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DE2408906 describes styrylpyrazolopyrimidinones which can be employed as

antimicrobial and anti-inflammatory agents for the treatment of, for example, oedema.

OBJECTIVE OF THE INVENTION

Changes in the substitution pattern of pyrazolopyrimidinones resuit in interesting
changes concerning biological activity, respectively changes in the affinity towards

different target enzymes.

Therefore it is an objective of the present inventiondisclosure to provide compounds as herein
described, in particular in the claims, that effectively modulate PDESA for the
purpose of the development of a medicament, in particular in view of diseases or

conditions, the treatment of which is accessible via PDESA modulation.

It is another objective of the present inventiondisclosure to provide compounds that are useful

for the manufacture of a medicament for the treatment of CNS disorders.

Yet another objective of the present inventiendisclosure is to provide compounds which show a

favourable safety profile.

Another objective of the present inventiondisclosure is to provide compounds that have a
favourable selectively profile in favour for PDE9A inhibition over other PDE family
members and other pharmacological targets and by this may provide therapeutic

advantage.

Yet another objective is to provide such a medicament that may not only serve for
treatment but also for prevention or modification of the corresponding disease or

condition.

The present inventiondisclosure further provides a pharmaceutical composition comprising a
compound as herein described, in particular in the claims, and a pharmaceutically

accepiable carrier.



The present inventioadisclosurs further provides a method of the treatment of any of the
conditions as described herein in a mammal in need of such treatment, preferably a
human, comprising administering fo the mammal a therapeutically effective amount

of a compound as herein described, in particular in the claims.
The present inventiondisclosure further provides a compound as herein described, in particular

in the claims, for use in a method of treatment of the human or animal body by

therapy.

‘In a first aspect, there is provided a compound according to general formula (1)

0O
H\E\E N
O N . )
N
3
R R’ Hc
with

He being tetrahydropyranyl-,

whereby one or more carbon ring atom(s) thereof optionally may be substituted by

‘one or by two substituents independently selected from the group of fluorine, NC-,
F3C-, HF,C-, FH,C- F3C-CHg-, Cy.galkyl-, C1-alkyl-O- and up to one carbon ring

atom may be substituted with oxo;

R being the group

V=W —=
wherein

W is selected from the group of phenyl or heteroaryl;




V is selected from the group of phenyl or heteroary;
- is the binding point by which W is attached to the CR?R> group in formula (1);

wherein W and V independently of each other opticnally may be substituted by one

or more substituents selected from the group of fluorine, chlorine, bromine, C+_g-alkyl-
, F3C-, HF2C-, FHaC- F3C-CHgp-, F3C-O-, HF2C-0-, Ca y-heterocycloalkyl-, H-O-Cy.
g-alkyl-, Cq_g-alkyl-O-Cq.g-alkyl-, Cs.7-cycloalkyl-O-C_g-alkyl-, Cs_7-cycloalkyl-Cy.
s-alkyl-O-C.g-alkyl-, phenyl-O-C4g-alkyl-, benzyl-O-Cqg-alkyl-, H-O-, Cqs-alkyl-O-,
Ca_7-cycloalkyl-O-, Cs7-cycloalkyl-C1.5-alkyl-O-, phenyl-O-, benzyl-O-, N-
morpholinyl, and NC-;

R being selected from the group of H-, fluorine, F3C-, HF2C-, FH,C- and Cq.z-alkyl-,
preferably R® being H;

R® being selected from the group of H-, fiuorine, F3C-, HF,C-, FH,C- and Cq_3-alkyl-,
preferably R® being H.

In a second aspect, there is provided a compound as defined above in form of a salt

thereof, preferably in form of a pharmaceutically acceptable salt thereof.

In a third aspect, there is provided a compound as defined above for use as a

medicament.

Ha



In a fourth aspect, there is provided a compound as defined above for use in a

method for the treatment of a disease that is accessible by the inhibition of PDES.

In a fifth aspect, there is provided a compound as defined above for use in a method
for the treatment, amelioration or prevention of cognitive impairment being related to

perception, concentration, cognition, learning or memory,

preferably in patients that suffer from age-associated learning and memory
impairments, age-associated memory losses, vascular dementia,
craniocerebral trauma, stroke, dementia occurring after sirokes (post stroke
dementia), post-traumatic dementia, general concentration impairments,
concentration impairments in children with learning and memory problems,
Alzheimer's disease, Lewy body dementia, dementia with degeneration of the
frontal lobes, including Pick's syndrome, Parkinson's disease, progressive
nuclear palsy, dementia with corticobasal degeneration, amyotropic lateral
sclerosis (ALS), Huntington's disease, multiple sclerosis, thalamic
degeneration, Creutzfeld-Jacob dementia, HIV dementia, epilepsy, temporal

lobe epilepsy, schizophrenia with dementia or Korsakoff's psychosis,

more preferably cognitive impairment being related with Alzheimer’s disease
and more preferably cognitive impairment being related to learning or memory

in patients suffering from Alzheimer’s disease.

in a sixth aspect, there is provided a pharmaceutical composition comprising a
compound as defined above and a pharmaceutical carrier, optionally in combination

with another active ingredient.

In a seventh aspect, there is provided a pharmaceutical composition as defined

above for the treatment of a condition as defined above.
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DETAILED DESCRIPTION OF THE PRESENT INVENTION

The compounds of the present invention are characterised by general formula (l).

O
Hey \
ol N o,
N
R’ R’ Hc

5  with the following definitions (substituents may be printed in bold for better reading).

Substituent He is defined by the foliowing definitions ti,gi, whereby the index i

describes the order of preference, ascending from _tjﬁ to more preferably (i.e. _i_jl"gz),
and so on:

10 He"
Hc is tetrahydropyranyl-,

whereby one or more carbon ring atom(s) thereof optionally may be substituted by

one or - where appropriate - by one or two substituents independently selected from

6c
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Claims

1. A compound according to general formula (1)

O
H\N
N
RZ . ! /N (E),
N
3
R™ R He
with
He being tetrahydropyranyl-, sreferably-d-tetrabydropyranyl;

whereby one or more carbon ring atom(s) thereof optionally may be substituted by

one or by two substituents independently selected from the group of fiuorine, NC-,
F3C-, HF,C-, FHyC- F3C-CHy-, Crg-alkyl-, Cyg-alkyl-C- and up to one carbon ring

atom may be substituted with oxo;

R' being the group
V—W—x
wherein

W is selected from the group of phenyl or heteroaryl;

V is selected from the group of phenyl or heteroaryl;

1 paeyy gfes  (F%-
I IESEI =R ER1=1] AFE
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- is the binding point by which W is attached to the CR?R® group in formula (1);

wherein W and V independently of each other optionally may be substituted by one
or more substituents selected from the group of fluorine, chiorine, bromine, Cqg-alkyl-
, F3C-, HF2C-, FHC- FaC-CHy-, FaC-0-, HFC-0-, Ca.7-heterocycloalkyl-, H-O-Cy.
g-alkyl-, Cqg-alkyl-O-C4_g-alkyl-, Ca.7-cycloalkyl-O-C4_g-alkyl-, Cs.7-cycloalkyl-C.
3-alkyl-0-C4g-alkyl-, phenyl-O-Cqg-alkyl-, benzyl-O-C4g-alkyl-, H-O-, Cq.g-alkyl-O-,
Cs-7-cycloalkyl-O-, Cs.7-cycloalkyl-C4.3-alkyl-O-, phenyl-O-, benzyi-O-, N-
morpholinyl, and NC--srelerably-by-a-substitueni-selectedfrom the group-of- flucHns;
shlorine-bremine -Gy g-allodF O R C-CHo - B G-0- - HEC-0

Gy p-heterosysloalicpl S g-allked-0--C geysloallep-0--Cg s-ayvcloaliofd-CHo- O ary
CHo-O-anrd NC-;

R> being selected from the group of H-, fluorine, F3C-, HF,C-, FH,C- and Cq.z-alkyl-,
preferably R? being H;

R® being selected from the group of H-, fluorine, F3C-, HF,C-, FH,C- and Cq.z-alkyl-,
preferably R being H.

2. A compound according to claim 1, wherein

Hc being tetrahydropyranyl-,-preferabiyd-telrahydronrany

whereby one or more carbon ring atom(s) thereof optionally may be substituted by

one or two substituents independently selected from the group of fluorine, NC-, F3C-,
HF2C-, FH2C- F3C-CHy-, Cyg-alkyl-, Cqg-alkyl-O- and up to one carbon ring atom

may be substituted with oxo;

R being the group

243



10

I5

20

25

V—W—=
wherein

W is selected from the group of phenyl or a heteroaryl, said heteroaryl being selected
from the group of oxadiazolyl, triazolyl, pyrazolyl, furanyl, pyridyl, pyrimidyl and
pyridazinyl,

V is selected from the group of phenyl or heteroaryl, said heteroaryl being selected
from the group of oxadiazolyl, triazolyl, pyrazolyl, pyrrolyt, furanyl, pyridyl, pyrimidyil
and pyridazinyl,

fomrostogrer ol g o bt e oo o f Slem T3 g monif] £ AAS  apihs eI
R g\.lﬂ Ry T l..iiy F ol G b et EE S T sl LRE] 1] Vist

b
attachment noint ot YWin the SRS o in foreanta 0N
VAR FUIEEY Fiy ¥ ® L4 3 L ¥ H 1A Tepsl E‘ ,}i

wherein W and V independently of each other optionally may be substituted by one

or more substituents selected from the group of fluorine, chlorine, bromine, C4_5-alkyl-
, F3C-, HF2C-, FHoC- F3C-CHg-, F3C-0O-, HF2C-O-, Cs.7-heterocycloalkyl-, H-O-C;.
g-alkyl-, Cs.g-alkyl-O-Cqg-alkyl-, Cs 7-cycioalkyl-O-C4_g-alkyl-, Ca.7-cycloalkyl-C4_
s-alkyl-O-Cqg-alkyl-, phenyl-O-C, g-alkyl-, benzyl-O-C4.g-altkyl-, H-O-, C4.g-alkyl-O-,
Ca.7-cycloalkyl-O-, Cs.7-cycloalkyl-C_3-alkyl-O-, phenyl-O-, benzyl-O-, N-

morpholinyi, and NC-peaferashs-bva-substivarl-selegiad o the grour o fucsing
ng:%ﬁgsgme by e i Sl [ 71 N S ST VG g ] P SR 20 TR & 1 S

g 7 T T Gl L% PP ) gy = T 5

trn p-betoreoycloalon— G g-alied-G- eyclaghed-0--0g sravsloallod-GHo- 0 sy
-0 and MG~

R? being selected from the group of H-, fluorine, F3C-, HF,C-, FH2C- and Cy.s-alkyl-,
preferably R? being H;R3 being selected from the group of H-, fluorine, F5C~, HF,C-,
FHoC- and Cq.z-alkyl-, preferably R® being H.
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3. A compound according to anv of the claims 1 or 2. wherein

He is d-detrahvdronvranvi-,

43. A compound according to claim 1 or 3, wherein

He being tetrahydropyranyl-,

whereby one or more carbon ring atom(s) thereof optionally may be substituted by

one or two substituents independently selected from the group of fluorine, NC-, F5C-,
HFC-, FHoC- F3C-CHy-, Cyg-alkyl-, Cys-alkyl-O- and up to one carbon ring atom

may be substituted with oxo;

R being the group
V—W -
wherein

W is selected from the group of phenyl or a heteroaryl, said heteroaryl being selected

from the group of pyridyl, pyrimidyl and pyridazinyt,

V is selected from the group of phenyl or heteroaryl, said heteroary! being selected
from the group of oxadiazolyl, triazolyl, pyrazolyl, pyrrolyi, furanyl, pyridyl, pyrimidyi
and pyridazinyl,

£ big b fombveet of Sl D e tBiom e BRE e by Sl ey e B g o RRE Lo dfoy
Tt [ ¥ =) 3 % L ¥ e el W h bl b E [ E TR L% e H e £ L] Eaar B
£ ¥ ! -

o bd uhp cmbonohn £ OYRE to 2l ﬁngg gr{}la@ iy “ﬂ::“!{%?tﬂ“‘k i'f\’

e EEF TFLE ¥
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wherein W and V independently of each other optionally may be substituted by one
or more substituents selected from the group of fluorine, chlorine, bromine, Cq_g-alkyl-
, FaC-, HFC-, FH2C- F3C-CHo-, F3C-0-, HF,C-0-, Ca.7-heterocycloalkyl-, H-O-Cy.
g-alkyl-, Cq_g-alkyl-O-C4_g-alkyl-, C3.7-cycloalkyt-O-C4_g-alkyl-, Cs_y-cycloalkyl-C;.
3-alkyl-O-Cqg-alkyl-, phenyl-O-Cy g-alkyl-, benzyl-O-C4_g-alkyl-, H-O-, Cqg-alkyl-O-,
Cs-y-cycloalkyl-O-, Ca.7-cycloalkyl-Cq.3~alkyl-O-, phenyil-O-, benzyl-O-, N-
morpholinyl, and NC-;-preferably by-s-substiluent-sslested from-the-group-of-flustine,

8 n

H )
ata: s”_,g% i i E:: E::: - (w\é—-é - b—gf £ ; L—!Fﬁ{‘ [} ,

Gy p-heteresyeloativ- O g-alkyl-0--C4 s-oyvcioalivd-0--Cyp goystoaliod Ol O—ary

e Y ot B
L ae 40X [Ye R Swaay y

R? being selected from the group of H-, fluorine, F3C-, HF2C-, FH,C- and Cq.z-alkyi-,
preferably R? being H;

R® being seiected from the group of H-, fluorine, F3C-, HF,C-, FH,C- and Cq.z-alkyl-,
preferably R® being H.

54. A compound according to claim 1 or 3, wherein

He being tetrahydropyranyl-,

whereby one or more carbon ring atom(s) thereof optionally may be substituted by
one or two substituents independently selected from the group of fluorine, NC-, FaC-,
HE2C-, FHC- F3C-CHy-, Cyg-alkyl-, C4.g-alkyl-O- and up to one carbon ring atom

may be substituted with oxo;
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¥ being the group
V--W—+
wherein

W is selected from the group of phenyl or pyridinyl,

V is selected from the group of phenyl or heteroaryl, said heteroaryl being selected
trom the group of oxadiazolyl, triazolyl, pyrazolyl, furanyl, pyridyl, pyrimidyl and
pyridazinyl,

rak i Hao e o 9 necifion J‘:W it A eenaikio
1= L BRI A=Y T UF =4 LI 3 Mﬁgﬁxﬁ?}%; i AR Fb b e

e .
FERT_ e e b Fevenes o AN
gt e i

wherein W and V independently of each other optionally may be substituted by one

or more substituents selected from the group of fluorine, chlorine, bromine, Cq_g-alkyl-
, F3C-, HF2C-, FHRC- FaC-CHg-, F3C-O-, HF,C-O-, Cy.7-heterocycloalkyl-, H-O-C4.
g-alkyl-, Cq_g-alkyl-O-Cq_g-atkyl-, C3.7-cycloalkyl-O-Cy_g-alkyl-, Ca_7-cycloalkyl-Cy.
s-alkyl-O-Cq_g-alkyl-, phenyl-O-C4g-alkyl-, benzyl-O-C4 g-alkyl-, H-O-, C4_g-alkyl-O-,
Cs.7-cycloalkyl-O-, Cs.7-cycloalkyl-Cs_s-alkyl-O-, phenyl-O-, benzyl-O-, N-

\ ) . e . C
morpholinyl, and NC-,ssefe ~by-o-substitvent-salested-from-the-grous of Huorin
P e ran Fovpe frme e B I W s AT Y S R % L S
o P ; Al YTy 7 - U Ml TR 2 7
+ - : i
@%_3. oborarsaedaetlas - f\imé Len gl 7Y 5 fey n%é{}r% £y . o 5 lovadlodaCld S . rﬁ
1
CH-G—and NC~
frvgnsren et b BAS ol i et oy il e et fo S enimibevemy e lle s eves g
& H H .y ki 13 E\M"U\l’ Vtﬁihy R s 4 H [ 34 E\.‘&K LA™ 3 fy
SN s T o s Ergenes g sl bl pen b e b ead oy od B e revi ey evh Fe e kbt oy
S iy & M}? i TnRRF Py N R R e T v E ¥ T 3 4 ¥ Ay hE LT ey
WE‘:%‘ i | T e % T T Y U Vot e e A T T B 1 pod o bty et : e s SIS
s u B I3 YE».}Q (=51} i 13 R " E T o g b 13 TEIEY %:5 e Wk
bt [ S SO 3 ™ ried BT
HG P ; i "
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R? being selected from the group of H-, fluorine, F3C-, HF,C-, FHyC- and Cy.s-alkyl-,
preferably R? being H;

R being selected from the group of H-, fluorine, F3C-, HF.C-, FH,C- and Cq.s-alkyl-,
preferably R® being H.

6. A compound according o any of claims 1 to b wherein

W oand V independently of each other optionally may be subsiituted by one or more

subsiituents sslectad from the group of fluoring, chiorine, bromine, Cie-alkyl, FiC-,
FoC-CHy-, F3C-0- MFC-0-, Cor-heterocyeioalkyl-, Cisalkylk-O-, Cog-cycloalkyl-G-
Casg-cycloalkyl-CHo-0O, aryl-CHe-0- and NC-.

7. A compound according to claim 5, wherain

W and V independently of sach other oplionally may be substibutad by one or more

subsiituents selected from the group of fluorine. chiorine, HsC- FaC- CHs0- N-

morpholinyl, and NC-.

8 A compound according o olaim B, wherain

W and V independently of each other optionally mav be substituted by one or mors

substituents selecied from the group of fluorine, HaC- =30~ CH0O- and NC-.

9&. A compound according to claim 1 or 3, wherein

He being tetrahydropyranyl-,

whereby one or more carbon ring atom(s) thereof optionally may be substituted by

one or two substituents independently selected from the group of flucrine, NC-, F5C-,
HF2C-, FHoC- F3C-CHy-, Cqg-alkyl-, Cq.g-alkyl-O- and up to one carbon ring atom

may be substituted with oxo;

R’ being the group

V=W
248



wherein

W is selected from the group of phenyl or pyridyl,

V is selected from the group of phenyl or heteroaryl, said heteroaryf being selected

from the group of oxadiazolyl, triazolyl, pyrazolyl, pyrrolyt, furanyt, pyridyl, pyrimidyt -
and pyridazinyl,

Mopratorabbois stioched-atihe S position-ot Wowbersby the dposiion of Whis the

2
s hdem i s e ey e | SRS Eem the £ gg“ Pt
T B e TFE ot I3 (S T ™3
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13 ¥ ‘Drf
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wherein W optionally may be substituted by one or more substituents selected from
the group of fluorine, chlorine, bromine, H;C-, F3C-, CH;0- and NC-, preferably

selected from the group of fiuorine, chiorine and F1C-;

and wherein V optionally may be substituted by one or more substituents selected
from the group of fluorine, chiorine, HaC-, tert-butyl-, F3C-, CH30-, cyclobutyloxy-, N-
morpholinyl, benzyl-O- and NC-;

R being selected from the group of H-, fluorine, F3C-, HF,C-, FHoC- and Cy_z-alkyl-,
preferably R? being H;

R being selected from the group of H-, fluorine, F3C-, HF,C-, FHoC- and Cq_z-alkyl-,
preferably = being H.

108. A compound according to claim 1 or 3, wherein

Hc being tetrahydropyranyl-,

whereby one or more carbon ring atom(s) thereof optionally may be substituted by

one or two substituents independently selected from the group of fluorine, NC-, F5C-,
HFC-, FHoC- F3C-CHy-, Cqg-alkyl-, Cy_g-alkyl-O- and up to one carbon ring atom

may be substituted with-oxo;

R’ being the group

V=W~
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wherein

W is phenyl whereby W optionally is substituted by a fluorine, chlorine or F5C-;

V is heteroaryl being selected from the group of oxadiazolyl, triazolyl, pyrazolyl,

pyrrolyl, furanyi, pyridyl, pyrimidyl and pyridazinyl, whereby

V optionally is substituted by 1 to 4, preferably 1 or 2, more preferably 1 substituent
independently of each other selected from the group of fiuorine, chiorine, H:C-, tert-

butyl-, F3C-, CH30-, cyclobutyloxy-, N-morpholinyl, benzyl-O- and NC-,

V is attached at the 2 position of W, whereby the 1 position of W is the attachment
point of W to the CR*R® group in formula (1);

R? being selected from the group of H-, fluorine, F3C-, HF,C-, FH,C- and Cq.z-alkyl-,
preferably R? being H;

R? being selected from the group of H-, fluorine, F5C-, HF,C-, FHoC- and Cy_z-alkyl-,
preferably R being H.

114, A compound according to claim 1, wherein

He being 4-tetrahydropyranyi-,

whereby each carbon ring atom thereof optionally may be substituted by one or two
substituents independently selected from the group of fiuorine, NC-, F3C-, HF,C-,
FH2C- F3C-CHo-, Ci.g-alkyl-, Cyg-alkyl-O- and up to one carbon ring atom may be

substituted with oxo,

presf, fyhng fofen Buesimen oyenens shyendidy oheny ] frrml sl ey gemem ey gl
K [ [~ BRI [ A a4 = R e }"
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R being the group
V—W—x
wherein

W is selected from the group of phenyl or pyridinyl,

V is selected from the group of pheny! or heteroaryl, said heteroary! being selected

from the group of oxadiazolyl, triazolyl, pyrazolyl, furanyl, pyridyl, pyrimidyl and
pyridazinyl,

R3]

L ¥4 bnler pom mbbes oo ool o f o ryensifione oo SR 4k rle oo fhe mesibioyes LT o
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L
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wherein W and V independently of each other optionally may be substituted by one

or more substituents selected from the group of fiuorine, chiorine, bromine, C4.g-alkyl-

, F3C-, HF2C-, FHoC- F3C-CHy-, F3C-0O-, HF,C-0-, Cs.7-heterocycioalkyl-, H-O-C4.
g-alkyl-, Cq.g-alkyl-O-C;_g-alkyl-, C3.7-cycloalkyl-O-C4.g-atkyl-, Cs.7-cycioalkyl-Cs.
s-alkyl-O-C4_g-alkyl-, phenyl-O-Cq.g-alkyl-, benzyl-0-C4g-alkyl-, H-O-, C4.g-alkyl-O-,
Cs.7-cycloalkyl-O-, Ca.7-cycloalkyl-C4.s-alkyl-O-, phenyl-O-, benzyi-O-, N-

morpholinyl, and NC- -preterably by-a substifuant s 2d-from-the-grovs-of- fluorins
fadempipm  mieemime fiom  £7 H | T it g LEES £ 2
RFETT A e iy 3 g Rl ey O L e P R e T i y
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R? being selected from the group of H-, fluorine, F3C-, HF,C-, FH2C- and Cy_s-alkyl-,
preferably R? being H;

R’ being selected from the group of M-, fluorine, F3C-, HF,C-, FH>C- and C4.s-alkyl-,
preferably R’ being H.

12, A compound sccording to claim 11 wherein

W oand V independently of each other optionally may be substituted by ane or more

substituents selected from the group of fluorine, chiorine, bromine, Cig-alkyl, Fal-
FoC-CHp-, FaG-0-, HF.C-O- Cap-heterocydloaikyvl-. Cre-alkyl-0-, Cse-cvcinalleghO-
Cagroveloalkyl-CHo-O-, arvi-CHo-0- and NC-

13. A compound according to caim 11, wherein

W oand V independently of each other ootionally mav be substituted by one or more

substituents selected from the group of fluorine, chiorine, M-, FsC-, OH0-, N-

morgholinyl, and NC-,

L

14, A compound according o claim 11, whersin

W oand ¥ independently of sach other oniionally mav be subsitituted by one or more

substituents selectsd from the group of flucrine, HaC-, FoC-. CHaC- and NC-.

158, A compound according to claim 1, wherein

He being 4-tetrahydropyranyl-,

whereby each carbon ring atom thereof optionally may be substituted by one or two

substituents independently selected from the group of fluorine, NC-, F3C-, HF2C-,

252



FH2C- F3C-CHy-, Cyg-alkyl-, Cqs-alkyl-O- and up to one carbon ring atom may be

substituted with oxo,

ryretes ekt & byesbrmes s prseg thyedisy o Fendrrm by ged ey LT a s I
T ¥ EFF & 0 [y ¥ ‘:‘1 = EE LFL e L T AL tL’Y )

R’ being the group
V—W s
wherein

W is selected frorn the group of phenyl or pyridyi,
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V is selected from the group of phenyl or heteroaryl, said heteroaryl being selected
from the group of oxadiazolyl, triazolyl, pyrazolyl, pyrrolyl, furanyl, pyridyl, pyrimidyl
and pyridazinyl,

o ds 2 2 By g o od Elom T8 oo it pn oo £ BRE gl e b s il s itioures YAF
E vl y Tk, i b 3 o B E Foe N FRY ) £ L 3 LA o %3 E-..f ) L3 L]

Mol byt E ERT & 2R3 T TR v i
- A3 g wavas 4 ot iSani T
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wherein W optionally may be substituted by one or more substituents selected from
the group of fluorine, chiorine, bromine, HiC-, F3C-, CH3;0- and NC-, preferably

selected from the group of fluorine, chlorine and F3C-;

and wherein ¥ optionally may be substituted by one or more substituents selected
from the group of fluorine, chlorine, HiC-, terf-butyl-, FaC-, CH30-, cyclobutyloxy-, N-
morpholinyl, benzyi-O- and NC-;

R? being selected from the group of H-, fluorine, F3C-, HF,C-, FH,C- and Cy_3-alkyi-,
preferably R® being H;

R® being selected from the group of H-, fluorine, F3C-, HF,C-, FH,C- and C.s-alkyl-,
preferably R being H.

188, A compound according to claim 1, wherein

He being 4-tetrahydropyranyl-,

whereby each carbon ring atom thereof optionally may be substituted by one or two

substituents independently selected from the group of fluorine, NC-, F3C-, HF,C-,
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FHoC- F3C-CHy-, Cqg-alkyl-, Cy.g-alkyl-O- and up to one carbon ring atom may be

substituted with oxo,

R’ being the group
V=W =
wherein

W is phenyl whereby W optionally is substituted by a fluorine, chlorine or F3C-:

V is heteroaryl being selected from the group of oxadiazolyl, triazolyl, pyrazolyl,

pyrrolyl, furanyl, pyridyl, pyrimidyl and pyridazinyl, whereby

V optionally is substituted by 1 to 4, preferably 1 or 2, more preferably 1 substituent
independently of each other selected from the group of fluorine, chiorine, H,C-, tert-

butyl-, F3C-~, CH30-, cyclobutyloxy-, N-morpholinyl, benzyl-O- and NC-,

V is attached at the 2 position of W, whereby the 1 position of W is the attachment
point of W to the CR?R? group in formula (I);

H

R being selected from the group of H-, flucrine, F3C-, HF,C-, FH.C- and Cy_s-alkyl-,
preferably R? being H;

R® being selected from the group of H-, fluoring, F3C-, HF,C-, FHoC- and Cq.3-alkyl-,
preferably R® being H.
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17 A compound according to any of the claims 11 10 16, wharein

He is unsubstituted 4-tetrahvdropyranyvi-.

18, A compound sceordino o anvofthe claims 1109, 11 o 15 af‘sd 17, wherein

W is attached gt the Z position of W, whereby the 1 poasition of W is the attachment

point of W o the CRPR® group in formuia (1),
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124. A compound according to claim 1, whereby the compound is selected from the

group of:
0!
T\
= = ’
| NN
Na @
o : :
0

o
O
HN
Ny Y
'\ F
N N
= | @
X o) ) ;
0
o HN
LN Eﬁ‘“
2 N
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2. A compound sooording o claim 1 of Ihe formuls




h

10

22 A compound according to olaim 1 of the following formula

25 A compound according to olaim 1 of the following formula
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26 A compound sccording 1o claim 1 of the folowing formeds

0
HN N
=N S ’N
| NT N
| QN @
' 0

27, A compound according to claim 1 of the following formula

e

29 A compound according o claim 1 of the following formuls
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3044 A compouhd acéording to any of claims 1 to 2844 in form of a salt thereof,

preferably in form of a pharmaceutically acceptable salt thereof.

¥

3142 A compound according to any of claims 1 to 3044 for use as a medicament ;

mrentermiabe s o g rs il e ey Epm £ g b e ® B0 et o e
g.] ] Mi-/le'}' E et T ] T ¥k S Ben [y R0 R ey H T A " B3 b
r Lonpenhln g o P aayaya) o L TN e L s AT Y LN Ty & Fpe sy o g & o
f«f WF}' A L4 R A |33 WAy 3 13 Gt CEFHE EE IV e R 1 [ [ A DT
v bbb fgn o gl frynz Thue dam b iimislo y =iEg
KESAE Yot L) BT bor TE TEL L] L% 3 pra—

32, A compound according to claims 1 1o 30 for use in 2 method for the treatment of

a disease that is accessible by the inhibition of PDES,
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343, Hee-ofeh compound according to any of claims 1 fo 30 for use in 2 methodddtis

he-manuiacty erelet apt for the treatment, amelioration or prevention of
cognitive impairment being related to perception, concentration, cognition, learning or

memory,

preferably in patients that suffer from age-associated learning and memory
impairments, age-associated memory losses, vascular dementia,
craniocerebral trauma, stroke, dementia occurring after strokes {post stroke
dementia), post-traumatic dementia, general conceniration impairments,
concentration impairments in children with learning and memory problems,
Alzheimer's disease, Lewy body dementia, dementia with degeneration of the
frontal lobes, including Pick's syndrome, Parkinson's disease, progressive
nuclear palsy, dementia with corticobasal degeneration, amyotropic lateral
sclerosis (ALS), Huntington's disease, multiple sclerosis, thalamic
degeneration, Creutzfeld-Jacob dementia, HIV dementia, epilepsy, temporal

lobe epilepsy, schizophrenia with dementia or Korsakoff's psychosis,

more preferably cognitive impairment being related with Alzheimer’s disease
and more preferably cognitive impairment being related to iearning or memory

in patients suffering from Alzheimer's disease.

344. Pharmaceutical composition comprising a compound according to any of claims
1 to 3044 and a pharmaceutical carrier, optionally in combination with another active

ingredient.

345, Pharmaceutical composition according to claim 314 for the treatment of a

condition as defined by claims 3132 to -+ 313,
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