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XKAPO3HWXXYBAJIbHA A1 HOBUX INAPA3SUAIB
2-(5-(AOAMAHTAH-1-UJ1)-4-R-1,2,4-TPIA30J1-3-JITIO)ALLETATIB
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3ariopi3bkuii Aep>xaBHUNA MeaNYHWIA YHIBEPCUTET

Pesiome: y poOOTi BUBYEHO aHTUMIPETUYHI BNACTUBOCTI HOBUX 3aMilleHux 1,2,4-Tpia3ony. BussneHo psag, cnonyk,
AKi NMPOABAATb XapPO3HMXYBaJibHY Ait0. BCTAHOBNEHO AesKi 3aKOHOMIPHOCTI MiX XiMIYHOKO CTPYKTYpPOK Ta

dapmMakonoriyHum edpeKToM.

KniouoBi cnoBa: noxigHi 1,2,4-1pia3ony, Xapo3HuXyBanbHa Aid, rinepTepMida, aHTUMIPEeTUKMN.

Bctyn. Bigomo, WO nigBULLEHHA TemMnepaTtypu
Tina € HeoOXiAHOK 3axMCHOI peakLielo opraHia-
My, LLO aKTUBYE iMYHHY CUCTEMY, Miacunoe ¢aro-
LMTO3, CTUMYJIIOE YTBOPEHHS iHTepdepoHy, BMPOO-
JIEHHSA @HTUTIN, WO NPU3BOAUTbL A0 MPUTHIYEHHS
PO3MHOXEHHs1 6araTtbox BipyciB i OakTepiil.

OpHak nigBuweHHsa Temnepatypu Buwe 3a 39 °C
Hebe3nevyHnin ans Qopocnaux Ta hiTeil ycix BiKOBUX
KaTeropin.

HeHapKOTUYHI aHanbreTnkn Hanexartb A0 Yuc-
Jla LWKMPOKO3aCTOCOBYBAHUX Y MeAUYHIN npakTuui.
Ix BiOpi3HAE yHiKanbHE MOEAHAHHSA XapPO3HUXY-
BasibHOI, NpOTM3analibHOI, aHalbreTU4YHOol | aHTu-
TPOMOOTUYHOI MexaHi3MiB fji, Wo Cnpusie 3acTocy-
BaHHIO UMX 3acobiB AN NONErweHHs CUMNTOMIB
GaraTbox 3axsopioBaHb [9, 10].

HesBaxatoun Ha BUCOKY edeKTUBHICTb aHasbre-
TUKIB, BUKOPUCTAHHA iX He 3aBxau O6e3nedyHe. 3ac-
TOCYBaHHS aueTuscaniunmnoBol KNCNOTU (acnipuHy)
nigBULLYE PU3NK PO3BUTKY 3anajbHUX 3MiH 3 OOKy
LUJTYHKOBO-KULLKOBOrO TPaKTy, MOPYLUYE 3ropTaHHSA
KPOBi, MiABUULYE NaMKiCTb CyOuH, a Y HOBOHapO-
IDKEHNX MOXE BUTICHATU BinipybiH i3 MOro 3B’a3ky 3
anbbymiHaMu i TUM cipusTU PO3BUTKY BinipybiHOBOT
eHuedanonartil. KpiMm TOro, 3actocyBaHHa aueTus-
caniunnoBoi KMCNOTU NPU BiPYCHUX iHeKLiax y
LiTEN MOXe CynpoBOAXYBATUCA CUHAPOMOM Pes.

AMiponipyH Yepes BUCOKY TOKCUYHICTb BYyB BUKJIIO-
YeHuli 3 HOMEHKNATypW NikapCbkuUx 3aco0biB. AHanNbriH
MOXe MPUrHivyyBaTu KPOBOTBOPEHHSA aX OO PO3BUT-
Ky ¢artanbHOro arpaHysioumTody, Lo Crpusno pi3ko-
My OOMEXEHHIO MOro BMKOPUCTaHHSA y GaraTbox Kpai-
Hax cBiTy. OgHaK B ypreHTHuUX cuTyauiax (rineptep-
MiYHUIA CMHAPOM, FOCTPUA BiNb B nicnsonepaujiiHomy
nepioai), WO He nignalTbCs iHWIM Tepanii, npunyc-
TUME NOro napeHTepasbHe BUKOPUCTAHHS.

Ha cborogHi Tinbku napauetamon Ta ibynpodeH
MOBHICTIO BiAMNOBIATb KPUTEPIAM BUCOKOI edek-
TUBHOCTI i 6e3nekn Ta pekomeHayTbcsas BOO3 i
HauioHaNbHMMKU NporpamMamMm K XapO3HUXYBabHI
3acobu Ana 3acTOCyBaHHA B Tepanii.
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OpHak no3uuii 3aCTOCYBAHHA napaueTamony
OCTaHHIM 4acOM Cepno3HO noxmuTHynuca. Mpunyu-
Ha nopibHOro aBuULWA KPUETLCH B pesyibTaTax
MiXXHapoAHOro 6araToUeHTPOBOro AOCHIAXEHHS
ISAAC (The International Study of Asthma and
Allergies in Childhood), wo BusBMB 3B’S130K MiX
3aCTOCyBaHHAM rnapauetTamMony y LiTel nepLumnx
POKiB XUTTHA i 30iNbLUEHHAM 4acTOTU aTOMIYHUX 3ax-
BOpPIOBaHb Yy MabyTHbOMY. PaHille BBaxanu, WO
BCi npenapatu, WO 3aCTOCOBYIOTbCS Yy AOITEN 3 Nu-
XOMAaHKOI0 i BiOHOCATbLCH A0 rpynu HECTEepPOigHUX
npoTuaananbHuUx 3acobiB, NOTEHLUiINHO Hebe3neyHi
y NauieHTiB 3 BPOHXiaNbHOIO aCTMOIO i K anbTep-
HaTMBY pPeKoMeHAyBanu 3acTOCOBYBaTW napaue-
Tamon. MNapaueTaMmon TakoX MOXE CAPUYUHATA TOK-
CUYHUIA renaTtuT, oaHak noaibHuin BapiaHT NOOIYHOT
Lii, 9K npaBunno, NOB’A3aHUN 3 Nepeno3yBaHHAM.

ToMy MNOLLIYK HOBUX BUCOKOE(dEKTUBHUX 3acobiB
3 XapO3HUXYBANLHOIO AIEI0 € akTyasnbHOO npobne-
MO0 CbOrOAEHHS.

3 nitepaTypHux oxepen Bigomo [2-4, 6-8], wo
noxigHi 1,2,4-Tpia3on-3-TioHy NPOSBASOTb HaA3BU-
YaliHO WMPOKMA cnekTp GionoriyHoi akTMBHOCTI. Ha
CbOrogHi € AaHi, wo noxigHum 1,2,4-Tpiasony npu-
TaMaHHi npoTm3anasnbHi Ta aHaNbreTnyHi BnacTu-
BOCTI, 9Ki BNaCTUBIi HECTEPOIAHMM NpOTU3ananbHUM
3acobamM 3 BMPA3HOIO XapO3HUXYBasbHI Ai€l0.

MeTta pocnigxeHb — GapmMakoNoriYHNIA CKPUHIHT
aHTUNIpeTukKiB cepen Bneplle CUHTE30BaHUX MNO-
xigHux 1,2,4-Tpiazony.

MeTtoau pocnipXxeHHa. EKCnepnMeHTanbHy
JINXOMaHKy BiATBOpPIOBaNN Ha BGiNnMX HEeNiHiNnHUX
Lypax WAgxoM BBEAEHHA 2,4-anHiTpodeHony (2,4-
OH®) (po3’egHyBay OKMCHOro $GochHOpPUSIIOBAHHS)
B 003i 20 mr/kr [1].

LocnipxyBaHi pedyosuHun Beogunm yepes 0,5 ro-
AvHn (T, ) nicns BBEAEHHS 2,4-O0HD, dikcyBanu
pekTanbHy TeMnepartypy Tina npoTarom 1 roavHu-
(T,). MouatkoBy pekTanbHy Temnepatypy (T;) pee-
CTpyBanM A0 BHYTPILLUHbOOYEPEBUHHOI iH’eKUiT 2,4-
OHO.
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Ak eTanoHHWI npenapaT NOPIBHAHHA BUKOPWUC-
TOBYBanM aueTunncaniunnoBy KUCNOTY B A03i
100 mr/«kr.

PesynbTtatn gocnigxeHb 06pob6AEHO CcyYacHUMM
CTaTUCTUYHMMU METOAAaMU aHanidy Ha nepcoHanb-
HOMY KOMM’IOTEPI 3 BMKOPUCTAHHAM, Y TOMY YUCHI
CcTaHpapTHOro naketa nporpam Microsoft Office
2010 (Microsoft Excel) Ta «<STATISTICA® for Windows
6.0». Po3paxoByBanu cepenHi apudmeTunyHi (M) Ta
CTaHOaPTHI NOXMOKM cepenHboi (xm). JOCTOBIPHICTb

MiXrpynoBux BiAMIHHOCTEN 3a AaHUMU eKCcnepwu-
MEHTIB BCTAHOBJIIOBAJIN 3a AOMNOMOro t-kputepito
CtbiopeHTa. BukopuctoByBanu 3 piBHA CTaTUCTUY-
HOI 3HAYMMOCTI BiAMIHHOCTEN pe3ynbTaTiB AOCHi-
keHb — p<0,05; p<0,01; Ta p<0,001 [5, 11].

PesynbTatn i oOroBopeHHd. B peaynbrarTi
npoBeAeHOro AOCHIAXEHHS BCTaHOBMEHO (Tabn. 1)
CrMOJIyKW, LLO BUBYAIOTLCHA, Ta npenapaT MoOpiBHAH-
H9 NO-pi3HOMY BMAMBANM Ha TemnepaTtypy Tina
wypis (Tabn. 2).

Ta6nuua 1. lNppasnom 2-(5-(apamantaH-1-in)-4-R-1,2,4-tpiason-3-intio)aueraris
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MpopoexeHHa Tabn. 1
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Tab6nuua 2. AHTMNIpETUYHA aKTUBHICTb NoxigHux 1,2,4-Tpia3ony B WypiB i3 rinepTepmieto

0 3MiHa
['pyna Tewneparypa, 'C (M=m) temnepatypy, °C
T, Tys T, AT=T-Tys
1 2 3 4 5

KoHTponbHa natosoris 37,63+0,15 38,87+0,15 39,10+0,41
(2,4-IH® + dizionoriynuii po3yuH) 0,23
2,4-TH® + aneTuiicaninuioBa KUcI0Ta 37,64+0,28 38,89+0,21 37,91+0,17*

(p<0,05) -0,98
KonTtposbHa narosnoris 37,19+0,14 38,44+0,16 39,67+0,06 1,23
2,4-TH® + cnionyka 76 37,49+0,13 38,43+0,18 37,20+0,49*

(p<0,01) -1,23
2,4-TH® + cnionyka 86 37,46+0,12 38,51+0,19 37,37+0,34*

(p<0,001) -1,14
KonTtposbHa narosoris 37,80+0,16 38,16+0,17 39,60+0,12 1,44
2,4-TH® + cnosryka 50 37,40+0,16 38,60+0,25 39,04+0,25 0,44
2,4-JH® + cnionyka 83 37,59+0,10 38,57+0,20 38,76+0,36 0,19
2,4-TH® + cnionyka 84 37,16+0,21 38,13+0,30 38,89+0,20*

(p<0,05) 0,76
KonTtposbHa narosoris 37,53+0,10 38,39+0,14 39,64+0,17 1,25
2,4-TH® + cnonyka 85 37,37+0,17 39,36+0,17 38,03+0,32*

(p<0,01) -1,33
KonTtposbHa narosnoris 37,63+0,58 38,31+0,26 39,83+0,11 1,52
2,4-TH® + cnionyka 74 37,30+0,44 38,80+0,12 40,00+0,28 1,2
KonTtposbHa narosnoris 37,61+0,24 38,36+0,52 39,60+0,07 1,24
2,4-TH® + cnionyka 87 37,40+0,16 38,97+0,25 37,96+0,34*

(p<0,01) -1,01
2,4-TH® + cnionyka 80 37,61+0,23 38,86+0,26 38,54+0,34*

(p<0,05) -0,32
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MpopoexeHHa Tabn. 2

1 2 3 4 5

KoHTponsHa marosorist 37,44+0,16 38,59+0,08 39,56+0,10 0,97
2,4-THD + crionyka 61 37,41+0,14 38,27+0,15 39,66+0,22 1,39
KoHTpoJsbHa natosoris 37,74+0,29 38,64+0,08 39,89+0,12 1,25
2,4-JJH® + cniomyxka 82 37,51+0,14 38,90+0,24 39,50+0,23 0,6
KoHTponsHa marosorist 37,21+0,39 38,51+0,13 39,74+0,11 1,23
2,4-TH® + crionyka 88 37,57+0,42 38,76+0,11 37,79+£0,30%*

(p<0,001) -0,97
2,4-JJH® + crioyka 78 37,37+0,26 38,13+0,47 39,50+0,26 1,37

MpumiTtka. * — pe3ynbTaTt AOCTOBIPHI WOAO KOHTPONLHOI rpynu (p<0,05).

3a pesynbTatamMmu AOCNIAXEHb BUABJIEHO CMO-
JNIYKN, 4Ki 3a CBOEIO XapO3HWXYBAJIbHOKO aKTUBHI-
CTIO HE MOCTynanuMcs eTasioHy MOPIBHAHHA — aue-
TUNCaNiIULMNOBIN KUCAOTI. TakoX BUSBAEHO CMOsy-
kKn, «aki 6ynum edexkTuBHiWI 3a npenapart
NOPIBHAHHS.

BHyTpilwwHbOOYEpPEBUHHE BBEAEHHA 2,4-OHD ye-
pes3 0,5 ron BukAVKano MiABULLLEHHA TemMnepaTtypu
Tina KOHTPONbHUX LWYPIB Yy cepeaHbomy 3 37,48 no
38,58 °C (4, 1,1°C). Hanbinbw 3Ha4yMmo ranbmyBa-
NN 3pPOCTaHHA TemnepaTtypu Tina TBApPUH CNOJYKU
76 (AT 1,23°C, p<0,01), 86 (AT 1,14°C, p<0,001), 85
(4T 1,33°C, p<0,01), 87 (AT 1,01°C, p<0,01), aki oewo
nepeBuvLLYyBann 3a XapO3HWXYBaNbHOIO Ai€0 aue-
Tuncaniyynosy kucnoty (AT 0,98°C, p<0,05).

Cnonyka 88 HabnmxaeTbCa 3a XapO3HUXYBasb-
HOWO Aielo OO0 pedepeHT-npenaparty auetuncanium-
NOBIN KNCAOTI Ta 3HMXYyBana temnepartypy Tina Tea-
puH Ha 0,97 °C, ane Ginbl 3Ha4ymmo (p<0,001).

[MpoaHanisyBaBLlM OTPUMaHi OaHi B ekcrnepu-
MEHTI, BCTAHOBNEHO AesKi 3aKOHOMIPHOCTI BigHOC-
HO XiMIYHOT CTPYKTYpn 0O $HapMaKoNOriyHoi akTuB-
HOCTi OOCHIAXYBAHUX PEYOBUH.

3amMiHa MeTunbHOro pagmkana Ha deHinbHUn B
Monekyni 5-(apamaHtan-1-in)-4-metun-4H-1,2,4-
Tpiazon-3-in 2-(aHTpaueH-9-inmeTunigeH)rigpa-
3uHkapboTiaT (cnon. 61, 83) cynpoBOAXYETLCS 3HU-
XEHHAM rinepTepmil.

Hanbinbll 3HA4YHE 3HUXEHHA TemMnepaTtypu Tina
TBapuH cnocTepirann B MoJsiekyni 5-(agamMaHTaH-
1-in)-4-¢peHnin-4H-1,2,4-tpiason-3-in 2-((5-HiTpody-
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YXAPOMOHMXAIOLLEE AIENCTBUE HOBbIX FTMAPA3UAOB 2-(5-(AOAMAHTAHA-1-WUJ1)-4-R-

1,2,4-TPUA30N-3-UITUO)ALETAT

E. C. Mpyrno, B. M. OguHuora, A. A. CadoHoB

3anopoxckunii rocyaapCcTBEHHbIV MEANLIMHCKUE YHUBEPCUTET

Pesiome: B paboTe U3y4yeHo BAMSIHME UCCNeAYEMbIX BELLECTB 3aMeLLeHHbIX 1,2,4-Tpuazona Ha Nx aHTUNUMPeTU4eckue
CBOWCTBa. BbigBneH pspn, coeavHeHuii, obnagaiomx XapornoHmKalowmM OeicTBMeM. YCTAHOBNEHbl HEKOTOpbIe

3aKOHOMEPHOCTN MEXAY XUMUYECKOM CTPYKTYPOM U papMakonormyeckum aphekTom.

KnioueBble cnoBa: npon3BoaHbIe 1,2,4-Tprasona, XXaponoHUXaloLLLee AeACTBUE, TMNEPTEPMUS, aHTUMUPETUKN.

ANTIPYRETIC EFFECT OF NEW HYDRAZIDE 2-(5-(ADAMANTANE-1-YL)-4-R-1,2,4-TRIAZOLE-3-

YLTHIO)ACETATE

Ye. S. Pruhlo, V. M. Odyntsova, A. A. Safonov

Zaporizhian State Medical University

Summary: in this paper the antipyretic properties of 1,2,4-triazole derivatives were investigated. Compounds with anti-
fever effect were found. Some relation between chemical structure and pharmacological effect was established.

Key words: 1,2,4-triazole derivatives, antipyretic effect, hyperthermia, antipyretics.
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