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ITens pa6oThr: W3YyYNTh (HAPMAKOKHHETHKY
(dexcodeHaguHa — MapKepHOro cyOcTpara Oenka-
TpaHCIoOpTepa TIHKONpoTenHa-P npu nucdyHkmmm
IIATOBUIHOMU JKEJIE3EI.

Marepuanbl 1 METObI MCCIETOBaHMA: pabo-
Ta BBIMIOJTHEHA Ha 24 KPOJIMKaX-CaMKax MOPO/IbI IINH-
mmia, maccoit 32001200 r. ['umepTupeos Mogenupo-
BaJld MMOAKOKHBIM BBEJACHHEM THPOKCHHA B J103aX 25
(n=6) u 100 MKr/KT Macchl (n=6) B TeueHue 14 qHEl.
I'mnotupeo3 BOCIIPOM3BOIMIN BBECHIEM THAMAa30J1a
B J103ax 2,5 (n=6) u 5 mr/kr (n=6) Macchl B TeUCHUE
21 mus. Ilepen HadanmoMm sKciepuMeHTa, depe3 14 u
21 neHs mocie BBEIEHUS IPENapaToB )KUBOTHBIM per
os BBOAWIN (ekcodeHaauH B 103¢ 30 MI/KI Macchl, a
3areM 3a0upajy KpoBb U3 yIIHOW BeHbl. KoHIeHTpa-
muio QekcodeHasvHa B TuiazMe KPOBH OIPEICIISUIN
meromoM BOXKX. dekcodeHaanH HE MOABEPTaeTCs
MeTaboNIM3My U ero (papMaKOKMHETHKA 3aBUCHUT HC-
KITIOUUTEIBHO OT (YHKIIMOHHPOBAHHS OeNKa-TpaHc-
roprepa INMKOIIPOTEUHA-P, KOTOPBIA NpEensTCTBYET
€ro BCACHIBAHMIO B KHIIEYHUKE M CIIOCOOCTBYET BBI-
BeneHuto ¢ xemunio (90%) u mouoit (10%).

B crIBOpOTKE KpOBH ONpeneisii KOHIIEHTpa-
uuio T3, T4 u TTT pagnonmmyHHBIM MeTonoM. [lo-
JydeHHbIE Pe3yJabTaThl 00padaThIBAM C TOMOIIBHIO
tecta ANOVA MOBTOPHBIX M3MEPEHUH U KPHUTEPHS
Heromena-Keiicia.

Pe3ynpraThbl: BBEICHUE KPOJIMKAaM THPOKCHHA
MOIKOXHO B f03ax 25 u 100 MKI/Kr mMaccel B Teye-
Hue 14 pHeW mpUBOAWIO K Pa3BUTHIO SKCIEPHUMEH-
TaJbHOTO THUIEPTHPE03a, KOTOPBIA XapaKTepH30Bal-
csi moBeimieHneM ypoBHed T3 u T4 u cHmkeHneMm
koHueHtpauuu TTI B chiBOpoTKe KpoBHU. Pa3Butue
IKCIEPUMEHTAIIBHOTO THIIEPTUPE03a BHI3BIBAJIO CHU-
wenue C_, AUC ,, MRT, (103b1 THpOKCHHA 25 H
100 MKI/KT) W yBenndeHue oOIero Kiupenca (go3a
tupokcrHa 100 MKI/KT) dexcodeHaina, 4To CBUe-
TENBbCTBYET O CHIKCHHUH €TI0 COAEP)KaHUs B OpTaHH3-
Me, YCKOPEHHOM BBIBEICHNH, a TAKXKe O IMOBBIIIEHUH
(DYHKIMOHAJIBHOW aKTHBHOCTH OeJKa-TpaHCIopTepa
MKonporenHa-P.

Purpose of the work was to investigate a phar-
macokinetics of fexofenadine — marker substrate of
carrier protein of glycoprotein-P in the setting of thy-
roid gland dysfunction.

Materials and methods of the study: we car-
ried out the work using 24 female chinchilla rabbits
weighed 3200+£200 g. Hyperthyroidism was modeled
by the percutaneous injection of thyroxin at doses 25
(n=6) and 100 pg/kg of the weight (n=6) during 14
days. Hyperthyroidism was simulated by using thiam-
azole injection at doses 2.5 (n=6) and 5 mg/kg (n=6)
of the weight during 21 day. Before the experiment
start, on the 14 and 21 day after the injection of the
drugs to animals per os, fexofenadine was injected at
dose 30 mg/kg of the weight and then took a blood
sample from the auricular vein. Concentration of
fexofenadine in blood serum was determined by using
the method of HPLC. Fexofenadine was not exposed
to metabolism and its pharmacokinetics only depends
on the function of carrier protein of glycoprotein-P,
which prevents its adsorption into intestines and con-
duces its excretion with bile (90%) and urine (10%).

We determined the concentration of T3, T4, and
TTG in blood serum by using radio-immune method.
The results obtained were processed with ANOVA, re-
peated measurements, and Newman- Keuls test.

Results: percutaneous injection of thiamazole
to rabbits at doses 2.5 and 5 mg/kg of the weight dur-
ing 21 days led to the expansion of experimental hy-
perthyroidism which was characterized by an elevated
level of T3 and T4 and TTG concentration rise in
blood serum. The expansion of the experimental hy-
perthyroidism provoked the reduction of C__, AUC ,
MRT, (thyroxin doses 25 and 100 pg/kg) and the rise
of general clearance (thyroxin dose 100 pg/kg) fexof-
enadine, which showed its reduction in the organism,
accelerated injection, and functional activity of carrier
protein glycoprotein-P augmentation.

Peroral administration of thiamazole to rabbits
at doses 2,5 and 5 mg/kg of the weight during 21 days
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ﬂesaaanmauuﬂ pas3siu4Ho20 2eHe3a u nymu ee dmpmaKonoauqea(oﬁ KoppeKkyuu

[TepopansHOE BBeACHUE KPOIUKAM THAMa30Jia
B J103aX 2,5 ¥ 5 MI/KT Macchl B TeueHue 21 qHs mpuBo-
IO K Pa3BUTHUIO IKCIIEPUMEHTAIBLHOTO TUIIOTUPEO-
3a, KOTOPBIN XapaKTepU30BaJICs CHIDKEHUEM YpOBHEH
T3 u T4 u noeitennem koHeHTpauu TTI B chiBo-
pOTKe KpoBH Ha 14, 21 cyTKH NIpUMEHEHNUs THaMa30ja
4 Ha 5 IeHb OTMEHHI npenapara. PazBurue sxcnepu-
MEHTaJILHOTO TUIOTHUPEO03a BBI3BIBANIO MOBBIIICHUE
C, .. bexcopenanuna na 14, 21 cyTku BBENEHUS TH-
amas3ojia ¥ Ha 5 JICHb €ro OTMEHBI (J103bl 2,5 U 5 mr/
Kr), a TaKke yBenuuenue AUC | 1 cCHIKEHHE 001Iero
KJIupeHca Ha 21 neHb SKcIiepuMenTa (103a THaMasosia
5 mr/kr). Ha 5 1eHb OTMEHBI THaMa30j1a 0TMEUYaioCh
noseimenne C , AUC , AUC ., MRT u ymenblie-
Hue o0miero kimpenca (103a 5 Mr/kr) dhekcodenau-
Ha. JlaHHbIC U3MEHECHUS (PAPMAKOKUHETHUSCKHUX Ta-
pameTpoB (ekcodeHaMHa CBHIETEILCTBYIOT 00 €ro
HAaKOTUICHUU B OPTaHU3ME KPOJIMKOB, 3aMEIJICHUU €T0
BBIBEJICHUSI M, COOTBETCTBEHHO, O CHW)XCHUU (DyHK-
[UOHATHHON aKTUBHOCTH IIMKONIpOTEenHa-P.

BriBogpr: 1) pa3BuTHE SKCIEPUMEHTATBHOTO
TUNIEPTHUPEO3a COMPOBOKIACTCS CHUKCHUEM COJEP-
xaHus ekcoeHaTuHa B OpraHU3Me U YCKOPCHHBIM
€ro BBIBEICHUEM,;

2) SKCIIEPUMEHTANBHBIN TUIIOTUPE03 MPUBOAUT
K HaKoIUICHHIO (eKcoeHaanHa B OpraHU3ME U 3a-
MEJICHUIO €TO BBIBEJICHUSI.

led to the expansion of hypothyroidism which was
characterized by the reduction of T3 and T4 levels
with TTG concentration augmentation in blood serum
on the 14" 21 day of thiamazole appliance and on
the 5" day of the drug cancellation. The development
of the experimental hypothyroidism provoked the
augmentation of C_of fexofenadine on the 14", 21+
days of thiamazole administration, and on the 5" day
of its cancellation (doses 2.5 and 5 mg/kg). On the 5%
day of thiamazole cancellation we saw the augmenta-
tion of C, .o AUC ,AUC, , MRT and the reduction
of the general clearance (dose 5 mg/kg) of fexofena-
dine. The data about the change of pharmacokinetic
parameters of fexofenadine showed its accumulation
in rabbits organisms, slowing down of its excretion,
and respectfully about the reduction of the functional
activity of glycoprotein-P.

Conclusions: 1) expansion of the experimental
hyperthyroidism is accompanied with the reduction of
fexofenadine content in an organism and its acceler-
ated excretion;

2) experimental hypothyroidism leads to the
accumulation of fexofenadine in an organism and the
slowing down of its excretion.
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