TRRATHEELR N BERTI VIS FHEL
DB P PP B P PP P PP B PP B QPR
P P
X WA E-FF BRWFLHBFLFEIITIET K
P P
DB P PP B P PP P PP B PP PR
Taapw cEEeAE OFEA 3

3 e - NSC 89—2320—B—039—043—

HiFHPF: 89# 8 * 1 px 90 & 7 *» 31 ¢

TE AL Lok
ERidA i hEw

FESEAR G LR I AR TR

REEE Y NFEER FS



FIT el
W3 § 5 - B R 2 LR A e
4_CYP3A4 2 P-glycoprotein (Pgp)z < & - fi+g

% 2. CYP 3A4 Virdl@] > = g A4 Pgp e 24
AL R 2 pepERg 0 2 Ay fwf:wfm% .y

Yoo b T PP DGEIA 54 HERR R
o j h%‘frﬂﬁ o
LG RAFECREIE R HIRNELA 2 - 24

oI H2Z A P RRNERY REREBELRZ T
£ o 5303 F 4 Student’ t-test A 45 o A8 ¢ fu
WAL A 2 HPHE B

SHERTONEE A RPN WA ZHEEFEK
I%?s”ﬁ VA‘{I1§56%5~43%’”77“é WA

EURE BT R R ORI 2w et 57 %o KA Y
WRETHGL A CF 4 8 Pgp # 5 Frdlan
iT% o

FAERFWAE - FF
CYP 3A4 / P-glycoprotein (Pgp)z-
BT R AT B2 YRR

Vb’i%?s”ﬁ .’E'_JJ

K’Fﬁlz}’#, &

RE S I

~TRIHE I ITH
Abstract

Cyclosporin, an immunosuppressant  with
narrow therapeutic window, is a substrate for both
CYP 3A4 and P-glycoprotein (Pgp). Quercetin is an
inhibitor of CYP 3A4, and a modulator of Pgp. Rutin
is a glycoside of quercetin and absorbed as
guercetin in large intestine. The aim of this study was
to measure the effect of quercetin and rutin on the
absorption and disposition of cyclosporin in pigs and
rats.

Cyclosporin was orally administered without
and with a concomitant dose of quercetin or rutin to
pigs or rats. Cyclosporin concentrations in blood
samples were determined by a specific monoclonal
fluorescence polarization immunoassay. Student’s t-
test was used for statistical comparison. Everted
intestine sac study was carried out to evauate the
effect on intestinal Pgp function.

The coadministration of quercetin significantly
decreased cyclosporin AUC,; by 56 % and AUC,, by
43 % in pigs and rats, respectively. The
coadministration of rutin significantly decreased
cyclosporin AUC,, by 57 % in rats. However, sac
study showed that quercetin and rutin significantly

inhibited the function of intestinal Pgp.

It is suggested that concurrent use of quercetin
or rutin with cyclosporin or other medications whose
absorption and metabolism are mediated by Pgp
and/or CY P 3A4 should require close monitoring.
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Cyclosporin IS a widely used
immunosuppressant with narrow therapeutic window..
Cyclosporin and its metabolites have nephrotoxic,
hepatotoxic, and neurotoxic side  effects.
Cyclosporin is metabolized by CYP 3A4 [1] and is
also a substrate of P-glycoprotein (Pgp), the multi-
drug efflux transporter [2]. The significant role of
CYP 3A4 for drug — drug interactions was well
recognized. Pgp is a membrane protein expressed in
various normal human tissues such as small intestine,
kidney, liver and capillary endothelia cells of brain
and testes [3-5], and its significant roles for
chemoprevention of organisms and drug - drug
interaction had been proposed [6-8].

Flavonoids have attracted much attention in
recent years because of their beneficia
pharmacological activities and furthermore, their
additional abilities to modulate both CYP 3A4 and
Pgp [9-12]. Grapefruit juice was reported to increase
the absorption of cyclosporin [13,14]. Early efforts to
identify the active CYP 3A4 inhibitor in grapefruit
juice focused on flavonoids such as naringenin and
quercetin, however, both compounds faled to
reproduce the inhibition in human studies [15,16].
Quercetin was shown to be a potent inhibitor of
CYP3A4 in in vitro studies [17,18]. Regarding to its
modulation on Pgp, quercetin has been initiadly
identified as an inducer in multidrug-resistant breast
cancer cellsand HCT-15 colon cells[19,20], but later
it was shown to be an inhibitor of Hoechst 33342
transport by Pgp [21].

Quercetin is widely distributed mainly as
glycosides in daily diet like onions, apples, berries, tea
and red wine as well as in herbal remedy and dietary
supplements worldwide. Evidence showed that orally
administered quercetin glycosides like rutin were
significantly broken down to absorbable quercetin by
the enterobacteria. The present study attempted to
measure the influence of quercetin and rutin on the
absorption and disposition of cyclosporin in pigs and



rats.

Fig. 1, and Fig. 2 depict the blood profiles of
cyclosporin (Sandimmun) after administration of
cyclosporin alone and with quercetin in pigs and rats,
respectively. Our results showed that quercetin did
significantly reduce AUC,; by 56 % in pigs. Asin
rats, coadministration of quercetin significantly
decreased AUC,, by 43 %. However, no significant
changes on T,, , MRT and elimination rate of
cyclosporin were found for guercetin
coadministration in pigs and rats. Fig. 3 and Fig. 4
depict the blood profiles of cyclosporin (Neoral) after
administration of cyclosporin aone and with
guercetin and rutin, respectively, in rats. Our results
showed that quercetin and rutin did significantly
reduce the AUC, of cyclosporin by 43 % and 57 %,
respectively.

Everted intestine sac study showed that quercetin and
rutin inhibited the efflux transport of rhodamine 123,
from serosal side to mucosal side for both jgjunum
and ileum in a dose-dependent manner, indicating
that quercetin and rutin significantly inhibited the
function of intestinal Pgp.

Quercetin was reported to be an inhibitor of CYP
3A4 and modulator of Pgp (18, 20). Based on our
result of everted sac study, quercetin is an inhibitor of
intestinal Pgp, which was correspondent to the study
of Hoechst 33342 transport by reconstituted Pgp (21).
Being inhibitors of CYP 3A4 and Pgp based on in
vitro evidences, quercetin and rutin are likely to
enhance the absorption of cyclosporin, substrate of
CYP3A4/ Pgp. However, unexpectedly, our results
of /n vivo studies indicated that quercetin and rutin
significantly inhibited cyclosporin absorption,
suggesting that the effect of quercetin and rutin on
cyclosporin absorption can not be attributable to its
modulation on CY P 3A4 or Pgp. It clearly indicated
here that these /n vitro evidences could not be
extrapolated to /n vivo effects of quercetin and rutin.
Prior to the quercetin - cyclosporin interaction study
was conducted, the pharmacokinetic properties of
“the precipitant drug” — quercetin had been
investigated in rabbits and rats in our laboratory. The
pharmacokinetic studies indicated that quercetin was
rapidly absorbed and simultaneously glucuronidated
after oral administration in both animas and
circulated amost exclusively as glucuronides in the
plasma, which was in good agreement with the
results from a previous study of pigs. From the

pharmacokinetic properties of quercetin, the /in vivo
effects of quercetin glucuronides on CYP 3A4 and
Pgp might be more important than quercetin itself.
Therefore, it is plausible to propose that quercetin
glucuronides, instead of quercetin might play a key
role in modulating CYP 3A4 and/or Pgp to result in
altered absorption of cyclosporin. To investigate the
effects of quercetin glucuronides on CYP 3A4 and
Pgp in in vitro systems could be helpful to clarify the
mechanism of this /in vivo interaction. In our recent
study, the effect of quercetin glucuronides on CYP
3A4 of mice liver microsomes was investigated using
testosterone as amodel substrate. Our primary results
indicated that both quercetin glucuronides and
quercetin inhibited the function of CYP 3A4.
Moreover, the effect of quercetin glucuronides on
Pgp remains to be studied in our laboratory in the
future. It is suggested that a better understanding of
the pharmacokinetic properties of “the precipitant
drug” would be helpful to elucidate the mechanism of
interaction with “the object drug”.

In summary, quercetin and rutin significantly
inhibited the absorption of cyclosporin in pigs and
rats. It is suggested that concurrent use of quercetin,
rutin or dietary supplement containing them with
CYP 3A4/Pgp substrates should require close
monitoring of the critical therapeutic drugs.
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