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Conqﬁ ri mdine derivatives of the general

: ;cgdazol o[ 3,2-a]p
for ) 'éE hydr ogen, | ower al ky'Paﬁsnenyl
m " Tﬁ’%ﬁ#ﬁ’%\/\&rl kyl, | ower al koxy,
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-N(R[err])(CH[err])[err]N R[err])(R[err]) Rlerr]-Rerr] signify

hydr ogen, hal ogen, trfluoronethyl | ower- al kyl, cyclo- al kyl, |ower alkoxy,

“hydroxy, nitro, _ yr%ﬁﬂﬁﬁ@

benzyl oxy, or, ﬂ%?reseti\é E‘E‘E%‘ és[‘ﬁj&me?o e%s%letrb@%%g%t ? Xa}]% enzen%é?{vla trll‘g’fs
Rlerr]- R[err])fthglggﬁérﬁyfomdraogen | ower al kyl orcycl oal kyI and n.

signifies 1-5, as well as their phamaceutically acceptable salts. 20

These conﬁounds and their salts are novel and are distinguished by val uabl e
t herapeutic propertes. It has been found 1hat t he .conpounds of general
formula | are netabotropic glutanmate rector ant agoni sts and/ or agoni sts.
25 In the central nervous system (CNS) .ir A ssion of stinmuli takes

pl ace by the interaction of a neurotrau ich i
neuron, with a neuroreceptor.

wherein :
R! signifies hydrogen, lower alkyl, phenyl orbenzyl,
10 R2 signifies lower alkyl, lower alkoxy, -O(CH2)sNR13)(R14),
| -(CH)nNRI3)RM) or NRPYCHOnNRP)RM),
R3-R12 signify hydrogen, halogen, trifluoromethyl, lower alkyl, cyclo-

alkyl, lower alkoxy, hydroxy, nitro, cyano, -N(R13)2, phenyl, phenyloxy, |
benzyl or benzyloxy, or
15 R6andR7  together signify a benzene ring,
RI3-R1S signify hydrogen, lower alkyl orcycloalkyl and
n signifies 1-5, '
as well as their pharmaceutically acceptable salts.

20 These compounds and their salts are novel and are distinguished by valuable
therapeutic properties. |

It has been found that the compounds of general formula I are metabotropic
glutamate receptor-antagonists and/or agonists. |
25 '
In the central nervous system (CNS) the transmission of stimuli takes place by the

interaction of a neurotransmitter, which is sent out by a neuron, with a neuroreceptor.
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L-glutam c acid, the nost commonly occurring neurotransmtter in the CNS,
plays a critical role in a |arge nunber of ghysiol ogi cal processes. The

gl ut amat e- dependent stinulus receptors are divided into two nmain groups.

The first main group forns ligand- 5 controlled ion channels. The

met abotropi ¢ glutamate receptors (nGi uR) belong to the second main group

and, furthernore, to t e fam| of G protein-coupled re
present eight di fflegié‘fﬂ“% nmstcg nlﬂﬁcann&seem&tnﬁs tﬁ?h&%p

even have su ol ?n{aﬁ? &fent
i nf | uences olr% ﬁ%Slegﬂ/ntlﬁlgs &fephggl %&Wg} cg%F? ee%lﬁt t ed%l P?erent
affinity to Istmubuslreceptors amehqtléd metwombincgrowssu ik, ﬁrtmaﬁ geouphformseligaidor s
“can be sub-divided into three _sub- g oups; md uR and m3 uR5 helong to group

|, md uR2 2an&oniplipdion changglst Jhg ofropigrgiutamptsracepiats (IMGIuRMhelone tathe -
3 uR8 bel lam _
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and/ or chroni c neurol ogi cal disorders such as restricted brain function
caused by- bypass rations or transplants, poor blood supply to the brain,
spinal cord inj uriﬁg@reme@ight@fierpetsrnempmﬂf theseméHuR pre nosgrandof thesesemac

arrest and 2Q enl [.1r I ndi ati n this connection
o a2 oV B B35S on P Bt 63l RBlE oalphia AP Bt Ao BRIGbe
(ALS), derentsymhesisisPstchidaty Betab8N®s hid %'@Hereﬁtﬁﬂfﬁﬂi@ﬁﬁilhwrmsﬁgﬂhi Wwefht

di sorders, idiopathic parkinsoni smor parkinsoni smcaused by 2

medi cament s &bemisial cerspawdsiithgse sightireceptorsaad b@@“@'ﬂﬂﬂdﬁﬁiﬂ@-ﬁi@lsﬁbms
functions, such as e.g. nuscle spasns, convul sions, mgraine, urinary
incontinence ni cotine addiction, psychoses, opiate addi ction, anxiety,

vom ting, chronic RGluR] QM%GR%‘&IO@QBW PHKEI&RQ aﬁ@thluR@@elon to group II
hj ects of the present invention are compounds of formul a and therr

phar maceut i caintlynGluRdpmsHuR6,90GR 7pad mEluRébedongtogroupcllit i | cally active
subst anc t heir manufacture, nedicanments based on a conmpound in
accordance& with the invention and

Metabotropic glutamate receptors belonging to the second group can be used for the

treatment or prevention of acute and/or chronic neurological disorders such as restricted
brain function caused by bypass operations or transplants, poor blood supply to the brain,
spinal cord injuries, head injuries, hypoxia caused by pregnancy, cardiac arrest and

20 hypoglycaemia.

Other treatable indications in this connection are Alzheimer’s disease,Huntington’s
chorea, amyotrophic lateral sclerosis (ALS), dementia caused by AIDS, eye injuries,
retinopathy, cognitive disorders, idiopathic parkinsonism or parkinsonism caused by

25 medicaments as well as conditions which lead to glutamate-deficiency functions, such as
e.g. muscle spasms, convulsions, migraine, urinary incontinence, nicotine addiction,
psychoses, opiate addiction, anxiety, vomiting, chronic pain, dyskinesia, depressions and

pains.

30 Objects of the present invention are compounds of formula I and their
pharmaceutically acceptable salts per se and as pharmaceutically active substances, their
manufacture, medicaments based on a compound in accordance with the invention and

their production as well as the use of the compounds in accordance with the invention in



their production as well as the use of the conmpounds in accordance with the
Fnvention in 3 the control or preventiog of illnesses of the

af orenenti oned ki nd, and, respectively, for the production of correspondi ng
medi caments. Objects of the invention are, furthernore, the novel conmpounds
of the fornuihe contrélrdrlprevention of Mhedsds viatie afdrementipmed kindnawd; respeativelya for the
“which are internediates in the manufacture of the conpounds of formula I.
10 The i nvenprognctignpifosespandingiraedicameiferic forns in addition to the
racemates. The term "l ower alkyl" used in the present description denotes
straight-chain or branched saturated hydrocarbon residues with 1-7 carbon
atons, preferablyOwjdchs JftHe eminkieé) faithefiors Whdinével oermpotinds ef the!formula
n-propyl, i-propyl and the like. The term"cycl oal kyl" denotes cyclic

sat ur at edShydr ocar bon residues with 3-7 ring carbon atons, such as, for
exanpl e, cycl opropyl, cyclobutyl, cycliopegtyl, cyclohexyl and the |ike. 20
The term "l ower al koxy" denotes a | owg residue in the sense of the
foregoing definition bonded via an,exyges 8gom The term "hal ogen" enbraces
fluorine, chlorine, bromine and iod| ne.|25 The® cpnpounds of .general fornula
| and their pharmaceutically accq@fLﬁN‘ ®gy€dn be manufactured by

5
R I

wherein R1-R7 have the significances given earlier, '
which are intermediates in the manufacture of the compounds of formula L
10

The invention embraces all stereoisomeric forms in addition to the racemates.

The term "lower alkyl" used in the present description denotes straight-chain or
branched saturated hydrocarbon residues with 1-7 carbon atoms, preferably with 1-4
15 carbon atoms, such as methyl, ethyl, n-propyl, i-propyl and the like.

The term "cycloalkyl" denotes cyclic saturated hydrocarbon residues with 3-7 ring
carbon atoms, such as, for example, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl and
the like.

20 _ |
The term "lower alkoxy" denotes a lower alkyl residue in the sense of the foregoing

definition bonded via an oxygen atom.

The term "halogen" embraces fluorine, chlorine, bromine and iodine.
25 _
The compounds of general formula I and their pharmaceutically acceptable salts

can be manufactured by

reacting a compound of the formula



reacting a conpound of the formula 4 [err] with an a-bronp-acet al dehyde
6f the formula 5 [err] and, if desired, cogverting a functional group in a
conpound of forrmula | into another functional group and, if desired,
converting a conpound of formula | into a 10 pharmaceutically acceptable
salt. In particular, nitro groups of compounds of fornula I can be

hydr ogenated to am no groups or am no . groups can be al kylated to | ower

al kyl ami no or di-| ower-al kyl anmi no gr &ips Jr hydroxy groups can be

al kylated. 15 In accordance with. the a0y -_dan an appropriately substituted
a- br onoacet al dehyde of fornuIaIIIHNfo

[err]-bronp-2, 6-di chl orophenyl - Q;Ld -
thloxopyr|n1d|ne of formula |1, f%ﬂ d&anp 'S)-I-[4 (4- nmet hoxyphenyl ) - 6-
met hyl - 2- t hi oxo-1, 2, 3, 4- tetrahydro pyri A pSs vl ket hanone. The reaction

t akes place at 20 roon1tenperature mntmln 60- ?% houHs in an inert solvent,
for exanple in tetrahydrofuran (THF), or irRPacetonitrile. After cooling the
reaction mxture to about O[err]C the separated solid is heated with
concentrated acetic acid for several hours and purified using known

met hods. with an oi-bromo-acetaldehyde of the formula

Re Br

12
R CHO

R1 1 RQ
R1 0

and, if desired, converting a functional group in a compound of formula I into another
functional group and, if desired, converting a compound of formula I into a

- 10 pharmaceutically acceptable salt.

In particular, nitro groups of compounds of formula I can be hydrogenated to amino
groups or amino grbups can be alkylated to lower alkylamino or di-lower-alkylamino
groups or hydroxy groups can be alkylated.

15 .

In accordance with the invention an appropriately substituted o.-bromoacetaldehyde
of formula III, for example a—bromo—2,6-dichlorophenyl-acetaldehyde, is reacted with a
suitable thioxopyrimidine of formula II, for example (RS)-1-[4-(4-methoxyphenyl)-6-
methyl-z-thioxo-1,2,3,4—tetrahydro—pyrinﬁdih—5-yl]ethanone. The reaction takes place at

20 room temperature within 60-70 hours in an inert solvent, for example in tetrahydrofuran
(THF), or in acetonitrile. After cooling the reaction mixture to about 0°C the separated
solid is heated with concentrated acetic acid for several hours and purified using known

methods.



5 Nitro groups present can be hydrogenated to am no groups according to
fret hods known per se. The hydrogenation isgpreferably effected with
Raney- ni ckel at roomtenperature under normal pressure, where no chlorine

is present in the nolecule. 5 The al kyl ati on of ami no groups can be
conveni ently carrNggb Q@h @ﬁreiéhk bﬂi’@ehy‘ﬁr rRd 6l aminoggroepsedccomding doandthodsi ch
contai ns an am no grou for exanp d| ssolved in_acetonjitrile and

treated withkjoympsréeh ehudrogmsps@\premm_y eﬁ%qt%wrﬁbﬁan%mﬁkﬂ@t 9, f or
exanpl e, dl aC| al _acetic acid this u thyI am no
conmpound of %?‘P g |I}?§m TS d%g'gg 'EO%PIS gér?g%étrl\lﬁ%etdﬁo clE}iEout 2

hours. Anot her 10 nethod conprises treatnment of a conpound of fornula I

whi ch contains an am no group with, for exanple, formc acid esters and
subsequen§ hydr ogFhesikylation of aBiu®- grewpsseh be iconveniendy samied-out anfollows: Aydr oxy

D et hSF‘“sBFﬁfﬁé@n@%ﬁ%ﬁf@e@Sﬁ%ﬁl@m h Sl dmisd g i on AR Hhegiveg
met hyl ati on. Bﬁ Eéal‘ﬁql%amé %ene NABHL NN e AR Rt thehOtoRfH 6

alkylatedlnaswta vent, e.qg. treating wth dinethyl

sul phat e, t ewithbfor ekanpe nglummcéﬁ@ aeid ﬂﬁsn broesdite fyrdpeated) wWithna myﬂiyhmm
solution and stirri n%rfl ntensi vely. The reaction condl ti ons c be ar

accordi ng toc@mkwfdt grrmgéiﬁbelag@btan@éﬁ@@tamm}on othes”
| kyl at eut
?ea)d/i ?yeg& @ar n%(I:eu I Cgmﬁér( o?% %gléfgfﬁk@ﬁ{%ﬁ%ﬂ nfo co%m h@?gﬁronpt he

nature of thmﬁom@mﬁ !eOfd?fm&wild/@stéxﬁdnd Eﬁlﬁe@leﬁﬁh;tdrogmtlgmm zBEs-THEBani ¢
aci ds such as, for exarrp e, hydrochloric acid, 25 hydrobronic acid,

sul phuric acsoluna'n.t ric acid, phosphoric acid or citric acid, formc acid,
fumaric acid, maleic acid, acetic acid, succinic acid, tartaric acid,
nmet hanesul phoni ¢ acid, p-tol uenesul phoni.c acid and the |ike are suitable

for the fornmation takh&icadut sccobdiRa e Sar

of fornula I. Oorrp@&r?‘g%mﬁcq&q%gnt a%#r&ﬁ)g&glealhﬁl rretual S or %I k%el | %ﬁcefg??h

netals, f& enetivglse Dimgihytsulplettacai bengonvedientlymsedag thesillgiating ageat for a :
methylation. This can be carried out by dissolving the compound to be alkylated in a

suitable solvent, e.g. toluene, treating with dimethyl sulphaté, tetrabutylammonium

hydrogen sulphate and a sodium hydroxide solution and stirring intensively. The reaction

conditions can be varied according to alkylating agent and, respectively, compound to the
20 alkylated.

The pharmaceutically acceptable salts can be manufactured readily according to
methods known per se and taking into consideration the nature of the compound to be
converted into a salt. Inorganic or organic acids such as, for example, hydrochloric acid,

25 hydrobromic acid, sulphuric acid, nitric acid, phosphoric acid or citric acid, formic acid,
fumaric acid, maleic acid, acetic acid, succinic acid, tartaric acid, methanesulphonic acid,
p-toluenesulphonic acid and the like are suitable for the formation of pharmaceutically
acceptable salts of basic compounds of formula I. Compounds which contain the alkali
metals or alkaline earth metals, for example sodium, potassium, calcium, magnesium or the

30 Ilike, basic amines or basic amino acids are suitable for the formation or pharmaceutically

acceptable salts of acidic compounds.



30 like, basic ami nes or basic am no acids are suitable for the formation
or pharmaceutically acceptable salts of acigdic conpounds. 6 The

foll owi ng Schenme gi ves an overview of the manufacture of the conpounds of
formula | starting fromthe conpounds of fornmulae IV, V and VI. The
internedi ates of fraeRlicwihg sanianagiveéanamviawmfmmifxdtﬁewmmums of
prepared according to US 3,660, 41 The manuf acture of_ representative
conpounds of féromuial statting froge thercompeunds of forenlag IV, V amd Wiy The interppdiates of

Sch 1 CHO b h
sfgﬁm‘s i canceforgiaH aepovel, The “iél’q‘ﬂ@}e{:yl%a%’o‘%%’t?%?m F %ﬁ?diﬂé o r

phar maceuti cal C a ‘E@QM y%}-t
nmet abot r opi cgééétﬂ(rém?\g&mce a?or an ggon ‘gel"{gn useg ?%r t bedm

treatnentsbrdahﬁqgﬂkm@ph@ﬁ4amute and/ or chronlc neur ol ogi cal dlsorders,
such as restricted brain function caused by bypass operations or

transpl ants, poor blood supply to 5 the brain, spinal cord injuries, head
i njuries, hypoxia caused by pregnancy, cardi ac arrest




and hypogl ycaem a. O her treatable indications are Al zheiner's

~ di seaseHuntington's chorea, ALS, denentia gaused by AIDS, eye injuries,
retinopathy, cognitive illnesses, idiopathic parkinsonismor parkinsonism
caused by nedi caments as well as conditions which lead to .

gl utamat e-deficient functions, such a$cheme Imuscl e spasns, convul sions, 10
m grai ne, urinary incontinence, nicotine addiction, psychoses, opiate

addi ction, anxiety, vomting, chronic pai4tlVdyski nesia, depressi ons and
pai ns. The bindi ng ®f tdHe conpounds @7 foxpulR31 injaccordancglwi th the
invention to groupmbotr%ic o] ut P receptors wadiabt edMilped in
vitro. The prepargt’ e 15 investifated in accordance with the?]&est
given hereinafter. The GIP lerr] S tRE WS .uﬁéd to determine the at'finity

of a conpound to thelgroup | mE@ uR ThesgSwerg stinulated w tillo pM

1S, 3R- ACPD. 20 The Ki val ues.of the conpounds tested arejgiven. The
Ki value is defined py the followng fornula: 1Cerr] 1+ [L] ECQerr] 25 in
whi ch the | C50 val uet_are thase concentrations of . the conpoundslitested in

[err] M by which 50% of the effect of 1S, g;E-ACPD are antagonised. [L] is the

concentration of 1S, 3R- ACPD and the EC[egr] value is the concentration of
1S,3R-ACPD in [err] Mwhich brings about 50% stinmul ati on. 30 The
conmpounds described in Exanpl es 1-27 hpve activities of Ki = 1-20 [err]M
The conpounds of forrmula | and phar eutQcal ly acceptable salts thereof
can be used as nedicanents, e.g. in tjhe f_rn;of phar maceuti cal

R4
S N
H
HS
RS
I
R® Br
R12
CHO
R® i
R11 R10 IO
Y
R' O
S R2
3
S)l\N & R?
Re —
R7 RS
R1 RQ Rs
R R0 I

The substituents have the significances given earlier.



preparations can be adm nistered orally, e.g. in the formof tablets,
coated tablets, dragees, 5 hard and soft gel atine capsul es, sol utions,
enul si ons or suspensions. However, the adm ni- stration can al so be
effected rectally, e.g. in the formof suppositories, or parenterally,. e.qg.
in the form of i nThetompounds of formsla I'tind theinplormedseutitaliyoacceptable saltsare, as
phar maceutical |y acceptable salts thereqf can be 10 ag?qr ocgesse

with
phar maceut i cairealy mestipned ahove, Metabatiopys; gutamate renter gBPlsfsﬁ’é‘grﬁ’P_'Bhﬁ Bs5fRr of
har maceut i cgl | . I : ' | er eof ,
Itoal c, steari @eé%%ﬁg%ﬁgﬂéyg%ﬁng&tgg%g?ﬂgﬂf %réﬁ%a{% 026%%’&;5%5\6 ogg;é(cgrr%l e, as
such carri er fesfrivted irhindFufiction@atsed bydlypassoperhtiogeastransplaing) pboy dlankli sapply to

capsul es. Suitable carriers for soft gelatine capsules are, for exanple,
veget abl eSoi the brainxepinal cerdinjusiesyihead injuriesnlynoxin faused NN RIESNARAY) caFtiaq Jrxest

d di 15 f - AC i : ' . ,
nohover "% e vand B hoghalifls! (Oindt ncblBIARC S he WBAG AN ARRSe Bbiudhfirs |
carriers for chdi€a, I8! deinefitia SduseéDby AIDS Sey@rifljusiys, b&tﬁloﬁitﬁ{ doghiitiow aAlRkses,

e

wat er, polyols, sucrose, invert sugar, glucose and t I ke. Adjuvants,
such as al coliivpathip paskinsonisml orgparkinsonisayeauiesd by meficaments s welljak eonditenspe

used for aquequs . njection so o] 0f. water-soluble . salts of conmpounds of
Formul a1 puidhdes BgruaReE debiiel Bmelion b S s Ansed Spdshr bor Y
Supposi t Qi egigrathe, A¥har§ KtORtifencE Hicttimk a8dichan, 387G bs&Y, bpiate iR on | Afksety,
sem-liquid or-liquid polyols and the I'ike. In addition, the pharmaceuti cal
pr epar at i ons vemitingpchranic pains dyskinesiay depressisingland paigs.s, st abilizers, wetting
agents, enulsifiers, sweeteners, colorants, flavorants, salts for varying
25 the osnotic pressure, buffers, masking agents or antioxidants.. They can
al so contain stil lrpilifing SRS LEHHAERL bY forhYAbinGcsstbitcaRaRthe AfveiR6i tooned
earlier, nedicanents contalning a conpound of fornmula | or a. .
phar maceut i c grdup Imetbbabpie ghairhate neweptofs wasideterntiredaipevitroc dlhieprépagations were
exci pient, are also an 30 ogj'ect Qf the J‘ESﬁnt.i vention, as is a process
for the pProdiRvestigniest inaceordanss; il he fest ZIER ACEHAIFY - ses bringi ng one or nore
conpounds of formula | or pharmaceutically acceptable salts thereof and, if
desired, one or nore other therapeutically val uable

The GTP 'yssS test was used to determine the affinity of a compound to the group II

mGluR. These were stimulated with 10 uM 1S,3R-ACPD.

20 The Ki values of the compounds tested are given. The Ki value is defined by the
following formula:
ICs
K = -
1+ -[—]
ECg,

25  in which the ICsp values are those concentrations of the compounds tested in WM by which

50% of the effect of 1S,3R-ACPD are antagonised. [L] is the concentration of 1S,3R-
ACPD and the ECsq value is the concentration of 1S,3R-ACPD in pM which brings about

50% stimulation.

30 The compounds described in Examples 1-27 have activities of Ki =

1-20 uM.



10 substances into a gal enical dosage formtogether with one or nore
therapeutically inert carriers. The dosage gan vary within wide limts and
will, of course, be fitted to the 5 individual requirénents in each
particul ar case. In general, the effective dosage for oral or parenteral
adm nistration is between 0.01-20 ny/kg/day, with a dosage of 0.1-10 ny/
kg/ day being preferred for all_of the indications descri bed The dai
dosage for an adul Fhergmpounds offorayiadiang pharmageutically acoegtable; salis ﬁwggqqﬁ,gghbe

0. 7- 1400 ny [ 1866 99? y T
as mentlonedlolgf'ft‘%gg1 %ﬁéﬁégeb % ageorrpog)ﬁé % ﬁeﬂ%ﬁu&% Tfhé%h ktrleal
phar maceut i caprkyp: arﬂ@é‘rﬁl%hﬂbé edmﬁilétaea bﬁﬂl@pé gf Mrthé flﬁnﬁf&ﬁhlétts,l cvatedftablets, dragées,
medi canents, especially for the control prevention of acute and/or

chroni ¢ nelir dhasdaadisoftigelatingsapsules, swutlefs@mwéms ensuspensians. Howevep, theadmini-

object of the_inventi

(RS- 1- [2- ( 2. SEoBPR A Ao e ottt s Forpof SuRmpeitos: SSRerssialy & 2
-a] - pyrim dig+he Mrinfdfaeosh sdfutidhs. A solution of 12.1 m (0.1 nol) of
4- met hoxybenzal dehyde, 1I0.3 m (0.1 nol) of acetylacetone and 9.13 g (0.12
nmol) of thiourea in 30 m of ethanol was treated W|th 10 drops of conc.

rLacti on itﬁfiedv@dmn%b"”e & einaly oo ok a-oidankt sl Bprech e

chromat og§gp d)ﬂutﬁ :phéﬁr cglﬁicaﬁg 'irfeli‘ﬂ ﬁfd?g%ﬁé‘@ﬂﬁ'gaﬂ(l@ Eﬁ]ﬁ@ﬁ' foPe production of

Subsequent cr stal | zat rom et hanol gave 6
(RS) - 1- [ 4- ( 4- pterinacenticalprépardiomst hadtos, cd!mcstavcmorzdezl,vauveetthqudm stearic acid

or its salts and the like can be used, for example, as such carriers for tablets, coated tablets,
dragées and hard gelatine capsules. Suitable éani_ers for soft gelatine capsules are, for
example, vegetable oils, waxes, fats, semi-solid and liquid polyols and the like; depending
15 on the nature of the active substance no carriers are, however, usually required in the case
of soft gelatine capsules. Suitable carriers for the production of solutions and syrups are,
for example, water, polyols, sucrose, invert sugar, glucose and the like. Adjuvants, such as
alcohols, polyols, glycerol, vegetable oils and the like, can be used for aqueous injection
solutions of water-soluﬁle salts of compounds of formula I, but as a rule are not necessary.
20 Suitable carriers for suppositories are, for example, natural or hardened oils, waxes, fats,

semi-liquid or liquid polyols and the like.

In addition, the pharmaceutical preparations can contain preservatives, solubilizers,
stabilizers, wetting agents, emulsifiers, sweeteners, colorants, flavorants, salts for varying
25 the osmotic pressure, buffers, masking agents or antioxidants. They can also contain still

" other therapeutically valuable substances.

As mentioned earlier, medicaments containing a compound of formula I or a
pharmaceutically acceptable salt thereof and a therapeutically inertexcipient are also an
30 object'of the present invention, as is a process for the production of such medicaments
which comprises bringing one or more compounds of formula I or pharmaceutically |

acceptable salts thereof and, if desired, one or more other therapeutically valuable .



pyrim di n-5-yl ] ethanone as a red-brown solid with mp. 175[err]C. b) A
m xture of 1.9 g (7.09 mmol) of [err]-brompg2, 6-di chl orophenyl - acet al dehyde
and 30 1.78 g (6.45 nmol) of

(RS) - 1-[ 4- (4- et hoxyphenyl ) - 6- met hyl - 2-t hi oxo- 1, 2, 3, 4-t et r ahydr o-

pyrim di n- 5- shbstardeanintea igalehidaldosagde ﬁ)anrt@geﬂieydnmfaneamnmetlmrapenmhlb'tlnﬁr for:
65 h. Subsequently, the m xture was cooled to O[err]C and the precipitated
solid was filCRBIEH of f, dissolved in 75 ml of conc. acetic acid and heated
at reflux while stirring for 8 h. The reaction m xture was concentrated
and the residue was purified by colum chromatography on silica gel

(di chl or onet hane/ rMetelivsgde Ah vary withiarvEdetiméts ahd siilhedt chulb, i fitfedh tef  ( RS) -
1-[2-(2, 6- dICh| orophenyl’) - 5- (4- rrethoxyphenyl) 7-met hyl - 5Ht hi azol o[ 3, 2- a] py
rimi di n-6-5 ylipdividaalreauizements/in qaghpatighlar case.) In genfraéghg effactiys depage)forspral or

(RS)-1-[2-(2,6-dichl t

nmet hyl - 5H-t hiP ﬁ&%ﬁ?ﬁw‘ﬁﬁ g é”%ﬁﬁr@ ({lﬁxﬁﬁ%@ﬂa&b\z@ aldgga&e 581 }10?51 m  of
met hanol i ¢ hygyaghie % prefepred FSAILGFItRSindRafibis dddériteds Therdail ?dafugetféreaantﬂdn
with 100 M o dlet ether. After 1 h the crystals were tiltered off
There were o limmanelmmg Beighing Jokgatcqriglylligsbetween 0.7-1400 mg per day, preferably

(2, 6-dichl or net ho phenyl ) -7-net hyl -5H-t hi azol o[ 3, 2-a] pyrim d
i n- 6- yI]eth @%ﬁ%ﬁpﬁe %s a beige solid with mp. 165[err]C.

Exanpl e 2445

(RS)-1-[2-(2.6-Di chlorophenyl ) -5-(2-met hoxyphenyl ) - 7- net hyl - 5SH-t hi azol o-

[ 3. 2-a] pyri mi di n- GFipally tabk areatienedreatliegahe bise chcoﬁ)mnpdseoflfanuulasltaad ofng from
2- met hoxybenzal deh de,

a-brom- 2, 6- A st et e S odicen o medioumprs esparln e

formation an o te d/ hr logical disorders of the
(RS)-1-[ 2- (248%?@1‘?0?3%%%&” 5 andior chronje neralogic
me]c hél _5H;1thlafatehmhﬂoﬂeddhpd(,nsaisdamoﬁjegthmhdnmmmtmnhydrobrom de as a white
solid wit

15

pyrimidin-6-yllethanone

20
a) A solution of 12.1 ml (0.1 mol) of 4-methoxybenzaldehyde, 10.3 ml (0.1 mol) of
acetylacetone and 9.13 g (0.12 mol) of thiourea in 30 ml of ethanol was treated with 10
drops of conc. hydrochloric acid and boiled under reflux while stirring for 4 h. The
reaction mixture was concentrated and the residue was purified by column chromatography

25 onssilica gel (dichloromethane- methanol 98:2). .Subsequent crystallization from ethanol
gave 6.2 g (22%) of (RS)-1-[4-(4-methoxyphenyl)-6-methyl-2-thioxo-1,2,3,4-tetrahydro-
pyrimidin-5-ylJethanone as a red-brown solid with m.p. 175°C.

b) A mixture of 1.9 g (7.09 mmol) of a—bromo-2,6—dichloropheny1¥acetaldehyde and
30 1.78 g (6.45 mmol) of (RS)-1-[4-(4-methoxyphenyl)-6-methyl-2-thioxo-1,2,3,4-tetrahydro-

pyrimidin-5-ylJethanone in 50 ml of tetra- hydrofuran was stirred at RT for 65 h.

Subsequently, the mixture was cooled to 0°C and the precipitated solid was filtered off,

dissolved in 75 ml of conc. acetic acid and heated at reflux while stirring for 8 h. The



mp. 290[err]C. Exanple 3 25 Ethyl (RS)-2-(2.6-dichlorophenyl)-5- (2
“met hoxyphenyl ) - 7- Met hyl - 5Ht hi azol o- [ 3. Za] pyri m di ne- 6- car boxyl ate a)
A mxture of 2.0 g (7.5 mml) of a-brono-2, 6-di chl orophenyl -acet al dehyde
and 2.08 g (6.8 mmol ) of ethyl

(RS) - 4- ( 2- MefehaoHOIBite Jwd-coRédhytated-ah tipresidu@was purifid by column chromatography

t et rahydro-pyri m di ne-5-carboxylate in 40 m _of tetrahydrqfuran tirred
at RT for 1/omsilicypelddivbleromethineimathancl 95:3ha Thetsorese obeimsg 43 68 clifRS)-

Bei d and heal S b eippRheirE e drBiRs el Sl S its,
concentr at edyﬂagaﬂcjﬁg ak g%ﬂy@ fo@s. purified by columm chromat ography 12 on

silica gel (ethyl acetate). There were obtained 1.82g (51% of ethyl
(RS) - 2- (256-

OB SRR P

(RS)-2-(2, 6- fl{&@%ﬁﬁ@}ﬂ% ,rzifnﬂéﬁ-hﬁﬂsﬂlewéhamﬂe)wae dissolved in 20 ml of methanolic

met hyl - 5H-t hi'az di ne-6- carboxyl ate were dissolved in 20m of
met hanol i ¢ hygdrociloric acidsolutibn (2612 whil stivningand tieated mithald mb ofliethylather. 100

m of diethyl ether. After 15 the crystals re filter f fe. re were
obt ai ned 1_'5§fgr(1?fgl;§cg§wis[\ﬁwq'{l§§;io;£( e “Wwére Obtained 1.§fg Fﬂ% Of(RESI-?'[%'
di-chi or ORBe N4 ket roBRedypyPARRMoky Bt el S biol £ Ardiginb di ne- 6
- 10 caqull:e)’gxg ’gt@ﬁ‘é&ﬁc o%’-i?de as %‘Zﬁﬂgﬁt yellé}?z)w sol i dB\i;vith;n p. 233C.
Exanpl e 4 1]ethanone hydrochloride as a beige solid with m.p. 165°C.

(RS)-2-(2. 6- B| chl orophenyl ) - 5- (4- met hoxyphenyl ) - 7- net hyl - 5Ht hi azol o[ 3. 2- a]
pyrimdin- 15 6-carboxyl ate Anal ogously to Exanple 3a-b, starting from
ethyl (RS)-4-(4-nmethoxyphenyl)-6- Example 2

15 ggS)-1-|2—(2,6—Dichlorophenyl)-5—(2—methoxyghenyl)—7—methy1—5H—thi_azolo—
[3.2-a Ip_m'midin-G-y_ 1lethanone '

Analogously to Example 1a-c, starting from 2-methoxybenzaldehyde, thiourea,
acetylacetone and a-bromo-2,6-dichlorophenyl-acetaldehyde there was obtained, after salt
20 formation and crystallization, (RS)-1-[2-(2,6-dichlorophenyl)-5-(2-methoxyphenyl)-7-
methyl-SH—thiazoio[S ,2-alpyrimidin-6-yljethanone hydrobromide as a white solid with
m.p. 290°C.

Example 3

25 Ethyl (RS)-2-(2 6-dichlorophenyl )-5-(2-methoxyphenyl)-7-methyl-SH-thiazolo-
[3.2-alpyrimidine-6-carboxylate

a) A mixture of 2.0 g (7.5 mmol) of o-bromo-2,6-dichlorophenyl-acetaldehyde and
2.08 g (6.8 mmol) of ethyl (RS)-4-(2-methoxyphenyl)-6-methyl-2-thioxo-1,2,3,4-

30 tetrahydro-pyrimidine-5-carboxylate in 40ml of tetrahydrofuran was stirred at RT for 17h.
Subsequently, the mixture was cooled to 0°C and the precipitated solid was filtered off,
dissolved in 75 ml of conc. acetic acid and heated at reflux while stirring for 24 h. The

reaction mixture was concentrated and the residue was purified by column chromatography



met hyl - 2-t hi oxo-1, 2, 3, 4-t et rahydr o- pyri m di ne- 5- car boxyl ate and

d- brono- 2, 6- di chl or ophenyl - acet al dehyde t{gre was obtai ned, after salt
formation and crystallization, 20 ethyl

(RS)-2-(2, 6-di chl orophenyl) - 5- (4- net hoxyphenyl ) - 7- net hyl - 5H-t hi azol o[ 3, 2-
a] pyri m di neofsitiea h%ih&l scetelr Qheteowerd @btained 8L ¢ 5196 of éthyl (msmﬂz 6-
201[err]C. Exa 25 2-Dinethyl am no-eth

(RS) - 2- (2. 6- élcgﬁzr@pl@pwéﬁy@msthe BHOY ypeil )11?7151)1 M?ﬁ?rﬂ-awpmdme'@

thlazolo[32 oxyl ate a) A solution of 3.0 g (17.3-
ol ) of 2- d.%%?@?%? &g{lﬁvﬁgégoxo but anoate, 2.1 m (17.3 mml) of

4- met hoxybenzal dehyde and 1.58 g (20.8 mmol) of thiourea in 15 m of 30
conc. acetic acid was heated under reflux for 4 'h. The reaction m xture was

c_olng:ent r a|t5edghnd 183 g@ﬁﬁmm eﬁwﬂ R (B§- dé@ﬂ@rﬁﬂh?ﬂbir@‘w%mheaﬁl)ﬂ-

: t ha t ni ym r QXxl td .

51 0o 1se TharENIE Iz R B e rpapoRate W HBLANER it i fllnanatic
by d e 5 Y e BIORE Kotk (26N khile Wliing And tfatdd it TODRINA byl ster. ffter
09 g (2.6 mish) ﬂmfc)r/%tzds wererﬁdteledg of.- )fiiaemwere obtained 1.5 g (78%) of ethyl (RS)-2-(2,6-
(RS) -4- (4- metho:

2-t hi oxo- 1, 2 %4 ﬁg& ﬁhﬁ&%ﬂlﬁ@#ﬁ@ﬁ%‘@n@&%W’é‘?%‘%?a%‘alﬂyg%ﬁ%65 in 10n
ydr ocht o ocURE YRt s 2t iow g ARRY bedeee. The

a- brono- 2, 6- di chl or ophenyl - acet al dehyde di ssolved in 50 ml of acetonitrile
were boiled under reflux while stirring_for 16 h. The reaction m xture was
concentrated and the resi due was purifi&‘—aﬁl}i"él umm chr omat ogr aphy on
silica gel 1 0 (dichloronethane/ methanol/- ammoni um hydroxide sol ution
8:1:0.1). There was obtained 0.83 g (61% of 2-di met hyl am no- et hyl
(RS) 2-(2, 6- He th 3
7-met hyl - 5Ht hi azo
15 Q@M

2-a] pyri m di ne-6-carboxylate as a greeni sh foam

Analogously to Example 3a-b, starting from ethyl (RS)-4-(4-methoxyphenyl)-6-
methyl-2-thioxo-1,2,3,4-tetrahydro-pyrimidine-5-carboxylate and oi-bromo-2,6-
dichlorophenyl-acetaldehyde there was obtained, after salt formation and crystallization,

20 ethyl (RS)-2—(2,6-dichlof6pheny1)-5-(4-methoxyphenyl)-7-methyl-SH—thiazolo[3,2-
aJpyrimidine-6-carboxylate hydrochloride as a white solid with m.p. 201°C.

25

thiazolo[3.2-a]pyrimidine-6-carboxylate

a) A solution of 3.0 g (17.3 mmol) of 2-dimethylaminoethyl 3-oxo-butanoate, 2.1 ml

(17.3 mmol) of 4-methoxybenzaldehyde and 1.58 g (20.8 mmol) of thiourea in 15 mi of
30 conc. acetic acid was heated under reflux for 4 h. The reaction mixture was concentrated

and the residue was purified by column chromatography on silica gel (dichloromethane/-

methanol/- ammonium hydroxide solution 8:1:0.1). There were obtained 2.76 g (46%) of



c) 0.83 g (1.6 mmol) of 2-dinethyl am no- et hyl

(RS)-2-(2, 6-di chl orophenyl)-5-(4- 15 13

met hoxyphenyl ) - 7- et hyl - 5Ht hi azol o[ 3, 2- a] pyri m di ne- 6- car boxyl at e was

di ssolved in 10 m of nethanolic hydrochloric acid solution (2.6N) while
stirring andatdiggitgtlatfiidlethPl (RS)-at(4thetht tﬁhﬂ%-m&hylez-ﬁﬁmtb 1,21B4-eatpabiyédos

were filtered off. There was obtained 0.8 (7999 of 2-dinethylam no-ethyl
(RS) - 2- ( 2, 6- gydmidinefrmarhaxylate 4s/k light lyebaw hdl@/thhmp@DP@‘l -5H

t hi azol o[ 3, 2- a] pyri m di ne- 6- car boxyl ate di hydrochl oride as a beige solid
with mp. 20 >240[err]C. Exarrple 6

2- Di et hyl Hl th
yl -5rTI-I-E 2% at h?azol o[g@;ﬁ}[f&; e- -car boxy )%S%r%al ogous%e g g?%‘%%

5a-c, stal i 2ghioxo, Zsmhmgsdb@pyninﬂhiwﬂearbbxwammmmﬂwdm ét)mlrlof methanolic
3- oxo- but anoat e, thiourea and a-brono-2, 6-di ch| orotﬂen acetcfll deh);de t here
was obt ai ned hydfochloris arid spBitionend fongsBtrated.s The PYdE'g %‘FFY obtaine

2-di met hyl a et h

di ehl or ophen§£$6 9&5%59&8%2?{%*%?0%{1 %l-?cega,[gethﬁ %%18? Yeg 3 SO]rnlyo i m di ne-6
-Ex;%r:) lboxyl at gedbitiie WO Bbitke ERlefreRlk %hﬂ@'sﬁﬂiﬁg%{ L6 WMrho redkcfon Bidxthre was 14
3- Di met hyl amiconeentratey|ag®8e Bsifde @aﬂpmiﬁenthmkoémyn ):htﬁn(ammﬂymnﬁﬂlu@rgeﬂ) 7 met
hyl - 5H thiaz 3. 2- yrimdi e6carb ate 5. Anal_o to Exa

S5a-c, stardif c"‘g‘)&?ﬁ’%‘ﬁ%& g‘}i@mg’l |8aﬁ$ﬂi %‘P‘Hﬁwm amed
3- oxo- but ano | e‘ﬁﬁﬁ‘&ﬂ% -
t here was ob'?tal n%gdlt@ué er saﬂ} or rrat [ oéﬁ gpﬁlggﬁipbz{%%l)g%%% oyl

3- di et hyl amMeﬂ)@I-GHyﬂuazolo[3,2-a]pynnudme—6—carboxylate as a greenish foam.
(RS)-2-(2, 6-di chl orophenyl ) -5-(2-nmet hoxyphenyl)-7-nmet hyl -5Ht hi azol of 3, 2-

c) 0.83 g (1.6 mmol) of 2-dimethylamino-ethyl (RS)-2-(2,6-dichlorophenyl)-5-(4-

15 methoxyphenyl)—?-methyl—SH-thiazolo[3,2-a]pyrimidine-6—carboxylate was dissolved in
10 mi of methanolic hydrochloric acid Solution (2.6N) while stirring and treated with 50 ml
of diethyl ether. After 3 h. the crystals were filtered off. There was obtained 0.87 g (79%)
of 2-dimethylamino-ethyl (RS)-2-(2,6-dichlorophenyl)-5-(4-methoxyphenyl)-7-methyl-5H-
thiazolo[3,2-alpyrimidine-6-carboxylate dihydrochloride as a beige solid with m.p.

20 >240°C.

25 thiazolo[3.2-alpyrimidine-6-carboxylate

Analogously to Example 5a-c, starting from 2-methoxybenzaldehyde, 2-dimethylamino-
ethyl 3-oxo-butanoate, thiourea and co-bromo-2,6-dichlorophenyl-acetaldehyde there was
' obtained, after salt formation and crystallization, 2-dimethylamino-ethyl (RS)-2-(2,6-
30 dichlorophenyl)-5-(2-methoxyphenyl)-7-methyl-5H-thiazolo[3,2-a]pyrimidine-6-
carboxylate dihydrobromide as a pale yellow solid with m.p. 237°C.



10 a] pyri m di ne-6-carboxyl ate di hydrochl oride as a beige solid with mp.
175[err] C (dec.) Exanple 8 2-Di net hyl am noi4t hyl

(RS) - 2- (4-chl orophenyl ) - 5- (2- net hoxyphenyl ) - 7- net hyl - 5H 15

t hi azol o[ 3. 2- a] pyri m di ne- 6- car boxyl ate Anal ogously to Exanple 5a-c,
starting from 2-net hoxybenzal dehyde, 2- Examplenl/l am no- et hyl

3- 0xo0- but anoat e, thiourea and [err]-brono-4-chl orophenyl -acet al dehyde there
was obtai ned, after salt formation and crystallization,

2- di met hyl amign ¢
(4-chl orophe rE tﬂ‘
6- carboxyl attlaazblbm;g-amhnndlde-émhbmlﬂe green solid with m p. 178C.
Exanple 9 25 2-Di net hyl am no- et hyl-

(RS) - 2- (25¥ld| chl or ophenyl ) - 5- ( 2- net hoxyphenyl) 7-met hyl - 5H

Cart notrom 2 A TARS SoFAARG0%R, Sl €00 Skkel 8 ek aRL R

3- 0x0- but anoafiethlyintié-@eopd N 9-ox6 bulanbite @iotrek ﬂd@hbﬁiﬂpﬁ,@diéhloﬂ@henyl-
acet al dehyde there was obtained, after salt formation and crystallizati on,
2- di met hyl amacetaldehjrdd there was obta.med after salt formation and crystallization, 3- dlmethylarmno-

R s I TP A R T A RO R
(1% e;r](g% cﬁ]é!ﬁ' F'orop enﬁk? g‘ ?ﬁl%ﬁoxyp enyt‘#&f} solid W1ﬁhmﬁ_1750c (dec.)

t hi azol o[ 3. 2-a] pyri m di ne- 6-carboxyl ate 5 Anal ogousl y to Exanpl e 5a-c,

starting from 3-net hoxybenzal dehyde, 2- di nmet hyl am no- et hyl
3- oxo- but anoat e, thiourea and a-brono- Z,Méor ophenyl -

=
-q

15 thiazolo[3.2-alpyrimidine-6-carboxylate

Analogously to Example 5a-c, starting from 2-methoxybenzaldehyde, 2-
dimethylamino-ethyl 3-oxo-butanoate, thiourea and a-bromo-4-chlorophenyl-acetaldehyde
there was obtained, after salt formation and crystallization, 2-dimethylamino-ethyl (RS)-2-
20 (4-chlorophenyl)-5-(2-methoxyphenyl)-7-methyl-5H-thiazolo[3,2-a]pyrimidine-6-
carboxylate dihydrochloride as épale green solid with m.p. 178°C. |

25

thiazolo[3.2-2 lpm’midine%—carboxylate

Analogously to Example 5a-c, starting from 2-methoxybenzaldehyde, 2-
dimethylamino-ethyl 3-oxo-butanoate, thiourea and o-bromo-2,4-dichlorophenyl-
30 acetaldehyde there was obtained, after salt formation and crystallization, 2-dimethylamino-
ethyl (RS)-2-(2,4~dichlorophenyl)-5—(2-methoxyphenyl)—7-methyl-SH-;hiazolo[3,2—a]-
pyrimidine-6-carboxylate dihydrochloride as a pale yellow solid with m.p. 1910C.



acet al dehyde there was obtained, after salt formation and crystallization,
Z-di met hyl am no- et hyl 15

(RS) -2-(2, 6-di chl orophenyl ) - 5-( 3- met hoxyphenyl ) - 7- met hyl - 5H-t hi azol of 3, 2-
10 a] pyri m di ne-6-carboxyl ate di hydrochl oride as a beige solid with mp.
155[err] C (dec.). Exanple 11 2-Di net hy|Exampbe & hyl

(RS)-2-(2.6-dichl orophenyl) 5-(4-chl orophenyl)-7-nmethyl-5H 1 5

t hi azol of 3. 2- a] pyri m di ne- 6- carboxyl ate Anal ogously to Exanple 5a-c,
startlngfroTﬁ m I 1 7.2l G 'lﬂ | : W AlReat e,
t hi ourea and™a o ' 0 ) '

after salt fmmdleg-gmﬁgﬁﬁd-&cb:bmﬂmn 2- dl met hyI ami no- 20 et hyl
(RS)-2-(2, 6-di chl orophenyl) - 5- (4-chl orophenyl) - 7-nmet hyl - SH-t hi azol o[ 3, 2
al pyrim dﬁne 6- car boxyl ate di hydrochl oride as a beige solid with mp.

190[err] C. Exanpleg 1 _
(RS) - 2- (2. 6-di chl % @‘{pﬁﬁl@% ofo‘%ﬁ‘é’%%?me‘?%vbegﬁdehyde 2

thi azol o 3. 2 émg Imb ERy03-626-BAa1bAL, hibRRh 289 Bbrimo02, ERF N EpHRA

starting from aI dehyde, 2- di net hyl am no- et hyl 3-oxo- ut anoat e,
t hi ourea and a&etﬂﬂélﬁf@le&héie 6ias bbained)aftey lsalt Rimatiet addleryytalktizatier, 8-dimsthylamino-

bt ai ned, aft It fornat d tallizat | anj po- ethyl
(RS2 2, & eﬁ&m?&w@%‘?‘qh&%};ﬁ% BRI BRI Y SR A0 0 2. 3] -

%5'[ 0 ?i g gar yéaqb&ﬁ;gg%c@ﬁd@gs QP%% 98ticP Q1eh th. ¥/ 1%9061(&’&.).

(RS)-2-(2. 6- d| chI orophenyl ) - 5- (2- net hoxyphenyl) 7i so- propyl
5Ht hi azol o[ 3. 2-a] pyri m di ne- 6-car boxyl ate 5

Example 11

15 thiazolo[3,2-alpyrimidine-6-carboxylate

Analogously to Example 5a-c, starting from 4-chlorobenzaldehyde, 2-
" dimethylamino-ethyl 3-oxo-butanoate, thiourea and a—bromo—2,6-dichlorophenyl-
acetaldehyde there was obtained, after salt formation and crystallization, 2-dimethylamino-
20 ethyl (RS)—Z—(2,6-dichlorophenyl)-S-(4-chlorophenyl)-7-methy1—5H—thiazolo[3,2-
aJpyrimidine-6-carboxylate dihydrochloride as a beige solid with m.p. 190°C.

Example 12

25 2-Dimethylamino-ethyl (RS)-2-(2,6-dichlorophenyl )-5-(2-chlorophenyl)-7-methyl-5H-
thiazolo[3.2-alpyrimidine-6-carboxylate

Analogously to Example 5a-c, starting from 2-chlorobenzaldehyde, 2-
dimethylamino-ethyl 3-oxo-butanoate, thiourea and o:-bromo-2,6-dichlorophenyl-
30 acetaldehyde there was obtained, after salt formation and crystallization, 2-dimethylamino-
ethyl (RS)-2-(2,6-dichlorophenyl)-5-(2-chlorophenyl)-7—methyl-5H—thiazolo[3,2-a]-
pyrimidine-6-carboxylate dihydrochloride as a beige solid with m.p 169°C.



Anal ogously to Exanple 5a-c, starting from 2-net hoxybenzal dehyde, 2-

di met hyl am no- et hyl 4-net hyl - 3- oxo- pentanogg e, thiourea and a-brono-2, 6-
di chl orophenyl - acet al dehyde there was obtai ned, after salt formation and
crystallization, 2- dinethylam no-ethyl .

(RS)-2-(2, 6-di chl orophenyl ) -5-(2- met hoxXExdnepley L3 - 7i so- propyl -5H 10

t hi azol o[ 3, 2-a] pyri m di ne- 6- car boxyl at e di hydrochl ori de as a beige solid
with mp. 165/ err] C (dec. ) Exanpl e 14 15 2-Di rrethyl am no- et hyl
(RS)2(269|hI oph ‘ : ;
t hi azol of 3. 25471 Tu ; : : XA

starting f rom?mmbﬁggy&m@ldﬁﬁﬂemb@mbnet hyl am no- et hyI

3- oxo- pentanoate, thiourea and [err]-brono-2, 6-di chl orophenyl - 20

acet al dehpde there was obtained, after salt formation and crystallization,
2- di met hyl am no-

(RS) - 2- (2, 6- di chl g"%&@ﬁw)mE"?‘EPlFrEPT‘Eo%%‘é@?’S‘27‘“%‘1’%’91"‘*%@?‘?%‘%2& o[3, 2-a] -

pyrini di ne- 65 YERARLOI- phtADaR, nﬂf&uﬂ&a&nﬁlot-ﬂrdfﬁd-ﬁsm p.
167[err]C (dgﬁﬁ§ arrp e9115 25 213[) r?'é hyl aran no- et hyl

(RS) - 2- (2. 6- dichltr Iﬁﬂflﬁﬁbétﬁld&ryﬁeﬂ{&é wax yitainey, fter sdheformhticn-hnd crystalhzatlon 2-
thiazol o[ 3. 2-a] p r|md| ne car boxyl ate Anal o ously to Exampl e
starting f roﬂ@%ﬂﬁmg@ﬁk@s&% dlcblormhen MZWF@%WBYIWFSO‘PWP)’IﬁH-

4- phenyl Q .our.ea ,and C 0, o
acet al del—@deﬁf ﬁ@li%[g mé‘#‘ﬁ%é'c lqug}a?escg.h{cﬁfgg}?lﬂé? ahtL %Pl?g%/ h]”I'nl'pzalt6 P,
2-di met hyl am ). et hyI

(RS)-2-(2, 6- (gl chl or ophenyl ) - 5- ( 2- net hoxyphenyl ) - 7- benzyl - 5Ht hi azol o[ 3, 2- a}
pyrim di ne- 6- carboxyl at e di hydrochl oride as a beige solid with mp.

170[err] C (dec.). 17 Example 14

15 2-Dimethylamino-ethyl (RS )-2-(2.6-dichlorophenyl)-5-( 2-methoxyphenyl)-7-ethyl-SH-
thiazolo[3.2-a]pyrimidine 6-carboxylate

Analogously to Example 5a-c, starting from 2-methoxybenzaldehyde, 2-
dimethylamino-ethyl 3-oxo-pentanoate, thiourea and o-bromo-2,6-dichlorophenyl-
20 acetaldehyde there was obtained, after salt formation and crystallization, 2-dimethylamino-
ethyl (RS)-2-(2,6-dichlorophenyl)-5-(2-methoxyphenyl)-7-ethyl-5H-thiazolo[3 2-a}
pyrimidine-6-carboxylate dihydrochloride as a beige solid with m.p. 167°C (dec.).

Example 15
25

thiazolo[3 2-alpyrimidine-6-carboxylate

Analogously to Example 5a-c, starting from 2-methoxybenzaldehyde, 2-
30 dimethylamino-ethyl 4-phenyl-3-oxo-butanate, thiourea .and o.-bromo-2,6-dichlorophenyl-
acetaldehyde there was .obtained, after salt formation and crystallization, 2-dimethylamino-
'ethyl (RS)-2-(2,6-dichlorophenyl)-5-(2-methoxyphenyl)-7-benzyl-5H—thiazolo[3,2-a}
pyrimidine-6-carboxylate dihydrochloride as a beige solid with m.p. 170°C (dec.).



Exanpl e 16

(RS)-2-(2.6-Dichl orophenyl) -5-(2-met hoxyphgpyl ) - 7- benzyl - SH-t hi azol o[ 3. 2- a]
- 5 pyrimdine-6-carboxylic acid N (2-dinethylam no-ethyl)-am de

Anal ogously to Exanple 5a-c, starting from 2-net hoxybenzal dehyde, N-(2-

di met hyl am no- et hyl ) - 3- oxo- but anam de, thi ourea and '

a- brono- 2, 6-di chl orophenyl - acet al dehyde there was obtai ned, after salt
formati on and crystallization, (RS)-2-(Bxanplelf

di chl orophenyl ) - 5- ( 2- net hoxyphenyl ) - 7- benzyl - 5Ht hi azol o[ 3, 2-a] pyri m di ne-6
-carboxylic acid N (2-dinmethyl am no-ethyl)-am de di hydrochl oride as a beige
solid with
(RS)-2-(2. 6- I azol of 3. 2- Q]
- pyri m didne i ydarh Cd 2-dinmthigminerethylyamide) - N- net hyl - ami de
Anal ogously to Exanple 5a-c, starting from 2-nmet.hoxybenzal dehyde, N-(2-

di met hyl am no- et hyl ) - N- et hyl - 3- oxo- but anani de, thiourea and a-brono-2, 6-

20 di chl or ophenyl 5 28&{ak1) ¢4 ¥ISmpRSaE:, $RaRingTrcth DGflethtftRhza3dnyad, M0 | On

and crystallization,
(RS) - 2- ( 2, 6- diirethglagfiheethy))-Hoxbumhdmidy hivnyda)and oberomo-2,6+didchorapldny}-3, 2- a]
pyrim di ne- 6-carboxylic acid :

N ( 2- di net hylagetpldehyderthere wasbtainad, afiersal formetion and erygtallization, /& 2-&6f- d

with mp.,170 dec, ) . 2 s ) xapn| o .

(RS) - 2 (6. RSP 3 methorrphepw T Benwty bt isgelo 3 3 =ipp e & dionytic

. 2-a] - pyri mgidQ-8-GREMgIHihE-eMGI)hriiié dihfirsehItrtia Bl ABeigé botld w  230°C.

Anal ogously to Exanple 5a-c, stafting from 4-met hoxybenzal dehyde, (2-

di et hyl am no- et hyl ) - 3- oxo- but anam de, thiourea and

a- brono- 2, 6-di chl or ophenyl - acet al dehyde, t her e .was obtai ned, after salt

formation and crystallization, (RS)-2-(%’,—’%92{3&Z

- di chl orophenyl ) - 5- (4- met hoxyphenyl ) - 7- benzyl - 5Ht hi azol o[ 3, 2-a] pyri m di ne-6

- carboxylic
15

Analogously to Example 5a-c, starting from 2-methoxybenzaldehyde, N-(2-
dimethylamino—ethyl)-N-methyl—3—oxo-bu;anamide., thiourea and a-bromo-2,6-

20 | dichlorophenyl-acetaldehyde there was obtained, after salt formation and crystallization,
(RS)-2-(2,6-dichlorophenyl)-5-(2-methoxyphenyl)-7-benzyl-SH-thiazolo[3 ,2-a]pyrimidine-
6-carboxylic acid N-(2-dimethylamino-ethyl)-N-methyl-amidedihydrochloride as a beige
solid with m.p. 170°C (dec.). '

25 | Example 18

30 Analogously to Example Sa-c, starting from 4-methoxybenzaldehyde, N-(2-
dimethylamino-ethyl)-3-oxo-butanamide, thiourea and o-bromo-2,6-dichlorophenyl-
acetaldehyde there was obtained, after salt formation and crystallization, (RS)-2~(2,6-
dichlorophenyl)-S-(4-methoxypheny1)-7-benzy1-5H—thiazolo[3,2-a]pyrimidine-6-carboxylic



18 acid N-(2-dinmethyl am no-ethyl)-am de di hydrochloride as a |ight yell ow
solid with mp. 180C (dec.). Exanple 19 5 $8 D net hyl am no- et hyl

(RS) - 2- (2. 6-di chl orophenyl)-5-(2. 3-di met hoxyphenyl )-7- et hyl -

5H-t hi azol o[ 3. 2- a] pyri m di ne- 6- car boxyl ate Anal ogously to Exanpl e 5a-c,
starting froaeid N3¢2dimtindamiverctizy]j-aimydéadihyRirochloriddi asetlight getlavosalidwyith m.p.

3- oxo-butanoate, thiourea and a-brono-2, 6-di chl orophenyl - acetaldehyde
there was obi80%e@ecdfter salt formation and crystallization,

- 2-di net hyl am no- et hyl

(RS)-2-(2, 6-dichl orophenyl) -5-(2, 3-di met hoxyphenyl) - 7-met hyl - 51t hi azol o[ 3,
2-a} pyrimdine-6-carboxyl ate di hydr ochEgimgle1as a |ight brown solid wth
mp. 144[err]C 15 - Exanpl e 20

2- Di met hy®Bami no- et hyl

(RS)-2-(2.6-dichl or gpheny! - _ , : ) )
5Ht hi azol O[M& S SO Rty 58 X
S5a-c, startigg. tfhia&@ﬁ ﬂéﬁ%@i}g&y@g&g& &dee 2- di et hyI am no- et hyI

3- ox0- but anoate I our ea I ONnD- -di chl or ophenyl - acet al dehyde

t here was obtained, after salt formatlon and crystallization,
2- di met hyl am no-

(2 RS) - 2- (2, 6ddi chl M@@HW)‘QEX%@P%5&.%%858%%%‘}@%?@%%%‘20! ?L 3,
2 o) 1] e AR MBS S B asiyal o

(RS) - 2- (2. 6- dr&GRldeRRRARLY '\n)as%bfa?n&l' é@é’r%ﬂl‘ﬁ%ﬁﬂaﬁoﬂ an®é sthﬂﬁhhon, -dlmethylaxmno-
t hi azol o[ 3. 2-a] pyri'm di ne- 6- car boxyl ate 30 Analmggus to Exanple b5a

starting frowrtgd (R&bZ@é@dﬂotepml)-i(Z,&dﬂemyx nid)- tmﬁ;lhyl?ﬂ@*@%?@r%ﬁl e,

thiourea and p%ng{l ne-&ca?boqu &)rh elrllgnde as a light brown sol1d with m.p. 144°C.

15 ~ Example20

5H-thiazolo[3.2-alpyrimidine-6-carboxylate

20 Analogously to Example Sa-c, starting from 2,6-dimethoxybenzaldehyde, 2-
dimethylamino-ethyl 3-oxo-butanoate, thiourea and ¢-bromo-2,6-dichlorophenyl-
acetaldehyde there was obtained, after salt formation and crystallization, 2-dirﬁeﬂ1y1anﬁno—
ethyl (RS)-2-(2,6-dichloropheny1)-5-(2,6-dimethoxyphenyl)-7_-methyl—SH—thiazolo[3,2-a}
pyrimidine-6-carboxylate dihydrochloride as a light green solid with m.p. 171°C (dec.).

25 ' ‘

Example 21

thiazolo[3.2-a]pyrimidine-6-carboxylate
30

Analogously to Example Sa-c, starting from 2-fluorobenzaldehyde, 2-
dimethylamino-ethyl 3-oxo-butanoate, thiourea and o-bromo-2,6-dichlorophenyl-

acetaldehyde there was obtained, after salt formation and crystallization, 2-dimethylamino-



acet al dehyde there was obtained, after salt formation and crystallization,
2- di met hyl am no- 19 et hyl 19 :
(RS)-2-(2, 6-di chl orophenyl ) -5-(2-fluorophenyl)-7-nethyl -5H1thiazol o] 3, 2-a}
pyri m di ne- 6-carboxyl ate di hydrochl oride as a beige solid with mp. '
169[ err] C ( dethy) (REp&(Ab-dichRréphiznfl)+Se2Afhicrophenybtmkthyl-SH-thiazolo[3,2-a}

(RS) -2-(2.6-dichl orophenyl ) -5-(2-met hyl phenyl ) -7-net hyl - 5H-

t hi azol o[ 3. 2pmup;¢mrﬁﬁia:b@xﬂateah1m$<9qmr§ﬁmal beigesolig with 1:pa A97°C Glecd.
starting from 2-net hyl benzal dehyde, 2- 10 di met hyl am no- et hyl

3- oxo0- but anoat e, thiourea and a-brono-2, 6-di chl orophenyl - acet al dehyde
there was obtained, after salt formati opxamiple gpystallization,

2- di met hyl am no- et hyl

(RS) - 2- (2586- di chl or ophenyl ) - 5- (2- et hyl phenyl ) - 7- met hyl - 5Ht hi azol o 3, 2- a]

pyri m di ne- 6 b | at e di hy, i.de as Jr sol i.d w m Q.
157[ err] C (d_ I amin q § -5- 5%&191%0:0 lf ehhiyl-SH-
2- Di met hyl amttﬁ&‘c%lB}Z-algyg‘nﬁdine-é-carboxylate

(RS)-2- (2. 6-drchl orophényl)-5-(2Z-et hoxyphenyl)-7-net hyl - 5H

t hi azol o[ 3. 2- a] pyri m di ne- 6- car boxyl ate 20 Anal ogously to Exanpl e
5a-c, starti f - et | dehyde, . 2-. di gqet hyl am no: et byl

2 oxo- but anoate,  AHEREOUHY A BXBBI S Babing et CrBRRURSANEBLIE Zachy de
there wasgpb hﬁh&ﬁg{aﬁﬁéé-%yfﬁ&ojogfaﬂgﬁt&%oﬁ&q 28 ¥brdtolZ 8ldiorophenyl-
2-di net hyl'am no- y .

(RS) - 2- ( 2, 6- dbaldehydRI R Was Dbiaded] &Te ¥aib eotitlation afibdyytallzktioh Radifed{ylardine)
pyri m di ne- 6-car boxyl at e di hydrochl oride as a white solid with

188[ err] C (dethy} (RS)EZ-E&,émféomph@_é’bi-ﬁ&-npﬂyipmy]éﬂwﬁhyl-5H—thiazolg][3?2-a]-
(RS)-2-(2. 6- a1 el ORI Y Tate iy drouBEAL Y BB S whivt] w5 1BHC (dec).

15 Example 23

thiazolo[3.2-alpyrimidine-6-carboxylate

20 Ana.logouslj to Example 5a-c, starting from 2-ethoxybenzaldehyde, 2-
dimethylamino-ethyl 3-oxo-butanoate, thiourea and a—bmmo—2,6-dichlorophenyl—
acetaldehyde there was obtained, after salt formation and crystallization, 2-dimethylamino-
ethyl (RS)-2~(2,6-dichlorophenyl)-5-(2-ethoxyphenyl)-7-methyl-5SH-thiazolo[3,2-a}
pyrimidine-6-carboxylate dihydrochloride as a white solid with m.p. 188°C (dec.).

25

SH-thiazolo[3.2-alpyrimidine-6-carboxylate
30

Analogously to Example Sa-c, starting from 2-iso-propyloxybenzaldehyde, 2-
dimethylamino-ethyl 3-oxo-butanoate, thiourea and ct-bromo-2,6-dichlorophenyl-

acetaldehyde there was obtained, after salt formation and crystallization, 2-dimethylamino-



5Ht hi azol o[ 3. 2-a] pyri m di ne- 6-car boxyl ate 30 Anal ogously to Exanpl e 5a-c,
starting from 2-iso-propyl oxybenzal dehyde,2@- di et hyl ami no- et hyl

3- oxo- but anoate, thiourea and a-brono-2, 6-di chl orophenyl - acet al dehyde
there was obtained, after salt formation and crystallization, . :

2- di et hyl anfgl (RS)—&&,@ﬂm}aﬂorophenyl)-S-(2-iso—propyloxyphenyl)-7-methyl-SH-thlazolo[3,2-a]-

(RS)-2-(2,6-dichl grgphenyl ) -5-(2-i sq-pr,opyl o henyl ).:-.7- net hyl_ i azol of
50 a) by P Scaebytass SRR R Balt D s i 7255 Fdpesy ¢
mp. 172[err]C (dec.). Exanple 25 5 2-Di net hyl am no- et hyl _
(RS)-2-(2.6-dichlorophenyl)-5-(2-met hoxynapht hyl ) - 7- met hyl - 5H

t hi azol o[ 3. 2-a] pyri m di ne- 6- car boxyl at eExemaple@fusly to Exanpl e 5a-c,
starting from 2- net hoxynapht hal dehyde, 2- 10 di net hyl am no- et hyl

3- oxo0- but &noat e, thiourea and a-brono-2, 6-di chl orophenyl - acet al dehyde

E“Sfﬁe ;"ﬁ; | gbbél'bi'_?ﬁ‘éi‘h 1 | Rsh- 9L R dieMofiiflefr1y-SL(3l thithakyndPhthyl)-7-methyl-SH-
(RS)-2-(2, 6- diiﬁidl@@@_ﬂl?_mﬂidiﬁeﬁ&afmﬁwnapht hyl)-7-met hyl - 54t hi azol of 3, 2-
a] pyri m di ne-6-carboxyl ate di hydrochloride as a brown solid with mp.

174[err] C (dec.). 15 Exampl e 26
(RS) "2- (3. a-ci i SBiseoRsHy fo Expmple Sprcs s from 2:methgynspiyhaldehyde, 2-
thi azol o[1® 2dah&ilafisk-BRyL3-6R6BataNbaE Ahidkrea and o-brdAR-2GAicH1dropRery*anpl e 5

a-c, starting from 2-nmet hoxybenzal dehyde, 2- di net hyl am no- et hyl
3- ox0- pent anaedtaldehydedhere avas nbtandd; afver-s3lt fordiatioh and prystajlizatien, &-dimethytataino-

t;glr reré}[/\ﬁ; gﬁ:eﬁ{y?%hgé,g-rdi&%}op grfyﬁ%—ki?neﬁ%?;yﬁéﬁﬁﬁﬁ)l-lﬂxge gllggh-thiazolo[fi,Z—
(RS)-2- (2, 4 Gjshat QrORNE R dx Rk AYBIAROHAB 0K ovks SR bt 5. 7Ase @de3, 2- )

15 ) Example 26

' thiazolo[3,2-alpyrimidine-6-catboxylate

20 Analogously to Example 5 a-c, starting from 2-methoxybenzaldehyde, 2-
dimethylamino-ethyl 3-oxo-pentanoate, thiourea and ¢-bromo-2,4-dichlorophenyl-
acetaldehyde there was obtained, after salt formation and crystallization, 2-dimethylamino-
ethyl (RS)-2-(2,4-dichlorophenyl)-5-(2-methoxyphenyl)-7-ethyl-SH-thiazolo[3,2-a}
pyrimidine-6-carboxylate dihydrochloride as a yellow solid with m.p. 199°C (dec.).

25

SH-thiazolo[3.2-a]pyrimidine-6-carboxylate
30

Analogously to Example 5a-c, starting from 2-benzyloxybenzyldehyde, 2-
dimethy_lamirio—ethyl 3-oxo-butanoate, thiourea and o-bromo-2,6-dichlorophenyl-

acetaldehyde there was obtained, after salt formation and crystallization, 2-dimethylamino-



pyri m di ne- 6- car boxyl ate di hydrochl oride as a yellow solid with mp.

199[err]C (dec.).
(RS)-2-(2.6-dichl

25 Exanmpl e 27 2-Di nmet hylzggm no- et hyl 12
or ophenyl ) - 5- (2- benzyl oxyphenyl ) - 7- et hyl -

5Ht hi azol o[ 3. 2-a] pyri m di ne- 6- car boxyl ate 30 Anal ogously to Exanpl e 5a-c,
starting fr oethg (M)—@jd?gﬁ@hhb:gﬁlﬁnmde(z-&nzﬁbmﬁmbgyl}ﬂimerh&ﬁ;l+thiazolo[3 2-a]-

3- 0xo- but anoat e,

there was obP¥imidine-grcaboxyatedihysirophiorily as adight Q@W&I sof

2- di met hyl am no-
(RS)-2-(2, 6-dichl
al pyrimdine-6-c
mp, 147[err]C (d
produced Pn a con
100 Powdered. | ac;
.35 Pol yvi nyl pyrro
car boxynet hyl st ar
Stearate

t hi ourea and a- brono- 2, 6-di_chl or ophen acet al deh
éa\mhdﬁ’p 147°C dec)
21 et hyl

or ophenyl ) - 5- (2- benzyl oxyphenyl ) - 7- met hyl - 5Ht hi azol o 3, 2-
ar boxyl at e di hydrochl cExaheplas a | i ght brown solid with

ec.). Exanple A5 Tablets of the follow ng conposition are -
venti onal manner: ng/ Tablet 10 Active ingredient

fl‘?@sﬁ é)f the following comiposition are produced in %%R%V\%nhgnacl Ndhndt A" € h

ch 10 15 Magnesi um
2 Tabl et wei ght 250 Exanple B

mg/Tablet

10 Active ingredient 100
Powdered. lactose ‘ 95
‘White corn starch _ 35
Polyvinylpyrrolidone 8
Na carboxymethylstarch 10
15 Magnesium stearate o 2

Tablet weight 250

Example B

20 Tablets of the following composition are produced in a conventional manner:
| mg/Tablet
Active ihgredient 200
Powdered. lactose 100
White com starch ' 64
25 Polyvinylpyrrolidone : 12
' Na carboxymethylstarch 20
Magnesium stearate . 4

Tablet weight 400



-~

20 Tabl ets of the follow ng conposition are produced in a
conventional manner: ny/ Tabl et Active ingr2gli ent

200 Powdered. | actose 100 White corn starch
64 25 Pol yvi nyl pyrrol i done 12 Na
car boxynmet hyl st arch Example ©0 Magnesi um st earat e

4 Tabl et wei ght 400 22 Exanple C Capsules of the follow ng conposition
are produced: 5 ng/Capsule Active ingredient

50| lCr?/st al l'i ne | aghpates of the following c??mpogmon are prodtllced 60 M crocrystalline
cel l ul ose

5 Magnesi um stearate 1 Capsule fill weight
150 The agtive ingredient having a suitable particle size, the crystalline
| actose arid the m crocrystalline cellul ose are honbgeneously m xed with one
anot her, sieved and 15 thereafter talc and nagnesium stearate are adm xed.
The final mxture is filled into hard gelatine capsul egAfamtilel abl e si ze.

Active ingredient - 50
Crystalline. lactose 60
Microcrystalline cellulose 34
10 Talc 5
Magnesium stearate | -1

Capsule fill weight 150

The active ingredient having a suitable pé.rticle size, the crystalline lactose and the
microcrystalline cellulose are homogeneously mixed with one another, sieved and
15 thereafter talc and magnesium stearate are admixed. The final mixture is filled into hard

gelatine capsules of suitable size.



Clains 1. Conmpounds of the general fornula [err] wherein Rl
signifies hydrogen, |ower alkyl, phenyl orﬁnzyl,- noLe
| ower al kyl, | ower al koxy, -OQ(CH err])[errTN(R[ e ] %ﬁ;@ﬁ&&g@ﬁ“
-(CHerr])[err]N(R[err])(R err]) or iEP _

-N(Rlerr])(CHerr])[err]N(R[err]) (R err] riaifgs- R1Z signi tfy hydrogen,
hal ogen, trifluoronethyl, |ower alkyl, cyclToal kyl, |ower alkoxy, hydroxy,

fies

nitro, cyano, -N(R13)2, phenyl, phenyloxy, benzyl or benzyl oxy, or R6 and

R7 together sigpify a bepzene ring, 15  R13-R15 si gnibfs\Sheey laced
| ower al kyl orcycr'o W“%%&%&egem‘g‘ﬂ formul3 gnifies 1-5, as i _
phar maceutical ly acceptable salts. 2. Conpounds in accordanc [ ,
wherein 20 Rl signifies |ower alkyl or benzyl; R2

signifies lower alkyl, |ower alkoxy, -O(CHR}2N )2, -Q(CH2) 3N(CH3) 2,
- NH( CH2) 2N(CH3) 2 or - N(CH3) (CH2) 2N( CH3) 2; - signifies hydrogen,

| oner al koxy, hal ogen or benzyl oxy; 25 N signifies hydrogen or
| ower al koxy; )l\ . |
s N :
R12 RO R®
5 R11 R‘IO I

wherein

Rl signifies hydrogen, lower alkyl, phenyl orbenzyl,

R2 signifies lower alkyl, lower alkoxy, -O(CH2)p,N(R!3)(R14),

10 -(CH2)NR13)R14) or NRI)CH)NRIHR4),
R3-R12 signify hydrogen, halogen, trifluoromethyl, lower alkyl,

cycloalkyl, lower alkoxy, hydroxy, nitro, cyano, -N(R13),,
phenyl, phenyloxy, benzyl or benzyloxy, or
R6andR7  together signify a benzene ring,
15 RI3RIS signify hydrogen, lower alkyl orcycloalkyl and
n signifies 1-5,
as well as their pharmaceutically acceptable salts.

2. Compounds in accordance with claim 1, wherein

20
R! signifies lower alkyl or benzyl;
R2 signifies lower alkyl, lower alkoxy, -O(CH2)2N(CH3)2,
-O(CH3)3N(CH3)2, -NH(CH2)2N(CH3)2 or -N(CH3)(CH2)2N(CH3)2;
R3 signifies hydrogen, lower alkoxy, halogen or benzyloxy;
25 R4 signifies hydrogen or lower alkoxy;

A



24 RS signifies hydrogen, hal ogen or lo
signifies hydrogen; R7 signi fies gydrog THIS SHEEEerS BEBN

and R7 together signify a benzene ring; and 5 [R8- RIREPLACED si gni

-Q(CH2) 2N(CH3) 2; R3 Sighifies net hoxy, ["6ri ne or i-propoxy;

2- Di met hyl anRho- et hyl  ighifie? hydro@ertordbwer allibgn vt ) - 5- (2 met hoxp

nmet hyl - gﬁﬁko[B 2- %L d| ne- 6 car boxyl at e, 2-di net hyl am no- et hyl
?F;‘ﬁ {

(RS) - 2- (2, 6-di chl orophenyl ) -5-(2- met hoxyphenyl ) - 7-et hyl -

(RS)-2-(2, 6-di chl orophenyl ) -5-(2-i sopropybxyphenyl)-7-

hydrogen or hal ogen. 3. Conpounds in accordance
wherein Rl RS Si §ighffie§ Ryd®keh, haldp e@&ﬁ%’werélﬁ% Xy22 signifies _
R4- R7 Rbgni fy hygispiRe hydogen23- R12 i gni fy hydr ogenThix Shedn Hay BestEReplaced
15 4. The foll ow ng corrpounds in accordance wit h cl ai m mm ,I"Ml”l”"’
nmet hyl - 5H-th|gzol 0{73 2-a] pyri m di ne-6-car boxyl ate, 2-di nethyl am no-e

(RS) - 2- (2 4-RPemd B ophmyth)ersgmﬁvabcmmypng,rapn) 7- 20

(RS) - 2- (2 6- Fophen ogeh FhalegERy | ) - 7- et hyl -

5Ht hi azol o[ 3, 2- a] pyri m di ne- 6- car boxyl ate, 2-di net hyl am no- et hyl

5H-t hi azol o[ 3, 2- a}pCompodndsdn Gecmdines with cdaimdq and 2, wherein

2-di net hyl am no- et hyl

met hyl - 5Ht hiazol of 3, 2; b{%@ - 6- car boxyl ate and 2-di nmet hyl anm no- et hyl
(RS)- 2- (2, 4-i chl or oph%lg}ﬁl?%é ! J%F‘ﬁ&ﬁyphenw )-7-et hyl -

5H-t hi azepo[R22- a] pyri gAifies-G(CIHINOHHLE-

R3 signifies methoxy, chlorine or i-propoxy;
R4-R7 signify hydrogen; and
R8-R12 ignify hydrogen or chlorine.
15 4. The following compounds in accordance with claim 3:

2-Dimethylamino-ethyl (RS)-Z-(2,6Qdichlorophenyl)-S-(2-methoxyphenyl)—7-
methyl-5SH-thiazolo[3,2-a]pyrimidine-6-carboxylate,
2-dimethylamino-ethyl (RS)-2-(2,4-dichlorophenyl)-5-(2-methoxyphenyl)-7-
20 methyl-5H-thiazolo[3,2-aJpyrimidine-6-carboxylate,
2-dimethylamino-ethyl (RS)-2-(2,6-dichlorophenyl)-5-(2-chlorophenyl)-7-methyl-
S5H-thiazolo[3,2-a]pyrimidine-6-carboxylate,
2-dimethylamino-ethyl (RS)-2-(2,6-dichlorophenyl)-5-(2-methoxyphenyl)-7-ethyl-
5H-thiazolo[3,2-a]pyrimidine-6-carboxylate,
25 2-dimethylamino-ethyl (RS)-2-(2,6-dichlorophenyl)-5-(2-isopropybxyphenyl)-7-
methyl-5H-thiazolo[3,2-a]pyrimidine-6-carboxylate and
2-dimethylamino-ethyl (RS)-2-(2,4-dichlorophenyl)-5-(2-methoxyphenyl)-7-ethyl-
5H-thiazolo[3,2-a]pyrimidine-6-carboxylate.

30 5. Compounds of the general formula

* c L M S *



S 5. A nedi canent containing a conpound according.to any .one of
clains 14 and a therapeutically inert exciféent. 6. ?HmegﬂmrgAs BEEN
accordance with claim5 for the control or preventipn of gppypgERnd/ or
chroni c neurol ogi cal disorders such as restricted bk o1 :

ed by

D

bypass 10 operations or transplants,gipoop bl ood supply to the brain,
arrest hypogl ycaem a, Al zhei nmer's g€ RNLJ ngt on' s chor eaThis/Shé&:t Has Been Replaced
denentia caused by AIDS, eye injuri Es, r At by, cognitive dLEH!‘H!"M!III Ill
I di opat hi ¢ par ki nsoni sm or par ki n 2g” Dy nedi canent s
conditions which lead to glutamate ddficif functions, such . 0.

ey ingontinence, nicotine:
addi ction, psychoses, opiate addiction, an vomting, chronic pain,
dyski nesi a and depressions. 7. A process for the manufacture of conpounds
according to any one of claim1-4 as well as of pharnaceutically acceptable
salts thereof, which progess conprises 20 reacting a conpound of the
wherein R1-R12 have the significances given in claim1, 5 and, if desired,
converting a conpound of formula | into a pharmaceutically acceptable salt.
8. Conpougds in agcX fhedictmbhtidontlimhss cdhpoudaticcorlitaite ahy bdloPAGiMsdi-Agnd @ 2
process in accordance with claim?7.

spinal cord injuries, head injuries, ki a cause by pregnancy, cardi ac

nmuscl e spasns, 15 convul sions, mgrai &,

formula [err] 25 wWheremR'R hayerthesigniticancesseefasth intelaimdr nul a 26 [err]
therapeutically inert excipient.

7. A medicament in accordance with claim 6 for the control or prevention of acute
and/or chronic neurological disorders such as restricted brain function caused by bypass
10 operations or transplants, poor blood supply to the brain, spinal cord injuries, head injuries,
hypoxia cause by pregnancy, cardiac arrest, hypoglycaemia, Alzheimer’s disease, _
Huntington’s chorea, ALS, dementia caused by AIDS, eye injuries retinopathy, cognitive
disorders, idiopathic parkinsonism or parkinsonism caused by medicaments as well as
conditions which lead to glutamate deficiency functions, such as e.g. muscle spasms,
15 convulsions, migraine, urinary incontinence, nicotine addiction, psychoses, opiate

addiction, anxiety, vomiting, chronic pain, dyskinesia and depressions.

8. A process for the manufacture of compounds according to any one of claim 1-4
as well as of pharmaceutically acceptable salts thereof, which process comprises
20

reacting a compound of the formula

25 with an g-bromo-acetaldehyde of the formula

* c L-- H s *



10

15

26
R® Br
12
R CHO
R1 1 R9

THIS SHEET HAS BEEN

REPLACED

_This Sheet Has Been Refil aced

(T

wherein R1-R12 have the significances given in claim 1,

and, if desired, converting 2 compound of formula I into a pharmaceutically acceptable salt.

9. Compounds in accordance with claims 1-4, when manufactured according to a

process in accordance with claim 8.

10. Compounds in accordance with claims 1-4 for the control or prevention of

acute and/or chronic neurological disorders.

11. The use of compounds in accordance with any one of claims 1-4 in the control

or prevention of illnesses and, respectively, for the production of corresponding

medicaments.

12. The invention as herein described.
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