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Ring systems in molecules form a keystone of organic chemistry and
consequently also the drug discovery effort as a whole. Ring structure give molecules
their basic form, determine whether molecules are rigid or flexible, and keep
substituents in their appropriate sites.

In numerous biologically active structures, rings are directly involved in
interactions with cell receptors, either through heteroatoms forming hydrogen bonds
with suitable protein residues or through hydrophobic interactions.

The chemistry of the xanthine derivatives, 1H-purine-2,6-dione has been a
subject of permanent attention due to their significance in biology and medicine.

Thus, xanthine derivatives are possessing pharmaceutical implementation in a
variety of substances acting on various phases of human metabolism. In addition to
being used as diuretics, analgetics, and nootropics.

Very recently, we have finished syntheses of a large series of 7,8-dialkyl-, 7,8-
dialkaryl- and 7-hetaryl-purine-2,6-dione derivatives, that also exerted significant
diuretic effect.

As a logical extension of our previous studies we investigated nine compounds
having purine-2,6-dione core with different pharmacophores. To evaluate diuretic
activity of synthesized compounds we used white rats 130-190 g.

LDs, of investigating compounds lies within 400-1200 mg/kg.

Obtained data gives us the possibility to suppose that synthesized compounds
have high diuretic activity in comparison with hypothiazide.

Structures of synthesized compounds were confirmed by IR-, NMR-
spectroscopy and mass-spectrometry.
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Y cydacHOMy CyCHIJIBCTBI 3aXBOPIOBaHHS, TMOB’sI3aHl 3 TCUXIYHUMHU
BIIXWJICHHSIMHU, SIBUINE TOCUTH morupene. 3a nanumu BOO3 'y CBITI HApAXOBYETHCSA
om3pko 300 MITBHOHIB JIFOAEH, SIKI CTPaXAAOTh TMCUXIYHUMHU po3iamamu. JlaHi
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MOKAa3HUKU TPOJOBXKYIOTh POCTH 3 KOKHUM POKOM. Tomy, mpoOiema MCHXIYHOTO
3I0pOB’sl HaceleHHs HaOyBae HE TUIBKA MEAMYHOIO, ajie ¥ TOCTPO COLIAIBHOIO
XapakTepy, 10 Ma€ BaXKJIMBI HACHIJIKHU IS TOJAJIBIIOTO MOBHOIIHHOTO 1CHYBaHHS
CycniubcTBa. B neuxiarpii 3acTOCOBYIOThCS MpenapaTu ajinpa3oiiaM Ta TPa3oJI0H, SKi
HajexaTh A0 Kiacy mnoximHux 1,2,4-tpiazoniB. ToMy, IOIIIBHUM € CKPHUHIHT B
JAHOMY PSiJIl CIIOJYK 3 METOIO MONIYKY HOBUX MOTEHIIMHUX JIKAPChKUX MPEnaparis.

Metoto Hamioi poOOTHM € aHadi3 BIUIMBY HOBUX CHHTE30BaHUX CIIOJIYK —
noxigHuX 4-amino-5-(4-(tper-Oytmi)denin)-4H-1,2,4-tpia3zon-3-Tiony Ha TPUBAIICTh
TIOTICHTAJl HATPIEBOTO HAPKO3Y Ta BUSIBJICHHS JESIKHX 3aKOHOMIPHOCTEH 3aJIeKHOCTI
«XIMIYHA CTPYKTypa — O10J10T14HA Ais».

OO0’ exTaMu AOCTIKEHb OyiH 15 HOBUX CITOJIYK, OXITHUX 4-aMiHO-5-(4-(TpeT-
oytun)denin)-4H-1,2,4-tpiazon-3-tiomy. Jlocmiaun Oynu mpoBeAcHI Ha OLIMX IIypax
miHii Bicrap pi3Hoi crtati Baroto 100-200 r mo 7 TBapuH y KOXHIN rpymi. Bogny
cycnensito noximaux 1,2,4-tpiazony, cradiigizoBany TBIHOM-80 (B 1031 1/10 Big LDsg
y po3paxyHky 1 mi posuuny/cycnensii Ha 100 rp. TBapuHM), BBOAWIU per os 3a 1
TOJIMHY J10 BBEJICHHS TiONEHTaly HaTpito. [Ipo vac i TioneHTan HaTpieBOro HAPKO3Y
CYJIUJTU 32 4acOM, MPOTATOM SIKOTO TBapHHA 3HAXOJMIACh Y OOKOBOMY IOJIOKEHHI,
TOOTO, 3 MOMEHTY BTpaTu peduieKkcy NepeBepTaHHs. B pesynbTaTi AOCHIIXKEHB
BUSIBJICHI CIOJYKH, SIKI TPOSBISIOTH JCNPUMYIOUYy Ta aHAJICNTU4YHY [ii Ta
BCTAHOBJICH1 JIESIKI 3aKOHOMIPHOCTI 3aJIEKHOCTI «CTPYKTypa» — «is». BuBUEHHS
010JIOT1YHOT aKTUBHOCTI B JAHOMY PsiZii CIIOJIYK TPUBAE.
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VY BChOMY CBITI CHOCTEPITAETHCS PICT YMCIA 3aXBOPIOBaHb, 110 BUKJIMKAHI
MikpoMinieTamu. Take pPO3MOBCIOHKEHHS  MIKO3IB TOB’S3aHE 3  PO3BUTOK
PE3UCTEHTHOCTI y 30YyJHUKIB JO AaHTHUMIKOTHUKIB — JIKapChbKUX 3ac00iB, III0
BOJIOAIIOTh  (yHTIMAHOO jgiero. Ile 0O0yMOBI€HO HE TIIBKH  TPHUBAIUM
3aCTOCYBaHHSAM J@HUX MpEnapaTiB, a i TUM, IO OUIBLIICTh 3 HUX MPEICTABISAIOThH
co0O010 MOXI1/IHI OJHOTO KJIacy CIOIYK (B MEpIIy Yepry MOJIIEHIB Ta a30J1iB). Y 3B’SI3KY
3 IMM BeIWKa YyBara TMPUAUIAETHCS IJIECHPSIMOBAHOMY CHHTE3y HOBHX
MPOTUTPUOKOBUX 3aC001B, IO MPOSBIIAIOTH CHIEUU(]IUHY aKTUBHICTD 1O BIAHOLIEHHIO
0 TMaToreHHuX TrpubiB. B 1bOMy acmekTi yBary JIOCHIHHMKIB TPUBEPTAIOThH
reTePOLMKIIYHI HITPOI€HBMICHI CHOJYKH, IO MPOSIBISIIOTh IIUPOKUNA CHEKTP
(hapMakoJIOTI9HOI AaKTUBHOCTI.

Mertoro nanoi po6oTH OyB MOIIYK CIOJIYK 3 PYHTIUAHOIO Ta GYHTICTATUUYHOIO
JIEI0 cepell MOX1THUX MEPKaNTOTP1a30IIMETUIIKCAHTHHIB.

[lix yac mociiKEeHb TOTYBAIH Psijl JBOKPATHUX CEPIMHUX PO3BEACHH PEYOBHUH
y OymnwitoH1 Mionep-XinTona B 00’emi 1w, TICHSI 9OTO TOAABAIHA Y KOKHY TPOOIPKY
o 0,1 mu. mikpo6Hoi 3aBici (10° a.x./wr). MiniManbHy iHriGyH0Uy KOHIGHTPAIIiO
(MIK) Bu3Hayasin 3a BIFICYTHICTIO BHIAMMOTO POCTY B MpOOIpIi 3 MiIHIMAIBLHOIO
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