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Гликопротеин-P (Рgp, ABCB1-белок) – мембранный белок-транспортер, играющий 
ключевую роль в фармакокинетике широкого спектра лекарственных веществ. Субстра-

тами данного транспортера является ряд препаратов (антибактериальные, антиретрови-

русные, гипотензивные), которые требуется назначать беременным женщинам длитель-

ными курсами, иногда на протяжении всего срока гестации. Цель. Изучить активность 

белка-транспортера Рgp на уровне целостного организма у самок-кроликов породы «Со-

ветская Шиншилла» во время беременности. Материалы и методы. Исследование вы-

полнено на 21 кролике-самке породы «Советская Шиншилла» массой 3000-3500 г. Жи-

вотные были разделены на 3 серии. Первая серия (n=6) – кролики на 7 сут. беременности; 

вторая серия (n=5) – животные на 14 сут. беременности; третья серия (n=10) – кролики на 

21 сут. беременности. За 7 сут. до начала исследования и в указанные сроки гестации 
проводили оценку функциональной активности Pgp по фармакокинетике маркерного суб-

страта транспортера – фексофенадина после его однократного перорального введения в 

дозе 67,5 мг/кг массы и определение сывороточных концентраций прогестерона, эстра-

диола, тестостерона и пролактина радиоиммунным методом. Результаты. Во все изу-

чаемые сроки беременности сывороточная концентрация эстрадиола, тестостерона и про-

лактина у самок кроликов статистически значимо не отличалась от показателей  до бере-

менности, а уровень прогестерона в сыворотке крови значимо повышался по сравнению с 

уровнем нормы. На 7 сут. беременности фармакокинетические параметры фексофенадина 

достоверно не изменялись по сравнению с исходными значениями. На 14 сут. беременно-

сти отмечалось достоверное повышение Сmax, AUC0-t, T1/2 фексофенадина по сравнению с 

параметрами до беременности, что свидетельствует о снижении функциональной актив-

ности Рgp на уровне целостного организма. На 21 сут. беременности оставалась повы-

шенной Сmax фексофенадина. Остальные фармакокинетические параметры достоверно не 

изменялись. Вывод. Установлено снижение функциональной активности гликопротеина-
Р, определяемой по фармакокинетике его маркерного субстрата – фексофенадина, у кро-

ликов породы «Советская Шиншилла» на 14 и 21 сутки беременности  на фоне значитель-

ного повышения уровня прогестерона. 
Ключевые слова: гликопротеин-Р, АВСВ1-белок, функциональная активность, бере-

менность, прогестерон. 
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P-glycoprotein (Pgp, ABCB1-protein) is a membrane transporter protein that plays the key 

role in pharmacokinetics of drugs with a broad spectrum of action. Substrates of this transporter 
are some medical drugs (antibacterial, antiretroviral, hypotensive) that are prescribed to pregnant 
women for long-term intake, sometimes throughout the whole gestation period. Aim to study the 
activity of Pgp on the organism level in rabbits of Soviet Chinchilla breed in pregnancy. Mate-
rials and Methods. The study was performed on 21 Soviet Chinchilla female rabbits (3000-3500 
g). The animals were divided into 3 series. The first series (n=6) included rabbits with 7 days of 
pregnancy; the second series (n=5) − animals with 14 days of pregnancy; the third series (n=10) − 

rabbits with 21 days of pregnancy. 7 Days before the study and in the indicated gestation periods, 
functional activity of Pgp was assessed by the pharmacokinetics of marker transporter substrate – 
fexofenadine, after its single oral introduction (67.5 mg/kg). Besides, serum concentrations of 
progesterone, estradiol, testosterone and prolactin were determined by radio immune method. Re-
sults. In all the studied gestational periods, serum concentrations of estradiol, testosterone and 
prolactin did not significantly differ from those before pregnancy, but the level of progesterone in 
blood serum was significantly elevated above the norm. On the 7th day of pregnancy pharmacoki-
netic parameters of fexofenadine did not show any reliable changes as compared to the initial val-
ues. On the 14th day of pregnancy a reliable increase in Cmax, AUC0-t, T1/2 of fexofenadine was 
noted as compared to the parameters before pregnancy, which indicates a decrease in Pgp func-
tional activity on the organism level. On the 21st day of pregnancy Cmax of fexofenadine remained 
elevated. Other pharmacokinetic parameters of fexofenadine did not show reliable changes. Con-
clusion. Reduction in Pgp functional activity, determined by the pharmacokinetics of its marker 
substrate (fexofenadine), was noted in rabbits of Soviet Chinchilla breed on the 14th and 21st days 
of pregnancy with the underlying significant increase in progesterone level. 

Keywords: P-glycoprotein, ABCB1-protein, functional activity, pregnancy, progesterone. 
______________________________________________________________________________ 
 

One of most important issues of clinical 
pharmacology is pharmacotherapy in preg-
nancy. By the data of international research, 
more than 80% of women were taking at least 
one medical drug in pregnancy [1]. 

P-glycoprotein (Рgp, ABCB1-protein) 
is a membrane transporter protein which 
plays an important role in the pharmacokinet-
ics of a wide range of medical drugs that are 
its substrates. It regulates their absorption in 
the intestine, penetration across histohematic 
barriers including placental one, and its excre-
tion by the liver and kidneys [2]. Of note, the 
substrates of this transporter are medical 

drugs administered to pregnant women for 
prolonged intake and sometimes throughout 
the whole period of gestation. Pgp substrates 
used in pregnant women include some anti-
bacterial (erythromycin, azithromycin, cefa-
zolin, cefoperazon), antiviral (sacvinavir, ri-
tonavir, indinavir), hypotensive (atenolol, ni-
fedipine, amlodipine) drugs [2]. 

Pgp may considerably change its activi-
ty of under action of external and internal fac-
tors including hormones [3-5]. It is known 
that during pregnancy the organism under-
goes significant hormonal restructure accom-
panied by buildup of serum concentrations of 
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sex hormones [6] which suggests a change in 
the functioning of Pgp in an organism of a 
pregnant woman. 

In the literature we found only studies 
of activity of the transporter and of expres-
sion of ABCB1 (MDR1) gene coding for Pgp, 
in the hematoplacental barrier in different 
gestation periods. Functioning of the trans-
porter in the placenta prevents penetration of 
its substrates from mother to fetus, therefore 
its study is important for assessment of safe-
ty and effectiveness of the used medical 
drugs in relation to fetus. However, the gen-
eral dynamics of Pgp activity in an organism 
of a pregnant woman may lead to a consider-
able alteration of pharmacokinetics of the 
administered substrates. Thus, reduction in 
the functional activity of the transporter may 
result in accumulation of its substrates in an 
organism of a pregnant woman and to devel-
opment of an undesired reaction to the medi-
cal drugs both in mother and fetus, and in-
crease in the functional activity leads to re-
duction in the concentration of the medical 
drugs and in the effectiveness of the con-
ducted pharmacotherapy. 

The aim to study the activity of Pgp 
transporter protein on the level of the whole 
organism in pregnant female rabbits of Soviet 
Chinchilla breed. 

Materials and Methods 
The work was conducted on 21 female 

rabbits of Soviet Chinchilla breed with 3000-
3500 g mass. The animals were received from 
the nursery OAO Kasimov-Miacro and had 
the respective veterinary certificates, and 
were kept in standard conditions of the 
vivarium of Ryazan State Medical University. 
The animals were handled in compliance with 
the rules of Good Laboratory Practice (Order 
of HM RF №199н of 2016 Apr 1). 

All animals were divided to 3 series. 
The first series (n=6) were animals of 7-days 
pregnancy; the second series (n=5) – animals 
of 14-days pregnancy, the third series (n=5) – 
animals of 21-days pregnancy.  

7 Days before the study and in the men-
tioned gestation periods, in all animals func-
tional activity of Pgp and serum concentration 

of hormones (progesterone, estradiol, testos-
terone and prolactin) were determined by a 
radioimmune method using standard IMMU-
NOTECH test-system (Czechia). The ob-
tained results were processed on Immunotest 
analyzer (Russia).  

The first day of pregnancy was consi-
dered to be the first day after mating with a 
male rabbit. Into the final analysis only those 
female rabbits were included whose pregnan-
cy ended in deliveries.  

Functional activity of Pgp was assessed 
by pharmacokinetics of fexofenadine (Allegra, 
Sanofy Aventis, France) after its single 
peroral introduction at the dose 67.5 mg/kg in 
aqueous suspension (5 mL/rabbit) according 
to the method described by us earlier [7,8]. 

Using non-compartmental method [9], 
the following pharmacokinetic parameters of 
fexofenadine were calculated: Cmax – maximal 
concentration (ng/mL), AUC0-t – area under 
pharmacokinetic curve concentration-time from 
zero to the moment of the last blood sampling 
(ng*h/mL); T1/2 – half-life period, h. Concen-
tration of hormones (progesterone, estradiol, 
testosterone, prolactin) in blood serum was 
determined in Central Scientific Research La-
boratory of Ryazan State Medical University. 

The obtained results were processed us-
ing Stat Soft Statistica 7.0 program (the 
USA). The statistical significance of differ-
ences between the parameters of hormonal 
status of the animals was determined using 
Wilcoxon test. The results were presented in 
the form of median (Me), upper (uq) and low-
er quartiles (lq). Statistical significance of dif-
ferences between pharmacokinetic parameters 
of fexofenadine was assessed on the basis of 
log-normal redistribution of data. Comparison 
of the studied pharmacokinetic parameters 
was carried out using dispersion analysis 
(ANOVA) after taking their logarithms. The 
obtained results (pharmacokinetic parameters) 
were presented in the form of tables as the 
mean arithmetic and its 95% confidence in-
terval (CI). The differences were considered 
statistically significant at р<0.05. 

Additionally, two-sided 90% CI of the 
ratio of geometric means of fexofenadine 
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pharmacokinetic parameters in the studied 
gestation age to the parameters of intact ani-
mals (before pregnancy) was calculated. Ac-
cording to U.S. Food and Drug Administra-
tion, Center for Drug Evaluation and Re-
search, the differences between pharmacoki-
netic parameters were considered significant 
if the two-sided 90% CI of their ratio was 
beyond 0.8-1.25 (80-125%) range, since a 
change in the pharmacokinetic parameters by 
only more than 25% might result in changes of 
the pharmacodynamics of the drugs.  

Results and Discussion 
In all the studied gestation periods, the 

serum concentration of estradiol, testosterone, 
and prolactin in female rabbits of Soviet 
Chinchilla breed did not show statistically 
significant differences from the parameters 
before pregnancy. 

At the same time the level of progeste-
rone in blood serum increased on the 7th day 
of pregnancy 6.06 times (p=0.017), on the 
14th day – 11 times (p=0.001), and on 21st day 
– 18.8 times (p=0.001) as compared to the 
norm (Tab. 1). 

Throughout pregnancy changes in the 
pharmacokinetic of Pgp marker substrate – 
fexofenadine – were noted (Tab. 2).  

 
Table1 

Serum Concentrations of Hormones in Female Rabbits  
in Different Gestation Age (Med, lq, uq) 

 

Parameters 

Studied Periods of Experiment 

7th day 14th day 21st day 

norm n=6 norm n=5 norm n=10 

Progesterone, ng/mL 
0.675  

(0.383; 1.29) 
4.09  

(3.35; 5.09)* 
0.79  

(0.47; 1.96) 
8.69  

(8.19; 9.65)* 
0.39  

(0.17; 1.02) 
7.33  

(6.2; 8.55)* 

Estradiol, pg/mL 256.0  
(247.25; 434.0) 

352.7  
(312.9; 473.1) 

295.9  
(254.1; 483.1) 

314.83  
(247.2; 406.7) 

253.46  
(241.04; 335.93) 

208.08  
(183.13; 251.75) 

Testosterone, nmol/L 0.8  
(0.69; 1.74) 

1.28  
(0.99; 1.74) 

0.78  
(0.66; 1.74) 

1.08  
(0.95; 1.78) 

0.76  
(0.62; 0.8) 

1.35  
(0.62; 1.35) 

Prolactin, mIU/mL 24.55  
(17.88; 26.21) 

20.91  
(15.61; 22.43) 

22.58  
(16.5; 25.23) 

19.1  
(18.4; 23.4) 

20.6  
(15.15; 24.55) 

19.7  
(16.36; 24.54) 

 

Note: * – statistically significant differences from the initial parameters (norm), p<0.05 
 
 

Table 2 
Pharmacological Parameters of Fexofenadine in Female Rabbits in Different Gestation Age 

(the geometric mean and its 90% CI) 
 

Parameters 

Studied Periods of Experiment 

7thday 14th day 21st day 

norm n=6 norm n=5 norm n=10 

Сmax, ng/mL 198.18  
(121.89; 322.20) 

233.32  
(109.88; 495.44) 

139.04  
(89.13; 216.88) 

329.13  
(161.68; 670.02)* 

216.58  
(141.64; 331.15) 

424.47  
(247.02; 729.39)* 

AUC0-t, ng/mL*h 2054.97  
(1127.67; 3744.82) 

2085.94  
(1230.51; 3536.06) 

1107.11  
(570.18; 2149.65) 

2777.07  
(840.69; 9173.43)* 

1841.29  
(1162.62; 2916.11) 

2499.49  
(1594.07; 3919.17) 

T1/2, h 9.17  
(2.34; 35.89) 

18.24  
(5.28; 62.96) 

8.45  
(4.14; 17.24) 

25.70  
(10.62; 62.22)* 

5.44  
(2.48; 11.96) 

9.72  
(4.94; 19.12) 

 

Note: * – statistically significant differences from the initial parameters (norm), p<0.05 
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On the 7th day of pregnancy pharmaco-
kinetic parameters of fexofenadine did not 
show any reliable changes compared to the 
initial value. 

On the 14th day of pregnancy Сmax in-
creased 2.37 times (90% CI 1.38; 4.05, 
р=0.027), AUC0-t – 2.51 times (90% CI 1.48; 
4.24, р=0.02), T1/2 – 3.04 times (90% CI 1.56; 
5.91, р=0.023) as compared to the values be-
fore pregnancy.  

On the 21st day of pregnancy Сmax of 
fexofenadine remained elevated and 1.96 
times exceeded the parameters before preg-
nancy (90% CI 1.22; 3.14, р=0.029). All the 
rest pharmacokinetic parameters did not show 
any reliable changes.  

Since pregnancy in rabbits lasts 28-35 
days [10], the hormonal status and activity of 
Pgp transporter protein were assessed on the 
7th, 14thand 21st days. 

Fexofenadine is a marker substrate of 
Pgp therefore its pharmacokinetics is mostly 
determined by functioning of this transporter 
protein. Absence of changes in the pharmaco-
kinetic parameters of fexofenadine on the 7th 
day of gestation indicates preservation of the 
initial activity of Pgp. Increase in Сmax, AUC0-t, 

T1/2 of fexofenadine on the 14th day of preg-
nancy and increase in Сmax on the 21st day 
indicate increase in the concentration of the 
drug in rabbits’ organism, and, consequently, 

reduction in the activity of the transporter in 
the given gestation periods. 

Since concentration of estradiol, testos-
terone, prolactin in blood serum of pregnant 
rabbits did not undergo any reliable changes, 
inhibition of the activity of Pgp was probably 
due to a considerable increase in the concen-
tration of progesterone in pregnancy. 

In some in vitro experiments progeste-
rone showed dose-dependent influence on ex-
pression of MDR1 gene coding for Pgp, and on 
activity of the transporter: in high concentra-
tions it inhibited Pgp activity, and in low con-
centrations induced expression of MDR1gene 
and activity of the transporter [11-13]. 

In research on rabbits it was found by 
us that introduction of progesterone at the dose 
2 mg/rabbit with ovariectomy led to increase 

in the functional activity of Pgp in comparison 
with parameters of the animals subject to ova-
riectomy alone, however, activity of the trans-
porter remained decreased in comparison with 
the data before the operation. Use of progeste-
rone at the dose 15 mg/rabbit with ovariecto-
my increased functional activity of Pgp in 
comparison with castrated rabbits and recov-
ered it to the level of intact animals [5]. Induc-
ing influence of progesterone on the transpor-
ter protein in this experiment was due to its 
low concentrations in serum. 

However, in the given research the level 
of progesterone in pregnant female rabbits 
considerably exceeded the parameters of ani-
mals with ovariectomy and with introduction 
of exogenous progesterone both at a low and 
high dose, that was probably the cause for 
inhibitory influence of steroid on Pgp. It 
should be noted that in animals with ovariec-
tomy only the level of progesterone was re-
placed, and the level of estradiol remained 
low, while in pregnancy the transporter was 
influenced by both progesterone in high con-
centrations and by estradiol. 

Functioning of Pgp may change both in 
result of direct influence on the transporter 
protein, and due to modification of expression 
of MDR1 gene [3]. 

In this experiment, no study of expres-
sion of Pgp in organs and tissues of pregnant 
rabbits was conducted, so it is impossible to 
show what caused the change in the function-
ing the transporter protein (modulation of the 
expression of gene or its own activity). Be-
sides, it is essential to identify the organ (in-
testine, kidneys, liver, hematoplacental bar-
rier) in which a change in the activity of Pgp 
led to dynamics of pharmacokinetic parame-
ters of fexofenadine.  

Further studies of Pgp transporter pro-
tein in pregnancy will permit to identify orga-
nospecific molecular mechanisms of modula-
tion of its functioning in different gestation 
periods. 

Conclusion 
Reduction in the functional activity of 

glycoprotein-P in rabbits of Soviet Chinchilla 
breed was found on the 14th and 21st day of 
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pregnancy determined by pharmacokinetics 
of its marker substrate fexofenadine, with the 

underlying considerable increase in the level 
of progesterone. 

 
______________________________________________________________________________ 

 
Литература 

1. Журавлева Е.О., Вельц Н.Ю., Затолочина К.Э., 

и др. Анализ спонтанных сообщений о нежела-

тельных реакциях, развившихся при примене-

нии лекарственных средств во время беремен-

ности // Безопасность и риск фармакотерапии. 

2017. Т. 5, №2. С. 61-69. 
2. Кукес В.Г., Грачев С.В., Сычев Д.А., и др. Ме-

таболизм лекарственных средств. Научные ос-

новы персонализованной медицины. Руково-

дство для врачей. М.: ГЭОТАР-Медиа; 2008.  
3. Якушева Е.Н., Черных И.В., Бирюкова А.С. Ха-

рактеристика гликопротеина-Р как белка транс-

портера лекарственных веществ // Российский 
медико-биологический вестник имени академи-

ка И.П. Павлова. 2011. №3. С. 142-148. 
4. Щулькин А.В., Черных И.В., Якушева Е.Н., и 

др. Влияние эстрадиола на функционирование 

ABCB1-белка в эксперименте // Вестник Ураль-

ской медицинской академической науки. 2017. 
Т. 14, №4. С. 427-434. doi:10.22138/2500-0918-
2017-14-4-427-434 

5. Щулькин А.В., Черных И.В., Якушева Е.Н., и 

др. Влияние прогестерона на функциональную 

активность гликопротеина-P в эксперименте // 

Химико-фармацевтический журнал. 2018. Т. 52, 
№7. С. 3-8. doi:10.30906/0023-1134-2018-52-7-3-8 

6. Шмагель К.В., Черешнев В.А. Стероидные гор-

моны: физиологическая роль и диагностическое 

значение в период беременности // Успехи фи-

зиологических наук. 2004. Т. 35, №3. С. 61-71. 
7. Гацанога М.В., Черных И.В., Щулькин А.В., и др. 

Можно ли оценивать принадлежность лекарст-

венных веществ к субстратам гликопротеина-P 
на самках кроликов породы шиншилла // Наука 

молодых (Eruditio Juvenium). 2016. №3. С. 5-10. 
8. Якушева Е.Н., Черных И.В., Влияние финасте-

рида на функциональную активность гликопро-

теина-Р в эксперименте // Российский медико-
биологический вестник имени академика И.П. 
Павлова. 2012. №4. С. 46-50. 

9. Каркищенко Н.Н., Хоронько В.В., Сергеева 

С.А., и др. Фармакокинетика. Ростов н/Д: Фе-

никс; 2001. 
10. Тинаев Н.И. Разведение кроликов. М.: Компа-

ния Дельта М; 2004. 
11. Fröhlich M., Albermann N., Sauer A., et al. In vitro 

and ex vivo evidence for modulation of P-
glycoprotein activity by progestins // Biochemical 
Pharmacology. 2004. Vol. 68, №12. P. 2409-2416. 
doi:10.1016/j.bcp.2004.08.026 

12. Yang C.P., De Pinho S.G., Greenberger L.M., et al. 
Progesterone interacts with P-glycoprotein in mul-

tidrug-resistant cells and in the endometrium of 
gravid uterus // Journal of Biological Chemistry. 
1989. Vol. 264, №2. P. 782-788. 

13. Coles L.D., Lee I.J., Voulalas P.J., et al. Estradiol and 
Progesterone-Mediated Regulation of P-gp in P-gp 
Overexpressing Cells (NCI-ADR-RES) and Placen-
tal Cells (JAR) // Molecular Pharmaceutics. 2009. 
Vol. 6, №6. P. 1816-1825. doi:10.1021/mp900077q 

References 
1. Zhuravleva ЕО, Velts NYu, Zatolochina KE., et al. 

Analysis of Spontaneous Reports of Adverse Reac-
tions, Developed in the Use of Drugs During Preg-
nancy. Safety and Risk of Pharmacotherapy. 2017; 
5(2):61-9. (In Russ). 

2. Kukes VG, Grachev SV, Sychev DA, et al. Meta-
bolizm lekarstvennykh sredstv. Nauchnyye osnovy 
personalizovannoy meditsiny. Rukovodstvo dlya 
vrachey. Moscow: GEOTAR-Media; 2008. (In Russ). 

3. Yakusheva EN, Chernykh IV, Biruicova AS. Cha-
racteristic of P-glycoprotein as a drug peptide 
transporter. I.P. Pavlov Russian Medical Biological 
Herald. 2011;3:142-48. (In Russ). 

4. Shchulkin AV, Chernykh IV, Yakusheva EN, et al. 
Estradiol influence on functioning of ABCB1-
protein in experiment. Vestnik Ural'skoi Meditsin 
skoi Akademicheskoi Nauki. 2017;14(4):427-34. (In 
Russ). doi:10.22138 /2500-0918-2017-14-4-427-434 

5. Shchul’kin AV, Chernykh IV, Yakusheva EN, et al. 
Influence of Progesterone on P-Glycoprotein Func-
tional Activity in Experiment. Pharmaceutical 
Chemistry Journal. 2018;52(7):3-8. (In Russ). 
doi:10.30906/0023-1134-2018-52-7-3-8 

6. Shmagel’ КV, Chereshnev VА. Steroid Hormones. 
Their Physiological Role and Diagnostic Value 
During Pregnancy. Uspekhi Fiziologicheskikh 
Nauk. 2004;35(3):61-71. (In Russ). 

7. Gatsanoga MV, Chernykh IV, Shchulkin AV, et al. 
The method of assessment of drugs belonging to 
the substrates of P-glycoprotein on female rabbits. 
Nauka molodykh (Eruditio Juvenium). 2016;3:5-10. 
(In Russ). 

8. Yakusheva EN, Chernykh IV. Finasteride influence 
on P-glycoprotein functional activity. I.P. Pavlov 
Russian Medical Biological Herald. 2012;4:46-50. 
(In Russ). 

9. Karkishchenko NN, Khoronko VV, Sergeeva SA, 
et al. Farmakokinetika. Rostov-na-Donu: Feniks; 
2001. (In Russ). 

10. Tinayev N.I. Razvedeniye krolikov. Moscow: 
Kompaniya Del'ta M; 2004. (In Russ). 

11. Fröhlich M, Albermann N, Sauer A, et al. In vitro 

and ex vivo evidence for modulation of P-
glycoprotein activity by progestins. Biochemical 

https://elibrary.ru/item.asp?id=29344021
https://elibrary.ru/item.asp?id=29344021
https://elibrary.ru/item.asp?id=29344021
https://elibrary.ru/item.asp?id=29344021
https://elibrary.ru/item.asp?id=17748959
https://elibrary.ru/item.asp?id=17748959
https://elibrary.ru/item.asp?id=17748959
https://elibrary.ru/contents.asp?id=33736283
https://elibrary.ru/contents.asp?id=33736283
https://elibrary.ru/contents.asp?id=33736283
https://elibrary.ru/contents.asp?id=33736283&selid=17748959
https://elibrary.ru/item.asp?id=32367167
https://elibrary.ru/item.asp?id=32367167
https://elibrary.ru/item.asp?id=32367167
https://elibrary.ru/contents.asp?id=34829867
https://elibrary.ru/contents.asp?id=34829867
https://elibrary.ru/contents.asp?id=34829867&selid=32367167
https://doi.org/10.22138/2500-0918-2017-14-4-427-434
https://doi.org/10.22138/2500-0918-2017-14-4-427-434
https://elibrary.ru/item.asp?id=30042271
https://elibrary.ru/item.asp?id=30042271
https://elibrary.ru/item.asp?id=30042271
https://elibrary.ru/contents.asp?id=34536497
https://elibrary.ru/contents.asp?id=34536497&selid=30042271
https://doi.org/10.30906/0023-1134-2018-52-7-3-8
https://elibrary.ru/item.asp?id=26699860
https://elibrary.ru/item.asp?id=26699860
https://elibrary.ru/item.asp?id=26699860
https://elibrary.ru/contents.asp?issueid=1607773
https://elibrary.ru/contents.asp?issueid=1607773
https://elibrary.ru/contents.asp?issueid=1607773
https://elibrary.ru/contents.asp?issueid=1607773&selid=26699860
https://docviewer.yandex.ru/r.xml?sk=y1783899eac4c66d56d7d1c385af1bc72&url=http%3A%2F%2Fwww.sciencedirect.com%2Fscience%2Fjournal%2F00062952
https://docviewer.yandex.ru/r.xml?sk=y1783899eac4c66d56d7d1c385af1bc72&url=http%3A%2F%2Fwww.sciencedirect.com%2Fscience%2Fjournal%2F00062952
https://docviewer.yandex.ru/r.xml?sk=y1783899eac4c66d56d7d1c385af1bc72&url=http%3A%2F%2Fwww.sciencedirect.com%2Fscience%3F_ob%3DPublicationURL%26_tockey%3D%2523TOC%25234980%25232004%2523999319987%2523528780%2523FLA%2523%26_cdi%3D4980%26_pubType%3DJ%26view%3Dc%26_auth%3Dy%26_acct%3DC000050221%26_version%3D1%26_urlVersion%3D0%26_userid%3D10%26md5%3D057f2ffe3a62c5f1698cb00ad5522b90
https://doi.org/10.1016/j.bcp.2004.08.026
http://www.ncbi.nlm.nih.gov/pubmed?term=Coles%20LD%5BAuthor%5D&cauthor=true&cauthor_uid=19813763
http://www.ncbi.nlm.nih.gov/pubmed?term=Lee%20IJ%5BAuthor%5D&cauthor=true&cauthor_uid=19813763
http://www.ncbi.nlm.nih.gov/pubmed?term=Voulalas%20PJ%5BAuthor%5D&cauthor=true&cauthor_uid=19813763
http://www.ncbi.nlm.nih.gov/pubmed/?term=Estradiol+and+Progesterone-Mediated+Regulation+of+P-gp+in+P-gp+Overexpressing+Cells+(NCI-ADR-RES)+and+Placental+Cells+(JAR)
https://elibrary.ru/item.asp?id=29344021
https://elibrary.ru/item.asp?id=29344021
https://elibrary.ru/item.asp?id=29344021
https://elibrary.ru/contents.asp?id=34829867&selid=32367167
https://doi.org/10.22138/2500-0918-2017-14-4-427-434
https://elibrary.ru/contents.asp?id=35476519
https://elibrary.ru/contents.asp?id=35476519
https://elibrary.ru/contents.asp?id=34536497&selid=30042271
https://doi.org/10.30906/0023-1134-2018-52-7-3-8
https://elibrary.ru/contents.asp?issueid=1607773
https://docviewer.yandex.ru/r.xml?sk=y1783899eac4c66d56d7d1c385af1bc72&url=http%3A%2F%2Fwww.sciencedirect.com%2Fscience%2Fjournal%2F00062952


ОРИГИНАЛЬНЫЕ  ИССЛЕДОВАНИЯ  
  

ORIGINAL  STUDY         DOI:10.23888/PAVLOVJ2018264466-473 
 

472 
РОССИЙСКИЙ  МЕДИКО-БИОЛОГИЧЕСКИЙ  ВЕСТНИК 
имени академика И.П. Павлова. 2018. Т. 26. №4. С. 466-473 

I .P .  P AV LOV   RUS SIAN  M EDICAL  
BIOLOGICAL HERALD. 2018;26(4):466-73 

Pharmacology. 2004;68(12):2409-16. doi:10.1016/ 
j.bcp.2004.08.026 

12. Yang CP, De Pinho SG, Greenberger LM, et al. 
Progesterone interacts with P-glycoprotein in mul-
tidrug-resistant cells and in the endometrium of 
gravid uterus. Journal of Biological Chemistry. 

1989;264(2):782-8. 
13. Coles LD, Lee IJ, Voulalas PJ, et al. Estradiol and 

Progesterone-Mediated Regulation of P-gp in P-gp 
Overexpressing Cells (NCI-ADR-RES) and Placen-
tal Cells (JAR). Molecular Pharmaceutics. 2009; 
6(6):1816-25. doi:10.1021/mp900077q 

 
_____________________________________________________________________________ 
 

Дополнительная информация [Additional Info] 
 
Источник финансирования. Работа поддержана грантом Российского фонда фундаментальных исследований № А 18-015-00259. Fi-
nancing of study. The work is supported by the grant of the Russian Foundation for Вasic Research № А 18-015-00259. 
 
Конфликт интересов. Автор декларирует отсутствие явных и потенциальных конфликтов интересов, о которых необходимо сообщить в 

связи с публикацией данной статьи. Conflict of interests. The author declares no actual and potential conflict of interests which should be 
stated in connection with publication of the article. 
 
Благодарности. Авторы выражают благодарность заведующему Центральной научно-исследовательской лабораторией ФГБОУ ВО 

РязГМУ Минздрава России Никифорову А.А. за помощь в выполнении радиоиммунных исследований. Acknowledgments. The authors 
express their gratitude to Nikiforov A.A., the Head of the Central Research Laboratory of Ryazan State Medical University, for helping in perform-
ing radioimmune research.] 
 
Участие авторов. Попова Н.М., Щулькин А.В. – концепция, обработка данных, написание текста, Черных И.В. – выполнение экспери-

мента, обработка данных, Есенина А.С., Градинарь М.М., Рябков А.Н. - выполнение эксперимента, Никифорова Л.В. – выполнение ра-

диоиммунных исследований, Якушева Е.Н. – концепция, написание текста, редактирование. [Participation of authors. N.M. Popova, A.V. 
Shchulkin – concept, data processing, writing the text, I.V. Chernykh – execution of the experiment, data processing, A.S. Yesenina, M.M. Gradi-
nar, A.N Ryabkov – execution of the experiment, L.V. Nikiforova – execution of the radioimmune analysis, E.N. Yakusheva – concept, writing the 
text, editing.] 

______________________________________________________________________________ 
 

Информация об авторах Authors Info 
 
*Попова Наталья Михайловна – к.м.н., старший преподаватель кафедры фармакологии с курсом фармации факультета дополнитель-

ного профессионального образования, ФГБОУ ВО Рязанский государственный медицинский университет им. акад. И.П. Павлова Мин-

здрава России, Рязань, Россия. [Natalia M. Popova – MD, PhD, Senior Teacher of Pharmacology Department with Course of Pharmacy of 
Continuing Professional Education Faculty, Ryazan State Medical University, Ryazan, Russia.]  
SPIN: 7553-9852, ORCID ID: 0000-0002-5166-8372, Researcher ID: B-1130-2016. E-mail: p34-66@yandex.ru 
 
Щулькин Алексей Владимирович – к.м.н., доцент кафедры фармакологии с курсом фармации факультета дополнительного профес-

сионального образования, ФГБОУ ВО Рязанский государственный медицинский университет им. акад. И.П. Павлова Минздрава России, 
Рязань, Россия. [Aleksey V. Shchulkin – MD, PhD, Assistant Professor of Pharmacology Department with Course of Pharmacy of Continuing 
Professional Education Faculty, Ryazan State Medical University, Ryazan, Russia.]  
SPIN: 2754-1702, ORCID ID: 0000-0003-1688-0017, Researcher ID: N-9143-2016.  
 
Черных Иван Владимирович – к.б.н., ассистент кафедры общей и фармацевтической химии ФГБОУ ВО Рязанский государственный 

медицинский университет им. акад. И.П. Павлова Минздрава России, Рязань, Россия. [Ivan V. Chernykh – PhD in Biological sciences, 
Assistant of the Department of General Chemistry and Pharmachemistry, Ryazan State Medical University, Ryazan, Russia.] 
SPIN: 5238-6165, ORCID ID: 0000-0002-5618-7607, Researcher ID: R-1389-2017.  
 
Есенина Анна Сергеевна – студентка ФГБОУ ВО Рязанский государственный медицинский университет им. акад. И.П. Павлова Мин-
здрава России, Рязань, Россия. [Anna S. Esenina – Student, Ryazan State Medical University, Ryazan, Russia.] 
ORCID ID: 0000-0002-3984-8979, Researcher ID: k-3849-2018.  
 
Градинарь Мария Михайловна – студентка ФГБОУ ВО Рязанский государственный медицинский университет им. акад. И.П. Павлова 
Минздрава России, Рязань, Россия. [Maria M. Gradinar – Student, Ryazan State Medical University, Ryazan, Russia.] 
ORCID ID: 0000-0002-2246-4127, Researcher ID: k-3854-2018.  
 
Никифорова Лариса Владимировна – старший научный сотрудник Центральной научно-исследовательской лаборатории ФДПО 

ФГБОУ ВО Рязанский государственный медицинский университет им. акад. И.П. Павлова Минздрава России, Рязань, Россия. [Larisa V. 
Nikiforova – MD, Senior Researcher of Central Research Laboratory, Ryazan State Medical University, Ryazan, Russia.] 
SPIN: 8735-8565, ORCID ID: 0000-0003-4369-0729, Researcher ID: Х-6868-2018.  
 
Рябков Александр Николаевич – д.м.н., доцент, доцент кафедры фармакологии с курсом фармации факультета дополнительного про-

фессионального образования ФГБОУ ВО Рязанский государственный медицинский университет им. акад. И.П. Павлова Минздрава Рос-

сии, Рязань, Россия. [Alexander N. Ryabkov – MD, PhD, Assistant Professor of Pharmacology Department with Course of Pharmacy of Contin-
uing Professional Education Faculty, Ryazan State Medical University, Ryazan, Russia.] 
ORCID ID: 0000-0003-4705-747X, Researcher ID: S-1779-2016.  
 

https://docviewer.yandex.ru/r.xml?sk=y1783899eac4c66d56d7d1c385af1bc72&url=http%3A%2F%2Fwww.sciencedirect.com%2Fscience%3F_ob%3DPublicationURL%26_tockey%3D%2523TOC%25234980%25232004%2523999319987%2523528780%2523FLA%2523%26_cdi%3D4980%26_pubType%3DJ%26view%3Dc%26_auth%3Dy%26_acct%3DC000050221%26_version%3D1%26_urlVersion%3D0%26_userid%3D10%26md5%3D057f2ffe3a62c5f1698cb00ad5522b90
https://doi.org/10.1016/j.bcp.2004.08.026
https://doi.org/10.1016/j.bcp.2004.08.026
http://www.ncbi.nlm.nih.gov/pubmed?term=Coles%20LD%5BAuthor%5D&cauthor=true&cauthor_uid=19813763
http://www.ncbi.nlm.nih.gov/pubmed?term=Lee%20IJ%5BAuthor%5D&cauthor=true&cauthor_uid=19813763
http://www.ncbi.nlm.nih.gov/pubmed?term=Voulalas%20PJ%5BAuthor%5D&cauthor=true&cauthor_uid=19813763
http://www.ncbi.nlm.nih.gov/pubmed/?term=Estradiol+and+Progesterone-Mediated+Regulation+of+P-gp+in+P-gp+Overexpressing+Cells+(NCI-ADR-RES)+and+Placental+Cells+(JAR)
https://kias.rfbr.ru/index.php
https://kias.rfbr.ru/index.php
mailto:p34-66@yandex.ru
https://orcid.org/0000-0003-4705-747X


ОРИГИНАЛЬНЫЕ  ИССЛЕДОВАНИЯ 
  

DOI:10.23888/PAVLOVJ2018264466-473   ORIGINAL  STUDY 

 

473 
РОССИЙСКИЙ  МЕДИКО-БИОЛОГИЧЕСКИЙ  ВЕСТНИК 
имени академика И.П. Павлова. 2018. Т. 26. №4. С. 466-473 

I .P .  P AV LOV   RUS SIAN  M EDICAL   
BIOLOGICAL HERALD. 2018;26(4):466-73 

 
Якушева Елена Николаевна – д.м.н., профессор, заведующая кафедрой фармакологии с курсом фармации факультета дополнительного 

профессионального образования ФГБОУ ВО Рязанский государственный медицинский университет им. акад. И.П. Павлова Минздрава 
России, Рязань, Россия. [Elena N. Yakusheva – MD, PhD, Professor, Head of Pharmacology Department with Course of Pharmacy of Continu-
ing Professional Education Faculty, Ryazan State Medical University, Ryazan, Russia.]  
SPIN: 2865-3080, ORCID ID: 0000-0001-6887-4888, Researcher ID: T-6343-2017. 
 
 
______________________________________________________________________________________________________________________ 
 
Цитировать: Попова Н.М., Щулькин А.В., Черных И.В., Есенина А.С., Градинарь М.М., Никифорова Л.В., Рябков А.Н., Якушева Е.Н. 

Функциональная активность гликопротеина-P у кроликов породы «Советская шиншилла» при беременности // Российский медико-
биологический вестник имени академика И.П. Павлова. 2018. Т. 26, №4. С. 466-473. doi:10.23888/PAVLOVJ2018264466-473 
 
To cite this article: Popova NM, Shchulkin AV, Chernykh IV, Esenina AS, Gradinar MM, Nikiforova LV, Ryabkov AN, Yakusheva EN.  
P-glycoprotein functional activity in «Soviet chinchilla» rabbits during pregnancy. I.P. Pavlov Russian Medical Biological Herald. 
2018;26(4):466-73. doi:10.23888/PAVLOVJ2018264466-473 
 
 
 

Поступила/Received: 29.09.2018 
Принята в печать/Accepted: 10.12.2018 

 
 


