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(57) Anotace:

Farmaceuticka kompozice, kterd obsahuje kombinaci derivatu
triazaspiro- [5.5]undekanu obecného vzorce I, kde maji
v3echny symboly stejné vyznamy jako v pozdg&jsi definici,
jeho kvarterni amoniovou siil nebo jeho N-oxid, nebo jeho
netoxickou sil s alespoii jednim inhibitorem isozymu 3A4
cytochromu P450 a/nebo alespoii jednim inhibitorem P-
glykoproteinu. Vysledna farmaceuticka kompozice obsahujici
vy$e zmin&nou kombinaci ma zvy$enou biologickou
dostupnost sloudeniny obecného vzorce I a miiZe byt ucinng
pouZita jako oraln{ &inidlo pii 1€€b& rliznych chorob.
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Lé%ivo obsahujici kombinaci triazaspiro[5.5]undekanového
derividtu s inhibitorem isozymu 3A4 cytochromu P450 a/nebo

inhibitorem P-glykoproteinu

Oblast techniky

Vynédlez se tyka

(1) farmaceutické kompozice, kterd obsahuje jako dG¢innou
sloZku kombinaci triazaspiro[5.5]undekanového derivéatu

obecného vzorce I1:

Rf o)
N R3 )
R'—N Iy 0
N
g ¥

(kde maji v&echny symboly stejné vyznamy 3jako v niZe
uvedené definici), jeho kvarterni amoniové soli nebo jeho
N-oxidu nebo jeho netoxické soli s inhibitorem isozymu 3A4

cytochromu P450 a/nebo inhibitorem P-glykoproteinu; a

(2) G&inné 1latky pro prevenci a/nebo 1é&&bu ruznych

zandtlivych onemocn&ni, astmatu, atopické dermatitidy,
kop¥ivky, alergickych  onemocnéni (alergické  broncho-
pulmondlni aspergildzy, alergické eozinofilni gastro-

enteritidy), nefritidy, nefropatie, hepatitidy, artritidy,
chronického artikuldrniho revmatizmu, psoridzy, rinitidy,
konjunktivitidy, ischemického reperfidzniho poranéni,
roztroudSené sklerdzy, ulcerativni kolitidy, syndromu akutni
respiradni tisn&, &oku doprovdzeného bakteridlni infekci,

diabetu mwellitus, autoimunitniho onemocnéni, odhojeni
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transplantdtu, imunosuprese, rakovinovych metastdz, AIDS a

HIV, kterd obsahuje kombinované 1é&ivo jako G&innou slozku.

Dosavadni stav techniky

Biologickd dostupnost (dédle oznacovana jako BA) je
definovédna jako ,relativni mnoZstvi a rychlost G¢inné
slo¥ky, kterd je dopravovéna do systemicky cirkulujici krve
za G&elem podani G&inné latky"“. Obecné& plati, Ze v p¥ipadé

oralniho poddni G&inné latky je dile%ité hodnotit BA, ktera

znadnou mérou ¥idi G&innost a bezpelnost G&inné latky.

Ordln& podand G&innd latka je absorbovéna buﬁkami
epitelu z intestindlniho lumenu a po pruchodu jatry se
dostava do systemické cirkulujici krve. Faktory pro
stanoveni BA oradlniho p¥ipravku tedy zahrnuji rychlost
absorpce z intestindlniho lumenu do bun&k epitelu, rychlost
vyloudeni metabolické ztraty v butikdch epitelu intestindl-
niho traktu a rychlost vyuZiti v jatrech. Pro zvySeni BA
ordlniho p¥ipravku je tedy diuleZité zvysit absorpci G&inné
latky a vyloulit G&inek prvniho prichodu v tenkém st¥fevu a

v jatrech.

V poslednich letech se do popredi z&jmu dostala jako
faktor, ktery ovliviiuje b&hem procesu, kdy se ordlné& podana
4%inna latka absorbuje do systemicky cirkulujici krve z
traviciho traktu, udast cytochromu P450 isozymu 3A4 (dale
oznadovan jako CYP 3A4) na metabolizmu a vynéd8eni G&inné
latky z bun&k epitelu do lumenu pomoci P-glykoproteinu
(déle oznalovan jako P-gp), ktery je proteinem membrénového
transportu. Tyto proteiny maji podobnou specificitu pro
substrat a pravdépodobné& spolelné ptisobi jako bariera pro

absorpci d&inné latky.
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Pokud jde o humadnni P450, potom je t¥eba konstatovat,
Ye se v nejvét3im mnoZstvi exprimuje nadrodina CYP3A, o
které se predpokléddd, Ze participuje na metabolizmu vice
ne¥ jedné poloviny v soufasné dob& pouZivanych 1lédiv,
ptiemZ p¥ibliZn&€ 30 % pY¥edstavuje P450 jater a 70 % nebo
vice predstavuje P450 tenkého st¥eva. VE&tSinu nadrodiny
CYP3A exprimovand v jéatrech a tenkém st¥evé dospé€lych osob
tvo¥i CYP3A4. Exprimované mnoZstvi CYP3A v tenkém st¥evé je
p¥ibli¥n& 10 % a%¥ 50 % mnoZstvi exprimovaného v jatrech,
prifem¥ jak exprimované mnoZstvi, tak aktivita se sniZuji

sm&rem od vy&8ich k ni%8im oblastem tréviciho traktu.

Obecn& je znadmo, ¥e po podédni mnoZiny G&innych latek,
které inhibuji CYP3A4 nebo které maji tvorit substrat pro

P

CYP3A4, se v disledku interakce 0Zinné latky koncentrace

specifické G&inné latky vyznamng zvysi.

Krom& toho je P-gp ATP-dependentnim transportnim
nosidem, ktery se exprimuje v plazmové membréné a, Vv
rakovinovych bufikdch, které ziskavaji multirezistenci va&i
a¢innym latkém, a ktery se podili na vynageni
protinddorového  &inidla vné&  bunék. P-gp se navic
neexprimuje pouze v rakovinovych buiikdch, ale rovnéZ v celé
¥ad®& normdlnich tkani, nap¥iklad v travicim traktuy,
ledvinidch a hematoencefalické barié¥e, ptifemZ v tenkém
st¥evu se exprimuje v membrdn& strany bun€k epitelu
orientované do lumenu a sehrava urditou dlohu p¥i vynéZeni
4%inné latky z bund&k epitelu do lumenu. PYedpoklada se
tedy, ¥e Gi¢innd latka, kterd mad byt substratem pro P-gp, je

vzhledem k mechanizmu P-gp vynéfeni G&inné latky vyludovéana

z vnit¥ni strany bun&k a brani absorpci.

pokud jde o vyde uvedend fakta japonska patentova

p¥ihlégka JP-A-9-508623 popisuje, Jako zplisob zesileni
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biologické dostupnosti orélnich farmaceutickych p¥ipravky,
zptisob, p¥i kterém se spoledn& podévad biologicky G¢inna
14tka obsahujici farmaceutickou sloueninu a supresor pro
CYP3A4 nebo supresor pro membranovy transport mediovany
P-gp. Popis ukazuje p¥iklad, kde je  metabolizmus
cyklosporinu A u &lové&ka potladen jeho pouZitim v kombinaci
s ketokonazolem, ktery je inhibitorem CYP3A4. Nicméné& Zadny

dal®i specificky pfiklad zde popsén neni.

Na druhé stran& popisnd &&st mezindrodni patentové
p¥ihlasky WO 01/40227 popisuje, Ye sloudenina obecného
vzorce I, jejl kvarterni amoniovad sul nebo jeji N-oxidu,
nebo jeji netoxickd sil potlaluje G&inek chemokinu/chemo-

kinového receptoru (CCR) a je tedy pou%itelnd pro prevenci

a/nebo 1é%bu ruznych z&dn&tlivych onemocnéni, astma,
atopické dermatitidy, kopZivky, alergickych onemocnéni
(alergické bronchopulmonédlni aspergilézy, alergické

eozinofilni gastroenteritidy), nefritidy, nefropatie, hepa-
titidy, artritidy, chronického artikularniho revmatizmu,
psoridzy, rinitidy, konjunktivitidy, ischemického reper-
fdzniho porandni, roztroudené sklerdézy, ulcerativni koli-
tidy, syndromu akutni respiradni tisn&, Soku doprovazeného
bakteridlni infekci, diabetu mellitus, autoimunitniho

onemocnéni, odhojeni transplantédtu, imunosuprese, rakovino-

v§ch metastéz a AIDS.

zZvygeni biologické dostupnosti 1é&&iv p¥i klinickém
pou?iti ma obrovsky vyznam jak z hlediska léka¥ského, tak z
hlediska ekonomického. sloudenina obecného vzorce I ma
oridlni aktivitu a je pom&rné& pouzitelnou sloudeninou ve
smyslu preventivniho a terapeutického ¢&inidla pro ruzné
choroby diky tomu, Ze potlaluje G&inek CCR. Vzhledem k vySe

uvedenému byl zahdjen vyzkum zam&feny na zvygeni biologické




e e LA XX 2 LA
L]

*
(AR X 2

01-0462-04-Ma

[ XX X}
[ XX K3
XIXYY
ssee
ecee
.

3
ssoe
scoe

dostupnosti slouleniny obecného vzorce I p¥i ordlnim

podéani.

Podstata vyndlezu

Provedl se intenzivni vyzkum, ktery potvrdil, Ze
sloudenina obecného vzorce I je metabolizovédna 2zejména CYP
3A4 a pouzivd se jako substridt pro P-gp. RovnéZ se
potvrdilo, Ze pokud se sloudenina obecného vzorce I pouzije
spoledné s ketokonazolem, coZ je inhibitor P-gp a inhibitor
CYP 3A4, potom koncentrace sloufeniny obecného vzorce I v
plazm& vzroste. Dale se potvrdilo, Ze pokud se sloudenina
obecného vzorce I pouZije spolelné& s cyklosporinem A nebo
d-a-tokoferylpolyethylenglykolem 1000 sukcindtem (dale
oznadovanym jako TPGS), ktery je inhibitorem P-gp, potom se

prostupnost sloufeniny obecného vzorce I jako G&inné latky

ZvgEL .

Potvrdilo se tedy, Z%e podanim sloucCeniny obecného
vzorce I v kombinaci s alespoil jednim inhibitorem CYP 3A4
a/nebo alespoii jednim inhibitorem P-gp, lze zvysit
biologickou dostupnost sloudeniny obecného wvzorce I, coZ
predstavuje podstatu p¥edklddaného vyndlezu. Tato fakty
byla potvrzena prvné. Sloudeninu obecného vzorce I lze tedy
G&inn& pouZit jako ordlni pripravek p¥i 1é&c&b& vySe

popsanych onemocnéni.

Zejména AIDS, které je zplsobeno HIV infekci, je
jednim z onemocnéni, pro které se v poslednich letech hleda
velmi intenzivné& 1é%ebnd metoda. U anti-HIV G&innych latek,
které jsou do soulasné doby komercné dostupné existuji t¥i
druhy, tj. inhibitory HIV protedzy, inhibitory nukleosidové

reverzni transkriptézy a inhibitory ne-nukleosidové
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reverzni transkriptédzy. P¥i anti-HIV terapii, se terapii
vyuZivajici jedinou G&¢innou latku zménila na kombinovanou
terapii pouZivajici dva p¥ipravky a ta se dale zménila na
kombinovanou terapii, kterd pro 1léfbu pouZivad t¥i nebo
Ety¥i p¥ipravky. Principem anti-HIV terapie je v soulasné
dob& to, %e se v raném stadiu, pfed tim neZz si virus
vytvo¥i  rezistenci  vi&i  G¢inné  latce, se  provadi
kombinovand terapie na kontinudlni bazi. Neddvné zjisténi,
%e alkoliv neni moZné touto terapii virus zcela potladit,
dochdzi co moZnid nejvét3imu potladeni rlGstu viru, a 1lze
tedy olekédvat, Ze se timto zabradni sniZeni poltu CD4-
pozitivnich bunék a imunosupresivni funkce tak =zistane
zachovédna. Krom& toho je silnéd suprese rustu viru dileZité
pro prevenci expresse viru s rezistendni mutaci vaéi G&inné

latce.

Sloudenina podle wvynédlezu obecného vzorce I, jeji
kvarterni amoniovad sl nebo jeji N-oxid nebo jeji netoxické
sl ¥idi G&inek CCR a tim 1é&1 HIV infekci. V soulasné dobé
neexistuje Z&a4dnad komerdné& dostupnd anti-HIV UGdinn& latka,
kterd by potlafovala HIV infekci vySe popsanym mechanizmem.
Z vyse uvedeného vyplyvé, Ze tuto latku lze rovné€Z pouZit u
pacientd trpicich HIV, u kterych jiZ% neni jiné preventivni

a/nebo 1é8ebné &¢inidlo pro HIV infekci G&inné.

Potvrdilo se, %Ze pokud se sloulenina obecného vzorce I
a inhibitor HIV protedzy pouZiji spolecn&, potom se
koncentrace slouleniny obecného vzorce I v plazmé zvysi.
Lze tedy odekdvat, Ze lé&ivo obsahujici soucasné slouleninu
obecného vzorce I a inhibitor HIV protedzy bude mit

dodatedny/synergicky G&inek vi&i HIV infekci.
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Z vy8e uvedeného vyplyva, Ze poskytnuti G&inné latky
podle vyndlezu je velmi uZitelné pro vyvoj U&inné metody

pro lé¢bu HIV infekce.
Vynalez se tyké

(1) farmaceutické kompozice, Kkterd obsahuje jako
G&innou sloZku kombinaci triazaspiro[5.5]undekanového deri-

vadtu obecného vzorce I:

Rﬁ 0
: N R3
R'—N e 0
N
o) R?

kde R' znamena

(1) atom vodiku,

(2) alkylovou skupinu s 1 aZ 18 atomy uhliku,

(3) alkenylovou skupinu se 2 aZ 18 atomy uhliku,

(4) alkynylovou skupinu se 2 aZ 18 atomy uhliku,

(5) -CORS,

(6) -CONR'R®,

(7) -COOR?,

(8) -SO,R,

(9) -COCOOR™,

(10) -CONR'2COR™?,

(11) Cycl nebo

" (12) alkylovou skupinu s 1 aZ 18 atomy uhliku, alkenylovou
skupinu se 2 a¥ 18 atomy uhliku nebo alkynylovou skupinu se
2 a¥ 18 atomy uhliku substituované 1 aZ 5 substituenty
p¥ipadn& zvolenymi z (a) atomu halogenu, (b) -CONR'R®, (c)
-COOR®, (d) -OR*, (e) -SRY®, (f) -NR™R'Y, (g) -NR'™COR'’, (h)
-SO,NR?°R?! (i) -OCOR?*?, j§) -NR**SO,R**, (k) -NR*COOR?®,
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(1) -NR?*’CONR?**R??, (m) Cycil, (n) ketoskupiny nebo
(o) -N(SO;R**),, kde
R® a¥ R?, va1 a¥% R*, R*®, R?® a R? a% R? ka¥dy nezivisle
znamena
(1) atom vodiku,
(2) alkylovou skupinu s 1 a% 8 atomy uhliku,
(3) alkenylovou skupinu se 2 a% 8 atomy uhliku,
(4) alkynylovou skupinu se 2 aZ 8 atomy uhliku,
(5) Cycl, nebo
(6) alkylovou skupinu s 1 aZ 8 atomy uhliku, alkenylovou
skupinu se 2 a% 8 atomy uhliku nebo alkynylovou skupinu se
2 a%¥ 8 atomy uhliku substituované 1 a%¥ 5 substituenty
p¥ipadn& zvolenymi =z (a) Cycl, (b) atomu halogenu,
(¢)  -OR*°, (d)  -Sr*, (e)  -NR¥R*, (£)  -COOR™,
(g) -CONR*R®*®, (h) -NR®’COR®®>, (i) -NR*’SO;R*® nebo j) -
N (S0,R*%),, nebo
R” a R®, R?® a R?*, R*® a R?, uvaZ¥ované spolelng&
znamenaji 1) alkylenovou skupinu se 2 a% 6 atomy uhliku,
2) -(C2-6 alkylen)-0-(C2-6 alkylen)-, 3) -(C2-6 alkylen)-S-
-(Cc2-6 alkylen)- nebo 4) -(C2-6 alkylen)-NR*®-(C2-6 alky-
len) -, kde R znamend atom vodiku, alkylovou skupinu s 1
a¥ 8 atomy uhliku, fenylovou skupinu nebo alkylovou skupinu
s 1 a% 8 atomy uhliku substituované fenylovou skupinou, kde
R, R??, R** a R®® znamenaji kaZdy nezévisle
(1) alkylovou skupinu s 1 aZ 8 atomy uhliku,
(2) alkenylovou skupinu se 2 a%Z 8 atomy uhliku,
(3) alkynylovou skupinu se 2 a% 8 atomy uhliku,
(4) Cycl, nebo
(5) alkylovou skupinu s 1 a% 8 atomy uhliku, alkenylovou
skupinu se 2 a¥ 8 atomy uhliku nebo alkynylovou skupinu se
2 a¥ 8 atomy uhliku substituované 1 aZ 5 substituenty
ptipadn& zvolenymi =z (a) Cycl, (b) atomu halogenu,

(c) -OR%?, (d) -SR*, (e) -NR3*?R33, (f) -COOR**,
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(g) -CONR?°R?¢, (h) -NR*’COR??, (i) -NR?*’SO,R*°®  nebo
k) -N(SO;R*’);, kde

R*® a¥ R*7 a R*° znamenaji ka¥dy nezévisle, atom vodiku,
alkylovou skupinu s 1 aZ 8 atomy uhliku, Cycl nebo
alkylovou skupinu s 1 aZ 8 atomy uhliku substituovanou
Cycl', nebo

R a R%*®, uvafované spoledn&, znamenaji 1) alkylenovou
skupinu se 2 a¥% 6 atomy uhliku, 2) -(C2-6 alkylen)-0-(C2-6
alkylen)-, 3) -(C2-6 alkylen)-S-(C2-6 alkylen)- nebo
4) -(C2-6 alkylen)-NR'-(C2-6 alkylen)-, kde R'*® znamena
atom vodiku, alkylovou skupinu s 1 aZ 8 atomy uhliku,
feﬁylovou_skupinu nebo alkylovou skupinu s 1 aZ 8 atomy
uhliku substituovanou fenylovou skupinou,

R*® a R*® znamenaji ka¥dy nezdvisle alkylovou skupinu s
1 aZz 8 atémy uhliku, Cycl nebo alkylovou skupinu s 1 aZ 8
atomy uhliku substituovanou Cycl, p¥idemZ

Cycl znamenéd C3-15 mono-, bi- nebo tri- (kondenzovany
nebo spiro)karbocyklicky kruh nebo t¥idlenny a¥ patnécti-
¢lenny mono-, bi- nebo tri—(kondenzovan? nebo spiro) -
cyklicky heterokruh obsahujici.l az 4 atomy‘dusiku, 1 a% 3
atémy kysliku a/nebo 1 aZ 3'atomy giry, kde miZe byt Cycl
pfipadn& substituovén 1 a%¥ 5 R°', prifem%

RS! znamen4
) alkylovou skupinu s 1 a¥ 8 atomy uhliku,
) alkenylovou skupinu se 2 aZ 8 atomy uhliku,
) alkynylovou skupinu se 2 a¥ 8 atomy uhliku,
atom halogenu,

' nitroskupinu,

(
(
(
(
(
(
(

PG e ) W © 2 ™ ~ N €S B O B

)
)
) trifluormethylovou skupinu,
) trifluormeﬁhoxyskupinu,

(8) nitrilovou ékupinu,

(9) ketoskupinu,

(10) Cyc2
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(11) -ORrR®*?,
(12) -SR®,
(13) -NR%R5S,
(14) -COOR®¢,
(15) -CONR®*’R®®,
(16) -NR5°COR®?,
(17) -SO,NR®R®?,
(18) -OCOR®?,
(19) -NR®*SO;R®?,
(20) -NR®$COOR®’,
(21) -NR®®CONR®°R’°,
(22) -B(OR™)
(23) -SO0;R"?,
(24) -N(S0;R™),
(25) -S(0)R”? nebo
(26) alkylovou skupinu s 1 aZ 8 atomy uhliku, alkenylovou
skupinu se 2 aZ 8 atomy uhliku nebo alkynylovou skupinu se
2 a% 8 atomy uhliku substituované 1 aZ 5 substituenty
p¥ipadné& zvolenymi z (a) atomu halogenu, (b) Cyc2,
(c) -OR®?, (d) -SR®3, (e) -NR®*R®5, (f) -COOR®*® (g) -CONR®*'R®?,
(h) -NR®°COR®®, (i) -SO,NR®R®?), G) -OCOR®®, (k) -NR®*SO,R®®,
(1) -NR®®COOR®”, (m) -NR®®CONR®’R’’, (n) -B(OR™),, (o) -SO,R"?,
(p) -N(SO,R™),, (q) -S(O)R’ nebo (r) ketoskupiny, kde

R%2a% R®* R® R® a R®® a¥ R’ znamenaji kaZdy nezavisle
) atom vodiku, 2) alkylovou skupinu s 1 aZ 8 atomy uhliku,
3) alkenylovou skupinu se 2 a%Z 8 atomy uhliku,
) alkynylovou skupinu se 2 a% 8 atomy uhliku, 5) Cyc2,
6) -OR’®, nebo 7) alkylovou skupinu s 1 aZ 8 atomy uhliku,
alkenylovou skupinu se 2 aZ 8 atomy uhliku nebo alkynylovou
skupinu se 2 a¥ 8 atomy uhliku substituované Cyc2, -OR”,
-COOR"* nebo -NR”°R’° nebo

R%7 a R®®, R®* a R®?, R®® a R"?, uvaZované spole&né&,

znamenaji 1) alkylenovou skupinu se 2 aZ 6 atomy uhliku, 2)
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-(C2-6 alky-len)-0-(C2-6 alkylen)-, 3) -(C2-6 alkylen)-S-
-(C2-6 alky-len)- nebo 4) -(C2-6 alkylen)-NR"-(C2-6 alky-
len) -, kde R’ znamend atom vodiku, alkylovou skupinu s 1
a%? 8 atomy uhliku, fenylovou skupinu nebo alkylovou skupinu
s 1 aZ 8 atomy uhliku substituovanou fenylovou skupinou,

R R® R a R znamenaji ka%¥dy nezavisle
1) alkylovou skupinu s 1 aZ 8 atomy uhliku, 2) alkenylovou
skupinu se 2 aZ 8 atomy uhliku, 3) alkynylovou skupinu se 2
a¥ 8 atomy uhliku, 4) Cyc2 nebo 5) alkylovou skupinu s 1 aZz
8 atomy uhliku, alkenylovou skupinu se 2 a% 8 atomy uhliku
nebo alkynylovou skupinu =se 2 aZ 8 atomy uhliku
substituované Cyc2, -OR”, -COOR’ nebo -NR’°R®,

R® a¥ R’® znamenaji nezdvisle atom vodiku, alkylovou
skupinu s 1 a% 8 atomy uhliku, Cyc2 nebo alkylovou skupinu
s 1 a¥ 8 atomy uhliku substituovanou Cyc2, p¥idemZz

Cyc2 ma& stejny vyznam jako Cycl, p¥idemZ Cyc2 miZe byt
pripadn& substituovidn 1 a%¥ 5 R”’, kde

R”” znamen&

) alkylovou skupinu s 1 aZ 8 atomy uhliku,
2) atom halogenu,
3) nitroskupinu,
4) trifluormethylovou skupinu,
5) trifluormethoxyskupinu,

6) nitrilovou skupinu,

7) -OR’%,

8) —NR79R8°,
9) -COOR®?,
10) -SR%,

11) -CONR®’R®*,

12) alkenylovou skupinu se 2 aZ 8 atomy uhliku,
13) alkynylovou skupinu se 2 aZ 8 atomy uhliku,
14) ketoskupinu,

15) Cycs,
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16) -NR*©'COR'®?,

17) -SO,NR'€*R*®*,

18) -OCOR®®,

19) -NR'©°S0,R*®7,

20) -NR©®COOR™®?,

21) -NR 170COR171R172,

22). -SO,R'73,

23) -N(SO,R®"),,

24) -S(0)R'”® nebo

25) alkylovou skupinu s 1 a¥ 8 atomy uhliku, alkenylovou
skupinu se 2 a% 8 atomy uhliku nebo alkynylovou skupinu se

2 a¥ 8 atomy substituované 1 a% 5 substituenty ptipadné

zvolenymi z (a) atomu halogenu, (b) -OR’®, (c) -NR°R%,
(d) -COOR®, (e) -SR%®, (f) -CONR®R®, (g) ketoskupiny,
(h) Cyc6, (i) -NR*COR?, U) -SONR'™R™*, (k) -OCOR™®%,
(1) -NR166802R167, (m) _NR16BCOOR169, (n) —NR17°COR171R172, (o)

-80,RY® (p) -N(SO,R*®"), nebo (q) -S(O)R'?, kde

R7® a¥ R84, R16L a3 R164 R166, R168 5 R0 g% R'72 znamenai 1
ka¥dy nezadvisle (a) atom vodiku, (b) alkylovou skupinu s 1
a¥ 8 atomy uhliku, (c) alkenylovou skupinu se 2 az 8 atomy
uhliku, (d) alkynylovou skupinu se 2 aZz 8 atomy uhliku, (e)
cyc6, (f) -ORY* nebo (g) alkylovou skupinu s 1 aZ 8 atomy
uhliku, alkenylovou skupinu se 2 az 8 atomy uhliku nebo
alkynylovou skupinu se 2 aZ 8 atomy uhliku substituované
Cyc6, -OR*¢, -COOR'®, -NR'°R'"7 nebo -CONR'"®R*"® nebo

R% a R®, R a R, RY a R', uvaZované spolelng&,

znamenaji 1) alkylenovou skupinu se 2 aZ 6 atomy uhliku, 2)

-(C2-6 alky-len)-0-(C2-6 alkylen)-, 3) -(C2-6 alkylen)-S-
-(C2-6 alky-len)- nebo 4) -(C2-6 alkylen)-NR™°-(C2-6 alky-
len) -, kde R® znamen&d atom vodiku, alkylovou skupinu s 1

a¥ 8 atomy uhliku, fenylovou skupinu nebo alkylovou skupinu

s 1 a¥ 8 atomy uhliku substituovanou fenylovou skupinou,
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, , R a R znamenaji ka¥dy nezéavisle (a)
alkylovou skupinu s 1 aZ 8 atomy uhliku, (b) alkenylovou
skupinu se 2 aZ 8 atomy uhliku, (¢) alkynylovou skupinu se
2 a¥ 8 atomy uhliku, (d) Cycé nebo (e) alkylovou skupinu s
1 az 8 atomy uhlikﬁ, alkenylovou skupinu se 2 aZ 8 atomy
uhliku nebo alkynylovou skupiﬁu. se 2 a%¥ 8 atomy uhliku
substituované  Cycé, -OR*"™*, -COOR'"?, -NR*’*R*””  nebo
_CONR78R7® ,

R174 a¥% R'7 znamenaji ka%dy nezavisle 1) atom vodiku,
2) alkylovou skupinu s 1 aZ 8 atomy uhliku, 3) Cycé nebo
4) alkylovou skupinu s 1 aZ 8 atomy uhliku substituovanou

Cycé6, nebo

Rl78 R179 ,

a uva¥ované spoledn&, znamenaji 1) alkyle-
novou skupinu se 2 a% 6 atomy uhliku, 2) -(C2-6 alkylen)-O-
-(C2-6 alkylen)-, 3) -(C2-6 alkylen)-S-(C2-6 alkylen)- nebo
4) -(C2-6 alkylen)-NR*’-(C2-6 alkylen)-, kde R*® znamenéa
atom vodiku, alkylovou skupinu s 1 a¥? 8 atomy uhliku,
fenylovou skupinu nebo alkylovou skupinu s 1 aZz 8 atomy
uhliku substituovanou fenylovou skupinou,

Cyc6é znamené monokarbocyklicky kruh se 3 aZ 8 atomy
uhliku nebo t¥idlenny a¥ osmidlenny monocyklicky heterokruh
obsahujici 1 a% 4 atomy dusiku, 1 a¥ 2 atomy kysliku a/nebo
1 a¥ 2 atomy siry, p¥ilemz Cycé miZe byt p¥ipadné
substituovan 1 a% 5 R*®’, kde

R'®® znamena
(1) alkylovou skupinu s 1 az 8 atomy uhliku,
(2) atom halogenu,

(3) nitroskupinu,

) trifluormethylovou skupinu,
) trifluormethoxyskupinu,

(6) nitrilovou skupinu,

) _OR®? )

(8) _NR182R183
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(9) -COOR™®*
(10) -SR*®® nebo
(11) -CONR*®°R*®’
R*_R'®7 znamenaji ka%dy nezdvisle 1) atom vodiku,
2) alkylovou skupinu s 1 aZ 8 atomy uhliku, 3) fenylovou
skupinu nebo 4) alkylovou skupinu s 1 aZz 8 atomy uhliku
substituovanou fenylovou skupinou,
R g R'®® R a R', uvaZované spole&n&, znamenaji
1) alkylenovou skupinu se 2 az 6 atomy  uhliku,
2) -(C2-6 alkylen)-0-(C2-6 alkylen)-, 3) -(C2-6 alkylen)-S-
(C2-6 alkylen)- nebo 4) -(C2-6 alkylen)-NR *%°-(C2-6 alky-
len) -, kde R?*°® znamen&d atom vodiku, alkylovou skupinu s 1

a¥ 8 atomy uhliku, fenylovou skupinu nebo alkylovou skupinu

s 1 a¥ 8 atomy uhliku substituovanou fenylovou skupinou;

R? znamené
atom vodiku,
alkylovou skupinu s 1 aZ 8 atomy uhliku,

alkenylovou gkupinu se 2 aZz 8 atomy uhliku,

(1)
(2)
(3)
(4) alkynylovou skupinu se 2 aZ 8 atomy uhliku,
(5) -OR%?,
(6) Cyc3 nebo
(7) alkylovou skupinu s 1 aZ 8 atomy uhliku, alkenylovou
skupinu se 2 a% 8 atomy uhliku nebo alkynylovou skupinu se
2 a¥ 8 atomy uhliku substituované 1 aZ 5 substituenty
p¥ipadn& zvolenymi z (a) atomu halogenu, (b) -OR*®,
(¢) =-SR®, (d) -NR °*2R®), (e) -COOR®, (f) -CONR™R®®,
(g) -NR°7COR®®, (h) -SO.NR®R*®, (i) -OCOR'™, (j) -NR'?S0,R**
(k) -NR@*COOR®5, (1) -NR'™SCONR'*'R'®®, (m) Cyc3, (n) keto-
skupiny nebo (o) -N(SOR'®),,

R% a¥ R R Rr'™ a R' af R' znamenaji kaZdy
nezdvisle 1) atom vodiku, 2) alkylovou skupinu s 1 aZ 8

atomy uhliku, 3) alkenylovou skupinu se 2 aZ 8 atomy
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uhliku, 4) alkynylovou skupinu se 2 aZ 8 atomy uhliku, 5)
Cyc3 nebo 6) alkylovou skupinu s 1 a%Z 8 atomy uhliku,
alkenylovou skupinu se 2 aZ 8 atomy uhliku nebo alkynylovou
skupinu se 2 a¥ 8 atomy uhliku substituované Cyc3, nebo

R*® a R*, R®® a R RrR¥ a R', uvaZované spole&nég,
znamenaji 1) alkylenovou skupinu se 2 a% 6 atomy uhliku,
2) -(C2-6 alkylen)-0-(C2-6 alkylen)-, 3) -(C2-6 alkylen)-S-
-(c2-6 alkylen)- nebo 4) -(C2-6 alkylen)-NR?*%-(C2-6 alky-
len) -,

R*°! znamen&d atom vodiku, alkylovou skupinu s 1 aZ% 8
atomy uhliku, fenylovou skupinu nebo alkylovou skupinu s 1
a¥ 8 atomy uhliku substituovanou fenylovou skupinou,

R R 3 R'® znamenaji kaZdy nezavisle 1) alkylovou
skupinu s 1 a¥ 8 atomy uhliku, 2) alkenylovou skupinu se 2
a¥ 8 atomy uhliku, 3) alkynylovou skupinu se 2 aZ 8 atomy
uhliku nebo 4) Cyc3, nebo alkylovou skupinu s 1 az 8 atomy
uhliku, alkenylovou skupinu se 2 aZ 8 atomy uhliku nebo
alkynylovou skupinu se 2 a% 8 atomy uhliku substituované
Cyc3, Cyc3 mA stejny vyznam jako Cycl, p¥icemZz Cyc3 miZe
byt pripadné substituovén 1 a¥ 5 R'%’,

R ma stejny vyznam jako R°*;

R} a R* znamenaji kaZdy nezdvisle
(1) atom vodiku,
(2) alkylovou skupinu s 1 aZ 8 atomy uhliku,
(3) alkenylovou skupinu se 2 a%Z 8 atomy uhliku,
(4) alkynylovou skupinu se 2 a% 8 atomy uhliku,
(5) -COOR'Y?,
(6) _CONRY21R22 )
(7) Cyc4, nebo
(8) alkylovou skupinu s 1 aZz 8 atomy uhliku, alkenylovou
skupinu se 2 a%Z 8 atomy uhliku nebo alkynylovou skupinu se

2 a% 8 atomy uhliku substituované 1 aZ 5 substituenty
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p¥ipadné zvolenymi z (a) atomu halogenu, (b) nitrilovou
skupinu, (c) Cyc4, (d) -COOR™°, (e) -CONR'Y™@R'??, (f) -OR'??,
(g) —SR124, (h) —NR125R126, (i) -NR27COR?®, (5) ~SOZNR129R13°,
(k) -OCOR™!, (1) -NR™?80,R™?, (m) -NR™*COOR'?®,
(n) -NR¥2SCONR™®'R'3®, (o) -S-SR'¥°, (p) -NHC (=NH)NHR°,
(q) ketoskupiny, (r) -NR™°CONR™°COR™’ nebo (s) N(SO.R'?),,
RI20 g% R13°, R132 R R1% g% R® RM5 3 RM™® znamenaji
ka¥dy nezdvisle 1) atom vodiku, 2) alkylovou skupinu s 1 aZ
8 atomy uhliku, 3) alkenylovou skupinu se 2 aZz 8 atomy
uhliku, 4) alkynylovou skupinu se 2 aZ 8 atomy uhliku,
5) Cyc4 nebo 6) alkylovou skupinu s 1 aZ 8 atomy uhliku,
alkenylovou skupinu se 2 aZ 8 atomy uhliku, nebo
alkynylovou skupinu se 2 a% 8 atomy uhliku substituované
Cyc4, atom halogenu, -OR®, -gR™?, -COOR'®® nebo -NHCOR'
R¥?? g R'?2, R a R'3°, R¥7 a R'?, uva¥ované spole&ng,
znamenaji 1) alkylenovou skupinu se 2 a% 6 atomy uhliku, 2)
-(C2-6 alkylen)-0-(C2-6 alkylen)-, 3) -(C2-6 alkylen)-S-
-(C2-6 alkylen)- nebo 4) -(C2-6 alkylen)-NR?**-(C2-6 alky-
len) -, kde R?%? znamen&d atom vodiku, alkylovou skupinu s 1
a¥ 8 atomy uhliku, fenylovou skupinu nebo alkylovou skupinu
s 1 a¥ 8 atomy uhliku substituovanou fenylovou skupinou,
R, RI¥ RS R a RY™ znamenaji kaZdy nezédvisle
1) alkylovou skupinu s 1 a% 8 atomy uhliku, 2) alkenylovou
skupinu se 2 a% 8 atomy uhliku, 3) alkynylovou skupinu se 2
a¥ 8 atomy uhliku, 4) Cyc4 nebo 5) alkylovou skupinu s 1 az
8 atomy uhliku, alkenylovou skupinu se 2 a%Z 8 atomy uhliku
nebo alkynylovou skupinu se 2 a%¥ 8 atomy uhliku
substituované Cyc4, atomem halogenu, -OR™®, -sSR™®, -COOR'®®
nebo -NHCOR™!,
R™® znamend atom vodiku, -COOR? nebo -SO,R™Z,

R14l ai R143

znamenaji kaZdy nezavisle 1) alkylovou
skupinu s 1 a% 8 atomy uhliku, 2) alkenylovou skupinu se 2

a¥ 8 atomy uhliku, 3) alkynylovou skupinu se 2 aZ 8 atomy
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uhliku, 4) Cyc4 nebo 5) alkylovou gkupinu s 1 az 8 atomy
uhliku, alkenylovou skupinu se 2 a¥ 8 atomy uhliku nebo
alkynylovou skupinu se 2 a¥ 8 atomy uhliku substituované
Cycé4,

R1%® 5% R¥™° znamenaji ka¥dy nezdvisle 1) atom vodiku,
2) alkylovou skupinu s 1 aZ 8 atomy uhliku, 3) alkenylovou
skupinu se 2 aZ 8 atomy uhliku, 4) alkynylovou skupinu se 2
a¥% 8 atomy uhliku, 5) Cyc4 nebo 6) alkylovou skupinu s 1 aZ
8 atomy uhliku, alkenylovou skupinu se 2 a%Z 8 atomy uhliku
nebo alkynylovou skupinu se 2 a¥ 8 atomy uhliku
substituované Cyc4,

Cyc4 mad stejny vyznam jako Cycl, p¥idem? Cyc4 miZe byt
p¥ipadn& substituovédn 1 aZ 5 R™*

R4 mi stejny vyznam jako R, nebo

R® a R, uva¥ované spoledn&, znamenaji

RWO

L1M

R

kde R'™° a R znamenaji ka¥dy nezévisle stejny vyznam

jako R® nebo R*;

R® znamené

(1) atom vodiku,

(2) alkylovou skupinu s 1 aZ 8 atomy uhliku,

(3) Cyc5 nebo

(4) alkylovou skupinu s 1 a¥ 8 atomy uhliku substituovanou
Cych

kde Cyc5 ma stejny vyznam jako Cycl, a kde je Cych

pripadnd substituovan 1 aZ 5 R*€°
R0 ma stejny vyznam jako R,

jeho kvarterni amoniové soli, jeho N-oxidu nebo jeho

netoxické soli a
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alespofi jednoho z inhibitord isozymu cytochromu P 450

a/nebo alespoil jednoho z P glykoproteint,

(2) farmaceutické kompozice obsahujici kombinaci, ve
které se podavaji jako samostatnd farmaceutickd <&inidla
derivat triazaspiro[5.5]undekanu, jeho kvarterni amoniovou
sl nebo jeho N-oxid nebo jeho netoxickou sl a alespoinl
jeden inhibitor isozymu 3A4 cytochromu P450 a/nebo alespoil

jeden inhibitor P-glykoproteinu,

(3) farmaceutické kompozice obsahujici kombinace
podle odstavce (1), ve které jsou derivat triazaspiro-
[5.5]undekanu, jeho kvarterni amoniovad stl® nebo jeho
N-oxid nebo jeho netoxickd sul a alespoil jeden inhibitor
isozymu 3A4 cytochromu P450 a/nebo alespoil jeden inhibitor
P-glykoproteinu obsaZeny Jjako UG&inné sloZky v Jjediném

farmaceutickém p¥ipravku a

(4) ¢&inidla pro prevenci a/nebo 1é¢bu rlznygch

z&dn&tlivych onemocn&ni, astmatu, atopické dermatitidy,
kop¥ivky, alergickych  onemocnéni (alergické  broncho-
pulmondlni aspergildzy, alergické eozinofilni gastro-

enteritidy), nefritidy, nefropatie, hepatitidy, artritidy,
chronického artikuldrniho revmatizmu, psoridzy, rinitidy,
konjunktivitidy, ischemického reperfidzniho poranéni,
roztroufené sklerdzy, ulcerativni kolitidy, syndromu akutni
respiradni tisn&, Boku doprovédzeného bakteridlni infekei,
diabetu mellitus, autoimunitniho onemocné&ni, odhojeni
transplantdtu, imunosuprese, rakovinovych metastdz a AIDS,

které obsahuje farmaceutickou kompozici popsanou vyde v

odstavei (1).

Ze sloudenin podle vyndlezu obecného vzorce I jsou

vyhodnymi sloudeninami ty sloucdeniny, které jsou konkrétné

LN RN J
L E X X ]
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specifikovdny (jako specifické priklady) v popisnych
dastech mezindrodni patentové p¥ihladky WO 01/40227,
japonské patentové p¥ihlasky ¢&. 2001-079610 a japonské
patentové p¥ihl&sky &. 2001-160251.

Zvlasgtcé vyhodny sloudeninami jsou nésledujici
sloudeniny, tj. sloufenina 1 aZ sloudenina 96, Jejich.
kvarterni amoniové soli, jejich N-oxidy a jejich netoxické
soli. V nézvech nésledujicich sloudenin, R* a S*

neznamenaji absolutni polohy, ale pouze relativni polohy.
7v148t& vyhodnymi sloudeninami podle vynédlezu jsou:

Sloudenina 1

9—(3,S—dimethyl—1—fenylpyrazol—4—ylmethyl)—2,5—dioxo—3—(2-
-methyl—l—propyl)—1—propy1—l,4,9—triazaspiro[5.5]undekan

Sloudenina 2 (1)

9—(1,4—benzodioxan—G—ylmethyl)—l—butyl—3—cyklohexylmethyl—

2,5—dioxo—l,4,9—triazaspiro[5.5]undekan

Sloudenina 2(2)

1—butyl-3—cyklohexylmethy1—2,5—dioxo—9—(2—feny1imidazol-4—
—ylmethyl)—1,4,9—triazaspiro[5.S]undekan

Sloudenina 2 (3)

l—butyl—B—(2—methy1—l—propyl)—2,5—dioxo—9—(4—fenyloxy-
fenylmethyl)—1,4,9-triazaspiro[5.5]undekan

Sloudenina 2(4)

(BS)—2,5—dioxo—3-(2—methylpropyl)—9—(6—fenylhexyl)-1-
—propyl—l,4,9—triazaspiro[5.5]undekan
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Sloudenina 2 (5)

(3R)—2,5—dioxo—3—(2—methylpropyl)—9—(6-feny1hexy1)—1-
propyl—l,4,9—triazaspiro[S.S]undekan

Sloufenina 3 (1)

1—butyl-9—((3,5-dimethyl-1—feny1)44-pyrazoly1)methyl)—2,5—
—dioxo—3—(2—methyl—1—propy1)—1,4,9—triazaspiro[5.5]undekan

Slouenina 3 (2)

1—buty1—3-cyklohexylmethyl—2,5—dioxo-9—(4—fenyloxyfeny1—
methyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 3(3)

9—(1,4-benzodioxan—G—ylmethyl)—1—buty1—3—(2-methyl—1—
-propyl)~2,5—dioxo—1,4,9—triazaspiro[5.5]undekan

Sloudenina 3(4)

9—(4—benzyloxyfeny1methyl)—1—butyl—2,5—dioxo—3—(2—methy1—l—
—propyl)-1,4,9—triazaspiro[5.5]undekan

Sloudenina 4

1—buty1—2,5—dioxo—3-(2—methylpropyl)—9—(6-fenylhexyl)—

—1,4,9—triazaspiro[5.S]undekan

gloudenina 5(1)

(3S)—l—(2—methy1propyl)—2,5-dioxo—3—(4—(N>benzyloxy—
karbonyl)aminobutyl)—9—(2—fenylethyl)—1,4,9—triaza—

spiro[5.5]undekan
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Sloudenina 5(2)

(38) -1-propyl-2,5-dioxo-3- (4- (N-benzyloxykarbonyl) -
aminobutyl) -9- (2-fenylethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 5(3)

(3R) -1-propyl-2,5-dioxo-3- (4- (N-benzyloxykarbonyl) -
aminobutyl) -9- (2-fenylethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 5(4)

(38) -1-propyl-2,5-dioxo-3- (4- (N-benzyloxykarbonyl) -
aminobutyl) -9- (3-fenylpropyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 5 (5)

(3R) -1-propyl-2,5-dioxo-3- (4- (N-benzyloxykarbonyl)amino-
butyl) -9- (3-fenylpropyl) -1,4,9-triazaspiro[5.5]undekan

Sloulenina 5 (6)

(38) -1-propyl-2,5-dioxo-3- (4- (N-benzyloxykarbonyl)amino-
butyl) -9- (4-fenylbutyl) -1,4,9-triazaspiro[5.5]undekan

Slou&enina 5(7)

(3R) -1-propyl-2,5-dioxo-3- (4- (N-benzyloxykarbonyl)amino-
butyl) -9- (4-fenylbutyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 5(8)

(38) -1-benzyl-2,5-dioxo-3- (2-methylpropyl) -9-benzyl-1,4,9-

-triazaspiro[5.5]undekan
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Sloudenina 5(9)

(3R) ~1-benzyl-2,5-dioxo-3- (2-methylpropyl) -9-benzyl-1,4,9-

-triazaspiro[5.5]undekan

Sloudenina 5(10)

(38) -1-propyl-2,5-dioxo-3- (4- (N-benzyloxykarbonyl) amino-
butyl) -9- (2- (2-fenyl-5-methyloxazol-4-yl)ethyl)-1,4,9-tri-

azaspiro[5.5]undekan

Sloufenina 5(11)

(38) -1-propyl-2,5-dioxo-3- (4- (N- (2-chlorfenylmethyl) oxy-
karbonyl)aminobutyl) -9- (2-fenylethyl) -1,4,9-triazaspiro-
[5.5]undekan

Sloulenina 5(12)

(38) -1-propyl-2,5-dioxo-3-[3-(3-(2,4,6-trimethylfenyl-
sulfonyl)guanidino) propyl] -9- (2-fenylethyl) -1,4,9-triaza-

spiro[5.5]undekan

Sloudenina 6(1)

1—propyl—2,57dioxo—3—(2-methy1propyl)-9—(4—fenyloxyfenyl—
methyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 6(2)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-methoxyfenyl-
methyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 6 (3)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-allyloxyfenyl-
methyl)-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 6 (4)

(35)—1-propyl—9—(3,5—dimethyl-1—fenylpyrazol—4—ylmethyl)-
2,5—dioxo—3—(2—methyl~1-propyl)—1,4,9—triazaspiro[5.5]—

undekan

Sloudenina 6(5)

(3R)—1—propyl—9-(3,5—dimethyl—1—fenylpyrazol—4—ylmethyl)—
—2,5-dioxo—3—(2—methy1—1-propyl)—1,4,9—triazaspiro[5.5]—

undekan

Sloudenina 6(6)

l—butyl—2,55dioxo—3—(2-methy1propyl)-9—fenylmethyl—1,4,9—

-triazaspiro[5.5]undekan

Slquéenina 6(7)

l—butyl-2,5—dioxo—3—(2—methylpropy1)—9—benzyloxykarbonyl—

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 6(8)

l—butyl—z,5—dioxo—3—cyklohexylmethyl—9—benzyloxykarbonyl—

—1,4,9—triazaspiro[5.5]undekan

Sloudenina 6(9)

l—benzyl—Z,S—dioxo—B—(2—methylpropyl)—9—(4—fenyloxyfeny1—
methyl)—1,4,9—triazaspiro[5.5]undekan

gloudenina 6(10)

1—buty1—2,5—dioxo—3—propy1—9—(4—fenyloxyfenylmethyl)—1,4,9—

triazaspiro[5.5]undekan
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Sloudenina 6(11)

1-butyl-2,5-dioxo-3-methoxymethyl-9- (4-fenyloxyfenyl-
methyl)-1,4,9-triazaspiro[5.5]undekan

Sloulenina 6(12)

1- (1-methylpropyl) -2,5-dioxo-3- (2-methylpropyl) -9- (4-fenyl-
oxyfenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 6 (13)

1- (2-methylbutyl) -2,5-dioxo-3-(2-methylpropyl) -9- (4-fenyl-
oxyfenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 6(14)

1- (2-methylpropyl)-2,5-dioxo-3- (2-methylpropyl) -9- (4-fenyl-

oxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 6(15)

1- (2-dimethylaminoethyl) -2,5-dioxo-3- (2-methylpropyl) -9- (4-
-fenyloxyfenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 6(16)

1- (2-methoxyethyl) -2, 5-dioxo-3- (2-methylpropyl) -9- (4-fenyl-
oxyfenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 6(17)

1- (2-methylthiocethyl) -2,5-dioxo-3~- (2-methylpropyl) -9- (4-
~-fenyloxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 6 (18)

l-benzyl-2,5-dioxo-3- (2-methylpropyl) -9-(1,4-benzodioxan-6-
-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 6(19)

1-benzyl-2,5-dioxo-3- (2-methylpropyl) -9- (4-benzyloxyfenyl-
methyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 6(20)

l-benzyl-2,5-dioxo-3- (2-methylpropyl) -9-(3,5-dimethyl-1-
-fenylpyrazol-4-ylmethyl)-1,4,9-triazaspiro([5.5]undekan

Sloufenina 6(21)

1- (3-methylfenylmethyl)-2,5-dioxo-3~ (2-methylpropyl) -9-
-(1,4-benzodioxan-6-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 6(22)

1- (3-methylfenylmethyl) -2,5-dioxo-3- (2-methylpropyl) -9~
-(3,5-dimethyl-1-fenylpyrazol-4-ylmethyl)-1,4,9-triaza-

spiro[5.5]undekan

Sloudenina 6 (23)

1- (1-methylbutyl)-2,5-dioxo-3- (2-methylpropyl) -9- (4-fenyl-
oxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloulenina 6(24)

1- (3-methylbutyl)-2,5-dioxo-3- (2-methylpropyl) -9- (4-fenyl-
oxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 6 (25)

1-(2-methoxyfenylmethyl)-2,5-dioxo-3-(2-methylpropyl) -9-
-((3,5-dimethyl-1-fenyl) -4-pyrazolyl)methyl)-1,4,9-triaza-

spiro[5.5]undekan

Sloufenina 6(26)

1- (3-methoxyfenylmethyl) -2,5-dioxo-3-(2-methylpropyl) -9-
-((3,5-dimethyl-1-fenyl) -4-pyrazolyl)methyl)-1,4,9-triaza-

spiro[5.5]undekan

Sloudenina 6(27)

1- (2-methylfenylmethyl) -2,5-dioxo-3- (2-methylpropyl) -9-
-(3,5-dimethyl-1-fenylpyrazol-4-ylmethyl)-1,4,9-triaza-

spiro[5.5]undekan

Sloudenina 6(28)

1- (3-methylfenylmethyl) -2,5-dioxo-3- (2-methylpropyl) -9- (4-
-fenyloxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 6 (29)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (5-ethylthiofen-2-
-ylmethyl) -1,4,9-triazaspiro([5.5]undekan

Sloudenina 6 (30)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (5-ethylfuran-2-yl-
methyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 6(31)

(38) -1-butyl-2,5-dioxo-3-{(1R) -1-hydroxy-2-methylpropyl) -9-
- (4-fenyloxyfenylmethyl) -1,4,9-triazaspiro([5.5]undekan
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Sloudenina 6(32)

(3R) -1-butyl-2,5-dioxo-3- ((1S) -1-hydroxy-2-methylpropyl) -9-
- (4-fenyloxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 7

(38) -1-propyl-2,5-dioxo-3- (4- (N-benzyloxykarbonyl)amino-
butyl) -9-allyloxykarbonyl-1,4,9-triazaspiro[5.5]undekan

Sloufenina 8

(38) -1-propyl-2,5-dioxo-3- (4- (N-benzyloxykarbonyl) amino-
butyl)-1,4,9-triazaspiro[5.5]undekan

Sloulenina 8(1)

1-propyl-2,5-dioxo-3- (2-methylpropyl)-1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 9

1-butyl-2,5-dioxo-3- (2-methylpropyl)-1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 9(1)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 10

(38) -1-propyl-2,5-dioxo-3- (4- (N-benzyloxykarbonyl)amino-
butyl) -9- (4-dihydroxyboranefenylmethyl) -1,4, 9-triazaspiro-
[5.5]undekan
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Sloudenina 10(1)

(3S)-1-propyl—2,5—dioxo—3-(4—(N>benzyloxykarbonyl)amino—
butyl)—9~(1,3—benzodioxolan—4—ylmethyl)—1,4,9—triazaspiro-
[5.5]undekan

Sloudenina 11

1—buty1—2,5—dioxo—3—(2-methylpropyl)—9—(1—(1,4—benzodioxan—
-6-yl)ethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 11(1)

1—buty1—2,5—dioxo—3~(2—methy1propyl)—9—(1—(4—fenyloxy—
fenyl)ethyl)~1,4,9—triazaspiro[S.S]undekan

Sloufenina 12

1-butyl—2,5—dioxo—3—cyklohexylmethyl—9-(1—(l,4—benzodioxan—
-6—yl)ethyl)—1,4,9—triazaspiro[5.5]undekan

Sloulenina 13

(3S)—1—propyl—2,5-dioxo—3—(4—(N>benzyloxykarbony1)amino—
butyl)—9-ally1—1,4,9—triazaspiro[5.5]undekan

Sloudenina 14

(3S)—1—propyl—2,5—dioxo—3—(4—aminobuty1)—9—feny1ethy1—

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 15

(BS)—l-propyl—Z,S—dioxo-B—(4—(N—(4-feny1)fenylkarbonyl)f
aminobutyl)—9—feny1ethyl—1,4,9—triazaspiro[5.5]undekan
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Sloudenina 16

l-butyl-2,5-dioxo-3-cyklohexylmethyl-9-methyl-9-(1-(1,4-
-benzodioxan-6-yl)ethyl)-1,4,-diaza-9-azoniaspiro[5.5] -

undekan jodid

Sloudenina 17

(38) -3- (4- (N-benzyloxykarbonyl)aminobutyl) -2, 5-dioxo-9- (2-
-hydroxy-2-fenylethyl) -1-propyl-1,4,9-triazaspiro(5,5] -

undekan

Sloudenina 18

(38) -3~ (4- (N-benzyloxykarbonyl)aminobutyl) -2,5-dioxo-9- (2~
-oxo-2-fenylethyl) -1-propyl-1,4,9-triazaspiro[5,5]undekan

Slou&enina 19

(38) -1- (2-methylpropyl) -2,5-dioxo-3-methyl-9-allyloxy-

karbonyl-1,4,9-triazaspiro(5.5]undekan

Sloudenina 19(1)

(38) -1- (2-methylpropyl) -2,5-dioxo-3-methyl-9- (2-fenyl-
ethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 19(2)

(38) -1- (2-methylpropyl) -2,5-dioxo-3- (4~ (N-benzyloxy-
karbonyl) aminobutyl) -9- (2-fenylethyl) -1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 19(3)

(38) -1- (L-benzylpiperidin-4-yl)-2,5-dioxo-3-methyl-9-(2-
-fenylethyl)-1,4,9-triazaspiro[5.5]undekan
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Slou&enina 19 (4)

(38) -1- (1-benzylpiperidin-4-yl)-2,5-dioxo-3- (4- (N-benzyl-
oxykarbonyl)aminobutyl)—9—(2—fenylethyl)~1,4,9—triazaspiro—
[5.5]undekan

Sloudenina 19(5)

(38)-1-(2,2-difenylpropyl) -2,5-dioxo-3-methyl-9- (2-fenyl-
ethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 19 (6)

(38) -1- (2, 2-difenylpropyl) -2,5-dioxo-3- (4- (N-benzyloxy-
karbonyl)aminobutyl)—9—(2—fenylethy1)—1,4,9—triazaspiro—
[5.5]undekan '

Sloudenina 19(7)

(3S)—1—propy1—2,5~dioxo—3—(4—benzyloxyfeny1methyl)—9—(2~
-fenylethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 20

(38)—1-propyl—2,5—dioxo—3—(4—(benzylkarbonylamino)butyl)—9—
—(2,4,6—trimethoxybenzyl)—1,4,9-triazaspiro[5.5]undekan

Sloudenina 20(1)

(BS)—1—propy1-2,5—dioxo—3—(4—(benzylkarbonylamino)butyl)—9—
-(2,2-dimethylpropyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 21

(3S)—l—propyl—2,5—di0x0—3—(4—(benzylkarbonylamino)butyl)—9—
- (3-fenylpropanoyl)-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 21 (1)

(3S)—1—propyl—2,5—dioxo—3—(4—(benzylkarbonylamino)butyl)—9—

-benzensulfonyl-1,4,9-triazaspiro[5.5]undekan

Sloudenina 21(2)

(3S)—1—propyl—2,5—dioxo—3—(4-(benzylkarbonylamino)butyl)-9—

-benzylaminokarbonyl-1,4,9-triazaspiro[5.5]undekan

Sloulenina 22

(BS)—l—propyl—2,5—d10x0—3—(4—(3—fenylpropanoyl)aminobutyl)—
-9- (2-fenylethyl)-1,4,9-triazaspiro[5.5]undekan

Sloufenina 22 (1)

(35)—1—propyl—2,5—dioxo—3—(4-benzensulfonylaminobutyl)—9—
—(2—fenylethyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 22 (2)

(3S)—1—propy1—2,5—dioxo—3—(4—(N?benzylkarbamoyl)amino—
butyl)—9—(2—feny1ethyl)—1,4,9—triazaspiro[5.5]undekan

S8loufenina 23

1—cyklopropy1methy1—2,5—dioxo-3—(2—methylpropyl)—9-(4—fen—

oxyfenyl)-1,3,9-triazaspiro[5.5]undekan

Sioudenina 23(1)

1—(thiofen—2—y1methyl)—2,5—dioxo—3—(2—methy1propyl)—9—(4—

-fenoxyfenyl)-1,3,9-triazaspiro[5.5]undekan
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Sloudenina 24 (1)

(38) -1-butyl-2,5-dioxo-3- (4-methoxyfenylmethyl) -9-cyklo-
hexylmethyl-1,4,9-triazaspiro[5.5]undekan

Sloutenina 24 (2)

1-butyl-2,5-dioxo-3- (2-methylpropyl) -9-(2- (4-
chlorfenyl)thiofen—S—ylmethyl)—1,4,9—triazaspiro[5.5]-

undekan

Sloudenina 24 (3)

l—buty1—2,5-dioxo—3—(2—methylpropy1)—9—(2—(4—methoxyfenyl)—
thiofen-5-ylmethyl)-1,4,9-triazaspiro([5.5]undekan

Sloudenina 24 (4)

1- ((2E) -2-butenyl) -2,5-dioxo-3- (2-methylpropyl) -9- (4-fenyl-
oxyfenylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 24 (5)

1-(furan—2—ylmethyl)—2,5—dioxo—3-(2—methylpropyl)—9—(4—
—fenyloxyfenylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 24 (6)

1- (thiofen-2-ylmethyl) -2,5-dioxo-3- (2-methylpropyl) -9- (4-
—fenyloxyfenylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 24 (7)

1-cyklopropy1methyl—2,5—dioxo—3—(2—methylpropyl)—9—(4—
-fenyloxyfenylmethyl)—1,4,9—triazaspiro[5.5]undekan
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Sloudenina 24 (8)

1- (2-fluorfenylmethyl) -2, 5-dioxo-3- (2-methylpropyl) -9- (4-
—fenyloxyfenylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 24 (9)

1—(3—methyl—2—butenyl)—2,5—dioxo—3—(2—methylpropyl)-9—(4—
—fenyloxyfenylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 24 (10)

1—buty1—2,5-dioxo—3-(2-methylpropyl)—9—(chinolin—B-yl—
methyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (11)

l—butyl—2,5—dioxo—3—(benzyloxykarbonylmethyl)-9—(4—feny1-
oxyfenylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 24 (12)

1~(3—methyl—2—butenyl)—2,5—dioxo—3—cyklohexy1methy1-9—(1,4-
~benzodioxan—6-ylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 24 (13)

1—butyl—2,5—dioxo-3—cyklohexylmethyl—9—((2E)-3—feny1—2—
-propenyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 24 (14)

(BS)—1—butyl—2,5—dioxo—3~(1,1—dimethylethy1)—9—(4—fenyloxy-
fenylmethyl)—1,4,9—triazaspiro[5.5]undekan
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Sloudenina 24 (15)

(38) -1-butyl-2,5-dioxo-3-(1,1-dimethylethyl) -9-(1,4-benzo-
dioxan-6-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloufenina 24 (16)

1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4-methylthiazol-2-
-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (17)

l—butyl-2,5~dioxo—3-cyklohexylmethyl-9—(5-methy1thiazol—2—
-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (18)

1—buty1-2,5-dioxo—3—cyklohexylmethyl—9~(4—methylthiazol—2-
—ylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloud&enina 24 (19)

1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (5-methylthiazol-2-
-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (20)

(3R) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (1, 4-benzodi-
oxan-6-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Slou&enina 24 (21)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(1,4-benzodi-
oxan-6-ylmethyl)-1,4,9-triazaspiro[5.5]undekan




01-0462-04-Ma E

35

Sloudenina 24 (22)

(3R) -1-butyl-2,5-dioxo-3-((1R) -1-methylpropyl) -9- (4-fenyl-
oxyfenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (23)

(38) -1-butyl-2,5-dioxo-3-((18) -1-methylpropyl) -9- (4-fenyl-
oxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (24)

1- (2-butynyl) -2,5-dioxo-3- (2-methylpropyl) -9- (4-fenyloxy-
fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (25)

1-(2-butynyl)-2,5-dioxo-3-cyklohexylmethyl-9- (1, 4-benzodi-
oxan?6—ylmethyl)—l,4,9—triazaspiro[5.5]undekan

Sloudenina 24 (26)

1-pentyl-2,5-dioxo-3-cyklohexylmethyl-9-(1,4-benzodioxan-6-
-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (27)

1- (3-methoxyfenylmethyl) -2,5-dioxo-3- (benzyloxymethyl) -9-
(3,5-dimethyl-1-fenylpyrazol-4-ylmethyl)-1,4,9-triaza-

spiro[5.5}undekan

Sloufenina 24 (28)

(3R) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4-fenyloxy-
fenylmethyl) -1,4,9-triazaspiro[5.5]undekan
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Sloudenina 24 (29)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4-fenyloxy-
fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloufenina 24 (30)

1-butyl-2,5-dioxo-3-cyklopentylmethyl-9- (1,4-benzodioxan-6-
-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (31)

1-propyl-2,5-dioxo-3- (cyklohexylmethyloxymethyl) -9-(3,5-di-
methyl-1—fenylpyrazol—4—ylmethy1)—1,4,9—triazaspiro[5.5]—

undekan

Sloudenina 24 (32)

(38) -1-butyl-2,5-dioxo-3- (1-methylpropyl) -9- (1, 4-benzodi-
oxan-6-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (33)

(3R) -1-butyl-2,5-dioxo-3- (1-methylpropyl) -9- (1,4 -benzodi-
oxan-6-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloucdenina 24 (34)

1-butyl-2,5-dioxo-3- (2-methylpropyl) -9~ (5-fenylmethyl-
thiofen-2-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (35)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (2-fenylmethyl-
thiofen—S—ylmethyl)—l,4,9—triazaspiro[5.5]undekan
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Sloudenina 24 (36)

(3R) -1-butyl-2,5-dioxo-3-(2,2-dimethylpropyl) -9-(1,4~

-benzodioxan-6-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (37)

(BS)—1-buty1—2,5—dioxo—3—(2,2-dimethy1propyl)—9-(1,4—

-benzodioxan-6-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (38)

1- (2-butynyl) -2, 5-dioxo-3~-(2,2-dimethylpropyl) -9~ (4-fenyl-
oxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (39)

(38) -1-(2-butynyl) -2,5-dioxo-3-(2,2-dimethylpropyl) -9- (4-
-fenyloxyfenylmethyl)-1,4,9-triazaspiro([5.5]undekan

Slouenina 24 (40)

1-butyl-2,5-dioxo-3-cykloheptylmethyl-9-(1,4-benzodioxan-6-
-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloufenina 24 (41)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(2,4,6-trimethoxy-
fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (42)

1-butyl-2,5-dioxo-3- (3-cyklohexylpropyl) -9-(1,4-benzodi-
oxan-6-ylmethyl) -1,4,9-triazaspiro[5.5]undekan
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Sloudenina 24 (43)

l—putyl—z,S—dioxo—3—(3—cyk10hexylpropy1)-9—(4—fenyloxy—
fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloud&enina 24 (44)

1-butyl-2,5-dioxo-3- (3-cyklohexylpropyl) -9-(3,5-dimethyl-1-
-fenylpyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (45)

'1-butyl—2,5-dioxo—3—(2-hydroxy—2—methylpropyl)—9—(4-fenyl—
oxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Slou&enina 24 (46)

1—(2—butynyl)—2,5—dioxo—3—(2—methylpropy1)—9-(3,5-dimethy1—
-1—fenylpyrazol—4—ylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 24 (47)

1- (2-butynyl) -2, 5-dioxo-3-cyklohexylmethyl-9-(3,5-dimethyl-
-1-feny1pyrazol—4—ylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloufenina 24 (48)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(3,5-dimethyl-1-
-fenylpyrazol-4-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (49)

1—butyl—2,5-dioxo~3—(2—methy1propyl)—9—(2—fenyloxypyridin—
-3-ylmethyl) -1,4,9-triazaspiro[5.5]undekan
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Sloulenina 24 (50)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (2-fenyloxypyridin-
-3-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (51)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-methylbenzo-
morfolin-7-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (53)

1-butyl-2,5-dioxo-3- (2-methylpropyl) -9~ (4- (N-methyl-N-
-fenylamino) fenylmethyl) -1,4,9-triazaspiro[5.5] undekan

Sloudenina 24 (54)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (N-methyl-N-
-fenylamino) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (55)

1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (2~ (3,5-dimethyl-
pyrazol-1-yl) -5-methoxyfenylmethyl)-1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 24 (56)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(2-(3,5-dimethyl-
pyrazol-1-yl) -5-methoxyfenylmethyl) -1,4,9-triazaspiro-
[5.5]undekan

Slou&enina 24 (57)

1-butyl-2,5-dioxo-3~ (2-methylpropyl) -9-(3,5-diethyl-1- (4~
-chlorfenyl)pyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]-

undekan
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Sloudenina 24 (58)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(3,5-diethyl-1- (4-
-chlorfenyl)pyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5] -

undekan

Sloudenina 24 (59)

1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (6-fenyloxypyridin-
-3-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (60)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (6-fenyloxypyridin-
—3-y1methyl)—1,4,9~triazaspiro[5.5]undekan

SlouCenina 24 (61)

1-butyl-2,5-dioxo-3- (2-methylpropyl)-9- (1, 3-benzodioxolan-
-5-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (62)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (1, 3-benzodioxolan-
-5-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (63)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (2-hydroxy-4-
-methoxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (64)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-methylthiofenyl-
methyl) -1,4,9-triazaspiro[5.5]undekan
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Sloufenina 24 (65)

1—butyl—2,5—dioxo-3—(2—methy1propyl)—9—(4—(N,N%difenyl—

amino) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Slougenina 24 (66)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (N, N-difenyl-

amino) fenylmethyl) -1,4, 9-triazaspiro[5.5]undekan

Slouenina 24 (67)

(38) -1-(2-butynyl) -2, 5-dioxo-3-cyklohexylmethyl-9- (3, 5-
-dimethyl-1-fenylpyrazol-4-ylmethyl)-1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 24 (68)

(35) -1-(2-butynyl) -2, 5-dioxo-3- (2-methylpropyl) -9- (3, 5-di-
methyl-1-fenylpyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]-

undekan

Sloudenina 24 (69)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(3,5-dimethyl-
1-fenylpyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (70)

1-butyl-2,5-dioxo-3- (2-methylpropyl)-9-(3,5-dimethyl-1- (4-
-methylfenyl)pyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]-

undekan

Sloudenina 24 (71)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(3,5-dimethyl-1- (4-
-methylfenyl)pyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]-

undekan
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Sloudenina 24 (72)

1—butyl—2,5—dioxo-3—(2—methylpropyl)-9—(3,5—dimethyl—l—(4—
—chlorfenyl)pyrazol—4—ylmethy1)-l,4,9-triazaspiro[5.5]-

undekan

Sloulenina 24 (73)

1—butyl—2,5—dioxo—3—cyklohexylmethyl—9—(3,5—dimethyl—l—(4—
-chlorfenyl)pyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5] -

undekan

Sloudenina 24 (74)

1-butyl-2,5-dioxo-3- (2-methylpropyl) -9-(3,5-dimethyl-1- (4-
—trifluormethylfenyl)pyrazol-4—ylmethyl)-1,4,9—triazaspiro—
[5.5]undekan

Sloudenina 24 (75)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(3,5-dimethyl-1- (4-
-trifluormethylfenyl)pyrazol—4—ylmethyl)—1,4,9—triazaspiro—
[5.5]undekan

Slouenina 24 (76)

1-butyl-2,5-dioxo-3- (2-methylpropyl)-9-(3,5-diethyl-1-
-fenylpyrazol-4-ylmethyl) -1,4,9-triazaspiro[5.5] undekan

Sloudenina 24 (77)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(3,5-diethyl-1-
-fenylpyrazol-4-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (78)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (2-fenylthiazol-4-
-ylmethyl)-1,4,9-triazaspiro[5.5]undekan
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Sloufenina 24 (79)

1-butyl-2,5-dioxo-3- (2-methylpropyl)-9- (2-fenylthiazol-4-
-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (80)

l1-butyl-2,5-dioxo-3- (2-methylpropyl) -9-(2-(1,4-benzodioxan-
-2-yl)thiazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (81)

l-butyl-2,5~-dioxo-3~- (2-methylpropyl) -9- (4-trifluormethyl-
-2- (morfolin-1-yl)thiazol-5-ylmethyl)-1,4,9-~triazaspiro-
[5.5]undekan |

Sloudenina 24 (82)

l1-butyl-2,5-dioxo-3- (tetrahydropyran-4-ylmethyl) -9-(3,5-di-
methyl-1-fenylpyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]-

undekan

Sloudenina 24 (83)

1~butyl—2,5—dioon3—(tetrahydropyran—4—ylmethyl)—9—(1,4-
-benzodioxan-6-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (84)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-karboxyfenyl-
methyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (85)

1-butyl-2,5-dioxo~3- (2-cyklohexylethyl)-9-(3,5-dimethyl-1-
fenylpyrazol-4-ylmethyl)-1,4,9-triazaspiro([5.5]undekan
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Sloudenina 24 (86)

1-butyl-2,5-dioxo-3-(2-cyklohexylethyl)-9- (1, 4-benzodioxan-
6-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (87)

(3R) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (3, 5-dimethyl-
-1-fenylpyrazol-4-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (88)

1-butyl-2,5-dioxo-3~ (2-methylpropyl) -9- (4-methyl-2-fenyl-
thiazol-5-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloulenina 24 (89)

1-butyl-2,5-dioxo-3- (2-methylpropyl) -9-(2- (thiofen-1-yl) -
thiazol-4-ylmethyl)-1,4,9-triazaspiro([5.5]undekan

Sloudenina 24 (90)

1-butyl-2,5-dioxo~3-(2-methylpropyl) -9- (2- (pyridin-4-y1) -
thiazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Slouenina 24 (91)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(3,4-dimethoxy-
fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (92)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(3,5-dimethoxy-
fenylmethyl)-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 24 (93)

1-butyl-2,5-dioxo-3~- (2-methylpropyl) -9- (5- (pyridin-2-yl) -
furan-2-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (94)

1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (5- (pyridin-3-yl) -
furan-2-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloulenina 24 (95)

1-butyl-2,5-dioxo-3- (2-methylpropyl) -9~ (4-(3,5-dimethyl-
pyrazol¥1—yl)fenylmethyl)—l,4,9—triazaspiro[5.5]undekan

Sloudenina 24 (96)

1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (5-chlorpyridin-
-3-yloxy) fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (97)

1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (pyrimidin-2-yl-
oxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (98)

1—butyl—2,5—dioxo—3;(2—methylpropyl)—9-(4—(pyridin—B—yl—
oxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Slouenina 24 (99)

1—(2—butynyl)—2,5—dioxo—3—(2—methylpropyl)—9-(3,5—dimethyl—
-1-(4-methylfenyl)pyrazol-4-ylmethyl)-1,4,9-triazaspiro-
[5.5]undekan
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Sloudenina 24 (100)

(3R) -1- (2-butynyl) -2, 5-dioxo-3-cyklohexylmethyl-9- (3,5-di-
methyl-1-fenylpyrazol-4-ylmethyl)-1,4,9-triazaspiro-
[5.5]undekan '

Sloufenina 24 (101)

1-butyl-2,5-dioxo-3~ (2-methylpropyl) -9- (4- (4-hydroxyfenyl -
oxy) fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (102)

1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (pyridin-2-y1) -
fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (103)

1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (pyridin-3-vyl) -
fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Slou&enina 24 (104)

1-butyl-2,5-dioxo-3-(2-methylpropyl)-9-(3,5-dimethyl-1- (4-
-karboxyfenyl)pyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5] -

undekan

Sloudenina 24 (105)

1-butyl-2,5-dioxo-3-(2-methylpropyl) -9- (4- (pyrazin-2-yl-
oxy) fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (106)

1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (4-karboxyfenyl) -
fenylmethyl)-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 24 (107)

1-butyl-2,5-dioxo-3- (2-methylpropyl)-9- (4- (pyridin-4-y1) -
fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Slou¢enina 24 (108)

1-butyl-2,5-dioxo-3-~(2-methylpropyl) -9- (4- (pyridin-2-yl-
oxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (109)

1—butyl—2,5—dioxo—3—cyklbhexylmethyl—9—(naftalenez—yl—
methyl) -1,4,9-triazaspiro[5.5]undekan

Slouenina 24 (110)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (6-methoxynaftalen-
-2-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloulenina 24 (111)

1-butyl-2,5-dioxo-3-(2-methylpropyl) -9- (4- (4-karboxyfenyl-
oxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (112)

1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (5- (pyridin-4-yl) -
furan-2-ylmethyl) -1,4,9-triazaspiro[5.5] undekan

Sloudenina 24 (113)

l—butyl—Z,5—dioxo—3—cyklopentylmethyl—9~(4—fenyloxyfenyl—
methyl) -1,4,9-triazaspiro(5.5]undekan
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Sloudenina 24(114)

(3R) -1-butyl-2,5-dioxo-3-(2,2-dimethylpropyl) -9- (4-fenyl-
oxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (115)

(38) -1-butyl-2,5-dioxo-3- (2,2-dimethylpropyl) -9- (4-fenyl-
oxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (116)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-nitrofenyl-
- methyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24 (117)

(3R) -1- (tetrahydrofuran-2-ylmethyl) -2,5-dioxo-3-fenyl-
methyl-9- (4-fenylbutyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 24(118)

(38) -1- (tetrahydrofuran-2-ylmethyl) -2,5-dioxo-3-fenyl-
methyl-9- (4-fenylbutyl)-1,4,9-triazaspiro[5.5]undekan

Slouenina 24 (119)

(35) -1l-propyl-2,5-dioxo-3- (3- (benzyloxykarbonylamino) -
propyl) -9- (2-fenylethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 25

1-butyl-2,5-dioxo-3- (karboxymethyl) -9- (4-fenyloxyfenyl-
methyl) -1,4,9-triazaspiro[5.5]undekan
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Sloudenina 26 (1)

1—(3—hydroxybuty1)—2,5—dioxo—3—(2—methylpropy1)—9—(4—fenyl—
oxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloufenina 26 (2)

1- (3-hydroxypropyl) -2, 5-dioxo-3- (2-methylpropyl) -9- (4-
-fenyloxyfenylmethyl)-1,4,;9-triazaspiro[5.5]undekan

Sloudenina 26 (3)

1- (2-hydroxybutyl) -2, 5-dioxo-3- (2-methylpropyl) -9- (4-fenyl -
oxyfenylmethyl) -1,4,9-triazaspiro[5.5] undekan

Slou&enina 27

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-aminofenyl-
methyl)-1,4,9-triazaspiro[5.5}undekan

Sloudenina 28

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- ((4-methylfenyl) -

sulfonylamino) fenylmethyl) -1,4,9-triazaspiro([5.5]undekan

Sloucenina 28 (1)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (fenylkarbonyl-

amino) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 29

(38) -1-butyl-2,5-dioxo-3-benzyloxymethyl-9-benzyloxy-

karbonyl-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 30

(35)—l—butyl—z,5—dioxo—3-hydroxymethyl—9—benzyloxykarbony1—

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 31

(3S)—1—butyl—2,5—dioxo—3-hydroxymethyl—l,4,9—triazaspiro—
[5.5]undekan

Sloudenina 32 (1)

(3S)—1—butyl—2,5—dioxo—3-hydroxymethy1—9—(4-fenyloxyfenyl—
methyl) -1,4,9-triazaspiro(5.5]undekan .

Sloudenina 32 (2)

(35)—1~butyl~2,5—dioxo—3—hydroxymethyl—9—(3,5—dimethy1—l-
-fenylpyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloufenina 33

1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4-cyklopentyloxy-
fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 33 (1)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (2-diethylamino-
ethyloxy) fenylmethyl)-1,4,9-triazaspiro[5.5] undekan

Sloudenina 33(2)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (2-dimethylamino-
ethyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5] undekan
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Sloudenina 33 (3)

1—butyl-2,5—dioxo—3—cyklohexylmethyl—Q-(4-propyloxyfenyl—
methyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 33 (4)

1- (thiofen-2-ylmethyl) -2, 5-dioxo-3-cyklohexylmethyl-9- (4-
-cyklopropylmethyloxyfenylmethyl)-1,4,9-triazaspiro[5.5] -

undekan

Sloudenina 33 (5)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-cyklopropyl-
methyloxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Slouenina 33 (6)

1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4-cyklopropyl-
methyloxyfenylmethyl)—1,4,9—triazaspiro[5.5]undekan_

Sloudenina 34

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4~ (dimethylamino) -
fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 34 (1)

1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (diethylamino) -
fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 35

(3S)—l—butyl—2,5—dioxo—3—(2-methy1propyl)—9—benzyloxy—

karbonyl-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 36

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl)-1,4,9-triaza-

spiro[5.5]undekan

Sloudenina 37(1)

(38) -1-butyl-2,5-dioxo-3-(2-methylpropyl) -9- (5- (3-methyl-4-
-chlorfenyl) -1- (4-methylfenylmethyl)pyrazol-3-ylmethyl) -

-1,4,9-triazaspiro[5.5}undekan

Slouéenina 37(2)

(3S)—1-butyl—2,5-dioxo—3—(2—meth§lpropy1)—9—(4—dimethyl—

aminofenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(3)

(35) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4-diethyl-

aminofenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 37 (4)

(35) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4-cyklohexyl-
oxyfenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(5)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (4-methyl -
fenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(6)

(38) -1-butyl-2,5-dioxo-3-(2-methylpropyl) -9- (4- (4 -methoxy-
fenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan
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Sloudenina 37(7)

(3S)-l—butyl—2,5—dioxo—3—(2—methylpropy1)79—(4—butylfeny1-
methyl) -1,4,9-triazaspiro[5.5]undekan

Sloucenina 37(8)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9~ (4- (2-methyl-
propyl) fenylmethyl) -1,4,9-triazaspiro[5.5] undekan

Sloudenina 37(9)

(38) ~1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (4-fluor-
fenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5] undekan

Sloufenina 37(10)

(35) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (3-hydroxy-4 -
-methoxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloufenina 37(11)

(35) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (2-fluorfenyl-
methyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(12)

(BS)—l-butyl—2,5—di0x0—3—(2—methylpropyl)~9-(3—f1uorfenyl-
methyl)-1,4,9-triazaspiro[5.5]undekan

Sloufenina 37(13)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4-fluorfenyl-
methyl) -1,4,9-triazaspiro[5.5]undekan
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Sloudenina 37(14)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (2-chlorfenyl-
methyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(15)

(35) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4-chlorfenyl-
methyl) -1,4,9-triazaspiro[5.5]undekan

Slou&enina 37(16)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9~ (3-chlorfenyl-
methyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(17)

(38) -1-butyl-2,5-dioxo-3-(2-methylpropyl) -9- (3-methyl-4-
-methoxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(18)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (7-methoxy-1,3-

-benzodioxolan-5-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(19)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4-fenylthio-
fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(20)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (2-methylfenyl-
methyl) -1,4,9-triazaspiro[5.5]undekan
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Sloudenina 37(21)

(35)—l—buty1—2,5—dioxo-3—(2—methy1propyl)—9—(3—methylfenyl—
methyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(22)

(3S)—1—butyl-2,5-dioxo-3—(2-methylpropyl)—9-(4—methylfenyl—
methyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(23)

(BS)—l—buty1—2,5—dioxo—3—(2—methylpropy1)-9~(4—(l—methy1-
ethyl) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloufenina 37 (24)

(3S)—1—buty1—2,5—dioxo—3—(2—methy1propyl)—9—(3—fluoro—4f
-methoxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(25)

(3S)—1—butyl—2,5—dioxo—3—(2—methylpropyl)—9—(4—(2—hydroxy—
ethyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(26)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (2-hydroxy-3-
-methylfenylmethyl) -1, 4, 9-triazaspiro[5.5] undekan

Sloudenina 37(27)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4-trifluor-
methyloxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 37(28)

(35) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (3-methyl-5-
chlor-l-fenylpyrazol—4-y1methyl)~1,4,9-triazaspiro[5.5]5

undekan

Sloudenina 37(29)

(35) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (6-fenyl-
pyridin-3-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(30)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (4-methyl-
sulfonylaminofenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5] -

undekan

Sloudenina 37(31)

(3S)—l—butyl—2,5—dioxo—3-(2-methylpropy1)—9—(3,5—dimethy1—
-1-(4-methylsulfonylaminofenyl)pyrazol-4-ylmethyl)-1,4,9-

-triazaspiro[5.5]undekan

Sloudenina 37(32)

(3S)—l-buty1—2,5—dioxo~3—(2—methylpropyl)—9-(4—(5—methyl—
pyridin—z—yloxy)fenylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 37(33)

(38) -1-butyl-2,5-dioxo-3~-(2-methylpropyl) -9- (4~ (6-methyl-
pyridin-1l-oxido-3-yloxy) fenylmethyl)-1,4,9-triazaspiro-
[5.5]undekan '
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Sloucenina 37 (34)

(3S)-1—buty1-2,5—dioxo—3—(2—methylpropy1)—9-(1—(2—methy1—
propyloxykarbonyl)indol—5—ylmethy1)-1,4,9—triazaspiro[5.5]~

undekan

Sloudenina 37 (35)

(BS)—1-buty1-2,5—dioxo—3-(2-methylpropy1)—9—(2-feny1—5—
—methyloxazol—4—ylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 37(36)

(3S)—l—butyl—Z,S—dioxo-B—(2-methy1propy1)—9—(4—(tetrahydro—
pyran-4-yloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(37)

(3S)-1—butyl-2,5—dioxo—3—(2—methylpropyl)—9—(4-(6—methyl-
pyridin—3~yloxy)fenylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloufenina 37 (38)

(3S)—1—buty1-2,5—dioxo-3—(2—methylpropyl)-9—(3,5~dimethyl~
1—(4—fluorfenyl)pyrazol—4—ylmethyl)—1,4,9—triazaspiro[5.5]—

undekan

Sloufenina 37 (39)

(35)-1—butyl-2,5—dioxo-3—(2—methylpropy1)—9-(3,5-dimethy1-
1—(pyridin-z—yl)pyrazol—4-ylmethyl)—l,4,9—triazaspiro[5.5]—

undekan

Sloudenina 37(40)

(BS)-1—butyl—2,5—dioxo—3-(2—methylpropy1)—9—(3,5—dimethyl—
l~(4—hydroxyfeny1)pyrazol—4—ylmethyl)—1,4,9—triazaspiro—
[5.5]undekan
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Sloudenina 37(41)

(38)—1—butyl—2,5—dioxo—3—(2-methylpropyl)—9—(4-(2-karboxy—
ethyl) fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 37 (42)

(38)—1—buty1—2,5—dioxo-3—(z—methylpropyl)-S-(3,5-dimethy1-
-1- (4- (dimethylaminosulfonyl) fenyl)pyrazol-4-ylmethyl) -

-1,4,9-triazaspiro[5.5]undekan

Sloufenina 37(43)

(35)—l-butyl—z,S-dioxo—B—(2-methylpropy1)—9-(4—(S—methyl-
pyridin-l-oxido-2-yloxy) fenylmethyl)-1,4,9-triazaspiro-
[5.5]undekan

Sloufenina 37 (44)

(3S)—l-butyl—2,5—dioxo—3—(2—methylpropy1)-9—(4—(2—karboxy—
-l-ethenyl) fenylmethyl)-1,4,9-triazaspiro[5.5] undekan

Slouéenina 37(45)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (4- (2~
-karboxy—l-ethenyl)fenyloxy)fenylmethyl)-1,4,9—triazaspiro—
[5.5]undekan

Sloudenina 37 (46)

(35) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (4-amino-
karbonylfenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5)undekan

Sloudenina 37 (47)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (4-amino-
'sulfonylfenyloxy)fenylmethyl)—1,4,9—triazaspiro[5.5]undekan
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Sloufenina 37 (48)

(3S)-1-butyl-2,5—dioxo-3—(2—methylpropyl)~9—(3,5—dimethyl—
-1-benzylpyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloufenina 37 (49)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (3,5-dimethyl-
1—(2,4—dif1uorfenyl)pyrazol-4—y1methyl)—1,4,9—triazaspiro-
[5.5]undekan '

Sloudenina 37 (50)

(38) -1-butyl-2,5-dioxo-3~- (2-methylpropyl) -9- (4- (pyrrolidin-
-1-ylmethyl) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(51)

(33)—l—buty1—2,5—dioxo—3-(2—methylpropyl)—9—(3,5-dimethy1—
1-(4- (morfolin-4-ylsulfonyl) fenyl)pyrazol-4-ylmethyl) -

-1,4,9-triazaspiro[5.5]undekan

Slouenina 37(52)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (3, 5-dimethyl-
-1-(4- (methylaminosulfonyl) fenyl) pyrazol-4-ylmethyl)-1,4,9-

~-triazaspiro[5.5]undekan

Sloudenina 37 (53)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (4-
kyanofenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloufenina 37(54)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (dimethyl-
aminomethyl) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan
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Sloudenina 37 (55)

(3S)-1-butyl—2,5—dioxo—3—(2—methylpropy1)—9—(3,5-dimethyl—
—1—(4—(2-dimethylaminoethylaminosulfonyl)fenyl)pyrazol—4—
~ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloulenina 37(56)

(BS)—1—butyl—2,5—dioxo-3-(2—methylpropy1)—9—(3—(4—hydroxy—
fenyl) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(57)

(3S)—1—buty1—2,5—dioxo—3—(2—methylpropyl)—9-(4-(3—methoxy—
fenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(58)

(38)—l-buty1—2,5—dioxo-3—(2—methylpr0py1)-9-(3,5—dimethy1—
-1—(chinoxalin—2—y1)pyrazol—4—ylmethyl)—1,4,9-triazaspiro-
[5.5]undekan

Sloucenina 37(59)

(3S)—l—butyl—2,5—dioxo—3—(2—methy1propy1)—9—(4—feny1—
karbonylfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(60)

(38)-l-butyl-2,5—di0x0—3—(2—methylpropyl)-9—(3,5—dimethyl—
1—(4—(N—(2—hydroxyethyl)—thethylaminosulfonyl)fenyl)-
pyrazol-4-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(61)

(35)—l—butyl—2,5—dioxo—3—(2—methylpropyl)—9-(3,5-dimethy1~
-1-(2-fenylethyl)pyrazol-4-ylmethyl)-1,4,9-triazaspiro-
[5.5]undekan
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Sloudenina 37(62)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl)-9-(1,3,5-tri-
methylpyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloulenina 37(63)

(35) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (morfolin-4-
-ylmethyl) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloufenina 37 (64)

(3S)—l—butyl-2,5—dioxo—3—(2—methylpropyl)—9-(4—(4—methy1~
piperazin-1l-ylmethyl) fenylmethyl) -1,4,9-triazaspiro[5.5]-

undekan

Sloudenina 37(65)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4-fenyl-
sulfonylfenylmethyl) -1,4,9-triazaspiro[5:5]undekan

Sloudenina 37 (66)

(35) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (3, 5-dimethyl-
-1l-cyklohexylpyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5] -

undekan

Sloudenina 37(67)

(38) -1-butyl-2,5-dioxo-3-(2-methylpropyl) -9- (4- (3-karboxy-
fenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(68)

(38) ~1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (piperidin-
-1l-ylmethyl) fenylmethyl)-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 37(69)

(35)—1—buty1—2,5—dioxo—3-(2—methylpropy1)—9—(3,5—dimethy1—
~l—(4-(pyrrolidin—l—ylsulfonyl)fenyl)pyrazol—4—y1methy1)—

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(70)

(38)-1—butyl~2,5—dioxo—3—(2—methy1propy1)—9—(2,3—dihydro—

benzofuran-5-ylmethyl)-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 37(71)

(3S)-1-butyl—2,5-dioxo—3-(2-methy1propy1)—9—(3,5—dimethy1-'
—1—(4-(2—hydroxyethylaminosulfonyl)fenyl)pyrazol-4—yl—
methyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(72)

(3S)-1—butyl—2,5—dioxo—3—(2—methylpropyl)—9—(4—(karboxy-
methyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5] undekan

Sloudenina 37(73)

(38) -1-butyl-2,5-dioxo-3- (2-methyl pro pyl) -9-(4-(1-fenyl-
-1-hydroxymethyl) fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 37 (74)

(3S)-1-buty1~2,5—dioxo—3~(2—methylpropyl)—9-(4—(4—hydroxy—
piperidin—l—ylmethyl)fenylmethyl)—1,4,9—triazaspiro[5.5]-

undekan

Sloudenina 37(75)

(3S)—1—buty1—2,5—dioxo—3—(2—methy1propyl)-9—(4—(3—karboxy-
fenylmethyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(76)

(35)—1~butyl—2,5—dioxo—3—(2-methy1propyl)-9—(4—(bis(methyl—
sulfonyl)amino) fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Slouenina 37(77)

(35) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (1, 4-benzo-
dioxan-6-yloxy) fenylmethyl)-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 37(78)

(38) -1-butyl-~2,5-dioxo-3~ (2-methylpropyl) -9- (3- (3-hydro-
xyfenyl) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloufenina 37(79)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9~ (4- (methyl-

sulfonylamino) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloufenina 37(80)

(38) -1-butyl-2,5-dioxo-3-(2-methylpropyl) -9- (6~ (4-methoxy-
fenyloxy)pyridin-3-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloulenina 37(81)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (4-methyl-
aminokarbonylfenylbxy)fenylmethyl)—1,4,9—triazaspiro[5.5]—

undekan

Sloudenina 37(82)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (4-chlor-
fenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5] undekan

Sloudenina 37(83)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (3- (4-karboxy-
fenyl) fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 37(84)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (fenylamino-
karbonyl) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan
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Sloudenina 37(85)

(3S)—1—butyl—2,5—dioxo—3—(2—methylpropyl)-9—(4—(4—methyl-
thiofenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5] undekan

Sloudenina 37(86)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (4- (2-di-
methylaminoethylaminokarbonyl) fenyloxy) fenylmethyl)-1,4,9-

-triazaspiro[5.5]undekan

Sloudenina 37(87)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4-amino-
karbonylfenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloufenina 37(88)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9~ (4-dimethyl-
aminokarbonylfenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 38

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-benzyloxy-

karbonyl-1,4,9-triazaspiro[5.5]undekan

Sloudenina 39

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-1,4,9-triaza-

spiro[5.5] undekan

Sloudenina 40 (1)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (4-methyl-
fenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan
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Sloudenina 40 (2)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (4-methoxy-
fenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 40 (3)

(35) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (2-fluorfenyl-
methyl)-1,4,9-triazaspiro[5.5]undekan

Sloucenina 40 (4)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (3-fluorfenyl-
methyl) -1,4,9-triazaspiro([5.5]undekan

Sloudenina 40 (5)

(35) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-fluorfenyl-
methyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 40(6)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (3-chlorfenyl-
methyl) -1,4,9-triazaspiro[5.5]undekan

Sloudfenina 40(7)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-cyklohexyl -
oxyfenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 40(8)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-methoxy-3-
-hydroxyfenylmethyl) -1,4,9-triazaspiro[5.5]undekan
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Sloudenina 40 (9)

(3S)—1—butyl—2,5—dioxo—3—cyklohexylmethy1—9-(2—chlorfeny1-
methyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 40(10)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (2-methylfenyl -
methyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 40(11)

(3S)—1—buty1—2,5—dioxo-3—cyklohexylmethyl—Q—(B—methylfenyl-
methyl)~-1,4,9-triazaspiro[5.5]undekan

Sloudenina 40(12)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-methylfenyl-
methyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 40 (13)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-fenylthio-
fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 40(14)

(BS)—1-buty1—2,5—dioxo—3—cyklohexylmethyl—9-(3-(2—methy1—
propyl) fenylmethyl)-1,4,9-triazaspiro(5.5]undekan

Sloudenina 40 (15)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (3-butylfenyl-
methyl)-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 40(16)

(3S)—1—butyl-2,5—dioxo—3-cyklohexylmethyl—9—(4—isopropy1—
fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 40(17)

(3S)—1—butyl—2,5-dioxo-3—cyklohexylmethyl—Q—(4—methoxy—3—
-fluorfenylmethyl) -1,4,9-triazaspiro[5.5] undekan

Sloulenina 40 (18)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (2-hydroxy-
ethoxy) fenylmethyl) -1,4,9-triazaspiro[5.5] undekan

Slouenina 40(19)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (2-hydroxy-3-
-methylfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 40 (20)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-chlorfenyl-
methyl)-1,4,9-triazaspiro[5.5]undekan '

Sloudenina 40(21)

(BS)~l—butyl-2,S—dion-B—cyklohexylmethyl—9—(7—methoxy—1,3-

-benzodioxolan-5-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 40 (22)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (3-methyl-4-
-methoxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan
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Sloulenina 40 (23)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (4-fluor-
fenyloxy) fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 40 (24)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-trifluor-
methoxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 40 (25)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (3-methyl-5-
-chlor-1-fenylpyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5] -

undekan

Slouenina 40 (26)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (2;3-dimethyl-
-5-oxo-1-fenylpyrazolin-4-ylmethyl)-1,4,9-triazaspiro[5.5] -

undekan

Slou&enina 40 (27)

(38) -1-butyl-2,5-dioxo-3-~cyklohexylmethyl-9- (1- (2-methyl-
propyloxykarbonyl) indol-5-ylmethyl)-1,4,9-triazaspiro[5.5] -

undekan

Sloudenina 40 (28)

(38) -1-butyl-2,5-dioxo-3-cyklchexylmethyl-9- (5-methyl-2-
-fenyloxazol-4-ylmethyl) -1,4,9-triazaspiro[5.5] undekan

Sloudenina 40(29)

(35) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (3,5-dimethyl-
-1-(4-methylsulfonylaminofenyl)pyrazol-4-ylmethyl)-1,4,9-

~triazaspiro[5.5]undekan
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Sloudenina 40 (30)

(38)—l-butyl—z,5—dioxo-3—cyklohexylmethyl—9~(4—(4—methy1-
sulfonylaminofenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5] -

undekan

Sloudenina 40(31)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (6-methyl-
pyridin-3-yloxy) fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 40 (32)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (6-methyl-
pyridin-1-oxido-3-yloxy) fenylmethyl)-1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 40 (33)

(3S)—l—buty1—2,5—dioxo—3—cyklohexylmethyl—Q—(4-(tetrahydro-
pyran-4-yloxy) fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 40 (34)

(35)—1-butyl—2,5—dioxo-3-cyklohexylmethyl—9—(6—feny1—
pyridin-3-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 40 (35)

(35) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (3,5-dimethyl-
-1-(4-fluorfenyl)pyrazol-4-ylmethyl)-1,4,9-triazaspiro-
[5.5]undekan

Sloucdenina 40(36)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(3,5-dimethyl-
-1-(pyridin-2-yl)pyrazol-4-ylmethyl)-1,4,9-triazaspiro-
[5.5]undekan '
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Sloudenina 40(37)

(3S)—1—butyl—2,5-dioxo—3—cyklohexylmethyl-9—(3,5—dimethyl—
-1-(4-hydroxyfenyl)pyrazol-4-ylmethyl)-1,4,9-triazaspiro-
[5.5]undekan

Sloufenina 40(38)

(35) -1-butyl-2, 5-dioxo-3-cyklohexylmethyl-9- (4- (2-karboxy-
ethyl) fenylmethyl) -1,4, 9-triazaspiro[5.5]undekan

Sloudenina 40 (39)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (4-hydroxy-
fenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 40 (40)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(3,5-dimethyl-
-1- (4-karboxyfenyl)pyrazol-4-ylmethyl)-1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 40(41)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (3, 5-dimethyl-
-1-(4-(dimethylaminosulfonyl) fenyl)pyrazol-4-ylmethyl) -

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 40(42)

(35) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4~ (5-methyl-
pyridin-l-oxido-2-yloxy) fenylmethyl)-1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 40 (43)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4~ (2-karboxy-
-l-ethynyl) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan
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Sloudenina 40 (44)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (4- ( (1E) -2-
karboxy-l—ethynyl)fenyloxy)fenylmethyl)—1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 40 (45)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (4-amino-
karbonylfenyloxy) fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 40 (46)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (4-amino-
sulfonylfenyloxy) fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloulenina 40 (47)

(35)—1-buty1—2,S—dioxo—3—cyklohexylmethy1-9—(3,5-dimethyl-
-1l-benzylpyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloufenina 40 (48)

(38) -1-butyl-2,5-dioxo~3-cyklohexylmethyl-9- (3, 5-dimethyl-
—1—(2,4—difluorfenyl)pyrazol~4—ylmethy1)—l,4,9—triazaspiro-
[5.5]undekan

Sloudenina 40 (49)

(BS)—1—butyl—2,5—dioxo-3—cyklohexylmethyl—9—(4—(pyrrolidin—
-1-ylmethyl) fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 40 (50)

(35)-l—butyl—z,5—dioxo—3—cyklohexy1methyl—9-(3,5—dimethyl—
-1-(4- (morfolin-4-ylsulfonyl) fenyl)pyrazol-4-ylmethyl) -

-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 40(51)

(3S)—1—butyl—2,5—dioxo-3-cyklohexylmethyl—9—(4—(4—kyano-
fenyloxy) fenylmethyl) -1,4, 9-triazaspiro[5.5]undekan

Sloudenina 40(52)

(38)—1—butyl—2,5—dioxo-3—cyklohexylmethyl~9—(3,5—dimethyl—
—1—(4—(AF(2—hydroxyethy1)-Nlmethylaminosulfonyl)fenyl)-
pyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 40 (53)

(35)—1-butyl-2,5—dioxo—3—cyklohexylmethyl-9—(3,5—dimethyl—
-1—(2—feny1ethy1)pyrazol—4~y1methy1)—1,4,9—triazaspiro~
[5.5]undekan

Slouenina 40 (54)

(38)—l—butyl—z,5—dioxo—3—cyklohexylmethyl—9—(4—(dimethyl—
aminomethyl) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 40 (55)

(3S)—1—buty1—2,5—dioxo—3—cyklohexylmethyl—9~(3—(4—hydroxy—
fenyl) fenylmethyl) -1,4,9-triazaspiro[5.5] undekan

Sloudenina 40 (56)

(3S)—1~butyl—2,5—dioxo—3—cyklohexylmethyl—9-(3,5—dimethyl-
—1—(chinoxalin—z—yl)pyrazol—4—ylmethyl)—1,4,9—triazaspiro—
[5.5]undekan

Sloudenina 40 (57)

(38)—1—butyl—2,5—dioxo—3—cyklohexylmethy1—9-(4-(feny1—
karbonyl) fenylmethyl) -1,4,9-triazaspiro[5.5])undekan
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Sloufenina 40(58)

(35)—1-butyl—2,5—dioxo—3—cyklohexylmethyl—9-(3,5-dimethy1—
-1- (4-methylaminosulfonylfenyl)pyrazol-4-ylmethyl)-1,4,9-

-triazaspiro[5.5]undekan

Sloudenina 40 (59)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(1,3,5-tri-
methylpyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 40 (60)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (morfolin-4-
-ylmethyl) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloufenina 40(61)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (3-methoxy-
fenyloxy) fenylmethyl) -1,4, 9-triazaspiro[5.5)undekan

Sloudenina 40 (62)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (4-methyl-
piperazin-l—ylmethyl)fenylmethyl)—i,4,9—triazaspiro—
[5.5]undekan

Sloudenina 40 (63)

(35) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (pyridin-1-
-oxido-3-yloxy) fenylmethyl) -1, 4, 9-triazaspiro[5.5]undekan

Sloudenina 40 (64)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-fenyl-
sulfonylfenylmethyl)-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 40 (65)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(3,5-dimethyl-
-1-cyklohexylpyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5] -

undekan

SlouCenina 40 (66)

(35) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (3-karboxy-
fenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 40(67)”

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (piperidin-
-l-ylmethyl) fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 40 (68)

(3S)—l—butyl—z,5—dioxo-3—cyklohexylmethyl—Q—(3,5—dimethyl-
-1-(4-(pyrrolidin-1-ylsulfonyl) fenyl)pyrazol-4-ylmethyl) -

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 40 (69)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (2,3-dihydro-
benzofuran-5-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 40(70)

(35) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (4-karboxy-
fenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 40(71)

(38) -1l-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (3,5-dimethyl-
-1-(4-(2-hydroxyethylaminosulfonyl) fenyl)pyrazol-4-yl-
methyl)-1,4,9-triazaspiro[5.5]undekan




01-0462-04-Ma s
L] L ]

76

Sloudenina 40(72)

(38) -1-butyl-2,5-dioxo-3=cyklohexylmethyl-9-(3,5-dimethyl-
-1-(4-(2-dimethylaminoethylaminosulfonyl) fenyl)pyrazol-4-
-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 40(73)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (1-hydroxy-
-1-fenylmethyl) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 40 (74)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-~ (4- (karboxy-
methyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 40(75)

(358) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (4-hydroxy-
piperidin-1-ylmethyl) fenylmethyl) -1,4,9-triazaspiro[5.5] -

undekan

Slou&enina 40(76)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (3-karboxy-
fenylmethyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Slou&enina 40(77)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(4-(1,4-benzo-
dioxan-6-yloxy) fenylmethyl)-1,4,9-triazaspiro([5.5]undekan

Sloudenina 40(78)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (3- (3-hydroxy-
fenyl) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan
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Slou&enina 40(79)

(38)-1-butyl-2,5~-dioxo-3-~cyklohexylmethyl-9- (4- (methyl-

sulfonylamino) fenylmethyl) -1,4,9-triazaspiro[5.5}undekan

Sloudenina 40(80)

(35) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(6- (4-methoxy-
fenyl)pyridin-3-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Slouenina 40(81)

(38) ~1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (4-methyl-
aminokarbonylfenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5] -

undekan ,

Sloudenina 40 (82)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(4- (4-chlor-
fenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Slou&enina 40(83)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-bis(methyl-
gsulfonyl)aminofenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Slouenina 40(84)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (3~ (4-karboxy-
fenyl) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 40(85)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (fenylamino-
karbonyl) fenylmethyl) -1,4,9-triazaspiro[5.5] undekan
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Sloudenina 40(86)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (4-methyl-
thiofenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 40(87)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (4~ (2-di-
methylaminocethylaminokarbonyl) fenyloxy) fenylmethyl)-1,4,9-

-triazaspiro[5.5]undekan

Sloudenina 40(88)

(38) -1-butyl-2,5-dioxo-3-~cyklohexylmethyl-9- (4-amino-
karbonylfenylmethYl)—l,4,9-triazaspiro[5.5]undekan

Slouéeniﬁa 40(89)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (dimethyl-
aminokarbonyl) fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 40(90)

(35) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-fenyloxy-
fenylmethyl) -1, 4, 9-triazaspiro[5.5]undekan

Sloudenina 41(1)

1-butyl-2,5-dioxo-3-(1l-hydroxy-2-methylpropyl)-9-(1,4-

-benzodioxan-6-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 41(2)

(Z) -1-butyl-2,5-dioxo-3- (2-methylpropyliden) -9- (1,4-benzo-
dioxan-6-ylmethyl)-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 41 (3)

(38) -1-butyl-2,5-dioxo-3- ((1lR) -1-hydroxyethyl) -9- (4-fenyl-
oxyfenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 41 (4)

(Z) -1-butyl-2,5-dioxo-3-ethyliden-9- (4-fenyloxyfenyl-
methyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 41 (5)

(Z) -1-butyl-2,5-dioxo-~-3- (2-methylpropyliden) -9- (4-fenyl-
oxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 42

(3R*)1—buty1—2,5-dioxo—3—((1R*)—1—hydroxy—2—methylpropyl)-
-9-benzyloxykarbonyl-1,4,9-triazaspiro[5.5]undekan

Sloudenina 43

(3R") -1-butyl-2,5-dioxo-3- ( (1R") ~1-hydroxy-2-methylpropyl) -

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 44 (1)

(3R") -1-butyl-2,5-dioxo-3- ((1R") -1-hydroxy-2-methylpropyl) -
9-(4-fenyloxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 44 (2)

(3R") -1-butyl-2,5-dioxo-3-((1R") -1-hydroxy-2-methylpropyl) -
-9-(3,5-dimethyl-1-fenylpyrazol-4-ylmethyl)-1,4,9-triaza-

spiro[5.5]undekan
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Sloudenina 44 (3)

1-butyl-2,5-dioxo-3- ((1R") -1-hydroxy-2-methylpropyl) -9- (6-
~-fenyloxypyridin-3-ylmethyl)-1,4,9-triazaspiro([5.5]undekan

Sloudenina 44 (4)

(3R") -1-butyl-2,5-dioxo-3- ( (1R") -1-hydroxy-2-methylpropyl) -
-9~ (4~ (4-methylfenyloxy) fenylmethyl)-1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 44 (5)

(3R") -1-butyl-2,5-dioxo-3- ( (1R") ~1-hydroxy-2-methylpropyl) -
9- (4-cyklohexyloxyfenylmethyl) -1,4,9-triazaspiro[5.5] -

undekan

Sloudenina 44 (6)

(3R") -1-butyl-2,5-dioxo-3- ( (1R") -1-hydroxy-2-methylpropyl) -
-9~ (4- (tetrahydropyran-4-yloxy) fenylmethyl)-1,4,9~-triaza-

spiro[5.5]undekan

Sloudenina 44 (7)

(3R") -1-butyl-2,5-dioxo-3- ((1R") -1-hydroxy-2-methylpropyl) -
-9-(4- (pyridin-3-yloxy) fenylmethyl)-1,4,9-triazaspiro[5.5] -

undekan

Sloudenina 44 (8)

(3R") -1-butyl-2,5-dioxo-3- ( (1R") -1-hydroxy-2-methylpropyl) -
-9- (4-isopropylfenylmethyl) -1,4,9-triazaspiro[5.5}undekan
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Sloudenina 44 (9)

(3R") -1-butyl-2,5-dioxo-3- ( (1R") -1-hydroxy-2-methylpropyl) -
-9-(3,5-dimethyl-1-(4-methylfenyl)pyrazol-4-ylmethyl) -

-1,4,9-triazaspiro[5.5]undekan

Sloucenina 44 (10)

(3R") -1-butyl-2,5-dioxo-3- ( (1R") -1-hydroxy-2-methylpropyl) -
-9-(3-methyl-5-chloro-1-fenylpyrazol-4-ylmethyl)-1,4,9-tri-

azaspiro[5.5]undekan

Sloufenina 44 (11)

(3R") -1-butyl-2,5-dioxo-3- ( (1R") -1-hydroxy-2-methylpropyl) -
-9-(4- (4-karboxyfenyloxy) fenylmethyl) -1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 44 (12)

(3R") -1-butyl-2,5-dioxo-3- ((1R") -1-hydroxy-2-methylpropyl) -
-9-(3,5-dimethyl-1- (pyridin-2-yl)pyrazol-4-ylmethyl)-1,4,9-

-triazaspiro[5.5]undekan

Sloudenina 44 (13)

(3R") -1-butyl-2,5-dioxo-3- ((1R") -1-hydroxy-2-methylpropyl) -
-9-(3,5-dimethyl-1- (4-karboxyfenyl)pyrazol-4-ylmethyl) -

-1,4,9-triazaspiro([5.5]undekan

Sloudenina 45

(3R") -1-butyl-2,5-dioxo-3- ( (1R") -1-hydroxy-1-cyklohexyl -
methyl) -9-benzyloxykarbonyl-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 46

(3R") -1-butyl-2,5-dioxo-3~ ( (1R") -1-hydroxy-1-cyklohexyl-
methyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 47 (1)

(3R") -1-butyl-2,5-dioxo-3- ( (1R") -1-hydroxy-1-cyklohexyl-
methyl) -9- (4-fenyloxyfenylmethyl)-1,4,9-triazaspiro[5.5] -

undekan

Sloudenina 47(2)

(3R") -1-butyl-2,5-dioxo-3- ((1R") -1-hydroxy-1-cyklohexyl -
methyl) -9-(3,5-dimethyl-1-fenylpyrazol-4-ylmethyl)-1,4,9-

-triazaspiro[5.5]undekan

Sloulenina 47 (3)

(3R") -1-butyl-2,5-dioxo-3- ( (1R") -1-hydroxy-1-cyklohexyl-
methyl) -9- (4-isopropylfenylmethyl)-1,4,9-triazaspiro[5.5] -

undekan

Sloudenina 47 (4)

(3R") ~1-butyl-2,5-dioxo-3- ( (1R") -1-hydroxy-1-cyklohexyl -
methyl) -9- (4- (6-methylpyridin-3-yloxy) fenylmethyl)-1,4,9-

-~triazaspiro[5.5]undekan

Sloudenina 47(5)

(3R") -1-butyl-2,5-dioxo-3- ( (1R") -1-hydroxy-1-cyklohexyl-
methyl) -9~ (3,5-dimethyl-1-(4-fluorfenyl)pyrazol-4-yl-
methyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 47 (6)
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(3R") -1-butyl-2,5-dioxo-3- ( (1R") -1-hydroxy-1-cyklohexyl-

methyl) -9- (4~ (4-methoxyfenyloxy) fenylmethyl) -1,4,9-triaza-

spiro[5.5]undekan

Sloudenina 47(7)

(3R*)-1—butyl—2,5-dioxo—3—((1R*)—1-hydroxy—1—cyklohexyl—
methyl) -9- (4- (4-fluorfenyloxy) fenylmethyl) -1,4,9-triaza-

spiro[5.5]undekan

Sloulenina 47 (8)

(3R") ~1-butyl-2,5-dioxo-3- ((1R") -1-hydroxy-1-cyklohexyl-
methyl) -9- (4- (4-methylsulfonylaminofenyloxy) fenylmethyl) -

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 48

(3R") -1- (2-butynyl) -2, 5-dioxo-3- ( (1R") -1-hydroxy-1-cyklo-
hexylmethyl) -9-allyloxykarbonyl-1,4,9-triazaspiro[5.5] -

undekan

Slou&enina 49

(3R") -1- (2-butynyl) -2, 5-dioxo-3- ( (1R") -1-hydroxy-1-cyklo-
hexylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 50 (1)

(3R") -1~ (2-butynyl) -2, 5-dioxo-3- ( (1R") -1-hydroxy-1-cyklo-
hexylmethyl) -9-(3,5-dimethyl-1-fenylpyrazol-4-ylmethyl) -

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 50 (2)

(3R") -1- (2-butynyl) -2, 5-dioxo-3~ ( (1R") -1-hydroxy-1-cyklo-
hexylmethyl) -9-(3,5-dimethyl-1- (4-methylfenyl)pyrazol-4-yl-
methyl)-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 50 (3)

(3R") -1- (2-butynyl) -2, 5-dioxo-3~ ( (1R") -1-hydroxy-1-cyklo-
hexylmethyl) -9- (4-isopropylfenylmethyl) -1,4,9-triazaspiro-
- [5.5]undekan

Sloudenina 50 (4)

(3R") -1- (2-butynyl) -2, 5-dioxo-3- ( (1R") -1-hydroxy-1-cyklo-
hexylmethyl) ~9- (4-fenyloxyfenylmethyl)-1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 50(5)

(3R") -1~ (2-butynyl) -2, 5-dioxo-3- ( (1R*) -1-hydroxy-1-cyklo-
hexylmethyl) -9- (4- (4-methylfenyloxy) fenylmethyl) -1,4,9-

-triazaspiro[5.5]undekan

Sloucdenina 50 (6)

(3R") -1- (2-butynyl) -2,5-dioxo-3- ( (1R") -1-hydroxy-1-cyklo-
hexylmethyl) -9-(1,4-benzodioxan-6-ylmethyl)-1,4,9-tri-

azaspiro[5.5]undekan

Sloudenina 51

(3R") -1- (2-butynyl) -2, 5-dioxo-3- ( (1R") -1-hydroxy-2-methyl -
propyl) -1,4,9-triazaspiro[5.5]undekan

Sloufenina 52 (1)

(3R") -1- (2-butynyl) -2, 5-dioxo-3- ( (1R") -1-hydroxy-2-methyl -
propyl) -9-(3,5-dimethyl-1- (4-methylfenyl)pyrazol-4-yl-
methyl) -1,4,9-triazaspiro[5.5]undekan
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Sloudenina 52 (2)

(3R") -1~ (2-butynyl) -2, 5-dioxo-3- ( (1R") -1-hydroxy-2-methyl -
propyl) -9-(4- (4-methylfenyloxy) fenylmethyl) -1,4,9-triaza-

spiro[5.5]undekan

Sloudenina 52 (3)

(3R") -1- (2-butynyl) -2, 5-dioxo-3- ( (1R") -1-hydroxy-2-methyl-
propyl) -9- (1, 4-benzodioxan-6-ylmethyl)-1,4,9-triazaspiro-
[5.5]undekan

Slou&enina 52 (4)

(3R") -1- (2-butynyl) -2, 5-dioxo-3- ( (1R") -1-hydroxy-2-methyl-
propyl) -9- (4-isopropylfenylmethyl) -1,4,9-triazaspiro[5.5] -

undekan

Sloudenina 52 (5)

(3R") -1- (2-butynyl) -2,5-dioxo-3~- ( (1R") -1-hydroxy-2-methyl -
propyl) -9- (4-fenyloxyfenylmethyl)-1,4,9-triazaspiro[5.5] -

undekan

Sloudenina 53

(3R") -1-butyl-2,5-dioxo-3- ((1R") -1-hydroxy-1-cyklohexyl-
methyl) -9-benzyl-1,4,9-triazaspiro[5.5]undekan

Sloudenina 54

(3R") -1-butyl-2,5-dioxo-3-((18") -1-hydroxy-1-cyklohexyl-
methyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 55 (1)
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(3R") -1-butyl-2,5-dioxo-3-((18") -1-hydroxy-1-cyklohexyl-
methyl) ~-9- (4-fenyloxyfenylmethyl)-1,4,9-triazaspiro[5.5] -

undekan

Sloudenina 55 (2)

(3R") -1-butyl-2,5-dioxo-3-((18") -1-hydroxy-1-cyklohexyl-
methyl) -9-(1,4-benzodioxan-6-ylmethyl) -1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 55 (3)

(3R") -1-butyl-2,5-dioxo-3-((18") -1-hydroxy-1-cyklohexyl-
methyl) -9-(3,5-dimethyl-1-fenylpyrazol-4-ylmethyl)-1,4,9-

-triazaspiro[5.5]undekan

Sloudenina 56

(38) -1-butyl-2,5-dioxo-3-((1S)-1-hydroxy-2-methylpropyl) -

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 57 (1)

(38) -1-butyl-2,5-dioxo-3-((1S)-1-hydroxy-2-methylpropyl) -9~
-(3,5-dimethyl-1-fenylpyrazol-4-ylmethyl)-1,4,9-triaza-

gpiro[5.5]undekan

Sloudenina 57 (2)

(38) -1-butyl-2,5-dioxo-3-((1S) -1-hydroxy-2-methylpropyl) -9-
- (4-fenyloxyfenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 57(3)

(38) -1-butyl-2,5-dioxo-3- ((1S) -1-hydroxy-2-methylpropyl) -9-
-(1,4-benzodioxan-6-ylmethyl)-1,4,9-triazaspiro[5.5]undekan
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Sloufenina 57 (4)

(35) -1-butyl-2,5-dioxo-3-((1S) -1-hydroxy-2-methylpropyl) -9-
- (4~ (4-methylsulfonylaminofenyloxy) fenylmethyl)-1,4,9-tri-

azaspiro[5.5]undekan

Sloudenina 58

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-2-methylpropyl) -

-1,4,9-triazaspiro[5.5]undekan

Sloud&enina 59 (1)

(3R) -1-butyl-2,5-dioxo-3-((1R) -1-hydroxy-2-methylpropyl) -9~
-(3,5-dimethyl-1-fenylpyrazol-4-ylmethyl)-1,4,9-triaza-

gpiro[5.5]undekan

Sloudenina 59 (2)

(3R) -1-butyl-2,5-dioxo-3~ ((1R) -1-hydroxy-2-methylpropyl) -9-
- (4-fenyloxyfenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 59(3)

(3R) -1-butyl-2,5-dioxo-3-((1R) -1-hydroxy-2-methylpropyl) -9-
-(1,4-benzodioxan-6-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 59 (4)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-2-methylpropyl) -9-
- (4- (4-methylsulfonylaminofenyloxy) fenylmethyl)-1,4,9-tri-

azaspiro[5.5]undekan

Sloudenina 60

(3R) -1-butyl-2,5-dioxo-3-((1S) -1-hydroxy-2-methylpropyl) -

1,4,9-triazaspiro[5.5]undekan
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Sloudenina 61 (1)

(3R) -1-butyl-2,5-dioxo-3-((18) -1-hydroxy-2-methylpropyl) -9-
-(3,5-dimethyl-1-fenylpyrazol-4-ylmethyl)~1,4,9-triaza-

spiro[5.5]undekan

Sloudenina 61 (2)

(3R) -1-butyl-2,5-dioxo-3-((18)-1-hydroxy-2-methylpropyl) -9-
-(1,4-benzodioxan-6-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 61 (3)

(3R) -1-butyl-2,5-dioxo-3-((18) -1-hydroxy-2-methylpropyl)-9-
- (4- (4-methylsulfonylaminofenyloxy) fenylmethyl) ~-1,4,9-tri-

azaspiro [5.5]undekan

- Sloucenina 62

(38) -1-butyl-2,5-dioxo-3-((1R) -1-hydroxy-2-methylpropyl) -

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 63 (1)

(38) -1-butyl-2,5-dioxo-3-( (1R) -1-hydroxy-2-methylpropyl) -9-
-(3,5-dimethyl-1-fenylpyrazol-4-ylmethyl)-1,4,9-triaza-

spiro[5.5]undekan

Sloudenina 63 (2)

(38) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-2-methylpropyl) -9-
-(1,4-benzodioxan-6-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 63 (3)

(38) -1-butyl-2,5~-dioxo-3- ((1R) -1-hydroxy-2-methylpropyl) -9~
-(4-(4-methylsulfonylaminofenyloxy) fenylmethyl)-1,4,9-tri-

azaspiro[5.5]undekan
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Sloudenina 64

(35) -2,5-dioxo-3- (3-benzyloxykarbonylaminopropyl) -9-(2-
-fenylethyl)-1,4,9-triazaspiro[5.5]undekan

Sloulenina 65

(38) -1-methyl-2,5-dioxo-3- (3-benzyloxykarbonylaminopropyl) -
-9-(2-fenylethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 66

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-fenyloxy-
fenylmethyl) -9-oxido-1,4,9-triazaspiro[5.5]undekan

Sloudenina 67

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-2-methylpropyl) -9-

-benzyl-1,4,9-triazaspiro[5.5]undekan

Sloudenina 68

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-2-methylpropyl) -9-
- (6-fenyloxypyridin-3-ylmethyl)-1,4,9-triazaspiro[5.5]-

undekan

Sloudenina 68(1)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-2-methylpropyl) -9-
- (4- (4-methoxyfenyloxy) fenylmethyl)-1,4,9-triazaspiro[5.5]-

undekan

Sloudenina 68 (2)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-2-methylpropyl) -9-
- (4- (3-methoxyfenyloxy) fenylmethyl)-1,4,9-triazaspiro[5.5] -

undekan
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Sloulenina 68 (3)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-2-methylpropyl) -9-
- (4~ (4-fluorfenyloxy) fenylmethyl)-1,4,9-triazaspiro[5.5] -

undekan

Sloudenina 68 (4)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-2-methylpropyl) -9-
-(4-(4-chlorfenyloxy) fenylmethyl)-1,4,9-triazaspiro[5.5] -

undekan

Sloudenina 68 (5)

(3R) -1-butyl-2,5-dioxo-3- ((1R) ~1-hydroxy-2-methylpropyl) -9-
- (4- (fenylkarbonyl) fenylmethyl)-1,4,9-triazaspiro[5.5] -

undekan

Sloudenina 68 (6)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-2-methylpropyl) -9-
-(4-(1-fenyl-1l-hydroxymethyl) fenylmethyl)-1,4,9-triaza-

spiro[5.5]undekan

Sloudenina 68 (7)

(3R) -1-butyl-2,5~dioxo-3-((1R) -1-hydroxy-2-methylpropyl) -9-
-(4-(4- (morfolin-4-ylkarbonyl) fenyloxy) fenylmethyl) -1, 4, 9-

-triazaspiro[5.5]undekan

Sloudenina 68 (8)

(3R) ~1-butyl-2,5-dioxo-3-((1R)-1~hydroxy-2-methylpropyl) -9-
-(4-(6-methylpyridin-3-yloxy)fenylmethyl)-1,4,9-triaza-

spiro[5.5]undekan




01-0462-04-Ma T s

91

Sloufenina 68 (9)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-2-methylpropyl) -9-
- (4-(pyridin-1l-oxido-3-yloxy) fenylmethyl)-1,4,9-triaza-

spiro[5.5]undekan

Sloudenina 68 (10)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-2-methylpropyl) -9-
- (4- (4-hydroxypiperidin-1-ylmethyl) fenylmethyl)-1,4,9-tri-

azaspiro[5.5)undekan

Sloudenina 68(11)

(3R) -1-butyl-2,5-dioxo-3-((1R) -1-hydroxy-2-methylpropyl) -9~
-(3,5-dimethyl-1-cyklohexylpyrazol-4-ylmethyl)-1,4,9-tri-

azaspiro[5.5]undekan

Sloudenina 68(12)

(3R) -1-butyl-2,5-dioxo-3-((1R)-1-hydroxy-2-methylpropyl) -9-
-(1,3,5~trimethylpyrazol-4-ylmethyl)-1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 68(13)

(3R) -1-butyl-2,5-dioxo-3-((1R) -1-hydroxy-2-methylpropyl) -9-
- (4-(4-aminosulfonylfenyloxy) fenylmethyl) -1,4,9-triaza-

spiro[5.5]undekan

Sloudenina 68 (14)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-2-methylpropyl) -9-
-(4- (4-methylthiofenyloxy) fenylmethyl)-1,4,9-triaza-

spiro[5.5]undekan




01-0462-04-Ma s e

92

Sloudenina 68 (15)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-2-methylpropyl) -9-
- (4- (4-methylsulfonylfenyloxy) fenylmethyl) -1,4,9-triaza-

spiro[5.5]undekan

Sloudenina 68 (16)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-2-methylpropyl) -9-
- (4- (4-kyanofenyloxy) fenylmethyl) -1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 68(17)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-2-methylpropyl) -9-
—(4—(fenylthio)fenylmethyl)-1,4,9—triazaspiro[5.5]undekan

Slou&enina 68 (18)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-2-methylpropyl) -9-
-(3,5-dimethyl-1- (4-hydroxyfenyl)pyrazol-4-ylmethyl)-1,4,9-

-triazaspiro[5.5]undekan

Sloudenina 68(19)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-2-methylpropyl) -9-
-(3,5-dimethyl-1- (4-methylsulfonylaminofenyl)pyrazol-4-yl-
methyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 68 (20)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-2-methylpropyl) -9-
-(3,5-dimethyl-1- (4- (2~ (N,N-dimethylamino)ethylamino-
sulfonyl)fenyl)pyrazol—4—ylmethyl)-l,4,9—triazaspiro[5.5]—

undekan
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Slou&enina 68 (21)

(3R)—1—buty1—2,5—dioxo-3-((1R)—l-hydroxy-2~methy1propyl)-9-
—(3,5-dimethyl-1—(4-(pyrrolidin-l-ylsulfonyl)fenyl)pyrazol—
-4-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 68 (22)

(3R)—1—butyl—2,5—dioxo-3-((1R)—1—hydroxy—2—methylpropy1)—9-
- (4- (6-methylpyridin-1l-oxido-3-yloxy) fenylmethyl)-1,4,9-

-triazaspiro[5.5]undekan

Sloudenina 68 (23)

(3R)-1—butyl—2,5-dioxo—3—((lR)-1—hydroxy—2-methylpropyl)-9—
—(4—(4—hydroxyfenyloxy)fenylmethyl)—l,4,9—triazaspiro[5.5]—

undekan

Sloudenina 68 (24)

(3R)—1—butyl—2,5—dioxo—3—((1R)—1-hydroxy—2—methylpropyl)—9-
—(6—(4—methoxyfenyloxy)pyridin-B—ylmethyl)-1,4,9-triaza—

spiro[5.5]undekan

Sloudenina 68 (25)

(3R)—1—buty1-2,5—dioxo-3—((1R)—1—hydroxy—2—methylpropyl)-9—
-(3,5-dimethyl-1- (4- (methylaminosulfonyl) fenyl)pyrazol-4-
—ylmethyl)—1,4,9—triazaspiro[S.S]undekan

Sloudenina 68(26)

(3R)—l—buty1—2,5-dioxo—3-((1R)—1-hydroxy~2~methy1propyl)—9—
—(3,5—dimethyl—l—(4—(Nlmethyl—AF(2-hydroxyethyl)amino—
sulfonyl)fenyl)pyrazol—4—ylmethy1)—1,4,9—triazaspiro[5.5]—

undekan
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Sloudenina 68 (27)

(3R)—1—buty1—2,5-dioxo—3-((1R)—1-hydroxy—2—methylpropyl)—9—
-(3,5-dimethyl-1- (4- (2-hydroxyethylaminosulfonyl) fenyl) -
pyrazol—4—y1methyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 68 (28)

(3R)—l-butyl~2,5—dioxo-3-((1R)-1—hydroxy-2—methylpropyl)—9—
-(3,5-dimethyl-1- (4- (N, N-dimethylaminokarbonyl) fenyl) -
pyrazol—4—y1methyl)—1,4,9—tria2aspiro[S.S]undekan

Sloufenina 68(29)

(3R)-1-butyl—2,5—dioxo—3-((1R)—l—hydroxy—z-methylpropyl)—9—
-(3,5-dimethyl—1—(4-(2—(morfolin—4—yl)ethylaminosulfonyl)-
fenyl)pyrazol—4—ylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloulenina 68 (30)

(3R)—1—butyl—2,5—dioxo—3—((1R)—1—hydroxy—2—methylpropyl)-9—
—(3,5-dimethy1—l—(4—(pyrrolidin—1—ylkarbonyl)fenyl)pyrazol—
-4-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 68(31)

(3R)—1—butyl-2,5—dioxo—3—((1R)—1—hydroxy-2—methylpropyl)-9-
—(4—(4—methylsulfinylfenyloxy)fenylmethyl)-l,4,9~triaza-

spiro[5.5]undekan

Sloudenina 68 (32)

(3R)—l—buty1—2,5-dioxo—3—((1R)—1-hydroxy—2-methylpropyl)-9—
—(3,5—dimethyl—1-(4—(N,N—dimethylaminosulfonyl)fenyl)-
pyrazol—4—ylmethyl)—1,4,9—triazaspiro[5.S]undekan
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Sloudenina 68(33)

(3R)—l-butyl-Z,S-dioxo—B—((1R)—1—hydroxy—2—methylpropyl)-9-
-(3,5—dimethyl—1-(4-(morfolin—4—ylsulfony1)fenyl)pyrazol—4—
-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 68 (34)

(3R)—1—buty1—2,5—dioxo—3—((1R)-1-hydroxy-2-methylpropyl)-9—
- (4- (4-aminokarbonylfenyloxy) fenylmethyl) -1,4,9-triaza-

spiro[5.5]undekan

Sloudenina 68(35)

(3R)—l—butyl—2,5—di0x0—3-((1R)—l—hydroxy—z—methylpropyl)—9—
-(4—(4—methylaminokarbonylfenyloxy)fenylmethyl)—1,4,9—tri—

azaspiro[5.5]undekan

Slougenina 68 (36)

(3R)—1—buty1-2,5-dioxo—3—((lR)—l—hydroxy—z—methylpropyl)—9—
-(3,5—dimethyl—l—(4-methy1fenyl)pyrazol-4~y1methyl)—1,4,9—

-triazaspiro[5.5]undekan

Slou&enina 68 (37)

(3R)—1—buty1-2,5—dioxo—3-((1R)—1-hydroxy-2—methylpropyl)—9—
(3,5—dimethyl—1-(4—(N,N«diethylaminosulfonyl)fenyl)pyrazol—
—4—ylmethy1)—1,4,9-triazaspiro[S.S]undekan

Sloudenina 68 (38)

(3R)—l—butyl—2,5—dioxo-3-((1R)—1—hydroxy-2—methylpropyl)-9—
-(3,5-dimethyl—1-(4-(4—methylpiperazin—l—ylsulfonyl)fenyl)—
pyrazol—4—ylmethyl)—1,4,9—triazaspiro[5.5]undekan
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Sloudenina 68(39)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-2-methylpropyl) -9-
—(5-chlor-3—methyl—l—fenylpyrazol—4—ylmethyl)-1,4,9—triaza—

spiro[5.5]undekan

Sloudenina 68(40)

(3R)—1—buty1—2,5—dioxo—3—((lR)—l—hydroxy—z~methylpropyl)—9-
- (3,5-dimethyl-1- (4- (morfolin-4-ylkarbonyl) fenyl)pyrazol-4-

-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 68 (41)

(3R)-1—butyl—2,5-dioxo—3f((1R)—l—hydroxy—z—methylpropyl)-9—
—(3,5—dimethyl—1—(4—(2—hydroxyethylaminokarbonyl)fenyl)-
pyrazol—4—ylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 68(42)

(3R)—1—butyl-2,5-dioxo—3-((lR)—l—hydroxy—z—methylpropyl)—9—
—(4—(4-(2—(N}N—dimethylamino)ethylaminokarbonyl)fenyloxy)—
fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 68 (43)

(3R)—1—butyl—2,5—dioxo—3—((1R)—1—hydroxy—2—methylpropyl)—9-
—(4-(pyridin—B—yloxy)fenylmethyl)-1,4,9—triazaspiro[5.5]—

undekan

Sloudenina 68 (44)

(3R)-l-butyl—2,5-di0x0—3—((1R)—1—hydroxy-2—methylpropyl)—9—
—(4-(4-karboxyfenyloxy)fenylmethyl)—1,4,9—triazaspir0[5.5]—

undekan
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Sloudenina 68 (45)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-2-methylpropyl) -9-
- (4- (4-methylfenyloxy) fenylmethyl)-1,4,9-triazaspiro[5.5] -

undekan

Sloudenina 68 (46)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-2-methylpropyl) -9-
-(3,5-dimethyl-1-(2,4-difluorfenyl)pyrazol-4-ylmethyl) -

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 68 (47)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-2-methylpropyl) -9-
-(3,5-dimethyl-1- (pyridin-2-yl)pyrazol-4-ylmethyl)-1,4,9-

-triazaspiro[5.5]undekan

Sloudenina 68(48)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-2-methylpropyl) -9-
—(3,5—dimethyl—1—(4—methylaminokarbonylfenyl)pyrazol-4-y1—
methyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 68(49)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-2-methylpropyl) -9-
-(4-cyklohexyloxyfenylmethyl)—1,4,9—triazaspiro[5.5]undekan

Slou&enina 68 (50)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-2-methylpropyl) -9-
-(4-(3,4,5,6-tetrahydropyran-4-yloxy) fenylmethyl) -1,4,9-

-triazaspiro[5.5]undekan

800
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Sloudenina 68 (51)

(3R)—1—buty1—2,5—dioxo—3—((lR)-1—hydroxy-z—methylpropyl)~9—
- (4- (4-methoxyfenylmethylaminockarbonyl) fenylmethyl) -1,4,9-

-triazaspiro[5.5]undekan

Sloudenina 68 (52)

(3R)—l-butyl-z,swdioxo—3—((1R)—1-hydroxy-2—methy1propyl)—9—
_(4—(cyklohexylaminokarbonyl)fenylmethyl)—l,4,9-triaza—

spiro[5.5]undekan

Sloudenina 68(53)

(3R)-1—butyl—2,5-dioxo—3—((1R)—l—hydroxy-z—methylpropyl)—9—
—(4-(4—(pyrrolidin-l-ylkarbonyl)fenyloxy)fenylmethyl)—

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 68 (54)

(3R)—l—butyl—2,5—dioxo—3—((1R)—l—hydroxy—z—methylpropyl)—9-
—(3,5—dimethyl—1—(4—f1uorfenyl)pyrazol—4-ylmethyl)—1,4,9—

-triazaspiro[5.5]undekan

Sloudenina 68 (55)

(3R)-1—butyl—2,5-dioxo—3—((lR)—1—hydroxy—2-methylpropyl)—9—
—(3,5—dimethyl—l—(4—(2-fenylethy1)fenyl)pyrazol-4—y1-
methyl)—1,4,9-triazaspiro[5.5]undekan

Sloufenina 68 (56)

(3R)—l—buty1-2,5—dioxo—3—((1R)—l—hydroxy—z—methylpropyl)-9—
—(3,5—dimethy1—l—(1—benzyloxykarbonylpiperidin-4—yl)—
pyrazol—é—ylmethyl)—1,4,9—triazaspiro[5.S]undekan
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Sloudenina 68(57)

(3R)—1—buty1—2,5—dioxo—3—((1R)—1—hydroxy—2—methylpropyl)-9-
-(4—(4—(2—hydroxyethylaminokarbonyl)fenyloxy)fenylmethyl)—

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 68 (58)

(3R)-1—butyl—2,5-dioxo-3—((1R)—1—hydroxy—2—methylpropyl)-9-
-(3,5-dimethyl-1- (1-methylsulfonylpiperidin-4-yl)pyrazol-4-
~ylmethy1)—1,4,9-triazaspiro[5.5]undekan

Sloudenina 68 (59)

(3R)-1—butyl—2,5—dioxo—3-((1R)—l—hydroxy—2~methylpropyl)—9-
‘—(4—(4—hydroxymethylfenyloxy)fenylmethyl)—1,4;9—triaza-

spiro[5.5]undekan

Sloudenina 69

(3S)-1-butyl~2,5-dioxo—3—((1S)—1—hydroxy—2—methylpropyl)-9—
—(6—fenyloxypyridin—3—ylmethyl)—l,4,9—triazaspiro[5.5]—

undekan

Sloudenina 70

(3S)—1—butyl-2,5—dioxo—3~(2—methylpropyl)—9—(3,5-dimethyl-
—1—(4—(N}deimethylaminokarbonyl)fenyl)pyrazol—4—ylmethy1)—

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 70(1)

(3S)—1—butyl—2,5—dioxo—3—(2—methylpropyl)—9~(3,5—dimethyl-
—1—(4—(pyrrolidin—l-ylkarbonyl)fenyl)pyrazol-4-ylmethyl)—

-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 70(2)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (3,5-dimethyl-
-1-(4- (morfolin-4-ylkarbonyl) fenyl)pyrazol-4-ylmethyl) -

-1,4,9-triazaspiro[5.5]undekan

S8loudenina 70(3)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4-methyl-
sulfonylfenylmethyl)-1,4,9-triazaspiro[5.5])undekan

Slou&enina 70(4)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (4-methyl -
sul fonylfenyloxy) fenylmethyl) -1,4,9-triazaspiro{5.5]undekan

Slougenina 70(5)

(35) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9-(3,5-dimethyl-
-1-(4-(2- (morfolin-4-y1l)ethylaminosulfonyl) fenyl)pyrazol-4-
-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 70 (6)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9-(3,5-dimethyl-
1-(4- (4-methylpiperazin-1l-ylsulfonyl) fenyl)pyrazol-4-yl-
methyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 70(7)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (4-methyl-
sulfinylfenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 70(8)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (pyridin-1-
-oxido-3-yloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan
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Sloudenina 70(9)

(35) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (3,5-dimethyl-
-1- (4- (2-hydroxyethylaminokarbonyl) fenyl) pyrazol-4-yl-
methyl)-1,4,9—triazaspiro[5.5]undekan

Sloudenina 70(10)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4~ (4- (morfo-
1in—4—y1karbohyl)fenyloxy)fenylmethyl)-l,4,9—triazaspiro—
[5.5]undekan

Sloudenina 70(11)

(BS)—1—buty1-2,5-dioxo-3—(2—methylpropyl)-9-(3,5—dimethyl—
-1-(4- (N, N-diethylaminosulfonyl) fenyl) pyrazol-4-ylmethyl) -

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 70(12)

(35)—1—butyl—2,5—dioxo—3-(2—methylpropy1)—97(4—(4—(2-hydro—
xyethylaminokarbonyl)fenyloxy)fenylmethyl)—1,4,9—triaza-

spiro[5.5]undekan

Sloudenina 70(13)

(3S)-l—butyl-Z,S—dioxo-B-(2-methylpropyl)—9—(4—(4—(pyrroli-
din—l—ylkarbonyl)fenyloxy)fenylmethyl)—1,4,9—triazaspiro-
[5.5]undekan

Sloudenina 70(14)

(3S)-1—buty1—2,5-dioxo=3—(2—methy1propy1)—9—(3,5-dimethy1-
-1—(4-(cyklohexylaminosulfonyl)fenyl)pyrazol—4-ylmethyl)—

-1,4,9-triazaspiro[5.5]undekan
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Slou&enina 70(15)

(3S)—1—butyl—2,5-dioxo—3—(2—methy1propy1)-9—(3,5~dimethyl-
-1-(4- (3-methoxypropylaminosulfonyl) fenyl)pyrazol-4-yl-
methyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 70(16)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4-methyl-
sulfinylfenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 70(17)

(3S) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9-(3,5-dimethyl-
-1-propylpyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloud&enina 70(18)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9-(3,5-dimethyl-
-1-ethylpyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 70(19)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9-(3,5-dimethyl -
-1—cyklopentylpyrazol—4-y1methyl)—1,4,9—triazaspiro[5.5]—

undekan

Sloufenina 70(20)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (3,5-dimethyl -
-1-(1,1-dimethylethyl)pyrazol-4-ylmethyl)-1,4,9-triaza-

spiro[5.5]undekan

Sloudenina 70(21)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9-(3,5-dimethyl-
-1- (1-benzyloxykarbonylpiperidin-4-yl) pyrazol-4-ylmethyl) -

-1,4,9-triazaspiro[5.5]undekan
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Slou&enina 70 (22)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- ( (4-methoxy-
fenyl)methylaminokarbonyl) fenylmethyl) -1,4,9-triazaspiro-
[5.5]undekan

Slou&enina 70(23)

(3S) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (3-methoxy-
propylaminokarbonyl) fenylmethyl) -1,4,9-triazaspiro([5.5] -

undekan

Sloudenina 70(24)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9~ (3,5-dimethyl-
-1- (4-methoxykarbonylfenyl) pyrazol-4-ylmethyl)-1,4,9-tri-

azaspiro[5.5]undekan

Sloufenina 70(25)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9-(3,5-dimethyl-
-1- (4-methoxyfenyl)pyrazol-4-ylmethyl)-1,4,9-triazaspiro-
[5.5]undekan

Slou&enina 70(26)

(33)—l—butyl—2,5—dioxo-3—(2—methy1propyl)—9-(3,5—dimethyl—
-1-(4-(3- (morfolin-4-yl)propylaminosulfonyl) fenyl)pyrazol-
-4-ylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 70(27)

(35)-1—butyl-2,5—diox0*3—(2-methylpropy1)—9-(4-(pyrrolidin—
—1—y1karbonyl)fenylmethyl)—1,4,9-triazaspiro[5.5]undekan
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Slou&enina 70(28)

(35)~l—butyl—2,5—dioxo~3-(Z—methylpropyl)-9—(4—(piperidin—
-1-ylkarbonyl) fenylmethyl) -1, 4, 9-triazaspiro[5.5] undekan

Sloudenina 70 (29)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (morfolin-4-
-ylkarbonyl) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 70(30)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (N-methyl-N-
- (2- (pyridin-2-yl) ethyl) aminokarbonyl) fenylmethyl) -1, 4,9~

-triazaspiro[5.5]undekan

Sloudenina 70(31)

(35) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (cyklohexyl-
aminokarbonyl) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 70(32)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9~ (4- (N, N-di-
methylaminosulfonyl)fenylmethyl)—1,4,9—triazaspiro[5.5]—

undekan

Sloudenina 70 (33)

(35) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (4-methoxy-
karbonylfenyloxy)fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 70 (34)

(35)—1—butyl—2,5—dioxo-3—(2—methylpropyl)—9-(3,5-dimethy1—
1-(1—methy1piperidin-4-yl)pyrazol—4—ylmethyl)—1,4,9—tri-

azaspiro[5.5]undekan
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Sloudenina 70 (35)

(38) ~1-butyl-2,5-dioxo-3- (2-methylpropyl) -9-(3,5-dimethyl-
-1-(1-methylsulfonylpiperidin-4-yl)pyrazol-4-ylmethyl) -

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 70(36)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9-(3,5-dimethyl-
-1-(4-(3-(N,N-dimethylamino) propylaminosulfonyl) fenyl) -
- pyrazol-4-ylmethyl)-1,4,9-triazaspiro{5.5]undekan

Slou&enina 70(37)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9~ (4- (4~ (N, N-di-
methylamino) fenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5] -

undekan

Sloudéenina 70 (38)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9-(3,5-dimethyl-
1~ (4- (N-methyl-N-(2-(N',N'-dimethylamino)ethyl)amino-
sulfonylfenyl)pyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]-

undekan

Sloudenina 70(39)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (4~ ( (N, N-di-
methylamino)methyl) fenyloxy) fenylmethyl) -1,4,9-triaza-

spiro[5.5]undekan

Sloufenina 70(40)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9~ (4~ (4-karboxy-
fenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan
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Sloudenina 70 (41)

(3S)-1—butyl-2,5—dioxo—3—(2—methylpropy1)—9—(3,5-dimethy1—
-1- (4-methylaminokarbonylfenyl)pyrazol-4-ylmethyl)-1,4,9-

-triazaspiro([5.5]undekan

Sloudenina 70(42)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9~ (4- ( (methoxy-
karbonyl)methylaminokarbonyl)fenylmethyl)-1,4,9—triaza—

spiro[5.5]undekan

Sloudenina 70(43)

(35) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9-(3-(3,5-di-
methyl—l—fenylpyrazol—4—yl)—2E—propeny1)—1,4,9—triaza—

spiro[5.5]undekan

Sloudenina 71

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (karboxy-
methylaminokarbonyl)fenylmethyl)—1,4,9—triazaspiro—
[5.5]undekan

Slou&enina 72

(38)—1—butyl—2,5—dioxo—3—(2—methylpropyl)—9—(3—(3,5—di—
methyl-l—fenylpyrazol—4—yl)propyl)-l,4,9-triazaspiro—
[5.5]undekan

Sloudenina 73

(35)—l—butyl-z,5~dioxo—3~cyklohexy1methy1—9-(3,5-dimethyl-
-1—(4—(N,N—dimethylaminokarbonyl)fenyl)pyrazol—4—y1methyl)—

-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 73 (1)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(3,5-dimethyl-
-1-(4- (pyrrolidin-1-ylkarbonyl) fenyl)pyrazol-4-ylmethyl) -

-1,4,9-triazaspiro[5.5]undekan

Slou&enina 73 (2)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(3,5-dimethyl-
-1-(4- (morfolin-4-ylkarbonyl) fenyl)pyrazol-4-ylmethyl) -

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 73(3)

(35) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(3,5-dimethyl-
-1-(4-(2- (N, N-dimethylamino) ethylaminokarbonyl) fenyl) -
pyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 73 (4)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (4- (morfo-
lin—4—ylkarbonyl)fenyloxy)fenylmethyl)—1,4,9—triazaspiro-
[5.5]undekan

Sloudenina 73 (5)

(35) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-methyl-
sulfonylfenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 73 (6)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (4-methyl-
sulfonylfenyloxy)fenylmethyl)—1,4,9—triazaspiro[5.5]undekan

Slou&enina 73(7)
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(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(3,5-dimethyl-

-1-(4-(2- (morfolin-4-yl)ethylaminosulfonyl) fenyl)pyrazol-4-
-ylmethyl)-1,4,9-triazaspiro([5.5]undekan

Sloudenina 73(8)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(3,5-dimethyl-
-1-(4- (4-methylpiperazin-1-ylsulfonyl) fenyl)pyrazol-4-yl-
methyl) -1,4,9-triazaspiro[5.5]undekan

Sloud&enina 73 (9)

(3S) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(4- (4-methyl-
sulfinylfenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 73 (10)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(3,5-dimethyl-
-1-(4- (2-hydroxyethylaminokarbonyl) fenyl) pyrazol-4-yl-
methyl)-1,4,9-triazaspiro[5.5]undekan

Sloufenina 73(11)

(38) -1-butyl-2,5-dioxo~3-cyklohexylmethyl-9- (4- (4-(2-
-hydroxyethylaminokarbonyl) fenyloxy) fenylmethyl) -1,4,9-

-triazaspiro[5.5]undekan

Sloudenina 73(12)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4~ (4- (pyrroli-
din—l—ylkarbonyl)fenyloxy)fenylmethyl)—1,4,9—triazaspiro—
[5.5]undekan

Sloudenina 73 (13)

(3S)—l—butyl-z,5—dioxo—3—cyklohexylmethyl«9~(3,5-dimethyl—
-1- (4- (cyklohexylaminosulfonyl) fenyl)pyrazol-4-ylmethyl) -

-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 73 (14)

(3S)—1-buty1—2,5-dioxo—3—cyklohexylmethyl-9—(3,5~dimethy1-
-1- (4- (3-methoxypropylaminosulfonyl) fenyl) pyrazol-4-yl-
methyl) -1,4,9-triazaspiro[5.5]undekan

Slou&enina 73 (15)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-methyl-
sulfinylfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 73(16)

(35)—1—buty1—2,5-dioxo-3—cyklohexylmethyl-9-(3,5—dimethyl-
—1—propylpyrazol—4—ylmethyl)-1,4,9—triazaspiro[5.5]undekan

Sloudenina 73(17)

(3S)-1—butyl—2,5—dioxo—3—cyklohexylmethyl—9—(3,5—dimethyl—
—l—ethylpyrazol-4—ylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 73(18)

(3S)-1—butyl—2,5—dioxo-3—cyklohexylmethyl—9-(3,5—dimethy1—
1—cyklopentylpyrazol—4—y1methyl)—1,4,9-triazaspiro[5.5]—

undekan

Sloudenina 73(19)

(33)—1-buty1—2,5—dioxo—3-cyklohexylmethyl—9—(3,5-dimethyl—
—1—(4-(3—(morfolin—4—y1)propylaminosulfonyl)fenyl)pyrazol—
—4-ylmethy1)—1,4,9—triazaspiro[5.5]undekan

Slouenina 73 (20)

(3S)-1-butyl—2,5-dioxo—3—cyklohexylmethy1—9—(4—(N;N>di—
methylaminosulfonyl)fenylmethyl)—1,4,9-triazaspiro[5.5]—

undekan
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Sloudenina 73(21)

(3S)-1—buty1-2,5—dioxo—3-cyklohexylmethy1—9—(4—(pyrrolidin-
—1—y1karbony1)fenylmethyl)-1,4,9—triazaspiro[5.5]undekan

Sloudenina 73(22)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (4- (N, N-di-
methylamino)fenyloxy)fenylmethyl)—1,4,9—triazaspiro[5.5]-

undekan

Sloudenina 73 (23)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4~ (cyklohexyl-
aminokarbonyl)fenylmethyl)—1,4,9-triazaspiro[5.S]undekan

Sloudenina 73 (24)

(3S)—l-butyl—z,5-dioxo—3-cyklohexylmethyl—9—(3,5-dimethyl—
—1-(4-methoxykarbonylfenyl)pyrazol—4—y1methyl)—1,4,9—tri-

azaspiro[5.5]undekan

Slou&enina 73 (25)

(33)-1—butyl~2,5—dioxo-3—cyklohexylmethyl—s-(4-(3—methoxy—
propylaminokarbonyl)fenylmethyl)—1,4,9—triazaspiro[5.5]-

undekan

Sloudenina 73(26)

(3S)—1~butyl—2,5—dioxo—3—cyklohexylmethyl—9—(4-(NLmethyl-Nl
-(2—(pyridin—z—yl)ethyl)aminokarbonyl)fenylmethyl)—1,4,9—

-triazaspiro[5.5]undekan
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Sloudenina 73(27)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- ((4-methoxy-
fenyl)methylaminokarbonyl) fenylmethyl) -1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 73 (28)

(35) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (4-methoxy-
karbonylfenyloxy)fenylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 73 (29)

(BS)—1-butyl~2,5—dioxo-3—cyklohexylmethyl—9-(3,5—dimethy1—
-1- (4-methoxyfenyl)pyrazol-4-ylmethyl)-1,4,9-triazaspiro-
[5.5]undekan

Slou&enina 73 (30)

(BS)—1—butyl—2,5-dioxo—3—cyklohexylmethyl-9—(3,5—dimethyl—
—l—(1—methylpiperidin—4—y1)pyrazol—4-ylmethyl)—l,4,9—tri—

azaspiro[5.5]undekan

Sloudenina 73(31)

(3S)—1—butyl—2,5-dioxo—3—cyklohexylmethyl—9—(3,5—dimethyl—
—1—(l—methylsulfonylpiperidin—4—yl)pyrazol-4—ylmethy1)-

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 73(32)

(BS)—1-buty1—2,5—dioxo—3—cyklohexylmethyl-9—(3,5—dimethyl—
—1-(4—(3—(N,N—dimethylamino)propylaminosulfonyl)fenyl)-‘
pyrazol—4-ylmethyl)—1,4,9—triazaspiro[5.5]undekan
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Sloudenina 73(33)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(3,5-dimethyl-
-1-(4- (N-methyl-N-(2- (N',N'-dimethylamino)ethyl)amino-
sulfonylfenyl)pyrazol-4-ylmethyl) -1,4,9-triazaspiro[5.5] -

undekan

Sloudenina 73 (34)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (piperidin-
-1-ylkarbonyl) fenylmethyl) -1, 4, 9-triazaspiro[5.5)undekan

Sloudenina 73 (35)

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (morfolin-4-
-ylkarbonyl) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Slouenina 73 (36)

(3S) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4~ (4- ((N, N-di-
methylamino)methyl) fenyloxy) fenylmethyl) -1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 73(37)

(35) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(3,5-dimethyl-
-1- (4-methylaminokarbonylfenyl)pyrazol-4-ylmethyl) -1,4,9-

-triazaspiro[5.5]undekan

Slou&enina 73(38)

(35) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(3,5-dimethyl-
-1-(1,1-dimethylethyl)pyrazol-4-ylmethyl)-1,4,9-triaza-

spiro[5.5]undekan
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Slouenina 73(39)

(3S)—1-butyl—2,5—dioxo—B—cyklohexylmethyl—9—(3,5—dimethyl—
—1—(1-benzyloxykarbonylpiperidin—4-yl)pyrazol—4—ylmethyl)-

1,4,9-triazaspiro[5.5]undekan

Sloudenina 73 (40)

(38)—1-butyl—2,5—dioxo—3—cyklohexylmethy1—9—(4-(4-hydroxy—
methylfenyloxy)fenylmethyl)-1,4,9—triazaspiro[5.5]undekan

Sloudenina 73 (41)

(3S)—1-butyl-2,5—dioxo-3—cyklohexylmethy1-9-(4-((methoxy-
karbonyl)methylaminokarbonyl)fenylmethyl)—1,4,9—triaza—

spiro[5.5]undekan

Sloufenina 74

(38)—1-butyl-2,5—dioxo-3-cyklohexylmethyl-9—(4—(karboxy—
methylaminokarbonyl)fenylmethyl)-1,4,9—triazaspiro[5.5]—

undekan

Sloudenina 75

(3R)-1—butyl-2,5-dioxo—3-((1R)-l—hydroxy—l—cyklohexyl—
methyl)—9—(4—fenyloxyfenylmethyl)-1,4,9—triazaspiro—
[5.5]undekan

Sloudenina 75(1)

(3R)—1—butyl—2,5-dioxo—3-((1R)—l—hydroxy-l—cyklohexyl—
methyl)—9—(6—fenyloxypyridin—3—ylmethyl)—1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 75(2)




01-0462-04-Ma

114

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-
methyl) -9- (4- (4-fluorfenyloxy) fenylmethyl) -1,4,9-triaza-

spiro[5.5]undekan

Slou&enina 75 (3)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-
methyl) -9- (4- (4-chlorfenyloxy) fenylmethyl) -1,4,9-triaza-

spiro[5.5]undekan

Sloudenina 75 (4)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1~hydroxy-1-cyklohexyl-
methyl) -9- (4~ (4-kyanofenyloxy) fenylmethyl) -1,4,9-triaza-

spiro[5.5]undekan

Slou&enina 75(5)

(3R)—1—butyl—2,5—dioxo—3—((1R)—l—hydroxy—l—cyklohexyl—
methyl) -9- (4- (4-methylsulfonylaminofenyloxy) fenylmethyl) -

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 75(6)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-
methyl) -9- (4- (6-methylpyridin-3-yloxy) fenylmethyl) -1,4,9-

~triazaspiro[5.5]undekan

Sloudenina 75(7)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-
methyl) -9- (4- (1-methylethyl) fenylmethyl) -1,4,9-triaza-

spiro[5.5]undekan




01-0462-04-Ma .

115

Sloudenina 75(8)

(3R)—1-buty1—2,5—dioxo—3—((lR)-1—hydroxy—l-cyklohexyl-
methyl)—9—(4—(4-methylsulfinylfenyloxy)fenylmethyl)—1,4,9—

-triazasgpiro[5.5]undekan

Slou&enina 75(9)

(3R)-1-butyl—2,5—dioxo-3—((1R)—1-hydroxy—l—cyklohexyl—
methyl)—9—(4—(3,4,5,6—tetrahydropyran—4-yloxy)fenylmethyl)-

-1,4,9-triazaspiro[5.5]undekan

Slou&enina 75(10)

(3R)—1—butyl~2,5-dioxo—3—((1R)-1-hydroxy—1—cyklohexyl-
methyl)—9—(4-fenylkarbonylfenylmethyl)—1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 75(11)

(3R)—1—buty1—2,5-dioxo—3—((lR)—l-hydroxy—l—cyklohexyl—
methyl)-9—(4—(l—fenyl—1-hydroxymethy1)fenylmethyl)-1,4,9—

-triazaspiro[5.5]undekan

Slou&enina 75(12)

(3R)—1—butyl—2,5—dioxo—3—((1R)—1—hydroxy—1-cyklohexyl—
methyl)—9—(3,5—dimethyl-l—(4-(morfolin—4—ylsu1fonyl)fenyl)—
pyrazol—4-ylmethy1)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 75(13)

(3R)-1-buty1—2,5—dioxo-3—((1R)-l—hydroxy-l-cyklohexyl—
methyl)—9-(3,5—dimethy1—l—(4—methylaminosulfonylfenyl)—
pyrazol—4—ylmethyl)—1,4,9—triazaspiro[5.5]undekan
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Sloudenina 75(14)

(3R)—1—butyl—2,5—dioxo—3~((1R)-1—hydroxy—l—cyklohexyl—
methyl)—9-(3,5-dimethyl—l—(4—(N—methyl—N—(2—hydroxyethy1)—
aminosulfonyl)fenyl)pyrazol-4-ylmethyl)—l,4,9-triazaspiro—
[5.5]undekan

Sloudenina 75(15)

(3R)—1—butyl—2,5-dioxo—3—((1R)—1-hydroxy—1—cyklohexy1—
methyl)-9-(3,5-dimethy1-1—(pyridin—z—yl)pyrazol-4—yl-
methyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 75(16)

(3R)-1—buty1-2,5—dioxo—3—((1R)—1~hydroxy—1—cyklohexy1—
methyl)—9—(3,5—dimethyl-l—cyklohexylpyrazol—4-ylmethyl)-

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 75(17)

(3R)—1—buty1-2,5—dioxo—3—((1R)—1—hydroxy—1—cyklohexyl—
methyl)—9—(1,3,5-trimethylpyrazol—4-ylmethyl)—1,4,9—tri—

azaspiro [5.5] undekan

Sloudenina 75(18)

(3R)—1—butyl—2,5-dioxo-3—((1R)—1—hydroxy—1—cyklohexyl-
methyl)-9—(3,5—dimethy1—1—(4—(N,N—dimethylaminokarbonyl)—
fenyl)pyrazol-4—y1methyl)-1,4,9—triazaspiro[5.5]undekan

Sloudenina 75(19)

(3R)-1—butyl—2,5-dioxo—3—((lR)—1-hydroxy—1~cyklohexyl—
methyl)-9—(4~(N,N—bismethylsulfonyl)fenylmethyl)—1,4,9-

-triazaspiro[5.5]undekan
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Sloudenina 75(20)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-1-cyklohexyl-
methyl) -9-(3,5-dimethyl-1- (4-methylsulfonylaminofenyl) -
pyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Slouenina 75(21)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-1-cyklohexyl-
methyl) -9-(3,5-dimethyl-1- (4~ (N, N-dimethylsulfonyl) -
fenyl)pyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 75 (22)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-1-cyklohexyl-
methyl)—9—(3,5-dimethyl—1-(4—(pyrrolidin-l—ylkarbonyl)—
fenyl)pyrazol—4—ylmethy1)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 75(23)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-
methyl)-9—(3,5—dimethyl—1—(4-(morfolin—4-ylkarbonyl)-
fenyl)pyrazol—4—ylmethy1)—1,4,9-triazaspiro[5.5]undekan

Sloudenina 75(24)

(3R)-l-butyl—2,5-dioxo-3—((lR)-1-hydroxy—1—cyklohexyl-
methyl)—9—(4-aminokarbonylfenylmethyl)—1,4,9—triaza—

spiro[5.5]undekan

Sloudenina 75(25)

(3R)—1—butyl—2,5—dioxo-3—((1R)—1—hydroxy—1—cyklohexyl-
methyl)-9—(4—(4—aminokarbonylfenyloxy)fenylmethyl)—1,4,9—

-triazaspiro[5.5]undekan
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Slouenina 75(26)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-
methyl)-9-(4e(4—aminosulfonylfenyloxy)fenylmethyl)—1,4,9—

-triazaspiro[5.5]undekan

Sloudenina 75(27)

(3R)—1-buty1—2,5—dioxo—3-((lR)-1—hydroxy-l—cyklohexyl—
methyl)-9—(4—(6-methylpyridin—l—oxido—B—yloxy)fenylmethyl)—

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 75(28)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-
methyl)—9—(4—(4—hydroxyfenyloxy)fenylmethyl)—1,4,9—tri—

azaspiro[5.5]undekan

Slouenina 75(29)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-1-cyklohexyl-
methyl)~9—(3,5—dimethyl-1-(4—hydroxyfenyl)pyrazol-4—y1?
methyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 75(30)

(3R)—1—butyl—2,5—dioxo—3—((1R)-1—hydroxy—1-cyklohexyl-
methyl)-9—(3,5-dimethyl—1—(4—(2—hydroxyethylaminosulfonyl)—
fenyl)pyrazol—4-y1methyl)—1,4,9-triazaspiro[5.5]undekan

Sloudenina 75(31)

(3R)—1—butyl—2,5—dioxo—3—((1R)—1-hydroxy—1—cyklohexyl—
methyl)—9—(3,5—dimethyl—l—(4—(pyrrolidin-l—ylsulfonyl)—
fenyl)pyrazol—4—y1methyl)—1,4,9—triazaspiro[5.5]undekan
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Sloudenina 75 (32)

(3R)—1—butyl—2,5—dioxo-3—((1R)—l-hydroxy-l—cyklohexyl-
methyl)-9—(5-chlor-3—methyl—1-fenylpyrazol—4—y1methyl)—

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 75 (33)

(3R)—1-butyl—2,5-dioxo—3—((1R)—l—hydroxy—l—cyklohexyl—
methyl)—9-(4-(4—methoxyfenyloxy)fenylmethyl)—1,4,9—tri—

azaspiro[5.5]undekan

Sloudenina 75 (34)

(3R)-l—butyl—2,5—dioxo—3-((1R)—l-hydroxy—l—cyklohexyl-
methyl)-9-(4—(3—methoxyfenyloxy)fenylmethyl)—1,4,9—tri—

azaspiro[5.5]undekan

Sloudenina 75 (35)

(3R)~l—buty1—2,5—dioxo—3—((1R)-1—hydroxy-1-cyklohexyl-
methyl)—9—(4-(N,N—dimethylaminokarbonyl)fenylmethyl)—1,4,9—

-triazaspiro[5.5]undekan

Sloudenina 75(36)

(3R)—1—butyl-2,5—dioxo—3—((1R)—1—hydroxy—1—cyklohexyl—
methyl)-9-(3,5—dimethy1—1—feny1pyrazol—4—ylmethyl)—1,4,9—

-triazaspiro[5.5]undekan

Sloudenina 75(37)

(3R)—1-buty1-2,5—dioxo—3—((1R)-l-hydroxy-l-cyklohexyl—
methyl)—9-(3,5—dimethy1-1—(4-methy1fenyl)pyrazol—4—yl—
methyl)—1,4,9~triazaspiro[5.5]undekan
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Slou&enina 75(38)

(3R) -1-butyl-2;5-dioxo-3- ((1R) -1-hydroxy-1-cyklohexyl-
methyl) -9- (3,5-dimethyl-1- (4-fluorfenyl)pyrazol-4-yl-
methyl)-1,4,9~triazaspiro[5.5]undekan

Sloudenina 75(39)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-
methyl)—9—(6-(4—methoxyfenyloxy)pyridin—B—ylmethyl)—1,4,9—

-triazaspiro([5.5]undekan

Sloudenina 75 (40)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-1-cyklohexyl-
methyl)-9—(4—(4—methylsulfonylfenyloxy)fenylmethyl)-1,4,9—

-triazaspiro[5.5]undekan

Sloudenina 75(41)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-
methyl)-9—(4—(4-(2-(N,N—dimethylamino)ethylamino-
karbonyl)fenyloxy)fenylmethyl)-1,4,9—triazaspiro[5.5]—

undekan

Sloudenina 75(42)

(3R)-1—butyl-2,5—dioxo-3-((1R)—1—hydroxy-1—cyklohexyl—
methyl)—9—(3,5—dimethyl—l-(4—(2—hydroxyethylaminokarbonyl)-
fenyl)pyrazol—4—y1methyl)-1,4,9—triazaspiro[5.5]undekan

Sloudenina 75(43)

(3R)-1-butyl-2,5—dioxo—3-((1R)-l—hydroxy—l—cyklohexyl—
methyl)-9-(3,5—dimethyl—1—(4—(2-(N,N—dimethylamino)ethyl-
aminokarbonyl)fenyl)pyrazol—4-ylmethy1)—1,4,9—triazaspiro—
[5.5]undekan
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Sloudenina 75(44)

(3R)-l—buty1—2,5—dioxo—3—((1R)—1—hydroxy—1-cyklohexy1~
methyl) -9- (3,5-dimethyl-1-(4-(2- (morfolin-4-yl)ethyl-
aminosulfonyl) fenyl)pyrazol-4-ylmethyl)-1,4,9-tri-

azaspiro[5.5]undekan

Sloudenina 75 (45)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-
methyl)~9*(4—(4—(morfolin—4—y1karbony1)fenyloxy)fenyl—
methyl)—1,4,9-triazaspiro[5.5]undekan

Sloudenina 75 (46)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-
methyl)-9—(1,4—benzodioxan—G—ylmethyl)—1,4,9—triaza—

spiro[5.5]undekan

Sloudenina 75(47)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-
methyl)—9—(3,5—dimethyl—1-(4-(N,N—diethylaminosulfonyl)—
fenyl)pyrazol—4—ylmethy1)~l,4,9~triazaspiro[5.5]undekan

Sloudenina 75(48)

(3R)—1—buty1-2,5—dioxo—3-((lR)—1—hydroxy-1—cyklohexy1-
methyl)—9—(4—(pyridin—l—oxido—3—yloxy)fenylmethyl)—1,4,9-

-triazaspiro[5.5]undekan

Sloudenina 75(49)

(3R)-1—butyl-2,5—dioxo—3—((1R)—1—hydroxy—1—cyklohexyl-
methyl)—9—(3,5—dimethyl-1—(4—(4-methylpiperazin-1—y1—
sulfonyl)fenyl)pyrazol-4—ylmethyl)—1,4,9—triazaspiro—
[5.5]undekan
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Slou&enina 75 (50)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-
methyl)—9—(4-(4—methylaminokarbonylfenyloxy)fenylmethyl)—

-1,4,9-triazaspiro[5.5]undekan

Slou&enina 75(51)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-
methyl)-9—(3,5-dimethyl—1—(2,4—difluorfeny1)pyrazol—4~
—ylmethyl)-1,4,9—triazaspiro[5.5]undekan

Sloudenina 75(52)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-
methyl)—9-(3,5—dimethyl—1—(4-(2—(N,N-dimethylamino)ethyl—
aminosulfonyl)fenyl)pyrazol—4—ylmethyl)—1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 75(53)

(3R)-1—butyl—2,5—dioxo~3-((1R)-1-hydroxy-l—cyklohexy1-
methyl)-9—(3,5—dimethyl—1—(4—methylaminokarbonylfenyl)—
pyrazol—é—ylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 75 (54)

(3R)-1—buty1-2,5—dioxo—3—((1R)—1-hydroxy—1-cyklohexyl-
methyl)—9—(4—(4—karboxyfenyloxy)fenylmethyl)—1,4,9—tri—

azaspiro[5.5]undekan

Slou&enina 75(55)

(BR)—1-buty1—2,5-dioxo—3—((1R)-1—hydroxy~1—cyklohexyl—
methyl)-9—(4-((4—methoxyfeny1)methylaminokarbonyl)—
fenylmethyl)—1,4,9—triazaspiro[5.S]undekan
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gloudenina 75 (56)

(3R)-1-butyl—2,5—dioxo-3-((1R)-1—hydroxy—l-cyklohexyl-
methyl)—9—(4—(3—methoxypropylaminokarbonyl)fenylmethyl)—

-1,4,9—triazaspiro[5.5]undekan

Slou¥enina 75(57)

(3R)—1—buty1—2,5—dioxo—3—((1R)-1—hydroxy—1~cyklohexy1-
methyl)-9—(4-(N—methy1—N—(2—(pyridin-z—yl)ethyl)amino-
karbonyl)fenylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 75(58)

(3R)—1-buty1—2,5—dioxo-3-((lR)—l—hydroxy-l—cyklohexyl—
methyl)-9-(4—(4-(pyrrolidin-l-ylkarbdnyl)fenyloxy)—
fenylmethyl)-1,4,9—triazaspiro[5.5]undekan

Slou&enina 75 (59)

(3R)-1—butyl-2,5-dioxo—3—((1R)-l-hydroxy-l—cyklohexyl-
methyl)—9-(3,5-dimethyl—1-(4-chlorfenyl)pyrazol—4—y1-
methyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 75(60)

(3R)—1-buty1-2,5—dioxo-3—((1R)—l-hydroxy—l—cyklohexyl—

methyl)-9-(3,5—dimethy1-1—(4—trifluormethylfenyl)pyrazol-4—

—ylmethyl)—1,4,9-triazaspiro[5.5]undekan

Sloudenina 75(61)

(3R)—1—buty1—2,5—dioxo—3—((1R)-1—hydroxy—1—cyklohexyl—
methyl)—9—(3,5—dimethyl—1—(4-methoxyfenyl)pyrazol—4—y1—
methyl)-1,4,9-triazaspiro[5.5]undekan

2000

*900
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Slou&enina 75(62)

(3R)-1—butyl—2,5—dioxo—3—((1R)—1—hydroxy—1—cyklohexyl—
methyl)-9—(3,5—dimethy1-1—ethylpyrazol—4-y1methyl)-1,4,9—

-triazaspiro[5.5]undekan

Sloudenina 75 (63)

(3R)—1—butyl—2,5-dioxo-3-((1R)—1—hydroxy—l-cyklohexyl-
methyl)—9¥(3,5-dimethy1—1—propy1pyrazol-4—y1methy1)-1,4,9—

-triazaspiro[5.5]undekan

Sloudenina 75(64)

(3R)-1—buty1—2,5-dioxo—3—((lR)—1-hydroxy-l—cyklohexyl—
methyl)-9—(3,5—dimethyl-1—(1,1—dimethy1ethyl)pyrazol-4—y1-
methyl)—1,4,9—triazaspiro[5.5]undekan

Slou&enina 75 (65)

(3R)—1-butyl—2,5—dioxo—3—((1R)—l—hydroxy—l—cyklohexyl—
methyl)-9-(3,5-dimethyl~1—cyklopentylpyrazol-4-ylmethyl)—

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 75 (66)

(3R)-1—butyl—2,5-dioxo-3—((1R)—l-hydroxy-l—cyklohexyl-
methyl)—9-(3,5—dimethy1—l—(2—fenylethyl)pyrazol—4—y1-
methyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 75(67)

(3R)-l—butyl-Z,S—dioxo—B—((1R)—1-hydroxy—1—cyklohexy1—
methyl)-9—(3,5—dimethyl-1—(1-benzyloxykarbonylpiperidin—4—
—yl)pyrazol—4—y1methyl)-1,4,9—tria2aspiro[5.5]undekan
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Sloudenina 75(68)

(3R)—1—buty1—2,5-dioxo-3—((1R)-1-hydroxy—1—cyklohexyl-
methyl)—9—(4-(cyklohexylaminokarbonyl)fenylmethyl)—1,4,9—

-triazaspiro[5.5]undekan

Slou&enina 75 (69)

(3R)—1-buty1-2,5—dioxo-3—((1R)—1-hydroxy-l-cyklohexy1—
methyl)—9—(3,5—dimethy1—1-(1—methylsu1fonylpiperidin-4—
~yl)pyrazol-4-ylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 75 (70)

(3R)-1-butyl-2,5-dioxo—3—((lR)-1—hydroxy—1—cyklohexy1-
methyl)-9-(4—(4—(2—hydroxyethylaminokarbonyl)fenyloxy)—
fenylmethyl)—1,4,9—triazaspiro[5.5]undekan

Slou&enina 75(71)

(3R)-l—buty1-2,5—dioxo—3—((1R)—1-hydroxy—1—cyklohexy1—
methyl)~9-(4-(4—hydroxymethylfenyloxy)fenylmethyl)—1,4,9—

-triazaspiro[5.5]undekan

Sloudenina 76

(BS)-1—buty1—2,5—dioxo-3—((ls)—1—hydroxy—1-cyklohexyl—
methyl)—9—(4-(4—methylsulfonylaminofenyloxy)fenylmethyl)-

—l,4,9—triazaspiro[S.S]undekan

Slou&enina 77

(3R)—1-butyl—2,5-dioxo—3—((1R)—1—hydroxy—l-(3,4,5,6—
—tetrahydropyran—4-yl)methyl)-9—(3,5-dimethyl—1-fenyl—
pyrazol—4—ylmethyl)—1,4,9—triazaspiro[S.S]undekan
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Sloudenina 77(1)

(3R)—1-buty1—2,5-dioxo-3-((1R)-1—hydroxy—1—(3,4,5,6—tetra—
hydropyran—4—y1)methyl)-9-(4—(4-methylaminokarbonylfenyl—
oxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 77(2)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-1-(3,4,5,6-tetra-
hydropyran-4—yl)methyl)-9—(4—(4—(4-methoxyfenylmethylamino—
karbonyl)fenylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 77(3)

(3R)~1—buty1—2,5—dioxo—3-((1R)—1—hydroxy—1'—(3,4,5,6-tetra—
hydropyran—4-yl)methyl)-9—(3,5—dimethy1—1—(4—(N,N-dimethy1-
aminokarbonyl)fenylpyrazol-4—y1methyl)—1,4,9—triazaspiro—
[5.5]undekan '

Sloudenina 77 (4)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-(3,4,5,6-tetra-
hydropyran—4—yl)methy1)—9-(4—(4—karboxyfenyloxy)fenyl—
methyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 77(5)

(3R)-1—butyl—2,5—dioxo—3—((1R)—l—hydroxy—l—(3,4,5,6-tetra—
hydropyran—4-y1)methyl)—9—(4-(4—methylsulfonylaminofenyl—
oxy)fenylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 78

(3R)—1—butyl—2,5—dioxo—3-((1R)—1—hydroxy—l—cyklopentyl—
methyl)-9-(3,5—dimethy1-1-fenylpyrazol-4~y1methyl)—1,4,9—

-triazaspiro[5.5]undekan
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Sloudenina 78(1)

(3R) -1-butyl-2,5-dioxo-3-( (1R) -1-hydroxy-1-cyklopentyl-
methyl) -9- (4- (4- (4-methoxyfenylmethylaminokarbonyl) -
fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Slou&enina 78(2)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-1l-cyklopentyl-
methyl) -9~ (4- (4-methylaminokarbonylfenyloxy) fenylmethyl) -

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 78(3)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-1-cyklopentyl-
methyl) -9- (4- (4-karboxyfenyloxy) fenylmethyl) -1,4,9-tri-

azaspiro[5.5]undekan

Sloufenina 79

(3R) -1-propyl-2,5-dioxo-3- ((1R) -1-hydroxy-2-methylpropyl) -
-9- (4- (4-methylaminokarbonylfenyloxy) fenylmethyl) -1,4, 9~

-triazaspiro[5.5]undekan

Slou&enina 79(1)

(3R) -1-propyl-2,5-dioxo-3- ((1R) -1-hydroxy-2-methylpropyl) -
-9-(3,5-dimethyl-1-cyklohexylpyrazol-4-ylmethyl)-1,4,9-tri-

azaspiro[5.5]undekan

Sloudenina 79(2)

(3R) -1-propyl-2,5-dioxo-3- ((1R) -1-hydroxy-2-methylpropyl) -
-9- (4- (4-methoxyfenylmethylaminokarbonyl) fenylmethyl) -

-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 80

(3R) -1-propyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-~
methyl) -9- (4- (4-methylaminokarbonylfenyloxy) fenylmethyl) -

-1,4,9-triazaspiro[5.5]undekan

Sloulenina 80 (1)

(3R) -1-propyl-2,5-dioxo-3- ((1R) -1-hydroxy-1-cyklohexyl-
methyl) -9~ (3,5-dimethyl-1-cyklohexylpyrazol-4-ylmethyl) -

—1,4,9—triazaspiro[5.5]undekan

Sloudenina 80(2)

(3R) -1-propyl-2,5-dioxo-3- ((1R) -1-hydroxy-1-cyklohexyl-
methyl) -9- (4- (4-methoxyfenylmethylaminokarbonyl) fenyl-
methyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 80 (3)

(3R) -1-propyl-2,5-dioxo-3- ((1R) -1-hydroxy-1-cyklohexyl-
methyl) -9-(3,5-dimethyl-1- (4- (N, N-dimethylaminokarbonyl) -
fenyl)pyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Slou&enina 80(4)

(3R) -1-propyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-
methyl) -9- (4- (4-karboxyfenyloxy) fenylmethyl) -1,4,9-tri-

azaspiro[5.5]undekan

Sloufenina 80(5)

(3R) -1-propyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-
methyl) -9- (4- (4-methoxykarbonylfenyloxy) fenylmethyl) -1,4,9-

-triazaspiro[5.5]undekan
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Slou&enina 81

(3R) -1-propyl-2,5-dioxo-3-(l-cyklohexylmethyliden) -9- (4- (4~
-karboxyfenyloxy) fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 82

(38) -1-propyl-2,5-dioxo-3- (2-methylpropyl) -9- (3,5-dimethyl-
-1-cyklohexylpyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]-

undekan

Slou&enina 82 (1)

(3S) -1-propyl-2,5-dioxo-3- (2-methylpropyl) -9- (4- (4-methyl-
sulfonylaminofenyloxy)fenylmethyl)—1,4,9—triazaspiro[5.5]—

undekan

Sloudenina 82(2)

(38) -1-propyl-2,5-dioxo-3- (2-methylpropyl) -2- (3, 5-dimethyl -
-1-(4-(2- (N, N-dimethylamino) ethylaminosulfonyl) fenyl) -
pyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5]undekan

Slougenina 82 (3)

(38) -1-propyl-2,5-dioxo-3-cyklohexylmethyl-9-(3,5-dimethyl-
-1-cyklohexylpyrazol-4-ylmethyl)-1,4,9-triazaspiro[5.5] -

undekan

Slou&enina 82 (4)

(38) -1-propyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (4-methyl-
sulfonylaminofenyloxy)fenylmethyl)—1,4,9—triazaspiro[5.5]-

undekan
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Sloudenina 82 (5)

1-butyl-2,5-dioxo-9- (4- (4-methylsulfonylaminofenyloxy) -
fenylmethyl)-1,4,9-triazaspiro([5.5]undekan

Sloudenina 82(6)

1-butyl-2,5-dioxo-9- (3,5-dimethyl-1-cyklohexylpyrazol-4-yl-
methyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 83

(3R) -1- (2-butynyl) -2, 5-dioxo-3- ( (1R) -1-hydroxy-1-cyklo-
hexylmethyl) -9- (3,5-dimethyl-1-fenylpyrazol-4-ylmethyl) -

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 83 (1)

(38) -1- (2-butynyl) -2,5-dioxo-3-((18) -1-hydroxy-1-cyklo-
hexylmethyl) -9-(3,5-dimethyl-1-fenylpyrazol-4-ylmethyl) -

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 84

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9-(2- (4-fenyloxy-
fenyl)ethyl)-1,4,9—triazaspiro[5.5]undekan

Slou&enina 84 (1)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (2- (4-fenyloxy-
fenyl)ethyl)—1,4,9-triazaspiro[5.5]undekan

Sloudenina 84 (2)

(38) -1-butyl-2,5-dioxo-3- (2-methylpropyl) -9- (2- (4 -methoxy-
fenyl)ethyl)-1,4,9-triazaspiro[5.5]undekan

Sloufenina 85
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(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4-ethoxy-
karbonylfenyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 86

(38) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-4-methyl-9- (4-
-fenyloxyfenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 87

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-
methyl)—9-(4—(2—methylpropanoylamino)fenylmethyl)—1,4,9—

-triazaspiro[5.5]undekan

Sloudenina 87 (1)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-
methyl)-9-(4—(2—methoxyacetylamino)fenylmethyl)—1,4,9-

-triazaspiro[5.5]undekan

Sloudenina 87(2)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-
methyl)-9—(4—(2—fenylacetylamino)fenylmethyl)—1,4,9~tri—

azaspiro[5.5]undekan

Slou&enina 87 (3)

(3R)—1—butyl—2,5—dioxo—3—((1R)—1—hydroxy—1—cyklohexy1—
methyl)—9—(4—(2—(4—f1uorfenyl)acetylamino)fenylmethyl)—

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 87 (4)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl-
methyl)—9-(4~(4—methoxykarbonylfenylaminokarbonyl)-
fenylmethyl) -1,4,9-triazaspiro[5.5]undekan
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Sloudenina 87(5)

(3R) -1-butyl-2,5-dioxo-3- ( (1R) -1-hydroxy-1-cyklohexyl -
methyl)—9—(4-(4—methoxyfenylmethyloxykarbonyl)fenylmethyl)-

-1,4,9-triazaspiro[5.5]undekan

Sloudenina 87(6)

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-1-cyklohexyl-
methyl)—9-(2—(4—methylaminokarbonylfenyloxy)pyridin—s—yl-
methyl) -1,4,9-triazaspiro[5.5]undekan

Slou&enina 88

(38) -1-butyl-2,5-dioxo-3-((1S) -1-hydroxy-1-cyklohexyl-
methyl) -9- (4- (4-karboxyfenyloxy) fenylmethyl) -1,4,9-tri-

azaspiro[5.5]undekan

Slou&enina 89

(38) -1-butyl-2,5-dioxo-3- (pyridin-3-ylmethyl) -9~ (4- (4-
—methylaminokarbonylfenyloxy)fenylmethyl)—1,4,9-tri—

azaspiro[5.5]undekan

Sloudenina 89(1)

(38) -1-butyl-2,5-dioxo-3-fenylmethyl-9- (4- (4-methylamino-
karbonylfenyloxy)fenylmethyl)—1,4,9—triazaspiro[5.5]undekan

Sloudenina 89(2)

(38) -1-butyl-2,5-dioxo-3- (pyridin-2-ylmethyl) -9- (4- (4-
-methylaminokarbonylfenyloxy) fenylmethyl) -1,4,9-triaza-

spiro[5.5]undekan
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8loudenina 89(3)

(38) -1-butyl-2,5-dioxo-3-hydroxymethyl-9- (4- (4-methyl-
aminokarbonylfenyloxy) fenylmethyl)-1,4,9-triazaspiro-

[5.5]undekan

Sloudenina 89 (4)

(38) -1-butyl-2,5-dioxo-3- (pyridin-1-oxido-2-ylmethyl) -9~ (4-
- (4-methylaminokarbonylfenyloxy) fenylmethyl) -1,4,9-triaza-

spiro[5.5]undekan

Slouenina 89(5)

(35) -1-butyl-2,5-dioxo-3- (pyridin-1-oxido-3-ylmethyl) -9- (4-
- (4-methylaminokarbonylfenyloxy) fenylmethyl) -1,4,9-triaza-

spiro[5.5]undekan

Sloudenina 90

(3R) -1- (4-methoxyfenylmethyl) -2, 5-dioxo-3- ((1R) -1-hydroxy-
—1-cyklohexylmethyl)—9-(4-(4—methylaminokarbonylfenyloxy)—

fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 90 (1)

(3R) -1-fenylmethyl-2,5-dioxo-3- ((1R) -1-hydroxy-1-cyklo-
hexylmethyl) -9- (4~ (4-methylaminokarbonylfenyloxy) fenyl-

methyl) -1,4,9-triazaspiro[5.5]undekan

Sloudenina 90(2)

(3R) -1- (2-methoxyethyl) -2,5-dioxo-3- ((1R) -1-hydroxy-1-
—cyklohexylmethyl)-9-(4—(4-methylaminokarbonylfenyloxy)-

fenylmethyl) -1,4,9-triazaspiro[5.5]undekan
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Slou&enina 90 (3)

(3R) -1- (pyridin-2-ylmethyl)-2,5-dioxo-3- ((1R) -1-hydroxy-1-
-cyklohexylmethyl) -9- (4- (4-methylaminokarbonylfenyloxy) -
fenylmethyl)-1,4,9-triazaspiro[5.5]undekan

Sloudenina 90 (4)

(3R) -1- (pyridin-3-ylmethyl) -2,5-dioxo-3- ( (1R) -1-hydroxy-1-
-cyklohexylmethyl) -9- (4- (4-methylaminokarbonylfenyloxy) -
fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Slou&enina 91

(3R) -1-butyl-2,5-dioxo-3-cyklohexylmethyl-9- (4- (4-karboxy-
fenyloxy) fenylmethyl) -1,4,9-triazaspiro[5.5]undekan

Slou&enina 92

(35) -1-butyl-2,5-dioxo-3- (pyridin-1-oxido-2-ylmethyl) -9- (4-
- (4-methylaminokarbonylfenyloxy) fenylmethyl) -1,4,9-triaza-

gpiro[5.5]undekan 9-oxid

Slou&enina 93

1-butyl-2,5-dioxo-3- (morfolin-4-ylmethyl) 9- (4- (4-methyl-
aminokarbonylfenyloxy) fenylmethyl) -1,4,9-triazaspiro-
[5.5]undekan

Sloudenina 94

(3R) -1-butyl-2,5-dioxo-3-((1R) ~1-hydroxy-1-cyklohexyl-
methyl) -9- (4- (4~ (N-hydroxykarbamoyl) fenyloxy) fenylmethyl) -

-1,4,9-triazaspiro[5.5]undekan
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Sloudenina 95

(3R) -1-butyl-2,5-dioxo-3- ((1R) -1-hydroxy-1-cyklohexyl-
methyl) -9- (4- (4-methylaminokarbonylfenyloxy) fenylkarbonyl) -

-1,4,9-triazaspiro[5.5]undekan

Slou&enina 96

(3R) -1-butyl-2,5-dioxo-3-((1R) -1-hydroxy-1-cyklohexyl-
methyl) -9- (4- (4-methylaminokarbonylfenyloxy) fenyl) -1,4,9-

-triazaspiro([5.5]undekan;

nicméng& Jje t¥eba poznamenat, Ze rozsah vyndlezu se

neomezuje pouze na slouleniny z tohoto seznamu.

Krom& toho Jjsou 2zvla3té& vyhodnymi sloudeninami
sloudenina 3 (1) a sloudenina 75(54), jejich kvarterni

amoniové soli, jejich N-oxidy a jejich netoxické soli.

Neni-li stanoveno jinak, spadaji do rozsahu vyndlezu i
v8echny isomery. Nap¥iklad alkylovad skupina, alkoxyskupina
a alkylenovd skupina zahrnuji p¥imé nebo vétvené skupiny.
Krom& toho do rozsahu vyndlezu rovn&Z spadaji isomery na
dvojné vazb&, kruhu, kondenzovaném kruhu (E-, Z2Z-, cis-,
trans-isomer), isomery existujici diky asymetrickym atomim
uhliku (R-, S-, a-, P-isomer, enantiomer, diastereomer),
opticky aktivni isomery (D-, L-, d-, l-isomer), polérni
slou¥eniny existujici diky chromatografické separaci
(poldrn&j¥i sloudenina, mén& polédrni sloufenina), vyvéaZené
sloudeniny, Jjejich sm&si p¥i libovolnych pom&rech a

racemické smési.

Netoxické soli podle vyndlezu zahrnuji ve8keré
farmaceuticky p¥ijatelné soli, nap¥iklad obecné soli,

adidni soli kyselin a hydraty.
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Slou¥eniny podle vyndlezu obecného vzorce I 1lze
prevést na odpovidajici soli konvencnimi prost¥edky.
Vfhodné jsou netoxické a ve vodé rozpustné soli. Vhodné

soli zahrnuji nap¥iklad:

soli alkalickych kovil (draselné nebo sodné atd.), soli
kovii alkalickych zemin (védpenaté nebo ho¥elnaté atd.),
amonné soli a soli farmaceuticky p¥ijatelnych organickych
aminQ (tetramethylamoniova  sul, triethylaminova sul,
methylaminovd stl, dimethylaminova sul, cyklopentylaminova
stl, benzylaminovad sul, fenethylaminovad sul, piperidinova
sul, monoethanolaminova sul, diethanolaminova sul,
tris (hydroxymethyl)aminovd stl, lysinova stl, argininové

sl nebo N-methyl-D-glukaminova sl atd.).

Sloudeniny podle vyndlezu obecného vzorce I lze
konven®nimi prost¥edky pYevést na odpovidajici adiéni soli
kyselin. Vyhodné jsou ve vodé rozpustné soli. Vhodné soli
zahrnuji nap¥iklad: soli anorganickych kyselin, nap¥.
hydrochlorid, hydrobromid, siran, fosforednan nebo
dusgilnan; soli organickych kyselin, nap¥t. octan,
trifluoracetat, 1laktét, vinan, 'oxalét, fumarat, maleat,
citrét, benzodt, methansulfonét, ethansulfonit, Dbenzen-
sulfonat, toluensulfonat, isethionét, glukuronadt nebo

glukonat.

Slou¥eniny podle vyndlezu obecného vzorce I a jejich
soli 1lze konven®nimi prost¥edky p¥evést na odpovidajici

hydraty.

Kvarternimi amoniovymi solemi sloulenin obecného
vzorce I jsou sloudeniny, ve kterych Jsou atomy dusiku

slou¥enin obecného vzorce I kvarternizovany R°.
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R® znamend alkylovou skupinu s 1 a%Z 8 atomy uhliku

nebo alkylovou skupinu s 1 aZ 8 atomy uhliku substituovanou

fenylovou skupinou.

N-oxidy sloudenin obecného vzorce I jsou slouleniny,
ve kterych jsou atomy dusiku sloufenin obecného vzorce I

oxidovany.

Doprovodné 1é&ivo podle vyndlezu miZe mit formu
soub&¥ného podéni nebo, jinymi slovy, odd&€lenou vyrobu a
nisledné podéni farmaceutické kompozice obsahujici jako
G¥%innou slo¥ku derivat triaza-spiro[5.5]undekanu, jeho
kvarterni amoniovou stl nebo jeho N-oxid nebo jeho
netoxickou etdl, a farmaceutické kompozice obsahujici
CYP 3A4 inhibitor a/nebo P-gp inhibitor. Soub&Zné podani
zahrnuje soudasné podani a v urditém casovém odstupu. PYi
poddni v ur&itém Zasovém odstupu lze nejprve podat
sloueninu obecného vzorce I a nésledn& lze podat farmaceu-
tickou kompozici obsahujici jako G&inné sloZky CYP 3A4
inhibitor a/nebo P-gp inhibitor. Rovn&€Z je moZné nejprve
podat farmaceutickou kompozici obsahujici jako 1G&inné
slo¥ky CYP 3A4 inhibitor a/mebo P-gp inhibitor a nisledné
se podéd sloudenina obecného vzorce I. Zpusoby podéni obou

18%iv mohou byt stejné nebo rhzné.

Krom& toho mt¥e mit doprovodné lé¢ivo podle vynédlezu
formu jediné farmaceutické kompozice, ve které jsou
soufasn® obsa¥eny farmaceutickd kompozice obsahujici
derivat triazaspirol[5.5]undekanu, jeho kvarterni amoniovou
sl nebo jeho N-oxid nebo Jjeho netoxickou sul a
farmaceutickéd kompozice obsahujici CYP 3A4 inhibitor a/nebo
P-gp inhibitor. Zpusobem podéani farmaceutické kompozice je

2 -~

vfhodn& oralni podani.

tsee
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V ramci vynédlezu CYP 3A4 inhibitor nezahrnuje pouze
4&innou 1atku, kterd inhibuje CYP 3A4 ale rovn&Z G&innou
latku, kterd plsobi jako substrat pro CYP 3A4 a je
konkuren¥n& metabolizovédna pomoci CYP  3A4. P¥iklady
zahrnuji inhibitory HIV  protedzy (napt. indinavir,
sachinavir, ritonavir, nelfinavir, amprenavir, lopinavir
atd.), inhibitory ne-nukleosidové reverzni transkriptazy
(nap¥. delavirdin atd.), azolova antifungédlni ¢inidla
(nap¥. ketokonazol, itrakonazol, mikonazol atd.), makroli-
dova antibiotika (nap¥. erythromycin, clarithromycin atd.),
imunosupresory (napt. cyklosporin, tacrolimus atd.),
blokadtory kalciového kandlku (nap¥. diltiazem, verapamil,
nifedipin atd.), antihistaminika (napt. cimetidin,
astemizol, terfenadin, lovatidin atd.), antiarytmika (nap?.
amiodaron, 1lidokain, chinidin, theophyllin, disopyramid,
propafenon, bepridil atd.), protitumorovad d¢inidla (nap¥.
etoposid, flutamid, ifosfamid, toremifen, tamoxifen atd.),
benzodiazepinové G&inné latky (nap¥. alprazolam, midazolam,
triazolam atd.), antidepresiva (nap¥. imipramin,
buprenorphin, amitriptylin, clomipramin atd.), pohlavni
hormony (nap¥. testosteron, estradiol, progesteron atd.),
adrenokortikalni hormony (nap¥. budesonid, kortison atd.),
antihyperlipemickd <&inidla (nap¥. simvastatin, lovastatin,
atorvastatin atd.), ergotaminové ptipravky (napt.
dihydroergotamin, ergotamin atd.), anestetickd analgetika
(nap¥. fentanyl, ethylmorfin atd.), 1lé&iva pro 1léc&bu
astmatu (nap¥. seratrodast, dextrin atd.), lé&iva pro 1lécbu
peptického v¥edu (nap¥. omeprazol, lansoprazol atd.),

reguldtory aktivace enterického pohybu (nap¥. cisaprid

atd.), &inidla pro 1é&bu dny (nap¥. kolchicin atd.),
kardiotonika (nap¥. digitoxin atd.), antikoaguladni c¢inidla
(nap¥. warfarin atd.), analgetika (nap¥. acetaminofen

atd.), antitusika a expektoransy (nap¥. kodein atd.),
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%inidla pro 1é&bu schizofrenie (nap¥. pimozid atd.), tidici
prost¥edky (nap¥. diazepam atd.), ¢&inidla pro 1écCbu
Hansenovy choroby (nap¥. diafenylsulfon atd.), ¢inidla pro
1é%bu poruchy erekce (nap¥. sildenafil atd.) a dalSi typy
CYP 3A4 inhibitort (nap¥. grapefruitovad &téva atd.). Nazvy
v zavorkdch Jjsou generickd oznaleni p¥ikladd dG&innych
slo¥ek, p¥idem# CYP 3A4 inhibitory podle vyndlezu rovnéZ

zahrnuji jejich netoxické soli.

V rémci vynédlezu nezahrnuje P-gp inhibitor pouze
G&innou 1&atku, kterd inhibuje P-gp, ale zrovnéZz ﬁéinﬁou
14tku, kterd ptsobi jakc substrdt pro P-gp, a kterd je
konkuren®n& vyludovina P-gp. P¥iklady zahrnuji inhibitory
HIV proteédzy (napf. indinavir, sachinavir, ritonavir,
nelfinavir, amprenavir, lopinavir atd;), imunosupresory
(nap¥. cyklosporin, tacrolimus, PSC 833 atd.), antitumorova
ginidla (napt. tamoxifen, doxorubicin, daunorubicin,
vinblastin, vincristin, actinomycin, paclitaxel, teniposid,
etoposid, docetaxel, mitomycin atd.), steroidy (nap¥.
aldosteron, hydrokortison, kortisol, kortikosteron,
dexamethason atd.), blokdtory kalciového kanalku (nap?.
diltiazem, verapamil, nifedipin, nicardipin, nitrendipin,
felodipin atd.), azolova antifungdlni J&inidla (nap¥.
ketokonazol, itrakonazol, mikonazol atd.), nova chinolonovéa
antibakteridlni g¢inidla (nap¥. fleroxacin, enoxacin,
levofloxacin, norfloxacin atd.), pohlavni hormony (napt.
testosteron, estradiol, progesteron atd.), benzodiazepinové

G¥inné 1latky (nap¥. midazolam atd.), antihyperlipemickéa

gdinidla (nap¥. lovastatin, atorvastatin atd.),
antihistaminika (nap¥. terfenadin atd.), kardiotonika
(nap¥. digoxin atd.), antiarytmickd  d&inidla (napt.

chinidin, amiodaron, lidokain, propranolol, bepridil atd.),

antihypertenzivni &inidla (nap¥. losartan, reserpin atd.),

*e90
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koronarni vazodilatdtory (nap¥. dipyridamol atd.), tisici

prost¥edky (napZ. chlorpromazin atd.), antidepresiva (nap¥.
amitriptylin atd.), antiemetické ¢inidla (nap¥.
ondangetron, domperidon), protiprijmova ¢inidla (napft.

loperamid atd.), narkotickad analgetika (nap¥. morfin atd.),
1é&iva pro lédbu dny (napf. kolchicin atd.), makrolidové
antibiotické 1latky (nap¥. erythromycin, clarithromycin
atd.), other P-gp inhibitory (nap¥. d-a-tokoferylpoly-
ethylenglykol 1000 sukcinat (ddle mhZe byt oznaden jako
TPGS), polyethylenglykol, poloxamer, polyethylenoxid, poly-
oxyethylenovy derivat ricinového oleje, chrysin, (+)-taxi-
folin, naringenin, diosmin, quercetin, bergamottin,
LY 335979, GG 918, reversin 121 a 205, rhodamin 123 atd.).
Nazvy v zé&vorkéch jsou generickéd oznaleni prikladld.Géinnych
slo¥ek, pri&emZ P-gp inhibitory podle vyndlezu rovnéZ

zahrnuji jejich netoxické soli.

CYP 3A4 Inhibitory a/nebo P-gp inhibitory pouzité v
rémci vynédlezu nezahrnuji pouze sloudeniny, které jsou jiZ
znémy, ale rovné&Z CYP 3A4 inhibitory a/nebo P-gp inhibitory
které budou objeveny v budoucnu. CYP 3A4 Inhibitory a/nebo
P-gp inhibitory pouZité v ramci vyndlezu rovn&%Z zahrnujil

inhibitory ve form& netoxické soli a ve form& prolédiva.

7v145c& vyhodnymi CYP 3A4 inhibitory a/nebo P-gp
inhibitory jsou inhibitory HIV protedzy (nap¥. indinavir,
gachinavir, ritonavir, nelfinavir, amprenavir, lopinavir
atd.), inhibitory ne-nukleotidové reverzni transkriptazy
(nap¥. delavirdin atd.), azolovd antifungdlni ¢&inidla
(nap¥. ketokonazol, itrakonazol, mikonazol atd.) a jejich

netoxické soli.

Krom& toho nejvyhodn&jsimi  jsou inhibitory HIV

proteézy (napt. indinavir, sachinavir, ritonavir,

LR LT )
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nelfinavir, amprenavir, lopinavir atd.) a inhibitory ne-
nukleotidové reverzni transkriptézy (nap¥. delavirdin atd.)
majici terapeuticky d&inek v p¥ipad& AIDS zplsobujiciho HIV

infekeci.

CYP 3A4 Inhibitory a/nebo P-gp inhibitory pouzitymi v

ramci vyndlezu mohou byt stejné nebo rtizné sloudeniny.

Toxicita sloudeniny podle vyndlezu je velmi nizka a je

posuzovéna za dostatedné& bezpednou pro pouZiti jako lé&ivo.

Primyslovd vyuZitelnost

Pou¥iti ve farmaceutickgch p¥ipravcich:

Lé%ivo podle vynadlezu miZe byt pouZito  jako

preventivni a/nebo lé%ebné &inidlo pro ruzné druhy

zan&tlivych onemocné&ni, astmatu, atopické dermatitidy,
kop¥ivky, alergickych  onemocnéni (alergické broncho-
pulmondlni aspergildzy, alergické eozinofilni gastro-

enteritidy), nefritidy, nefropatie, hepatitidy, artritidy,
chronického artikuldrniho revmatizmu, psoridzy, rinitidy,
konjunktivitidy, ischemického reperfizniho poranéni, roz-
troufené sklerdzy, ulcerativni kolitidy, syndromu akutni
respiradni tisn&, Soku doprovézeného bakteridlni infekci,

diabetu mellitu, autoimunitniho onemocné&ni, odhojeni trans-

plantdtu, imunosuprese, rakovinovych metastdz, AIDS a HIV.

Farmaceuticky p¥ipravek v p¥ipad&, kdy se vyndlez pouZije

jako soub&%né 1éCivo a kdy se farmaceuticka ¢inidla

poddvaji samostatné
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Pokud se derivat triazaspiro[5.5]Jundekanu, jeho
kvarterni amoniovd sl nebo jeho N-oxid nebo jeho netoxicka
stil a inhibitor isozymu 3A4 cytochromu P 450 a/nebo
inhibitor P-glykoproteinu pouziji jako samostatné
farmaceuticka &inidla, potom se zpravidla podévaji syste-
micky nebo lokaln& a oradln&€ nebo parenterdlné. V tom
pripad¥ miZe byt forma jednotlivych farmaceutickych &inidel

stejnd nebo rtizné.

Dévka se mt¥e m&nit v zavislosti na véku, télésné
hmotnosti, p¥iznaku, terapeutickém G&inku, zplsobu podéani,
dob& 1é%b& apod. Zpravidla se davka, ve smyslu derivatu
triazaspiro[5.5]undekanu, ktexry je G¢innou sloZkou,
pohybuje v rozmezi od 1 mg do 1000 mg Vv pfipadé
jednotlivych podéni dosp&lému jednou denn& nebo nékolikrat
denn& oralnd nebo v rozmezi od 0,1 mg do 100 mg v p¥ipadé
jednotlivych podédni dosp&lému jednou denn& nebo nékolikrat
dennd& parenterdlné& (vyhodné& intravendézni cestou) nebo

kontinudlnim podadnim do %ily b&hem 1 aZ 24 hodin denné.

Jak ji% bylo popséno vyse, je samoz¥ejmé, Ze se davka
méni v zavislosti na ruznych podminkdch a plati tedy, Ze v
n&kterych p¥ipadech miZe byt dostadujici niZ8i neZ vySe
definovand davka, zatimco v jingch p¥ipadech miZe byt

nezbytné pouZiti vy38i neZz vyse definované davky.

Pokud jde o podéni slouleniny podle vynédlezu, tato
sloudenina se u¥ivd jako oradlni pevny p¥ipravek a ordlni
kapalny p¥ipravek v pripadé orédlniho podédni a jako injekce,
topicky pripravek, d&ipek, apod. Vv p¥ipad& parenterdlniho

podani.
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Oradlni pevny p¥ipravek pro ordlni podani =zahrnuje
tablety, pilulky, kapsle, pragky, granule apod. Kapsle

zahrnuji tvrdé i mé&kké kapsle.

V pfipadé& orédlniho pevného p¥ipravku jako takového se
alespoil jedna G&innd sloZka pouzije bud jako takovad nebo se
smisi & excipienty (nap¥. laktdza, mannitol, glukéza,
mikrokrystalickd celuléza, Skrob atd.), pojivy (napZf.
hydroxypropylceluldza, polyvinylpyrrolidon, metak¥emicitan
hlinitan ho¥e&naty atd.), dezintegraénimi ¢inidly (napt.
vépenaty glykolat celuldzy atd.), lubrikanty (nap¥. stearat
hotednaty atd.), stabilizatory, solubilizadnimi ¢inidly
(nap¥. kyselina glutamova, kyselina aspartovad atd.), apod.,
nisledné se obvyklym zpusobem zpracuje do formy
farmaceutického ptripravku. Pokud je to nezbytné, 1lze
p¥ipravek potahnout potahovacim ¢&inidlem (napf¥. cukr,
Yelatina, hydroxypropylceluléza, hydroxypropylmethyl-
celuléza ftaldt atd.) nebo jej 1lze potdhnout dvéma nebo
vice vrstvami. Rovn&¥ sem spadaji kapsle vyrobené z

absorbovatelné latky, jakou je nap¥iklad Zelatina.

Orilni kapalny pripravek pro oradlni podéni zahrnuje
farmaceuticky p¥ijatelnd vodnd ¢&inidla, suspenze, emulze,
sirupy, elixiry apod. U takového kapalného pripravku se
alespoli jedna G¢innd sloZka rozpusti, suspenduje nebo
emulguje v b&¥n& pou?ivaném Fedidle (nap¥. <&isté vodé,
ethanolu, jejich sm&si atd.). Kapalny pripravek mbZe déle
obsahovat zvlh&ovadla, suspenda&ni <&inidla, emulgétory,

gsladidla, ochucovaci ¢inidla, aromatickéa &inidla,

konzervadni latky, pufry, apod.

2

Injek&ni p¥ipravek pro parenterdlni podéni zahrnuje
roztok, suspenzi, emulzi a pevny injek&ni p¥ipravek, ktery

se p¥i pouZiti rozpusti nebo suspenduje v rozpoudt&dle. P¥i
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pouziti injekdniho p¥ipravku se rozpusti, suspenduje nebo
emulguje alespofi Jjedna G&innd sloZka Vv rozpoudtédle.
Rozpoudt&dlo, které lze pouZit, zahrnuji destilovanou vodu
pro injekci, fyziologicky solny roztok, rostlinny olej,
propylenglykol, polyethylenglykol, alkohol, jakym Jje
nap¥iklad ethanol a jejich kombinace. Injekéni ptipravek
mife dale obsahovat stabilizdtory, solubilizadni <&inidla
(kyselina glutamovd, kyselina aspartovéd, Polysolvate 80
(registrovand ochrannd zndmka) atd.), suspendalni ¢&inidila,
emulgétory, anaigetické ¢inidla, pufry, konzervadni latky,
apod. Vyr&db&ji se nebo p¥ipravuji sterilizaci v kone&ném
kroku nebo za pouZiti aseptickych operaci. Rovné€Zz lze
vyrobit aseptické pevné <&inidlo, Jjakym Jje nap¥iklad
lyofilizovany produkt, ktery se pred pouZitim roipusti,ve
sterilizované nebo asepticky destilované vodé& pro injekci

nebo v jinych rozpouit&dlech a nédsledné se pouzije.

Dali p¥ipravky pro parenterdlni podadni zahrnuji
topické kapalné p¥ipravky, masti, mazani, inhaladni latky,
spreje, préasky, pesary pro intravagindlni podéni apod.,
které obsahuji alespoil jednu G&innou sloZku a které jsou

formulovény bé&Znymi zpusoby.

Krom& b&¥n& pouZivaného ¥edidla, miZe sprej dale
obsahovat stabilizdtory, jakym Jje nap¥iklad hydrogen-
si¥i&itan sodny, a pufry modifikujici isotonicitu, jakym je
nap¥iklad chlorid sodny, citréat sodny nebo kyselinu
citronovou. Zpisob vyroby spreji Jje podrobné€ popséan

nap¥iklad v patentech US 2 868 691 a US 3 095 355.

P¥iprava, pokud se vynalez pou¥ije ve form& jediné

farmaceutické kompozice

(22 1)
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Pokud jde o jednoduché farmaceutické kompozice podle
vyndlezu, lze je misit s dal8im farmaceuticky p¥ijatelnym
nogidem, pokud jako d&innou sloZku obsahuje derivat
triazaspiro[5.5]undekanu, jeho kvarterni amoniovou stl nebo
jeho N-oxid nebo jeho netoxickou sl a inhibitor
isozymu 3A4 cytochromu P 450 a/nebo inhibitor P-glyko-

proteinu.

Pokud se derivat triazaspiro[5.5]undekanu, jeho
kvarterni amoniovou sl nebo jeho N-oxid nebo jeho
netoxickou sl a inhibitor isozymu 3A4 cytochromu P 450
a/nebo inhibitor P-glyko-proteinu pouZiji ve  formé
jednoduché farmaceutické kompozice, potom se za vyhodnou
formu této kompozice povaZuje oré&lni pripravek. Farmaceu-
tickd kompozice pou%itd v ramci vyndlezu pro 1lé&bu a/nebo
prevenci vySe popsanych chorob se tedy zpravidla podana

systemicky a oralné&.

Davka se miZe m&nit v z&vislosti na vé&ku, té&lesné
hmotnosti, p¥iznaku, terapeutickém G&inku, zpusobu podani,
dobé 1éébé,.apod. Zpravidla se davka, ve smyslu derivéatu
triazaspiro[5.5]undekanu, ktery je G¢innou sloZkou,
pohybuje v rozmezi od 1 mg do 1000 mg na kazdé oralni
podani dosp&lé osob&, p¥ilemZz tato davka se podava jednou

denn& nebo né&kolikrat dennée.

Jak ji%¥ bylo popsdno vySe, je samozfejmé, Ze davka
m&ni v =zavislosti na rAznych podminkdch a v nékterych
p¥ipadech mi¥e byt tedy dostalujici niZ81 neZ vyse
definovanad davka, zatimco v Jjinych p¥ipadech wmiZe byt

nezbytné pouZiti vy33i ne% vySe definované davky.

sz es
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2

Sloufenina podle vyndlezu se Vv p¥ipad& ordlniho podani
pou¥ije ve formé interniho pevného pIipravek a interniho

kapalného p¥ipravek.

Interni pevny p¥ipravek pro ordlni podani zahrnuje
tablety, pilulky, kapsle, pradky, granule, apod. Kapsle

zahrnuji tvrdé a stejn& tak m&kké kapsle.

U interniho pevného p¥ipravku se alespoii jedna G&inna
slo¥ka pouZije bud jako takové nebo se smisgi s excipienty
(nap¥. laktdza, mannitol, glukéza, mikrokrystalickéa
celuldza, Zkrob atd.), pojivy (napf. hydroxypropylceluléza,
polyvinylpyrrolidon, metak¥emiditan hlinitan ho¥elnaty
atd.), dezintegradnimi ¢&inidly (nap¥. véapenaty glykblét
celuldzy atd.), lubrikanty (nap¥. stearat hofelnaty atd.),
stabilizétory, solubilizaénimi <&inidly (nap¥. kyselina
glutamovéd, kyselina aspartovd atd.) apod. a nasledné
zpracuje b&Znym zplisobem  do formy farmaceutického
p¥ipravku. Pokud je to nezbytné, lze p¥ipravek potéhnout
potahovacim ginidlem (napt. ‘ cukr, Yelatina,
hydroxypropylceluldza, hydroxypropylmethylceluldza ftalat
atd.) nebo jej lze potédhnout dv&ma nebo vice vrstvami.
Rovn&¥% jsou =zahrnuty kapsle vyrobené z absorbovatelné

14tky, jakou je nap¥iklad Yelatina.

Interni kapalny p¥ipravek pro ordlni podadni zahrnuje
farmaceuticky pY¥ijatelnd vodna ginidla, suspenze, emulze,
girupy, elixiry apod. U kapalného p¥ipravku se alespoil
jedna 0&innd sloZka rozpusti, suspenduje nebo emulguje Vv
p&¥n& pouzivaném redidlu (nap¥. &ista voda, ethanol, jejich
sm&s atd.). Kapalny pYipravek miZe didle obsahovat
zvlh&ovadla, suspendadni <&inidla, emulgdtory, sladidla,
ochucovaci ¢inidla, aromaticka &inidla, konzervadéni latky,

pufry, apod.

neon
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V rédmci vyndlezu se sm&3ovaci pomér sloufeniny
obecného <vzorce I ku CYP 3A4 inhibitoru a/nebo P-gp
inhibitoru pohybuje v rozmezi, které poskytuje pomér
,Sloudenina obecného wvzorce I ku ,CYP 3A4 inhibitoru
a/nebo P-gp inhibitoru™ 1:1000 a% 1000:1. Vyhodn& se obé&
slo¥ky misi v takovém pom&ru, Ze se dosdhne pom&ru
sSloudenina obecného vzorce I“ ku ,CYP 3A4 inhibitor a/nebo
P-gp inhibitor“ 1:100 a% 100:1 nebo, nejvyhodn&ji se obé
slo¥ky misi v takovém pom&ru, %e se dosdhne poméru
,8loudenina obecného vzorce I“ ku ,CYP 3A4 inhibitor a/nebo

P-gp inhibitor™ 1:20 aZ% 20:1.

Vyndlez bude podrobn&ji popsdn pomoci konkrétnich
p¥ikladd provedeni vyndlezu; nicméné€ je t¥eba uvést, zZe
tyto p¥iklady maji pouze ilustrativni charakter a nikterak
neomezuji rozsah vyndlezu, jenZ Jje jednoznalné vymezen

p¥iloZenymi patentovymi néroky.

P¥iklady provedeni vynélezu

Fakt, %e vysledkem pouZiti CYP 3A4 inhibitoru a/nebo
P-gp inhibitoru v kombinaci s derivatem triazaspiro[5.5] -
undekanu, ktery reprezentuje obecny vzorec I, je zvySeni
plazmové kohcentrace derivatu triazaspiro[5.5]undekanu

obecného vzorce I, demonstruji ndsledujici experimenty.

P¥iklad 1

Hodnoceni metabolickych CYP molekulovych druhd za

pou¥iti mikrozému lidskych jater a CYP inhibitoru:

oors

”38s
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Zkoumala se metabolick& reakce testované slouceniny ve
shromd2d&ném  mikrozdmu lidskych jater (Zenotec) v
pritomnosti specifického inhibitoru pro kaZzdy  CYP
molekulovy druh a na z&klad€ G&inku kaZdého inhibitoru se

uréil CYP molekulovy druh, ktery se podili na metabolizmu.

Jako specifické inhibitory CYP molekulovych druhtl se
pouZily nédsledujici inhibitory:
a-Naftoflavon (CYP 1A2 inhibitor) 1 pmol/l (koneCnéd koncentrace)
Sulfafenazol (CYP 2C9 inhibitor) 1 pmol/l (konednd koncentrace)
S-Mefenytoin (CYP 2C19 inhibitor) 1 umol/l (konefna koncentrace)
Chinidin (CYP 2D6é inhibitor) 1 pmol/1 (konefnd koncentrace)
Ketokonazol (CYP 324 inhibitor) 1 pmol/l (konednd koncentrace)

Smiseny roztok, ktery obsahoval 100 mmol/l fosfédtového
pufru (pH 7,4), 0,05 mmol/1 ethylendiamintetraoctanu
disodného, 5 mmol/1 chloridu hofednatého, 1 pmol/1
testované sloudeniny, 0,2 mg/l mikrozédmu lidskych Jjater
(8 mg/1 pouze pro m&¥eni inhibi¢ni rychlosti metabolizmu
p¥i pouZiti CYP 2C19) a Jjednotlivy inhibitor (vS8echny
%iselné hodnoty pt¥edstavuji kone&né koncentrace), se
p¥edinkuboval p¥i 37°C a potom se p¥idanim 2 mmol/1 NADPH
zahdjila reakce. Bezprost¥edn& potom a po 60 min se jimalo
100 pl vzorku. Odebrany vzorek se bezprost¥edné p¥idéd do
2 ml diethyletheru obsahujiciho 400 pl destilované vody a
0,1 pg/l wvnit¥ni standardni latky, nacde? néasledovalo
michani a zastaveni reakce. Po odst¥edovéni (2000 min™ po
dobu 3 min) se diethylether, ktery tvo¥il horni vrstvu,
odebral a sufil ve wvakuu. Zbytek se rozpustil ve 150 nl
0,01% TFA-80% acetonitrilu a 40 ul ziskaného roztoku se
pou¥ilo pro m&Yeni. V tomto testu se neprovadélo zadné
kvantitativni stanoveni, ale z pom&ru ploch z kapalinové

chromatografie s tandemovou hmotovou spektrometrii
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(Lc/MS/MS) se urdi rezidudlni hodnota ku koncentraci

sloudeniny bezprost¥edné po zahdjeni reakce.

vysledky

Zkoumala se metabolickd reakce mikrozému lidskych
jater v p¥itomnosti specifickych inhibitorl proti rdznym
CYP, a zjistilo se, Z%e metabolizmus testované slouleniny je
signifikantn& inhibovan ketokonazolem, coZ Jje specificky

inhibitor pro CYP 3A4 (tabulka 1).

Tabulka 1
Sloudenina &. Residudlni hodnota (%)
Ketokonazol (-) Ketokonazol (+)
3(1) 32,1 89,1
40(70) 28,2 104,0
75 (53) 19,4 114,4
75 (54) 34,4 95,3

Nicmén& p¥i inhibici jingch molekulovych druhl, neZ
jakym je CYP 3A4, nedochdzelo tém&F k Zadné inhibici
metabolizmu testované sloueniny. Podobné vysledky se
rovn&¥ potvrdily i u dalSich sloucenin obecného vzorce I. Z
vySe uvedeného tedy vyplyva, e prevainé CYP 324
metabolizoval derivat triazaspiro[5.5]-undekanu obecného

vzorce I.

P¥iklad 2

2

Plazmova koncentrace sloudeniny p¥i intravendznim podéni u

krysy v p¥itomnosti CYP 3A4 inhibitoru:
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Zpusob

Ketokonazol (50 mg/kg), tj. inhibitor proti CYP 3A4,
se intraperitone&dln& podal samcim SD krys. Po jedné hodiné&
se intravenézn& podala testovand sloulenina (3 mg/kg). Po
2 min, 5 min, 15 min, 30 min, 60 min, 120 min a 240 min od
podédni testované sloudeniny, se 2z Jjuguldrni Zily krysy
odebrala krev, kterad se odst¥edovala 10 min p¥i 3000 min™
za Ulelem =ziskdni plazmy. Do 150 pl vysledné plazmy se
pfidélo 5 ng 2-[4-[4-(2-methoxyfenyl)-1-piperazinyl]butyl-
amino] -5-ethoxykarbonyl-4,6-dimethylpyrimidinu trihydro-
chloridu jako vnit¥niho standardu, proteiny se odstranily
za pou¥iti ethanolu a plazmovd koncentrace testované
gloudeniny se zm&¥ila pomoci vysokovykonné kapalinové
chromatografie. Z v¥sledné plazmové koncentrace testované
sloudeniny se vypodetla plocha pod k¥ivkou plazmové

koncentrace vs. &as (AUC, pg-min/ml).

Vysledky

U testované slouleniny 3(1), byla AUC v p¥itomnosti a
za absence ketokonazolu 261,2, resp. 60,9 (pg'-min/ml), a v
ptitomnosti ketokonazolu AUC vzrostla p¥ibliZné 4krat
oproti p¥ipadu, kdy nebyl ketokonazol p¥itomen. AUC rovnéZ
vzrostla p¥ibli¥n& 3krat u testované sloufeniny 75(54). 2
v§8e uvedeného tedy vyplyvad, Ze p¥i pouZiti CYP 3A4
inhibitor v kombinaci s derivatem triazaspiro([5.5]undekanu
obecného vzorce I plazmovd koncentrace derivatu triaza-

spiro[5.5]undekanu obecného vzorce I vzrusta.
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Priklad 3

M&¥eni membranové propustnosti pro P-gp exprimujici burky:

Zpusoby

Buiiky, které exprimovaly lidsky MDR1 (LLC-GA-5-COL
150), a jejich mate¥ské builky (LLC-PK 1) sge inkubovaly aZ
do dosa¥eni spojeni vrstvy ve 12jamkové plotné Transwell,
im¥ se p¥ipravila jednovrstva membréna. Sloudenina 75(54)
se pro uGdely m&Feni na¥edila pufrem na koncentraci 10 pM
(M 199, 26,2 mM NaHCOs;, 10% FBS, 0,03% L-glutamin; pH 7,4).
P¥i m&¥eni propustnosti membrény z lumenu do krevni cévy,
ge roztok h&inné latky zavadél do dutiny zatimco p¥i mé&¥eni
propustnosti membrény z krevni cévy do lumenu se zavadi do
krevni cévy a inkubace se provadd&la za 37°C, 5% CO; a 90%
relativni vlhkosti. Po uplynuti urdité doby se odebral
vzorek roztoku a za G&elem zachovani objemu se k odebranému
objemu vzorku p¥idal pufr. Podobn& se zkoumala propustnost
membriny slou&eniny 75(54) V p¥itomnosti cyklosporinu A
(zkrdcen& CsA; konelnd koncentrace: 10 pM), <coZz Je
inhibitor pro P-gp. M&Yeni se provadélo 3krat. V8echny

vzorky se hodnotily pomoci LS/MS/MS.

vysledky

Propustnost membrany slou&eniny 75 (54) ze strany
lumenu byla u LLC-GA-5-COL 150 bunék men3i neZ u LLC-PK 1
punék a propustnost membrany ze strany krevni cévy byla
naopak v&t#i. P¥idanim CsA; ktery je P-gp inhibitorem, se u

LLC-GA-5-COL 150 bundk zvy3ila propustnost membrany ze
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strany lumenu a propustnost membriny ze strany krevni cévy
se naopak sni¥ila. Nicmén& u LLC-PK 1 bun&k nedoSlo k Zadné

zm&n& propustnosti membriny ani po p¥idani CsA (tabulka 2).

Tabulka 2
Propustnost (pl/cm?/h)
z lumenu z krevni cévy
do krevni cévy do lumenu
PK 1 CsA (-) 35,3 18,8
CsA (+) 41,9 20,8
COL 150 CsA (-) 2,06 34,3
CsA (+) 25,6 18,6

7 vysledkt vyplyvé, Ze sloufenina 75(54) je substratem
pro P-gp. U bun&k, u kterych se exprimoval P-gp, se
vypoust&ni slouleniny pomoci P-gp na stranu lumenu pfidanim
CsA sni¥ilo a podpotila se p¥eprava do krevni cévy. To je
pravdépodobné& zplsobeno skutednosti, %e funkce odbéru
sloudeniny na stran& lumenu byla inhibovana p¥idanim P-gp
existujicim v buiikdch na stran€ lumenu. Z vySe uvedeného
tedy vyplyva, ¥%e se plazmovad koncentrace derivatu triaza-
spiro[5.5]undekanu obecného vzorce I zvy3uje, pokud se P-gp
inhibitor pou¥ije v kombinaci s derivitem triazaspiro-

[5.5]undekanu obecného vzorce I.

P¥iklad 4

M&¥eni propustnosti Caco-2 v p¥itomnosti P-gp inhibitoru:
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Zpusoby

Buiiky Caco-2 se inkubovaly ve 12jamkové plotné
Transwell na kolagenem-potaZené pQrézni polykarbonédtové
membran& dokud se nevytvorila jednovrstva spojitd membréna
Caco-2 bun&k. Jednovrstvad membrina se preinkubovala 30 min
v pufru pro m&¥eni (Hankshv pufr obsahujici 10 mM HEPES a
15 mM glukézy; pH 7,0 + 0,2), do kterého se p¥idal d-a-
tokoferylpolyethylenglykol 1000 sukcinat, tj. P-gp inhibi-
tor. Koncentrace G&inné latky se nastavila na 10 pM by pufr
pro m&tfeni. PY¥i m&¥eni propustnosti membrany z lumenu do
krevni cévy se roztok u¢inné 1latky zavadél do lumenu,
zatimco p¥i m&¥eni propustnosti membrény z krevni cévy do
lumenu se zavad&l do krevni cévy a inkubace se provadéla
p¥i 37°C, 5% CO, a 90% relativni vlhkosti. Po uplynuti 1 h
a 2 h od podani G&inné l&atky se odebralo 200 ul pufr pro
mé¥eni obsahujiciho roztok G&inné latky a nahradilo novym
pufrem pro m&Feni. M&Feni se provadélo 2krat. Zmé&frila se
propustnost membrédny za bun€k prostého stavu a pouzila jako
zékladni hodnota. Jako kontrolni hodnota se zm&fila
propustnost Lucifer yellow. VSechny wvzorky se hodnotily
pomoci LC/MS. Permealni koeficient (Papp) se vypoletl podle

ndsledujici rovnice.
Papp = (dC/dt) * Vr/ (A - Co)

V této rovnici, dc/dt znamend permealni rychlost po
dob& zdr¥eni; V., znamend objem roztoku na stran& donoru; A
znamend m&rny povrch; a Co znamend podatedni koncentraci

roztoku na strané donoru.
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Vysledky

V disledku p¥idani TPGS, ktery je P-gp inhibitorem, se
zvygil permeadni koeficient sloudeniny 75(54) ze strany
lumenu, zatimco ze strany krevni cévy se tento koeficient

sniZuje (tabulka 3).

Permeadni koeficient (cm/s)
Z lumenu Z krevni cévy
do krevni cévy do lumenu
0,025% TPGS (-) 3,42 32,4
0,025% TPGS (+) 10,5 13

TPGS tedy sniZuje vyludovani sloudeniny mimo buiiky a
urychluje pfepravu do krevni cévy. Je pravd&podobné, Ze
funkce odebirani sloufeniny na vné&j8i strané€é bun&k je
inhibovdna inhibici P-gp existujiciho na stran€ lumenu
bung&k. 2Z vy%e uvedeného tedy vyplyva, Ze plazmova
koncentrace derivatu triazaspiro[S.S]undekanu obecného
vzorce I se p¥i pouZiti P-gp inhibitoru v kombinaci s

derivatem triazaspiro[5.5]Jundekanu obecného vzorce I

zvyduje.

P¥iklad 5

Plazmova koncentrace sloueniny po ordlnim podéni krysém v

pr¥itomnosti CYP 3A4 inhibitor:

Zplhsoby

Ketokonazol (50 mg/kg), tj. CYP 3A4 inhibitor, se
intraperitonedln& podal samcim SD krysy. Po jedné hodiné se

orédln& podalo 30 mg/kg testované sloufeniny. Po 15 min,
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30 min, 60 min, 120 min, 240 min a 360 min od podéni
testované sloudeniny se 2z Jjuguldrni 2Zily krys odebrala
krev, kterd se 10 min odst¥edovala p¥i 3000 min?, &imZ se
ziskala plazma. Do 150 pl vysledné plazmy se p¥idalo 5 ng
2-[4-[4- (2-methoxyfenyl) -1-piperazinyl]lbutyl-amino] -5-

-ethoxykarbonyl-4,6-dimethylpyrimidinu trihydrochloridu,
proteiny se odstranily =za pouZiti ethanolu a plazmova
koncentrace testované slouleniny se stanovila pomoci
vysokovykonné kapalinové chromatografie. Z koncentrace

testované sloudeniny ve vysledné plazmé& se vypoletla plocha

pod k¥ivkou plazmové koncentrace vs. fasu (AUC, pg-min/ml).

Vysledky

U testované sloudeniny 75(54) se AUC zvySila v
pritomnosti ketokonazolu 10krdt oproti p¥ipadu, kdy neni
ketokonazol p¥itomen. Z vy3e uvedeného vyplyva, Ze p¥i
pou¥iti CYP 3A4 inhibitoru v kombinaci s derivatem
triazaspiro[5.5]undekanu dochdzi ke zvySeni ordlni absorpce

derivatu triazaspiro[5.5]-undekanu obecného vzorce I.

Priklad 6

Plazmova koncentrace sloudeniny po ordlnim podéni krysam v

p¥itomnosti inhibitoru HIV proteazy:

Zpusoby

Amprenavir, nelfinavir, ritonavir nebo sachinavir

(10 mg/kg), které jsou inhibitorem HIV proteazy, a 10 mg/kg

s

LR 2 2 J
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testované sloufeniny se ve stejném okamZiku ordln& podalo
samctm SD krysy. 15 min, 30 min, 60 min, 120 min, 240 min a
360 min po podéni testované slouleniny se z juguldrni zily
krys odebrala krev, kterd po dobu 10 min odst¥edovala pti
3000 min'!, &im¥ se ziskala plazma. Do 200 pl vysledné
plazmy se p¥idalo 50 ng (38) -1-butyl-2,5-dioxo-3~ (2-methyl-
propyl)—9—)4—fenyloxyfeny1methyl)-1,4,9—triazaspir0[5.5]—

undekanu jako vnit¥niho standardu. Potom se p¥idalo 300 pl
destilované vody a 2000 pl diethyletheru, nadeZ se vie
dob¥e promichalo a izolovala se diethyletherovd vrstva,
kterd se sudila ve wvakuu. Suchd latka se rozpustila ve
150 pl  50% roztoku acetonitrilu obsahujiciho 0,005 %
kyseliny trifluoroctové a podrobila kapalinové chromato-
grafii s tandemovou hmotovou analyzou (LC/MS/MS), pomoci
které se gstanovila plazmova koncentrace testované
sloudeniny. Z koncentrace testované slouceniny ve vysledné
plazm& se vypo&etla plocha pod k¥ivkou plazmové koncentrace

ve. &asu (AUC, pg-min/ml).

vysledky

U testované sloudeniny 75(54) se AUC zvysila 3, 7krat,
3,4krat, 7,7krat a 1,7krat v pritomnosti amprenaviru,
nelfinaviru, ritonaviru, resp. sachinaviru oproti p¥ipadim,
kdy nejsou tyto jednotlivé inhibitory HIV proteazy
p¥itomny. V8echny tyto inhibitory HIV protedzy maji CYP 3A4
inhibi&ni G&inek a z vyde uvedeného vyplyva, Ze p¥i pouZiti
inhibitoru HIV protedzy, ktery ma CYP inhibi&ni 4d&inek, v
kombinaci s derivéatem triazaspiro[5.5]undekanu obecného
vzorce I vzristd oralni absorpce derivétu triazaspiro[5.5] -

undekanu obecného vzorce I.
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PATENTOVE NAROKY

1. Farmaceutickd kompozice, vyznadujici se tim, Ze
obsahuje jako uG&innou sloZku kombinaci triazaspiro([5.5]-

undekanového derivatu obecného vzorce I

Rf o)
N 3
R
R'—N ” M
N
o) RS

kde R' znamena
(1) atom vodiku,
(2) alkylovou skupinu s 1 aZ 18 atomy uhliku,
(3) alkenylovou skupinu se 2 aZ 18 atomy uhliku,
(4) alkynylovou skupinu se 2 a% 18 atomy uhliku,
(5) -COR®,
(6) -CONR'R®,
(7) -COOR’,
(8) -SO.R',
(9) -COCOOR™,
(10) -CONR*2COR'?,
(11) Cycl nebo
(12) alkylovou skupinu s 1 aZ 18 atomy uhliku, alkenylovou
skupinu se 2 a%¥ 18 atomy uhliku nebo alkynylovou skupinu se
2 a¥ 18 atomy uhliku substituované 1 a% 5 substituenty
p¥ipadn& zvolenymi z (a) atomu halogenu, (Db) -CONR'R®, (c)
-COOR®, (d) -OR*, (e) -SRY, (f) -NR™RY, (g) -NR'COR™, (h)
-SO,NR°R®' (i) -OCOR?**, j) -NR®SO,R**, (k) -NR**COOR?*,
(1)  -NR?’CONR*®R*’, (m) Cycl, (n) ketoskupiny nebo
(o) -N(SO,R?**),, kde

e, s POOY 500

*
L]
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R® ay R?, R a% R*, R, R a R?7 a¥ R?® ka?dy nezévisle
znamena
(1) atom vodiku,
(2) alkylovou skupinu s 1 a¥ 8 atomy uhliku,
(3) alkenylovou skupinu se 2 a¥ 8 atomy uhliku,
(4) alkynylovou skupinu se 2 a¥% 8 atomy uhliku,
(5) Cycl, nebo
(6) alkylovou skupinu s 1 a¥ 8 atomy uhliku, alkenylovou
skupinu se 2 aZ 8 atomy uhliku nebo alkynylovou skupinu se
2 a¥ 8 atomy uhliku substituované 1 a%¥ 5 substituenty
pripadng& zvolenymi z (a) Cyel, (b) atomu halogenu,
(¢)  -OR*, (d) -SR*, (e)  -NR*R*, ()  -COOR*,
(g) -CONR™R*®, (h) _NR¥’COR®®, (i) -NR®°SO,R*® nebo 3J)
-N (80,R*%) ;, nebo
R” a R®, R¥® a R, R* a R?°, uva¥ované spolelnég,
znamenaji 1) alkylenovou gskupinu se 2 aZ 6 atomy uhliku,
2) -(C2-6 alkylen)-0-(C2-6 alkylen)-, 3) -(C2-6 alkylen)-S-
_(C2-6 alkylen)- nebo 4) -(C2-6 alkylen) -NR*®5- (C2-6 alky-
len) -, kde R*®® znamend atom vodiku, alkylovou gkupinu s 1
a¥ 8 atomy uhliku, fenylovou skupinu nebo alkylovou skupinu
s 1 a¥% 8 atomy uhliku substituované fenylovou skupinou, kde
RY, R??, R* a R*® znamenaji kaZdy nezavisle
(1) alkylovou skupinu s 1 a¥ 8 atomy uhliku,
(2) alkenylovou skupinu se 2 a¥ 8 atomy uhliku,
(3) alkynylovou skupinu se 2 a¥ 8 atomy uhliku,
(4) Cycl, nebo
(5) alkylovou skupinu s 1 a¥ 8 atomy uhliku, alkenylovou
skupinu se 2 aZ 8 atomy uhliku nebo alkynylovou skupinu se

2 a¥ 8 atomy uhliku substituované 1 a% 5 substituenty

p¥ipadné zvolenymi z (a) Cycl, (b) atomu halogenu,
(c) -OR*°, (@) -8R, (e) -NR*?R*?, (f) -COOR**,
(g)  -CONR**R*®, (h)  -NR®’COR®®, (i)  -NR*°SO;R*®  nebo

k) -N(SO,R*®)., kde
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B3 a% RY a R*® znamenaji ka¥dy nezavisle, atom vodiku,

alkylovou skupinu s 1 a¥ 8 atomy uhliku, Cycl nebo
alkylovou skupinu s 1 a¥ 8 atomy uhliku substituovanou
Cycl, nebo
R a R3¢, uva¥ované spole&n&, znamenaji 1) alkylenovou
skupinu se 2 a%Z 6 atomy uhliku, 2) -(C2-6 alkylen)-0-(C2-6
alkylen)-, 3) -(C2-6 alkylen)-S-(C2-6 alkylen)- nebo
4) -(C2-6 alkylen)-NR'-(C2-6 alkylen)-, kde R**® znamené&
atom vodiku, alkylovou skupinu s 1 a¥ 8 atomy uhliku,
fenylovou skupinu nebo alkylovou skupinu s 1 aZ 8 atomy
uhliku substituovanou fenylovou skupinou,

R3® a R%® znamenaji ka%dy nezdvisle alkylovou skupinu s
1 a¥ 8 atomy uhliku, Cycl nebo alkylovou skupinu s 1 az 8
atomy uhliku substituovanou Cycl, p¥idemZ

Cycl znamenad C3-15 mono-, bi- nebo tri-(kondenzovany
nebo spiro)karbocyklicky kruh nebo t¥idlenny aZ patnacti-
&lenny mono-, bi- nebo tri- (kondenzovany nebo spiro)-
cyklicky heterokruh obsahujici 1 a%¥ 4 atomy dusiku, 1 az 3
atomy kysliku a/nebo 1 aZz 3 atomy siry, kde miZe byt Cycl
pripadn& substituovén 1 aZ 5 R®', pridemZ

R%' znamena

(1) alkylovou skupinu s 1 aZ 8 atomy uhliku,
(2) alkenylovou skupinu se 2 aZ 8 atomy uhliku,
(3) alkynylovou skupinu se 2 a? 8 atomy uhliku,
(4) atom halogenu,

(5) nitroskupinu,

(6) trifluormethylovou skupinu,

(7) trifluormethoxyskupinu,

(8) nitrilovou skupinu,

(9) ketoskupinu,

(10) Cyc2

(11) -OR*?,

(12)

__SR53
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(13) -NR*R®°,
(14) -COOR®®,
(15) -CONR®>'R®®,
(16) -NR*°COR®’,
(17) -SO.NR®'R®?,
(18) -OCOR®?,
(19) -NR®*SO,R®®,
(20) -NR®COOR®’,
(21) -NRS®CONRS*R”,
(22) -B(OR™)2,
(23) -SO:R"Z,
(24) -N(SO;R™)2,
(25) -8(0)R’ nebo
(26) alkylovou skupinu s 1 a¥ 8 atomy uhliku, alkenylovou
skupinu se 2 a%Z 8 atomy uhliku nebo alkynylovou skupinu se
2 aé_ 8 atomy uhliku substituované 1 a%¥ 5 substituenty
pripadng =zvolenymi 2z (a) atomu halogenu, (b) Cyc2,
(¢) -OR®, (d) -SR®3, (e) -NR™R®®, (£) -COOR™ (g) -CONR®'R*®,
(h) -NR®COR®®, (i) -SO,NR®R®, G) -OCOR®, (k) -NR®*SO,R®®,
(1) -NR®*COOR®?, (m) -NR®CONR®R™, (n) -B(OR™),, (o) -SO.R"?,
(p) -N(SO.R®) 2, (q) -8 (0)R? nebo (r) ketoskupiny, kde

R%2a% R®2 R®, R a R®® a% R’ znamenaji kaZdy nezéavisle
1) atom vodiku, 2) alkylovou skupinu s 1 aZ 8 atomy uhliku,
3) alkenylovou skupinu se 2 a¥ 8 atomy uhliku,
4) alkynylovou skupinu se 2 a¥ 8 atomy uhliku, 5) Cyc2,
6) -OR’® nebo 7) alkylovou skupinu s 1 a¥ 8 atomy uhliku,
alkenylovou skupinu se 2 a¥ 8 atomy uhliku nebo alkynylovou
skupinu se 2 a¥ 8 atomy uhliku substituované Cyc2, -OR™,
-COOR™ nebo -NR’°R’® nebo

RS7 a R%®, R® a R%?, R®® a R’°, uvaZované spoledné,
znamenaji 1) alkylenovou skupinu se 2 aZ 6 atomy uhliku, 2)
-(C2-6 alky-len)-0-(C2-6 alkylen)-, 3) -(C2-6 alkylen) -S-
_(C2-6 alky-len)- nebo 4) -(C2-6 alkylen) -NR*®7- (C2-6 alky-
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len) -, kde R*’ znamend atom vodiku, alkylovou skupinu s 1
a¥ 8 atomy uhliku, fenylovou skupinu nebo alkylovou skupinu
s 1 a¥ 8 atomy uhliku substituovanou fenylovou skupinou,

RS2 R® R a R’ znamenajl ka¥dy nezavisle
1) alkylovou skupinu s 1 a¥ 8 atomy uhliku, 2) alkenylovou
skupinu se 2 aZ 8 atomy uhliku, 3) alkynylovou skupinu se 2
a¥ 8 atomy uhliku, 4) Cyc2 nebo 5) alkylovou skupinu s 1 aZ
8 atomy uhliku, alkenylovou skupinu se 2 aZ 8 atomy uhliku
nebo alkynylovou skupinu se 2 a¥ 8 atomy uhliku
substituované Cyc2, -OR™, -COOR™ nebo -NR7°R®,

R a¥ R’® znamenaji nezivisle atom vodiku, alkylovou
gkupinu s 1 aZ 8 atomy uhliku, Cyc2 nebo alkylovou skupinu
s 1 a¥ 8 atomy uhliku substituovanou Cyc2, p¥icemZ

Cyc2 mé stejny V?znam jako Cycl, pticemZ Cyc2 miaZe byt
p¥ipadn& substituovén 1 aZ 5 R”7, kde

R"? znamend
1) alkylovou skupinu s 1 a¥ 8 atomy uhliku,

2) atom halogenu,

3) nitroskupinu,

4) trifluormethylovou skupinu,
5) trifluormethoxyskupinu,

6) nitrilovou skupinu,

7) -OR’%,

8) _NR79R80,
9) -COOR%,
10) -SR®?,

11) -CONR®*R**,

12) alkenylovou skupinu se 2 a% 8 atomy uhliku,
13) alkynylovou skupinu se 2 a¥ 8 atomy uhliku,
14) ketoskupinu,

15) Cycsé,

16) -NR'S*COR*®?,

17) -SO,NR™R'®,
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18) -OCOR*®®,
19) -NR'®®SO,R'’,
20) -NR'°COOR™®?,
21) -NR 7°COR7!R!7?,
22) -SO,R'?,
23) -N(SOR™7),,
24) -S (O)R*”® nebo
25) alkylovou skupinu s 1 aZ 8 atbmy uhliku, alkenylovou
skupinu se 2 a% 8 atomy uhliku nebo alkynylovou skupinu se
2 a¥ 8 atomy substituované 1 aZ 5 substituenty p¥ipadné
zvolenymi z (a) atomu halogenu, (b) -OR’®, (c) -NR”°R®,
(d) -COOR®Y, (e) -SR®%, (f) -CONR®R*, (g) ketoskupiny,
(h) Cycé6, (i) -NR'COR'2?, U) -SO,NR'R'*, (k) -OCOR"®,
(1) -NRS0,R*¢7, (m)-NR'©®COOR'®®, (n) -NRY°COR'”'R'7?, (o)
-SO,R'”® (p) -N(SO.R¥™7), nebo (g) -S(0)R'”?, kde

R78 ai RB4, R161 a% R164 RlSS' R168 a R170 ai R172 Znamenaji
ka¥dy nezavisle (a) atom vodiku, (b) alkylovou skupinu s 1
a¥ 8 atomy uhliku, (c) alkenylovou skupinu se 2 aZ 8 atomy
uhliku, (d) alkynylovou skupinu se 2 aZ 8 atomy uhliku, (e)
Cycé, (f) -OR' nebo (g) alkylovou skupinu s 1 aZ 8 atomy
uhliku, alkenylovou skupinu se 2 aZ 8 atomy uhliku nebo
alkynylovou skupinu se 2 a% 8 atomy uhliku substituované
Cyc6, -OR'"%, -COOR'7®, -NR'°R'”’ nebo -CONR'’’R'’® nebo

R a R, R a R¥™, R' a R'Y?, uvaZované spolelné&,

znamenaji 1) alkylenovou skupinu se 2 aZ 6 atomy uhliku, 2)

-(C2-6 alky-len)-O-(C2-6 alkylen)-, 3) -(C2-6 alkylen)-S-
-(C2-6 alky-len)- nebo 4) -(C2-6 alkylen)-NR*®-(C2-6 alky-
len) -, kde R'® znamend atom vodiku, alkylovou skupinu s 1

a¥ 8 atomy uhliku, fenylovou skupinu nebo alkylovou skupinu

s 1 a¥ 8 atomy uhliku substituovanou fenylovou skupinou,
R165, RY?®7, R¥? a R' znamenaji kaZdy nezdvisle (a)

alkylovou skupinu s 1 a% 8 atomy uhliku, (b) alkenylovou

skupinu se 2 a%¥ 8 atomy uhliku, (c) alkynylovou skupinu se
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2 a% 8 atomy uhliku, (d) Cycé nebo (e) alkylovou skupinu s
1 a¥ 8 atomy uhliku, alkenylovou skupinu se 2 aZ 8 atomy

uhliku nebo alkynylovou skupinu se 2 aZ% 8 atomy uhliku

substituované Cyc6, -OR'74, -COOR"?, -NR'7*R'"7  nebo
_CONRL78R17® :
R a% RY"7 znamenaji ka%dy nezavisle 1) atom vodiku,

2) alkylovou skupinu s 1 aZ 8 atomy uhliku, 3) Cycé nebo
4) alkylovou skupinu s 1 aZ 8 atomy uhliku substituovanou
Cyc6, nebo

RY® a R'"?, uva¥ované spole&n&, znamenaji 1) alkyle-
novou skupinu se 2 a¥ 6 atomy uhliku, 2) -(C2-6 alkylen) -O-
-(C2-6 alkylen)-, 3) -(C2-6 alkylen)-S-(C2-6 alkylen)- nebo
4) -(C2-6 alkylen)-NR'¥’-(C2-6 alkyien)—, kde R'¥ znamena
atom vodiku, alkylovou skupinu s 1 a¥? 8 atomy uhliku,
fenylovou skupinu nebo alkylovou skupinu s 1 aZ 8 atomy
uhliku substituovanou fenylovou skupinou,

Cycé6 znamend monokarbocyklicky kruh se 3 aZz 8 atomy
uhliku nebo t¥idlenny a¥ osmidlenny monocyklicky heterokruh
obsahujici 1 a% 4 atomy dusiku, 1 a¥ 2 atomy kysliku a/nebo
1 a¥ 2 atomy siry, p¥ifemZ Cycé6 miZe byt p¥ipadné

substituovan 1 a% 5 R'®°, kde

R'®® znamené
alkylovou skupinu s 1 aZ 8 atomy uhliku,

atom halogenu,

1)

2)

(3) nitroskupinu,
4) trifluormethylovou skupinu,
5) trifluormethoxyskupinu,

6) nitrilovou skupinu,

7) -OR'®,

(8) _NR182R183

(9) -COOR'™

(10) -SR**®* nebo

(11) -CONR©®¢R*®’
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R*®-R'®7  znamenaji ka¥dy nezavisle 1) atom vodiku,

2) alkylovou skupinu s 1 aZ 8 atomy uhliku, 3) fenylovou
skupinu nebo 4) alkylovou skupinu s 1 aZ 8 atomy uhliku
substituovanou fenylovou skupinou,

R a R'® R'8 a R', uvaZované spoledn&, znamenaji
1) alkylenovou skupinu se 2 az 6 atomy  uhliku,
2) -(C2-6 alkylen)-0-(C2-6 alkylen)-, 3) -(C2-6 alkylen)-S-
(C2-6 alkylen)- nebo 4) -(C2-6 alkylen)-NR 2°°-(C2-6 alky-
len) -, kde R?% znamend atom vodiku, alkylovou skupinu s 1
az 8 atomy uhliku, fenylovou skupinu nebo alkylovou skupinu

8 1 aZ 8 atomy uhliku substituovanou fenylovou skupinou;

R?* znamené

(1) atom vodiku,

(2) alkylovou skupinu s 1 aZ 8 atomy uhliku,

(3) alkenylovou skupinu se 2 aZ 8 atomy uhliku,

(4) alkynylovou skupinu se 2 aZ 8 atomy uhliku,

(5) -OR*°,

(6) Cyc3 nebo

(7) alkylovou skupinu s 1 aZ 8 atomy uhliku, alkenylovou
skupinu se 2 aZ 8 atomy uhliku nebo alkynylovou skupinu se
2 a% 8 atomy uhliku substituované 1 aZ 5 substituenty
pripadng =zvolenymi =z (a) atomu halogenu, (b) -OR*,
(¢) -srR®, (d) -NR “?R*®, (e) -COOR®™, (f) -CONR®*R%,
(g) -NR®’COR®®, (h) -SO,NR®’R'®°, (i) -OCOR*®, (j) -NR'?SO,R'®,
(k) -NRYCOOR'®%, (1) -NR'CONR'®R'*®, (m) Cyc3, (n) keto-
skupiny nebo (o) -N(SO;R'®%),,

R a¥ R R0 RY a R' a¥ R' znamenaji kaZdy
nezavisle 1) atom vodiku, 2) alkylovou skupinu s 1 aZz 8
atomy uhliku, 3) alkenylovou skupinu se 2 aZ 8 atomy
uhliku, 4) alkynylovou skupinu se 2 a%¥ 8 atomy uhliku, 5)
Cyc3 nebo 6) alkylovou skupinu s 1 a%Z 8 atomy uhliku,
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alkenylovou skupinu se 2 aZz 8 atomy uhliku nebo alkynylovou
skupinu se 2 a% 8 atomy uhliku substituované Cyc3, nebo

R].O"l

R99 a RlOO a RlOS,

R®® a R, , uva¥ované spole&né&,
~znamenaji 1) alkylenovou skupinu se 2 a%Z 6 atomy uhliku,
2) -(C2-6 alkylen)-0O-(C2-6 alkylen)-, 3) -(C2-6 alkylen)~-S-
-(C2-6 alkylen)- nebo 4) -(C2-6 alkylen) -NR***- (C2-6 alky-
len) -,

R*°! znamend atom vodiku, alkylovou skupinu s 1 a% 8
atomy uhliku, fenylovou skupinu nebo alkylovou skupinu s 1
a¥ 8 atomy uhliku substituovanou fenylovou skupinou, |

ROl R a R'™ znamenaji kaZdy nezavisle 1) alkylovou
skupinu s 1 a%¥ 8 atomy uhliku, 2) alkenylovou skupinu se 2
a¥ 8 atomy uhliku, 3) alkynylovou skupinu se 2 aZ 8 atomy
uhliku nebo 4) Cyc3, nebo alkylovou skupinu s 1 a%Z 8 atomy
uhliku, alkenylovou skupinu se 2 a¥ 8 atomy uhliku nebo
alkynylovou skupinu se 2 a¥ 8 atomy uhliku substituované
Cyc3, Cyc3 mé stejny vyznam jako Cycl, p¥ifemz Cyc3 miZe
byt p¥ipadnd substituovan 1 aZ 5 R?,

R1%° ma stejny v¥znam jako R*Y;

R?® a R* znamenaji kaZdy nezavisle

(1)

atom vodiku,

(2) alkylovou skupinu s 1 a¥ 8 atomy uhliku,
(3) alkenylovou skupinu se 2 a¥ 8 atomy uhliku,
(4) alkynylovou skupinu se 2 a? 8 atomy uhliku,
(5) -COOR™°, '

(6) —CONR121R122 )

(7) Cyc4, nebo

(8)

alkylovou skupinu s 1 a¥ 8 atomy uhliku, alkenylovou

skupinu se 2 aZ 8 atomy uhliku nebo alkynylovou skupinu se
2 a¥ 8 atomy uhliku substituované 1 a¥ 5 substituenty

(b) nitrilovou

(£)

ptipadnd zvolenymi z (a) atomu halogenu,

skupinu, (c) Cyc4, (d) _COOR*?°, (e) -CONR''R??, -OR**?,
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(g) -8R'*, (h) —NR125R126, (1) -NR*27CORY?E, (5) _SozNR129R130,
(k) -OCOR™, (1) -NR'?SO;R**?, (m) -NR'**COOR™,
(n) -NRSCONRM'R'®®, (o) -8-SR'™, (p) -NHC (=NH) NHR**°,
(q) ketoskupiny, (r) _NRYSCONRM™6CORY7 nebo (s) N(SOR™?).,
R120 53 Rl3°, R132 R34 R13 a3 RS RM5 5 R znamenaji
ka¥dy nezavisle 1) atom vodiku, 2) alkylovou skupinu s 1 aZ
8 atomy uhliku, 3) alkenylovou skupinu se 2 a? 8 atomy
uhliku, 4) alkynylovou skupinu se 2 a¥ 8 atomy uhliku,
5) Cyc4 nebo 6) alkylovou skupinu s 1 aZ 8 atomy uhliku,
alkenylovou skupinu se 2 a%z 8 atomy uhliku, nebo
alkynylovou skupinu se 2 a¥ 8 atomy uhliku substituované
Cyc4, atom halogenu, -OR*®, -grR™?, -COOR'’ nebo -NHCOR™?
R}l 5 RY?22, R g R¥?, R¥ a R13® uva¥ované spole&nég,
znamenaji 1) alkylenovou skupinu se 2 aZ 6 atomy uhliku, 2)
-(C2-6 alkylen)-O-(C2-6 alkylen)-, 3) -(C2-6 alkylen)-S-
_(C2-6 alkylen)- nebo 4) -(C2-6 alkylen) -NR?%2- (C2-6 alky-
len) -, kde R?°? znamend atom vodiku, alkylovou skupinu s 1
a¥ 8 atomy uhliku, fenylovou skupinu nebo alkylovou skupinu
g 1 a¥ 8 atomy uhliku substituovanou fenylovou skupinou,
g131, R R R¥?® a R'™ znamenaji kaZdy nezévisle
1) alkylovou skupinu s 1 a¥ 8 atomy uhliku, 2) alkenylovou
gkupinu se 2 a%Z 8 atomy uhliku, 3) alkynylovou skupinu se 2
a¥ 8 atomy uhliku, 4) Cyc4 nebo 5) alkylovou skupinu s 1 az
8 atomy uhliku, alkenylovou skupinu se 2 aZ 8 atomy uhliku
nebo alkynylovou skupinu se 2 aZ 8 atomy uhliku
gubstituované Cyc4, atomem halogenu, -OR®, -gR™°, -COOR'™’
nebo -NHCOR™',

RY° znamend atom vodiku, -COOR*? nebo -SO,R™?,

R 143 ,namenaji ka%dy nezavisle 1) alkylovou

. aZz R
gkupinu s 1 aZ 8 atomy uhliku, 2) alkenylovou skupinu se 2
a¥ 8 atomy uhliku, 3) alkynylovou skupinu se 2 aZ 8 atomy
uhliku, 4) Cyc4 nebo 5) alkylovou skupinu s 1 az 8 atomy

‘uhliku, alkenylovou gkupinu se 2 az 8 atomy uhliku nebo
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alkynylovou skupinu se 2 aZ 8 atomy uhliku substituované

Cyc4,

R148 150

aZz R znamenaji kaZdy nezdvisle 1) atom vodiku,
2) alkylovou skupinu s 1 aZ 8 atomy uhliku, 3) alkenylovou
skupinu se 2 aZ 8 atomy uhliku, 4) alkynylovou skupinu se 2
a¥ 8 atomy uhliku, 5) Cyc4 nebo 6) alkylovou skupinu s 1 aZ
8 atomy uhliku, alkenylovou skupinu se 2 a%Z 8 atomy uhliku
nebo alkynylovou . skupinu se 2 a%Z 8 atomy uhliku
substituované Cyc4,

Cyc4 méa stejny vyznam jako Cycl, pficemZ Cyc4 miZe byt
p¥ipadn& substituovdn 1 a% 5 R

R*** ma stejny vyznam jako R*', nebo

R} a R*, uva¥ované spole&n&, znamenaji
| Rﬂm

:1M

. R
kde R*° a R'' znamenaji ka¥dy nezdvisle stejny v§znam

jako R® nebo R*;

R® znamena
(1) atom vodiku,
(2) alkylovou skupinu s 1 aZ 8 atomy uhliku,
(3) Cyc5 nebo
(4) alkylovou skupinu s 1 aZ 8 atomy uhliku substituovanou
Cyc5

kde Cyc5 mid stejny vyznam jako Cycl, a kde je Cych
160

p¥ipadn& substituovén 1 aZ 5 R

R mi stejny vyznam jako R°Y,

jeho kvarterni amoniové soli, jeho N-oxidu nebo jeho

netoxické soli a

alespoii jednoho z inhibitord isozymu cytochromu P 450

a/nebo alespoili jednoho z P glykoprotein.
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2. Farmaceutickad kompozice obsahujici kombinaci podle
néroku 1, vyznadujici se tim, Ze se derivat
triazaspiro[5.5]undekanu, jeho kvarterni amoniova stl nebo
jeho N-oxid nebo jeho netoxickd stl a alespoil Jjeden
inhibitor isozymu 3A4 cytochromu P450 a/nebo alespoil jeden
inhibitor P-glykoproteinu jako G%inné slo¥ky podavaji jako

gamostatnad farmaceutické c¢inidla.

3. Farmaceuticka kompozice obsahujici kombinaci podle
naroku 1, vyznadujici se tim, ze jsou  derivat
triazaspiro[5.5]undekanu, jeho kvarterni amoniova sl nebo
jeho N-oxid nebo jeho netoxickd stl a alespoil Jjeden
inhibitor isozymu 3A4 cytochromu P450 a/nebo alespoll jeden
inhibitor P-glykoproteinu jako G&inné slo¥ky obsaZeny vV

jediném farmaceutickém p¥ipravku.

-

4. Farmaceutické kompozice podle naroku 1, vyznadujici
ge tim, %e inhibitorem isozymu 3A4 cytochromu P450 v naroku
1 je G¢innéd latka, kterd inhibuje isozym 3A4 cytochromu
P450, a udinnd latka, kterd je substratem pro isozym 3A4

cytochromu P450.

5. Farmaceutickéd kompozice podle naroku 1, vyznadujici
ge tim, %e G&innou latkou, kterd inhibuje isozym 3A4
cytochromu P 450 nebo G%inna latka, kterd je substratem pro
isozym 3A4 cytochromu P 450 popsand Vv naroku 4, je
inhibitor HIV proteézy, inhibitor ne-nukleotidové reverzni
transkriptazy, azolové antifungdlni ¢&inidlo, makrolidové

antibiotikum, imunosupresor, blokitor kalciového kandlku,

veee
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antihistaminikum, antiarytmikum, antitumorové ¢inidlo,
benzodiazepinova G&innd latka, antidepresivum, pohlavni
hormon, adrenokortikalni hormon, antihyperlipemické
¢inidlo, ergotaminovy ptipravek, anestetickd analgetika,
1é%ivo pro 1é&bu astmatu, 1lécivo pro 1é8bu peptického
vtedu, reguldtor aktivace enterického pohybu, 1é¢ivo pro
1é¢bu  dny, kardiotonika, antikoagulant, analgetikum,
antitusikum/expektorans, ¢&inidlo pro 1é¢bu schizofrenie,

tigici prost¥edek, <&inidlo pro 1é%bu Hansenovy choroby,

1é&ivo pro 1é&bu poruchy erekce nebo grapefruitova Stéva.

6. Farmaceutickd kompozice podle naroku 5, vyznadujici
ge tim, Ze

inhibitorem HIV proteédzy Jje indinavir, sachinavir,
ritonavir, nelfinavir, amprenavir nebo lopinavir;

inhibitorem ne-nukleotidové reverzni transkriptéazy je
delavirdin;

azolovym antifungdlnim &inidlem je ketokonazol,
itrakonazol nebo mikonazol;

makrolidovym antibiotikem je erythromycin  nebo
clarithromycin;

imunosupresorem je cyklosporin nebo tacrolimus;

blokaitorem kalciového kandlku je diltiazem, verapamil
nebo nifedipin;

antihistaminikem je cimetidin, astemizol, terfenadin
nebo lovatidin;

antiarytmikem . je amiodaron, lidokain, chinidin,
theophyllin, disopyramid, propafenon nebo bepridil;

antitumorovym ¢inidlem je etoposid, flutamid,
ifosfamid, toremifen nebo tamoxifen;

benzodiazepinovou G&innou latkou Jje alprazolam,

midazolam nebo triazolam;
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antidepresivem je imipramin, buprenorphin, amitri-
ptylin nebo clomipramin;

pohlavnim hormonem je testosteron, estradiol mnebo
progesteron;

adrenokortikalnim hormonem je budesonid nebo kortison;

antihyperlipemickym ¢&inidlem je gsimvastatin, lova-
statin nebo atorvastatin;

ergotaminovym p¥ipravkem je dihydroergotamin nebo
ergotamin;

anestetickym analgetikem je fentanyl nebo ethylmorfin;

1é%ivem pro 1é&bu astmatu je seratrodast nebo déxtrin;

]é&ivem pro 1é&bu peptického v¥edu je omeprazol nebo
lansoprazol;

reguldtorem aktivace enterického pohybu je cisaprid;

1é¢ivem pro lé&bu dny je kolchicin;

kardiotonikem je digitoxin;

antikoagulant je warfarin;

analgetikem je acetaminofen;

antitusikem/expektoransem je kodein; a

%inidlem pro 1é&bu schizofrenie je pimozid;

tigicim prost¥edkem je diazepam;

ginidlem pro 1éZ&bu Hansenovy choroby Jje diafenyl-
sulfon;

1é&ivem pro 1léfbu poruchy erekce je sildenafil; nebo
dalgim inhibitorem isozymu 3A4 cytochromu P 450 je

grapefruitovd Stéva.

7. Farmaceutickd kompozice podle naroku 1, vyznadujici
ge tim, Ye inhibitorem P-glykoproteinu popsanym v naroku 1
je G&inna latka, kterad inhibuje P-glykoprotein, a U&inna

14tka, kterad je substratem pro P-glykoprotein.




LA *e seee o
.

*

[ 2 X X ]
(X Y X J
(A XX ]

01-0462-04-Ma

(A XX XX
-
2080
209
»
sSee®
EX X X

171

8. Farmaceutické kompozice podle néroku 1, vyznadujici
ge tim, e O&innou 1latkou, kterd inhibuje P-glykoprotein,
nebo G&innou latkou, kterd je substratem pro P-glykoprotein
popsany Vv naroku 7 je inhibitor HIV  proteéazy,
imunosupresor, antitumorové &inidlo, steroid, Dblokator
kalciového kandlku, azolové antifungdlni ginidlo, nové
chinolonové antibakteridlni <&inidlo, pohlavni  hormon,
benzodiazepinovad G&innd latka, antihyperlipemické ¢&inidlo,
antihistaminikum, kardiotonikum, antiarytmikum, antihyper-
tenzivni &inidlo, korondrni vazodilatator, ti8ici pro-
st¥edek, antidepresivum, antiemetické ¢inidlo, proti-
prijmové &inidlo, narkotické analgetikum, lé&ivo pro 1é&bu
dny, makrolidova antibiotickad 1léatka, d-a-tokoferylpoly-
ethylenglykol 1000 sukcinat, polyethYlenglykol, poloxamer,
polyethylenoxid, polyoxyethylenovy derivat ricinového
oleje, chrysin, (+) -taxifolin, naringenin, diosmin,
quercetin, bergamottin, LY 335979, GG 918, reversin 121

nebo reversin 205, rhodamin 123 nebo jejich netoxickad sul.

9. Farmaceutickd kompozice podle naroku 8, vyznadujici
se tim, Ze

inhibitorem HIV proteédzy Jje indinavir, sachinavir,
ritonavir, nelfinavir, amprenavir nebo lopinavir;

imunosupresorem 7je cyklosporin, tacrolimus nebo PSC
833;

antitumorovym d&inidlem je tamoxifen, doxorubicin,
daunorubicin, vinblastin, vincristin, actinomycin,
paclitaxel, teniposid, etoposid, docetaxel nebo mitomycin;

steroidem je aldosteron, hydrokortison, kortisol,
kortikosteron nebo dexamethason;

blokatorem kalciového kandlku je diltiazem, verapamil,

nifedipin, nicardipin, nitrendipin nebo felodipin;
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azolovym antifungédlnim ¢inidlem je ketokonazol, itra-
konazol nebo mikonazol;

novym chinolonovym antibakteridlnim &inidlem je flero-
xacin, enoxacin, levofloxacin nebo norfloxacin;

pohlavnim hormonem je testosteron, estradiol nebo
progesteron;

benzodiazepinovou G&¢innou latkou je midazolam;

antihyperlipemickym ginidlem je lovastatin nebo ator-
vastatin;

antihigtaminikem je terfenadin;

kardiotonikem je digoxin;

antiarytmickym &inidlem je chinidin, amiodaron,
lidokain, propranolol nebo bepridil;

antihypertenzivnim &inidlem je losartan nebo reserpin;

korondrnim vazodilatatorem je dipyridamol;

ti%icim prost¥edkem je chlorpromazin;

antidepresivem je amitriptylin;

antiemetickym &inidlem je ondansetron nebo domperidon;
protiprijmovym ginidlem je loperamid;

narkotickym analgetikem je morfin;

1é&ivem pro lé&bu dny je kolchicin;

makrolidovou antibiotickou latkou je erythromycin nebo
clarithromycin;
nebo daldim P-gp inhibitorem je d-a-tokoferylpoly-
ethylenglykol 1000 sukcinat, polyethylenglykol, poloxamer,
polyethylenoxid, polyoxyethylenovy derivat  ricinového
oleje, chrysin, (+) -taxifolin, naringenin, diosmin,
quercetin, bergamottin, LY 335979, GG 918, reversin 121

nebo reversin 205 nebo rhodamin 123.

10. &inidlo pro prevenci  a/nebo 1&&bu  rtznych

2

zén&tlivych onemocn&ni, astmatu, atopické dermatitidy,
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kop¥ivky, alergickych  onemocn&ni (alergické  broncho-
pulmonédlni aspergilézy, alergické eozinofilni gastro-

enteritidy), nefritidy, nefropatie, hepatitidy, artritidy,
chronického artikulédrniho revmatizmu, psoridzy, rinitidy,
konjunktivitidy, ischemického reperfﬁznihd poranéni,
roztroudené sklerdzy, ulcerativni kolitidy, syndromu akutni
respira®ni tisné&, B8oku doprovazeného bakterialni infekei,
diabetu mellitus, autoimunitniho onemocnéni, odhojeni
transplantdtu, imunosuprese, rakovinovych metastdz nebo
AIDS, vyznadujici se tim, Ye obsahuje farmaceutickou

kompozici podle naroku 1.

11. Ginidlo pro prevenci a/nebo 1é&bu HIV, vyznadujici
se tim, ¥e obsahuje farmaceutickou kompozici podle néroku

1.
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