r’eff’f fllsof\jhe sy hejsiacydles with affinfty, fop pyseapinic repepiors s iaelle  he

ayvgxfs isin the beta position relative to the cyclic amine:

pel | et | s
~ 8
"< S X« cor
© Z’X 'Qx'z Z=0orsS
45
(XI)  (XII)

so The difference between Xl and Xll is in the electronic distribution in the heterocycle. In other words, in XI
the double bonds are in another relative possition to the substituent than in Xil.

Without wishing to be bound by any theory or mechanism it is believed that this is probably why
structures with the general structure X1 are muscarinic agonists and structures with the general structure XlI
are muscarinic antagonists.

85 It is therefore very surprising that heterocycles with a substituent in the alpha position to the cyclic
amine as with the active compounds disclosed and claimed herein are exiremely effective ester isosters.
There are no known alpha-substituted heterocycles being ester isosters.



5 as before in 2 x 10 m of buffer and centrifuged for 10 min at 40,000 x
g. The final pellet is honbgenized in 20 nM Hepes pH 7.4 (100 mM per g of
original tissue) and used for bi ndlﬁ?gom Allquots of 0.5 m are added

25 Ferr] of test solution and 25 [err] of [err]-Oxotrenorine (1.0 nM final

concent rat i ongy, Mgkt 2NR.-LiEH B3Rl 0.yB9 286 et dtydleSihd " Ha
bi ndi ng i S ad fsrbmvgrg@mbg ubdaRlid SBhs B ioke b tSJﬂhidgfgﬂ T &é&%ﬁe‘z

concent r at ig'bbtadssiffohe t €st substance. After |ncubat| on to the sanples are

added 5 m of ice-cold buffer and 10 poured directly onto Whatman G-/ C

glass fiber filters under _suction and i medi ately washed 2 tinmes with 5 ml

of ice-cold buffer. The ano of radioactivity on the filters is

determ ned by conventional fiquwid scintillation counting. Specific binding

is total binding ni nu ge®i fic binding. Test substances are dissol ved
Sty

in 10 mM water (if ne ry heated on a steambath fFIIEks than 5 nmin) at
a concerration of 2. m. 25-75% i nhibition of specific binding nust be

obt ai ned before cal cul aftj on of [err]. 15 The test value will be given
as [err](the concent r at$ta (ng/m) of the test substance which inhibits the
speci fic bindi ng of 3H-Oxo by 50% . [err] [err] = (appl ied test

subst ance | L ¢
[err] 25° ’?’?”%ﬁjﬂ;‘; §p‘3 sé'bﬁ' “ﬁﬁ‘;’ cY51eh afe °'|’ ‘%ﬂ?f"’f’g;{ (e |
J;rgg -Z(F:)telmora tﬁfgﬁone& %th{g ? éﬁ&tﬁ ?:}rmc dec eas

t ke presentrl ralve tl orfmlm 3 rom ?1!1 ?e' e 30 35 40 45

50 55 6, EP 0 384 288 Bl Table 15 Inh|b|t|on |n V|tro OXO BI NDI NG -

Conmpound No. X (ng/m) 10 1
1.5 2 K 0.4 15 3
0.2 4 XN\, X 0.5 5 X=CorN 3.5
20 6 _ 1z9=70 or S
1.7 8 2 . N 1.9 9 ' : 3.6
25 10é 2.3
CH,
f\/.
30 (XIV)

The heterocycles with the general formula XV are, therefore, both structurally and biologically different from
the general structures Xi, Xil and XIV.,
85

\/ R X X =Cor N
\ Z =0o0r S
\x,z
40
I
CH3
4 (XV)

That the compounds Xlll fit the muscarinic receptors better than the structures Ill to X is reflected in the fact
that the substituent (R} is allowed to be bigger and more lipophilic without losing affinity and agonist
50 activity. In fact, it is the Cs-g-alkoxy compounds that show the best M -selectivity.
The pharmacological properties of the compounds of the present invention (Formula I) can be illustrated
by determining their capability to inhibit the specific binding of 2H-Oxotremorine-M (3H-Oxo).
3H-Oxo labels muscarinic receptors in the CNS (with a preference for agonist domaines of the
receptors). Three different sites are labslled by *H-Oxo. These sitss have affinity of 1.0, 20 and 3000 nM,
55 respectively. Using the present experimental conditions only the high and medium affinity sites are
determined. The inhibitory effects of compounds on 3H-Oxo binding reflects the affinity for muscarinic
acetylcholine receptors.



11 . 0.9 12 0.3
13 0.3 30 14
0.4 15 EP 0 384 884 B1
3.3:35 17 19.0 18
3.6 19 All prepargtions are performed at 0-4°C uﬁgss%g'lemise indicate%sFres ortex (0.1-1 g) from male 5.9
40 Wistar rats (150250 g) is homogenized for 5-10 s in 10 ml 20 mM pés : 7.4, with an Ultra-Turrax
0.4 23 homogenizer. The homogenizer is rinsed with 10'miof gu4fer and the combined suspension centrifuged for
0.4 45 2515 min at 40,000 x g. The pellet is washed three time8 witf? buffer. In each step the pellet is homogenized
0.4 27 5 as before in 2 x 10 ml of buffer and centrifuged 16 1 Ak at 40,000 x g. The final t is homogenized in
1.3 29 20 mM Hepes pH: 7.4 (100 ml per g of original fissGe)hd dsed for IbiAdidg 23dy. Ao b &6 ml are
0.4 31  added 25 wl of test solution and 25 ul of 3H-Oxotremidrind (D0 nM, final concentrationBixed and incubated
1.4 33 for 30 min at 25°C. Non-specific binding is detdrnihed4n triplicate using Arecoline (1 ug/mi, final
1.0 10 concentration) as Bfe test substance. After incubation to the samples are added.5GmI3Hice-cold buffer and
0. 3 3710 poured directly onto Whatman GF/C glass fiber filter§uridlerlsgction and immediately 8&hed 2 times with 5
7.4 39 ml of ice-cold buffer. The amount of radioactivityqon] thé(filters is determined by conventional liquid
3.7 41 scintillation counting. Specific binding is total binding3minys non-specific binding. Test substances are
7.0 43 dissolved in 10 ml water (if necessary heated on a sfgag)-bgth for less than 5 min) at a concentration of 2.2
14 25 mg/mi. 25-75% jphibition of specific binding must be obtained before calcylation #fICso.
18 47 8 The test value will be given as IGso (the co_ncer!trgtiogdng/ml) of the test substan?? which inhibits the
0.6 49 specific binding of 3H-Oxo by 50%). 0.7 50
300~ 1
k/ IC;, = (applied test substance conc.) x ng/ml
20
- Co
—_—_ -1
cx
25

where C, is the specific binding in control assays and Cy is the specific. binding in the test assay. (The
calculations assume normal mass-action kinetics). . '
o Test results obtained by testing some compounds of the present invention will appear from the
(7 following Table 1.
30
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51 300 35 35 52

65753 1.2 54

20 40 55 EP 0 384 288 B1 8 56
2.1. 57 . 45 58
50 59 50 55 EP 0 384 288 Bl 60

164 61 . 50 62

32 63 Table 1 55 g4

58 65 0.6 10

66 1.8 67

5
1.6 15 The conpounds of the present inventli h Lth a
conventional adjuvant, carrier, or diluent, gnhgp%tﬁgg?%égirﬁ$the formof a

phar maceutical | y-acceptabl e aci'd addition salt tP¥P&NPINGy be placed in
the form of phar maceerpmeld Nonpositions and unit dospa9 thereof, and in
such formn may be_enpl oyed as solids, such as tablets or filled capsules, or
| i qui ds, such as sol utions, suspensions, enulsions, elixirs, or capsules
filled wwth the sanme, all for oral use; in the formof suppositories for
rectal administration; & in the formof 20 sterilé-i5njectable solutions
for parenteral (includirmrg subcutaneous) use. Such phgrmaceuti cal

conposi tfons and unit dgsage forns thereof nay conpr'ap conventi onal

i ngredi ents in conventional proportions, with or without additional active
cog90unds or principles®and such unit dosage forns &y contain any
syuitable effective nusca&inic cholinergic agonistic amsunt of the active
ingredi ent commensurategMth the intended daily dosagg range to be

enpl oyed’ Tablets containing 10 ng of the active ingredi'ent or, nore
broadly, 1 25 to 100 nﬁl per tablet, are according%y7éuitable
representative unit dos#&ge forns. The conpounds of tlhi9% invention can thus
be used for the fornul atgion of pharmaceutical preparsfilgions, e.g. for oral
and par egt er al adninisHy tion to manmal s i ncl udi ng Ens, i n accordance

wi th conventional nethods of gal enic pharmacy. Converti onal excipients are
such pharmaceutical |y ddceptabl e organic or inorgani®Scarrier substances 30
sui tabl e for parenterali2or enteral application whiclp.do not del eteriously
regct with the active g@mpounds. Exanples of such cgiiers are water, salt
sol utiorss, al cohols, palyethylene glycols, polyhydroxyethox- ylated castor
oi I, gelatine, Iactose}4anylase, magnesi um st earate,”*tfalc, silicic acid,
fatty acid nonogl yceri dds and di gl ycerides, pentaery.éritol fatty acid
esters, hydroxymet hyl cqlgl ul ose and pol yvi nyl pyrrol i gose. The pharmaceuti cal
preparati ons can be st 5i|ized and m xed, if desir dM th, e.g., auxiliary
agents, 85 enulsifiers, salt for influencing osnoti’c“pressure, buffers
antt¥or col ouring substa8ces, which do not deleteriodsby react with the
active conmpounds. For parenteral application, partiggularly suitable are

i nj ectabl e sol utions or,,suspensi ons, preferably aqueoys solutions with the
active cgnpound dissolggd i n pol yhydroxyl ated castor "0il.

22 0.4
23 0.3
“ 24 0.4
25 12
26 0.4
27 ' 0.8
50 28 _ 1.3
29 | 0.6
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Ampoul es are convenient unit dosage forns. 40 For exanple, tablets,
dragees, or capsules having talc and/or a carbohydrate carrier or binder,
the carrier preferably being | act 038428 Btorn starch and/or potato
starch, are particularly suitable for oral application. A syrup or elixir,
for instance, can be used in cases where a sweetened vehicle can be

enpl oyed. Generally, the conpounds of this invention are dispensed in unit
form conprising 1-1003®g in a 45 pharmaceutically acc@pdabl e carrier per
unit dosage. The dosagg of the conpounds according togthis invention is
1-100 ng/ day, preferably 10-70 ng/day, when adm nistered to patients, e.g.
humans, as a drug. A\§%pical tabl et which may be prephsr&d by conventi onal

tabl etting techni ques3gontains: 50 1.0 Active
conpound 5,0 ng L josum 67.8 ng Ph. Eur. icel[err]

31.5 ny Anberlite[er?? 1.0 55 Magnesii steata 0.25 ng Ph. Eur.
Due to he high nuscad®nic cholinergic receptor agoni®téc activity, the
conpounds of the inveggion are extremely useful int reat ment of

synptons related to a reduction of the cognitive: functions of the brain 9
EP 0 384 288 Bl of ne#frals, when adninistered in an a@®3nt effective for
stinulq%ing the cogniggve functions of the forebrain qang hippocanpus. The

i nport ant stinulating3§ctivity of the compounds of the invention includes
botih activity agai nst®the pat hophysi ol ogi cal di sease, 4}zl hei mer' s di sease,
as |1 as agai nst no4®ml degeneration of brain functazpp. 5 The
cbopounds of the inveE%ion may accordingly be adninis%e%ed to a subject,
e.g., gpliving ani mal Dody, including a human, in need*of stimulation of
the cognitive functi oh& of the forebrain and hi ppocanpu@, and if desired in
the formof a pharmacggtically-acceptable acid additigngsalt thereof (such
as hydrobrom de, hydrochloride, or sulfate, in any event prepared in the
usual or conventi onal4%anner, e.g. evaporation to drihess of the free base.
in solution together #6th the acid), ordinarily congusrently, 10

si mul t aneousl y, or tqﬂﬁther wi th a pharnmaceutical |l y-agcceptable carrier or
diluent, especially a preferably in the formof a armaceut i cal
conposition thereof, 49 oral, rectal, or parenteral (6m®l uding

subcut aneous) route, j& an effective forebrain and hi@p canmpus stinmul ating
amount ¥ and in any event an anount which is effective TOr inproving the
cognitive function of4%rammal s due to their mnuscarini @cholinergic receptor
agonistic activity. 18g The conpounds of this imnygytion are also usefu
anal gesi c agents and fherefore useful in the treatnent of severe painful
condi t Lons. Further %, t he conpounds of this i nved®@on are useful in the
tr@gxnent of gl aucones2 Suitabl e dosage ranges are 1-¢g$0 ng daily, 10-100 ng
daiTy, and especially, §0-70 ng daily, depending as ugﬁgi upon t he exact _
node of adninistratid%, formin which adm ni stered, t i ndi cation toward
whi ch the 20 admi ni st%4tion is directed, the subject20nvol ved and the body
wei ght «0f the subjectgdgnvol ved, and the preference a experi ence of the
physi cian or veterinarian in charge. The preferred nethods for the
preparation of the ac®®ve conpounds of this inventioeke illustrated in
the follow ng exanpleszin nore detail. 25 EXAVPLE 1 A..

3-(4-chloro-1, 2,5-thi gdi azol - 3-yl ) pyridine To a sol Lgd)on of

sul furffonochloride (2224 m, 30 muol) in N, N-di net hylT0rmam de (5 m) was
slowy 59 -

50
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30 added al pha- ani noal pha(3-pyridyl)acetonitril (Archive der Pharmazie 289
(4) (1956)) (1.70 g, 10 nmmol ). The reaction mxture was stirred at room
tenperature for 18 h. Water (20 m )ER®IBRBAI and t he aqueous phase was
extracted with ether and the ether phase discharged. A 50% potassi um

hydr oxi de sol ution was added to the aqueous phase to pH > 9. The aqueous
phase was extracted se¥al times with ether and thelb#her phases were
dried and evaporated. Bie residue was purified by col ggn chromat ography
[err] eluent: 35 ethyl 6cetate/msthyl ene chloride (1: 15 The title
conpoundgwas col | ected 45% (880 ng) yield. Mt 19732B. 3- (4- met hoxy-1

, 2, 5-thi adi azol - 3- yI)p36|3| dine To a solution of sodi umzs460 ng 20 mmol ) in
met hanol (10 ) was agged 3-(4-chloro-1,2, 5-thiadi azgé 3-yl) pyridine
(750 ng, 3.8 mmol ). The m xture was stirred at [err] 1 h and
evaporated. The resi du®dwas dissolved in water and extPabted with nethyl ene
chloridew The conbi nedggrgani c phases were dried and eyagorated to give the
title conpound, which crystallized with petrol eum ether In a 630 ny (86%
yield. C 3-(4- mathoxyf"l7 2, 5-t hi adi azol - 3-yl ) - 1- met hyl +p&ri di ni um i odi de 45
A m xture of nethyl iodide (0. 37 m, 6 mvol) and

3-(4-net hoxy-1, 2, 5- thladlazol y pyrldlne (500 I n_acet one
(10 m) Has 5'?19 PngPU %pta&; |th$:ohvent P%a@vvgrptecaga Pm‘l and if

i, n reof ) t for,
8‘8“ pl tggélgs ]ea?nl\s‘aoethagn COmMpOosi ons an umt osages ereof ar%'&l)n ch fgrﬁ?r’rr\;ay‘fbele?employedg asQfsolld{n 09

' 1 (2, 5 6 te tfsurx: :)ﬁlgts v 1}]:(': Ies orl t s, such Q s['i] ut:ons# Jsufs'ég“ens x]%?a leirs or apsules
oxal at e zﬁo eHI sg fo %g SA % JP’?
3- (4- met hoxyy rn‘fﬁ&? rlsejco A Ja M B reli t@in%\)eﬂ h oktiorls, vith or
mol) in eWﬂﬁdﬁPde{tlgr%i Active g(anBiurhs %lnﬂfmtf:lblgs, laR@Gch QR Bas¥delibrnsVRsy c%ﬁthlﬁ ral%ds-ﬂ&ble :
room t enperlefidcteemisarinié cholindiit 8JonBicodMAuR Ik BB akihe m%ﬁ%&brﬂ ¢6mMBHBurekb SRR ki lenkiby
wat er and eilylsdge Fangé tohbeTTmplERéd) YARRECoRBMAY 10Mg of (A6 aélivé MEredErd 3K MBrolUAkaR S1
Wer e eV a0 hdidGhgapdl tdble ale@bdotbingly\sGtabIp veptebénBflvd it dcdagtormehr omat ogr aphy
[err], el uentTheebhydundsce thid ieventh lkarmials §edusdd Jor thé @miilatioh ef ghanmiaosunichl pveSarations,
crystal |l i zeg. &s otahand paahterhicadsistratibn Gnmanvedisingudingiheingts, I8 @€cortgnce (With jgonverdional ;
l\/g_/ 211; Costhodsal gdignic phgrmacy. EP 0384 288 Bl EXAMPLE 2 A. 3-(4-ethoxy-1

5-t hi adi az@sinveBtionhl)exygipiprd are s@ch pharmigsuticaliyodcgentable organis odinerganiciehbiergpbstarges
nmol ) i reeetstitsble for parentarsl pr eniesal applicationanhich de Rot @plpteriousipresct with thel petiyefampounds.
yl ) pyri di ne (Bawplegof sgchacarriers e watere sal selutipng ajgatiolss polyethylgne:glyqolsy popyhydsoxyetiny-
and evapor dfated casigs &, ﬂé’%‘l“&dmémﬁ'ﬁ@s@?ﬁ\?@%"ﬂ fiealpia. e, Hlicls agidyfatyacid moppalygerides
met hyl ene &M 9'Y§Edesﬂ?@a?fﬁ?%?'f?§¥i acig} Qlhylogivjoge ﬂ‘!"lp@'éi""éﬂ?d“‘é' or at ed

i l r raft can and |x . |f le lr , UXIII ry agents,
B Bt hiAeRyert, o '"fﬂsﬁw?%f Wﬁﬁ? et (B DB eI Sl e
é ér #’ f??rf o ;a@ by ?s‘étag 11 L. som%omr 'sﬂgpp&.o@@Qﬂgm%

(0 m. 5 eter|3us
2.5 mol ) ia {ﬁ
title Comouﬁd%l@&érpbén%nﬁa -fnﬁﬁ&?aé Srma 0 ati's 3 Was C |ECt ed by
filtratign toroyleRimbleD tabidts Jarksd89dor cdpRulbs havin %I@E*W)é‘élarbohydrate carrier or binder, the

, 2, 5- t hi adicaae preteritly being 1BotEse Gandiiert oS ankioMBbtENS IsRbch] 416 RaENAAY SliBbISAH ok
bor ohydr i depglidékon. &) syrlp BiTBllx)y, feEBstadelechnte @od 0 tdsbDWhddd aJwhdterll Vonidle an be
, 2, 5-t hi adiemployed3-yl )-1- nmethyl pyridiniumiodide (0.72 g, 2 mmol) in
et hanol (99. 98énerdly, itle) compolintidef thizciodentibn and ditpengdd Vi@ Sinis torm rcedpriding 20100 mgim a
t enper at4ar ehdroacedtichlly aédepiable carrdep peraihit dnsagehe r esi due was di ssol ved i n water
and ext r act edThaidesageret thy cenmpound aedoding 9 this inkention isot-1fQrmgidap.aefersbly\éd- & mg/day,
evapor at ed waprRdministareddo piientsag- wmens peeidrsg; col unm chr omat ogr aphy ((Si O2
el uent : et hy| A beied! ibley which ey &¢ Pieeerer) by corpRationd teblettingdpRbaiaed comginscr yst al | i zed
as the oxalate salt fromacetone, and recrystallized from nmethanol to

yield 199 nmg. (Mp. [err]; M{ adrbconfpetiaolinelody. 25

Lactosum 67.8 mg Ph.Eur.
Avicel® 31.5mg
Amberlite® 1.0

55 Magnesii stearas 0.25 mg Ph.Eur.

Due to the high muscarinic cholinergic receptor agonistic activity, the compounds of the invention are
extremely useful in the treatment of symptoms related to a reduction of the cognitive functions of the brain
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EXAMPLE 3 A. 3-(4-propoxy-1 ,2,5-thiadiazol-3-yl)pyeidine 30 To a
sol’ution of sodium (440 ng, 17 mmol) in 1-propanol (10 m) was added
3-(4-chloro-1 ,2,5- thiadiazol - 3- FP)%MZQSIEE (650 ny, 3.3 mml). The

m xture was stirred at [err] for and evaporat ed. The resi due was

di ssol ved .in V\'/%te g & str agl %ﬁe ne chI or The fl(j:n%y;% E

or gani Cdpr{a raj an ‘é‘ campu@I el %\7 in cw 31 p {1 ntio mc des
eORPOUN ot ﬁé’ A s|o v(ifi?as‘i‘ I 5.\/.1,1

, 2, 5-1 "H agg 6%9 ﬁy ‘h'ec?r'lvgﬂlo‘ Z‘\g a&&rd ngly Jbermmn)stel'eﬂ t@g%ﬁlﬁ&? e(glg Imn a?ﬂ@ﬁl

St' rred aBoc&QﬁHUanSB‘m%&t Hrnged &PEn Rognltil ﬁndﬁ&ﬁlapﬁ’l@f&reﬂfaﬁ.%@hn S om
the sol ut b raddielesh @il fork arifn entfcaqtytae&p{aee YdcRl ScklioP Sal theRsd?)(suc Oas 1

, 2,5, 6- t ehycrRberide; AyaRoBhicHadb, o?'Sﬁlﬂltep InCdAP %6¥entl pregarda-ih ea i 30 LonveniidnhiDitdnhél] 8§,

oxal at e Sevdparition a6 AAYIEEsi 6t€thé 3B bash inl EbluliBR kogetér Swithdle cheitl) odiafl LohddRerfy,

3- ( 4- propsinyitateously, Dr toetisetl waly & bhasmachyticdly-acteptibid {ayriet ohi dilbaninebmdibiyeand paranty,

2. 7 mmol ) initie fetrhefreoghafr@Baulls caposkioh theredf, b arall metell orguarentbrak (ncledingamib@taneaugdd 45

at 0 C f orouid, ihan Afiective feretagiv angit hinppcaimpes stigskiifhgempmd, add oy wedt anremeart evhiclaisd

ext r act edefieetivh fert impiovieg: the soognitive Huaction ob dnapymglsrdue o fthels esuseadnie chaligigie saceriorand

the resi degsnigiigschiiy.i fied by col umm chromat ography [err] el uent: ethyl

acet at d% net Hah qupfu‘di)’ this nentien are elsufﬁiqbqﬁ'ﬁ'eesw:fser&? %tt@rqqui k9iubis thermalent] at e

sal t fronPEefoRis ”E?P“ "e‘Fd 440 r& : mpound 3). so

LE 4 AF”@he Yﬁg‘ "dsé’f 'sf'}‘ﬁ’ Eﬂ %% ef”é'" %g‘?’ﬂ%%“aa sol yti op of
el?

sadi um re1 1’0 -10 1‘% -70 mg daily, dependmg
3-(4- chI of s"SHﬁ ypog ¢ ; %l?'a? 'f"s‘? il o Tlcation, s w j\{{:"'
m|n| ra o | e bo

sub;ect nvaue an

mi xt ur & g oy ‘ea “;r% q
ean f th
di ssol ved™" qﬂgﬁgﬁ ekl F@n@s%uﬁsﬁm Wg aggn&;,a&gm
organic p{p,gs,;oqgm,yﬁxgm o,.gra ie aporate to ylre 8 0
title conpound. EP 0 384 288 Bl B.
3- (4- byt OEXAMPLE, 15 th| adi azol - 3-yl ) - 1- met hyl pyri diniumiodi de A m xture of
methyl iodide (0.3 m, 5 muol) and
3- (4- but oxya-@-cRiorb-1 Rsittasliaaa-ayhrigihe) pyri di ne (580 ng, 2.5 mmol) in acetone (5
) was stirred at roomtenperature for 18 h. The title conmpound

preci pi t at edofa simtidrhel shifigrodnattilonide @Adminae mowl)| ie ttNedimétipylfbrimlatnidat(b o) was siowlyl d
0. 60 g 3§ 64ddpd alfha-aminoalpha(3-pyridyl)acetonitril (Archive der Pharmazie 289 (4) (1956)) (1.70 g, 10 mmol). The
3- (4- but osegpction MixBiret was 3tifred abloorB tepippraturezford 8 - Water (2hyi was- atidereand the aguepieh phase
oxal at e Sweh exhaciedrwith wher and tie2ior phgse @schargadp i 505hepatagsitiiely diogdegsolition iwds grdegf
3- (4- but oleythe|aqpeays phase, i Fé.‘kb J?,‘B_}?H‘)emf-l)hm o8 o th?qvera'ﬁmwmbewqaenge gierg,
1.6 ol ) Phageseweie Arnd gnd pvappratedThey residyg vag ipurified Ry cplghn Fhramaieasapiy Sila Plupntd at
[e r] Poretyl ﬁcetﬁta"f‘%'fy'eé?/sm%'f’%lﬁ inThe fitle qomeputd waszolocted ity B8P et Yiklk Mr: 18hd

act edvg h ) 19 . Th dr| ed organi ¢ phases were evaporated and
the resi dée—vas 8 chr onat ography [err], eluent: ethyl

scetate d%%uéoﬁ o};()damn?ééﬁ Tz‘?n sg/[w X %%E%gvapégﬂoré‘?z % Lot
Iv

EXANPLE 5d atéqm BRgetd »l.th2m an’as oihe%oaab éaya a‘Eli'c rbﬂa O were dridd’
sol ution gfapsaé td'ghvé the Bt @mpdufs [¥H By siallizBd WL AEATGh er (Hlﬁﬁ_
3-(4- chloro 1, 2,5- thiadiazol - 3y|)pyr|d|ne(490 ny, 2. mol") he mxture
was stirr ed-@imethoxyd 4 5hiadidolB-yAicmaApwitialiaGbdidgdhe resi due was di ssol ved in
wat er aeid extracted wih ethyl acetate. The conbi ned organi c phases were
dried and ewapigtuatot chethg igtidel (01350 6Mumd))HB&B-(Hinethdxe-1 25 HimliacaByyhpyridine B0 mE.
3- (4- i sope.bpuno))-il adtdpe (10i ralflwaszstiirecBatyrbgm femperttong| frry18i hdiThe titie domglowtie precipitated

from the solution and was collected by filtration. Yield: 1.0 g (100%).

s0 D. 1,2,5,6-tetrahydro-3-(4-methoxy-1,2,5-thiadiazol-3-yl)-1-methylpyridine oxalate

Sodium borohydride (460 mg, 12 mmol) was added to a solution of 3-(4-methoxy-1,2,5-thiadiazol-3-yl)-
1-methylpyridinium iodide (1.0 g, 3 mmol) in ethanol (99.9%, 20 mi) and the reaction mixture was stirred at
room temperature for 1 h. After evaporation the residue was dissolved in water and extracted with

85 methylene chloride. The dried organic phases were evaporated and the residue was purified by column
chromatography (SiOz, eluent: ethyl acetate/methanol (4:1)). The fitle compound was crystailized as the
oxalate salt from acetone. Yield: 390 mg. (M.p. 150 °C; M*: 211; Compound 1).
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‘A i Xture of methyl |od|de(03m 5rrrm|) and

3- (4-i sopropoxy- 1, 2, 5-t hi adi azol - ridine (540 ng, 2.4 mmol) in
acetone (5 m) was stirred at room BB for 18 h. The title conpound
precipitated fromthe solution and was collected by filtration to yield

0.68 ¢ (77(@“\!?;% £
1,2,5,6-te -3-(4-i sopropoxy-1, 2, 5-t hi adi azol - 3-yl ) - 1- net hyl pyri di ne

oxal ate Sodi 72rrm)|) was added to a solution of

3- (4 [ soprq‘ e el_ﬂfaﬁm_{haﬁtgz % =3- yl)-1-net hyl pyridiniumiodide (650 nyg,
1.8 mol] in 'l%tahs%m@én dr iRV a0’ Rg, T Innidi) Gh SthRol (AR au RAR WA hdBd- W CRord RS, 5HRadfbdib) €d
at [err] fQppyhdifs géb‘&@rs 3&«@@%@%{&%%%@@& €C W50 Kl biisbpsrthdl The\Wesidas wasnd
extracted Wsédive® inwaterane brtabted WHIEMBthYIGE cAIBERNTIG @h&ﬁ&ﬁory@rcephaséamreadr@d amnd
t he resi dugvaporatedtelvield 320 mg)y(78%) lottdtiteltbmpoabdgr aphy (Si G2, el uent: et hyl

acet ate/ nethanol (4:1)). The title conmpound was crystallized as the oxal ate
sal t fr om &CgHeattexy-152,5hiabiszoPBY)-rmethyi-Mridiniundedide; - M+: 239; Conpound 5). 40
EXAMPLE 6 A 3-(4-pentyloxy-1,2,5-thiadiazol-3-yl)pyridine To a solution of
sodi um (230 nymixtu® ohmsthyl ipdide1(0.p emhtSemud!) FAG-(frbthoxyd &.54kirtliagol-3-y()pyriding G2Gmg, 25 5-
45 thi adi arme)dn 9q92;6w1pd¢‘h\@s (SHOQ hpomtempangiysp ?0! 1 helharitifle epmpoyid Presipitateddtpmat
[err] for 3ersolulion apq wasseliectadidy fittration ta ¥ield 92 @483%)i ssol ved in water and

extract €8 wth math Iene chI or| de The conbi ned organl c phases were dried
an evapor & . Z tghai Bylpyriding oxalate

@

pent yl oxy ' zol Y N 0 L5201
g)‘%’zurpg E;l )%ﬁ%g 6)8‘{ %{Q %:é léi anol Qona:cfl th(e re a:ggn r:l a?v:szosltﬁr‘e’g I:ato .
(5 m) s %& o’ ane eogaaﬁss aisgwrg %‘%ﬁ:ﬁ E‘ 3 ok e
precipitatg o fdrjpBErﬁtWaQr&szﬁlh%Hejsd;e

%E‘Ap‘n eH dt: Oé‘%hyﬁ m‘{@rﬁetﬁ‘a%l(
It from c

0.81 g (840&alat§ ne, &l BdryBNi¥El font methanol to yield 190 mg. (M.p. 137°C; M*: 225;
- met hyl - 3- 4 »l oxy-1, 2 5-t hi adi azol - 3-yl ) pyri di ne oxal ate Sodi um

borohydrabde (300 rrg, 8 mml) was added to a solution of

3- (4- pent ylemamPIE 2, 5-t hi adi azol - 3-yl)- 1-nethyl pyridiniumiodide (0.81 g, 2
mol ) in efhanol (99.9% 20 nl) and the reaction mixture was stirred at 12
P 0 384 2283-Biprdpexyril2 g-thindidzolk8-y)dfrilibe evapor ation the resi due was di ssol ved
i water and extracted with ether. The dried organi c phases were evaporated
and t he sesi digea selutiop Laf i sbéieral (AP me| Tnmmelh iro reropapela(ifyml) BasOpdded | (dahloro-d2hy |
acet at e/ nettipgise-3ylpyndine (630ymg.t53 mmol: dhyoirivte wes stiradyat 5¢1G for,2 bl apgseveppsatesl Fheat e
salt f rom & Nes dissplvpdrin watoraand extiastad) wifty methviase Rhietige- The combined omaric physes(ere.
[err]; M dgstand d@ﬁﬂ?}%’a Wi 7°%mE!9§R?P>EfEh°7ﬂﬂA°°mP°U"d

3 (4- |sosgu 0XY 2 adi P |_d|n e)10 To a sol ution of

di um (236~F -1 ; FH vvas added
3 - chl or o- ) |ne ) Xt ure
vas stirred, éﬁﬁ 3 W i %?f%f“ e el
wat er and ext tg &%ﬁo |ned' organi c ses
were drigd angéevaporate |ve t e vvg npound. 15 B.

3-(4-i soburooxys é—te%alﬁdﬁohi-n%ihyﬁ@@lpro%o%h)zslth1%235@3@&}?@% Bialgid | odi de A mixture
“of methyl iodide (0.6 m, 10 mmol) and

3- (4-i sobut omodumm%oﬁh;tdhdeadaoaig:)he Amyh Wiyddieli 1o e s&ltﬁi&Boﬂﬂﬂwpﬁp&ymltﬁladiaﬂom@%One
(5 M) was methyipyridifiugtiodideq@80tney)yRE nbdl) i ethambl (9930%) .20 Tieand the Ireacidn Mpawié das stirred
preci pi tat edo & font hhastes eMapdration the matidue gascdidsblesitie eratryanti iokttactad withethyd agetatd. Othe
0.88 g (87%jed @@anC. phases were evaporated and the residue was purified by column chromatography (SiO;
1,2,5,6-t epwmwwmstmthwat1bx e fitlecoBpaund wah caystallize®-ag khp-osalateetali jrbrp pestaip tee
oxal at e SodieldrfHma-dMpdt48ae: N1 &9: Gappowndd).mmol ) was added to a sol ution of
3-(4- |sobutox% 1 2 5-t hi adi azol - 3- :

A. 3-(4-butoxy-1,2,5-thiadiazol-3-yl)pyridine

To a solution of sodium (290 mg, 12.5 mmol) in n-butanol (10 ml) was added 3-(4-chloro-1,2,5-

55 thiadiazol-3-yl)pyridine (490 mg, 2.5 mmol). The mixture was stirred at 26°C for 18 h and evaporated. The

residue was dissolved in water and extracted with methylene chloride. The combined organic phases were
dried and evaporated to yield 580 mg (100%) of the title compound.
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yl):1-nethyl pyridiniumiodide (0.82 g, 2.2 nmol) in ethanol (99.9% 20 n)
and the reaction mxture was 25 stirred at [err] for 1 h. After evaporation
t he resi due was di ssolved in wat erEP#h34288Bikcted with ethyl acetate. The
dri ed organi c phases were evaporat ed and the residue was purified by colum

chr omat ogr, a‘gp‘yb et at e/ nmet hanol (4:1)). The title
conpound © from acetone to yield 400 ng.
(Mp. [err];a Mo é%u(gm?) NEO h

3- (4-i 50 HerTd K edraRvgdng PELG 2
(2%0 'n;s p%{?ﬂaj fj:z:g’;go v@ té f&r hﬁe‘rha z(ogppglmd &F e8|p| qgmltlgfs
thladlazol 3y|)pyr|d|ne (49 ny, " The nixture was stlrred at 50

C for 2 hcapg-tRIAPNS, @maazomﬁ)-fm.ﬂuﬁ.ym@s .rmr,.p“ G halafy VRt er and extract ed
wi th ether. The conbi ned organi c pnases Were dried and evaporated to give

the want ed csatipawedhydHde (240 mg, 6.4 mmol) was added to a solution of 3-(4-butoxy-1,2,5-thiadiazol-3- {)-1-
3- (4- i sopewtybyidyiuh, idjde-0.60 ¢ di6ame)irethandl{9b-09% i) B thélieBitibi i was sthSd &
m xt ure oP°Griwrhyh. Aftediveieratiéh the mdsidud GasTiisolvecaif Ovater and extracted with ethyl acetate. The
3- (4- i sop@rrdydraanic-phases Svetehévapbiralatiodnd 3hey Fepidyer waki pueifiddOR2calinn chromatbgm@phy (SiD,,
acet one ( Slugntethyjacetate/methang! 41)).IToe filetcempaendhwasrogysfaliized B8 thia oxaltecsalt frorh ecetna@ound
preci pi t atield 283 HonMire1581F:\M' 23 Compowsdd).col | ected by filtration to yield

078 g'¥81 9. 45 C.
56t5¥9ﬁ%&_ ro- 3- (4-i sopentyl oxy- 1, 2, 5-t hi adi azol - 3-yt)-1

methyl pyy\ladne oxal af e Sodl lljm borohydr| de (150 ng, 4 mmol) was added to a
ut i on 6 2 e A =-'- pyrid °t h| ad| azol 3- yl)- 1 rret hyl pyri di ni um
[ od| de {780 o, ano react lon m xtu
was sti r  86ailors ?%Ut'gﬂ-rg,{ god'u oﬁrThEUrEl Jfr'é?ﬁ ‘if] 'gl é*ﬁf\'%%b‘r’@ed
;\r/\a\évgﬁ :t egndéé;;g},; dg%g g,a mﬁ{ I;E/e %E Tl;&n ch L'"?ra‘fr% r& ok V" 1'EY ﬁTeeV\Bre
el uent: et hyl g(?et at}g/ nmet h drll\g?b)q}lﬂ h%) ﬂ'*’e i tI e conmpound was cryst allized

as the 2@XBJ€9@-&§0§6&1&y-i29~fﬁa@ﬁﬂ-@-Qﬁ1 -neth)ipyRbidud Ridiog 8- (M p. 152 C Mk 267;
Conpound 8). 55 13 EP 0 384 ZBB_BIE)‘BWVPL‘E‘Q)

3- (4- hexyl oxymittura obmbthyl adida 708 miB35 yimol) ehd ﬂ-(ﬂébp@poxyd 2 5MmiddiaSR B hdyRdndBacsagli um
(230 ng, 2.8 mmob in)acbionel(s Im)was stirred Arodth Jempératura Al @8 h. The title compound precipitated from
3-(14- chl othe sdutign &ndtvias eallbaleidly-filt@tionlt) yisid 0.68 g@7¢#90 ng, 2.5 mmol ). The mixture
was stitred at 50 C for 2 h and evaporated. The residue was dissolved in
wat er andCehd. G tetrahydrgB{4dsantopeny-1.25Hkiadisaeiidivild anetwipwitine oxdtesses wer e dri ed and
evaporated to give the wanted conpound. 10 B.

3- (4- hexy| oRgdym 2°'9“—Vf’ﬂ'ﬂ°a(€ﬁ°amﬂal723ﬂ I))was agded o4 pg}unpmfm(ermrmm*ez Athiailiztold-e of

met hyl i offf yet !(fYBdI m loglds @3A99) 1.8 munol) in ethanol (99.9%, 20 mi) and the reaction mixture was
3-(4 hé"ky ::6'% atp G %PGP‘QE?IF“B‘ Ir P a5 digsolyeddpw a"dzeﬂawlf)" ethyl apei@ie-one
(5 7) wa 'F e fea'Fuel‘sﬂs purifiegh By eqlymncch graphy (SiOz,

?’8%5"" iy
preci pi t ,f | Bogt met ° QS’I"Y%&'EVEH"ZB’S’/“W‘? pralteisgihframpacgions tg
0819(8egizo RS,
3- (4- hgxXybowerLg 62, 5 t hi adi azol - 3-y| )-1,2,5, 6-tetrahydro-1-net hyl pyri di ne
oxal at e Sodium borohydride (230 ng, 6 nmol) was added to a sol ution of

3- (4- hexyA.@X¥-pehtyloxp1,b Binitdiasb- 8l ijpgridide) - 1- Net hyl pyridiniumiodi de (810 ng, 2
mmol ) in ‘ethanol (99.9% 20 WH__G’ the reaction mxture was stirred at 20
room t enper b &r siulia ofl sddium ARBE imgf M & REHHAdt in Ofpehiafol (&S nfl U WRGedd -85 lo}eSich 8- N
wat er &ndthiedidzpleteyt)pypliding (490 eighgs m&tmbe:a-xtl}h@awtmaéat%g@lfﬂr@ hRdAE SPspoMiBA.Crhe
evapor at etsiduacvas Kiesolvess Inchatdr watsexpactei fwiitke ehethylerashionde. THa! @BIhCorgahid pRised Bérb |

el uent :  edring andzavenoeted ingiterteenesntodl 4orfigoyind. The title conpound was crystallized
as the oxalate salt fromacetone to yield 350 ng. (Mp. [err]; M: 281,
Conpou n d BP:(4-pentyloyy) &:-fhiadiazol-3-yi)-1-methyipyridinium iodide

A mixture of methyl iodide (0.3 ml, 5 mmol) and 3-(4-pentyloxy-1,2,5- ~thiadiazol-3-yl)pyridine (620 mg,
2.5 mmol) in acetone (5 ml) was stirred at room temperature for 18 h. The title compound precipitated from
the solution and was collected by filtration to yield 0.81 g (84%).

55 C. 1,2,58-tetrahydro-1-methyl-3-(4-pentyloxy-1 2,5-thiadiazol-3-yl)pyridine oxalate

Sodium borohydride (300 mg, 8 mmol) was added to a solution of 3-(4-pentyloxy-1,2,5-thiadiazol-3-yl)-
1-methylpyridinium iodide (0.81 g, 2 mmol) in ethanol (99.9%, 20 ml) and the reaction mixture was stirred at
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"A. .3-(4-benzyl oxy-1, 2, 5-thi adi azol -3-yl ) pyridine To a sol ution of sodium
(490 nmg, 2.5 mol) in benzyl alcohal (15 ml) was added 3-(4-chloro-1, 2, 5-
30 thiadi azol -3-yl ) pyridine (490 mf,P .%ﬁ?&cﬁ‘). The m xture was stirred at
[err] for 2 h and evaporated. The residue was di ssolved in water and

f:)ét !rg a\% e?hgﬂé Bor &1t R Ester IJAS Hﬁ oM 8auRr iR NisSoldl A% Wate §HaCoxPicke vif ithoF AP Qi €d
d urified by n chror hy (SiO2

3- (4- benzyuawac t&mémaﬁai a4 2%& &é*;mif;i’,‘iz W @}&iﬂﬂaﬂéc ‘ut'ﬁ'f J{ﬁﬁ?ato G et :'u::::

m xture of JeRtiided e d@arldl o§|em220 F 0) C; W6l 267; Compound 6). _

3- (4- bengyl oxy-1, 2, 5-thi adi azol - )pyr| dine (673 ng, 2.5 mmmol) in acetone

(5 m) WaSExAMIPUEad at roomterrperature for 18 h. The title conpound
precipitated fromthe solution and was collected by filtration to yield

0. 75 g (73%)3-(440butdRy-1,2,5-thiadiazol-3-yl)pyridine :
3- (4- benzyl oxy-1, 2, 5-thi adi azol -3-yl)-1, 2,5, 6-tetrahydro-1-net hyl pyridi ne
oxal at e 7&odi Uimazolutisinyfisadiges (2R3, HGmmel) hﬁmbl)tanwa@ raliweschddes! (4-sbjprofl 2grhiasfazol-
3- (4- benzyPy riqir,lezc%lmmuzédmm)oﬁesmmwaqstweqﬁ Py for & h and ayprottiddEhe (reskige yep
1.8 mmol ) @iss Sihﬂ_‘e’ '?@@U'ﬂh‘l"?h!&‘?ﬁ‘a chiprider Brcrombifedh9rganigrrbashs seer drieq arf at
[err] for Evaﬁ°’a"ﬁﬂi°élf"° éfﬁ@f? faMpeudhe resi due was dissolved in water and
extracted vmth eth I cetate. 45 The drjied .organi c phases were evaporated
and t he 'f eS8t 4 sivstritl pau -'--‘-é‘-" Fhy [err] , el uent: et hyI

ﬁ/a; e/ meth r]r(%lxtu ]ﬁ)e}h I iogli bFnII qo % o%u g/acil é( %lg,a te
SE?(AI\/PLrEorlnlag ol gfv%sQﬁre )'ﬁ[ﬁ% A %Zlgil an% Sazo - 3- y pyr?g from

sol uti on, Ut en- 1~ odi um hydri de (180 ng, 7.5

ol ) i n db)’1 258- fe@W%-@f(Uf%aJﬂtoW§2 SiRGEoPs- ﬁPi dbthy¥yri@ihe oxalate _
3-(4-chloro=172Z,5-Thi adi azof - 3-yi )pyridine (490 ng, 2.5 mmol) in dry 55

t et r ahydr of ursaBium HaRhydadE {160 Mg 3. X kol was8dded to 4 slliiar of 3Y@BobLRIXPe.L 3ltidaRzd-8r 1
h. Water was1-a@H@pyridiidmtibade(0.82 g/ £2 Yiatdl) GX bthaclt (9glo%w dohmipkrdiethe rebén @ibies was
phase was diriegdt GrrOtforeVia Misrabapdration ty residle 620 dissgivaf in vlter dndl bxbectedwipGithyDacethl.
EP 0 384 286k Bikd Brganic phases were evaporated and the residue was purified by column chromatography (SiO:,
3- ( 4- ( 3- busleeny|sthyhacetate/meBaroh@-A)li The title-cdmpduhd Wasetstaljizad\as thdioralatmsalt Gron deptohe to
i Xt ure of vield#pg/ing.i(Mei 188 ¢:M'5253] Compoddifvpl ) and
3-(4-(3-butenyl oxy)-1, 2,5-thi adi azol -3-yl )pyridine (583 ng, 2.5 muol) in
acetone 35 P stirred at roomtenperature for 18 h. The title conpound

precipitated mthe solution and was collected by filtration to yield
890 ny (96%3 44ﬂﬂom4tyloxy-1 2 5-th|ad|azo|-3-mpyndme

|3nfa40§<2| g?t enyl ox l t gl azolo et ah cfgjaa{rrgt h%;df Egrl d
2& | r orat

ja azol 5(m h and eva
(1 3(33?3- L A} ﬁt %JEE% C |on mxture a/asde
sti rred’ at ° pEFQEF (?iv i %) evapor at [ on the reS| due was dissolved in

water and gx4. (@&E&ﬁbwws@mw&ou agﬂ %ﬁyl@_ﬂ:hﬁuuﬂﬁddﬁg organi c phases were
evapor atgd™—an € resi romat ography [err] eluent:
et hyl acet at & metulead GhethyHiodide (0.5 TRIE1G inknblf aktDIAALLPShtYIR 1,26 3t fddRbdI-B-FRridise (BEre
oxal at e salkig, 2.5 owmobihedcattr@ (6 @nl)yiwae ksiiired 30roor) tem(pbiajare fprensih] THettitle 2doipouridqingepiiaiet
11). 15 EXAbRlie sdi@tioAandBwes4olleRedb fitraidnot yipld 0,78 g%81tdMi adi azol - 3-yl ) pyri di ne 20
To a solution of 2- butyn 1 oI (530 ng, 7 5 mml) and SOdI unmhydri de (180 ng,
7.5 mmol4 19.Grtefre tisepfentyioy-hibsthiadiatold-vi ) J

3-(4-chloro-1, 2 5- thladlazol 3- y|)p$/rldl ne (490 , 2 5 mml) in dry

t et r ahydr of urSedium-parehydedacd30yRg. fi apell was\qddeddlp PrsP'E'G" &t 3- Hwﬁ?r%mﬁfré-?émd@zeﬂ Br 2
h. Water w&%’"&lswa"'a'ﬁ'tlmt'wliﬂerﬁ@& 09 PR B athanel ((@3P% 20 Hnibandche repgign abfze was
phase vvas q_tfr; ore\llaﬁgaréy@ara{qut rg@dupwés fhﬁ:ﬁvgﬂ ip Uﬁ‘B’(ﬁ'}ﬁ axtracted with ethyl acetate.

dned organic phases were evaporated and the residue was purified by column chromatography (SiO2,
eluent: ethyl acetate/methanol (4:1)). The title compound was crystallized as the oxalate salt from acetone to
vield 350 mg. (M.p. 162°C; M*: 267; Compound 8).

55
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‘25 B. 3-(4-(2-butynyl oxy)-1,2,5-thiadiazol -3-yl)-1-nmethyl pyridi ni um i odi de
A m xture of methyl iodide (0 5 m, 7.5 mmvol) and

3- (4- (2-but ynyl oxy)- 1, 2, 5- t hi adi aEBI0-3842B§ B)r i di ne (578 ny, 2.5 nmol) in
acetone (5 m) was stlrred at roomtenperature for 18 h. The title conpound
pr eci p|t q/lIJL mthe solution and was collected by filtration to vyi eId
0.88 ¢

3-(4- (2 ths\’(ﬁl}{%QPé%)-fﬂs@aaéa#Irﬁ@ﬂrrﬁ% | -3-yl)-1,2,5, 6-tetrahydro-1-nethyl pyrid
i ne oxal ny, 47mm|)was added to a sol ution
of 3- (4 (2- Bk XoiloR ¥¥/soditm 123b gl (it GIYiR 1-hexdndl (srty Wi tabiask RYA-Eribird2{ lS0niaaiEliof €
(0.88 0, ZyipyridEQ4ad rg) 2.8t Othe (HirPWas Bidedth 50 -k X Nghd @bt ThiTekitiud Was\aS
35 sti rreaissaheo{ iR Waler B exitadiod with teer. AHEBMbiNed OfFartid)phated et idtieasd Sliapsiaiéd/@d i N
wat er andgimthe wanteadompdulid. et hyl acetate. The dried organi c phases were
evaporated and the residue was purified by col um chromatography [err]

el uent 7o eBI3t-hagiotyat.25-hieditzarioll)- fMetiiyjpyridinilmeiotigd | e conpound was crystal lized
as the oxalate salt from acetone, and recrystallized in nethanol to yield
140 ng. (M P wikture of metiyy iodRlg ¢0.5 @mﬁﬁmﬁ) and 3-(4-hegyIERXARPttadipZol-Ay)pyridine (658 mg,

3- (4- pr opa?® gyrob KW&"O@-(S m) e sfinag & rogn WVP dnr A& h-Tihe Ftlesesmaeynd Aregipitatsd dpar gy |
al cohol (Weerlylign and was prlipgted by filratlondg vi Prg {é@%) (180 my, 7.5 mmol) in dry 45

tetrahy"drofuran was added a sol Ut:!
3- (4-chl MM@M‘ < '@V"}hm“"l\"‘etmpyrme °"5"a‘$ mml) in dry

LI A A B |

t et hydrof gl on, nm x stlrred {; erat {or 2
ad - - -
h\/\/\at er lnl ?ﬁ E m Jélﬂ%l % @ wasr
|n

=
=

phase ya ga

50 B. 3 fa{a R,‘axc i e 5@%@&;@ lum. léFPanS} de A
m xture 0 eldeﬂig témet nol( nd was crystalllzed as the oxalate salt
3-(4- propﬁa’ng efaxyml,.e%aﬁoh | (. PBOE M 1§6ﬁ’ido dm? -4 mmol) in
acetone (5 m) was stirre at room tenperat ure for 18 h The title corrpound

preci pid abyeueLEQoN t he sol ution and was collected by filtration to yield
0.58 g (679% . 55 15 EP O 384 288 Bl C
1, 2, 5, 6- t atF@bydyioyd;25abitgizel8-v)gdyriginopar gyl oxy- 1, 2, 5-t hi adi azol -3-yl ) pyridin
xal at e Sodi um borohydride (230 ng, 6 nmol) was added to a sol ution of-

3k(4 pr opar §ylacseltioh, @ sbdiunh (490 im@z 85 -nBrol)yib peryiraivohn) (15yml) wasadded Botthibe-1,2D5-68

g, 1. 93amblayiados- !E!)wahlel(4999@; 99gmny). Frie)migivrel wesh etiree aici0i* 6 rior 12 hcandrevappeated SThe
stirred atesifiuerwas disseived ip walax ansy extsqeigdorithtether The, omhingf @rganiahases wers dijestiendn
wat er and®v@Raat E'Mewat"’ﬂ“@tquwa@:et ate. The dried organi c phases were
evapor at ed and the residue was purifijied by columm chromatography [err]

: : 1 Sriadiazol3yirdome W PP e conpound was crystallized

€ gxa' it e @ k=% e7§ mm&& $143-Z0DSy1 D W thacieb 5 hoyridlhs 6785me,

3 oun |rre m temperature far 18 h T e tltle cFmpound ll'em itated fro

(4- cycltgf) élclfe |é}9 gggi/ SBIeaP 5 "8
cycl opropy car |noI ? m hydr| de (110 ng, 5 mmol) in

dry 154 eg, rﬁh—ﬁ&i’zﬂéﬂﬁ%—tﬁ@tﬁaz&% ﬁ-q ,2;%,65(&% JdJnm&frylpyndme oxalate )
3-(4-chloro-I,Z,5-thiadiazol -3-yl)pyridine (490 mg, 2.5 nmol) in dry

t et r ahydr of @odidin bokbHydride 3230 inf) 6 Fimbl) Wa adtied toSd doluticichf 844-BeRHBxj-EB-BNadltl-8yif-Or 3
h. Wat er wasthgpleaitiuma netiden@soming.t U8 embdRSn elénon@h.e%, 20 inl) afd BRI reactidhemiRiuiReas
phase wasstitted atd-arnal 16w AlEd bapearatioh the yésiiuel wakQfissorggd (fogr and extritedivith lethyleostaaund.
20 B. «8- Thé- drigd locganio phdsee tvére yeyapbratdd nd Itheardsidu@ qlurifigd \bly ) column robrotagtbgraphy dSin:, um

i odi de A elent: athy aceftateimpetiapbl (4: DX iToketitlé Cortitound was 4rystaliided astheloxalate salt from acetone to

3- (4- cycl g Sarid-pIAY-CL M- 287;1Gempelind 2@ - 3-y| ) pyri di ne (400 ng, 1.7 mmol)

I n acet one m) was stirred at roomtenperature for 36 h. The title
conmpound E@ﬂ-&ﬂated fromthe solution and was collected by filtration to

0
yield & 41 39(4_ 6b5ut yloxy)-1 ,2,5-thiadiazol-3-yl)pyridine

To a solution of 3-buten-1-0l (540 mg, 7.5 mmol) and sodium hydride (180 mg, 7.5 mmol) in dry

tetrahydrofuran was added a solution of 3-(4-chloro-1,2,5-thiadiazol-3-yl)pyridine (490 mg, 2.5 mmol) in dry

55 tetrahydrofuran. The reaction mixture was sfirred at room temperature for 1 h. Water was added and the

mixture was extracted with sther. The ether phase was dried and evaporated to yield 650 mg of the title
compound.
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C

3- (4 cycl opropyl net hoxy- 1, 2, 5-t hi adi azol y 1,2,5, 6-tetrahydro-1-nethylp
yridine oxal ate Sodi um borohydri de E(P1°7@4rt?§3384 mol ) was added to a
solution of 3- (4 cycl opropyl nmet hoxy-1, 2, 5-

t hi adi azol g t ridi mpum i odi , 1.1 mmol) in ethanol
(99 9% 20 B. B‘XEQ iadiazol lsnl rnggl ndrhrumrodrd irred at 0 C for

After evapor gf j0ie' i el Qg%atrﬁo YRP 79',,%2 al@sl 4-(§'b Brzy)fr Sufablab S R'f%gém‘f@%
ethyl acet aiesc oy i deSnots S has sHRASE oM BB A 31 % &ﬁ%

puri fi eds bk #eWBilion RAPREROBEBPEY fittkambr 6 yieR IBHERY (0685, hy acet at e/ met hanol
(4:1)). The title conpound was crystallized as the oxalate salt from

acet one t o cy$-@l@lodeiorH1,26Middiazdl-858-1,2,5blotrardarb:1-rhediyipPitiié otdlgtle 35 EXAMPLE 15
A. 3-(4-chloro-1,2,5-thiadiazol-3-yl)-I-nmet hyl pyridi ntumiodi de A solution
of 3- (4- chl orsadihm Dolohyidhde@itarg) I5:6 3nnydl))way addad fea Sollitiddf 8-{4-(3-Butenyidky)-12/5dniaviidty |
| odi de (4. 3%1)g-meBYIp@inumicibdidel (N.0%g.c2&mmolf bGthahd (988%, 80 mh) maditha reartdo mixture was

t enmper at ur etirfed jat A€ for, 1 R IAderevapoiatint tiwet resigua vas disdolved ie eratbryanfl pxtiacted withrethybacytelel d
3.40 g (100%¢ ddsd argesictphpdee wetsngyererated 48d the residue purified by column chromatography (SiOz,
3-(4- chI or glugnt:Bthgl achiptaimiethens] (43).\Ihy title cpmpougd west arvsielichd@s the pralata ey frpmh @eetans to
oxal at e 45 Yield 38850 AMey 41 2 M6 251 pfompgd U bor ohydri de (330 my, 8.6 mmol) in
et hanol 20 rrtg was added 3-(4-chloro-

1,2, 5-thi adH yl)- 1rrethy|pyr|d|n|um|od|de(l 46 g, 4.3 mmol) at

[er ‘ rred for 1 h at [err]. Water was added
ahg the mi frdegy TR acet ate After dryi ng t he et hyl
acetate zB’hasero |S’a‘6ﬁ‘%?rz%& 91 8" :ﬁ 9?% a in dry
chr omat ogr TaHGaL ada% %Lrutr% Gt & 4-%h| zretel rdlne

(9599 . O y yldro?u%' 'v&‘as %Erte rogm térﬁﬁe} fogé“ﬁ wha ﬁ‘w&é the
conpound. M’fh eth)él‘Srha wed oA dhtfe glve the tltle com ound
1,2,5,6- tetrahydro 3- (4 rrethoxyethoxy 1 2, 5-thi adr azo -3 yl)-1-nmet hyl pyri di

ne oxal ebtseBT@(«:azsmwtowmaetmﬁaﬁhr-m(mmyrmdmﬁmnamb) in 2-nmethoxyethanol (10
m ) was added 3-(4-chloro-1,2,5-
t hi adi azol - 3-A/inixtuis, &2 yripth@- utdtder(mdnmd vsmmmyrmbmwymy)omtmm.ﬂ-s ADpyfijne (78
mrol ) . The mgi 25 owel) wessetona (5 md)dvaa istirfed rat foorh dampé@tute ferni@ he Vimpitle edngpdund Tinezsipitated
r esi due wadonlitwsolutios @nd was\galieeted bynfitirationt tp aield®B8@I@%)et hyl acetate. The
conbi nedeor gani ¢ phases were dried and evaporat ed The trtle conpound was
crystalli z&d3- thiagligy b8 & W (Mp. [err];
Mt: 253; Conmpound 15%| EP O 384 288 Bl
3-(4-chl oro- 1302'"'!3 borg Hﬂﬁ‘ea(i’?ﬂ mg 47 |mmof) was added o4 §°!§!F§F' ?‘PEFYW@ Godfiackageli de
To a sol t3 H drfethylpyndrmum iodide (0.88 g,"2.35’'mmol) in ethanol (89 % )and the re ron mixture was
3-(4- ch|36r &"Tg 2‘% G R r“&%’cﬂ"apg' theyre "‘Qwé éﬁ"P’%ﬂw aj_‘"ﬁ’ﬂ ﬂ"H '@O? 70
ne aric wef:e SVARO| 81 Y‘W uwgs ' §°I§'B'|"
mg, 3.1 mm aceta me Iaol E?lt? cry xa sl fr acetone
1-chl or orrera r({~ BM@; ahel oro 8Th5ne at
[err]. The reac |on mx ure heal' 8 o err evaporated The
resi due ypagxgmgoisved i n net hanoI and heated to refI ux for 1 h. After
cooling toToomtenperature the precipitate was collected by filtration to
yi el d 320 nys-(apltdihrgyiéy!12-5-thigdidzbi-3-yipyridis®l and 203; Conpound 17). E.
3-(4-butoxy-T1, 2, 5-thradiazol-3-yI)-1,2,5,6-tetrahydropyridine oxalate 10 To
a solution ofTosomuttm df bEopPargy alcéhobiazmag, )75| mmdly dndtsadigh hydlie (18) mgverss asioleid dry
3- (4- chl4er tetrahydrobiran lwas dddaa @lselutidn pt 3-(4higroB 25-thialiazat3yytipydidipe {480 mg, 2.5 mmol) in dry
hydr ochl or tetfehyd@f@annihe rdactionphixture Wae stiredt room temperaturefond $. Water wascadgéd gndriie]
for 1 h. Amixure waszgytwactediniih ethére Thecotfietiphasenmas diedsand|eyapdrated tanrigld F30amgl (98%) efdleat ed
wi th et hyl titecesmpgeund. The et hyl acetate phase was dried and evaporated to
gi ve an oi l Cr stal i zatron as. the oxaI ate salt from 15 acetone
gave the?t Bl qgol-Syhid-mafhyipy flo [err] M 239;
Conpound 18)

3- (4-chl oro- f?”“gr éhgz%’é\“ ‘r"”’E?P?[3 'aﬂﬁ'al')@’ﬂ'i"'tﬂ(r

f 3-(4-chf} ra RARSeynd g Pagt %
?od d(e (02 ?ﬁ‘}’%%é?éz Kl g'e 0 §\ﬂg % rred at [er?] for 16 h.
The precr prtate was col |l ected by frItratron gi ving the
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title"conpound. Yield: 510 (260/() 25 B.

3- (4 chloro-1, 2, 5- thladlazol L% th 2,5, 6-tetrahydropyridine
oxal ate To a 'suspension of SOdI u B&W)%?Pde (170 nmg, 4.5 mml) in ethanol

(10: M) was added 3-(4-chloro- 1,2,5-thiadiazol-3-yl)-1 -ethylpyridinium

| odi de- (540, W oo 1 babdrdyioT 155 Hishith &y iR i Tor L h at
[err]. Wate e acteo—w et hyl acetate.
Af t d

L 9 el ‘%ﬁ%‘“%&f‘ﬁﬁﬁﬁ?ﬁ% phere A i

(4:1)) 5 Cstwrs& aIJ b&&tﬂrpnﬂaene& ddorMef tHeGeshiub Wad J.@%@Q@&aa%n&@a&tmﬁmuh aBotate.
conpound 1 dfie bidaniOphatbs werdl eRapolafdh lahd thd/tesidde?RasPiftied By colbaTaHIMAbgrASHY- (Si02,
EXAVPLE  1dluehP efflyl adetdtéimethdnon(¥:1)fl TRe fite lcbrhiiindBwas crystaliided s @b bislai)sal fdriadstohée Bdi de
A sol ut i ofieldB003nd. 4M.01 188G M, Bs;Comboumdit®zol - 3-yl ) pyridine (0.90 g, 4.3 mmol)
and ethyl iodide (2.03 g, 13 mmol) in acetone (4 m) was stirred at [err]
for 16h. EXAMPLBréci pitate was collected by filtration giving the 40 title
conmpound to y| eI d 1. 34 g (86% B.
3- (4- et ho&y8 pdiprol-3-yhpyriding - 1, 2, 5, 6tetrahydropyr|d|ne
oxal ate To a sus Si on of SOdI um bor ohydri de (410 , nmol
et hanol (10 TR3) 30&6@ o4 Gyragropyl am"@t ﬁ@‘k’?‘g 5““0'13'21 @d'v'nlhaendaﬁﬁpm |")“J°l) in dry
-et hyl g¥r T{;}gggg:g:ﬁﬁgg Hﬁgﬂ’é‘e °%\SM’E" gtlffgﬁ %"%’T“a ’f;g’ py"df'f?e“%% s ég“'%%%“ dry
stirred f

w 1 et hy[Pafecyase i ety ihe w&%t%seewaﬁwe “OLLHPE ey g%f%ggd
ahd the r &8I %s purified by colum chromat ography (eluent: ethyl ace-

tat |eé|m;§ hg%M@xﬁ ludid oo b P1\44 KilunGodifs! d from acetone gave a
yield of ©

—IM+: 239; Conpound 20).

50 EXANPLE lxture of meth iodide (0.25 mil, 4 mmol) and 3-(4-cycl ropylmethoxy-1,2 5-thlad|azol-3-yl)pyr|dme

3- (4-hept gb@mg 1.7 Zmmo 'a%Sibn%Z(@ ml?w!é Yiirrbel &t Roof- toiRbarahdhy Gdr B8l ffﬁ e Bofipoéhane
oxal at e Sprecipitated eoramseblwoherm»@fscara bd 69 it tweud 4g®s%).i n 1-heptanol (10
m ) wags added 3-(4-chloro-1, 2,5-thiadi azol -

3-yl)-1, 2¢5%- @-cwdproahmh@y-l-amudgab@m)—d 25 6-tevginidet 1emdt Iy riding, oxdiateol ) . The
reaction mxture was stirred at 50 C for 18 h. After evaporation the

resi due was Sddigs dbrolariden(1 ¥ tngr 4.4umahol yias added do wi silitiop toh $4(4-cyclepragyimettibiae1, 25-hy |
acet at e pthiadiazoléxg)-timetbyipyeidiolure Vadide (410 anb, 114 nyallein @thang] [99.9%; 9G& () lahd thatreagtipnas
t he oxat amixtussawas sfiredrat Bt@fophb. After evaparftion)thg SsidgRBasRiissejeddn water apd exiracted with
conmpound. eﬂw' gdcefate 2 Vs diipd( qraamic. phamgspwerp cvappratefiand Jthes residuggs) pdrified )by eimPLE
19 5 A QOEPHY PGz n ¢! P?ﬁ'k h aoptatsimepagh (4ailo Thesiitlp) compRUNg iwaR crydialized 8f thei on
of 3-pent ?ﬁ'a"f SG'F f"i’“i opgyto Yigid AR g (MR 15356 Min?Hy eamrawnd(1$10 ng, 9 mmol) i n

dry tetra an was added a sol ution of

3-@.-cﬁ7 o%&cpq—%ﬂé-thl adi azol - 3-yl )pyridine (590 ng, 3 mml) in dry
tettahydr ofuy 2 ) | irred at roomtenperature for 1
h. Water :J’J“ ***** —the u Irlm%dtetract ed with ether. The ether

phase was dr s%ﬂ d’?ﬂ# 3‘?4’@%?6 £, i22084-Yifp dﬂf {éi‘ém %&‘ ethlp iodide (4.25
3-(4- (30 ID(%F?\B L 3]"%1:5 Igl) @a&gﬂ ga?-kg tém Qtur; B THY 'blle blfl*eu\DQs &ﬁécg% bg
m xture 0f.|mﬁeﬁ Weld ditle cSpBIRY. _

3-(4- (3-pentynyl oxy) - 1 2 5 th| adi azol - 3- yI )pyr| dine (3 15 mmol) in acetone
(10 M) wes3-@ichioroed, 5amadramm yh)-&.88 Btaiahiide- TEmdthylpridine okdle t i t | € conpound
precipitated fromthe solution and was collected by filtration to yield

0. 68 g« 59%To a@uspension of sodium borohydride (330 mg, 8.6 mmol) in ethanol (20 ml) was added 3-(4-chloro-

3- (4- ( 3- pbabhingdlazok§-yl)- -mEthBPmdmlam|1dei9|(t@wl4)5m02 ab0 BC. {The readiipnl mixtufie- waststiryadpyr i
di ne oxal fat &h200° C. Wetns izt pdded prstipel mixtiee was3@traglgd with MIEZGWM@MM the ethy!

sol uti on @Pta®.phasq é‘ﬁt’iﬁ 8ndy the yesjdug ‘”Pﬁlp pd by columo 4 m%°9'i@!'h>ﬁ“f99’$ e#¥Ini um

i odi de ( 02agHteyMethanpl Teldl: 88Q: g {9RH)- €y ?Ja'!?%m gh Qyafic a% rorm @cqteng @evedhe title
mi xt ur & \/\Bﬁé”pg‘f’\dr%1%i't C r‘?]5 gnd 2171 Compolad 18- evaporation the resi due was

di ssol ved |1r5g@ trahygtl' 9(461%1(& oXY hoxy-y\éémlaglazoﬁ-yl)d -methylpyridine oxalate

To a solution of sodium (120 mg, 5 mmol) in 2-methoxyethanol {10 ml) was added 3-(4-chloro-1,2,5-
56 thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridine oxalate (310 mg, 1 mmol). The mixture was stirred at
50°C for 18 h and evaporated. The residue was dissolved in water and extracted with ethyl acetate. The
combined organic phases were dried and evaporated. The title compound was crystallized as the oxalate

salt from acetone to yield 270 mg. (M.p. 152.1°C; M*: 253; Compound 15).
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dcetate. The dried organic phases were evaporat ed and the residue was
purified by colum chronmatog- raphy (Si G2, eluent: ethyl acetate/methanol
(4:1)). The title conpound was cry&PA$342B3BIs t he oxal ate salt 25 from
acetone to yield 240 ng. (Mp. [err]; M+ 263; Conpound 22). EXAMPLE 20 A

3-(4-(4-pent I 2. 5-1hi I-’J ﬁl é ,5" go To a sol utjon of
4- pent en- 1?J 5]1 L %‘ r}do rochlor 260 ng, 7.5 mol) in

dry tet rahydr'l% o V}@ -(é&\ﬂ» Q&I&BI- = -1@c ahydro- - ylpyr|d| (670 mg, 3.1 mmol)
3- (4-chl or Gy 112 oré%‘l wa§ aX p&@ohﬁb or E&O g

t et r ahydg ofy léfdﬁ-,ﬂlorogi ra@@rd TR reltd Mikkire VR h§$técf t’b‘i@ @¥or EQCHRH &B&%@ TH& (%31 &H

h. Vter wWags gisddRed RNebiiahst aRd Hdatdli %o MBS 181 h.aGbiIEsboliNg 18 B hGihperaldié the pRBibitate
phase was @aé &iﬂeo?dﬂdayﬁl(uﬁtibﬁﬁ@ﬁékﬂﬁb%ﬂh% M)s: 224 € @+: 20N3Ha 20F Cordfould 17).
3-(4-(4-pentenyl oxy)-1, 2,5-thiadi azol -3-yl)-1-net hyl pyridi niumiodi-de A

m xt ure of Eng{4kbutox '-Dzis-ﬂimdiéﬁl-ﬁymi,a,s,e‘éteﬁahwfaﬂy)idimmialate

3-(4-(4-wpentenyl oxy)-1, 2,5-thiadi azol -3-yl)pyridine (2.5 mmpl) in acetone
(10 m) was stoia soltionzlf sqdpion(l $0emg &:5atreni)dn 1-butandB(15iml) Waseaddéed 3-@-ctiony @driladiazol-
preci pi t at a1 2§ $rtet@hydrpyricine Undrenhlodded240amg. dohinelk: Teadrepgiorf inbdureawas stiredat §9 €1 d
0.67 g (69%y.1 IcAfter evaporation the residue was dissolved in water and extracted with ethyl acetate. The ethyl

3- (4- ( 4- peraceiais Plnsg, yas) dripd 20q BYagefatad i) wvs-aqul -(300omg). @V%t@tz?tﬁhgﬁfhﬁ 013'%P‘#'Fyfr°ﬂyr|
di ne oxa’FataEﬁt‘BS@F‘@ﬁ'?ed@? ERPRINdgeid: 1EQme{52%), (MR 78145 S Mb 38R Compoynds 18-yt i on’ of

3 (4- (4 penten onsy) 1, 2,5-thiadi azol- 45 3-yl)-1- rrethylpyrldl ni um i odi de

.—%—Wﬁeﬁ-}ln et hanol (99 9% 15 m) and the reaction m xture was
sLJ/rred at | for bl Afdl ation the residue was dissolved in
wat er an 5 ri ed organi c phases were

d
i m“%%w M e i 0
as the oxalggd &,n.% Ex&f,&@moa,ggzg%g yi el [err

Conmpound 23). MPLE 21 A
3- (4- ( 2-3r @Ps-pydnRIY2; slthiddieotdnacityrnd 5, Seiahy drysvriblhd ¥xalbth To a sol ution of
allyl al cohol (650 ng, 9 mmol) and sodi um hydride. ng, 9 mol) in dry

t et r ahydr of urrne samensichdef Godiuns biraHydrizie (17D mg, 4.5 mmol) in ethanol (10 ml) was added 3-(4-chloro-

4- chl or d:25:18adizeH3yid tethgipyridBiuml idider(s 10imge 1.6 HBG) Y * C3 Themikipreiwas ekirgd for 1 h at

r ahydr ofoa€.aWaterTivas addedcanddie mixtuteuwas exiasted twith ethy agetate.oAder drging direadtoml ecetater 1
h VAt ersowdhase dwks devaporatadhendnthg tresidue \wees nuikified alevt eadunyi thisoresttdgeaphy  Tefente ethir ace-
phase was dat¢/mehanpld4: @)/é%wta&zaé@n vith Qyhligeacid remtacetpne agvmipe tifledcompeund to fipld G0 384
288 Bl B. Mp4l43.Ci W og78/apd hySeampoynddd) hi adi azol - 3-yl ) - 1- et hyl pyri di ni um
iodide A mxture of nethyl iodide (0.4 m, 6 mml) and
3- (4-(2- yr&ﬁéﬂ%ﬂ) 1,2, 5-t hi adi azol - 3-yl ) pyridine (3 mol) in acetone (5
my was t|r at Y The title corrpound
pr%{:l piti aué’? Urehiony {Qﬂn@a;g 3 d)f‘.t'é‘{éy?pm‘gm\'%?d %) lected by filtration to give
0.96 g (88/() lution of 3- (4» 5-t ladlazol-s- ne l) a | io 2.03
3- (4 (2 pr?rﬂ% X)i rz L&fo T;’?lgkrgi ;}‘agié—"é:g ycht tion-givi 'tﬁ’&’”
di ne oxa,Joatu@e %bd,l.mt g,@ to a soldtion

of 3-(4-(2-propenyloxy)-1, 2, 5- 10 th| adi azol - 3- yI) 1- net hyl pyri di ni um

i odi de (0. ¥o3-Prethdxp mta}:.aions- f-Hehdh 2,6 88%rBirogidib dxaRidd t he reaction

m xture was stirred at -I0 Ctor 1 h. After evaporation the residue was
di ssol ved i n Twed sispeasich o xddivbrChotalydtidé (#1@in,y1i0.8avanedl)ad ehandiD roly waachdaydBaiHetBoxy-
phases wer d2&vbigitazeli3ei)-1 @thglipyridimiumdediddu32\.S3.60mmolf at@d Chthe abttarerwas stirred for 1 h at
chr omat ogr &phyWhter wds, addédumdithe wixtuyel wascearastod /wite ethpireobtate JAfS) Jrying, e éthyll lagptate
conmpound wahkase rwast eyporateddandsthe residus araa t purified | by €oluvm elrenatageapiyo (ejuent! d@th@d7@eny.
(M p. [ er r Jlate/mgthanol 3(2:1)).Conrpializalion 2uith oxalls aEidAiem Eceigne /gave a yield of 0.49 g of the title

3- (4- oct yI Gproynd? (Mp.1R9-18%1* BT 239 Gemmeyndi Q) ne

EXAMPLE 18

3-(4-heptyloxy-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridine oxalate

85 To a solution of sodium (120 mg, 5 mmol) in 1-heptanol (10 mi) was added 3-{4-chloro-1,2,5-thiadiazol-
3-yl)-1,2,5,6-tetrahydro-1-methylpyridine oxalate (310 mg, 1 mmol). The reaction mixture was stirred at
50°C for 18 h. After evaporation the residue was dissolved in water and extracted with ethyl acetate. The
ethy! acetate phase was dried and evaporated to give an oil. Crystallization as the oxalate salt from acetone
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20 ' To a solution of sodium (350 ng, 15 nnol) in 1l-octanol (10 m) was
added 3- (4-chloro-1, 2, 5-thi adi azol - 3- & ridine (590 ng, 3 nmmol). The
m xture was stirred at [err] for EPH%KG gééporated The resi due was

di ssolved in water and extracted with nethyl ene chloride. The conbi ned

or gani ¢ phas

o e RS meToBednd. Y2 OR o ABEY RS fed-R, B Wik Bbpdind G SO PO 20 &

met hyl i%ﬂ@%m, 15 rrm)l) and
3-(4-oct 5-t hi adi azol - 3- yI)pyrldi ne (3 mmol) in acetone (5 n) was

stirreq af a(R@PhGReNA LY iRadadi-3 dinelN€ title conpound precipitated from
t he squt'l‘O‘n(—g%—vw . T Jyﬁpyt:lmeatlonto yield 0.81 g (629 . 30 C

3- (4-octyl oxy-alsokeidr bi3-pshtyAA Rl (730 Yho, 9lmmolp aft kv yerlded 310 WY YR indérpe
oxal at e Selhydniiar eftysiiedle sqidids) oNB{4-chio®-1[P5hiddidsa3-ydslaaie {500 thgS® kinfol) Garp

3- (4- oct yibieakydrdiyran. Thé Riactidh aibdire Wasystijred dt-rodei Ryrpgrtiniedorn hirwdted asl @dde .afidl thg ,

1. 87 mmol nixtuie wes baracdd Wil 3thB/Fheldthenbasewad driétband @eaporatod torgive thertide vantpodid.
stirred at [err] for 1 h. After evaporation the residue was dissolved in
wat er andB.Sx4-(Saettpylony){l12.5dhidviszol bl anethylpyridiniudyiedidd or gani ¢ phases were
evaporated and the residue was purified by col um chromato raphy [err]

el uent : et hfimiderachmathyhdedife {8, mi. mmpl) aﬂ%%‘“‘t@f?"@“t’@ﬁbb&ﬁﬁ“ zol-g-yhipyiidine| 8 z ed
as t he’oxamel @ aselere (10 Bhiwaz siredat rogin yampprgtureder 18- Thejitis compaqupq pregipitated from
Conpound th‘-ﬁolutlgmand presgoipcied Py fllgatlon to yield 0.68 g (59%)

3- (7 (3- heXy y e To a sol ution of
3rexyn- 1= JCkhieRte Fraiudipr aehipyddine a8 1pl) in dry 45
tetrah dro

L s h,%fﬂ “i"k%ﬁﬁ%’ R &935’; o A g

tet rahydré’ﬁ r&H Qt“ 10 ﬁerﬁ%tér a}f&nui'ia@ rdiRiSe Whe &.és%ﬁiec% vt;aﬁa?'zh& @HB&E%H{ Gnyior 1
h. Vater wasieafid |e&19 Badid B‘nagasxvpdrg SvalBsteE Hid" tAS leSitue'\vds buRiied By - colliMR cf%rhﬁ&g-
phase wasaghyl (@@2 aamémeatﬁmeaét&.detﬁéao:qu WE Thé Bttel dolnbSung WEP BY&slizePas the oxalate salt

3- (4- (& hedryaR¥ibow yiol 220 Mg ip2EBAGOIC; W+:)063; Compaabd1ad)pyr | di ni um i odi de 50 A
m xture of nmethyl i1odide (1 m, 15 nmol) and

3-(4-(3- hesmyryEexy) - 1, 2, 5-t hi adi azol -3-yl ) pyridine (3 nmol) in acetone (5

), was stirred at roomtenperatue for 18 h. The title conmpound
preci pi t aA.Sd4-t4rponierylory)d @I5tfiadiaaol-dtylowidise col | ected by filtration to yield
0.85 g(71 %9. 55 C
3- (4-(3-hex Sg‘ﬂ batjon.- 014-2’°$°fth¢'a(@|10a29)|7-%mylpl) ard sodigmehydidder (@60, @g.0-5 mmed iy gy r i d
i ne oxal de WHWWWUH@ @%‘3’@‘"1 Z5-thineipaol-Gudipyrising 4490 . &5 emllin &¥ of
3-(4-(3- Hé"f;gre s ');"1’92""!3“ MR vas,ired &.rgom tel'.“-”ﬂ"é‘t"?/ ‘[v9 I%‘?‘il"’(ﬁ‘ﬁﬁ‘i"lﬁdlaﬂ%theo 85

i

g, 2.1 mB %%w'fh(eﬁgf 5'% Wopfm wagistiod 9 SFaearEed Byoiv et tle eompaunds o
E@ 3%4 B1 SI q . After evaporation the residue was
di SSol ved- : Fun A% e. The dried organl c

- 3:4a-E-pontpnylox ;
phases were,exapo f%e‘ig% %ﬁ&'eg%‘?mr?%%ﬁ an i#ﬁ f5 t?¥s%1°d ol-3-§
raphy [erglo gL)e %@Q%me( W LA Ll Jurﬁo WT%“} %J& #o
crystal,al 'tﬁ@ %aé) @Jd%y% fion td' K
7; Conpound 26). 5 EXA

3 (4 (3 netstwk«a—p%mwoew |o@4diadiakol3-y}-1 .tzfs'saaaawr-aetwu}ynwdxala@e 10 To a
solution of 3-nethyl-2-buten-I-of (780 ng, 9 mmol) and sodr um hydride (310
ng, 9 ol ) Sediuntboyohlyeride 2459 ehgp4 timal) wiaidethd @Golation @F 3+{4HDPentbhyloxy)-1,2,5-thiadiazol-
3- (4- chl o3-w)-1km@hyIpytidiniansl icelide (0-63-gy t [ yimhot)i i ethdnbl(B0.9%6}, 15 3niNandIthe redttich iixture was
t et r ahydrsiifred- @n-10 ‘Ther 1 daditercavaporatignuthe rasige was dissellecaln wateo ind exipetsdivithr ethyfl or
0. 3 h. WaceintenEho digd etganichphasdsewend svaporaded ersl the tesidiest was puiified bgtchlemn chirbreateg-her
phase wasrarhy i (8102, catngnizothy) geeiatadmethanol d#:1)k Thé titlet dompeund wap crysialized s thi oxalate salt

3- (4- ( 3- rfeeragptone.tp yield 150 Be-\(ip114p-142°ChME @6% Lorragnd/23).- 1- et hyl pyri di ni um
i odi de®®A mi xture of nethyl iodide (1 m, 15 mmol) and
3- (4- (3- nBPMPEE 3 1yt enyl oxy) - 1, 2, 5- t hi adi azol - 3-yI ) -

A. 3-(4-(2-propenyloxy)-1,2,5-thiadiazol-3-yl)pyridine

55 To a solution of allyl alcohol (650 mg, 9 mmol) and sodium hydride (310 mg, © mmol) in dry
tetrahydrofuran was added a solution of 3-(4-chloro-1,2,5-thiadiazol-3-yl)pyridine (590 mg, 3 mmol) in dry
tetrahydrofuran. The reaction mixture was stirred at room temperature for 1 h. Water was added and the
mixture was extracted with ether. The ether phase was dried and evaporated to give the title compound.
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'pyridine (3 nmol) in acetone (3 m) was stirred at roomtenperature for 18
h. The title conpound precipitated fromthe solution and was col | ected by
filtration to yield 0.92 g (79% . X5 @384288B1

3-(4- (3-net hyl - 2- butenyl oxy) 1,2,5-thi ad| azol - 3- yI)-1,2,5, 6-tetrahydro-1-nme
thyl pyridin ) ] Jioalle M0 ) Was added to a

sol ution of=

thi adi azol - 3- mxfu;le &%JM w.as ?Uﬁhp%‘rhrﬂ&b de s((ﬂt%pgnyl&yﬁ FBRbdiazbiy- m,haam@#é

(99.9% 15 nma iP&Btohd (€ QRS khirfal atieom Bhnpbretln@ OMIE h.Sitnb ilﬁe%m%und pracibitiatddfrof

After evap%latoharmwaheolka& KiLRraéhSto ﬁb&@éﬂ y@6ke).n water and extracted with

ethyl acetate. The dried organi c phases were evaporated and the residue was

purified by. splRpdpaRbIaL 6-Giadnto)s-IpT,2,5,6-0lrbtio:1-netiyiplridae ekaiee/ Met hanol

(4:1)). The title conpound was crystallized as the oxalate salt from

acet one t o yiSsdidm3@Gohpdride ((MOpmg.[ &5 rmimol)\Mvas &6Bd tCanmiutiond o2 3Y4-(2-BOpEnYIANPILES2 5

A, 3- ( 4-1p 3 iHirdtaeahPyh-2-metbylpwitiniBmSodide Q46 gz &b nBroj)l ih ptharioti (988% 185 al)santl thei reactiot

3- but en- 2- olixtyre &as stiged 8t ARSI for &hdAfen dyaneratiop dhei residue B9 diseplved) inwatdr jand extréetgd 35

t et r ahydr ofih gihylvagstatadtheddrigd Srgianie pasesoyere evaporated and the residue was purified by column

3- (4- chl or gbramatogsaphy, (%Ps. sent:- o q% W%‘m‘é #Hpgd h?rgﬂe PRV was ergialjzed as the

t et r ahydr oP¥Aaisalt ¥ea agatons foj visld 27D g WBAs13Z G M 2P a@"t%‘ﬁ'ﬁtzﬂ)errperature f or

18 h V\a’fer K@é ggded and the mxture was extracted with ether. The ether

evapor at ed to give the title conpound. B.

zol -3-yl)-1-met hyl pyri di ni umi odi de 40

nmol ) and

3- (4 (3-Jut en%l %T %hyt)f Sddiin @50 il qg'nﬁﬁo@'n Book |R¥lf|’n %ea hl%roiﬂis shfse
(3 nl) was 3 )ﬂ)fﬂdl L mb 09:% ? ﬁ@cful’ér was sﬁ'Fed]a Sd"Cf %o&%@pﬁﬁq idue was
preci pi t at gsdive® M Wil& andlelttabiod wﬁ\'nﬁteﬂqﬁ&ecdﬂ'ohd:écﬁ'&dco%méd brbénﬁ:t pHashs twareYdriBh @nd

0. 73 g (65%apordiad t0lgive the title compound.
3-(4-(3-butenyl -2-o0xy)-1, 2,5-thiadiazol -3-yl)-1, 2,5, 6-tetrahydro-1-net hyl py

ridine oa:alaaa@@dkwmbmraampm-wplem&aﬂﬂrmgumt‘md.asml) was added to a solution
of 3-(4-(3-butenyl-2-oxy)-1,2,5- thiadiazol-3-yl)-1-nethylpyridiniumiodide
(0.73 g. 1.9 Amixiue ofmeﬂwhadmsl (1 (M3.91596dol)1ebd @ (§-octyivoty-1 ,R.6-thizdimed-B-gipyridinet (8 menol)drs
stirred at afetme S intwaDstFedat ratint emparstarp dar 48 hothe tiitieecompgund yreecinitateddionstd sabition n
wat er and @nd wascokeded by fitiration loyleld|0.84 gd®2le. The dried organi c phases were
evapor at®d and the re5| due was ur|f|ed by col um chronmat ography [err],

el uent: et [y B-(4-actvlony-b2.5 gokd-yi} 142.5.6-trahygip-1/methylg ’un-’-u’-im Was Crystal lized

as the oxal ate saIt from acetone to eI d 270 30 L 51;

Conpound 2 8) rohydrl oI |o of -(4-0 tyloxy-1 25-th|ad|azol-3 -yl)-

l) and-the

3 - (4-(4- heX¢ ﬁg#ﬂ "‘ e 12 bfluge,
Lexen-1- g A dat%dhe d th t;'}f’b g“h lgd’fg?

oo ot ot e il i e Wi

3-(4-chlor I&,ag%%a (lg ?:P&’zs m%H I'n d’?

t et rahydr of ur an. The reactlon mxture was stlrre at roomterrperaturefor 1

h. Wt erpwaxapides and the m xture was extracted with ether. The ether
phase was dried and evaporated to give the title conpound. 10 B.

3- (4- ( 4- hexenyh@Kanyloxyds12:5tthiadedolaapyriding/| ) - 1- met hyl pyri di ni um i odi de A

m xture of nethyl 1odide (1 m, 15 nmol) and

3- (4- (4- hexerpl axylutioh, &, Fhekymi-1andl | (8800rhg, 33 yrimo) yand Gbdign (hgdride8i0 Mgy R c@io) e dd
m) was 48t itetrakeydrofuran vas avided rpslutidnuof 8-(4-chiord 82, Brihiafiazol-3-y lipyrigire (6990og 8 mmol) in dry
preci pi t at ¢dralfydefuranhEhegedction mintuegrys \sirsed b rdomcterapprdtiye for [t thr Waleowast asldgd anddhe
-0.54 g (45%ixturq_5asg)dracted with ether. The ether phase was dried and evaporated to give the title compound.

3- (4-(4-hexenyl oxy)-1, 2, 5- th|ad|azol 3 yI) 1 2,5, 6-tetrahydro-1-net hyl pyrid
i ne oxal at & SEdr-IRYNEXY t' iazol-Bryl)-1ympthylgyrid lh”' added to a soI ution of

3(4(45ﬁexen | 0 %fl 19 %I 'd) gE r|d| % gé? 54
ol 4- yridine (3
g9, 1.3 In?mo) lnxa&ci one @ mi)was’ rr room t mperﬁa ue?kéel( compound precnpl a d from the

solution and was collscted by filtration to yield 0.85 g (71%).

§5 C. 3-(4-(3-hexynyloxy)-1,2,5-thiadiazol-3-yi)-1,2,5,8-tetrahydro-1-methylpyridine oxalate

Sodium borohydride (190 mg, 5 mmol) was added to a solution of 3-(4-(3-hexynyloxy)-1,2,5-thiadiazol-
3-yl)-1-methylpyridinium iodide (0.85 g, 2.1 mmol) in ethanol (99.9%, 10 ml) and the reaction mixture was
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20. stirred at -10 Cfor 0.5 h. After evaporation the residue was dissolved
in water and extracted with et hyl acetate. The dried organi c phases were
evaporated and the residue was puFP{0i384288Bdol unm chromat og- raphy (Si Q2

el uent: et hyI acet at e/ rret hanol (4:1)). The title corrpound was crystalli zed

as the SX at} & f CEtvO %?mlct)nothglr93| ue ]wgsodlgglveé \Pater anc'i relt:‘actw wuth2 Zt%yl
Conpoun vapo ated a d sidue was. purified hy column chromatog-
trans-3- ( iﬁ(ﬁ (g“ioo)ﬂp VA el tod Salhd
trans- 3- h MEAE

dry 30 tetrahydrofuran was ad ed a sol ution o .
3-(4 chl oggadeLB 29- t hi adi azol -3-yl) pyridine (590 ng, 3 nmol ) in dry
tetrahydrofuran. The reaction mixture was stirred at roomtenperature for 1
h. Vater messa-genisell-2Balerlyloy)-Tp SiHiddRz0Mgl) pyidma@ct ed with et her. The et her
phase was dried and evaporated to give the title conpound. B.

t rans- 3 ( 4- (3alseitdn pf Bgthyl-P;biltefr1-bINVE00Ng 2ahmdl-and edimntetitidel (BN0rmgl O mmothin dgli de
35 A mi xt tetrahydrbfunam hs/ addpd d isolgtiof bf Bri4-chib®-1Rpcthipdiazpict-W)piaidise $90 Mg( 3-mmol) in dry
hexenyl oxigiahtdrofurgn.{Thé redétior abduds yas)stiyed afirgem terBpanatiwsé Jor D3 haWetsiowas addedrang thag s
stirred amidursores ediepied with pther. fTag etfieg Phpse Tescdripd andevapeisies inaiveiheditle pemeginsd f r om
the solution and vvas coIIected by_flltratlon to yleld 0.90 g (75%. 40 C
trans- 3% (B-%4&Gyne 1.2.54higdigzoldyhri-methy lidg 6-t et rahydr o- 1- et hy

| pyri di ne oxaj at o SOd L pr hydr I) n r\;irqllw(s-methyle gute"r\%oxy% g S-g-uadlazo?S -yl)-

X5
solufion of A% ‘? %f ’(“ﬂh | A ?
t hizadi azof¥ridn d?r\}‘: a“tra u éP% ?en?tr)]]—'j f Etl:? %(’f'}ggﬁgl

(99. 9%,, 1ReqR te fr?i" rt“e’ac dlvf)aﬁ"% x Ree sY'er 0849
After eva 3SR 2 t ed 45 with
et hyl aceear@t(d |§ ll‘é@@tétrgm)é@ 15thet ?9 %o&ﬂ_ﬁé& oot
purified by segbh BbrotyRfide B0, %Wol)[ﬁisrahded% '4&Bitition BF BY4- (3%@.9@&4 SERNDS-
(4:1)). ThRdibdokd-R)-CRARAIAGINR SodRE Y6420, 3.7 RtholRSh SRR & MRl :f’“ﬁs QéHctuon
acet ones t Rixdutetkad sthidd a0~ € Mr 0.5 H| Afier bvapdition 2h6Fesidue Was tiBsdived h - wateX &l ixfracttd

A, Ci - 3- yith éthl RESHIER Y6 @dt) ordanit, Shatdd iwaell Sv@dratedt 3hid)twy fekithieNwas Tsurifed S8yl doluim@n of
Ci S- 2- penthesimalog@phy( (881, élugnt: Sthpnazbtatedratharb dit 10)NTHey itk | cd@pdudd Gas1erystllizadras jhei n
dry, tetr abpechitirarnaceass tadidid 38amg.@Mpt 15015101C; M*: 265; Compound 27).

3-(4-chloro-1, 2,5-thiadi azol -3-yl) pyridine (590 ng, 3 nmmol) in dry 55

t et r ahyalr BXAMP4E 25 The reaction m xture was stirred at roomtenperature for 1

h. Water vvas added and the mxture was extracted with ether. The ether
phase wasAdr(t-Epuipny|-2x clipzel @ng he title conpound. 21 EP 0 384

I n

288 Bl B.

Ci st 3r 4- é ﬁg@f@ﬂw 8% :gn W:l (6? ;::Jl n:e : g:%_ﬁgl @&g‘fﬁ% Q"E;?;E%gde A
3 4- rﬁ‘fﬁ t

(CISSm ) (was'x%’ %Ct?a(srzg’om %‘?eé ua'rs 2% d" g' eﬂs&?’h \‘ggﬁsc'de one

b eci bi { ahog aa%iarﬁ,enm%xéq 2SR dg0 DY 1111 alion Lo yield

ci s-3-(4- (Zana;anerwheeﬁyn).oalde%a S, 0131 PR |3-(£ aVuteny)-2-8xyi1 O 5 ifdalaBdh s Rrdine @E Dy |
pyridine gl MlaBotsHa @ MYWRDSIREY &tlréctPteidoriursibr 18, TBlitle COmBoundlkeSipitetdd flom the

sol uti on gdutién dhd Srad cbiléctod g Hiltrtd) kayield 0.43 2(66%). 10

t hi adi azol -3-yl)-1-net hyl pyridiniumiodide (0.53 g, 1.3 mmol) in ethanol
(199. 9%ps 16. H-3-lasedyli2hoay)ri @HebiadiaackIiyR il 215@-tetabydak i-metiydbyading oxalaty f or 0.5 h.
After evaporation the residue was dissolved. in water and extracted with

et hyl acet aSediunTberobirdrided (180 gemi T mpiohiswas added teew agoluticnt of3-tr(dtbuterel-2-esf e was
purified h?d'%?el'ﬁj\ﬁ)nﬁnﬂhwlw 999 (-8 9.]1.2 mmalk it ethagel H99.9%,c15t rall eridhibe treealisn
(4:1)). TRiture was stired ph Qe RS th}% P‘éFPP’PfPéd‘eags"iuhé’%ﬁ'&ﬁ%@‘b'“d@ﬁ arfdy epsigcted
acet oné tU "@’I’ aceﬂ‘ia d"‘{dl\/\"?zl"'c[ fr-ovapagated and oy epiguesvas puriisd by gofure 29

2 © 1)) tle as crystallized as the
A cis-3- alat salt from ﬁgonet ield 270 z\ggtF(Mp 1@1@3&5&0 l\%“ gxﬂ:}mg‘e?

55
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20. ' To a solution of cis-2-hexen-1-ol (900 ng, 9 mmol) and sodi um
hydrlde (310 ng, 9 mmol) in dry tetrahydrofuran was added a sol uti on of
3-(4-chloro-1,2,5-thiadiazol -3-yl ) ERQ#4 M BIS00 ng, 3 mml) in dry
tetsahydrofuran. The reaction m xture was stirred at roomtenperature for 1
h. Water and the m xture was extracted with ether. The ether
phase vvas\,%zﬁgﬂ-%?;d evaporated to give the title conpound. 25 B.
cis-3-(4-(ad @&L Sniedio 13_@ &R - 3- yI) 1- net hyl pyri di nium i odi de A
m xt ure of 1)

Ci s- 3- (45 (12- hRXgRyilidK Yor ﬂhe%nﬁa‘nhgoa%@zmm%nyéna QMJuﬁnQ“thﬁldS J31077Rg,) 9 oGP laRNe
(4 m) Was teibhydfoftfhn dfas 'h@dbmaté%mr@@(&@nlgr@f 2é—&na&azo-lrﬁlﬂ)p&ﬁdiﬂeqs%qwmol) in dry
preci pi t at egaflydhirdnNEheSOactidn Miktui@ Vs \bBrfod G kdomCtbrhisbratie for 1 thl WalePWas a¥dedCand the

Ci s- 3- (4- ( Hinexeayexeaciol wih &hd-Thb bt phase lwas dijel landlevapdratdd-tb Givd & @rcdmgoun®t hyl p
yridi ne oxal ate Sodi um borohydride (150 ng, 4 mmol) was added to a solution
of ci s- 3o ( 8- §-3-(Brboxemydxy)X\2)5-thiadkaz&-3-yiyhinmthylpyrainiuBrigdide- 1- net hyl pyri di ni um
iodide (0.6 g, 1 nmol) in ethanol (99.9% 20 m) and the reaction m xture
35 was stirriedixire pemethyl figgide (1 Blh15 winple anded-trérhexedyisny)t1iRS-thiadiazeldeyhpwidine (3

di ssol ved immolidn acptoren@ miras slired @t mapre temperhie ford@hathe titlerepmpgynid drpcipitaipgifiom the
phases vveré°'@\9&ﬁ¥éﬂ"‘ﬁ"§é’él'°§?ﬁjb¥tf#@“?“é%V'ﬂﬁ@50\@545{@”|f|ed by col um chr onat og-
raphy [€Pfr], acet at e/ rret hanol X The title conpound was
crballlz eldhe 2digzot- Sy d 5k petlpyridicoe@atey (M p. [err];

M+ —279;  Cormg ‘ -
g e —c—
S e, m% L R

ridin
,foi% %&9
ic h ted an resndue was purified by column chromatog-
3- (4-chl or Qapﬂy 25!& BI brit h@ﬁ&:hfa 7mé :H&' [} R t l§§ rajlze'drl!s%eyoxalate salt
tetrahydr OffrUﬁ\%EbtonI*ﬂ?yuék?%trﬁgO(M 5“15{-15"290\4@527@ CJnfp%Gthb) room tenperature for
h. Water was added and the m xture was extracted with ether. The ether
phase was exampLegyd evaporated to give the title conpound. B.
3- (4- (5- hexenyl oxy) -1, 2, 5-t hi adi azol - 3-yl ) - 1- et hyl pyri di ni um i odi de 50 A
m xt ur e of Anednlgd(4-Backieshdoxy)on,Z5-hibdiazdl-By)mytidine and
- (4- (5- hexenyl oxy) -1, 2, 5-t hi adi azol -3-yl)pyridine (3 mmol) in acetone (5
m) was stirrda sdlutippoitranedheeal-or (@00 mg, 9L@mhl) afchsodiuintHydride d8@coga @ mmol) in dry
pr eci pi tsat ¢adratfydofvraniwas gdded taj sglationref] 3+(eehlorol. 3. tbiadiekok3,yI)X pyridinea®9mg.t SIommplkin diry
0.75 g ( 62¢Qrahyg@fur@ The reaction mixture was stirred at room temperature for 1 h. Water was added and the
3-(4-(5- hek@ﬁ% w3 prtrapted with etharolip gtfey|phaseywag dripd andsevepoyaiadria iR e tite compound.
- met hyl pyri_di ne oxal ate Sodi um borohydr.i de o , 4 mmol) was added to a
sol ution O‘ . ._,.:.__ 15 -|al-)1 m igdi

&)
i adide (B.7 m)d’L ? mo) 9% g@ ) gg react Lop
i ur X 'HF’"‘W ﬁ |adﬂ1chl )pyridine
renv)a(l Lg: 2 t ng ol) m a et‘c’a;i.é é I gf;}t;a% glg;to f emperal EQE reﬁor 1 e title c{meoaund pﬁg':lplt% d from

Vi€ Jila'd.0 and extra
acet ate. The r| e orgam C p ases we 'é’ eva ﬁ?ed and the residue was

puri fi ed, by, fsYaahbeRIB %S-ﬁﬁ@MI :I-ﬁﬁrzds 6-@5“%?3 1-m€ﬁ1ﬂ¥;}nduﬁ&$&l§{ee/ met hanol
(4:1)). Thetitre conpoun from

acetone to yishidm2kbhidide (190 ng, [imbl) wwadd%a&o aCEUNBENU 61CkraB $-(4-(3-hE5mRY- 2,81
A, Ci S- 3- ( 4niddBzdneymynehilpyridihiug, ibdiden(0.801igAZ.2 Imnabi)Vih pthinsr (9dBRE 15.6hl) and thBOredttion
sol uti on ofmituire was diesdccat—10-Gl for((ER) Aftey, evaboraian the esiducswedidissonlayl Gt wale apBdtracte 9
nmol ) i rvs dwith Bibyir axbigtelr Tfeudriath oasic plibdesdware swporatod andothe residue was purified by column

3- (4- chl or ehrém@odsaphi KSiQhi, alverit:- @hyy ketateymetidingl d4: ()b JBe tillp, caBrpnumd| Was icrystilized as the

t et r ahydr ofoxalatersalt Fere agatone toj vistd 420 xguiMep. WRds1641 G; M e279:tompomch3)enper at ure for 1
h. Water was added and the m xture was extracted with ether. The ether
phase was &XAMBEAR evaporat ed to give the title compound. 15 B.

ci s-3- (£F°(3 hexengl hi adi azol -'3-yl)-1-nmet hyl pyridi niumiodi de A
mi xture of Ap@EHlAl & thia oyl ) and.

cis-3-(4-(3- hIeo ae Q(thg% XI) cis-2~ pén’tr)en-1- ?Igb azob (X)l a?nQ o&iunli rPn((adride (310 mg, 9 mmol) in dry

tetrahydrofuran was added a solution of 3-(4-chloro-1,2,5-thiadiazol-3-yl) pyridine (590 mg, 3 mmol) in dry
55 tetrahydrofuran. The reaction mixture was stirred at room temperature for 1 h. Water was added and the
mixture was extracted with ether. The ether phase was dried and evaporated to give the title compound.

) 1- et hyl pyri di ni um
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(3.mol) in acetone (5 M) was stirred at roomtenperature for 18 h. The

title conmpound precipitated fromthe solution and was col | ected by

filtration to yield 0.9 g (46% . EB0@384288B1

ci s= 3- (4- (3- hexenyl oxy) - 1 2, 5 t hi adi azol 3- yI) 1, 2,5, 6-tetrahydro-1-net hyl p
| at .

yridi ne l% !3.@{“"" iﬁm' !139 was added to a solution

of cis-3-T =1- et hyl pyri di ni um

i odi de (0.99 ngxturg o)i.dé J’ﬁﬂﬂg d Yis-3-- @ bBmSHyib 'i'gsttrha%an‘?@ dyRdine@

m xture V\ﬁﬁolﬁu'aéert&] @r‘}u) S‘sr srtup iﬁ oo at foﬁ‘is .ewamﬁz dn;SHﬁn S‘c rgé QWm}é"aS
di ssol edsgluflon¥al Ghs iltted ol FitstioR  Yid ¢ ). acetate. dried organic
phases were evaporated and the resi due vvas purlfled by coI umm

chr omat 0g¢.aptia-{=gehtbaylor)1Ethiadki-618lyl)ya 2@lsaétRhyivs- RaaR) pylidiielddiate The titl e
conpound was crystallized as the oxalate salt fromacetone to yield 300 ng.
(M p. 149- 186diny bbdhyd@de9(150Cegp @ Lrrdol3was. addied foXANGIufion3& ofs-3-(4-(2-pentenyloxy)-1,2,5-

t r ans- 3 (#iadiokayctrypétingpylididyn? joBidé K0.530g, a80Mmmal) inl gthapgl r@LH%e15Tral) andstbé wdaction of
t r ans- 2- heixere-wes glirre 3010 NG for 9.5 imafte) evepefativn deuesiduy wes disso¢@i1i0 watgr ar@ exragiedl | n
dry 35 t evithagigt aesftain: Jhe wires erghtiscbhases wietst ¢vapperatdd and the residue was purified by column

3- ( 4- chl othemptograghyt (§iOadéluppt lethyl- agptpte/mpthpng (e HBoitieomepungriypy crysieliiged, as the

t et r ahydr 9®late it fromrestprede yipld 10N (Pl 43t * 6t MF: 288 Carppouesb#h-t enper at ur e f or
1h. Waf®r _was added and the mi xture was extracted with ether. The ether
phase wasi’éﬂﬂféﬁﬁ%nd evapor at ed to gi ve the title conpound. B.

trans- 3-(4- gxzol 3-yl)-1-net hyl pyridi ni umi odi de
AQ/A i XtEHe- 5 mmol ) and

el (i A o s a@‘ % Pl 401 ol PGt ONE
(5 M) *Nag, sbdbaehwal addod MeiiGior bros Ol b
preci pi t ag 3” 8 raQloH o aedst\tvaé oCBbh G rdtuiggf:% wﬁaﬁm a&d%dg;éh@fhg

1.09 g ( Q;@J vﬁéextrgeted with ether. The ether phase was dried and evaporated to give the title compound.
trans- 3- (4- (2 hexenyl oxy) -1, 2, 5-t hi adi azol -3-yl)-1, 2,5, 6-tetrahydro- 1- net hy

| pyri did1es.@a@{Ehetdionyy DStk Hp1-fdRpyBinur ioak®! ) was added to a
solution of trans-3-(4-(2-hexenyloxy)-1,2,5-

t hi adi azol - -nyiktyre bf sty idojale (0.8l i msnmma))chndens(alct-(m:e@nyl&y)ﬁ D3hiadiadolB-gipiraime |
(99. 9% 26 mrhg) imamtond @ mipeaststicedl atrgotnuerapeveige Bt 18 . gtie Bite cothfoul precipiBied from
After evapesdtipradiwaecalledadchydiltratios. di ssol ved in water and extracted 50 with
ethyl acetate. The dried orgam C phases ver e evapor at ed and the resi due was
purified @ HEhexenioxyirh®.brifiadiarel 3-yit.2.5.6-tekphydigfl-meghylpyriding @xalate e/ met hanol

(4:1)). The t|tIe conmpound was cry stalllzed as the oxal ate salt from
acet one to, YPEY b&'@hydh% {1 Wl A L'ew']mwawdeﬁg .a Gh gis-34--heengaxy)»1.2.5p

|a yr| ethan gd ) reactl hqure
384 288 " byt T 6‘| “t? (%% rFThEesh de'nc.{%?m i
é v porated. a esn p:ﬁy by colu atog-
rrm)l ) | n gc.fé(, Pa e ‘5?5
3- (4-chl of ' a' : e l e wgs ﬁ%?"jzed as tge oxalate salt
tetrahydro uran"et? edreac mx uré was Stl r3d3221t -10 for O. 5 h. Water

was adgedeaibLeRe M xture vvas extracted wth ether. The ether phase was
dri ed and evaporated. The residue was purified by col um chromat ography

[err], el nexs- Es rﬁkéhﬂbxyﬁﬁs.k-ﬁﬁaeiémmbkm chloride (1:1)) to give the title
corrpound , 2, 5-thradirazol-3-yl)-1-nethyl pyridiniumiodi de A

m xture of metahydiutiorodi eexed-iHol, (90® migel pmeéinend sodium hydride (310 mg, 9 mmol) in dry

3- (1, 2 4b- eirahpdioferam vasB3adgdbd p politidn ok3-(46chiotonll2)5-thiadiaxaiStypeidind (590 mgna snsl)iir drgd  at
room t enplewaiydrefarad. he teiction miiiwe was sliged etrparu tathppratowi fpri t bt Waterfwag muideli@nd the

sol uti on mbdrevss e&@“@dﬂ"th@@’@eahwhef phase wasidjed and eydperiaidd to. gve dhe(tifiel ggmpound.

3-(1, 2,5-thiadi azol - 3- -1,2,5, 6- tetrahydro 1- met hyl pyri di ne oxal ate

Sodi um boB-crifrfrheresyipx ‘l Srihiadiazel-3ryihy] ety aipdidey 5 sol uti on of

3-(1, 2%-1thi adi azol - 3 t hyl -
A mixture of meth li dlde (0 5 ml,”7.5 mmol) and 3-(4-(5- hexenyloxy) -1,2,5-thiadiazol-3-yl)pyridine (3

mmol) in acetone (5 ml) was stirred at room temperature for 18 h. The title compound precipitated from the
solution and was collected by filtration to yield 0.75 g (62%).

85 C. 3-(4-(5-hexenyloxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetranydro-1-methylpyridine oxalate

Sodium borohydride (150 mg, 4 mmol) was added to a solution of 3-(4-(5-hexenyloxy)-1,2,5-thiadiazol-
3-yl)-1-methylpyridinium iodide (0.75 g, 1.8 mmol) in ethanol (99.9%, 20 ml) and the reaction mixture was
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'20. pyridiniumiodide (1.2 g, 4.4 mmol) in ethanol (99.9% 20 m) and the
reaction mxture was stirred at [err]. for 5 h. After evaporation the
resi due was dissolved in water andEgﬁqaéc?[B@vath et hyl acetate. The dried
organi ¢ phases were evaporated and the residue was purified by col um

chr omat ogr gphy of §p¢ (i oflo's tAﬁereeRrab\q’aﬂd?\Ctﬁé kle W&td@&@d it Fatdd dnd ekiticte P'v}lt‘v thyl
((:(I\J/IWBOUFSY ‘r"?&wfér Y é’r og %ﬁas JWerQ)é E%ﬁd 3 {he rdsfild AELHARGR ByOcolinA! Hrofh
2 h

nol ( nd was crystallized as the oxalate salt

1,2,5,6- tetrmbeédh@m@te(d?es y(WYsﬂqu cﬁwmdcboa@almas)y )pyridine oxal ate 30
To a solauti on of

3- (4- hexyl BxAMALE3) 5- t hi adi azol -3-yl )-1, 2,5, 6-tetrahydro- 1- net hyl pyri di ne
(0.70 g, 2.4 mmol) in 1,2-dichloroethane (20 ml) was added a sol ution of

1- chl or oneAlnis3-@ii-exetyoryxie iiad@gol-g-yl) gyridinemol ) in 1, 2-di chl or oet hane at
[err]. The reaction m xture was heated to 40 * C for 2 h and evapor at ed.

The resitdue Vias shiutieophcigB-heremite! HHIoN. hthmial: ande spdium hydfidei31G mo. 4 Immefidn dry
evapor at edtetrafydrofuian was addegh 8 selition 6f Jrdcehioie-1eh S thiediazoldodipyiiding(e30dng. demnagiign dry
extracted tRiremdralugeThe Teastion spixyre @@s &lined @t [9prA JerpoAiFaioyt helalemupsagded and the
evapor at edm'xerwaﬂrw‘éw&*weag he ﬂ?’@k"é? HF"E“'@%\FQ" VeRITFed dugiibe WagemRoH-ti t | e
conmpound i B.. L Ld. . . 2B Conpound 37). EXAMPLE
35 40 A3 lohd2 i azol - 3-yI ) pyri di ne To

a goj ution Of I :.. ]1|o i ol an%c(s - ' h@)(t)e)ﬂ Ia@o?‘&?l yer1 n%
[Iqqé Vn\’lla)s(t 3? :é\gmm(ﬁ r{dr i?&l’fﬁii HQ6 Hra{dtgﬁgirtu f@ OI’ azﬁ&?ﬁggfég&l llt.lae was

di ssol vegd 1'n water an ex racte he conbi ned organi c phases 45

vere driedcadid- @s(@ms@toﬁﬁﬂz@-tmdmeom&sq b5 BlidiraRRRPHSI pyRiine oxalate

3- (4- (2- (2=methoxyet nhoxy) et hoxy) - I, Z, 5-thi adi azol = 3=yl )-I-net hyl pyri di ni um
i odi de A m xtsddiém Qorohkity (230 QY daem(r{an vabladdéd @D lsglutRMGf cis-3-(4-(3-hexenyloxy)-1,2,5-

3- (4- (2- ( 2themibiopa-yiRt-Mewypyadifiax Yodidd (@90 gt 212 aeioRarDbthaholy©9.9% 515 Y lahdl e Gedcion
mol ) i 2s amixtueenges(slifbdrdt }10na sor D151 H. ARdl egdporatiohthel @SOS disivbd n vafbr land Sdracted
title conpetmehyraeeaipi Thatddel brganin pHasesswara briapaatech shdvibe residlid wast puifidglyby column
filtrati oncliramaydgeply ($iO26 elgenf: U acel@e/methanol (4:1)). The titlte compound was crystallized as the
3ol 4- (2- ((20wiatetrelkfyam trotens fowiels30) my., (M,p5149HPRI: M7 Toppgund 34). 5, 6- t et r ahydr o-

1- net hyl pyri di ne oxal ate 55 Sodi um bor ohydri de (150 ng, 4 mml) was
added t & aEXMMRESEN of 3- (4- (2- (2- met hoxyet hoxy) et hoxy) -

1, 2,5-thiadiazol - 3- I))-l-methyl dinfiumiodide (0.76 g, 1.8 mml) in
et hanol (98- 160g3-Uri2-hexenyioxy-1 A2Qi3vB Ry id ture was sti rred at [err] for
lh. After evapora hon ttpre.s__ d{.lg s di ssol v a ﬁ exbr ac ed wi t
cL 258+ Biyadlen 4o é ik ﬁé}* t?n’%es rﬁ%
ple Vi et bEIYIS ETQE Eﬂa gﬂiﬁ ﬁ% o e,
cthyl acet § F\ﬁer%és d%@tgﬂm

oxal ate sa rom acetone to y| e . lerr Conmpound

38). EXAMPR Etraﬁ@&@ (ﬁhe@nﬁ&y)ﬁ&‘ﬁﬁﬁu%&3%-ﬁfn%ﬂf9%§’r}dtnknﬂoﬁiet hi adi azol - 3-yl)

pyriding, TO a solution of 3-ethoxy-I-propanol (940 nmg, 9 mmol) and sodi um
hydri de (310 Avaixtuf@ ofsthyl iddide (:symil &S Mol eidOfa$3a(8-(2ARRenlebe P 112,6-thiadiazbl-8-Qifpyidine

3- (4- chl or @-rima), ib-atdinadh aly ehs Sirgd tpyoin Einperatird 80 1818, Tha tit@impount pebeipitaldd from

t et r ahydr ofhesalution dritievas ealiettedoby filtiatidnuio gieldd 99 g{d0te).ed at room tenperature for 2
h. Water was added and t he mxture was extract ed vmth et her The et her
3-(4-(3-ethoxy-1- pro xy) 1 2 5- th| ad| azoI 3 yI) 1- rrethyl pyr|d| ni um i odi de
15 A mi xt fediump fbog (27 mgdé qul)5wqﬁ addgp Hanms lutigy @f trans-3-(4-(2-hexenyloxy)-1.2,5-

3- (4- et hox 'ai'a’ﬁ!’%ﬁb e‘&V‘@"!’J“‘?'hl'%'Pa(k%? 92 r"l dr'?'i'e' ﬁ%""h’rﬁﬂ ) japd Hedeashien (5

m t tsm Ee"f%ﬁpm'f “H and exiracted
pr)ec.wg.sfit i g 03? e,uﬁ;[5 Jverg, F@B%TW% ?rﬂsxdv P oy comn

romatograp aceta methanol compoun was crystallized as the
oxalate salt from acetone to yield 400 mg. (M.p. 130-131°C; M*: 279 Compound 35).

65
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C .

3- (4 (3- et hoxy-1-propoxy)-1,2,5-thiadiazol -3-yl)-1,2,5, 6-tetrahydro-1-nethy
| pyri di ne oxal ate 20 Sodi um bor oh¥B0i38428884 ny, 5 nmol) was added to a
solution of 3-(4-(3-ethoxy-1-propoxy)-1,2,5-

t hi adi azo 1- met hyl pyri di ni um i odi de (3 mol) in ethanol (99.9% 15
m) and t xaie( ks lon mxture was stirred at -10 Cfor 1 h. After

evaporat I R Bgtﬁagﬁidﬂbl_ﬁ?p\o@&nedl ssolved in water and extracted with ethyl

acetate ases were evaporated and the residue was
purifiad byTsal Weiiliok b QtERtaReol 27 ¢, 3pN¥mbiSiah® sodhin Bipdride &1.DY, 30 mmol) in dry
acet at e/ nigtrdhgdrsrlrat 4vas haded Bhédiutiont bfE3-@RAMGY 2B-tMEFazeH3Y HyAdihd BESdg, 265 mindlp iDY@! at e
sal t fr omegdh@droi@n. (The Yeattlofl mdduds Was. stifdd 40 -10[ G6r10l5 h. Miater 383 adde® BRIOHE AlixiR) was
EXAMPLE  3éktradted/with3ethed.- Tid- atieh phase twa® xiigd- dnd Jevapotaitida theamsitive3was| gupliedi byi comho a
sol uti on dironiogtably(§ics.eiuam! etifyllaceBtednethyiBnenaidtie (&Mpliogpive ithenitidgathpoghe. (410 ng,
12 nmol9 |n dry tetrahydrofuran was added a sol ution of

B-(1,2,8-tadia iD-frme ipdidedi ne (790 ng, 4 mmol) in dry
tetrahydrofuran The m xture was stirred at room tenperature for 2 h. Water
was added afdmiiye ohmattyd |'°€'d9vé115m'855 m@oh a4k (-5 HhiadigzalB-winyridingr{@ meof) &t acglRaesE was
dri ed andmg\y/ai) gireg @tropy temngraiure far 18 h. The &%ﬁ?ﬂ\ﬁﬂﬂd ppgcipitated from the solution and was
3-(4- (% efﬂ’{?ﬁWé’é’HWW t°ly' 529ﬁ4é’€1| azol - 3-yl)-1-met hyl pyri di ni um i odi de A

31 )%}'” g 0 . g@w@ndiﬁe gxalateI | .

a\?‘(’*‘t E’g‘e_(?’ n)("%é biide L RGdd i 5% %I ni o cﬁng"oé) IE&&WOU”d
iu r (| |

preci bl o §4F%£f§> IR ol o B e T

1.45 5 fter eva oratlon the reS|due was dissolved in water and exiracted with ethyl acetate. The dried

3- (4- (2 eErBQﬁ&y atsdl 400 Y RSiGlewis Yudfind b¢ colurfin bRbrhAdhYBhP (slo,MBiudhe! PyT

| di ne oxabtfyh Gcefblr metharﬁp 41))|n‘ihbﬁl{e0&b)hf36dnd%é N38H asIhd GXRLth siMFFormPddetBisb tb Qi
sol ution 43‘0& (Mip. (180-Edol o) | 81083Mpodnd 36 - _
t hi adi agol -3-yl)-1-net hyl pyridiniumiodide (1.45 g, 3.7 mmol) in ethanol

(99.9% 1BxaMPLEa#md the reaction m xture was stirred at [err] for 1 h. After
evaporation the residue was di ssolved in water and extracted with ethyl
acetate. T h&G-thtriafudrOtﬁr@rﬁxvlexyﬂk&ﬁstbgdlwml)miainoo@la_gd and the residue was
purified by col unm chromat ogr aphy gerr el uent: ethyl acetate/ et hanol

(4: 1)) 30 The Tei & [selution rgh coldexiaxy-o4: ledipzot el %ﬁﬁ@wmw-mwpﬂﬁee Jare of Pdm

acet one t'@"‘?’? é 3}2'@&@0’ a"‘{ #9pm) wap afided \3; soluligry of 6ty oformata(3% .

3- (4 (2- bOTh oty %1%, Theresin st s ?ateu' mo &fo andsqufafea

2- but oxyeieﬁ dYas haﬁ?’rﬂl‘ he&ﬁ gt 'Bﬂﬂx Sidgp W °ﬂ dry
tetrah drle fJ eth mb ned er ph dos were dried an

3. U C TE I|z 7 g]e :Sg,:(lj %Pm 8?%%‘9 (;g\@dhen{ale c%m% 15\ 7?‘7?] (6&9 >rpg) yield.
tetrahydr uran e rea n mx ure was stirred at roomtenperature for 2

h. Water was,g4ed and the 25 EP O 384 288 Bl mixture was extracted with
et her. The—erhE'r—phase was dried and evaporated to give the title conpound.
B. 3- (4s (R-DUWIENRIDG Sy oty P1.5 BinkisA7 ) pdile) - 1- Mt hyl pyr i di ni um i odi de 5
A m xture of nmethyl r1odide (0.5 m, 9 nnol) and

3- (4- ( 2- but au yaedolationygf-sbdidn 210 g di avda) in 2-(Z-mbibiytethoxistiatol TT00M]) was adieeBape (4
mM ) was sthldard-€2]5-thiadieabdyijpgddper (880Umg, 8 anmd)3 The mbinge twaé Istredcarysoti@dor 4 h and
preci pi t a¢vapbrétedd iThe eeidgeolvast dissolvedrinl walaisand Gbdragtet! ath lotherf Thet cotrtbined organicy phabed

1. 07 g+¢ 8%y drie@.and evaporated to give the title compound.

3-(4-(2- buto(x3(/ethoxy) 1 2 5- th| ad| azol 3-yl) - 1 2 5 6 t et rahydro- 1- net hyl pyr
| di ne oxabkatié HOXYIFING g '

sol ution of 3- ( - (2- but oxyet hox
t hi adi azol - % ’ip o pf ’ﬁ@\?‘ﬁ d forscﬂ" WH‘P'P HH' & @-mgtho °th?‘V@thﬂ’ﬁ‘bF Sfiipdiarohdinb

99. 90 2@yriging ¢ 1% i t‘?"fﬂe %r“ e ftle qompoungds .
( a%"%g"dowagsgq a%%%eqﬁ%w 'aﬂ Seten with ethyl o

evapor at i GRRHR
r*egg‘tk—%z?-net hanol

acet at e. :

purified Hy—cc 3 c 2Hter

(4:1)) 55 The SB& IH gorgmw% M@SI rﬁﬁx)ﬁf&%l Adhgneg aaéalu'ﬁgheof 3-(4~(2-(2-methoxyethoxy)ethoxy)-
1,2,5-thiadiazol-3-yl)-1-methylpyridinium iodide (0.76 g, 1.8 mmol) in ethanol (89.9%, 20 ml) and the
reaction mixture was stirred at -10°C for 1 h. After evaporation the residue was dissolved in water and
extracted with ethyl acetate. The dried organic phases were evaporated and the residue was purified by

V
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‘oxal ate salt fromacetone to yield 490 ng. (Mp. [err]; M+ 297; Conpound
41) . EXAVPLE 39 20 A

3- (4- (2- (2- but oxyet hoxy) et hoxy) - 1, EP0 884 288iBlz 0l - 3-y| ) pyri dine To a
solution of 2-(2-but oxyet hoxy) et hanol (1.46 g, 9 mml) and sodi um hydri de

g’?(lg'cnﬁi()??’uﬂoxﬁt? #o%étﬁq?@ gl y.enclr q@??ﬁn%"mfﬁ‘%gfe i Iondwaaﬂys“"”e“s

t et rahydrofuran was stlrfed a room erature for 1
h. Water wgxappdess and the 25 mxture was extracted with et her The et her
phase wag drred and evaporated to give the title conpound. B.

3- (4- (2- ( 22D RUURER LB RO Intadiai-Byi) Hyridie az0l - 3-y1) - 1-met hyl pyri di ni um
iodide A mxture of nethyl todide (0.5 m, 9 mmol) and
3- (4- (2- ( 2- butoox yhitibDHTY3 dftoRPKprbpahol 2940-rhd) isaﬁihca)zahh s3divh hydridd(ERY g, mmolf & dry
mMol ) i n acaiadmiudn wiks)adduda siution ¢ B-(&thidre 0,25 thadast-3-)pyedife5901r8g, I8 mrhbigintdnt | €
conpoundro p rerahydrotudne Thef reation Migtusolas tstirted a dmviarspataidré &e Rdd Water fvad dddedt ardrthe C.
3- (4- (2- ( 2-nibudrewgssixinapieg Wish bibecyThe ihey, dhasetwas died 20d evapoydtgd-1d gife Be Glistaotmpadny.dr o- 1

-met hyl pyri di ne oxaI ate 35 Sodi um bor ohydr| de (230 ng, 6 mol) was
added to a Bserliibq ; £, DY pkire pijliniprh dodigy -

1, 2,5-thiadi azol - - 1 rret hé pyri d| nium i od| de (3 mml%{rl n et hanol

(99 9% %0 nm4 m&WfP th@thryb'a‘?!@ei fl "Ph%mP'éaﬂﬂa%(%ﬂ’WﬂeRPPa’fV'{ thipdigzgl-3-Wipidina (3 o

por at i oMMdn saetoneyGanilwes stifed ahioor tpmppratse; fer 18 AnThedifle pompouty p&ﬂclpﬁat%’thI the
ace ate. Tﬁ%‘”t!ﬂ’Fia'é’d”aBrcﬁlﬁﬁP% yp'f'fé?g@s wer e evaporat ed and the residue was

phe/ {1 ed by, TR i b 551 Ls o BhliSaL: 3 et hanol

(4:1)). WS —c yiPych 40 from
acetone T v ifim 3 P i a0 .« SRR AR ko ANRER)49 5
3- (4- (2- (2+R4di0SH gﬁ%‘f Qgﬁmﬁm&uﬁ "a Mli éﬁma%g 35 iﬁf thﬁiﬁfh{%fwr wass
sol uti on Ofsirfed(af - bofzsrye SrafdR | the ssmae i wagarRiOSkrabtad "WHAT iy

(310 ng, 9 apamd. )Thb Rridl &gan@t;rh y%fa aap%ataaeaaa dedaus va@pmf.bamy ©diumn chromatog-

3- (4- chl Br Qaphy FiBs; elbrkBHtHY Metatdmsthbity (4100 MR 116 FHliad Was'GifRtalizdd bs Afieyoxalate salt

t et r ahydr Offrdih aBetond Heyigle® 210t nhgd (M.l 149- 150 CIMKS 288t ConfipdGhda®d). r oom t enper ature for 2
h. Water was added and the m xture was extracted with ether. The ether
phase was dXAMELESTd evaporated to give the title conpound. 50 B.
3-(4-(2-(2-ethoxyet hoxy) et hoxy) -1, 2, 5-thi adi azol - 3-yl ) - 1- net hyl pyri di ni um

I odi de NomA(Biﬂr(&eﬂJéxy#BQXM)vﬂZﬁ-Mﬂ&Bm, 9 rmDI) and

3-(4-(2-(2-et hoxyet hox )ethoxg/ 5-t hi adi azol - ell’ldl ne (3 mmol)
in acetone 59({5"’%@%”"&9&% ok ppthpxgethagel (1 B‘bﬁa t2empel a@%?@'“F‘de'lCB A10 mgyel2t mpelkin dry
compound 5 “ﬁ"t"ﬁ"ﬁ @gded aoiglutigneot Sud-ehirph2-athigdinges-diopyriding €80 BY: 4 el ifidnon,
26 EP O tg; ixture was stirred at room temperature for 2 h. Water was added and the mixture was
3-(4- (2-¥2 °é‘faﬁ‘8 @l‘ﬂ'&%’c j‘%?‘ﬁ?ﬂ)?%se yas,drigd aie eyaporategto give I titl compeupd: ¢ ot | gy dr o- 1
-SgFL[llyloﬁygl dj, ne qoﬂ lboror%drl dawr(uzmum Mo 6 mol) was added to a

1, 2,5-thiadi aAZ% Xflr)letﬂyT Bﬁit@ erbqu %@ﬁo g\h |25 lgdlgi-!;&?yn ne (4
(99 9% 4%0 nmsc) to 41@ n{I amo 'tg ur 8% )1&"!{9 't dﬂpo i 'r% tffe
After evap%uaﬁohaﬁuw&a%ureasamram leid S Qb wiw n water and extract Fed wit

ethyl acetate. The dried organi c phases were evaporated and the resi due was
purified byc. sp-@EeithoxyBheXpBt DthiadifoleyyIk 12,5 8etrahldie Heth@hyiidihe BGRteat e/ met hanol
(4:1)). The title conpound was crystallized as the oxalate salt from

acet one 40 i Sodidm2Bdohydyide ({500 mg[ Or minol) Méas added; to Go Bplation cbf A3H-(2-ckbxystbdhit B.54 1
A, 3- ( 4- ( 4-thistiako}-Byl)-peethgipyridipiut, iddide- (1146 gd 8.2 2ohol)3r pihinop (OB, M mé) and|thet ieatiorof
3- (4- chl or orbgur® was stlmeadﬂ A0 U} 1081\ Mipy evagpration (HeOre@@iegyas dlispaived! jn watet and extracted

4- et hyl pi éh |°t!W'nQ§=9*€’f2 %ed Pranio phaserotvgre jeyppeREd @) thargsidue svah eerfied| bueolargd C
for 3 h. AFP'@'F""%GY%PHY)K%?% Siertiatten acpipte/meifnae]l (#:1)-The tifleeqmpgendwpg cosetallizadiasdhe
with et H8r oxlgiRosalt oM peaRle P40 ag- Ry APR-158 phi A€ B fmpowd 4Plor at ed and t he
resi due wa | éed by col um chromat ography [err], eluent: ethyl

acet ate/ ne hloride (1:2)). Yield: 0.8 g

A. 3-(4-(2-butoxyethoxy)-1,2,5-thiadiazol-3-ypyridine
55

To a solution of 2-butoxysthanol (1.06 g, 9 mmol) and sodium hydride (310 mg, 9 mmol) in dry
tetrahydrofuran was added a solution of 3-(4-chloro-1,2,5-thiadiazol-3-yl)pyridine (590 mg, 3 mmol) in dry
tetrahydrofuran. The reaction mixture was stirred at room temperature for 2 h. Water was added and the
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(‘77% . 20 B.

3-(4-(4-nmet hyl pi peridino)-1, 2,5-thiadi azol - 3-yl)-1-net hyl pyridinium i odi de
A nixture of methyl iodide (0.5 nFP 0F84#88 B1and :

3- (4- (4- et hyl pi peridino)-1, 2, 5- t hi adi azol - 3- yl)pyridine (0.8 g, 3.1 mmol)

in acet ong, (.0l WG, SHIGEES Al ORI LETHES BLiSo obBlotfe o Sl

conmpound preci pl romthe sol Utton an ect

yield 1.14 3g, i 2yl

3-(4-(4- nétry ﬁﬁg}%@l%§m@§§z%%w 2,5, 6-tetrahydro-1-nethy
| pyridisne 0xahiale obmethi BRI (O Wil Tol FiRol ahd Q-(mbu%xmy) 1,98 hizakehRe yiigridine (3

sol ution @iolPin @betdné (41 e AreLedtirdbinehpetatite for 18 h. The title compound precipitated from the

t hi adi az odotuBonydng wis coRctvy lbp Yikritidh toi yiom 1,07 @)X 1. 14 g, 2.8 mmol ) in et hanol
(99.9% 20 m) and the reaction 30 mxture was stirred at [err] for 1 h.
After evaRare2-tmtoxycktoxy)-¢.25thisgiaras-yiti 8,8 6-Helretgydior -matyipyridnedxatstd r act ed with
ethyl acetate. The dried organi c phases were evaporated and the residue was
purified by Sedim rparobydrideré?3d gnga pthynnjol rwds, added.dm@: solutidmy bf 3rlde(e-huteryethexineatRN-
(4:1)). Thiediazok3wd)- 1cfmt'MH¥mi“wms>d§¢ Y729, 13570l in ethpaol d9%8%t20 miaend the dgection
acet one toxiyfecwag siBg ahy!0°Cerd. h. [Alfpr qvaporgtien thy gesiday, wesodisseiveq iy watsanehexigoleg 42
A, 3- (4- n¥ihpoHl peptate; The 9“‘[%?’8&!!!"6{%‘6?93 Jretg| 9y q"Qﬂ'l 30d the wgjtiye: wagpugfed by column

3- (4 chi ofhgemptography; (ﬁ|03d?lgﬁgb|ethgl gg theno () 0 heofitly compaynd was g¥tRllEet shiei ne
(1.3,9, 1BARSHS ronReelpe toyjpld 2B LM 207 PRpRoInd B 3 h. After
vaporatlgaﬂ\'ﬁégé was added to the resi due and extracted with ether. The

C I ned d organic phases were evaporated and the residue was

purifi gad L |)p§|dmgnt et hyl acet at e/ net hyl ene
chl ori de

3- (4-nor photrb Ia%on;lmoz ,052@3&@919&%@)%@1'(%13’@%%@ Y Sbdlinhhydrdd @ A§ LraméY in

m Xt ure Ofyy mmtofutéﬁcu @ddeld -a2solition 3 3L EHIoko-RBE- thladlazol-s-yl)pyndme (590 mg, 3 mmol) in

3- (1 4- nor parp kdtraarbiuran Sthb Rdadifdh Ab@lre vaas)skirtdayat tolhn RenpbRf3Ed 1670, h. Watbr 1ded dAd the
acet ongs (fixtlile)wa¥atratbd with@theR IThd WBH pRaSSTRA dibdIEna oldpbrath tohive tHeAitié Ednpour@poMpound
precipitated fromthe solution and was collected by filtration to yield 1.0
g (94% . B®-(4-L-(2-butoxyethoxy)ethoxy)-1,2,5-thiadiazol-3-yi)-1-methylpyridinium iodide

3. (/4- mor phol i no-1, 2, 5-t hi adi azol -3-yl)-1, 2,5, 6-tetrahydro-1- nmet hyl pyri di ne
oxal at e SodAunixtiye rob hgitlyliietlidle (B8 Ol rigmmdlDandrfel-f2-@Rdstogyeitied)ethoxy .8 Srthiadinzeh3-pf-

3- (4- e pkwitlinen 3 M) So tapatendi (B2e)) was stiyledl -al roppy tepbpprgtuie dfemi&im Thedtitgecompold g,
39 nmol ) ereciRiipthdiin the sdutigngndaas Aelipct fiftigiony eaction mixture was stirred at
[err] for 1 h After evaporat i on the resi due was di ssoI ved i n vvater and

ext r act edSite-@pyoyvethoxyiathony).2S-thipgia 12984 gxalalp,

and the residye u by co urm romato
ctloy ce%i;ttt%ﬁﬁé - ff,sgﬂ,é et o %%ttg@% %@f‘ﬁ ik
oxal at €s QA due g'lSSO gJ ﬁWate nid 51

tﬁl' a and the resnlg:le was purified by column ¢ romatog
)

3-(4- hex
3 4 chj ymﬁi%:;%z‘, Ueladde g qin 3-azd">eym§ Qﬁnegg iin g Pl st R s,
(1.52 g, 15 was heat ed at 100 C for 48 h. After

evapor atlmmmat;er was added to the residue and extracted with ether. The
conbi ned organic extracts were dried and evaporated to give the title
conpound. A.Bd4-(2R2-otBexydthdx@tiibxai BthibdidzoB3-ypyrie az ol - 3- yl ) - 1- met hyl pyri di ni um
i odi de4sA m xture of nethyl iodide (0.6 m, 9.6 mmol) and

3- (4- hexyl ait® acolation of 2{2ntheayetexietingl I()23yg, iSdnmad) #n@ sctliuniaddidel (10 tSommol) B n )
was sti rrey teehydobirantwanaeded tasolutiqnonf X8 ctiprerhdS-thiadipes-3rvlipyridine35900@ng. 3 mmol) in

3- (4- hexydrafatrahydreturan.sthe raglion mixgire was\stijad pt mor tegpeigturecfprady: Wlater westadgedapd thei ne
oxal at e IB¥ueap BR@OLWithpéher. §@PO°“PP@ Phai?)""?ﬁt’d?‘) angguapaiatae ip givg the tile, pamFodi- of

3- (4- hé‘kylamn0125th|ad|azol ) -1- nethl_ _|d|n|um|od|de(42

e yotoamn) N lsmed s 2 was stirred at

A mixture of methyl iodide (0.5 ml, 9 mmol) and 3-(4-(2-(2-ethoxyethoxy)ethoxy)-1,2,5-thiadiazol-3-yl)-
pyridine (3 mmol) in acetone (5 ml) was stirred at room temperature for 18 h. The titte compound
§5 precipitated from the solution and was collected by filtration.
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Terr] for 1 h. After evaporation the residue was dissolved in water and
extracted with ethyl acetate. The 20 dried organi c phases were evaporated
and the residue was purified by colERh384A88 R ography (Si G2, eluent: ethyl
acet at e/ net hanol (4 1)). The title conpound was crystal I i zed as the oxal at e
sal t from acgj A 90 _ URLatd6) -
EXAMPLE 44 : V3 : i um

hydr ogen sul Tdd (b%%ﬂydﬁue (230 maob)mmxﬁ,swédﬂesb favaasou%& B 51(41(9 ZbirRethbk

3- (4- chl or 2 L.udadRzorBly) AR BYridRLM! iddRIS (B %{BZ in{ dthand! (d8.0%3 szaﬁd rewébg& o)
at room § egpesinbdlbt10 @F B AkS) &vadoRAGKAh AiasBissohida th ek dé&d&gcted with ethyl

| odopr opan@ceddth. e GriedordanidTPhisbs Were @vabdfifRd .and e réshfa6 twad Purifidd byl Edluniiedhrofatol €d
at room t evapRy @0 ludnBrethgDacsiatld/moliéior [4:1))aheaitlél esnpdtisll Wds &rysiaited ra€ thetdxalate salt
extract ed Wwbrhlacetdnk @ yisld[290 ngoMiy. nea 16t et PilsaGoepowsdds). dri ed and evapor at ed
to give the title conmpound in 89% (0.63 g) yield. B

3-(4- propy EKAMBLEA12 5-t hi adi azol -3-yl)-1-net hyl pyridi niumi odi de 35

A mxture of nmethyl iodide (0.5 n, 8 mml) and

3- (4- propywmwmﬂwﬁl ne (0.63 g, 2.6 nmol) in

acetone (5 m was stirred at roomte erature for 18 h and evaporated. C.

3- (4- propylt iP'Ui°"2°f§ (‘E'Fn'%?ﬂ %%@rad'sz xf'dz'°51°@°t9et‘ a%“-meth!éeww ¢ 991 Bne
oxal at e ’ao;'%ﬂgw i e[t ne ed P E?% as
3 4- WI i I’I I Wi
" d&@ ¥ (G gy '°T L e o m@g%@?ﬂ &qenfqu?\é ° VEEE
[\?(r] for Af ter evaporatlon the resi due was di ssolved in water and

extract Ac.e -y d . s were evaporated and
t he resf‘zguw w—ﬂn@%n |a&| th I1%,5’( lglfath ﬁq n%rgﬁﬂ'ldﬁlum ], 45 eluent: ethyl
acet at e/ met haQpluke’or Melhy! ib6ig (ls5tmhis ﬁﬁ@%@(%etﬁﬁdpﬁ@hd)ﬁ 2 8hidmzd-BG) @At €
salt from aeGoBse ol inCacttorbl (5 M -wab Mied t&rbénh terhdbratuded or 18 P8 Nt Mpound
EXAMPLE 45 ph@ipitafdd from (it dition| ahdWad-cbliedte® by fiiratich a:yrald 134)l@2%)r i di ne Sodi um

hydr ogenssul fide (0.5 g, 6.8 mmol) was added to a solution of ,

3- (4- chl or @: &{424-methiipipaidiaa)a |2;5ahindiazel-3 Y1 i2diGnetratyirdst -@ethyloyBdimnaxkijte i N DIVF (20
m) at roomtenperature and the reaction mxture was stirred for 30 mn.
Roi-assi um cardedinmt orchdride (272 .nég, Ifmoinpl) avasl adried \ié acwiutie ¢ B-(A4-m@nyipiperidito)-1.881 e
added and thirdiapakdryR-i-methgByridiniutiedide (hd4 9c2-8 mmell it gihaneti(9P-LFe0 A M) JaDd Hierreaciien er
(50 ) Masbduriwes dired a9 dcioed] hwiieh evaperation tpryesidug nep disepived ineyatesiapd edradied o
dried and #{pbylaceige: Hheriod otgpnic Phaﬁ?sew‘i!?)ﬁﬁﬁerﬁfﬂd ang {8p ¢esidge @yagypurifigl by cqiymny
384 288 B1 comajography, (RiQa, elypnt ofhyb acstateimednanol A451)- It r'ye T“}?@%"ﬁ%{%ﬁﬁ‘a’i"ﬁ’@mfhe

i odi de Met RYA2t9 Bt free agetongyjo vield 45l ing; M.RyA0-107 e At 8- Lomppyad ¥ of

3-(4- buts¥ ‘tggwpl_ké 5-thi adi azol_ 3-yl)pyridine (0.6 g, 2.3 mvl) and the

reacgti on s stirred at" roomtenperature for 48 h and evaporated. 5
C. ,

4- lino-1,2,5-thjadiazol-
3-(4- butyIA3 PR Stalazosy-y"'e-l256tetrahydro1rrethy|pyr|d|ne

oxal ate Sodi %ohﬁ&%?iéd&blﬂﬁo { 286iabiRkol- :ﬁyl)% eI nm)ga @Rl hBrpRbimPt 41! B mAd)
3- (4- buty! b b vesstnBdt 3600 1k 3. Ater ap&am WhtBYab SRk tthd RSliERNd Sdracted
Mol ) in etiR@br. TR cAifined Gndradedadighnichshades Wotel SvapoRitet! N An\ASIASS. Wis’ SficH by
[err] 10 fcanmrilctibma&biaﬂfy (8103 [oRBr ditfyNacktal/methgibrbliflold®S1:0). YRl o/, @ee)vat er and
extracted with ethyl acetate. The dried organic phases were evaporated and
t he resi du@. fsnqmhoinbil @@-thiadizeaStyii-nethyipyridinooriadiey [err], el uent: ethyl
acet at e/#et hanol (4:1)). The title conpound was crystallized as the oxal ate
sal t from aceh oifret g mpihgl iefiide()S my 8 ninvilyand Bét-marpholine:1.2x5biadizolrdpyriding (B0 mab
EXAMPLE 46 2& mmpl)(imaagione(Imiwas stired abopm jemperaturg ford8yht Theyfitle egmpeund precipitated ff°m

the solution and was collected by filtration to yield 1.0 g (94%).

s0 C. 3-(4-morpholino-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridine oxalate

Sodium borohydride (380 mg, 10 mmol) was added to a solution of 3-(4-morpholino-1,2,5-thiadiazol-3-
yl}-1-methylpyridinium iodide (1.53 g, 39 mmol) in ethanol (99.9%, 30 ml) and the reaction mixture was
stired at -10°C for 1 h. ARer evaporation the residue was dissolved in water and extracted with ethyl

55 acetate. The dried organic phases were evaporated and the residue was purified by column chromatog-
raphy (SiOz, eluent: ethyl acetate/methanol (4:1)). The titte compound was crystallized as the oxalate salt
from acetone to yield 470 mg. (M.p. 177-178°C; M*: 266; Compound 45).
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" Sodi um hydrogen sulfide (0.5 g, 6.8 rrrml) was added to a solution of
3-(4-chloro-1, 2,5-thiadi azoI-3-yI% r|d| ne (0.5 g, 2.5 nmol) in DW
(20 nl) at roomtenperature and t B°r3§ﬁe Bh nixture was stirred for 30

m n. Potassium carbonate (2 g, 14.5 mmol) and nethyliodide (1 m, 15 mol)

wer e addgﬁﬁﬁwﬁe reaction mxture was stirred for additi_onal 10 m n.

Water (5 added and extracted with ether. The conbi ned et her phasee

were drieg @%&Xﬁﬁ&fé&-ﬁﬂdfaﬁl-ﬂw Sridifae title conpound. Yield: 0.5 g. 25 B
3- (4- et hyttm adi -3-yl) - 1- et hyl pyri di ni um i odi de Met hyl
i odi de 5(1 N, soﬂdﬁonmor chi6r5-1.2 B akRdiabdh331)syAding (080 P8 mmoal) and hexylamine (152 g, 15
3- (4- met hythbijin OMSO2(5 IS Rdsardutad &l 108-Q/ fo} Y hi AHleNévafidatibn, GratePwas 4088 tp tRNEsiduse
5 gactC | ON 4hd Xdxtidcd\Wath @fier.” THe Coombinédd Orarlic BRNaMS veie Edrib® fand! Svaboratad! e giag eeatitied.

. compound.
3-(4-nmethylthio-1, 2,5-thiadiazol-3-yl)-1, 2,5, 6-tetrahydro-1-nethyl pyri di ne
oxal at @ BSr¢hexiplamiodry.8p-thikdiazoPSl)- Tfmsfhﬂpyzidimwnllowdwas added to a solution of
3-(4-nethyl thio-1,2,5-thiadiazol - yl)-1- et hyl pyri di ni um i odi de (2
nmol ) in et Hawdwe(@g'e@% iodiqp @ts)m'a% MR an@ Bcid-hesmlamingt 2,5 thiagligzol-&yiipysiding @t?
[err] formmolhin agetang (5 rak, wisctirad 4 feom frenpelirafere! 8\-28d evapy®edred in wat er and
extracted w t h et h I acet at e. The 35 dr| ed or gani ¢ phases wer e evapor at ed
and t h& r&Siéheyi hiadizeol-gy)- At Ipyriding pxalatg eIuent et hyl

acwte/rre &Ah& tIe co Eu rys! I|z f_(;_late
sal }\/Pr_ rEOLn )a1 pyrr |n| IJL érde; uc:l)em\lﬁ 9£g 30 t ancl the% aétron |
(472 &%t 'ih%r .&.X .s acPe\évt. h%a “ €
400" e} )erﬁeﬂt (%:)im Qéﬁlldah vtaE @rzlstgfzgé' bés { écQQn@to

sol ution fdg @g@r},qgemlgab;e 359 b0l SonfHolirtdl 46 and wat er

a solution of sodiumnitrite (33.2 g, 480 mml) I n vvater (20 m) and

met hanol ©2@wPnkER4 was bubbl ed -t hrough the 3-pyridylacetonitrile solution at
[err]; s The reaction mxture was stirred at [err] for 1 h and the

preci pi t aA.g-@vpspyithibh e Siteadiabar-3fidytidiaet | on. The precipitate was washed with a
little methanol to give the wanted product in 70% (41.1 g) yield. M: 147.
50, B. al ph&ediym hydrmgerBsylfide i(220 Immc 8 tmandl) dhex Added AvanB& tinr te acblution of 3-(4-chloro-1,2,5-

al pha- oxi thiegigzolS-yhpyriding KG9 & mmol iin RMR @Q md) atyroom Tenpanatyte) Potapgidm grrbonatei(h24 9.
hydr ocP o iminel) (apd isslogropagd (0. 7n9| 45 mmed weefi eqded cEe dpastignsmixgregwasestigedyaiptopmi n
et hanol (tovpasiyre fon@0 min. Wales waepdded ang the, mixiuirerwas gciragted il pthprg Thet gogbined ether
preci pi t aRMESERAErocHPd e LEagoBlyd 1o ghe tertitie pPmpANd it 063 AV Yt eci pi tat e

cont ai nedth want ed product 55 and sodr um .acetate (85 g, 168%; M+ 180.

29 EP B3¢ "v“*"' Shiadigzql 3y lmel 5 ='f-:'-é axol - 3-yl) pyridi ne Crude

S;\wagr ESX Lgt‘ mn§ %Q Hrhe g %ﬁg ?"Ei ggmnﬁgté f for up E%ﬁ S @)%?&d%e% é?;r I gg (5

car bonat e to a vvere a hases re’'5 separated. The

agueous ; et her phases were
d??ed%ﬁ%@ﬁ%%ﬂ%@%%momdpl n 850 ny

yield; Mt $6flum Bdrohgdrdé {20TnigD5 dmel) Wadacaeld BZ0dononydf B-(4Lprofyinio  B5-thiadiatel-84p1)-

i odi de 1 01-methyighfidifiurs Gddide | (226 nrdol) In EthardN(98.0% 1 152 mi)-a0d #di raacdn Mixiyite) was! stickddna
(870 ng, B0 farmplh) Aften eperttion ehe(radldubiwas diasvivad] Herterendyiracteadhitt @th( IO Gtath.cThe | |,
16 nmol ) diied otdadic phaed wan emapeiated @ndvite redidus rved ponified by glluma ichromatography (SiO2,

t enper &t welwnt: Fhy acetatd/meticanolih U Thetitle comrotraitved castalizedas thobdralistsaltirdmyacetone to
filtrati ovield 310gy(M.5J38-139EC; M*: 255; Compound 47).

3-(4-am no- 1, 2, 5- oxadi azol -3-yl)-1, 2,5, 6-tetrahydro-1-net hyl pyri di ne

oxal at e 1EXAMBYE &% bor ohydri de (262 my, 6.9 mml) was added to a solution of
3-(4- am no-1. 2, 5- oxadl azol - _-1 met hyl pyri di niumiodide (1.05 g, 3.45
mol ) #n 3tk o jaz e After 15 nin water (40 M) was added

and t he m X nbﬁr}/ = ?er)é%r 8 O%d WB mmo twf£ radde;[ tc]oea seo ution ofgqga\?orov-\? E 5-91|adrazol-3-yl)-
ne (0

evapor at epqm i mmol) i DMF (20 ml) at room temperature and the reaction mixture was stirred for 30
min. Potassium carbonate {2 g, 145 mmol) and butyliodide (1 mi, 8.8 mmol) were added and the reaction
55 mixture was stirred for additional 10 min. Water (50 ml) was added and extracted with ether. The combined

ether phases were dried and evaporated to give the title compound. Yield: 0.6 g.
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col.urm chromat ogr aphy (el uent: ethyl acetate: methanol (2:1)).

Crystallization fromacetone with oxalic acid 20 gave the title conmpound in

310 ny (50%) yield. (Mp. [err]; MEPQ8¥ 28dhound 50). EXAVPLE 48 A

3- (4-acetyl am no- 1, 2, 5- oxadi azol 3-yl)pyridine 25 Crude

hydr oxyi m os. ) 10 pyhéimémgg! génd pol yphosphoric acid (49
to roomtenperature

g) were st

aqueous amMmDIydnd aids ('RE 18 K& b Qukod 1 @ Stdkicw 09 W@t%ﬂﬁ-h@%%dd%&l-@gjﬁpym

col | ect ed kg §,Iolalnididn) 48 the TdaBHoR iBkuréWasiifod ¥R Rord ehipBlatiCtor 48 h\Ad Slapcidt
extracteg with nethyl ene chloride. The organi c phases were dri ed and

evapor at ed d, 8-(4uiyfthid-112,5-thiakilafdl-S-PFNDS|G Birbhiydré-3 SnobBipding bghatt  B.

3-(4-acetylam no-1, 2, 5- oxadi azol - 3-yI') - 1- net hyl pyri di ni um i odi de Met hyl

i odi de (450 [Sodiuf,bordhyirida@b0 my\ds? revdalwhstadded ts @ balitibroot 3ef#-butylthio-1,2,5-thiadiazol-3-yl)-
3- (4- acet yamsthylpyridinRimGedidec(d B amwl) ir3sthyang! (9935, @Y mi iamrkbthé¢ e@iommixtufd wis istinekd )at ¢ 1€
acet one. 10 Tligs 1r e Aferi eyaporationt the eesidieeswast digsplead im wateoanth axieasiod méth gihy deetate. T/e liriechd
t he preci piotganie pheses waré eepereied pnd the rasidea vesnpurifigdetydeolugu Ghiematogramiy (Si0;, eluent:
3- ( 4- acet y ety agefate/mpthanobid ALy The dile mp gﬂ yapcrgstdlizeches thhp@laig-salt figm psplops foi vifilche
oxal ate 40 300 mg.SM@i Uﬁﬂﬁ‘btcoﬁytfﬁ? Fempopad48ky, 3.7 mmol ) was added to a

sol ution of_ 3- £4 acetyl am no-1, 2, 5-oxadi azol - 3- yl)-1-nethyl pyridi nium

i odi de (84 5 mmol) in methanol (15 M) at [err]. After 15 min water
(1Q i) wa nriJnxture was extracted with ether. The
conbi ned e P —evaporated. Crystallization from

abet one w th 'h ar », Fg@%mig 9 3%oilton AL o i1% shiadidbiB-yiy-
[err]; te éture and the reaction mixture was stirred for 30
3-(1, 2 5' ’l@nﬁa and methyliodide (1 ml, 15 mmol) were added and the reaction
3-(4- Ch| or %ﬁur@wé‘&%%ibﬁid& Gngﬁb i Yok (50 @niodbs added BRY éktr 8L ith QfheQThe combined

3- (14- am NO-stherphased ¥ard dAgdRind Svapbratb/toighte B tiflelcohpBund Srieid: 681! ) i n gl aci al
acetic acid (16 nm) and concentrat eg hydr ochl ori ¢ aci ‘d (5.2 m ) were added
[err] (938 BuBH4-nicttiyitkid-) ,2,6-thihdia:opP-1-pethyigyrididi icagy at 0 C. After 10 min a
solution of sodiumnitrite (483 ng, 7 mol) in water (3 m) was added
dropwi se at [Mathy] iodidh @ mic & tnmol) was added o asibitiont of Br(4metidbip 4 2S1Waddiadd)-31yl)pyridite
[err]. AquéBus 28aamaeliranth thd reastion enixtupe Wis stires! atepdm demperatutelder] 48hangh byaporated. he

m xture extracted W|th et her The et her pgases were dried and evaporated to

de

55 give ¥ B AYNe pr{any yloyridine iexalater | ymm

chr omat ogr aph [err el uent: et hyI acetate) gave the chloro conp

upper spot, % V ’F%‘zao ""&h‘f}l2 f"ﬁ‘@" W3 1°tau§°E'EP"g9’ adteehvﬂhe\xé# “ETS’@F°"3‘
60 ng yi el I)~ -:yéwthylpyr anol (99.9%, 20 mi) and the reaction mixture was stirred at

3- (4-chl gr & 2 ?va%?"% ey 9 183 FOTNOR Iyl 37 PO e sty pocteti e
o , 8 If (0] wer % was purifie umn - chroma c\éraphy
g_ (4-chl or u drlJ J%ﬁeéﬁgl a O%Myi uﬁou 43 %c%sballlzef a3 the oxemte salt from agetone -to

The reactlgn m xt dre was s irre omt rrperature for 18 h and
evapor at ed gikgmBLe & ve the title corrpound. C
3-(4-chlgr oI 2 5-oxadi azol -3-yl)-1, 2,5, 6-tetrahydro-1-net hyl pyri di ne
oxal at e Sogk alpRaldRifnbBDidRcdiohitile My, 3.2 mmol ) was added to a sol ution of
3-(4-chloro-1,2,5-oxadi azol-3-yl)-1 - 10 nethyl pyridiniumiodide (1.2
mmol) in net mapmd:lyla(c&ornw)a (@12 §,e400 [mmof)f wae rdisidivetiiima \selitioh of\vBusliuadiel@mxiae (i 61d) @00
m Xt ur e wasnmeRtin methand! (W0t hi). Methglnitrite] penertet dy dpbpinges sowioreof dpncentraten dulphuric acid
evapor at4d (12@rmylsand |wafey 26 imbirio & salutiomof sodivre nititet (33.2 8,289 mmalk indvaten (20 ml) and methanol
recrystal | {290l oas bybbled Hrwgivthe Sparidylacdianitile sqlutioro @3 GuThe reasticiOmintgre ywae sfiired at
(M p. 126- O foqrgeb k- the pagipitatdvas Gollectssh pyBiatien. Bhm) PfeqpﬂatEmvPéEedwhAhﬂ'e methanol
3- (1, 2, 5- o¥@ivedheoranted proyuct infBter 4. 19) wieldi Mi: d#- i odi de

50 B. alpha-oximino-3-pyridylacetamidoxime

A mixture of alpha-oximino-3-pyridylacetonitrile (41.0 g, 279 mmol), hydroxylamine hydrochloride (21.5
g, 310 mmol) and sodium acetate (50.8 g, 620 mmol) in sthanol (99.9%, 500 ml) was refluxed for 4 h. After
cooling, the precipitate was collected by filiration and dried. The precipitate contained the wanted product

56 and sodium acetate (85 g, 168%); M*: 180.
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Met hyl iodide (1 m, 15 mmol) was added to a sol ution of

3-(1, 2, 5-oxadi azol - 3-yl ) pyri di ne éﬁso ngq 2.9 20 nmmol ) in acetone (20 m).
The reaction mixture was stirred ERO at%‘hperature for 18 h. The product
precipitated fromthe solution and the title conpound was col |l ected by
filtrati | 0% : B.

3-(1, 2, 5?9343&'?D é 88 ks b ’,d ?tetrahydro 1- et hyl pyri di ne oxal ate 25
Sodi um _bor @K]Xéj&lﬁhq%mﬁrhﬁ-g pmylaéetaﬁmL} Rd pHIERGruS Pontachichab! 5 d) Wefdfrefluxed in

3- (1, 2, 5-x kb 2860 hmy3orkd n. Whter BRI oRdid i alkib B wbid4Haddting the $hddBPkere | N
met hangl sbparatddl )rhaaa,emtﬁese(aasnéﬁraaéd \Enw éthor afdl R cohibinBd Bth¥apiREes\Waste afkdcd
and the mavidotatieh MBS o phaseh gabe Bieltile EnipBiind inld%0 nyQRd; medezt her phases were
dried and evaporated. The residue was crystallized as the oxalate salt from
acet one . iRanitdie2 5-txiadiigzok3yiplanetic/ipyridinkdiodide yi el d. (M p. [err] dec.; Mk
165; Conpound 53). 30 EXAMPLE 51 A

3- (4- hexyl okoya B9l@ios -ob f-¢Aciminocil.2.SBoxgdiazphryil)phridiee BE0 mg, 5.F anrapl)Jo lacatane ri20oml) gesli um
(100 ny, added methyl Ppdiger(990-HclBprod) ahd the maptionanixtuse wascstirred overnight at room temperature.

3- ( 4- chl dihetitle, compause Brgeipitatgll andwag icyligcted oy filfeatign(8H 9+R9%)-1 ol ). The mi xture
was stirred at [err for 18 h and evaorated The re5|due was di ssolved in
wat er and-&{4gnine 2.5.67tglEahyg

! e
ek '"fg‘li%?"gi. %'9‘5 ﬁcﬁm o ?@ W&Eﬁ BTG o

met hyl i

ixtul ther Th ether se W ned eva o ed and lfle
gﬁfrggxy f A S AT Sh U | éb &1 it o o Noes iyl a"ﬁa;d -
corrpoundebtav 3 % (45 P

3-(4- hexyﬁ;awté4g, 5-oxadi azol - 3-yl)-1,2,5,6-tetrahydro-1-nethyl pyridi ne
oxal at e Sodium borohydride (76 ng, 2 mmol) was added to a sol ution of

3- (4- hexyd. 84facdiyidmino-92 5-dkaaiaedi-3-ghpylignel- net hyl pyri di niumiodide (1 mol) in
met hangl (5 nml) and the reaction mxture was stirred at 0 C for 15 mn.
Af t er evapoCradd idroiyieing-8-pyridymetgisnidixive0(k.6 @l andnpolyphaaphotit) ecid (48 Igh eére dtinmid tah

et her. THeO U foetB wrAftemiooling o phm sexseratirecagescap emmbnizd(250a)wds rgdadatwtiute piiaso
R i fied Sy theairesipiiate weo palieategr ypyati¢rE TR pre¢ibitaterivas dissdivpll imwatercand /enteactad with
(4:1)). Tathylehe phioride; fibe giganic\ehases et dietl anceeyappsatadtie giyk the ditlecamplyndfin ¢3¢ mg
acet on® t¥ldyield 60 ng. (Mp. [err]; M+ 265; Conmpound 54). 55 31 EP O
384 288 Bl EXAI\/PLE 52 A 3, (4 butyl oxy 1,2, 5-o0xadi azol - 3-yl ) pyridine 5
To a sol EPH ) yipyigipiumiiqdide it anol (5 nl) was added

i wez; Iy T e Rt

yr| ine 0|)l eone e 16 mixXtur wg,s a’arr gt rgmgeén er\%g ad and
evaporat e%?%si pﬁ&g ‘ec I%es-:rlcugrr‘rpound ?fi 9%
3- (4-but @ AR ,

_ E Wn%(rfylp diHo Wit di de A mi xture of
met hyl i mmy—%z—s——

oxadi agol - 3saalum6vdhphr.a@(1@cimg ARl waa 288 OB Soltidf) of B (h-ad¥BFamirol 125 6tadizo300M

t enper at ufa-rMetyiphinkuntiodldec@ang, ate8tnmol)In meihanol (15 mi) at 0° C. After 15 min water (10 ml)

3- (4- but ywaesyded add the eaactidh aidilre Wasydjraclod Auith efhert Ther dMmpilédDettor PRsbs/Wedy triedian®

oxal at e Seahotated bCrysiilization drem (atetéhenmgth o2ali8 aniigbve tabtleadolpaling v B0y yild.qNt.pOf

3- (4- but y1iBO%84- C; *: B22) Geropoarkifit).3-yl ) - 1 -met hyl pyridi niumiodide (1.9 mmol)
in met#anol (20 m ) and the reaction m xture was stirred at 0 C for 15
mn. Aft EXAMPHR# ati on the resi due was dissolved in water and extracted

w th ether. The dr| ed orgam c 20 phases wer e evaporated and the residue was

puri fi ed Asg-{lZai-xadiazely -t 58 g(chlerp ! £.5-oadiszalByloyidine  acet at e/ met hanol

(4: 1))@ The t|tIe co% stglyl rdl éas t he oxal ate 'sa%lt ] d(16 )
' ) SlC aci

aceton tagd oncen rate hlol{:‘, acﬁ'd ml) dre addedn% ZI w@g mmgﬁsj d cupper coils (100

mg) at 0°C. After 10 min a solution of sodlum nitrite (483 mg, 7 mmol) in water (3 ml) was added dropwise
at 5°C. The reaction mixture was stirred additional 30 min at 0°C. Aqueous sodium hydroxide (2 N) was
added to alkatine pH and the mixiure extracted with ether. The ether phases were dried and evaporated to

55 give a mixture of the title compounds. Separation by column chromatography (SiO2, eluent: ethyl acetate)
gave the chioro compound, upper spot, in 230 mg yield, and the unsubstituted product, lower spot, in 60
mg vyield.
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EXAVPLE 53 25 A. 3-(4-(3-hexynyl oxy)-1, 2, 5-oxadi azol -3-yl)pyridine To a
sol ution of 3-hexyn-1-ol (980 ng, 10 %@and sodi um hydride (240 ng, 10
mmol) in dry tetrahydrofuran was adPi3%t 2881B% i on of

3-(4-chloro-1, 2, 5- oxadi azol - 3-yl ) pyri dine (450 ng, 2.5 nmol) in dry 30

t et rahydr of,u rg eaﬁ ) E was stirred at roomtenperature for 2
h. Water wfgsé—&é ot hezsr 'aza%’lmmehyr it 8 % ed with ether. The ether

phase was d“ deeM 0{5%6? Jvagqf&e 10 b 08 tfoﬁBiJ 4SRN 98 Y adlizal-3-yoyriding, (230
3 (5 ey d’%&a T bl o ?r B Se I S1o 1B  £HdleUiporati t
Amxtur@ e it e(15n1 22
3-(4-(3- hexynyloxy) 2 5- oxadlazol 3- yI)pyrldlne (2.5 mml) in acetone (20
m) was st lcrﬁ@thefoqtmxhd.aeaw)atzwrsaetfawdrolﬁm&hmdaiﬁwaa% ated to give the
title conpound. C
3- (4- ( 3- hexy rapebios bprofydAdedd toxagl i3@zmrholBvag |afidedl 1 a Solidion 6f 3-@dahiato-0,25-orataby-Bp-14 di
ne oxal abe méhylpoidinum ibdideott 2dnmaliein ("iedanetgs mh andol.) Ateass adhdealert was caddsall antitien
of 3- (4- ( 3idure/was egixagied Witt? sther Obhe dtharbkses $erp|djiedlandevanyritpd: (Crisaliization frogdacekene
(2.5 nmol ) witth oxplic lacichend (ep@stafiizption rfigmt dsetonecgaye ithentitiei crmpguad Wa€) ®Y jyielde (M.pit 126-
[err] for 12°% M 13§ and20¢ Camenuad $2bn t he resi due was di ssolved in water and
extracted with ether. The dried organi c phases were evaporated and the
resi due ’M%Mﬂzﬁied by col utm chromat ography [err], eluent: ethyl 45
acgt at e/ net h .. The tltle o dound was crystal lized as the oxal ate
sal't from Safrd-mey *®lerr]; M+ 261; Conpound 56).
\WPLE 54 Sq\n '

yLiodide (1 ml, 15 added_ jo n of 3- -oxadjazol-3- |dme 430 myg, 2.9
3 - penk b aiftéeffa L 0T Ol Jeatbol hre e skt TGP Gineordind 0 B, rhl DAL
3 (4-chl or & i‘ g o e %{‘?SP“%*“‘;P‘S" D A Rt T anyr On 1 et hyl pyrt Ur fe (450

ng, 1.5 mT'B':)(ﬁz%-&&iu&éﬂ% 1 @fs\8LtétRnyddr-Mbth lWﬁ&nea&QﬁQ slowy a solution of
pent yl magnésium br om de - ahydrofuran at [err]. The

reacti oresm XtSébigm\\Bssohgdrids r(eat Mg 4.2 Omimbi) was dddwat ©I a (sAltiof o 3/@2 s5aeddiReol-3-le- 55
product wasnetipyrigidiuddioddst B4einG.E2.2 Mhihol inlA&hambl) (1M ahd @atelr @ al) ftoRer Afphas e
evapor at ed watbheasr @gedlang e Sixtiirey 84sodxtracid vith thibi) Fhed sombineed ethax] ghades owteadtied ame
iI/300 ny EERefated iTad chsidikewas\caisalizod a8 the @Rraldte’ sainfroin aastarie gyl dhettitie cénrolir@ in 100
conpound i mglyEl. (Myp. (2281840 * @ ided..dM*: 168 Gomppundi5B); Mr+: 251; Conpound 57). 32

EP O 3840288 Bl EXAMPLE 55

3- (4- hept yEXAMBLER1t [hj adi azol - 3-yl ) -1, 2, 5, 6-t et rahydr o- 1- met hyl pyri di ni um
oxal ate 5 To a soI ution of
3- (4 chl or &% 2,5, 6- tetrahydro 1- rrethyl pyridi ne (450

15mm|) n etr drof ran 2051 q ondo -
hé.pt/yl megn |d|ne he m| f rr w or ro ;:::lau s
reaction mg e .n saia od Wi wﬁ? x 2 elih é ald
pr oduct vva Biv er e) eodrT e tan

evapor at ed. e re5| ue was crystal lized as the oxal ate salt from acetone
L1 400 1 67 3ok} Slos oo 3 1-hfbiain dibg: Compound 10 58). EXAMPLE
3- (4- (5- hexenyixture, of mathliNbdidi (850 115 Bmbl) Jandl3-@rhexyloxy-€.2,5-akuidzops-Hypydideyt Rrol) ¢H ni
um oxal at e addtond (5 rfill) & stiirddQif rodih temperature for 18 h and evaporated to give the fitlie compound.
3-(4-chloro-1, 2,5-thiadi azol -3-yl)-1, 2,5, 6-tetrahydro-1-net hyl pyri di ne (450
ng, 1.5 &gl J-(drhexylozy-1,2.6pxidiaiolis-ali1,8,9.6terbhydies Snettyipettine logatey a sol uti on of

5- hexenyl magnesi um brom de (1.5 mml) in tetrahydrofuran at [err]. The
reaction m xtSefiemkhawhydide @@ thaf mmel was adethtd agalution of 30t-hekyloxyd £.Sadatiagol-3-VPré-
product wagelxipyidinumdodiger (h rmahdn methanel GO ARd) they regctiom eibire wep dirprbet Q7ivalgieth
evapor at ed MinTiAfter; vaposatjen W&s’e%'e "ﬁﬁrdst‘?"@ﬂ iy yrateropndrirtractsd it igr- b yiriedsprggnic

el uent : %t H S WP aRe ‘fzj‘j’as Pr{fied; by, pqluma fograpiys(Si0z, elvent: ethy!

etate/methanol (4:1)). he tltle co was crystallized as the oxalate salt from acetone to vield 60
mg. (M.p. 143-147° C; Mt: 265; Compound 54).

jdi
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" crystallized as the oxalate salt fromacetone in 340 ng (64% vyield. (Mnp.
[err]; M+ 263; Conpound 59). EXAMPLE 57 25

3-(4-octyl -1, 2,5-thiadi azol - 3- y| JEP10 384288 Blet r ahydr o- 1- net hyl pyri di ni um
oxal ate To a sol ution of

3-'(4-chl 52525 t hi adi azol -3-yl)-1, 2,5, 6-tetrahydro-1-net hyl pyri di ne (450
ng, 1.5 ﬁ?;(rgt-\ﬂg-]‘—rﬁ tetrahydrofuran (20 n1) was added slowy a sol ution of

octyl mag ;p{g in 30 tetrahydrofuran at [err]. The
reacti onaeﬂ‘p 8 Halideols Rk O mn and water (20 m) was added. The
producy Wasro&Xdofufiént &t Soditin A5G Vs chrdolin 2Dkt I5 AP Nas! ddfedtt- (s @Rlor8h Bk MBG 'S
evapor at @npyfififs B5hElUS nivAd). PHe rhiktrS dadMinbPA BTG fohs F)Hi&ié@ﬁﬁo&iéhﬁﬁe@ésfdhe was

el uent: @issiybd acwkiieitand BRaeNMih diibr. Thhd comitiedidvdahie pRe3BEIWIE drisdsnd eVapsrtad td zed
as t he oxyib mbaisdmpodnd.om acetone in 430 ng (75% vyield. (Mp. [err]; Mk
293; Conpound 60). EXAMPLE 58

3- (4- i180BU-tbutylofy- £2 §-badigkobdzyi) 1-1Betilipyridinidiy Eduﬁe t et rahydr o- 1- et hyl pyri di ni um
oxal ate 40 To a solution of

3- (4- chl or g mix@remof irethgidedidedl B-15|Mmol) apd &-(ddhutyloxy- HA§-chxesliazohIeyDibwyitlipg (1i9dnmed) ( 300
ng, 1.5 inAskipne (0 mwestges 2 foamdsmreriirenpn 18keend gepgeeted| owl y a sol ution of :

o

| sobut yl magnesi um brom de (115 ng"ml I n tetrahydrofuran at [err]. The

etha com the xalate salt from a eto e to eld 120
3- ( 4- CyChgPpaR y&zs@ M+12 Goiphing 45720 -é y ?“‘ oL ERT anyar o- 1 meThy! py
ridinium oxal ate To a solution of

3- (4- chl examBLES35- t hi adi azol -3-yl)-1, 2,5, 6-tetrahydro-1-net hyl pyridine (300
mg, 1.4 nmol) 1 n tetrahydrofuran (20 m) was added slowy a solution of
cycl opr opy3-@as-haxlyigy)a 2iswradiea3iyiigridide 5 nmol ) in tetrahydrofuran at [err].
The reaction mxture was stirred for 10 mn and water (20 m) was added.
\{be 55 pr otuz Solutias ot f-hexye-d-o(980 g, €0 meol) (aBd sod®O hydridle 2401 nigh @0 chwmiaddin eivher
phases evelpiydatusd wad hdded @ spldtie of@rd-cplanot1{2iSecdtadingolGeylpwitinec 4bOmeat 25gmaphip diver r | ,
el uentso  datralydrofuae: Heapastianhminiye Wad stiriepl at e ternperature ford du Welteryeas @ﬂsﬂsiﬂdltﬂ'q zed
as the oxwfiuR wasexracteg wiihetars.cihe alberiphass 8@s rigd @arkeppojatad| tegive the fifle cpapqupd. i+

235; Corrpound 62) 33 EP_O 384 288 Bl EXAVPLE 60

3- (4 pr oByd3- Y 2 I-mpthylpyyidis trghydr o- 1- met hyl pyri di ni um
oxal ate 5 ut g

3\a- Al or 'XE’Q?; % ?‘i&@dﬂ KR d{? "‘"1°') %3'6*‘?&2?’9'3‘@%%2 SRR ?h’-f (450
nmg, 1.5 % ﬂj éﬁ&)d‘F“‘Sfﬂ *)’28“ mPeRLLe hdB Y oGRS i "“ i
propyl magneDS| um brom de (1.5 mml) in tetrahydrofuran at [err]. The

react i on gy ulalh & Wiy ol slhihz iate V@S added. The
producy d et her phases

evapor at ed.sodilift boRA (18RS, cw.s.&n? Wasl 286854 188 sbilin Gxﬁgbaé-ﬁbxﬁ@bt(y)-ﬁ R@AfRHOoNE

i n 350 MG-y(-1pGhypirRiinglim i6didelr2.5 ol i médthznoi325mi) ErantiieadtionLMixtard)was BikAYELI= 61 A
3- (4- oct ydr tifiimin: Afte? evapdrition the assitiue Basydigsflvediitivaie atd exbadédwih @her. TREedies brganicd e
(0. 25 g, phasds worelevapamind cetidaith tesidud 83| purifiedrbyofolumn chromatography (SiOz, eluent: ethyl

3- (4- oh| ecetateméhabel t( Y The tilsl coBogunyl -wap yrystalized ag e Salaly saB fromodcptonento Didid §020
m) at rognfMper§eettatGiMs: 20ndCoampeund@@)ct i on mi xture was stirred for 30

EXAMPLE 54

r eact i '&n Snd-rhuploxyihaS-eadipzoldyy "ﬂ- -lé Yiexrane OGigey| ) was added. The
product was trac edvvl h ether (3 X adthe drled eth ha es
L/
i e e ’c
A er ra lon rosidy aC. dissolved m wgter and e h e dn
Cryst%wg ool }38 boel m g4, Y i) oy

50 3-(4-pentyl-1,2,5-thiadiazol-3-yi)-1,2,5,6-tetrahydro-1-methylpyridinium oxalate

To a solution of 3-(4-chloro-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridine (450 mg, 1.5 mmoi)
in tetrahydrofuran (20 ml) was added slowly a solution of pentylmagnesium bromide (1.5 mmol) in
tetrahydrofuran at 0°C. The reaction mixture was stirred for 10 min and water (20 ml) was added. The

65 product was extracted with ether (3 x 100 ml) and the dried ether phases evaporated. The residue was
crystallized as the oxalate salt from acetone in 300 mg (68%) yield. Recrystallization from ethanol gave the
titte compound in 125 mg (24%) yield. (M.p. 156-157 ° C; M*: 251; Compound 57).
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‘m.n. "Potassium carbonate (1.24 g, 9 mol) and 1-bronooctane (0.80 m, 4.5
nmol ) were added and the reaction m xture was stirred for additional 10
mn. Water (50 m) was added and SPIIIBBRIth ether. The 20 conbi ned

et her phases were dried and evaporated to give the title conpound. B.

3- (4-oct yldAiBietss?, 5-t hi adi azol - 3-yl) - 1-net hyl pyri di ni um i odi de Met hyl

| odi de (OMS nmol ) was added to a sol ution of

3- (4-oct y|3f-(|il-h0p1ﬂ-1Z551:&3&@%&?Qha%’cr):’ﬂy)ﬂa}’lfdméﬂ!lgndﬁjm &dialg0l ) and the reaction
m xture was St room tenperature and evaporated. C.
3- (4- ocky! t htPa daluiorbof 3HA-RHr@ 7,05-thididdol3-H)- B2 56-Rtrdglre- A MethyByrimB %450 YrigPy/s nfhome
oxal at e Sasliduanyarsupdiy @0 i rAlE wes? 46ieBTslowly BTSBAgion\\GtSheiHRGhebiOM Soréniitial (1.50 ntal) in
3- (4- oct ylwsthhwirdtyrah, &-0-l6i 6k @EdTion Dibdnke) wak-stidél 101§ dipinpant ivwdion (20Mnl) oaki abided. Jhe
mol ) i n qrddactovas QIO witl? Btherl (3 xa1100l ni)hand riesadriied @thenphetasrezapaated STherresidlie avas
[err] for clyshlizedfas ghe ozalate saltdiomaetoredn #0sngl (T8%risld. dMesI 1881 Ci M*:\R&4; Gompavdd
extractwd 58l th et hyl acetate. The dried organic phases wer e evaporated and
t he resi due was Eurlfled by col um chronat ography (Si Q2, eluent: ethyl
acet at e/ neP@MRHESE 4: 1)) . The title conpound was crystallized as the oxal ate
salt from acetone to . : I_VH 325 Compound 64). 35
EXANPLEﬁaz"( (S-hoxqmyl)-3,2.prihiadia; 2.5,8-1ophy o] oty pyRainiug 40 Sodi um
hydr ogelt sul Adg 9— Ii)azo- -yl ﬁg y 1-me r| ] ?150 mg m
3-(4-chl Orot % qi)g:f?%? (5? o Ys!:l longoé ge'g’l a n s|u F erh 0;"2&
g‘o) at ro%ﬂ o Wi G Qs J“Tﬂ
tassi umg d n2ahd ¢ {h The4 G‘?FBZ)

were ad ecguﬁfré |urnﬁ% hg«% Ré#éz oliEi: ei sée éa{an& nd -was
Water (50 aws)an.msas dodtbriotR 30 rhgfuee%hﬁam (NI Benfs‘ﬁiﬁ)'c“ﬁld 2€:§ f%%ﬁ.p&h@s es
e conpoun

were dri ecggﬁnd evaporat ed to give the tit
3-(4-ethylthio-1,2,5-thiadiazol -3-yl)-1-net hyl pyri di n| um | od| de Met hyl

i odi de (0.&5(AM>LE§’z5 mrol ) was added to a sol ution of
3-(4-etsylthio-1,2,5-thiadiazol-3-yl)pyridine (3 nmml) and the reaction

m Xt ur e wels(d-ottyli2dethiadiazelSamil i2S8tetrabydir- emébtoyipyddnitm exaliteevapor at ed. 50 C.
3-(4-ethylthio-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-nethyl pyridi ne
Wwal at e Sodi Tma ritiohef @r(#-chlorg-22.6-thingiazol3-winh .5 6-{etiahydrdd enpthylpyrisling 450 Mgo hS Mol
3- (4- et hylir Hetgbyprojuran. {8 mbi wep AddesL Glpwly B sqltiom pf (ggtvlmasnﬁﬂmn brosided €5 amehghn )
in et ha??oltet(agg"@%" 3P &t Theatqaction mixpugawasi Fredyiok 1Q,in e vater ﬁor’@bl‘”&? a‘{f’é‘? rTI’? or
55 1 h. AffrsEctngs sxiragied yih pher (Fé SR qpd dheqdried Sfhgphapes qyaRe

s R G

acet at eé hanol (4:1)). The title conpound was crystalli zed as the oxal ate
salt from to yield 490 ng. (Mp. [err]; M 241; Conpound 65). 34
EP 0 384 M%ANPLE 63 A _

3- I(? ge“tﬂ-hi&bﬂ.ﬂq35%.&&2@%@49%13%1%%&8%&4 pSridiniom oxai@di um hydrogen

sul fide Oimm')‘m_a‘dmf—a_?l Ut

3-(4- cthor 0- o 2 sonrtibbfAi-aHEb-1,3 5-WhiahiazdP-i1)- 112, 56-telrEhy &3-1Gnethipiidne X300 ngPVE mnd
m) at roamsramamiidnuee M das Sdied SREI & Bolilibi ot lsGbutiBaghdsiufn’ Bromit® (1.8 GhriBl) Nn

Pot assi um tateahyateshaéneat (0l C2 #heQrea@onixtuye WadCstip&ifol/ 10 inCdiid Cheatet (O0Migas £bidbd. e | )
wer e addecprand vab @xtragiad witio Btheri (3 ixur0@ nWoahd did dried dthbophaged chivépoaited! Thb(residun .was

Wat er (50 putifled i olaninl elitornatabraphy (SiR:t eldeniuisthiyl asetatee/metfidnel (¢:OiriTiheditt empeumdplaases
wer e dr #5e drystatiizad\ea thoroxtliate] saitdromi agetortetie 350 g &6%Dbyigld Ma. 148048 C; M*: 237; Compound

3- (4- pent W-hi 0- 1, 2, 5-t hi adi azol - 3-yl ) - 1- net hyl pyri di ni um i odi de Met hyl
lodide (0.5 m 7 5 mol) was added to a solution of

3-(4- pent 9 2, 5-t hi adi azol - 3-yl ) pyri di ne

50 3-(4-cyclopropyimethyl-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridinium oxalate

To a solution of 3-(4-chloro-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridine (300 mg, 1.4 mmol)
in tetrahydrofuran (20 ml) was added slowly a solution of cyclopropylmethylmagnesium bromide (1.5 mmol)
in tetrahydrofuran at 0°C. The reaction mixture was stirred for 10 min and water (20 ml) was added. The

56 product was extracted with ether (3 x 100 ml) and the dried ether phases evaporated. The residue was
purified by column chromatography (SiOz, eluent: sthyl acetate/methanol (4:1)). The title compound was
crystallized as the oxalate salt from acetone in 380 mg (83%) yield. (M.p. 147-148°C; M*: 235; Compound
62).
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‘(3 mml) and the reaction mixture was stirred at roomtenperature for 48 h
and evaporated. 15 C.

3-(4-pentylthio-1,2,5-thiadiazol E\?Q/§§4¥8?15 6-t etrahydro- 1- met hyl pyri di ne
oxal at e Sodi um borohydrr de (300 ng, 8 nmmol) was added to a sol ution of
3-(4-pen IQ:n1, 2, 5-t hi adi azol -3-yl)- 1 -nethyl pyridiniumiodide (3 mmol)
I n ethan%’@@% 20 M) and the reaction m xture was stirred at [err] 20
py-EY SBRERi-2R)-1 D e-teb iy fHS -MSIpiHdhRA sgle | N water and extracted
porated and the

resi dug purgefd sﬁlﬂtrdh)bf 604 SAISFD- G B-HEBABIH ARG, & t5t dlfdro- B mBBByridiRd (%0 mg, 1.5 mmol)

acet at e/ feti@ytrofufad | (30 Jnl) WidCadded IsRwly CdTEONIA oN@RopREHbsiin iboRtitlead 5t MMolpIal at e
sal t frorsragcionmng d 0°¢. Tedeatfd migure (Wb Btirred d6rm 10; milviand @&er, (2Caimpes rddeéab fhe 25
EXAVPLE Grbdust was dradienwitht dthed 3L x 200 mi) Rhditheairied etBer\phaspy bvapiorated. Shelirasitiudwaly ogen
sul fide ¢Qst@ized as Be Sxamtendalt frova acesaiel GBS0 anga(755%6)| vield. (Mhp.d#1-142° C; M*: 223; Compound
3-(4-ohl 680o-1, 2, 5-t hi adi azol -3-yl)- 30 pyridine (0.59 g, 3 nmol) in DW
(20 mM) at roomtenperature and the reaction m xture was stirred for 30

m n. Pot EXAMPLR#ar bonate (1.24 g, 9 nmol) and hexyl bromide (0.63 nl, 4.5
ol ) were added and t he reactlon m xture was stirred for additional 10
min. Wat &e3-(styiifio, PRtV IRHK "xt racted with ether. The conbi ned et her

pheses ver g - g%f o i ﬁ%tst F ol SRR 4 blgagina

f
3-\(4- heX\éI t m ytgoggnf ¥ %Zi E:!uta b Teaction Mixture was stlrre

'Odl de ( 0 mi, 4.5 mmol weeaddeda d.the
> 4- hexr’ﬂiﬂm "2!%} L f1n
i tw‘g & deva ora ed
3 (4 hzgxy |06€|L15 %é%wl&ggfggzag -195 5heG tetrahydro-1 -nethyl pyri d| ne

oxal at e gogi%mp@yﬂraa,%p:(@ﬁpmgfgﬂpyﬁd.mmlo)ﬁdyvas added to a sol ution of

3-(4- hexlenr 0-T,Z 5-thiadiazol - 3=yl J-I- methyl pyridini um i odide (3 nmol)

i n et hanol Mé¥g Rikie BB il 7.5 M) WaLaddedtd itich of 3Y4-6ctyic-1,.2 5 idaReol-8yh)iriding Or 1
h. Af ter (Evi@ppdnd theQsactidneniki@s wakidinddba radmempersiutl on48rbdna levapirdtedxt ract ed with
ethyl acetate. The dried organic 45 phases were evaporated and the residue
puri f i ed Ch§-(4eotylthiont .2 $thiadiadobdylatihsy6-tehidito- 1 glethgingridine blelate ace- t at e/ net hanol
4:1)). The title conpound was crystallized as the oxalate salt from

acet one t o SpifigidboREAIide7 MY, F. mi @rwxadqw to pepjutionay Fribeatidthie 7 2.5-thliasdh-335:1-  EP
0 384 38gweiyiryridiglumdodide (s menob isysthanah (3984, BRink gndCitmiepddien MpryroSras stiseed aiy C g,

CH, DE, DR, Affeovapgsatiop the residus yag disggived ippwater a d’ﬁ?iefbif' a‘Feéﬂte}'nE'I‘ead”Pd 5’9 nigy r]
15N wher Bf3es7"ere &y @FI ¢ f%eure H‘i?rwasr\mﬁf"éed Hby &r gﬂ grap vk
C2- 4- al k é teer?thaP p om @g B crystalllzed[ te[ alt FrT éf 00
[err]- aI 1f1 f’ r6 -cycl oal kyl , [err] cycl oal kyI aI kyI ,

p o] y EQEMPLEZéél oxy m)rphol i no, [err]-alkyl subst I tuted piperidino,
hal ogen, =amno;—[err]-acylam no, [err]-al- kylam no, [err]-dialkylamn no,

[ err] - al koxMamyiiiy-1.3 &hlaliala-dipiddeWherein R2 is straight or branched
[err]-al 5T ’npfrted]—[err] al kenyl , straight or branched

[err]-al KYnseum [h@drbden b@ideJ(0.25 g, B8 Finkl) Was 44A6d b ol sOIGHRA Ssi@hibiy-12/68nisdiz6il-yH Kyl
[err]-al lpitsnb (0.58%g, 3 mmol) if ©MF](208hix ¥ Ydm @mpérataidlahd the @dacidh mttdrélwas stirred for 30
phar mac e wiin. Calassjumacimpite pl.2 @@ MmolP and \ethyd Nigainie 1T0L362 6x; GU5Ciningl) twére Gld@ddnand the
sel ect ed rdactipmimixture Rasbstifed ot additipral 10 Bin Watere(501 ) wed addad dndt dxiravthidawitd lethdr Yihe) - 1
- met hyl pyemhined @ther phases were dried and evaporated to give the title compound.

45

B. 3-@-ethy_lthio-1 ,2,5-thiadiazol-3-yl)-1-methylpyridinium iodide

Methyl iodide (0.5 ml, 7.5 mmol) was added fo a solution of 3-(4-ethylthio-1,2,5-thiadiazol-3-yl)pyridine
(3 mmol) and the reaction mixture was stirred at_ room temperature for 48 h and evaporated.
50
C. 3-(4-ethylthio-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1 -methyipyridine oxalate

Sodium borohydride (270 mg, 7 mmol) was added to a solution of 3-(4~sthylthio-1,2,5-thiadiazol-3-yl)-1-

methylpyridinium iodide (3 mmol) in ethanol (99.9%, 20 ml) and the reaction mixture was stirred at 0°C for

55 1 h. After evaporation the residue was dissolved in water and extracted with ethyl acetate. The dried organic

phases were evaporated and the residue was purified by column chromatography (SiOz, eluent: ethyl

acetate/msthanol (4:1)). The title compound was crystallized as the oxalate salt from acetone to yield 490
mg. (M.p. 145-146° C; M*: 241; Compound 65).
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ethoxy-l 2,5-thiadiazol -3-yl)-1 ,2,5, 6-tetrahydro-1-nethyl pyridi ne;
1 2 5,6-tetrahydro-1
- 3-(4-propoxy-1, 2, 5-thi adi afBI“%a"y*?er di ne; 3-(4-butoxy-1
hi adi azol -3-yl)-1 ,2,5,6-tetrahydro-1-nethyl pyridine; 1
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hi adMpdpe 327y?)M+1 287)Compgurd’} ahydr o- 1 - net hyl pyri di ne;
-t hi*adi azol - 3- yl)-1,2,5,6-tetrahydro-1 -nethyl pyridine; 10

6-t et mahouch. mﬁgiSB*GM‘“WSQWomﬁMﬂ&BG)B (4- (4- pent enyl oxy) -
3-(4-octyl oxy-1 , 2, 5 thladlazol 3-yl)-1
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ter_.(_5 m ?dr%m qgtedl_ with ether. The
tet
, &.5-t hi ;dg;@ hyl pyri di ne;
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hi adi azol - 3-yl) , 5, 6- tetranydro- - met hyl pyri di ne;
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6- t et r atspdiuro bdrohymide(9d0pNy; 6 chmol wasSaddad to a solutlon of 3-(4-hexylthio-1,2,5-thiadiazol-3-yl)-1-
t
(2-4( 2Phpsashy evanoiipd @ndthryrpsidue  pRriflsd thiyi calying zblomgtography 1Si0z, eluent: ethyl ace-
-1
-(2-ethoxyet hoxy)-1 ,2,5-thiadiazol-3-yl)-1
6-
(2 (2- but oxyet hoxy) et hoxy) 1,2,5-thiadiazol-3-yl)-1,2,5, 6-tetrahydro-1
y
6-

'OO""OO""OOI—“'"

Ehladlazol 3-yl) - , 5, 6-tetrahydro-1 nethylpyrldlne 50
:3 tetA e ltrfo-h - I3-ylipwitine3- ( 4- ( 3- hexynyl oxy) - 1
2 et PHH B9 ﬁé‘t ' I' W: éqor@” at3° te("BerﬂEfPé Yhe taglipn mixjure was stirred for 30
21(3 'Vifheﬁ eOPRUai azol 3-yl)-1
ci s-3- (4-(2- WHXJIMYH Ls. ééﬁaglggﬁb #Plo u'??onydfh A ey itio8 2i58H E@M%ryﬂpy:hdme @
-t
- (4o ( B: P@NSHIEKY, é-thﬂaduaﬁal-ﬁgli-hz $i6licfaighro-3 -rr)éih):rpﬂndmZ oxlafs t et rahydro-1
hi admathgpyiBiriyih oditle 23 &m6l) I ethamh (96.9% ; 20- mipénd\thepyactichi migture ‘was stirred at 0° C for
, 6- t et F@RMAee 4 0hErep ﬁwnoamcmas cslstalhzee 3s telowaidgie saltfigh apRisnp)to gield 350 mg.
tetrahydro 1- net hyI pyridi ne; 3-(4-(2-butoxyethoxy)-1
| pyridine; 3-(4-(2-(2-et hoxyet hoxy) et hoxy) -1, 2, 5-t hi adi azol -3-yl)-1

t et rahydro- 1- net hyl pyri di ne; 3-(4-(4-nethyl piperidino)-1
-t higadi azol -3-yl)-1, 2,5, 6-tetrahydro-1-net hyl pyri di ne;
-nor pholino-1 ,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1
hyl pyri di ne; '

OO
3NN
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3-(4-hexyl amino-1 , 2, 5-thi adi azol -3-yl)-1

25 G Letraydre ety gy ding, e e tetrahyUIILllMHlMlllnnmmm
-met hyl pyridine; 3-(4-butylthio-1 ,2,5-thiadiazol-3-

256teg§’p dro-1 -methyl pyridi ne; 3(4 rrethylthlol

o az Aytos iy Yiha gontacth ST 45, B B, B, Ay kg el 82 17

3-(4-acety d ¥adi azol - 3- yI) 1
, 2,5, 6- tetra ?%u;‘loaorﬁ‘hel pyridine; 20

3-(4- chloro 1 2, 5-oxadi azol -3-yl)-1, 2,5, 6-tetrahydro-1-net hyl pyridine; 3-(1
, 2, 5- oxadi azol - 3-y|)-1 , 2,5, 1tetrahydro-1 -met hyl pyri di ne; 3-(4-hexyl oxy-1
, 2, 5-oxadi azol -3-yl)-1 , 2,5, o hydro-1 -nethyl pyridi ne; 3-(4-butyl oxy-1
, 2, 5-oxadi azol -3-yl)-1 ,2,5,6-tetrghydro-1 -nethyl pyridi ne;
3- (4- (3 hexynyl oxy) -1 Z
, 2, 5-oxadi azol -3-y1)-1, 2,
3-(4-pentyl-1 ,2,5-thi afli az
oxal at e;
3-(4-heptyl -1, 2,5-thiadi -3-yl)-1,2,5, 6-tetrahydro-1-net hyl pyridi ni um
oxal at 8 3- (4-(5-hexenyl)-1, 2,5-thiadi'azol -3-yl)-1,2,5,6-tetra-
hydwp-l nethylpyridiniun1RoxaIate;

4- octyl 5-thiadiazo|-3-y|)-1 2,5, 6-tetrahydro-1-nethy|pyridinium

(
o&dl ate
3-(4-i §obut )ﬁher ﬁyﬁ?&\ 's ' y' C%"' ' c |° rﬁl um
oxal at €; C’_’s o 3 oy

2.5, 6- tet r |OH mo, pholmo 1- - Ik o en -s-

—1.5'

1= '}I &t O-R2 rein R2 is ht branched
3- (4 pr opyl J-@-aﬁyl a.la@ 'd% ch%aﬂé i’.%.y st@. AR aefz:z'%slzéhﬁw ?@b‘f@ ORNm

6-t p\ﬁydro- 1- net hyl pyri di ne; (525
-3-yl)-1,2,5,6-tetrahydro-1 -nethyl pyridinium

oxal ate; 3- (g ﬁﬂéh t RLSRLO-RE Wik Al iR Zal - ‘Mt!le}:én]dentl are Ci-1s-alkyl, C2-15-alkenyl,
72,5, 62§ et r Qi%%dfamynlrrd?@tsm’*l&b'dfwm Qﬂwarrﬁ?acéuﬁcaﬁﬂr Eaebdt oo,
, 2,5-thiadiazol-3-yl)-1 ,2,5,6-tetrahydro-1 thylpyrldlne;

3- ( 4- pent 2. tAdompdund BccBrdtnb 'toadlﬁirﬁz @dlactbd\flom: 1

\&/5, 6-t et r ahyti2,5e-btranytirapl(pmethakyn 2,5-duiazol-3-yl)-1-methylpyridine;

3- (4- hexyl t hi 03-{#;ethoky-1,25-thiddiazkd-yl)3L24.6-tettahPdréx1-Grethepyriding:dr o- 1 - net hyl pyri di ne;
and saba s t her 63%.6-eirghydrott awetheiciaidiproperytn2-5etbjarigaoldtyl)pyridies: ds. 3.

3- (4- Cycl opr op¥ririutornhas-thiadiazgl-3-yif- 124, Gietrhy Bo-§-mpthylpidBe;6- t et r ahydr o- 1- et hyl p
yridine. 40 4.1.A56retahyerodf(4- 2y infep-thiadigaipolirianadtylpyiidiiem 1 conpri si ng

al kyl ating a cb?‘r? tehehverp-1 @'PR'IV%@@%?@F@'PW'M“‘H% Rl are as defined
inclaiml. w 1?1 %\Fi‘"%['gﬂ’ e (ﬁa?quwév %ﬁthwgemb%ﬂ 'E‘ﬂEV'RYB pund thus formed with

”%’fe Ot 'optlonally
reacting said ﬁYi_1 'z°'_'_ '_1 ' n3b| e acid. 55 5. A
met hod of pro "zygy'ggy_ @' yI- éieé'af%'dr%‘e-me ;,' §3IP“ si ng addi ng
sodi um bor ohy ] g }
3-(4-cygl opropyf’gg{e g%’ ok gé}i st ﬂz; Mﬁﬁeoyrl di nium i odide
in ethanol, st{3gspgary -3&-@&\%6 QH‘, ,H-irﬁ‘aduaf‘o¥§- - ﬁ%ﬁnﬂﬂ;nhuﬁe and di ssol vi ng
the residue ing Bro-125cthisdNdz61AGA) 1 QQ eltbtrakgdkdH-Rbthdyricie EP 0 384 288 Bl
acetate. 6. Agp ma@\stth.&ﬂdzousq,lmQslettétﬁnydedpmnb$.yd?@:hramearmunt of a compound
accordi ng to ci-@ibiody-12 5-Biatig@r3-Ner2,58-blrahpdrgpyadingaceut i cal | y- accept abl e
carriews or di | &:@rchiorod ,25-thiddezol3iy rethgiend,s etalrahgdispyadinet | on according to claim
6 in the form d#-ethoxyer.28-thiddiazakfeylxirathyl-t.256-wiratiydrgpytidind 00 ng of t he conpound
of claim1l or 3B(4kepthos-1@sthiadiazeldtyl}d 256 etabydept-méthpyidined. 8. The use of a
conmpound accor%(ﬁ%mf'tyﬂ!d@@ﬂ 3.Sthigdiazgl-F-yir 1. 35 Gtekahy iy 1-setvdoiridinerent  f or
stimul ati ng t h(@4ppentenyloyhlyd-thiadizzokdiyilchd Bfietrahydre-fraethypysidingii n and
hi ppoc&hpus an?j(“t(%@PlE,ﬁF‘Yi?’@)' %$"htaﬁ'é?al"?' -2 & etsahere-1-snetyiReidiee and/ or severe

pai nful condi t 3@y )2 thigliazgic3yPel2.5.6-tetrahydro-1-methylpyridine;
3-(4-(3-hexynyloxy)-1, 5-th|ad|azol-3-y|)-1 2,5,6-tetrahydro-1-methylpyridine;

3-(4-(3-methyl-2-butenyloxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridine;
3-(4-(3-butenyl-2-oxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylipyridine;

55 3-(4-(4-hexenyloxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridine;
trans-3-(4-(3-hexenyloxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridine;
cis-3-(4-(2-pentenyloxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridine;
Cis-3-(4-(2-hexenyloxy)-1,2,5-thiadiazol-3-yl)-1.2,5,6-tetrahydro-1-methylpyridine;

hydvi d& i ons t
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CI i ms for the followng Contracting State: GR 15 1. A conpound of
I

20 [err] 25 30 wherein Z i s oxygen or sulph
[er r] al[ kyl, ] [err]-cycl oal kyl, [errFPQI%gﬂ% Bdr [err] Mm;u l“ﬂ lll u
[err]-al kyl, [err]-al kenyl, [err] al kynyl [err] cycl oal kyI

[err]- cycloalkyl e DEN- o |n err]-al kyl
substituted pi pe%: Y J\dxei)(ox ?é% thladlaz I ar%a ‘tirl%' e] al -

kyl am no, [err] gigﬁg y“ 5_t Ia 5 Qetra r¥ {{I;e] wherein
[err] is strai gkﬁ-ﬁ‘érﬁ-ﬂh{dﬁﬁﬁg t ra metIﬁJI c

[err]-al kenyl, sissd-@hdny&b-a3p3- 2 Qt’ﬁzf az J§!I’/|5W me [err] 35 [err]
wherein [err]  eag@-(i-@imethok/dBeRpBReN, ,E-tr@ardszcﬁ -84 zabife%lahydukﬂfrﬁémyfég

[err]-al kynyl ors-@-(Béhdxy-1-BRPEPE1, 28 thiddidoRPAIESE S dhfdio-1 oMpsRRRhaD| € aCI d. 2.
A conpound accord@ndetharyattioRy)1)2b-tikaes-3g01 25 8MBtraHydro-1-methylpyridine; o

, 2, 5, 6-t et r ahy dras@e-fufoxyattioky)1 2:53hiadRzd-3tylH 286 ast@hydd-tyrhgthylpyridiit hyl pyri di ne;
40 10 3-(4-(2-(2-butoxyethoxy)ethoxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridine;

3- (4- et hoxy- 1, 2, B4 athoxethdxyBthply)-1,2.5-hjabiafl-3-gi-1.25§- Birahydroiraickhylppidnedi ne; 1
, 2, 5, 6-t et r ahy dr@14-methitininsidi®)-( .2,5thiadjseot §-y11-1,2.8.6-Siratlydad reathylpy®ingl ) pyri di ne;
3- (4 but oxy- 1 zsemomherm-azérmayw;ql -$-yix1.2.5.6-Birghydiot rragtybpyrising; - rret hyl pyri di ne;

1,2, 5, 6-t et r ahydBeglaminoyi ééglr f3epky-vi-1.25.6dptralnyidipciragtiylpy diling) ) -
-met hyl p¥fri di ne;3H# P’°EV', '°6 2(5ehipdinzol i1 2.5 Griptrahygiro-amethwinyeidine | oxy 1
2 &t hi adi azol :%(_4@ draz | yI) -1,2,5,6-tetrahydro-1-methylpyridine;

2 5, 6-t et r ahy (§m S -qtﬁtf"ﬁ '%\}B‘E:;?,!E’ ’F')‘el met hyl pyri di ne;
, 5, 6-tet rahy %I |no1 oxa ' ’l;ga(rah ylrl ine; vl -1

et hyl pyg | i no o432 La%rsxo.-- o ﬂm?y s

, 2,5, 6- tetrahydr is'&?&d c],_@ b tral

, 2, 5-t hi adi azol 33(4y,], forly-1,25- % ha, ydr-- L iHEhgi ne;

3- (4- (3- but eny | AXdbutionyd Iaﬁsaxku.aals%qlzs%—twa)‘ydlo EmethfloyriGhd: ahydr o- 1

- met hyl pyri di ne;3-@{s-hexynyloxy)-1,2,5-oxadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridine;

3- (4- (2- But ynyl egperityl-2 2B-ttidtiaddhs-35-9,b,5,8-tatbbydrb, 12ndthyRylidiisnPékégie0- 1- met hyl pyrid
ine; 1 ,2,5,6-te-@abpnan 2;5iniadnied-8yi)-1,35,64otkvaparasypaydinium oxalate;

, 2, 5- t hi adi azol -3(4yd-Hepanyl-tl2,6-ehjadibzol-Ryip1 8 5,6-Btra-alpgroH enethylpidiminwaastet hoxy- 1
2/5 t hi adi azol -B4-pttyl-12:Setiadiazdi3yyi1 2i56aetraByd(od-méthyipyadidium oxalate;

2, 5-t hi adi azol -384ysphutyl-1.2,5-tHadBzd-3¥1)- 4 Y.BHetratlydnoe trimjty|pyndintlimexalate;

_(4- chl ®r o- 1, 2,34cyriopupimethyl-325 thjadinzah3-51)-6.2.5.6tatrallygindr anethyipytitiiniuen oxalate;
drochl oride 5 @-(4-propyl -1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridinium oxalate;

'S

I—‘CH -

wwoooo:ror -

- (4- but oxy-1, 2 %?ﬁY"QBT‘é‘ﬁdl"ad?Z?) 13vi)1 .25 edetghydea-1-metpdpvedine: i di ne;
-(4-chloro-1 , Z&shyhiog rzéztUFd'%d'r 1258 tﬂ prydyo-1-methylpyridias; r ahydr opyri di ne:
- (4- et hoxy-1 , ( P "' q]'ad ') 2 phygiros -rap f:"H'J’@"i!}’t'’}‘351hydropyr| di ne;
'\@4‘ h ep‘?syl oxy- tl"; ahydro- -methylpyridine;

. 2,5, 6-tetrahy? r38"319°’°°t i rr"IaEﬁ“H"é" ab'eéﬁd?) 384 288 Bl

3-(4-(3-penfyy 3 J hydr o- 1

et hy oy e SRS s st T ) )
,2,5,6-tgtrgh I I

3 ST ol Az ey Py ot S ARBIG ot offormui

3-(4-octyloxy-1 ,2 5th|ad|azol-13y 1)-1 ,2,5,6-tetrahydro-1

-nmet hyl pyridi ne; 5 -\(3 hexynyl oxy) -1, 2, 5-thi adi azol - 3-yl

)-1,2,5,6-tetrahydro-1 -nethyl pyrigdi ng; 3-(4-(3- rrethy1-2 but enyl oxy) -1

, 2, 5- t hi &di azol - 3- yl)-1,2,5, 6- hygéo- 1 - net hyl pyri di ne;

3-(4-(3-butenyl - 2-oxy)-1,2 2 g-azol -3-yl)-1 256Q?ahydrol

-nmet hyl pyridi ne; 3-(4-(4-hg oxy)-1,2,5-thi adr azol ;

,2,5,6-tetrahydro-1 -nethy di ne; trans 3-(4-(3- hexenyloxy) 1

,2,5-thi adl azol -3-yl)-1 , 2,58~ tetrahydro- 1- net hyl pyri di ne;

wherein Z and R' are as defined in claim 1. with an alkyl halide and reducing the compound thus
formed with hydride ions to form a compound having the formula | and optionally reacting said
compound with a pharmaceutically-acceptable acid.
55 :
6. A method of producing a compound according to claim 3 comprising adding sodium borohydride to a
solution of 3-(4-cyclopropylmethoxy-1,2,5-thiadiazol- 3-yl)-1-methylpyridinium iodide in ethanol, stirring
the reaction mixture, evaporating it and dissolving the residue in water and extracting it with ethyl
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10. *

cis-3-(4-(2-pentenyloxy)-1,2,5-thiadiazol- -tetr -
-net hyl pyri dine; cis-3-(4-(2- hexeﬁ?locﬁ”)zaﬂB’Z 5 th| aﬂle Ilﬁiﬂrﬂm“m
, 2,5, 6-tetrahydro-1 -nmethyl pyridi ne; 3-(4-(5-hexenyl *
,2,5-thiadi gzol-3-yl)-1,2,5 6-tetrahydro-1 -nethyl pyri di ne

I s-3-(4-(3-hexenyloxy)-1 ,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1

cis
- met hyl pyg,i o gAGrmabdufidaBeont ésﬂuo‘ éa §ﬁdﬂ%l dhb¥dtofta c@npﬁunﬁ%&ﬂi‘iv@@élawﬁ 1%k 3 toether
,2,5,6-tetr a\}i'{ﬂgbﬁbrrﬂacmﬁfféﬁllg- dBMhticiéartfr or Hluent.
3-(1, 2,§5-thi adi azol -3-yl )-1,2,5, 6-tetrahydro-1 -nethyl pyridine; 15
(1,2, 5, 6- 7.etmhe pheéthdedicd Sorhi¥ldnNording?to Bl 16 ACt1BM of bl BbSailint@ontaining 1-
3- (4 (2- (2- rres Mo sitRs dompyyna ohexing ) ol 3 Wittba pHainmdéuliday-acdeptdble-atid2, 5, 6-t et r ahydr o-
1- et hyl pyridi ne; 3-(4-(3-ethoxy-1 -propoxy)-1,2,5-thiadiazol-3-yl)-1
, 2,5, 6-1 e8.r Jhy dseoefla competritydcpydingdiondsim 3- ¢r43- (oﬂpmpdum(yemddmaay@nt for stimulating the
2 5-t i adi sewitive fupttipns]of the Bredraincand dippehampus and (teerdigré foy trieading Alzhgirfer’s disease
(4-(2 but @W@FH@WW'@"@“@M@@MMM@ yl)-1,2,5,6-tetrahydro-1
- et hyl pyri di ne; §4 (2-(2-but oxyet hoxy) et hoxy)-1 , 2, 5-thi adi azol - 3- yI) 1
, 2,5, 6- te?'PWﬂ’r'BeP'!’WE'QI%?PW'PQIﬁ%@ QR (4-(2-(2-et hoxyet hoxy) et hoxy) -
2 5-t hi adi azol - ¥P1) , 6-tetrahydro-1 -nethyl pyridine;
(4- (42 r’r%tlﬁﬂ%’P% d?’ﬁ'B‘?'l 2, 5-thi adi azol -3-yl)-1 , 2,5, 6-tetrahydro-1
rr&t_hyl pyridi ne; 3-(4- m)rphol ino-1 ,2,5-thiadi azol -3-y| )-1

,2,5,6-tetrahydro-1 -nethylp r|dine; 25
3*(4- hexyl am no- 1, 2, 5- thladIR§§| 3-yl)-1,2,5,6-tetrahydro- 1-net hyl pyri di ne;
3-(4-prppyl thio-1,2,5-thiadia F=Bkyl) 1,2,5,6-tetrahydro- 1- et hyl pyri di ne;
3-(4-butylthio-1,2,5-thiadiazql-31)-1
, 2,5, 6- tetrahydro 1- nethylpyrl i ne/ 3-(4-nethylthio-1 (1)
, 2,5-thiadiazol -3-yl)-1~ -tetrahydro-1 -nethyl pyridine; 3-(4-am no-1
2, 5-oxadi azol - 3-yl) -1, -tetrahydro-1 -nethyl pyridine; 30

3-(4-aeetyl am no-1 , 2,
-met hyl pyridi ne; 3-(4-chl
- et hyl pyridine; 3-(1,2,
Aget hyl pyri di ne;

iazol-3-yl)-1,2,5,6-tetrahydro-1
ro-1 ,2,5-oxadiazol-3-yl)-1 ,2,5, 6-tetrahydro-1
-oxadi azol -3-yl)-1 ,2,5,6-tetrahydro-1

3-(4-hexyl oxy-1, 2, 5-oxadi azol -3-yl)-1, 2, 5, 6- tetrahydro 1- nethylpyrldlne
3-(4-bdyl 0){"‘?9’&'" 22's SXYERILe!i sHiply.-FBis 'Fi-ZE'aﬂ‘)"SC%"F!@!qa'&ﬂ)@I"'Oa"ﬂ?"l"I?EF y| #dne;
35 is Ci- 15-alkyl Cz-15-alkenyl, Cz2~1s-alkynyl, Cs-7-cycloalkyl, Cs-g-cycloalkylalkyl, p enoxy, ben-
3- (4(3-hexyr¥ P’@xy)mpfd@ SCUX&BY'a?B‘f“t“?d P' ef'ﬂ'"‘?z 'B"°Ge’} éif'}"%’a'th c?cla'?f%&* "i din
e; 3-(4-p en proiny 1?‘ ‘ ‘3"‘9‘? ﬂ?g@‘gf’ y 3F Ini um
oxal at e: At )ﬁ rai ny branche Cz 1s-a yn -0-

A5 6”# etr g 3= - ema) m 5% g ndependently are Ci-1s-alkyl, Cz—1s-alkeny|
3- (4- (5- hexenyF azo '% a?{ Sagentableeid.

hydr o- 1- ngt Wéoﬂ 5u'nﬁb&br’di% o%ﬁ’J\ #b&ected from:
3-(4-octyl- £5 hﬁm‘yé’r&@-'féﬁrﬁetﬂ&x}-‘l 3 54hiadiabbl-5.5h-1-HahPbiihe; Bt hyl pyri di ni um
oxal at g 40 3-(4-sthoxy-1,2,5-thiddiAz0F3-#0L eztlatrakydr 1-iby@diheZol - 3-yl ) - 1

, 2,5, 6-tetrahyqgs, Qe-ﬂatrahv&t:-l‘i-yde{hylﬁii- ﬁob&@fﬂ 2@%Radib63-yl)pyridine;
3- (4- cyl Opr opy3-@inby1.215-Riadiaoks-ck ZEBNstraRydf-1-metBylByriGing; et 1 ahydr o- 1- met hyl pyr i
di ni um oxal at£2,5,6-tetrahydro-3-(4-isopropoxy-1,2,5-thiadiazol-3-yl)-1-methylpyridine;
3- (4- propyl - 1, &2.56-teinahgdto-d-ethyiSB-(#Hpontyloxi-1.2,5Ghiddata-adyhyridined - met hyl pyri di ni um
oxal at & 3- ( 4- &% Getrahydyo-3-(4-iSobBtoxyii. 2uthiadiarol-Bylyl-mettylpydife; 6- t et r ahydr o- 1
-met hyl pyri di 1:3.6-@irghy dfe-@ﬁy'FQDhmMOXﬁ 1225 Wjadiszol 3o mskhy Ryriging;- 1

2,5, 6-tetr ahyﬁ@@e’wbﬂéiﬁ ; in3043-ylk:t.2,985tetrahydro-1-methyipyridine;
3- (4- pent yl thi %@fenzwwﬂ ipdiazglrd-yb: 1,2,56-tatrahydso- smpthy IpysiFigRi o- 1
-net hyl pyri di rf%‘ Y'P@’ ?fmaﬂ'aﬁ"sﬂ) 2?%?‘*3%“"6’261‘“9@3’ ¥ '“ﬁ

256'fetrah " yadigroevii-L2, YdWP'th
ph ar maceut i cal %2 ) -( Iéq- rop gy oxy- 5-th|ad|azol- -yl)pyridine;

3- (4- Cycl opropy ' e 'g' ra h'a% N ﬂ‘:' ?etgyl%'"?'%et’rahydro 1- net hyl p

yridine. 50 5 h|°r°_1 5_t S é’ y cﬁy ?&nﬁ&fa“ ng a conpound of

Cl ai M & COMDY i sl thod 1A hodidsdh-Ry T AN épy err]
3-(4-chloro-1,2,5-thiadiazol-3-yl)-1-ethyi-1,2,5 6-tetrahydropyr|d|ne.
3-(4-ethoxy-1,2,5-thiadiazol-3-yl)-1-ethyl-1,2,5 6-tetrahydropyridine;
3-(4-heptyloxy-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridine;
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10 wherein Z and [err] are as defined in claiml. wth an al k hal i nd
reduci ng the conpound thus forned with hydride ions to m ﬁ mﬁ\ﬂm Elln
having the formula | and optional | yEPO:38#i288Bdaj d 15 4 .
phaf maceutical |l y-accept abI e acid. 5. A nmethod of producing a corrpound

according to claj ohydri de to a solution of
3-(4-cycl opropylgrgt(ﬁ ilag@gnﬂll Ozdi'éu\gti :;J[o 'me{tl % ?°di ni um i odi de
in ethanol, stirg mgpr el ynd%?d di ssol vi ng
the residue in ,5@&5, 1| sé% :q ri m acétate. 6. A
process fsor preRﬁ@(@beﬁnyB 284RAdla k&aiyo@@ab%wdm.ﬁ J.a?deng an amount  of
a conpound accorgiuembtiy-eloabioky)Ql2, 5ahidiedbi3-viy 328 68 an &hylpyridine;

pharmaceuti cal | Y3-@4ERRnAE- Ry )R- thidiaz a1 |2l6@Bbtrah - aﬁ &ie; CONT i si ng

m xi ng sai d conpe¢ihexeriongH d satddrabdbB-yipt,2,6,6-tet@ytro-14ethyipyridie; Pr ocess

accordi ng to cl arans-S4viBrhaxenyloxgiie, spllnajiameeyu-nngsﬁltetﬂwmﬂsmﬁthmndu% in the form
of an or#d dosagis-Hii(@-pententiaxy )i, fathiddid-0I8-yie) X5 6-tbtrabyde® Tipemiyiphrigihe;cl ai m 1 or 3
wi t h a phar maceAis-T@i3-yexenyiowpt & 5ithiadazdl-8-yl)-80.5,6-Sirahyde- ensathyiplridinec onpound
accordi ng to cl arihSthexenylexyi-b2.5thiadjezal-8-wiy1.85.8¢etiahyeiod miettfylpyridiiei nul ati ng t he
cogni tive funct i¥riséEthexenulondsi &bithiadigzaiprall-he.ppristrahygied -restitipyiidineef or e f or
treating Al zhei rfiEps-Si4ofp-banyloxyn) @/Sdhiadipeel3ryb-1 g &iBrigtighydegiaétevinyridineand/ or

gl aucona’ d ai m>3'(f"6 hadiazq 3y )-Lop AlprelyAoriapatvigidieat e: ES 1. A nethod of

pr épa diOCiRAR N ﬁmeév'qxv @w 'adeaol 3 pvrm z
phlrJ:‘ r]gRal ?\OE% :‘ﬁ;lm E{'f’Q |)1 Irg]lyprgés Oxéyndme '
EI"r] al kynyl ang _e Y |th% 'E zol- %‘? idiag: kynyl

t
[err] cygl oal kyI y ﬂ&la - x 12 tr§3¥ |,°1 Xy m)rphol i no,
%g”} g: kyll(yisglr)nsgt:‘@z#g‘%ﬁ]oﬂb )@L g}ﬁgimla' :S)y{ tetrh F:éE In§r’ ferr]
- jadi J r--mehl ridin

wherein [err] ISs-(mrﬂétm)iﬁpe@J.noklma dza-§ |5!2 m\/ y ranched
[err]-al kenyl, si@aohéine 2B uRaEReslyl-£5 8-l Ewmefr@ {;rd.n [err]
wher ei n fserr]  arsa-heqrhino-ngdeprarnsy ase-tekra{yaﬂo-lah oyridir! 1] - al kenyl ,
C2- 15- al kynyl or3-(@popyithiot REiedifazovsyiH1 a,s,alns%wafbel%étﬁ?yﬁiy idinea.Cccept abl e aci d,
conpri si ng al kyl3a#-butgthia-1cxStiuanizacl-3e)-112i5@-tétanyad-Bmdtyifitldine; EP 0 384 288 Bl
[\err] 10 wher ei B-(Fmaihyithjod25Hhiadiazolsyl)yd @f5iertetthyimisdetiyigyndies al kyl halide and
reduci ng the corfdtamido-1.Abroxapiaroh@)- k.3 Brichighydriod enethglpgridinand  opt i onal |y
reacting®sai d cdrifraceiviemigot!i2.5pxasiearlderbd 35i6detiahyprosicmetivipatiding; aci d. 15 2. The
process accor di r? 4'?'6°"‘?:F &Ffradiazoldra)- 62.56-tefrehydrortmetiwigyrisinef ormul a | is sel ect ed
from 1,2,5-oxadiazol-3- yI)-1 2,5,6-tetrahydro-1-methylpyridine;
1 2,5, 6- tetrahy@r‘ﬁ“%*y' ’W‘r?es(?’f °'f@1§5e6ﬁ?taﬂ¥dspzbmet9¥'m e - et hyl pyri di ne;

3- (4- et hgxy- 1, 2, 3 Efﬁf' 61"%‘? g‘? 65°"8“‘1d@f1|”aﬁ YEAIne: et hyl pyridine; 1

A5 6- hydr hydrp-l-methylpyrigine;3” | | di
3- (4 but gi;aly ggg ?gggy"a"?”% b 3"?‘“ d’m? Y m&‘l”ﬁ'%a'a?re%/hgf%;lrl di ne:
20 it yr inidas Qﬁé%

Iy I)thgje Irﬁi rrﬁ]

K—

, _V'E'n mxa?lazol 3-yl)-1
- et hyl pyri di nejg. J-o 155@1! ddfakdi-8 % I 39
, 2, 5-thigdi azol 334 nyégl{hﬁaazo 3- dintdim! o§§m¥t oxy-1
, 2, 5-t hi adi azol 334-Mchprépylidttyy, 2. fhlaﬁhi%ﬁs -yi)l1,2,5,6- tetrahydro-1 methylp dmlum oxalate;
, 2, 5, 6- t et r ahy d3q4-Brofiyl1,2 5-0RABRINSE-XY/2,4.6- toRahgarb Al i
" et hyl pyri di ne3-(Bediykhibie 2 phtHmadlazol-3-21)-9,2 5 bichehyamalm
2, 5, 6-t et r ahy dBd4-éihyitkio-n2 5thiadiachi-a-¢)-1,2,5,6-tetrahydro-1- methylpyndme
45 3-(4-pentylthio-1,2,5-thiadiazel-3-yl)-1,2,5,6-tetrahydro-1-methylpyridine;
3-(4-hexylthio-1,2,5-thiadiozol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridine;
and salts thereof with pharmacsutically-acceptable acids.

3. 3-(4-Cyclopropylmsthoxy-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1 -methyipyridine.
50 _

&6
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25 - b
3-(4-benzyl oxy-1, 2, 5-thi adi azol - 2, 5 6 t et rahydr
3- (4- (3-butenyl oxy)-1 , 2, 5-t hi adi aez/Po$3§4 m'lmﬂ"rm")tm”m"

, 2,5, 6-tetrahydro-1- nethylpyrldlne 3- (4 (2 butynyloxy) 1

,2,5-thiadi a I ridin

' 25, 6-t e?r aﬁ%r o %_4 P)mg;"l['lg I%- %1_'-[?)3&08 ! Olgiglklid éoﬁ'ngnsmg%ﬁ Ig% mpounde of formula i

,2,5 t hi adi azol - 3- yI)pyrldlne .25, 6 tetrahydro-3-(4-nethoxyethoxy-l
.2, 5-t hi adi azol - 3-yl )- 1 - met hyReyr | q} ne; 30
3-(4-chkoro-1, 2, 5-thiadi azol - 3-yl =132, 5, 6-t et rahydro-1 - net hyl pyri di ne;
3-(4-chloro-1, 2,5-thi adi azol - 3-yl 1.2 5, 6-tetrahydropyri di ne hydrochl ori de
3-(4-butoxy-1 ,2,5-thiadi azq| - 3- EE}# , 2,5, 6-tetrahydropyrhdi ne;
3-(4-chloro-1 ,2,5-thiadi gelNg<yl)-1-ethyl -1, 2, 5, 6-t et r ahydr opyri di ne;
3-(4-ethoxy-1 ,2,5-thiadig yl)-1 -ethyl- 1,2,5,6-tetrahydropyridine; 35
3-(4- héﬂtyloxy 1,2,5-thiath 3-yl)-1,2,5, 6 tetrahydro-1 -nethyl pyridine;
3-(4-(3- pentynyloxy)- R )

, 2, 5- thladlazol 3 1,2,5 6-t trahydro-l-nethylpyridine;
3-(4-(4- pent ?2 85 qem d dn glaip| L. it 2y alkyl halide and reducing the compound thus
,2,5,6-tet r 2 Hyridg gﬁgg i @ .compquad havingy ) daiphieystyand ptionally reacting said
,2,5-thfadi &2 °‘f§d§7|t 'ih, gafléf‘icw&aﬁ'd‘l net hyI pyrl di ne; 3- (4 octyl oxy-1
, 2,\5-/t hi agdi az rah dro ridine;
3¢ (4~ (3- hgxyégm thgdi °d §$ _'a' %@%ﬁ%ﬁdf" yg i bf’°H¥ﬂ“s3ﬂ° rid
ine: 3- (4 (3} yg pyrid e in ethanol, stirri
12,5, 64 ¥t 0_ o t yﬁ S() Xm ebre? ue 11'1 \nﬁte exlractmg it with ethyl

, 2, 5- thladlazol 3-yl)-1,2, 5 6 tetrahydro 1- nethylpyrldlne
3-(4- (4- hexeqyrb&$y/tbor ﬁrepaan@ HainReduBaPbompoditoh cdmpriding arParhdoht! L g;ihpguiil)ja ordin
-met hyl pyri db R@im tr @ nfaind 3(gethdr Wa%&m&&:ﬂc&uy:&e‘éﬂhl@c@ﬂbﬂ&q}! cesg

, 2, 5, 6-t et r adompliising ixirigieskib Ybrpsundin® €sid &davier or diluent.
Ci s-3- (28- (2- pentenyl oxy)-1, 2,5-thiadi azol -3-yl)-1, 2,5, 6-tetrahydro-1
- met hyl pyfi dihaerocessgc@c(‘n@-t() 2ialve s avhyrbin ) phiniacdutidah b@ﬁboﬁﬂdﬁhs B t4é JYorm of an oral
, 2,5, 6-t et r zlegade omt_Lconmmyhpq/mg @t the conibo(nt df Slairex e/ Withxeypharmaceutically-acceptable
SQ{S t hi adi #&e@l -3-yl)-1 ,2,5,6- tetrahydro 1- met hyl pyri di ne;
cis-3-(4 §3 hexenyloxy)-l 2,5-thiadiazol -3-yl)-1 ,2,5,6-tetrahydro-1
- met hy BpyPi ditpdise ot 3 50mpu Machd'mtoemmdxy)a for pRpaing lai redicamertt 1@ -siihylatihg the
. 2,5,6-t et r £8 }V% fupctiopss pfthe P%qbfam #d: hipppcampus and therefore for treating Alzheimer's disease
3- (1, 2, 5- t hi2AYP"S9Y5re paini gangitiops andior glaycpmpyy dr o- 1- et hyl pyri di ne; 1
,2,5,6-t 3-h t hi adi azol - 3-yl ) pyri di ne;
3- Q\Q (2 ( é{a@*%y'ﬁoﬁei?'ﬁm%éi‘hﬁéﬁy 1"5‘?“* 25535 t hi adi azol - 3-yl)-1
6-tefr (4-(3-ethoxy-1 -propoxy)-1

,2,5-thi aidl g\%ﬁﬁo o;?rf'%ﬁ&d%&g%&d"g {] mwédro 1 -met hyI pyri di ne;
3-(4-(2-ethoxyethoxy)-1 ,2,5- Ehladlazol 3-yl)-1,2,5,6-tetrahydro-1
-nmet hyl pyri di ne; 55 \\
3- (4- (4 but oxyet hoxy)-1, 2, 5- thlﬁﬁbhzol 3-yl)-1,2,5,6-tetrahydro-1
-met hyl pyridi ne; 3-(4-(2- (2 butjoxyez hoxy) et hoxy)-1 , 2, 5- thi di azol -3-yl)-1
, 2,5, 6-tetrahydro-1 -nethyl pyrildiné; 3-(4-(2-(2- ethoxyethB g)ethoxy)-

, 2,5-thiadi azol -3-yl)-172} ~tetrahydro-1 -nethyl pyridine;
3-(4-(4-nmethyl piperidinp)-1{2,5-thiadiazol-3-yl)-1 ,2,5, 6-tetrahydro-1
-met hy¥pyri di ne; 41 84 288 Bl 3-(4-norphollno-1

, 2,5-thiadi azol -3-yl)-1 , 4,5, 6-tetrahydro-1 -nel hyl pyri di ne;
3- (4-hexyl am no-1 , 2, 5-t hgadi azol -3-yl)-1

, 2,5, 6- tetrahydro 1 nethylpyrldlne 3-(4- propylthio 1

,2 5- thlad tetrahydro- 1 -nmeth ridine;
3- (4- bitht ylt P&’flz‘e"e % %a’lk)glg “h(f" 3 52‘4 X] -akyl, C? Scsgloyétl B\LI jl_il' Cz-4-alkynyl and
- met hyl pyrl b —15 -15" ky yl, 03—7-cycloalkyl C;-s-acycloalkylalkyl phenoxy, ben-
3- (4- et hy| Do

| -alléyl ﬁub t plTl’l % % Iag s»fcylammo Ci-15-al-
m Tl

Riapiipodth § 25:'; rg@ o é-' %’%ﬁﬁ t %g A

- 5 = - 1

,2,5,6-tetr @Msiauamﬁ o mthwdraav&.th ;msrmaé‘eﬁ :%n e%a o be a% it o oF gy 1

, 2,5, 6-t et r odiygEiRy dikytatif  BomBdtn 6 thformara(iil oxadi‘azol - 3-yl) - 1
,2,5,6-tetrahydro-1 -nethyl pyridi ne;



10 -

3-(4- hexyl oxy-1, 2, 5- oxadi azol - 3-yl ) - , 6-tetrahydro- 1- Hmmﬂ ",”

3- E4 butyl oxy-1 , 2, 5- oxadi azol -'3- yIfEQ”Q 288 B1t et r ahydr o- TH! ; L[ . MIH"I
3-(4-(3- hexynyloxy) 1 o S

, 2, 5-oxadi azol - 3-yl)-1, 2,5, 6- tetrahydro-l-rrethyl pyri di ne; o

3 (4 pentyl-1,2,5-thi adl azol 3- )ﬂl) , 2,5, 6-tetrahydro-1-net hyl pyridi ni um
oxal at e; o
3-(4-heptyl -1, 2,5-thi adi azol - 3-yl) 1,\&, 5, 6-tetrahydro-1-nmet hyl pyridi ni um
oxal ate; 515 Z

3-(4-(5-hexenyl)-1, 2, 5-thi agi zoI- )-1,2,5,6-tetra- (1I)

hydr o- 1- met hyl pyri di ni um o
) 1,2,5,6-tetrahydro-1- et hyl pyri di ni um

3-(4-octyl-1,2,5-thi adi azo
oxal at e; N o
3-(4-isoButyl-1,2,5-thiadiazol-3-yl)-1,2,5, 6-tetrahydro-1-nethyl pyridi ni um
oxal ate; 3-(4- cyclopro | met hyl -1 25th|ad|azol 3-yl)-1

2,5, 6-tetr ahybﬁf@a { anqirgkl pf|ng|q ppomryv@;(gq gliykhalide and reducing the compound thus formed
3- (4 pr opyI 1 With hydsiqe;i '%{'a-l aa% ewtw@l'wycﬂmg ssidrompeunt wilfha ehatnateutieallyrgdcentableckicdi Lim
oxalate 4oct Ith|0125th|ad|azol 3- eId) 1

2. 6- tgt r ah s ﬁrnaylall is selected from:
iazo 3- =1
2 \Sjt hi adi aZO| adiazol 1%% raazhy ro- met yl r?egﬁ ne,
3 4-pentyl thio 1]2 ra‘l -thlad )p rldlne,
56tetrahyd34_ t ra dm
2 5-thi gdi azol - t, |- 415] _ % ne; and salts
thereof with p arz%ctakbw ? &hﬁ%-?ﬁ @h Qg e ﬁ ocess for
produci ng 3- (4- a\mleastapid-sRtiddBtdky-4 2;53h|§ratz I
, 2, 5, 6- t et r ahy dri@5)-tafRhylyd-3-(4R36péntlioRR 1,945 mﬁﬂlﬂplﬂ-ﬁ:%ﬁylﬁ\ﬁ’igih@g sodi um
bor ohydride to @-(&bdxtiyars, saﬁuatﬁazéléb-ms'l@.mét&ﬁﬁdrd?ﬁh&ﬁwwldu 5-
t hi adi azsl - 3- y| B-(4-beveidxyit 2B nhiadianol-a4y1)-1 ee,d4tdehydm-1ahéiwwhdme$t irring the
reacti on m xt ur &;{4-wmipayiaxy) 1:85-thindiaznleb-yiji15255:8-tetrahgrd- Reethimiriing | N wat er and
extracting it wdtiheutyniloxplcled SethiadiazBIes-yh:1,2/5,6ateteabpbs1-nethylpyridicici Nng a
Phar maceut i cal  d@Fddeliahydoni-wethyhBi4irongrasiaxyariithiadiazbl-2yowiipeund pr epar ed
accordi ng to cl di2hOtetghydm-§-Gumethaethonyt 1. Sethipdiezelrdabd iettyllidineac cept abl e
carrier Br dil ué’ﬁ‘!"h'%%ﬂ A5 Piadiares Ly Lape-etshmgortimethsigyridiabid conpound with sai d
carrier or dil udifeh %12%*"3"'?"??@3 Pt etratwdepvidinppydiechiaride m 4, wherein said
phar maceuti cal ¢t Poiadazqh 'V'? h&SPdtahvdrordidingr a| dosage unit contai ning

1 100 gy of the 6?1*1 lag' A3 '?3%"? P t’t""B’dE?Pﬁﬂdﬁ?l or 3with a
P I- yI)-- 5,63 ra
ar maceyti cal I ound prepared
r di ng to clg 'th'a 'azol' ) ' g E' timulating 40
the cognltlvefgﬁg ﬁgwfaiytl g_tl 14 _’2" V}gqmjﬁy rlmﬁtheé/ef(r)refor
2 0 - -
{reating A zhe, Gatepd wrikgaiz aégg zﬁﬁ ﬁ“@%&h S o e
-1 vl

~<‘D<J><

fUr fol gende Veex(Lﬁgs,@h,a@&)erns I$.y|)q-5,5e and; To Li, LU N,
SE 1. Ver bi ndung- (d@{meﬁ@rmMenyloM ﬂ,é)s-thuadlazol-s-yl)-1 2,5,6-tetrahydro-1-methylpyridine;
Z 75 R wori n 20 3-(4-(3-butenyl-2-ixy)-1,2,5-Bradieros 3-g1j-f 2szeitafrar§&’6M$rfe&Mpyrﬁitne R H C,

-3- Al kyl, C3- 4- 8ye@deichyldxy)-1C25-tHiaddzkieay)H A5 betbtrafbirel t-Ablisyipyyiting; St und
trans-3-(4-(3-hexenyloxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridine;

45 cis-3-(4-(2-pentenyloxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridine;
cis-3-(4-(2-hexenyloxy)-1,2,5-thiadiazol-3-y1)-1,2,5,6-tetrahydro-1-methylpyridine;
3-(4-(5-hexenyloxy)-1,2,5-thiadiazol-3-yl)-1,2,5,8-tetrahydro-1-methylpyridine;
cis-3-(4-(3-hexenyloxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1 -methylpyridine;
trans-3-(4-(2-hexenyloxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1 -methylpyridine;

50 3-(1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridine;
1,2,5,6-tetrahydro-3-(3-hexyloxy-1,2,5-thiadiazol-3-yl)pyridine;
3~(4-(2-(2-methoxyethoxy)ethoxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1 -methylpyridine;
3-(4-(3-ethoxy-1-propoxy)-1,2 5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1 -methylpyridine;
3-(4-(2-sthoxyethoxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1 -methylpyridine;

55 3-(4-(2-butoxyethoxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1 ~methylpyridine;
3-(4-(2-(2-butoxyethoxy)ethoxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1 -methylpyridine;
3-(4-(2-(2-ethoxysthoxy)ethoxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1 -methylpyridine;
3-(4-(4-methylpiperidino)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridine;

Y
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R - C-5-Akyl, C2-15 -Akenyl, C2-15-Al kynyl oal k
- Cycl oal kyl al kyl , Phenoxy, Benzyl 5% Nor phol i no. 1 uult E IIH' mlt es
Pi peri di no, Hal ogen, Amino, G -r, -BRQpedR88 B, G - 1s

Ci-is-Dialkylamno, C-is- Alkoxyamno S—112 oder 0-132 ist, vvorlnR225

ger adketti ges IhSi erad tt| es odor ver zwei gt es

& el ket gﬂh ||r?o"\Fé:%§§‘ 9{:; e{, _ h "d oyl R3-O R4

R3-NH R4, R3- 83 pro 13- 9P 6_ r‘:dli\qu bhangi g vonei nander

G -is-Akyl, Ibu%iltl%k@@él’ dlag-3Jyl§-1é\ ydl%I hyp oder ein Salz davon
Q. thylp "Ql ndung nach Anspruch

mt eingr phar wﬁuﬁyuﬁ.shz@mrm@wﬁlz aJth Jd%

1, ausgewahit gysamido-1,25-Sxaliazbed-yiPBEH Brraydrdtr et S%Mm
, 2, 5- t hi adi azoB-{(4acglylamiho-1,008 lokidlaktys-y 81,05 S-étrﬁtf}drgh foyridine;
, 2, 5- t hi adi azoB-{4ehioro-1,35-0xadiGeoka-jler 2,58 ugeHhpdrd-1-meBiipyibiRy r i din; 1
2, 5, 6- Tet r ahy 6412, 8toxadiezbkB)- 12,5 64etpahgddd x-shethylpytidibe; t hi adi azol - 3-yl ) pyri din; 35
3- (4- But oxy- 1, 2-{hekioxgdi2aonddiazol-glyl)-1,2,5 B-tdvakydtocttmatipitiidnel - met hyl pyridin; 1
, 2, 5, 6- Tet r ahy &f4budlokyt1,R.5-oxadiezebicyl)-1.2,5,6felattytiiod ehettwipyriddeyy | ) - 1 - et hyl pyri di n;
1, 2,5, 6- Tet r affi@hexynyioxet1:A8-oxadigzal-3br1t2H datrahyidro-1-methylpyridine;
, 2, 5-t hi adi azopi‘@eﬂy thigdliazol-3tyl)-122,55-tetralidre-Srhopttiylpwriginigm okalatdy ut oxy- 1
.2, 5-thi adi az of{4hepiyk 1, 5-thlﬁngZ|q - ,;qsﬁﬁ tgtrahydro-1-methylpyridinium oxalate;
. 2,5, 6-'Fet rahy§' 4 ’fﬂy')' 'Z?Séé') -1.5,6etra: bySroalomethwnyriciniym pxatpte;
I- 25-th ad: zol-3 1)-1,2 6-tetrahydro 1-methylpyridinium oxalate;

rrét,hyl pyridin
(4- Hexyl oxy-i:(?d
3k(4 Benzyl oxyx_ y
3-(4-(35Butenysd
-met hyl pyri di ng.

“‘e'" '> 5.61t hsdf?ﬂ i thylowidigipmg oplateiet hy | d
el % %% ot e o e
g, by 3o PR Sy o1 - 1

I

I_. H\a)ig% %ndfne
12,5, 6-t et r ahyglgpe ynhme.t e .126'“’ oo i
g?l-ﬂ@{iro%li

(43@1

yl)-1
1

_met hyl - 3- (4- pg @nﬁmwb@é;mﬂad.aé’ou-é-y b3 ety irééi] n; 45 o

1, 2, 5, 6- Tet ranly4ts Grerdof(with BRrh&s R4l |e23cﬁ—st hi adi azol - 3-yl ) - 1- not hyl pyri di

n, 3-(4sChlor-1 ,2,5-thiadiazol - 3- yI) ,2,5,6-tetrahydro-1 -nethyl pyridin;

3-(4-Chl o8- 1A p?chsst eir agtodiizifg :Sﬂ—ﬂ/dopﬂopylmethoxy-1 2,5-thiadiazol-3-yl)-1,2,5,6- -tetrahydro-1-methy!-
2,5, 6-t et r giygjdiveonhih rcomprishs atiding @odilm barohdrids -t 4sﬁ!ﬂbﬂ&%@-cyclopropylmethoxy 1,2,5-

,\'_1,/5 t hi adi dhiesiaz@-3yi))-mbthyRyrislinGimt iediden nyalirangly stirhy the Badtidn Mmiktues; edaporating it and

, 2, 5-t hi adi #jsseirg-the rpsidue-irewatey landlextrattify iGwithesthybdegteisopyri di n; 50

3- (4- Ethoxy-1 , 2,5-thiadiazol -3-yl)-1 -ethyl-1 ,2,5, 6- tetrahydropyr| di n;

3- (4- Hept $H o&erocfss f2r Boetuwnsa@j p'&mcet@cayp mppsiticn caMising Bn arhapet ab-a Tompound prepared

- rret hyl pyr i dF§prding. r:gg‘ Pehiogetlar with 3 armacegficellyiagaebtable parrr W Jilugnt, said process

,2,5,6-tetr éﬂ'}'}?ﬂsﬂg b f"ﬁ?‘f’?ﬂ??'lddf'tﬂ sa'%ca(“l?f Q’@'F’@ht enyl oxy) -

, thi a | 37 rah dro- 1- not r|d|n

32\64 ( 55 Pg o rc:;ng clg (ﬁ t}aarhe%ge) ai pl}lﬁ?aciutlc% gn;@s:tlc@t i i ijoan of an oral

“met hyl pyri al con a‘;clg tablea Idmg of the compo prepared according to clalm or 3 with a

3-(4- Octyloxy 2R adrazo yl)-1,2,5,6-tetrahydro-1 -nethyl pyridin;

3-(4-

(3- HEXYTAY L b odmpofindPorbyd) %&, ) i imulat
72\5, b o rmydwfmm&m% o T v
pyrl

, 2, 5-t hi adi aaddr-seis! painfll coadlﬁ_lm5aﬁd%1? I12Je
3 (4 (3-Butenyl-2-oxy)-1 ,2,5-thi ad| azol 3 yI) 1 , 2,5, 6- tetrahydro 1
I

met hyl pyri din; 43 EP 0 384 288 Bl I
Ml 1112111111221 111l 1 3-(4-(4-Hexenyloxy)-1 ,2,5-thiadi azol-3-yl)-1
,2,5,644 etrahydro-1 -nethyl pyridin; trans-3-(4-(3-Hexenyloxy)-1

, 2,5-thiadiazol -3-yl)-1 ,2,5,6-tetrahydro-1 -nethyl pyridin;
[

cis-3-(4-(2-Pentenyloxy)-1 ,2,5-thiadiazol-3-yl)-1-2,5,6-tetrahydro-1
~-met hyl pyridin; cis-3-(4-(2-Hexenyloxy)-1 ,2,5-thiadiazol-3-yl)-
,2,5,6-tetrahydro-1 -nethyl pyridin; 5
3- (4- (B~ Hexenyl oxy)-1, 2, 5-t hi adi azol -3-yl)-1, 2,5, 6-tetrahydro-1
- et hyl pyri di n; cis-3-(4-(3-kbxeny|oxy)-1 , 2,5-thiadi azol -3-yl)-1
,2,5,6-totrahydro-1 -nethyl pyridin;
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‘trans- 3- (4- (2- Hexenyl oxy)-1 , 2, 5-t hi adi azol -3-yl )-1 , 2,5, 6-tetrahydro-1
-met hyl pyridin; 3-(1, 25th|ad|azol 1) 1 25 ermm

-methyl pyridin; 1,2,5,6-Tetrahydro-58 P%ﬂ@ﬂ?%xy 1,2,5 tl “M]“IHIIM”“'
pyridin; 10

3-(4- (2- (2- phridsnspRbhoxY) et hoxy) - 1, 2, 5- t hi adi azol - 3- yI) 1,2,5,6-tetrahydro-

1 t hyl |
) gEG %/ef?/g.dﬁﬂié{’hgp%b‘élﬁgg ﬁﬂqameér)fféfd'ltr%gss{%% Olg)selﬁlg i:;legtn gbq‘?q.ll 19; M, be!

: 2, 5-t hi adi fZ Ybroiddunl HerlFordal P, 6-t et rahydro-1 -net hyl pyri d| n;
3-

(4 (2- But oxyet hoxy)-1 , 2,5-thi adi azol -3-yl)-1 ,2,5,6-tetrahydro-1

nmet hyl pyri di n; 3-(4-(2-(2-Butoxyethoxy)ethoxy)-1 ,2,5-thiadiazol-3-yl)-1
,2,5,6-tetrahydro-1 -nethyl pygidi n; 15
3-(4-(2-(2- Ethoxyet hoxy) et hox 5-thi adi azol -3-yl)-1,2,5, 6-tetrahydro-1
-net hyl pyridin; 3-(4-(4-Methylpijpefhdino)-1 ,2,5-thiadiazol-3-yl)-1
,2,5,6-t®rahydro-1 -nethylpyridin; 8-(4- I\/brphollnol -

,2,5 t hi adi azol -3-yl)-1 , 6 hydr o- 1 nethylpyrldln(I)
3-(4-Hexylam no-1 ,2,5-t zol-3-yl)-1 ,2,5,6-tetrahydro-1
-nmet hyl pyridin; 3-(4-Propylthjo-1 2,5-thiadiazo|-3-y|)-1

2 5, 6- tetrahydro 1 -neth r|d|n 20

(4 Butylth|o 1, 2, 5-t hi adijazol - 3- yI) 1,2,5,6-tetrahydro-1 -nethyl pyridin;
(\4.-/I\/Ethylth|o 1 ,2,5-thiBdiazol-3-yl)-1,2,5, 6-tetrahydro-1
thyI pyridin; 3- (4 Am no-1 , 2, 5- oxadi azol 3 yl)-1,2,5,6-tetrahydro-1
rret hyl pyri di Rerin3- (4- Acet yl am no-1 , 2, 5- oxadi azol - 3- yI )-1
2,5, 6-tgtrahydso- kaumgfhadepyghwg}é,r& 3-(4-Chlor-1 ,2,5-oxadi azol -3-yl)-1
2,5, 6-tetrahyodgo- Iy ciBLAW, BY. lcfidaik 2&-4-Alkenyloder02 -Al nyl ist
{‘J ad:)}aloalkyl

-(1, 2, 5- Oxadi agol -G=yhikyi, 1c 2,5 n}le xR -71@1 I, Phen
- (4- Hexyl oxy-1 , 2,Hensitorg]i Mogshbling,- &) L)-Allkyl-s @id’eﬁJBb Hélo n,” AFRAG) Qyﬂyﬁc&l
-(4-Butyl oxy-1 , 2,m; o,xmm,wmoswl.s)a.anky;aam{é @-tseAmanoo\erhz odR O i) Wil Inﬂ;
- (4- (3-#8exynyl oxy)geﬂadlseﬂlg& aen téradighes 31 Y4sJAlKY, getadketiges Qldbravdyedbigtesd Co—15-Alkenyl,
met hyl pyridin; 3- (géraietiiges odbr ye2zwBigteliCads-Alkgryt, Je-DHR; B-NRRE, FB-SLR REDYRLIORS]

! 00000000“

- et hyl pyri di ni unox@rimB?, R80nd R® unabhéngig vonsinander C1-1s-Alkyl, C2~15-Alkenyl, C2~15-Alkynyl sind,
'4- Heptyl -1, 2, 5- tifi adi azol -3-yl)-1, 2,5, 6-tetrahydro-1
- et hyl pyri di prleripif Selz davon mit ?'@PWMM@H@W@MM adi azol 3-yl)-1
, 2,5, 6-t%€t rahydr o- 1 - met hyl pyri di ni unoxal at; 3-(4-Cctyl -
, 2, 5-t hi adi®az %’b' ac A"SE"‘S" Bat‘%l?‘?’é&ﬁ % 0- 1 - et hyl pyri d| ni unoxal at ;

3- (4 | sobut yl % l gzol-3-yl)-1 -methylpyridin;
2,5, 6- tetrah$/ gfé‘m 6}%0_ _m \ _lh 1’§myﬁ1{f"1 "Betg"ﬁ{;@ﬁf’ly opr opy! et hyl -

, 5- thlsgdl az§§4_ A i di ni unoxal at ; 35

3-X4- Pr opyl - 14 25 -,-
“methyl pyr i di {5 46Pea ﬁ&m tf%- %’8'520' 3-yl)-1

.2, 5, 6- t et r ahysle @ TehranydR4) sBMJtdx 1'25-t 6I- ! -Y nie

, 2, 5- t hi adi azphs@Tetlahyddo-3--isdpdtyloR)-1 86: )ﬁ o 3-y Fn M)yfl;m/u din;
3- (4- Peniby| t i‘c-a-l-ibxyl&y52tilﬂha'ﬂiiho'i-§-9b-1 3.5 B hokrarydrod et ipkdid: anydr o- 1
- met hy| pyr i di $4-EBndytbxy-EX5-tntabiblshyl)- 122, 56-lflhgdto-a-4tlhyigyridh) - 1

, 2, 5, 6- t et r al3r@ABBdenyloB)-NR5ithjddiacti-B-y)-4,0,5,6-tetrahydro-1hethylpgidign  davon mi t
phar mazeut i schi4dBeynylosy)-¢.2,5Bliadiaeoh3-yB1,2,5,6-tetrahydro-1-methylpyridin;

3- (4- Cycl opr o34 GrEatialydo-1imathyb3-{(4nrepdigiyt:25-thibdiazdl;33)pyriding et r ahydr o- 1

- met hyl @#9r i di 1258 Tetralydror{methoxyethexy@iSdhiatliazel3-yiil methylpgidint ndung nach

5:%' '
'EJU“<<5_

Anspruch 1, dGhlesbastihiadiazold-yii1.2.%4-etahudroidmetigiphidin: 45 dung der
For mel | | N 51b(4-GhIor-1 2,5-thiadiazol-3-yl)-1,2,5 6-tetrahydro-pyr|d|nhydrogenchlond
17t 3-(4-Butoxy-1,2,5-thiadiazol-3-yl)-1 2,5,6-tefrahydropyridin, = 0o~ ————— (I'1) 55 worin 44

EP O 384 88 STl A b s etatydonyidin: ¢ L M S

lazol-3-yl)-1-ethyl-1,2,5,6-tetrahydropyridin;
3-(4-Heptyloxy-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1 -methylpyridin;
3-(4-(3-Pentynyloxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1 -methylpyridin;
3-(4-(4-Pentenyloxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1 -methylpyridin;
3-(4-(2-Propenyloxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1 -methylpyridin;

65 3-(4-Octyloxy-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1 -methylipyridin;
3-(4-(3-Hexynyloxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridin;
3-(4-(3-Methyl-2-butenyloxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1 -methylpyridin;
3-(4-(3-Butenyl-2-oxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1 -methylpyridin;
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Z und RL wie in Anspruch 1 definiert sind, nit einemA k \ ' es
Reduzi eren der so gebil deten Verbi nduggﬂe?ngat Hydr i di onen, 1 ﬂﬂgm nui E ng
mt der Fornel | zu bilden, und gdfe® B1 s das Reagi eremy " |

Verbi ndung m t ei ner phar mazeutlsch annehnbaren Saure. 5 6. Verfahren zum

Herstel |l en '_ it ,d‘l.él‘kqh a[m% qigrqugh\;mo_ymet ‘;sy%d das Zuffl gen von
Nat ri um bor k 3. er

3- (4- Cycl oprgpy qzb&@ﬁmox%)a?zémra szzﬁm)z O ¢ o 'mﬁﬁy"drl di ni unj odi d in

Et hanol , dasgid¥leRedRfoxiade.thiika SRS & etra n dessel ben und
das Auf§ 6sers. A8 HEek i) AREERadiRor 48D S @15 cUbth RS 1 .E&hﬁ gigren mt Ethylacetat.
10 6. Phar meassii(S abenyihtparTsRASREaBR-1 2&$[$t6t&ﬁﬁ’dj1 -Abthfpy@nge der Ver bi ndung
nach Anspr uctrand3-ge@Hednyldkg R Bthiadiazol-32} ))ICTB, gabRhjide- mbihpgyiidian nehbar en Tr ager
oder Ver d~nniti@srhiddiazdl-3-ylj-1,2/86astiamaeri-manipgridiys anmenset zung nach Anspruch 6
I N For m ei net.2,.%8-#teydeBE-bexylogst2, fihiadiszol-Eyif dyadin; 15 tend 1 bis 100 ny
der Ver®mi nduh@-(@@dethixsthoxylsthody)-6.8&1thizdiazal-8-yipil,2.8.6-tgvrhlaydwel meattylpsddm; annehnbar en
Slure. 8. VeritshBhay 1wronen)1-5-hiadaehdyy)bR56-kiapdrodimethylortein; 3 f O die

Her st el | ung hidEthamethqdriefthiadiazel-33i)i12,516: tetrahysee- imethtrygdinit i ven Funkt i onen
des Vorder hlc?’ﬂ'éz Brervethoridiesripiadiazeioy i 2ipertetiahyir memathidridini2 0 der

Al zhei ner sc zﬁ"ﬁ?ﬁ@ nyﬂﬁtmfﬂéléﬁ’t@@ﬁp' -y P Stipkrpivaio-17oahvipnérin: und/ oder von
d aukorfén. ' ’g*?ﬁﬁgf’gﬁ?%ﬁ”%?fp 'ﬁ’f"i&étmet@w’l""‘ Ver bi ndung
deir_For mal |pen mo -1,2,5-thiadiaz 1,2,5,6-tetrahydro- -methylpyndm N~~~~~ 30
orphollno-1 2,5-thiadiazol-3-yl)-1,2,5 6-tetrahydro- qt rldm
3 (4-Hexylam|no ,2,5-thi azol 3- )-1 ,6-1 rahy ) .
(R, oo ¢ 2 Yl e X‘i% A e
C2-1's- Al keny4. (+ i@&‘ zok-d-1 Zd Y-meth rlaan/CI oal kyl al kyl ,

Phenoxy, Bengyl iy 2Mcbs< AR, 2El616iva dw -m§t .a. juiertes Piperidino,

Hal ogen, Ammc@}lanﬁna-ﬁé}sl »ailhzol-33)-1,%8,6-thfan rJf-YJm%fPin@Qldm'Cl i 5- Di al kyl am no,

Ci - i 5- Al KOX ys@iCRIBr-1,5%5-5Xadif0r3-ylyd £5%6-lodhy drdviisthylRidit

ger adkes t i gems(128@xadicaslBwWeil @E@ast@iydicAbtypyridger adket t i ges oder ver zwei gt es
C2- 15- Al kenyd-(4-Hgeatoayik2 b6-bxadiesl-Byipt.2,5@toratiydrgt @mthByrii: Al kynyl , R3- O R4,

R3- NH R4,  R3-(SBReioxyR2, 5pxRlaz0-330);1, 268 brehiRo-1-RéthyipidiRS  unabhi ngi g vonei nander
G—i s- Al kyl ,3-(@18-Tlexynlokipi5-oxagRzd-8-y X1 R Bydtralmidrec -matindpyridider ei n Sal z davon
mt einer t?dﬁ'?a'ﬁ!éﬂt2|5§'@1¢¢'aa¢haa!m.§ﬁéﬁra@dm-1emetm>vﬂdlmWﬁat;ndung nach Anspruch
1, ausg%mdhlq—“'&'a@ﬂ 1£.5-thiadipzel-3y 11 2§i4ytelabidex-{-methynyridiniymoralat;

2 5-t hi adi 332(61(5'%“ -1, f;5ﬁluqdﬁ9ql-5¥lp-1 .p,ﬁ-tetrghy@rgdquqr@yj;yudlmumoxalat

' 2. 5-thi adi "?S tP‘éﬂ'T bmithHW'H ERORRE n; 1

,2,5,6-Tetr z ?’_ 161 d""' UyloynoRas| - 3- yI ) pyri din; 65

3-( 4- Bg}roxy- Ton. |Yo gy Ton 32 ', d Foats ﬂ?V&y&d'W% foyridin; 1
o el ’- @ E?r:g'ﬂme s :fnm°§a'§}1 )-1 -nothyl pyridin;

1 ’2’ 5, 6- Taty gl E% {h% Xl-s- = T pyridi

, 2, 5-thi adi ag B,ngrﬂg, -341)-1,5 _@,ﬁ o) n§ (4-isobutoxy-1

, 2, 5-thi adi @%e@nﬁ(&)zg-thlawo MPVé 5 {e{?ahy -1-methylpyridin;

40 und Salzen davon mit pharmazeutisch annehmbaren S&uren.
3. 3-(4-Cyclopropylmethoxy-1.2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridin.

4. Verfahren zum Herstellen einer Verbindung nach Anspruch 1, umfassend das Alkylieren einer Verbin-

45 dung der Formel Il
Rl
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/
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EP-0 384 288 Bi | 1

, 2,5, 6-Tetrahydr o- 3- (4- |sopentyl oXYy- 5-t hi adi azol - 3-

-net hyl pyridin; 3-(4-Hexyl oxy-1 , 2, 5'—’1%38&3?%@& 3-yl)- 1 , f“ilil? I'IH“HlHHIj mll
-met hyl pyri din; 3-(4-Benzyl oxy- 1 , 2,5-thiadiazol -3-yl)-1

25, 6ot 1 2Nl g s oA dffidtopd (4 (3 But eyl 0x) -1

2 5-t hi adi az @lirefte¥! Aikythale lguﬁd &&the e erlso ggtéin Dar Il"llﬂlb@ lt?l rldlonen um eine
(4‘ (2- But y ny/bindiung hitzePrdniil 26l S1d6H, umr gbh beﬂen ordf 53 Xerbmdung mit

- met hyl pyri di Iémer]phargla{%uﬁcﬂ-ﬁﬁlé bMdh Baule, - MEL Yl - 3- pr opar gy OX -

, 2, 5-thi adi azol -3-yl)pyridin; 1 ,2,5,6- Tetrahydro 3-(4- rrethoxyethoxy 1

, 2, 5-t hi adi &z briaBrey lz)m Herstilish hmblpwmudmﬁh gebil Anéphlch B; dmfassend das Zufligen von Natrium-

, 5- t hi adi azbbrhgig |2y eiber, Rsingtaus Bi(4-CfyoPiopyirethdit BY-tHidiakdlB-i)-1-Frothiipyalihidijodid

-t hi adi azl EtRangl| Yias1R{hsn e Rpaktionadeyribcigs)y dds dierialyiphew gesssihtn Qindl das A@issen des

- But oxy- 1 Riickslanda$ in(fVassen brdXay Eytraliiergn @it Gthyledetahy dr opyri di n; 3-(4-Chlor-1

-thi #&di azol -3-yl)-1 -ethyl-1 ,2,5,6-tetrahydropyridin; 3-(4-Ethoxy-1

- t hi adi %1z Sharmazpytische Z“Eﬁ"mﬂhselzm@ umsfagsencbeinealgnge deryMeibitidung r@et( Anshiegit iybdoxy - 1

-t hi adi az&{semn Mit ginemyphampazquiisch apnptipkaren Triger ader YeydUnntingsmittel.

-(3- Pen;yga on gtlsc::lhe 2, 5-thi adi azol - 3- ylg 1 ,2,5 6-tetrahydro-1

2
2
, 2,
2
2,

"’-hU'IU'IU‘I-hU‘I

yI pyridi 3 'Zusammensetzung nach Anspruch 6 in Form einer oralen Dosierungseinheit, enthal-

i 4- ent eUf §,Ri7) 100 g der Varbinyng ngeh. @‘SVPﬁh h oder 3 it qiney pharIRFPiisgh annehmbaren
yI pyridin; % (4-(2-Propenyloxy)-1 ,2,5-thiadi azol 3-yl)-1

ko)

g t g% ::ﬁﬂg e j’g&%;‘bﬂx dgaiaai A%p élh godgr % W die Heréte?lunghélr?egll\?ed%amentsy Jr 1

3- " ; °" m okam dah r zum Behandein
h)(” pé)?‘relxélnﬁé m?%“%rzérf&e%:%%l 2- but eny oxy%' sﬁe%lgiﬁd Efﬁ%l azoP ?ww'}'- 1

6- t et rralyntinSpriiche it folgedoni Véitiagssttat : G
(3-Butenyl -2-oxy)-1, 2,5-thi adi azol - 3 yI) 1,2,5 6-tetrahydro-1

5,
5,
4-
t
, 5,
4-
thyI pyr idi Merblﬁiuﬁdddrlﬂ?orhbwenyl oxy)-1 .2.5-thiadi azol - 3- yl)-1
, 5,
, 5
t
5
5
t
, 5

W

_I\)I\Jéﬁ-l\)gﬁ

6- tatrahydro 1 -methyl pyridin; trans- 3- (4- (3-Hexenyl oxy)-1
t hi adi azol -3-yl)-1 ,2,5,6-tetrahydro-1 rrethyl pyridin
(4-(2-Pentenyl oxy)-1 , 2, Rk hi adi azol - 3- yl)- , 5, 6-tetrahydro-1

o= -

\ﬂvé

yl pyridin; cis-3-(4-(2-Hexen y)-1,2, thladlazol 3-yl)-1
6-tetrahydro-1 -net hyI pyridip;, 2% 3- (4- (5- Hexenyl oxy) - 1
t hi¥di azol -3-yl)-1 ,
(
I

, 5, 6-tetrahlydro-1 -nethyl pyridin;
azol -3-yl)-1 , 2,5, 6-¢Idt r ahydr o- 1

xenyloxy) 1,2, 5- t hi adi azol - 3- yl)-1

2
2
[

w -

4- ( 3- Hexenyl oxy)-l ;
yl pyridin; trans-3-(
, ,6tetrahydro 1 -neth I%
3 2, 5zt hi adi azol -3-yl)-119, 5, 6- tetrahydro 1 -methyl pyridin;

1k2) 6 ’T’etrahydro 3-(3- hex#oxy 1,2,5-thiadiazol-3-yl) pyridin; 30
3-(4 0
1 -

3-
h
3-
h

.Néf”"

idin; ;...

(2 (2- Met hoxyet hoxy) et hoxy) -1, 2, 5-t hi adi azol -3-yl)-1, 2,5, 6-tetrahydro-
met hyl pyridin; 3-(4-(3-Ethoxy-1 -propoxy)-1 ,2,5-thiadiazol-3-yl)-1
, 6-tet rahyd.ﬁo 1 -methyl pyridin; 3-(4-(2-Ethoxyethoxy)-1
-t hisadi azolz 3- )sbaersloﬁoaerfscﬁﬂgf@tsf ahydro-1 -nethyl pyridin;

(2- But oxy et hoty Er-3-Alidp, G§-Bjcrelinn 202 Le~Rikeliyl odek o2 rAlieyyi {sgirgahy dr o- 1
yl pyri di n;R'3- C4-1¢-Akf12CBus-Akenglt BOXsMRInI0 B0 -Clloalloyd-Cl 13l cyBlbang Rlky13 Piehdxy 1
6-tetr ahydr 0- Benzylexyh Womiiolinal i Gi+s-Alkybsubstituiédtbs Piperidino, Halogen, Amino, C;—s-Acylami-

( 2- ( 2- Et hoxy ebdx yis cAikilemind,-Gi -2 ;Dialkylainincli G 2@ +AlkBxygiinine, 1S-B2, duie6O-Re ist, albrR0- 1
yl #ridin; 3-@% kaﬁ'mmyﬂ ysrzveigiesl iCno 3-Alkyl, Gordsiketiigos dilen Zodzwelgtysl $2--15-Alkenyl,
6-tetr ahydr 0- gora Oglc’ﬂ o7 vetrveigte C{-4s-Allamplh B1-O4Rb.- BB-NH-R*, RS-S-R*, R3-O-R*-O-R®,

-t hi adi azol - 3 Y’P’)" unyg F%ﬂt‘@f‘?rﬁiﬁy’w@et @re tsrAlty Pe-1tAlenyl, C2-1s-Alkynyl sind,

- Hexyl am(ﬁi -t hi adi azol - ly1 %‘ 2,5, 6-tetrahydro-1

t hyl gyri di 9" Y‘B'Wﬁ 4nsr E‘J‘a'_’["azeé’ ?5’ @mnehmbaenurs. v ) - 1

,2,56tet5amégnr }ms r|dn au o
3-(4-Butyl th Ay dro-1 -nethyl di n;
ww %“éi ﬁ?"f{ T
- yl pyri diyb s e3redn |_3 Q ad 2 ”] | griging 22 95 6 tetrahydro-1
2][; en fw{ i ngﬁ,l, Z)X;-.dl azol -3-yl)-1

14
-met hyl gyri d|3:y4.33te{4|-
, 2,5, 6-tetrahyler hyﬂﬁiatlh’ ls&%deﬂ} f‘as—ﬁua léIZOG P methyl
, 2, 5, 6-t et r ahyxl eFelrariyBioyrhddiyl- 3-@1p@ntyloxy-1 2 5-thiadiazol-3-yl)pyridin;
1,2,5,6-Tetrahydro-3-(4-isobutoxy-1,2,5-thiadiazol-3-yl)-1-methylpyridin;
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45 - 3-(1, 2,5-Oxadi azol -3-yl)-1,2,5,6-tetrahydro-1 -nethyl pyridin;
3- (4- Hexyl oxy-1 , 2, 5- oxadi azol - 3- yll% 1 2 5, 6-tetrahydro “ﬁm
3-(4-Butyl oxy-1 , 2, 5-oxadi azol - 03 16 t et rahydr o ml Immmcul
3- (4- (3- Hexynyl oxy) - 1 2 5 oxad| azol - 3 yI) 1,2,5,6- tetrahydrotl ®

- met hyl pyri di @5 6-$etn@ e]ntylogy 52591‘&19&%0%% %etwlr}yn&'n, 2,5,6-tetrahydro-1
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mt e rem Alddg(Gisdxenyiory)d,2i5nidadibac-3179-al12 56 @dtarydeber-mesyipy fdi; | det en Ver bi ndung

mt Hydri di oiieedy4-(@Haxenylvay)VisShhiathzotd-yix1 2 5@estrah@romerhethyipyidili | den, und
gebenenf al ttaas-ﬁms(Z-Mgﬂtuv)drﬂ.ﬁetlstquryd)s 45, 6\etrabydneLinethyipyridiesi ner

g'hér mazeut i sch2&thisdispdirdylh2.88tatrehyd@3-rasthylpgiidirahr en zum Her st el | en ei ner

Ver bi ndung dersTopygioddBrhaxyloxyritbsthiediatoleiard) p¥idi; gen von Natrium borhydrid
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das Aufl dse

( - {ris0n i , set zung,
S&éssen{jf ZI (Q.( Y33 oﬁg ’ hﬁf ﬁ" Ap o~ -merfiipyridin 2usarzrrureg mi t
3rt o , d tetralfydro-11me hﬁlﬁgédfﬁ ttel b das
ei nem phar nq.,z(@%;pﬁ i o_agg % 158 get fﬁ el , wobei da
Verfahren dasgibafa ﬁ,g@grth, gL,l TG .r&n,oder Ver dan-

nungsmi tt el s-(upf |ﬁwuo-1|és-thuadua3<§-s%|)-1\Z%re ﬁfc‘in m&iy @ruch 6, wobei die

phar Mazeut | SB8uLANRATBREAEEIE)- 100 55-tRAh B &1 -REthyISHa ,en Dosi er ungsei nhei t,

ent hal t end B-(pMathid@-125-thiediazdi@r 1 2i6Rerahard -NeEyswi@R 1 oder 3 mit einer

phar mazeut i SelrAanoeSbeddarol-SgiH e.5,6-bMdioatmetdfyridh; Ver wendung ei ner

Ver bi ndung e ¢-Acetyiesinoricb-dkadictalr3-y§-1{2|56-tetrabydricT-mbthyIpyeidigp €l nes Medi kanments zur
3-(4-Chlor-1,2,5-oxadiazol-3-yl)-1,2,5,8-tetrahydro-1-methylpyridin;

45 3-(1,2,5-Oxadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridin;
3-(4-Hexyloxy-1,2,5-oxadiazol-3-yl)-1,2,5,6-tetrahydro-1-methyIpyridin;
3-(4-Butyloxy-1,2,5-oxadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridin;
3-(4~(3-Hexynyloxy)-1,2,6-oxadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridin;
3-(4-Pentyl-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridiniumoxalat;

50 3-(4-Heptlyl-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridiniumoxalat:
3-(4~(5-Hexenyl)-1,2 5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridiniumoxalat;
3-(4-Octyl-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methyIpyridiniumoxalat;
3-(4-Isobutyl-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridiniumoxalat;
3-(4-Cyclopropylmethyl-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridiniumoxalat;

55 3-(4-Propyl-1,2,5-thiadiazol-3-yl)-1,2,5,8-tetrahydro-1-methylpyridiniumoxalat;
3-(4-Octylthio-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridin;
3-(4-Ethylthio-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridin;
3-(4-Pentylthio-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridin;
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Sti.mil i erung der kognitiven Funktionen des Vorderhirns und H ppokanp
daher zum Behandel n der Al zhei nerschen Krankheit und/ odeimmll"ﬁ I“"Hﬂl”“
schner zhafter Zustande und/ oder vonERP384888RB! 45 50 55 8
Bi -~ ~11310] Blcil 111l I'l M Patentanspr “Uche Fur

f ol genden Ver%_ i Eh%altzs-tﬁdug'zol-s-y‘?)r fﬁytgtmhgym_l-l%aéy? IIn,en ei ner Ver bi ndung

der Fornel |
d it ph tisch hmgb .
-N 15 n davon mitp armazﬂ’ by anne ? aren séuﬁgrst off odor Schwof el i st,

20 . fo - iddiazol- rahy@ro n. 0d
C2- 4- Al kynyl |35$fb‘tlf|?5 %ﬂt%\é%,z,%aﬁ gg-blggbg&et @néld@t )1&5 Zlﬁ;nyl

C3- 7- Cycl 0a4. k Wbrfahfeft zam Bfetoanl gt vérlﬁydung iR MAspYuch Beuwidséhe)bas Mnynla.la@bhé}werbﬂ S
- Al kyl - subst i iduigelet BSmétinpor i di no, Hal ogen, Am no, G -s-Acylam- no, -G
-15- Al kyl am no, G -15-Di al kyl am no, Cl-1 5-Al koxyam no, S-R2 odor O R2 |st,
worin R2 geradkettiges oder ver Z\(\IEI gtes C1-15- AWkyl, geradkettiges oder
ver zwei gtees C2_15-1-kenyl, 25 geradkettl ges odor vorzweigtes
C2-15- Al kynyl, R3- O R4, R3- NH R4, N$—R4 R3-OR4-OR5, worin R3, R4 und
R5 unabhangi g vonei nander C *-is-Al kylZ C2-15-Al konyl, C2-15-Alkynyl sind,
ist, j> Sai zes davon mt qTUGr
phar mazeuti sch annehnbaren unfassend das Al kyl i eren ‘ei ner Vor bi ndung
der Form¥ 11 30 R 35 4 nzund R wie vorstehend definiert si nd,
m t\_ei nem Al kyi hal ogeni d u S Reduzi eren der so gebil deten Verbi ndung
rr%.r/ Hydri di onen und 45 gogebonenfal | s das- Reagi erenl assen der
Verbi ndung mt ei ner pharmazeuti sch annehnbaren Siure. 2. Verfahren nach
Anspruch,1, \/\%ﬁﬂ di e Verbi ndung der Formel | ausgewi hlt ist aus: 1

n

.2, 5, 6-Tot rahydre BW,gz}, AR Veofinieriind: t i adi azol -3-yl)-1 -met hyl pyri di n;
3- (4 Et hoxy- 1 mlt?eirEm gi%ﬁlun?a I§|ti|2|ere% der & deBilabBVétbiRduhg miTBiaNaloRsH, L isle

50 1, 2, 5, Qarbbiing MitdePFotme! | zu bilden, und gegebenentfalls das Reagierenlassen dieser Verblndung mit
-met hyl - 3- (4- Bfn&ﬁﬂé’rhaﬁeut%cﬁaﬁnhinibdﬁeﬁ&ﬂlre 3-yl) pyridin; 3-(4-Butoxy-

, 2,5-thi gdi azol -3-yl)-1 ,2,5,6-tetrahydro-1 - n'ethylpyrldln 1

, 2,5, 6-Tet rahwdnfanreaz(n#m&tawncap@xyer&nduﬂg oA iABshin®@E @) urdasgbnd-dhs Zafgeh yorpativeh- N
1_ 2, 5, 6- Tet r abmyliio zil einafektisyrlg- ais (344-Dyoiipyobyitigthdky-1,2,5-thiadiazol-3-yl)-1-methylpyridiniumjodid
\2./5-t hi adi azdl EtBangl, Yas/Rihtkinrdes ReakiorisgenisThids deds\\brdampfer dessaligenuind dgs Aufldsen des

, 2, 5-1 hi adi az fuckatagde} inWasesr kiyd qag Extcshieren B Ethylacetat.
1,2,5,6- %traw/dro 3-(4-isopentyl oxy-1, 2, 5-thiadiazol-3-yl)-1
- ot hyl pyr i @i Yerfabrep gu QH sinér pharmazesahigh ZLeAMMENGAIZING, UMfESSENG Sing (MeagR, eifes - 1
- met hyl pyri di p{erbgdl(ng_ngél @er :Qzugamrmrhrmt sinem p@_rrpqzyutlg_ch annehmbaren Triger oder
2.5, 6-tetr ahyartd@ning_smlhwbﬁ dpqﬁhren das Mischen der Verbindung und des Trégers oder Verdiin-
nungsmittels umfaBt.
\/ 35

7. Verfahren nach Anspruch 6, wobei die pharmazeutische Zusammensetzung die Form einer oralen
Dosierungseinheit, enthaitend 1 bis 100 mg der Verbindung nach Anspruch 1 oder 3 mit einer
pharmazeutisch annehmbaren Séure, aufweist.

40 8. Verwendung einer Verbindung nach Anspruch 1 oder 3 flr die Herstellung eines Medikaments zur
Stimulierung der kognitiven Funktionen des Vorderhirns und Hippokampus und daher zum Behandeln
der Alzheimerschen Krankheit und/oder sehr schmerzhafter Zustéinde und/oder von Glaukomen.
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6. Verwendung® j:‘éfh' olipgrt srfﬁg °'3W@r§§sﬁft%tfaﬁ¥d’%hﬁ‘ﬁth3ﬂw§ﬂf‘uch 1 oder 3, fir die

stellung e ' i eyt MBydigogni ti ven Funkti onen
|(;‘gs/Vor ergl E'Eg ):Eg?qt% 'd 62?03 Tan F ?ﬂb 'H}ff [h der Al zhei mer schen
Krankhei t und} m g‘ ?

er von d auko- nmen. 20
Revendi cat | on§

el s _ ! dhts sul vants; AT, BE,
CH, DE, DIK, g)}i.,\ m;,’j,,ztjoxiﬁ_s_ 1256t ahy o formule | 25 R 30 35
"R 00 Z ept des—k4—@ﬂb¥§l§9-%xéaﬂzcﬁf§-y PH5BSotra md#lylpynil OUbe alkyle en C_a G3,

cycl oal kyl e e (1(35-Gaidzol-RYFEIY) ﬁtrﬁ?dr@?-nﬁthﬁﬂyrﬁm alcynyle C2 a Cs, et R est

un groupe al kg{4eHeryios1,2%- oﬁdfazolalyq&.ﬂxsje&etﬁﬁyd@ -rAethylpyridin;
3-(4-Butyloxy-1,2,5-oxadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridin;
3-(4-(3-Hexynyloxy)-1,2,5-oxadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridin;

45 3-(4-Pentyl-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridiniumoxalat;
3-(4-Heptyl-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridiniumoxalat;
3-(4-(5-Hexenyl)-1,2,5-thiadiazol-3-yl)-1,2,5,8-tetrahydro-1-methylpyridiniumoxalat;
3-(4-Octyl-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridiniumoxalat;
3-(4-Isobutyl-1,2,5-thiadiazol-3-yl)-1,2,5,8-tetrahydro-1-methylpyridiniumoxalat;

50 3-(4-Cyclopropylmethyl-1,2,5-thiadiazol-3-yl)-1,2,5,8-tetrahydro-1-methylpyridiniumoxalat;
3-(4-Propyl-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridiniumoxalat;
3-(4-Octylthio-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methyIpyridin;
3-(4-Ethylthio-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylipyridin;
3-(4-Pentylthio-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridin;

85 3-(4-Hexylthio-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-methylpyridin;
und Salzen davon mit pharmazeutisch annehmbaren S3uren.




40-. ' C's, alcynyle en C2 & Cis, cycloalkyle en C3 a C7, cycl oal kyl al kyl e

en C4 a C8, phenoxy, benzyl oxy, norpholino, piperidino
groupe alkyle en G & C6, un hal of&384288HB1oupe ani nolmnn “Iﬂmuﬂﬁ”l M|
C6," al kyI amino en G & Crs, dialkylanmino en C, a Cns, al co>€yah1 nb osn a

rCZ.m fS e a'IO L\Iegé X 2 Hfetelian von's- [Oqurop llme%o Qad l— § 2| 5réetat
lineaire ouctﬁ%r'ﬁn I'c_ ﬁgeggn J ’fkaéiv ﬁg das

R3, R4 et R5Ve$d%ﬂ1pfeh I\u;lti%n%é)ﬁﬁ’éﬁst aks/ QVa%Qar d @as i Qj@é%Xl én en
C2 a Gg, al,r,;y@%,_eac@tgt C, s ou un sel de ceux-cl avec un acid

phar maceut i quenent acceptable 2. Conpose selon |la revendication 1, choi si
parm : | a4, Verfahren zum Herstellen einer pharmazeutischen Zusammensetzung, umfassend eine Menge einer

1, 2, 5, 6-t et ity RergebtolGioin@xAnspruch, Dodeh3, 2GHammen mBeliién pHarneZéuiydhRyifeh@bdiéy SO
| a 3- (4- 4t howggel pdar SretdDhranlsmittel, wabey tgs- erfahrén Gest Misahar et r\@rbindofgit My lday Mrageme;
la 1, 2,76, 6- t dalbr GEntdnubgshrittebantirgdt.- 3- ( 4- pr opoxy- 1, 2, 5-t hi adi azol - 3-yl ) pyri di ne;
l'a 3-(4-butoxy-1,2, 5-thiadiazol-3-yl)-1,2,5, 6-tetrahydro-1-nethyl pyridine;

:}"

| a 6. Verfahren nach Anspruch 4, wobei die pharamzeutische Zusammensetzung die Form einer oralen

1,2, 5, 6- t dt rRasiptingseighsitsenths #dpiw 1mgzdss Verhingung chergestglit yach-Anspreph Hyadex 3.ineli ne;

| a einer pharmazeutisch annehmbaren , aufweist.

1,2,5, Gﬁtetrahydro 1- n6t hyl - 3 &4 ent yl oxy-1, 2, 5-t hi adi azol - yr|d|ne

55\ 8 a 91‘"9" ofof \éﬁ"?"éﬂ*l Pfoost M"%é’ﬁﬂiﬂﬂk{% oder 3pfuedie H?fa‘a'i'“a B'P ?“3"’5& 1
6t hyI pyr | ’hmullerung der gnltlven nktionen des Vorderhirns und Hippokampus und d

1\2 5, 6- tdtr P'B - AZeimersEen (AL unp/ogercsohr sehmpraiafisy 2ustangg unilodRi Ry FIBYPT di n

e; la

- 3-(4- hexyh@%%d%m&“é t hi adi azol -3-yl)-1, 2,5, 6-tetrahydro- 1- net hyl pyri di ne;

| a Revendications gour les Etats contactants suivants : AT, BE, CH, DE, DK, FR, GB, IT, LI, LU, NL, SE
- 3-(4-benzyloxy-1, 2, hi adi azol - 3-yl')-1, 2, 5, 6-t dt r ahydro- 1- nbt hyl pyri di ne;
50 EP Q. m&&&e&rmme. l 1111121 111112!' 11111
liii llasll * M S * la o

3-(4-(3- butenyloxy) 1,2,5- thlpdlazol 3-yl)-1,2,5, 6-t6trahydro- 1-net hyl pyrid
‘ineo la \\
i 3k4-(2-butynyl oxy)-1, 2, 5-thiadi aE%I-S yl)-1,2,5, 6-tetrahydro-1-net hyl pyrid
ine; la
1,2,5, 8tetrahydro-1-n6th
. e; | a
. 1,2,5, 6-tetrahydro- 3- (4} met hpxyet hoxy- 1, 2, 5-t hi adi azol - 3-yl) - 1- et hyl pyri di
‘ne; 5 la 3- loro-1 ,2,5- t hi adi azol - 3- yl)-1

, 9, 6-t6trahydro-1- net hyljpyri di ne; Ie chl orhydrate de

3 cHforo-1, 2, 5-thi adi aRol -3-yl)-1, 2,5, 6-tdtrahydropyridine; |la
3- (4 but oxy- 1, 2, 5-t hi adi azol - 3-yl) - 1 2,5, 6- t6trahydropyr|d|ne | a

- 3-(4-chl oro- Jﬂ %yg dter?'bg%ngzogldu’%o Je) Ristg-‘ m(lgro ezalgle tc?tzré YFUAR gleﬁibng C4| a

3- (4- 61Xy -alosfyar Bl 86, 3 UciryCya v, 8 MY QB b 811, ORIEy il A, 3LO
Cis, alcynyle en Cz & C;s, cycloalkyle en Cs & C7, cycloalkylalkyle en C: & Cg, phénoxy benzyloxy,

3 (4 hept Y| Oidkprbiind, Bipéraing SLESERE pa- o groube 2lkle Bn teStd 811 )A MRrodan8 TinN3rbups laifion €
| a acylamino en C; & Cs, alkylamino en C1 & Cis, dialkylamino en Ci & Cis, alcoxyamino en Cy &4 Cis, S-
3- (4- ( 3- pent payul ®RY b B2 &st on GducHIgRE ®h €3-2Y0:9 tinkair, du, rémitid) alc@lé bh @ b-CTe lidtgire Y I i
dine; la ou ramifié, alcynyle en C2 & Cis lindaire ou ramifié, R3-0-R*, R3-NH-R*, R3-S-R*, R3-O-R*-O-R5, ol
3- (4- (4spent BBt oti¥F) sodt, iRiépentiimiraeht erz groupd-alkyp ed C2 K14 -atcéiyleadnyGd raoG: .- adybyeyérpy r i
dine; la Cz & Ci5 ou un sel de ceux-ci avec un acide pharmaceutiquement acceptable.
3-(4- (2 prop6ny|oxyé 1,2,5-thiadiazol-3-yl)-1,2,5, 6-t6trahydro-1-n6t hyl pyri
di ne; ~(Qonwe R fiveﬁd“@t"t"ﬁrgmlsbpﬁw 3- I)-l 2,5, 6-t~trahydro-1
- et hyI pyri di ngﬂ rahydro-3-(4-méthopqa1 2,5-thiadiazol-3-yl)-1-méthylpyridine ;

3- (4- (3hexynyl Zé% Xy 2op-thipiazol Sy 2.5 ‘?Tag dio-bméhylovriding iahy dr o- 1

énf opar gyl oxy-1, 2, 5-t hi adf a)zol 3-yl)pyridin

-6t hyl pyridin trahydro-1-méthyl-3-(4-propoxy- thiadiazol- -yl)pyrldlne

ot ey A R s o e

3- (4- (3;but 6ny aa'iss"é s 3_ |oYBl "” o5 ”;' ':egtrahydro 1- 6t hy! py
r|d|ne °la 3- ( Q&Mop 4 ,éﬁhié@ mﬁe 6-tetrahydro-1
- et hyl pyri di nfa xyloxy-1 2,5- thladlazoI-S-yl)-1 256-tétrahé3ro- -méthyl)%pndme

Itremsd?» (4- (2 g W@@&lzﬁ&&)1‘2%ﬂﬁa@éz&l@y@q|2%76%tfa 7dYd-1-mdthydoyRdifs L dt r ahydr o- 1- n6t hy
pyri di ne;

ci s-3-(4-(2-pent~nyl oxy) - 1 2 5- thladlazol 3-yl)-1,2,5, 6-tdtrahydro- 1- net hyl
pyridine; la

ci s-3-(4-(2-hexenyl oxy)-1, 2,5-thi adi azol -3-yl)-1,2,5,6-tetrahydro-1-n6thylp
yridine; la 3-(4-(5-hoxenyloxy)-1.2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1
~-nbt hyl pyridine; la

a ~ r~ 2 1. °* 1 ~ 1\ a "~ r~ o~ 2 a T T



55. ° la 3-(1,2, 5-thiadiazol-3-yl)-1 ,2,5,6-tetrahydro-1
-1rrgt gyIGp%/re![ (rj:aﬂsdrl)as (3- hoxyl oxy- 1, EP 9.3842881B4 20| - 3- y| )p l“wmlulll,uﬂ““!“‘!"

3- (4- (2- (2- net hoxy6t hoxy) 6t hoxy) - 1, 2, 5-t hi adi azol -3-yl).-1, 2, 5, 6-t ~t r ahydr o-

1-nmdt hyl pyri di ng aat 3buté ylo: y) -thiadiazo 5§16t vipy

3 (4- (3- 6L hoxy- 45 ieBEle T 2 S e A b ey ;ﬁ’iﬁyﬁﬁ%ﬁrahvdro- 1- it hy
a 1,2,5,6-tétrahydro-1-méthyl-3-(4-propargylo -1 25th|ad|azol-3- pyr|d|

3- (4-(2-6t hOXydtIQ@éB}né%ralzdé*at( gl bx%tﬁ%xy-g ﬂ).ad?azéf-a-?l- e j{lﬁ Mglr o- 1- met hy| pyf

i dine;, 3@ la 3-(4-chlord-122,S3thiadtazbli-Lit .M@ﬁdﬂ% -méthylgwigind NI adi azol - 3-yl) -

,2,5,6-tetrahy drl@crﬂorhylaﬁteiwlsﬂ%mdd;-nzs thigdiazol-3-yl)-1 256-tétrahydropyrldme

3- (4 (2- ( 2- but oxy s{datop- 62, b-miadihzol3-A)-H2,6 brisashyad®fridids y | ) - 5, 6-tdtrahydro-1

- met hyl pyri di ne;la B-@-chloro-1,2,5-thiadiazol-3-yl)-1-éthyl-1,2,5,6-tétrahydropyridine ;

3- (4- (2- (- 2- 6t hox§-¢edtoxy ), B5-hizrigol-TylP1-Shyl-2 AditdvainidroByriding : 1, 2, 5, 6-t 6t r ahydr o-

1- met hyl pyri di nda 344eheptyloxy-1,255-thiddidrglt 3 HIEA5 e rabydrd1-mEthPpwibinadi azol - 3-yl ) -1
.2,5,6-t6tr ahydr|@)3-14=(ﬁ-9@ yipyi-1.,81p-théadiagoh3-y1)-1.2,5,6-tétrahydro-1-méthylpyridine ;

3- (4 mor phol i no- '13'2"(5'99 Nyl p-thizdipgo)-3-11)- 12,8,6-Btrahydre-d implwlpyritingglt hy| pyr i di ne;

35 la §-(4-(2 propényloxy)-1,2,5-thiadiazol-3-yl)-1, 2 5,6-tétrahydro-1-méthylpyridine ;

3- (4-hexyl ami no- '33‘5Z"°§§y{°h¥ Léi- Q?B‘F”ks}i ,2.5,6- '2"@“’?%‘ ey HF’6= 1- net hyl pyri di ne;

| a la 3-(4-(3-hexynyloxy)-1,2 5-thiadiazol-3-yl)-1,2,5,6-tétrahydro-1- thylpyrldme

3- (4-propyl thi o l..,sg%:mv;@weﬁzwm e SRR S EOSUT by i e
S butyt thi o {2 SR e oy TRV i pve 0 e

| a a ci 4—2 entén loxy)- ~thiadi azo - 2 ahydro-1-méth ridine ;

3- (4- nbt ﬁyl t hi o- |alc,§8 ( y;’%%qrz-éﬁ,yd gé)1 a;, d?ﬁ dn " y hyI pyr| di ne;

la 3-(4-anino-1,23.0x (Q%él(éhy%&f) 2% thh c)iazéh-s?yi) 2@ﬁtakhﬁﬁwﬁﬁ&ﬁﬁpyﬂ&ﬁ yl'pyridine; 40

| a la cis-3-(4-(3-hexén loxy)-1 2,5-thiadiazol-3-yl)-1,2,5,6-tétrahydro-1 methylpyndlne

3- (4- acet y| am NQa fand-3%4-@FBhAGGS-1.25-Hiadiazbl-3y1)51, 55,6 Bikdhpdie. SrBthylipyiEindy | pyridine;

| a 3- (4- sl or 0- lia &(1°25xHniadiizal30/)-12:5)6Htrahy dlo-Bmbthigkidiady dr o- 1- met hyl pyri di ne;

la 3-(1 , 2, 5- oxadali,a36#strahygloys-3-hexidody; 1G25-thibdiaxbisdipyritinerdt hy| pyri di ne; | a

3- (4- hoxyl oxy- 1,123-B-(exarcétimxysdithofAétioxy) ,2B-tHadiazt! Sty 12 p Griétratiydroet-ingthytpyridiak ;ne; | a
4- but yl oxy- 1,@3-8-(@shekydradpod-|i2, ¥-thiadiazoh3-9)-1.21%.6-téhghardro~1 nétGloimidingy r i di ne; 45

| a 3-(4-(3-hexy r|§'13 - thaxyéthoxg)-1cAeethindiazolt3-yi)-1y25)8-tdtrahydro-1-méthylpyridine ;

, 2,5, 6- t # r ahydri®3-¢-(byt ?t ¥ ) 168 itbiadigzol Bl 162 566~ téteahydro-1-méthylpyridine ;

3- (4- pent yI 1, 2,153 {2-Rchuiprysihondpor 25- “53"@2?'@tyﬂ'éﬁzééﬁ@m'ly-df?e%’hémvﬂﬂyﬁﬁ"éﬁ ni um
'la 3- (4-(2-(-2-éthoxyéthoxy) thoxy) -1,2 5-th|ad|azol-3-yl)- 5,6-tétrahydro-1-méthylpyridine ;

| * oxal ate de

3-(4-hoptyl -1, 2 '%3 Hgg p! ‘?""sﬁgt°l 5t ia %‘,3 ég{ y; ':jf%gt'?’({}ﬁ"?ﬂrrl di ni um

| '.oxal at g de3( 2) é56tetrahydrol
- ne¢hyl pyri dini g Ia3- o8 a ot 18- 5 'y e 3-yl)-1
2 5. 6-1 et rahydr,ﬂ 4wpr éésﬂt :ﬁ:ﬁ A té rahy ro me hylp ndme | ate de

1 6- éthylpyridin

(4 i sobutyl 1,, yﬁﬁ&?é@ h:a |a%- ,)‘L1 s, ?V,ﬂ&g qlfawt ndi' w6t hyl pyri di ni um
| " oxal ate de la 3- (4~ammo-1 2 5-oxadiazol-3-y})-1,2, 5 6-tetrahydro-1-méthylpyridine
3- (4- cchmopr opy | §Ritiktgidmiro- b2, &-BladEloPd Af-1, 85,4/ Drah}ar&ﬁéﬁ»ynbﬁfdmahydr 0- 1- nBt hyl py
ridinium oxal|@8-@-divro-1,2,5-oxadiazol-3-yl)-1,2,5,6-tétrahydro-1-méthylpyridine ;
3-(4-pr opyI 1,2 I53-l1mm&m&ls-yﬁﬂwlsbfﬁtﬂaﬁydﬁrﬁmitmﬂya@bgﬁ‘ 0- 1- n6t hyl pyri di ni um
| a la 3-(4-hexyloxy-1,2,5-oxadiazol-3-yl)-1,2,5,6-tétrahydro-1-méthylpyridine ;
3- (4- oct yl t hi 0- 13 Z43utylxyatid, SroetiaZsl-3r¥1)1,2]5,68téthpdro-¢-memiipwidine 1- N6t hyl pyri di ne;
| a 45 la 3-(4-(3-hexynyloxy)-1,2,5-oxadiazol-3-yl)-1 ,2,5,6-tétrahydrq—1-méthylpyridine ;
3- (4- 6t hyl t hi o- Toxzla®-de|3r(4rperdy};-bR.5-Biiagiaiol-3-yIp1 .6§,ﬁté!fdtydl'a'ﬁy\uﬁlmb1ﬁtimtmyl pyri di ne;
55 I'pxglate de 3-(4-heptyl-1,2,5-thiadiazol-3-yl)-1,2,5,6-tEtrahydro-1-méthylpyridinium ;

3- (4- pentyl t hi o- "2"3?‘9@‘9@?‘(?’&5&9&6) LZ5-thiaiazpl-Sylp1, 55, ¢-Glrghydrg-dmsthyloyriginlgl:py r i di ne;
I'oxalate de 3-(4 octyl-1,2,5 thladlazol 3-yl)-1,2,5,6-tétrahydro-1-méthylpyridinium ;

| a
-( 4- i 0 Ia 2% 03-) 2,5.6- [
2 (e e e p,;;igggys EP‘*?Q e e 5T
EP* 03384 288 Bi la 3-(4- octylthlo-1 25th|ad|az 3-y 6-te rd y ro1 méihylpyndlne ” 1

la_3-(4-6thyithio-1, ! 1 h
3- (4-cyclsopr opyl,}gj %ﬁ‘{wﬁ) gﬁz ’ tra crm]__,_ ﬁﬁ,fgrahydro 1- met hyl p
yridine. 4. Pr OGLAlEA eSS d@g_q ia£b'13- _1,15155 ;@g% ok evendication 1,

Zormrggant " 8t 160/ded lab Qlx i #&M%&%%heﬁlﬁa thq( &Z 1o/ 70

51



00-Z et Rl sont tels que d6finis dans |la revendication 1, avec un

hal ogénure d' al kyle, et |a reduction du conpose ainsi for ﬂm
hydrures pour forner un conpos4 ayRih@ 3846288Ahule | et, Imllmml llllﬂml
facul tativenent, la reactlon dudit conpose avoc un aC|de pharfmatout i qguerrent
acceptabl Proc lon | a

revendi cati ongﬂfyg%p 'F"Sna %tgﬁ%g? h %geﬁ?wdﬁgiy?ﬂég?odi um a une

sol ution ¢ iggihe 86 .
3- (4- cycl opr gy m%tuﬁo%;aﬂ n d'u co ose egg (l) re ndl?aglon 1, n%tpli;]rer]antyl rallk atlo?ﬂ un 8°££an sé He

|"ethangl, |'agitation du nelange reactlonnel son evaporation ot la
dlssolutlon du residu dans de |;eau puis son extractlon avec de |'acetate
d ethyle. 25 6. Conposition [ maceut i que conprenant une quantite d'un
conpose selon la revendication 1 olV@, ai nsi qu' un support ou dil uant
phar maceuti quenent acceptable. 7/ Cogposition pharnmaceutique selon |a
revendizeati on 6, sous la fg
100 ng du conpos6 sel on |
phar macout i quenent 30 :
revendi cation 1 ou 3 pour>gf-eparer un nedi cament pour stimuler |es
fonctions cognitives du cerveau anterieur et de |'hippocanpe et, par
con56q Jdént, po r traltor | a, mal adi e d' Al zhei mer et/ou des etats doul oureux

seweres et ] o e définis gansra.(euandipatign 1 &Y@e'? Balpodpurecg'alkyle; gtle rédeationdu

iong h res pour former un composé ayant la formuIeFQ ot N

N/\Iéagz) od Zacun 'Veg%e"% g’é%tbc‘ﬂﬁgd"o‘ﬁmﬂ?fé &56G4P éc'dq?hérglacﬂ'quﬂ'ﬁenéfl‘i?ﬁ‘ﬁ@leal kyI e en Ci
a Ca, chgoaﬁrﬁh@dﬁ%xﬁa |§hC§‘ co?fl ns\élog a rnvegﬁcaélon(\él %nprg‘ ty ‘ra]Xc] n rghy
|

RL est "Un “or@Upfuiiaitks Sl b a

pyl - - - yrldmlum
C's, cycloaldgid 8o Réthahet on dﬁ é:% lssd srdlg dfms
benzyl oxy, S reau pumarpm dt.apave@am&étﬂé @@mﬁy St' t'ue par un gr oupe a

C A C6, un hal ogerne, un groupe am no, acylamno on C, & C6, alkylanlno en

C, & CGs, 6di GunipyditRRiph@meddutiqle dontgashantané QuMMEIINA cBipdes sdlorlCid Severdicaliem P & R2,
00 R2 est uraimgi qutip Suppbrkyl @lusbpiaimaBeBigembitRbaptasle.ou ram fie, alcényle en C2
a s lindairo ou ramfie, alcynyle en C2 a Cis linGaire ou ramfie,
R/ O R4, R3-Gdrphiition RBarBadedtiquiR3elr R re@nBibations, Salis la idnie @ud8 4initsBGaldBique orale
contenant 1 3 100 mg du ¢dnipbdé seloh 14 tbvendiGation 1 lou 3 avddlun acife RBymdcdutiqiientaht
sont i feleperpgeamteblat un groupe alkyle en G a Cls, alcenyle en C2 A G s,
alcynyle en G2 a Cs ou un sel de coux-ci avec un acide pharnaceuthuenent
accept abl & Yilisati d§@po§é|sei?n 'PéP"P’E’!PéWﬂﬂc?a@l ROV Prépareh i rédiqgmentipour Btimuler les

la 1 ,2,5, Gﬁkh iyps gl ﬁgf eéde Ihippocampe et, par conséquent, pour traiter la maladie
2, 5- tm adi £78teiTerqtpu des WF'W?HX (g eYoy le glaucome.

3-%4- 6th 6-t et rahydro- 1- net hyl pyri di ne; |

195, o ¢ BbeDcans BRERS foriarte sura 871 575 T i azol 3.3 ) pyridine: la
3-(4-b | -3-yl)-1,2,5,6-td hyd 1- hyl di I
3 ( ut oxy- (’J"H'%d’@dt’gd'?ﬂéﬁzo yl) - tdtrahydro-1-net hyl pyridine; la
1

,2,5,6-tetra I sopropoxy-1, 2, 5-thiadi azol - 3-yl)-1- ndt hyl pyri di ne;
0 la 1 ,2,5,6- teﬁrahydro 1 - et hyl - 3- (4- pentyl oxy-1
2,5-t hladlazol 3- yI)pyr|d|n8- | a

i §,5 6-tetrahydro-3-(4-isobuto hi 2, 5-thi adi azol - 3-yl)-1- ndthylpyrldlne

| a

1,2,5,6-tetrahydro-3-(4-isgpent y 1, 2, 5-thiadiazol - 3- yI) 1 mdt hyl pyri din
e; la % - N

3- (4- hexyl oxy-1, 2, 5-thi

di azgl -3-yl)-1, 2,5, 6-tdtrahydro- 1- n6t hyl pyri di ne;

ol Z est de I'oxygéne ou du soufre, R est H, un groupe alkyle en C; & Cs, cycloalkyle en C; 3 G,
alcényle en Cz2 & C4 ou alcynyle C2 & Cq, et R! est un groupe alkyle en Ci 4 Cis, alcényle en Cz

Cis, alcynyle en C2 & Cis, cycloalkyle en Cs & C7, cycloalkylalkyle en Cs & Cs, phénoxy, benzyloxy,

55 morpholino, pipéridino substitué par un groupe alkyle en Ci A Cs, un halogéne, un groupe amino,
acylamino en Cy 2 Cs, alkylamino en C; & Cis, dialkylamino en C; & C;s, alcoxyamino en C; 2 Cis, S-

R? ou O-R?, oll R? est un groupe alkyle en C; & Cis lindaire ou ramifié, alcényle en Cz & Cis lindaire

" ou ramifié, alcynyle en Cz & Cis lindaire ou ramifié, R3-0-R*, R3-NH-R¢, R3-S-R*, R2-0-R*-O-R5, ol
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.

I a-

i;_)( 4- benzyl oxy- lléz, 5-t hi adi azol - 3- yE|F26%é42é858’361- _t-dt rahydr fi)ﬂmmﬂlwnmﬂl‘ll "i,"‘e;

3- (4- (3-but enyl oxy) -1, 2, 5-t hi adi azol - 3-yl)-1, 2, 5, 6- t 6t r afiydf o- 1- tfit Kyl pyri d
ine; la .
' R?, R* ot R®_sopt indépendamment un graupe alkyle en Cy & Gis, ajcényle en Co & Cis, alcynyle en .
3- (4 (2- but yrf P oot EL Bt bl %tﬁrﬁaieu% mBitaoioban dr o- 1- e BT i o
ine; la 1,2,5,6-tet raPly ro-1 -nothyl - 3- Z-prop%rgyl oxy-1
,2,5-1 h! adizazggmpggé/ge)omgrgm,mﬁml 2chbisi parmin 6-t et r ahydr o- 3- (4- n6t hoxy6t hoxy- 1
, 2, 5-t hi adi azol 153+,3/8 8-tetanpats-BYd-Rethoxglit B.S-thidd@zol-3-yl)-1-méthylpyridine ; o
3- (4-chl oro- 1, 2d%-@Bihadi eerhiadiaziila)ylyh 2,626t ided- 1-ABiigiyadide - met hyl pyri dine; 20
| e chl or hydr at e a2, 56-6tlahgdtb-0r@thil-3-(& plopdxiri 2 SHtraatiakol-3-yNdy)idide ;
2, 5, 6-t 6t r ahy diacgaybitabtyriez, 5-thiadiazol-3-yl)-1,2,5,6-tétrahydro-1-méthylpyridine ;
- (4- but oxy- 1, 2 Ja5+2.58-EthhpdroB~43sopropexi;1 2,58higliz@13rviywbthylpyridindi; ne; | a
- (4- chlwr o- 1, 2 Ja5h2.9A-éukhudrol-m@thyit3)(4-pentuticry-I 2.5-trRadBza53-vilbyridideyidr opyri di ne; | a
- (4- dt hoxy- 1, 2 |e5L3.56-trhudrorB-(43saphtpxyil. Bi-thipdiazel-3y1)5 -raéthvipyridiney dr opyr i di ne; |a
- (4- hept yl oxy- & 1R.5A-€ghydip-ggpop 4 2 5Migliagol By mefulipwidine pret hyl pyri di ne;
5 lacd-(@-hexylopys L. Tthiadiprpl-Tyll1,2.5,6-tépahgdre-rimgtviayrigine 3- v ) - 1
2,5 6-tetr ahyd,ladi_-(fbgqmt)ww, iﬁtmzplléi:-y )T1a’2,5,6-tétrahydro-1-méthylpyndme :
- (4-(4-1 la3:(43-utsnylexy)-1.2.5:tjadigzol-3-w)-1,2.5.6-trahyedro-A-méthyipwiding s - 1- :
3 i (h‘;- ( f‘aﬁe”t dny 1K 4-(2-:;&&5%9&)-1 Z%EE!Z%ZSEISM Sy e balrar o- 1- met hyl pyri
| ,B-tétrahydro-1-méthyi-3- opasgylaxy-1,2,5-thiadiazol-3-¥pyridine ; .
_(4-(2-pr Openyllzo}é@,é-zfra yga-gmggﬁoéyﬁ-ﬂoizgf .ﬁﬁfagiaz%}ﬁvﬁig\ yﬁ’%ﬁgﬁler - 1-m6t hyl pyri

rne; |a

3- (4 00tgl OXY- 1Pt Beah APt VAN ot i 1250 B Sbyadgst hy! Py i di ne;

NWWWww-

| a la 3-(4-butoxy-1,2,5-thiadiazol-3-yl)-1,2,5,6-tétrahydropyridine ; .
3- (4- (3- hexyny| uaisciord boliadhen-a3mh-shyMldsekérinridyfdier, ahy dr o- 1- mdt hyl pyri d
i ne; 30 la 3-(4-6thxy-1,2,5-thiadiazol-3-yl)-1-6thyl-1,2,5,6-tétrahydropyridine ;

3- (4- (3- met hyl - Zr3dhestyidx9 2 )5-thadihzdrslylp 28jeast@hydr-tyrhéthylpyddife, ;6- t et r ahydr o- 1- n6
t hyl pyri#i ne; | & 3-(4-(3-pentynyloxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tétrahydro-1-méthylpyridine ;
3- (4- ( 3- but dny| 4a23-@x4rpenténylox§)-1,3;6-thiddixalca-yl)a;28,6) tétiahytir® 1 -Béthgpyriing/ dr 0- 1- net hyl py

ridine; la la 3-(4-(2-propényloxy)-1,2,5-thiadiazol-3-y})-1,2,5,6-tétrahydro-1-méthylpyridine ;
3-( 4- (4- hex6ny! adrt-odtyldxy3.2 thiadiizolB8ol)-12.56t §trahydpo- Gméthyipdridiagny dr o- 1- ndt hyl pyri d
ine; la la 3-(4-(3-hexynyloxy)-1,2,5-thiadiazol-3-yl)-1,2,5,8-t6trahydro-1-méthylpyridine ;

t rans- 3-24- ( 3- hiadi-otpy-2-butdnyioxili2gdhisdiegel-30+) 2 S4tahygrosl-methyinyFigingrio- 1- met hy
| pyridine; la la 3-(4-(3-butényl-2-oxy)-1 ,2,5-'th|?diazol-3-yl)-1 2.5, ‘-tétrahydro-1-méthylp'yl:ldlne;
ci s-3-(4-(2-pe nﬂ%’ﬁ?%‘?@}i"y'ﬂ‘yz‘ B5thindiagg-3y byl '-2’§'5')?t’?ngf°?,'®é,“t¥' 'i’;"t"}eeiha/dr 0- 1- net hyl
pyr i di ne: 35 la trahs-3-(4-( -h?xény’loxy)d ,2,5-thiadiazol-3-yl)-1,2,5,6-tétrahydro-1-méthylpyridine ;
e A (A (D, is-3-(4-(2-penténylexy)-1.2.5-thiadiazal-3-yh)-1,2.5,6-tétrahydro-1en loyridineys. ~ 1
;:,'\id?n((;lssl(g hexm&g( -h:'ﬁén%lo%)}[i ,Iﬁ,ss-it'lqa%%gfﬁ-g-y -1 glssl;t rhi%’d?’%lﬁr:ftﬁxp@écﬂyear o-1-methylp
! la 3-(4-(5-hexényloxy)-1,2,5-thiadiazol-3-y!)-1,2.5,6-ttrahydro-1-méthylpyridine ; .
3- (4- (5~ hexeny! S ok oA oS o S U115 St el WMol et Y1 Py
] la trans-3-(4-(2-hexényloxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tétrahydro-1-méthylpyridine ;
Ci S+ 3- (4- ( 3- ex(Tak Gk shatoedany Do AU Tar e o B- T €t ANy Ar o- 1- et hyl p
yridine;,l a la 1,2,5,6-t8trahydro-3-(3-hexyloxy-1,2,5-thiadiazol-3-yl)pyridine ;
trans-3-(4-(2- h@@(ﬁé{i—@*ﬁé{miyé 0F)stnoxyl 2,8 Fidiazbl-5-yi)-1,3,6,8-16RatfloGtriedypiicRre
- N6t hyl pyri di neja 3-@-(3-éthoxy-1-propoxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tétrahydro-1-méthylpyridine ;
3- (1, 2, 5-t hi adi &z®pja-(Bétydxyétibxg-12,50niddmke1-34y)-d26,636tamidivyl-péthyiggidve;; 40
la 1 ,2,5, 6-t et lehig@-otdydidxa 2 sitdadiazd-3;yD-1 2,661¥tablidezrichst@pytidiney:r i di ne; | a
3- (4- ( 2-42- mdt hiadrdi{h@:byipetthowyéihody)-2.2.6-thiadiazoh8-alr ©2.5.8-tyrbhydrb; 1 éByByriditer ahy dr o-
1- met hyl pyri di néa 3-(4-42-(2-éthoxyéthoxy)éthoxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tétrahydro-1-méthylpyridine ;
3- (4- (3- 6t hoxy- 1 piédRtyaintrdings1 2 iadlezes B 25, pyérahysirod.wihypyfdiey dr o- 1- it hy
| pyridine; la la 3-(4-morpholino-1,2,5-thiadiazol-3-yl)-1,2,5,6-tétrahydro-1-méthylpyridine ;

-(4-(2- s{dshexylamino-d 2 5:hiadiazol-3-y1)-1,8.5,.81tétrahydre- nvinyridine; 1-

3- (4- (2-but oxyedjﬁ?}{mﬂiﬁ@,’aﬁ?ﬂ i?ﬂ'l'al_%%' ﬁgﬁ?&?ﬁdﬁrgrﬁt& ewidip® ahydr o- 1- bt hyl pyr

i di ne; 45 yithio-1,2,5-thiadiazo a ylpyridine ;

3-(4- (2- (2- but off] I%ﬁ?é?f@ﬁ S adatranh

-tétrahydro-1-méthylipyridine ;

et hy! e i di nel 65.5‘?6‘1&%93:6- -r_ngtmlﬁy;idige D, 6-16trahydro-1
- 1a 3-(#-chloro-1,2,5-oxadiazol-3-yl)-1,2,5,6-tétrahydro-1-méthylipyridine ;
3- (4-(2-( 2- 6t hoyybly BRI AR 20 oAstaryoR 1B EIAg ) | )~ 1, 2, 5, 6-tdt r ahydr o- 1
- met hyl pyr i di neja 3-@-hexyloxy-1.2.5-oxadiazol-3-yl)-1,2,5,6-4trahydro-1-méthylpyridine ;
|3- (4- é 4- bt Ihyl pInﬂﬁ@ibdwuadstzls-&a&azbnmﬁydLz;asmbtraaydfé-)-m&h pyadife { et r ahydr o- 1- nBt hy

pyridine; |la :
3-(4-nDrphoIino-1,2,5-thiadiazol-3-y|)-%32,5,6-tetrahydro-1-nﬁthy|pyridine;
| a
3- (4- hexyl am no- 1, 2, 5-t hi adi azol -3-yl)-1, 2,5, 6-tetrahydro-1- n6t hyl pyri di ne;
50 | a
3- (4-propyl thio-1,2,5-thiadiazol-3-yl)-1,2,5,6-tetrahydro-1-nethyl pyridi ne;

o a ~ r~ - a "~ r~ o~ 1



'EP-O_"384 288 Bl | 1 BM 11111 BILI Il Il *
S* |a

Hi
3-(4- ( 3- hoxynyl oxy) - 1, 2, 5- oxadi azB¥ °§89|298 B2 5 6-tet rah mml “IM“JI lLl lllldl

ne; |'oxal ate de 3-(4-pentyl-1,2,5- thladlazol 3-yl) -

, 2,5, 6-tetr ahyigé (ghggg\ﬁ]&{( )Hﬂé&b H@y =12 @&Q&tﬁa‘\ﬁr éthyl yridine ;
3- (4 heptyl - 1, 4xapad &% -ﬁz%ﬁ(ﬁzél-s t)- Bltﬁr'éﬁy@ M éthy pyncﬁﬁH"}" pyridini um
| " oxal ate de poxalate de 3-(4-heptyl-1 25-th|ad|azol-3-yl) -1,2, 56-tetrah dro-1-méthylpyridinium ;
3- (4- ( 5- hoxenyioxaiale db BaiENe6Hy 7,05 nuikbal-3-4)- D2 53-%1&@%&%%;,@;,@%1 hyl pyridini
um 5 s HoxaRte2decd-@-o6t@-1,2,5-thiadiazol-3-yl)-1,2,5 ,6-tétrahydro-1-méthylpyridinium ;
3- (4- oct yl - 1, Aokl decalis-@aRUtyl-3 2 9tiadikzob 3 §i- 62,5, 846raysdr1andtnyidiyinpy T i di ni um
'oxal ate de Troxalate de 3-(4-cyclopropylméthyl-1,2,5-thiadiazol-3-yl)-1,2,5,6-tétrahydro-1-méthylpyridinium ;
3- (4-i sobut yl -lbxaktebdet IH-pedpyd @|5-tiBadjakgi-31)-2,2 5,6 G thalnlidroatlrpélinvtpyddimatt hy| pyri di ni um
| ' oxal ate de la 3-(4-octylthio-1,2,5-thiadiazol-3-yl)-1,2,5,6-tétrahydro-1-méthylpyridine ;
3- (4- cycl opr 0Py Brdiithy{thio-1,2.5-thidiezel-3ri)- 52 6-168ahy(inp-1 méshyipyrBlinet t r ahydr o- 1- net hyl py
ridinium 0 & Bt nentyithio-1,2,5-thiadiazol-3-yl)-1,2,5,6-tétrahydro-1-méthylpyridine ;
3- (4-pr opyI 1,13 34-hepyithig! giadinac)fyl-1.25 645trghvdear rdiiMaveine-i n6t hyl pyri di ni um

| a et les sels de ceux-ci avec des acides pharmaceuthuement acceptables.

ioi: oct y; t g:gwcl?&grgl? : °F\‘f bg i%aga%,}’% %n %%ﬁﬁ,y 6t1rn)et {,gg - 1-met hyl pyri di ne;
t6 =
U 4- pent {llr %bOXQJe de If %g%ﬂ‘% ng é:g’g 0% SGIcrn)ala ievindgatgm cf*omgheneglt |a|k_l\_rla}!rgd;tdnunlcomPOsél ne:

3 (4 hgxyl t hio-1, 2, 5-thi adi azg}- 3 yl)-1,2,5, 6-tetrahydro-1-ndt hyl pyri di ne;
et les sels de ceux-ci avoc d cers pharnacouthuenent acceptabl es. 16
3.
3-(4-cycl opropyl n6t hoxy-1, 2, 5- thladIZzoI 3-yl)-1,2,5,6-tdtrahydro- 1- ndt hyl p
yridine. 4. Proc4d4 de pré6parati 'un conpose sel on llgxyevendi cation 1,
conpremant |'al kyl ation npos4 de forrmule 11 20

R-N/-N U ]} ~~ ( 1)y 25 30 00 Z et RL sont tels
que do6finis dans |la reve tion 1, avec un hal ogenure d'alkyle, et la
Neduction du conpose ainsi forme avec des ions hydrures pour forner un
conpose ayant la formule | et, facultativenent, la reaction dudit conpos6
avec uff aci @& Zﬁﬁﬁr??ﬂ’c‘é’ﬁﬂ'l‘ afidninsans ladevendiogtiang , avsc urbhalagényee drikyler & fatfduciondud un
conpose sel GAMAOSE 2RYRiNEC a¥er gigs dons ChyFres peH foymes F‘?"EPHSédéVaBbfaoWW‘ijf &t 35
de sodium a qgﬂ@twgmarﬁ,t I? ﬁctlan 711618 ﬁ?rgpo&eeav C un acide pharmaceuthuement acceptab e.

3 (4- cyclgp Jérgtpé) F d2 5- thlsgldl Q tn| dq‘ng
|6t hagol AT 4 .é"“ dﬁﬂ% : E‘". o PE%'!‘ e i r@ ey
disdol Ut i on gl 4.5 S el oPl kil su ?Engt
d' 6thyle. 64 lda0% ?anIa v&%@goé%ed%gpom |on phar maceut

conpronant une quantite un conpos6 sel on 40 | a revendlcatlon 1 ou 3,

ai nsi qu’ ¢/N PRodEYR Qolir Prdpardl brid@BinpdiéH phamREdutigUd RBREIonaRGRE Blafs Bun béiHobs RlpCOM
conpr ogant  lisrevBRticeig1 duld] dinsCQUTAQTSpoRt lou Aiiht! pherhREdRtiduerfsht Bdcbptadild, ledif prof¥uecede
sel on | a revensiénantle mélarfge datititomposé) tludit upsorrN @Rdahti ON phar maceut i que est
sous la forme d une unite gal enique orale contenant 1 & 100 ng du conpose
sel on | a 7.ePexétiécalbn Brrevbndicatich Gades lagas! deC cathpositfon pharmineetivnm esd sbus (oMt une
accept abl e. udié gakénidiesueie entecintih 20 sie cemposé sdian la eyvenddatontlionr$ akecun @Bidgour
prepar & un DM#CQGHMGHWGRN&Q'H mul er | es fonctions cognitives du cerveau
anterieur_ et de |'hippocanpe et, par consequent, pour traitor |a maladie

d' Al zhei nfer Yilisption da&§°'e&°aé seloq da feyrnrieation § gy 3 Peus PEDRIEr Unandgicament pgur stisiyles jps 54
EP O 384 2 Sg)nglfns cognitives du cerveau antérlg_ui t;l_cfll'hr_gg_%_al_rm&elqtmar consequqqt poug traiter la maladie
Revend| cat | giizheipeyetiqu deg gats dayfiqurenys séxerps &gy 19 giapcomes
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» > . . . \
1.- Proc6d4 de preparation d un conpose de formulo | .5

(eg'g 18e | ' oxygene ou du soufre, R eﬁpq-éaw&bupe al kyIU,m,”M”ml 'Z"i

cycloalkyle en C3a .4, alocnyle en C2 a C4 ou alcynyle C2 % ¢4, Met

un groupe EQQF C2 a COb, alcynyle en C2 & C15,
cycl oal kyl SL‘?#L’%S% 87"'6' omﬁaﬁ&ﬁp%qﬁrgbgn 04 a C8, ph6noxy, benzyl oxy, 20
nor phol i noy,, m&saé&B&Opaﬁawaﬁédntadﬂp&aaemmwloupe alkyle en C, a C6, un

hal ogbne, un groupe am no, acylamno on C & C6, alkylamno en G a G s,
di al kyl agn no on G & G s, alcolxyamno en G & CGs, S R2 ou OR2, ob R2 est
un groupe alkyle en C, i CGaRineaire ou ramfid, alcenyle en C2ACis

a Cs lindaire ou ramfid, R3-0O R4,

obzR3, R4 ot R5 sont ind ndanment un

ﬁ’on C2 & C, 5, alcynyle 25 C2 a
i

lineaire ou ramfie, alcynyle o
R3-NH-R4, R3-S-R4, R3-OR4A-O RS
groupe alkyle en C, & G5, alce

C,5 ou um sel de coux-ci n_daci de pharnmacouti quenent accept abl e,
conprenant |'al kylation |d' un |conpose de fornmulo Il 30 35

(I'l') ot Z et R sont tel définis ci-dessus, avec un hal ogenure
d' al kyle, et |la reduction *u conpose 40 ainsi fornmd avec des ions

hydrures et, facultative t, la rdaction dudit conpose avoc un acide
phar macdbit i querrent accepta |l e. 2. Procede selon la revendication 1, dans
| equel | e co ose . de forul

 6-t et estd |' Od re armaﬂky ?nl él Cs, 45
';%23 (4- 6teh‘r) gﬁ Zh ffqgéc;,’c al %Eﬁ enC @ %{ Z%;ﬂ

:2 é (24 Ut Oxééyl dg;gthsl o*gb ﬂnh %‘E%lagz a g':sloa xyaﬁmBQ

><:—

%

o & é{ Els0s! ne;
| a R? ou O—F{2 otl R2 est un groupe alkyle en Ci a Cys lméawe ou ramifié, alcé le en Cz & G5 lindaire
1,2, 5, 6- t dt r aduyraiie, iclryie §106Y B IRRAXDédire 2ouTarkifls, RELOFE ORe:4-b, Jro-S-HAERLY.RRIBIFF dhone;
| a R3, R* et RS sont indépendamment un groupe alkyle en Ci & Cis, alcényle en Cz 3 Cis, alcynyle en
1,2, 5, 6-2 et r atwiiC@-ol wirsk) by teuBei(adecium atiyd ghaynadeuliqiemér ecdptatie)| - 3- y1 ) pyri di ne;
50 | acothpredanblalicyibtibh Hah yahippss3de(fdrmiusdibut oxy-1 , 2, 5-t hi adi azol -3-yl)-1

n6t hyl pyridine; la

H 5, 6-tetrahydro-3-(4- |sopentyll oxy-1, 2, 5-thiadi azol -3-yl)-1
-mdt hyl pyridine; la R

3-(4-hexl oxy-1, 2, 5-t hi adi azol - STTFFj’N\l, 2,5, 6-tdtrahydro- 1- net hyl pyri di ne;
| a 7
3- (4- benzyl oxy-1, 2, 5-thi adi azol -3 _\[j‘&/- 1,2,5,6-tet rahydro-l_'II- met hyl pyri di ne;
|a —l ( )

3-(4- (3 g)ut 6nyl oxy)-1,2,5 i azol -3-yl)1, 2,5, 6-tdtrahydro-1-ndt hyl pyri di
n ,' Ia3(4(2- yl oxy)-1 ,2,5-thiadiazol-3-yl)-1

, 2,5, 6-tetrahydro- 1- n6t hyl p}\li dine; la

1,2,5,6- tetrahydro 1- ndt hyl - 3- (4- pr opar gyl oxy-1, 2, 5-t hi adi azol - 3-yl ) pyri di n

, la U Z ot R' sont tels que définis ci-dessus, avec un halogénure d'alkyls, et la réduction du composé
1,2,5, 6-4 6t ra&ﬂiédfoﬂné?’a\(eé 436 (RO Y BbrBO ¥ tabulidtvambil] RCHSRESH dudn Yohpoks NN Bide di

ne; |a pharmaceutiquement acceptable.

3-(4-chloro-1, 2, 5-thiadiazol -3-yl)-1, 2,5, 6-tdtrahydro-1-ndt hyl pyri di ne; 55
EP O 384 288 HBbcédé selon la revendication 1, dans lequel le composé de fotnhdld llest chdidi barni | i Lili
111111 * C Lla 1,2,5\@tétrahydro-B(4-méthoky-1,25-thiabiazol 3y tuhéthydigyridine ;

3- (4- chl4dr o- 1, 2laB-(¢-Bthaxli1 @5chiadBizgH3Yyh-1.23,6%4t@hvdet -adilbyddiner:i di ne; | a

3- (4- but oxy- 1, 2'a3. 256 @i ydrey1-methyH3X4-gropoxis 1.8 Sthisdiezeh-dipwidinei: di ne; | a
3-(4-chloro-1, 2'@'@'ﬁ?‘%lﬂéﬁdm'adyzglﬁyDiZétsﬁéfﬂahyﬂ'@ “métiylnyadineshy dr opyri di no; | a

a {¢ 0] -3 diazol-§-yix1
3 GOy L e S b ey 0Py | di neo

50 la 1,2,5,6-t6trahydro-3-(4-isobutoxy-1,2,5-thiadiazol-3-yl)-1-méthylpyridine ;
la 1,2,5,6-tétrahydro-3-(4-isopentyloxy-1,2,5-thiadiazol-3-yl)-1-méthylpyridine ;
la 3-(4-hexyloxy-1,2,5-thiadiazol-3-yl)-1,2,5,6-tétrahydro-1-méthylpyridine ;
la 3-(4-benzyloxy-1,2,5-thiadiazol-3-yl)-1,2,5,8-tétrahydro-1-méthylpyridine ;
la 3-(4-(3-butényloxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-ttrahydro-1-méthylpyridine ;
55 la 3-(4-(2-butynyloxy)-1,2,5-thiadiazol-3-yl)-1,2,5,6-tétrahydro-1-méthylpyridine ;
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