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CPABHUTEJIbHAA OOKIMHNYECKAA ®APMAKOKUHETUKA
U BUOOOCTYNMHOCTb HOBOIrO HEMPOMNPOTEKTOPA —
COEQVMHEHUA DF-302 B TABJIETUPOBAHHOWN NEKAPCTBEHHOWU ®OPME

B. IN. Xepaes', I. B. Konbisanos', A. A. lluteuu'!, O.I. Npnbakuna',

M. O. Boukos', P. B. LeBueHko', B. B. Mpuropbes?

Ha xponmkax u3ydeHa (apMaKOKHMHETHKA M ONpEeAeNeHa OTHOCHTENbHAs OMOTOCTYI-
HOCTb HOBOTO (papMaKoIOTHYECKOTO BEIECTBA, 00IaJal0ero HeponpoTeKTOPHLIM ACHCT-
BueM — coequnenust DF-302 (5-[2-(5-dropnupun-3-un)stuin]-2,8-numernn-2,3,4,5-terpa-
ruapo-1H-nupuno[4,3-b Junnona AUruaApoxJIOpUa) MOCIE €ro OHOKPATHOIO, IEPOPATLHOIO
BBe/ICHUS B BHUJIE cyOcTaHIuu U TabnerouHoi maccel. Konnentpanuu DF-302 onennBanu B
ia3mMe KpoBH ¢ Hcnonb3oBanneM BOXKX ¢ Macc-CrieKTpoMeTpHYecKnM ONpeeiIeHHeM.
buonocrynnocts coequneHus DF-302 u3 TabneTok B CpaBHEHUH C CyOCTaHIIMEH coCTaBmIa

(121,37 + 25,02) % (p < 0,05).

KuroueBnbie cioBa: Helipornporekropsl; DF-302; Beicokoa(dexTrBHAs KUAKOCTHAS XPOMa-
Torpadus-Macc-CIeKTpoMeTpus; JOKINHUYecKas (hapMaKOKMHETHUKA.

BBEAOEHUE

Nzyuenne HOBBIX (hapmakonornyeckux BemectB (PB)
MPOBOAUTCS B ONPE/EJICHHON MOCIe0BaTeIbHOCTH, Ha-
YHHas1 ¢ JOKJIMHHYCCKUX I/ICHLIT&HI/Iﬁ, 3aKaH4YMUBas1 KJINHU-
yeckumu uccnenoBanusmu [ — 111 ¢az. [Ipu atom papma-
KOKMHETHYECKUE HCCIICIOBAHMS UTPAIOT BAKHYIO POJIb Ha
BCEX ATarnax pa3paboTku [4].

CaMbIM pactpocTpaHEHHBIM CIIOCOOOM BBEICHUS JIeKap-
CTBEHHBIX MPENapaToB OCTaeTCsl MepopasbHbIA crocol [3].

IlepopanbHas GHOAOCTYIHOCTE ONPEIEISIETCS CII0C00-
HocThio @B nponukare yepe3 MmemoOpany smurtenus KKT,
KOTOpasi, B CBOIO OYEPEe/b, ONMPEACIsieTCs] (PU3UKO-XUMHU-
YEeCKUMHM CBOWCTBaMM MOJIeKyibl (Harpumep, pKa, mumo-
(WIBHOCTD, pa3Mep MOJIEKYJIbl, HAJIUYUe 3apsiia, pacTBO-
pEHUE U PACTBOPUMOCTD), & TAKIKE HH3UMATUUECKUM Me-
TabOJIM3MOM B CHUCTEMHOM KPOBOTOKE (3((eKT mepBoro
npoxoxaeHus). Cpeau Ipyrux (akTopoB, BIUSIONMX HA
MEPOPATIBHYIO OHOOCTYIMHOCTh, MOXKHO Ha3BaThb CKO-
POCTh OHOPOXKHEHUS JKesynka, pH pasaudIHBIX OTHENOB
XKKT, B3aumoneicTBie ¢ IPYyTHMH COSAWHEHUSIMH (TIpe-
naparsl, umia) [1, 5].

B ®I'BYH “UnHCcTUTYT GU3NOIOTMYECKH aKTUBHBIX Be-
mectB” Poccuiickoll akageMuu HayK IMpPOBENEHBI TOKIIHU-
HHUECKHE HCCIEA0BaHUs HOBOro coeaunenus: DF-302, ko-
TOPBII SBJISETCS TMPEACTAaBUTEIEM HOBOTO MOKOIEHHS
HEHPOIPOTEKTOPOB, OCHOBHON 3()(EKT KOTOPBIX 3aKJIIO-

! ®I'BHY “HUU (apmakonorun umeru B. B. 3akycosa”, Poccns,
125315, Mocksa, ya. banrtuiickas, 8.

2 ®I'BYH WuetutyT (U3HOIOTHUECKH aKTHUBHBIX BemiecTB, Poc-
cusi, 142432, MockoBckast oonacts, Hormackuit paiion, . UepHo-
ronoBka, CeBepHbIif poesy, 1.
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YaeTcsi B CIIOCOOHOCTH OJIOKUPOBAaTh HEKOHTPOIUPYEMYIO
arperanyio MaToJIoTH4ecKux OEJIKOB B TOJIOBHOM MO3Te.
YcranosneHo, yto coenunenne DF-302 obnanaet Bbipa-
JKEHHBIM MPOHEUPOTCHHBIM, MaMATh-CTUMYJIMPYIOIIUM H
AHTHCTPECCOBBIM JICHCTBHEM, YTO CBS3aHO C €r0 MHOXKe-
CTBEHHBIM MexaHu3moM peiictusi [7]. DF-302 cymect-
BEHHO 3aMeJUIsIeT pa3BUTHE MPOSBICHUI HelpoaereHepa-
TUBHOTO IPOLECCA, BBI3BAHHOIO TraMMa-CHHYKJIEWHOIIA-
THEH W Taynatue, MOCKOJIbKY OallaHC M KOOpAMHALMS
TPAHCTEHHBIX JKMBOTHBIX, Noiy4aBmmnx 310 OB, craru-
CTHYECKU JIOCTOBEPHO JIy4llle, YeM y KOHTPOJIbHBIX KH-
BOTHBIX, He noy4aBmux @B [6]. [To xumuueckoit CTpyk-
Type coemunenne DF-302  mpeacraBiser  coboii
(5-[2-(5-¢ropriupun-3-wi)atui|-2,8-gumernin-2,3,4,5-tet-
paruapo- 1 H-nupuno[4,3-b Jungona gurugpoxiopun) [2].

C y4yeroM (PHU3NKO-XUMHUYECKUX CBOHCTB COCIUHEHHUSI
DF-302, Oputa pa3paboraHa TaOleTUpOBaHHAS JICKapCT-
BeHHas (hopma. [1oaTOMY IeNTBI0 HACTOSIIIETO MCCIIEN0Ba-
HUSI SIBIJIOCH M3y4eHHE (hapMaKOKWHETHKH W OIperese-
HUE OTHOCHTENBbHOI OuonoctymHoctr DF-302 Ha kpowm-
KaX TOCJIe OZHOKPATHOTO IEpOpaJbHOTO BBENCHHS CyO-
CTaHINH ¥ TaOJIETOYHOI MacCHI.

METOAbl NCCNNEAOBAHUA

@dapmareBTHyecKas CyOCTaHIMS MPEIACTABISCT COOOi
TOMOTEHHBIA TIOPOIIOK JKENTOBATOro IBeTa, Oe3 3amaxa,
XOPOIIIO PACTBOPUM B BOJIE M ATAHOJIE, HEPACTBOPHM B Op-
TaHHMYECKUX PACTBOPUTEIISIX.

B pabote ncrnons3oBanu (papManeBTHIECKYIO CyOCTaH-
nuto DF-302 u Tabmetounyto maccy. [IpomsBonutens:
OI'BYH “HHCTHTYT (QHU3HOIOTMYECKH AaKTUBHBIX Be-
mecTB” Poccuiickoii akaqeMun HayK.



CpaBHHTeIbHASI JOKJINHHYECKAs (PAPMAKOKHHETHKA

Bce mpouenypsl ¢ KMBOTHBIMH OBLIIM PAacCCMOTPEHBI U
omobpensl  Komwuccueldr 1o OHOMETUITMHCKON —ATHKE
OI'bHY “HUU papmakonoru umenu B. B. 3akycosa”. Ha
6 kpomnukax-camuax nopoasl muHmmoia (HIIT “Tlurom-
HUK J1a00paTOpHBIX KUBOTHBIX “‘benblii Mox”, MockoB-
ckast 00macTh) Maccoi 2,6 — 3,1 KT mpoOBEZICHO OTKPHITOE,
paHIOMU3HUPOBAaHHOE (hapMAKOKMHETHYECKOE HCCIIE0Ba-
Hue. JKuBOTHBIE COAep)KalCh B CTAaHAAPTHBIX YCIOBHUSX
BUBapus npu 12 dacoBoMm nukie ocemeHus. 3a 12 4 1o
JKCIEPUMEHTA KHUBOTHBIX JIMIIAIA KopMa. OmpenencHue
OTHOCHUTENBHOU OnomocTyrmHocTH coeanaenus DF-302 u3
Ta0JIETOK TPOBOJWIM TIO TEepeKpecTHOH cxeme. [lo3a
DF-302 cocraBuna 50 mr. JKUBOTHBIM B CIIy4aifHOM I10-
psAKe cHavyasa BBOAWIM JHMOO cyOcTaHLuIO, OO Tadle-
tounyto maccy DF-302. Uepe3 2 Hemenu (OTMBIBOUHBIH
MIEPUO]]) MPOBOIMWIN IKCIIEPUMEHT B OOpaTHOM IMOPSIKE.
B3ssitue 00pasnioB KpoBH SISl MOCIEAYIOUIETO ONpeaese-
HuUs conepkanus coequnenuss DF-302 ocymiecTBisiocs B
JIUCKPETHBIE UHTEPBAJIbl BDEMEHHU: /IO BBEJICHHUS ITperapa-
ta (0,0) u yepes 0,25, 0,5 1, 2, 3, 4, 6, 8 u 24 4 ocie BBe-
JIeHUs1 CyOCTaHIMKM WK TabieTo9Hol Maccel. OTOop 00-
pa3LoB KPOBU MPOU3BOAMIN B MPOOUPKH, MPEaBAPUTEINb-
HO oOpaOoraHHble 5 % BOAHBIM PACTBOPOM KaJIHMEBOM
comu JJITA. [1nazmy KpoBU HEMENJICHHO OTJIEISUIN TEH-
TpudyruposanueM B TeueHue 10 mun npu 3000 06/MuH u
xpanuiu mpu temneparype — 50 °C. 11 noarotoBku 06-
Pa3LOB K aHAJIN3Y MCIIOIB30BAIH KUKOCTh-KUIKOCTHYIO
JKCTPaKUUIO. B 3KCTpaKUMOHHYIO MPOOMPKY BHOCHIH
0,5 M1 ma3mMbl KPOBH, MpUOABIsUIM 15 MII TUATUIOBOTO
s¢upa. [IpoObupKy repMeTHYHO 3aKpbIBAIM M MOMEILATIH
Ha TOPU3OHTAJIBHBIA BCTpsAxuBaTenb Ha 15 mun. Jlanee
pOOUPKY MOMENIAId B MOPO3WIbHYIO Kamepy Ha 20 MUH
(remneparypa xamepsl — 18 °C). Hezamep3suryro xuu-
KOCTb CIIMBAJIM B BhINIApUTENbHYI0 K0JI0y. [Ipouenypy skc-
TPaKUUK MPOBOAMIN ABaXxbl. OObeIMHEHHBIN d(DUPHBIHA
CJIOM ymapuBalM JOocyXa B TOKE a30Ta W PAacTBOPSUIA B
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VYepennennsle apmakokuHetnaeckue npodumm DF-302 B mia3zme
KPOBH KPOJIHMKOB IIOCIIE OJHOKPATHOTO IEPOPaIbHOTO BBEACHUS
cyocranuuu u Tabnerok DF-302 (mo3a 50 mr; n = 6; + SD).

st kommaectBennoro onpeaenenust DF-302 B mnazme
KPOBH KMBOTHBIX HCIIOJB30BAJM BHICOKOI((PEKTUBHYIO
KHUIKOCTHYIO XPOMAaTOrpaHio ¢ Macc-CIEKTPOMETpHYe-
ckuM JertekrupoBaHueM. YcioBus BOXKX-MC ananusa
coenuaenus DF-302 B ma3sme KpoBH MOAPOOHO H3II0XKE-
HBI B Ta0MI. 1.

®apMaKkoOKNHETHYECKHI U CTATUCTUYECKUIA aHAIH3

dapmakokuHeTnueckue npodunu coeaunenust DF-302
B IJIa3M€ KPOBH J>KMBOTHBIX OLIEHHBAJIM METOJOM HeKa-
MepHOI (papMakOKHMHETUKH, ucronb3ysa “WinNonlin 4.0”
(“PharsightCorporation”, MountainView, CIIA). Ilmo-
1a/1b MoJ KpUBOHU “koHueHTpanus @B — Bpems™ OT HyJis
Jgo OeckoneuHoctu (AUC,_,,) pacCUUTHIBAIM METOAOM
Tpamneuuii ¢ IKCTpanoisuueil BpeMeHH 10 OeCKOHEYHO-
ctu. llepumox monyBbIBeZCHHS Ha TEPMHHAIBbHON (haze
(t,/e)) paccunThiBany, kak 0,693/k,, raoe k, — KOHCTaHTa

CKOPOCTH DJIMMUHALIUN Ha TepMHHaJ’IBHOfI (1)336. IInazmen-

0,1 M monBrxHOM (asbl. HBIN KJINPEHC (CI/IF) paccuuThIBAIH, Kak
Tabnuua 1. Ycaosus xpomatorpaguposanus coenunenus DF-302 B niazme kpoBu
ITapameTp 3HaueHue
ITpeaxononka “Security Guard Cartridge C18” (4 x 3 MM, 5 Mxm), “Phenomenex”, CILIA
Koionka “Agilent Zorbax SB-CN” (150 x 2,1 MM, 5 mxm), “Agilent”, CLHA
Temmepatypa 30 °C
Pexum MN3okpatuueckuit

[oxBuxHas pasa

PactBop “A” (50 mxt 0,1 M pacTBOpa aMMOHHS alieTaTa U 5 MJI MypaBbUHOIN KHCIOTHl KOHIIGHTPHU-

pPOBaHHOI 1OBOIMIM BOJOH ACHMOHH30BaHHOM 10 obiero oovema 1,0 1) u pactBop “B” (50 mu
0,1 M pacTBOpa aMMOHHS alleTaTa U 5 MJI MypaBbUHOM KUCIOTHI KOHLIIEHTPUPOBAHHON JOBOAMIN
alEeTOHUTPHIOM 10 obmero oovema 1,0 1) cmemmuBanu B cootHomennn A:b = 3:2 (06/06). Ilomy-
YEHHBIH pacTBOp (MIBTPOBAIY Uepe3 MeMOpaHHbIil GuiabTp ¢ pazmepom nop 0,22 mxm “Sartori-

us” (OPT).
CKOpOCTB MOTOKA 0,3 mMa/MuH

Tun neTekTupoBaHUs

Macc-creKTpoMeTpus o MOJIEKYIIPHOMY HOHY C MaCCOBBIM YHCIIOM 7/z = 324 (4TO COOTBETCT-

ByEeT IPOTOHUPOBAHHOMY MOJIEKYJIApHOMY fouepHeMy nony DF-302).

O06beM, BBOAMMOM MPOObBI 2 MKJI
Bpewms ynepxusanus DF-302 2,8 — 3,0 mun
Bpewms ananuza 4 MUH
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Cl/F =D/AUC,_,,, D — no3a DF-302 u AUC,_,,, — mo-
maap moa kpuBo “koHneHTpanus DF-302 — Bpems” ot
Hyns 70 OeckoHeuHocTH. MakcuMainbHass KOHUEHTpaIus
JIB B masme kpoBu (C,,
(T
KOHLEHTpaMOHHbIX npoduieil. Kaxymmiics oobem pac-
(VJF) Vy/F=

CI/F - MRT, tne MRT — cpenHee BpeMsl yAEp>KUBaHHS

a) U BPEMs €€ HACTYIUICHHs

) MOJydYeHBl IMyTeM HEMOCPEACTBCHHOTO aHAJIM3a

IIpeaeneHus paccuuThIBaly, — Kak
nociie nepopansHoro BBeaeHus: DF-302. MRT paccuutsl-
Bamu, kak MRT = (AUMC,_,,)/(AUC,_,.), tne AUMC,_, .,
— TEPBbIIl MOMEHT IJIOMAAM IMOJ KPUBOW “KOHLIEHTpa-
st JIB — Bpewmst”, SKCTpaIrolMpoBaHHbIA 10 OSCKOHEY-
HOCTU. OTHOCHUTENBbHYIO OHOJOTMYECKYIO JOCTYMHOCTb

TabnerouyHord maccel DF-302 — f.

1> DACCUMTBIBAIM II0

cnenyromieit hopmyre:
Joru, (Vo) =4 UCO—)oo(T)/A UC see(cy - 100 %0,

tne AUC ) — miomans noa papMakoKHHETUIECKOH
kpuBoit DF-302 mocie mepopaibHOTO BBeACHHS Tadie-
T0o4HO# Maccwl; AUC ) — MUIOWaab nox hapMakoKu-
Hetuueckol kpuBoit DF-302 nocie mepopaibHOTO BBEIE-
HUS (PapMaleBTHYECKON cyOCTaHIINU.

JlaHHbIe TpeACTaBIeHBI B BHJIE CPEIHHUX apupmMeTnye-
CKHX, COOTBETCTBYIOIIUX MM CTaHJAPTHBIX OTKJIOHEHHH
(SD) u ko3 urnmentor Bapuanuu (C.V. %). Cratuctuye-
CKYI0 3HQUUMOCTh CPEIHHUX OLIEHUBAJIM IUCIIEPCHOHHBIM
aHAIM30M C 1nocienyomuM t-tectoM CTbrofeHTa ¢
p <0,05.

Tabnuia 2. PapmakokuHeTnyeckue napamerpsi DF-302 B mia3me
KPOBH KPOJIMKOB IOCJIe OJIHOKPATHOTO NEepOpaIbHOTO BBeleHHs Cy0-
cranuuu (C) u Tadnerounoit maceol (T) (no3a 50 mr)

ITapameTpsl SD CV.%
C x> HT/MI T 375,65 87,28 23,23
C 350,98 102,07 29,08
kg, u ! T 0,3785 0,0138 3,64
C 0,3816 0,0279 7,32
Hper T 1,83 0,05 2,96
C 1,83 0,13 7,33
V4 F, n T 114,20 22,34 19,57
C 139,30 50,64 36,35
Tiaxs 4 T 0,67 0,26 38,73
C 0,50 0,00 0,00
AUCy_ o, ur/mMn -a T 1209,62 259,18 21,43
C 1051,04 363,01 34,54
Coad AUCy oy a ! T 0,3133 0,0606 19,34
C 0,3417 0,0397 11,62
MRT, u T 3,15 0,28 8,95
C 3,22 0,21 6,58
CI/F, n/a T 42,819 8,463 19,76
C 53,09 19,79 37,28
o Yo T 121,37 25,05 20,64
C

B. I1. KepneB u ap.

PE3YJIbTATbI U UX OBCYXOEHUE

Ha pucyHke npencTaBieHbl yCpenHEHHbIE (hapMaKoKH-
HeTndeckue npodum coenuaenust DF-302 B mia3me kpo-
BU KPOJIUKOB IOCIIE OJHOKPATHOTO MEPOPaIbHOTO BBEIC-
Hust cyoctanimu DF-302 u TabGneToyHoil Macchl B 703€
50 mr.

B tabn. 2 npencrasneHsl papMaKOKWHETUYECKHUE Mapa-
MeTpel DF-302 B mma3Me KpoOBH KPOJHMKOB IOCIE OIHO-
KpaTHOTO MepOpajbHOrO BBEICHUS TaONETOYHOW MaccChl
(T) u papmanesruyeckoit cyocraniuu DF-302 (C).

W3 Tabi. 1 u pucyHKa BHIHO, 9TO aHamu3upyemoe OB
OIpeNeNIAIoch B IJIa3Me KPOBU JKUBOTHBIX Ha MPOTSXKe-
Hu 8 4. [loydeHHble TaHHbIE TO3BOJIMIIN PACCUUTATh OC-
HOBHBIE (papMakokuHeTHIeckne mapamerpsl DF-302 u o1-
HOCHUTEJIBHYIO0 OHOIOCTYITHOCTD TaOJIETHPOBAHHOU JIeKap-
cTBeHHOU hopmer DF-302.

CpaBHHTENBHBIN aHATH3 (PapMaKOKUHETHYCCKHUX Tapa-
merpoB DF-302 B mna3me kpoBu mocie BBeaenus 1 u C
[I0Ka3aj, 4TO H3y4yaeMOe€ COEJUHEHUE BCAcChIBAaeTCs U3
KKT npumepHO ¢ 0OAMHAKOBOW CKOPOCTHIO (CpeIHNE 3Ha-
YEHMs IIapaMeTpa, XapaKTepU3YIOIIEro CKOPOCTh BCAChl-
Bamns, C,,/AUC,_., cocrasmmu (0,3133 +0,0606) u
(0,3417 £ 0,0397) u~ !, coorBeTcTBEHHO). CTaTHCTUYECKAS
00paboTKa MOTyYeHHBIX PE3yJIbTATOB IMOKa3aJIa, YTO BCIIO-
MOTaTebHbIC BEIIeCTBA, BXOMIAIINE B COCTaB TaOICTHPO-
BaHHOH ()OPMBI, HE BIHSIFOT Ha ATOT ITOKA3aTelb, II0CKOIb-
Ky MEXJy CpaBHHBaeMbIMU CpPEIHUMHU 3HAUCHHSIMHU
Cax/AUC, ., TOCTOBEPHO 3HAYNMBIC Pa3IH4Ms HE OOHAa-
pyxensl. Bpemst noctmxerns C,,, (T,,,,) B IIIa3Me KPOBH
KPOJIMKOB TOCIIE BBEJCHHS TaOJETOYHOW MacChl B Cpej-
HeMm cocraBwio 0,67 £ 0,26 4, mocie BBeeHHUS CyOCTaH-
mm — 0,54, a Bemuunna C,,, — (375,65 £87,65) n
(350,98 £ 102,07) ur/mn, cooTBeTcTBeHHO. [lpum 3TOM
MOXHO cjienath BbIBOJ, uTo DF-302 ObicTpo BBIBOAMTCS
W3 OpraHu3Ma, Ha YTO YKa3bIBalOT 3HAYCHUS BEIMYHH TIc-
pHO/a MOy TMMUHALIH (7, 5,), KOTOPBIE TIOCTIE BBEICHHUS
TabJIeTOYHON MacChl ¥ CyOCTaHIIUU B CPEIHEM COCTABHIIH
(1,85 +£0,05) u (1,83 £ 0,13) 4, COOTBETCTBEHHO. Y YHTHI-
Basi HEOOJIbIIME 3HAYCHUS TEPUOJIOB IOy THMUHAIINA
HCCIIElyeMO€E BELIECTBO MOXKHO OTHECTH K Ipymie “Ko-
porkoxkuBymux” JIB. Tlpu aTom cpennee Bpemsl yaepKu-
BaHUsI UCCIIElyeMOr0 BEIIECTBA B OPraHU3ME KHBOTHBIX
(MRT)  cocraBuno  (3,13£0,28) (tabmetku) wu
(3,22 £ 0,21) 4 (cyOcTantus).

CpenHee 3Ha4YeHUWE MapaMeTpa, XapaKTEPU3YHOIIETO
creneHp OuomocrynHoctu (AUC,_,,) amnst cyOcTaHIUU
DF-302 cocraBuino (1051,04 +363,01), a ayis Tabnerou-
Hoii macchl — (1209,62 £ 259,18) Hr/mi - 4.

OtHocHUTeNbHAST OMOAOCTYITHOCTE coequHeHust DF-302
u3 Tabierok cocrasmia (121,37 +25,02) %. CpaBHUTENb-
HBIE (PapMAKOKUHETHUCCKUE HCCIICIOBAHHS Ha KPOIUKAX
MOKAa3aJId, 4TO pa3paboTaHHas JeKapcTBeHHast popma —
tabnetkn DF-302 — obecrneynBaloT TOCTaTOUHYHO OHO-
JIOTHYECKYIO JOCTYHNHOCTh. TakuM 00pa3oMm, MosyyeHHbIe
pe3yJIbTaThl MO3BOJIAIOT PEKOMEHIIOBATh TabJETHPOBaH-



CpaBHHTeIbHASI JOKJINHHYECKAs (PAPMAKOKHHETHKA

Hy10 JekapctBeHHyto ¢opmy DF-302 s mposenenus |
(ha3bl KITMHUYECKUX UCCIIEIOBAHUH.

BbIBO[bl

1. Ilocne mepopanbhoro BBeneHuss DF-302 ObicTpo
BCAChIBAETCA B CUCTEMHBIH KpoBOTOK. Bemwumna T,
DF-302 nocie BBeAeHUS TA0JIETOYHON MacChl COCTaBMiIa
(0,67 £ 0,26) 4, mocyie BBEJCHUS BEIIECTBA B BHJE CYO-
cranin — (0,5 + 0,0) u. JlekapcTBeHHast popma mpakTH-
YEeCKHM HE BIMACT Ha (hapMaKOKMHETHKY H3y4aeMOro CO-
CIMHEHMUS, TIOCKOJIBKY PacCUUTaHHbIC (hapMaKOKHHETHYC-
CKHUEC MapaMeTpPbl CTATUCTUYCCKH 3HAYUMO HE OTIIMYAINCH
JIpyT OT Jipyra.

2. OtHocutenbHas ouonoctynmuocts DF-302 u3 Tabne-
TOYHOW Macchl B CPaBHEHHM C CyOCTaHIMEH COCTaBMIIa

(121,37 £25,02) % (p < 0,05).
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COMPARATIVE PRECLINICAL PHARMACOKINETICS AND BIOAVAILABILITY

OF DF-302 NEUROPROTECTOR IN TABLET FORM

V. P. Zherdev', G. B. Kolyvanov', A. A. Litvin', O. G. Gribakina', P. 0. Bochkov',

R. V. Shevchenko', and V. V. Grigor'ev?

' V. V. Zakusov Institute of Pharmacology, Russian Academy of Medical Sciences, ul. Baltiiskaya 8, Moscow,

125315 Russia

2 Institute of Physiologically Active Substances, Russian Academy of Sciences, Severny proezd 1, Chernogolovka,

Moscow oblast, 142432 Russia

Preclinical pharmacokinetics and relative bioavailability of a new neuroprotective agent DF-302 (5-[2-(5-fluoropyride-3-yl)ethyl]-2,8-dimethyl-2,3,4,5-tetra-
hydro-1H-pyrido[4,3-b Jindole dihydrochloride) after single peroral administration of the pharmaceutical substance and a tablet mass were studied in rabbits.
DF-302 concentration in the blood plasma was determined by HPLC-MS. The bioavailability of compound DF-302 from tablets in comparison with the parent
substance was 121.37 £ 25.02% (p < 0.05).

Keywords: neuroprotective agents; DF-302; high performance liquid chromatography/mass spectrometry; preclinical pharmacokinetics; rabbits.



