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Abstract. – OBJECTIVE: Amiodarone (AMD), 
a drug of choice to treat cardiac arrhythmias, 
has a narrow therapeutic index (NTI). It inhib-
its CYP3A4, CYP2C9, and CYP2D6 enzymes. 
Quercetin (QUE), a pharmacologically import-
ant bioflavonoid in vegetables and fruits, is im-
portant in treating cardiovascular comorbidi-
ties. QUE alters the bioavailability of drugs used 
concurrently by dual inhibition of P-glycopro-
teins (P-gp) and cytochrome (CYP) enzyme sys-
tems. The current study aimed to investigate the 
pre-treatment and co-administration effect of 
QUE on AMD pharmacokinetics in rats. 

MATERIALS AND METHODS: Two separate 
animal trials (I and II) were planned to probe the 
effect of QUE on AMD pharmacokinetics by fol-
lowing previously cited studies. The pre-treat-
ment group received oral doses of QUE for 14 
days, and a single dose of AMD on the 15th day. 
Rats were administered single doses of QUE (20 
mg/kg) and AMD (50 mg/kg) concurrently in a 
carboxymethylcellulose (CMC) in the co-admin-
istration study. Blood was collected at pre-de-
termined time points. AMD was quantified by 
HPLC, and data was analyzed by PK solver soft-
ware.

RESULTS: In the pre-treated group, peak 
plasma concentration (Cmax) and area under 
the curve (AUC0-∞) of AMD were increased by 
45.52% and 13.70%, respectively, while time 
to achieve maximum concentration (tmax), half-
life (t1/2) and clearance (CL) were declined by 
35.72%, 16.75%, and 11.0% respectively com-
pared to the control. In the co-administered 
group, compared to controls, Cmax and AUC0-∞ 
were elevated to 12.90% and 7.80%, respective-
ly, while tmax, t1/2, and CL declined by 16.70%, 
2.35%, and 13.40%. Further, AMD was increased 
in lung tissue of both treated groups, relative to 
the respective controls. 

CONCLUSIONS: A notable pharmacokinet-
ic drug interaction between QUE and AMD was 
observed in rats and warrants possible drug 
interaction study in humans, suggesting AMD 
dose adjustment specifically in patients with 
arrhythmia having a pre-treatment history and 
simultaneous administration of QUE-contain-
ing products.

Key Words:
Quercetin, Amiodarone, Bioavailability, Pharmaco-

kinetic herb-drug interactions.

Abbreviations
AMD, amiodarone; CYP, cytochrome; CMC, car-
boxymethylcellulose; H&E, hematoxylin-eosin; HDIs, 
herb-drug interactions; MDR1, multidrug resistance 
protein 1; MRP-2, multidrug resistance protein 2; NTI, 
narrow therapeutic index; P-gp, P-glycoprotein; QUE, 
Quercetin.

Introduction

Patients may prefer the simultaneous use of 
herbal therapies with allopathic drugs to relieve 
the same ailments or other comorbidities. In addi-
tion, the concomitant use of herbal and allopathic 
drugs may lead to clinically relevant herbal drug 
interactions (HDIs) because the former consti-
tutes several highly bioactive constituents1. HDIs 
are frequently unrecognized by medical experts, 
herbalists, and patients2. The use of alternative 
therapies for the treatment of heart disease is 
rising. Heart patients commonly use herbal and 
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prescribed allopathic cardiovascular medications, 
posing a risk of HDI. One of the most com-
mon flavonoids in the diet is QUE. It is mainly 
found as glycoside derivatives widely distribut-
ed in plant-derived foods3 and can be ingested 
by eating various vegetables and fruits. Onion, 
apple, and red wine are rich sources of QUE4. 
It is non-toxic and has the following properties: 
anti-cancer5, neuroprotective5, anti-oxidant6, an-
ti-viral7, anti-ulcer8, anti-allergic9, anti-inflamma-
tory10, and anti-diabetic3,11. 

QUE inhibits several cytochrome P450 (CYP) 
isoenzymes, i.e., CYP3A4, CYP2C8 CYP2C9 
and CYP1A212,13. It also inhibits the P-glycopro-
tein (P-gp) efflux transporter, multidrug-resistant 
protein 1 (MRP1), and breast cancer-resistant 
protein (BCRP)14,15. P-gp is widely expressed and 
distributed in the intestinal epithelium, where it 
impels drugs back into the intestinal lumen. In 
the liver, P-gp effluxes xenobiotics in the liver 
cells, which propels them into the bile duct. 
QUE thus has the potential of being involved in 
HDIs when used concomitantly with drugs. The 
prominent effect on the CYP enzyme system 
could alter the bioavailability of co-administered 
drugs16,17, especially those with NTI drugs, lead-
ing to life-threatening side effects18.

Amiodarone (AMD) (Figure 1) is one of the 
most widely prescribed drugs for treating atrial 
fibrillation and ventricular arrhythmias19. How-
ever, its pharmacokinetics is mostly uncom-
mon and challenging from a pharmacological 
standpoint20,21. AMD is a highly lipophilic mol-
ecule with varied oral bioavailability (20-80%). 
Furthermore, AMD has a restricted therapeutic 
window (0.5-2.0 mg/mL) linked to significant 
clinical drug interactions20,22-26. AMD affects the 
eyes, liver, lungs, and thyroid. AMD-induced 
toxicity is ranked in the liver up to 50% > thyroid 

up to 22% > pulmonary up to 7%. The long t1/2 
of AMD (20.73±14.05 h) and high incidence of 
organ toxicity suggest careful monitoring of the 
patients on AMD27,28. AMD is the potent inhib-
itor of CYP1A1, CYP1A2, CYP2B6, CYP2C9, 
CYP2C19 CYP2D6 and CYP3A429,30. It is the 
substrate of P-gp and metabolized by CYP2C8, 
CYP2C19, and CYP3A430-34. Mono-N-desethyl-
amiodarone (MDEA) is a prime metabolite of 
AMD and is produced through the most common 
CYP isoenzyme-let metabolic pathway30,35,36. 
MDEA results in a large Vd and variable tissue 
accumulation21, making it a clinically significant 
metabolite30. It is also a CYP inhibitor32. Consid-
ering all of the above factors and the possibility 
of simultaneous use of QUE and QUE-contain-
ing products with AMD, the present study was 
designed to investigate the effect of QUE on the 
pharmacokinetics of AMD in rats.

Materials and Methods

Materials
AMD (99.5%, Fengchen Group Co. Ltd, Qin-

gdao, China) and tamoxifen (98.10%, Shaanxi 
Kang New Pharmaceutical Co., Ltd, Xi’an China) 
were gifted by Schazoo Zaka (Pvt) Ltd., Lahore 
Pakistan. CMC (Aashi Chem, Surat India) was 
provided by PharmaWise (Pvt) Ltd., (Lahore Pa-
kistan). Formic acid, Potassium phosphate mono-
basic, and acetonitrile (Sigma Aldrich, St. Louis, 
MO, USA), quercetin (Fluka, Buchs, Switzer-
land), and Methanol (Merck, Darmstadt, Ger-
many), were procured from the local market in 
Lahore Pakistan.

Animals
The experimental work was carried out using 

Wistar albino rats of either sex weighing between 
189-242 g. Under the standard environmental 
conditions, rats were acclimatized for one week 
before the study. The animal trial was performed 
after formal approval from the Animal Ethical 
Committee, Punjab University College of Phar-
macy, University of Punjab (AEC/PUCP/1077), 
dated 03-05-2018, according to universally ac-
cepted protocols.

Experimental Design
Two separate animal trials (I and II) were 

planned to probe the effect of QUE on AMD 
pharmacokinetics by following previously cited 
studies1,37-39.Figure 1. Structure of amiodarone.
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Trial I: Pre-treatment with QUE for 14 
Days and Then AMD on 15th Day

In Trial I, the rats were divided into control and 
pre-treated groups (n = 6, each). The control group 
was given 2 ml of vehicle (0.5% CMC) orally for 
14 consecutive days. On the 15th day, animals were 
dosed 50 mg/kg, p.o AMD in the vehicle. Similar-
ly, pre-treated animals received QUE (20 mg/kg, 
p.o) in CMC (0.5%) for 14 consecutive days. The 
administration of the substances to the animals 
was done through oral gavage. AMD dose was se-
lected based on the reported HDI studies between 
AMD and Fucus vesiculosus, Citrus aurantium, 
Carica papaya and Paullinia cupana1,37-39. Like-
wise, QUE’s dose was chosen based on a HDIs 
study reported between QUE and saxagliptin 40. In 
addition, animals were weighed before the com-
mencement of the study, i.e., on day 1 and the last 
day of the study, i.e., on 15th day to probe the effect 
of QUE on the bodyweight of animals.

Trial II: Simultaneous Administration of 
QUE and AMD

In Trial II, the control group (n = 6) received 
an AMD single dose (50 mg/kg, p.o) in the CMC 
(0.5%). At the same time, the co-administered 
group was simultaneously administered with 
QUE single dose (20 mg/kg, p.o) and AMD (50 
mg/kg, p.o) in CMC (0.5%).

Blood and Tissue Sampling
Blood samples (around 0.5 mL) were collected 

at nominal time-points 0.25, 0.50, 1.00, 2.00, 4.00, 
6.00, 8.00, and 12.00 h post-dosing from the rats’ 
orbital sinus under the phenobarbital sodium an-
esthesia into the heparinized tubes. The collected 
samples were centrifuged at 4,000 rpm for 10 min 
at 4°C. The separated plasma was stored at –20°C 
for chromatographic analysis. After 12 h post-dos-
ing in both trials, the rats were sacrificed under 
anesthesia to collect the vital organs (heart, liver, 
lungs, and kidneys). We weighed the organs before 
homogenization in 3 ml of purified water per 3 g of 
tissue to get the tissue homogenates for analysis39.

Extraction Procedure for 
Biological Samples

For extraction of AMD from plasma, 150 µL 
of plasma was mixed with 0.1 M Na3PO4 buffer 
and added to 20 µL of tamoxifen as internal stan-
dard having a concentration of 50 µg/mL in wa-
ter-methanol 60:40 v/v. Then 500 µL of n-hexane 
was added, mixed for 30 sec, and centrifuged for 
2 min at 17,000 rpm at 4°C. The upper organic 

layer was collected in glass vials, and the same 
procedure was repeated thrice. The solvent was 
evaporated, the residue was reconstituted with 
200 µL of methanol, and injected into the liquid 
chromatograph.

For the extraction of AMD from tissues, 400 
µL of tissue homogenates were mixed with 20 µL 
of internal standard and 400 µL of acetonitrile, 
followed by vortex mixing. The whole mixture 
was centrifuged at 4°C for 10 min at 17,000 
rpm. The supernatant was separated, and 1 mL 
of n-hexane was added and again centrifuged as 
previously described. The rest of the procedure 
was the same as described for the extraction of 
plasma samples.

Determination of AMD in Plasma 
Samples and Tissues Homogenates

A reported liquid chromatographic method 
was employed for the determination of the 
AMD in the plasma and tissue homogenates41 
by using LC-20-A HPLC system equipped with 
SPD 20-A detector (Shimadzu) (Shimadzu 
Scientific Instruments, INC. 7102 Riverwood 
Drive, Columbia, Maryland, USA). The High 
Performance Liquid Chromatography (HPLC) 
conditions consisted of 20 µl injection volume, 
C18 column (LiChroCART 55 x 4 mm, 3 µm 
Puroshper STAR RP-18 end capped) having a 
flow rate of 1.2 mL/min at detector wavelength 
of 254 nm. The mobile phase comprised 50 
mM formic acid buffer: methanol: acetoni-
trile 45:5:50 v/v/v, filtered and degassed using 
0.45 µm membrane filters (Millipore, Bedford, 
USA). The pH of the buffer solution was ad-
justed to 3.10 with 0.1% formic acid solution. 
Before quantitative AMD analysis in biological 
samples, the HPLC method was validated for 
precision, accuracy, linearity, range, specifici-
ty, robustness, solution stability, stress, limit of 
detection and limit of quantification42.

Pharmacokinetic Assessment
The plasma-concentration-time data were used 

to calculate the following pharmacokinetic pa-
rameters with non-compartmental analysis em-
ploying PK-Solver tool (PK Solver Tongjiax-
iang, Nanjing, China): peak plasma concentration 
(Cmax), time to attain Cmax (tmax), area under the 
curve from the initial time (time zero) to the last 
time interval (AUC0-t), total AUC (AUC0-∞), mean 
residence time (MRT), the volume of distribution 
(Vd), rate of elimination (Ke), half-life (t1/2), and 
clearance (CL).
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Statistical Analysis
Data were presented as the mean ± SEM. 

Pre-treated and co-administered experimental 
groups were compared with respective controls 
using the Mann-Whitney U-test. Statistical pa-
rameters were calculated through Graph Pad 
Prism® Version 8.0.1.244 for Windows (La Jolla, 
CA, USA). A p < 0.05 was considered significant.

Results

Validation of HPLC Bioanalytical Method 
The detail of validation parameters of the bio-

analytical method for AMD analysis in plasma 
and tissue homogenates is shown in Tables I, II, 
and III, while the representative chromatograms 

for blank, lower limit of quantification (LLOQ) 
and study sample are shown in Figure 2.

Effect of QUE on AMD Plasma 
Level Data Time

In pre-treatment group, plasma concentration 
of AMD remained higher till 8 h (Figure 2A) but 
at 0.5 h, 1.0 h and 2.0 h, AMD was significantly 
higher (p < 0.05) than that in the control group, 
i.e., 2.20 μg/mL vs. 1.40 μg/mL, 2.88 μg/mL vs. 
1.76 μg/mL, and 3.48 μg/mL vs. 2.26 μg/mL, 
respectively at the above time intervals. In the 
co-administration group, the AMD concentra-
tions were higher till 8 h and were lesser at the 
last time point than that of the control group (Fig-
ure 2B). The magnitude of concentration increase 
was greater in the pre-treated group than in the 

Table I. The recovery analysis of plasma and tissue homogenates for amiodarone and The inter-day and intra-day precision 
and accuracy for amiodarone in plasma.

	 Recovery (n = 3)	 Recovery (n=3) 			 
	  (pasma)	 (tissues)	 Intra-day (n = 6)

						      Accuracy	 Precision	 Accuracy	 Precision
	Concentration	 Mean	 RSD	 Mean	 RSD	 (% of true	 RSD	 (% of true	 RSD
	 (µg/ml)	 (%)	 (%)	 (%)	 (%)	 value)	 (%)	 value)	 (%)

  50	   86.80	 1.94	   86.80	 1.94	 94.45	 4.53	 92.86 	 2.26
100	   96.52	 1.10	   96.52	 1.10	 96.59	 0.80	 94.72 	 1.70
150	 100.69	 1.87	 100.69	 1.87	 98.52	 1.74	 97.90 	 1.87

RSD = relative standard deviation

Table II. The solution stability and robustness for amiodarone in plasma.

		   Solution stability (n = 3)			                             Robustness (n = 3)

	Temperature (°C)	 Time (h)	 Assay (%)	 RSD (%)	 Parameters	 RSD (%)

  20	   1	 96.59	 1.23	 Wavelength ± 2 nm	 0.48
  20	 12	 94.81	 1.41	 Flow rate ± 15%	 0.35
  20	 24	 93.21	 1.60	 Mobile phase ratio ± 3%	 0.32
–20	   1	 94.58	 1.47	 pH ± 0.2	 1.22
–20	 12	 93.01	 1.70		
–20	 24	 91.29	 2.03		

RSD = relative standard deviation.

Table III. The values of R2, Linearity, LOD and LLOQ for amiodarone in plasma.

	 Specificity	 R2	 Linear range (µg/ml)	 LOD (µg/ml)	 LLOQ (µg/ml)

Retention time of standard and	 0.998	 0.20 - 20.00	 0.05	 0.20
sample matches

R2 = coefficient of determination, LOD = lower limit of detection, LLOQ = lower limit of quantification.
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co-administration group, as shown in Figure 2C. 
An increase in AMD concentration in both 

treatment groups was due to increased absorp-
tion of AMD across the intestinal membrane 
via passive diffusion, possibly on account of the 
competitive inhibition of intestinal CYP3A4, CY-
P2C9, and CYP1A2 and P-gp by QUE43, leading 
to a lesser AMD prehepatic metabolism. Fur-
thermore, QUE could increase the rate at which 
AMD passes into the intestine by increasing gas-

trointestinal motility, as reported by Kim et al44. 
As a result, more drug was absorbed from the 
duodenum, jejunum, and small intestine in both 
the experimental groups compared to the control 
(Table IV).

Effect of QUE on AMD Pharmacokinetic 
Parameters

In the QUE pretreatment group, a rise of 
45.52% in Cmax and 13.70% in AUC0-∞, while 

A

C

B

Figure 2. Plasma level time curve of amiodarone in (A) pretreatment, (B) co-administration groups, and (C) comparative 
plasma drug levels in pretreatment and co-administration. (QUE = quercetin).

Table IV. Comparative pharmacokinetic parameters (mean ± SEM, n = 6) of amiodarone from control, quercetin pre-treated 
and co-administered groups.

			   Pre-treated group			   Co-administered Group

	 Parameter	 Control	 QUE	 Trend (%)	 Control 	 QUE 	 Trend (%)

tmax (h)	 2.8 ± 0.50	 1.80 ± 0.40	 ↓ 35.72	 2.4 ± 0.40	 2.0 ± 0.10	 ↓ 16.7
Cmax (μg/mL)	 2.46 ± 0.30	 3.58 ± 0.40	 ↑ 45.52	 2.48 ± 0.20	 2.80 ± 0.30	 ↑ 12.9
AUC0-t (μg.h/mL)	 23.60 ± 1.4	 28.73 ± 3.42	 ↑ 21.73	 23.20 ± 1.90	 24.30 ± 1.60	 ↑ 4.70
AUC0-∞ (μg.h/mL)	 61.80 ± 4.20	 70.26 ± 6.49	 ↑ 13.70	 60.60 ± 7.90	 65.32 ± 5.63	 ↑ 7.80
MRT (h)	 23.85 ± 0.70	 19.73 ± 1.3	 ↓ 17.28	 23.94 ± 2.20	 23.25 ± 1.30	 ↑ 2.90
Vd (L)	 18.90 ± 1.12	 13.82 ± 0.70	 ↓ 26.88	 20.05 ± 2.35	 17.84 ± 1.30	 ↓ 11.03
Ke (1/h)	 0.042 ± 0.1	 0.05 ± 0.01	 ↑ 19.04	 0.04 ± 0.1	 0.04 ± 0.01	    ----
t½ (h)	 15.94 ± 1.30	 13.27 ± 0.90	 ↓ 16.75	 16.20 ± 1.60	 15.82 ± 0.90	 ↓ 2.35
Cl (L/h)	 0.82 ± 0.12	 0.73 ± 0.21	 ↓ 11.00	 0.90 ± 0.12	 0.78 ± 0.10	 ↓ 13.40

QUE = Quercetin, tmax = time for maximum concentration, Cmax = Maximum drug concentration, AUC = area under the curve, 
MRT = Mean residence time, VD = volume of distribution, Ke = Elimination rate constant, t1/2 = Half life and Cl = Clearance.
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a 35.72% decline in tmax (p > 0.05) was noted. 
The disposition parameters of AMD, like MRT, 
Vd, t1/2, and CL, were reduced, respectively, by 
17.28%, 26.90%, 16.75%, and 11.00% in the pres-
ence of QUE relative to the control group. The 
pre-treated group showed a notable difference 
(p > 0.05) for Cmax, tmax, and Vd compared to the 
control. A similar trend in the QUE co-adminis-
tration group (Trial II) was noted, with a 12.9% 
increase in Cmax and 7.80% in AUC0-∞, while a 
16.70% decrease in tmax was observed. The Vd 
was reduced by 11.03%, t1/2 by 2.35%, and CL 
by 13.40%, respectively. However, in the QUE 
co-administered experimentation, the difference 
in absorption and disposition parameters com-
pared to the control group was not significant (p 
> 0.05). 

As reflected by the plasma concentration data 
and increased Cmax, AUC0-∞ and decreased tmax, 
the simultaneous administration of QUE with 
AMD increased the extent and rate of system-
ic exposure of AMD compared to the control 
due to the increased intestinal absorption44. The 
higher exposure of AMD in the QUE pre-treat-
ed group in comparison to the co-administered 
group could be attributed to the dual inhibition of 
the intestinal MDR1, MRP-2, P-gp, and prehepat-
ic CYP450 system in the presence of QUE, which 
seemed to be time-dependent, as reported45. This 
prehepatic effect was more prominent in the 
pre-treated group as it showed notable differences 
(p > 0.05) for Cmax, tmax, and Vd compared to the 
control. The dual substrate for transporters and 
CYPs has a higher interaction potential with the 
same category of phytomedicines46. 

Effect of QUE on Body Weight
The weight of rats in both groups was signifi-

cantly increased on 15th day as compared to that 
on the day 1st (Figure 3), which might be due to 
the nutritional effects of the vehicle, CMC. 

Effect of QUE on Organ 
Distribution of AMD

Exploring the effect of QUE on the biodistri-
bution of AMD has toxicological significance in 
the tissues or organs through customized toxicity 
trials. The mean concentration of AMD in lungs, 
kidneys, liver and heart of animals of Trial I was 
notably higher (p > 0.05) compared to control at 
12 h post-dosing (Table V). A statistically signif-
icant difference in the mean tissue concentration 
of AMD was noted in lungs (16.70 ± 2.69 µg/ml, 

Figure 3. Effect of QUE pre-treatment on rat body weights. 
**Indicates p < 0.01.

Table V. Tissue AMD concentration (mean ± S.E.M, n=6) in pre-treatment and co-administered groups at 24 h after QUE 
dosing.

			                      Concentration (µg/ml) of AMD

	 Experimental groups 	 Lungs	 Kidney	 Liver	 Heart

Control group I	 9.26 ± 2.97	 2.8 ± 1.6	 1.86 ± 1.60	 1.38 ± 1.40
Experimental (co-administered)	 15.20 ± 3.01 	 5.78 ± 1.98	 3.36 ± 1.30	 1.76 ± 0.60
Control group-II	 10.74 ± 2.95	 4.18 ± 1.82	 3.84 ± 1.86	 1.0 ± 1.40
Experimental (pre-treatment)	 16.70 ± 1.20 	 6.70 ± 1.76	 6.30 ± 1.30	 1.80 ± 1.49

AMD: amiodarone.



Influence of quercetin on amiodarone pharmacokinetics and biodistribution in rats

11217

p > 0.05) followed by kidney (6.70 ± 3.94 µg/
ml, p > 0.05), liver (6.30 ± 2.9 µg/ml, p > 0.05) 
and heart (1.80 ± 1.11 µg/ml, p > 0.05) in the 
pre-treatment group compared with control.

The mean concentration of AMD in the lungs, 
kidneys, liver, and heart of animals of Trial II 
was also found to be notably higher (p > 0.05) 
compared to the control at 12 h post-dosing (Ta-
ble III). An insignificant difference in the mean 
tissue concentration of AMD was noted in lungs 
(15.20 ± 3.01, p > 0.05) followed by kidney (5.78 
± 1.98, p > 0.05), liver (3.36 ± 1.80, p > 0.05) 
and heart (1.76 ± 1.25, p > 0.05) in a co-admin-
istered group compared to the control. The tissue 
distribution of AMD was noted in the following 
order: lungs > kidney > liver > heart. The QUE 
pre-treated group showed higher AMD concen-
tration in organs than the co-administered group 
(Figure 4A and Figure 4B). Lungs showed higher 
drug concentration in both experimental groups 
than the control and other organs. No literature 
reports are available regarding the effect of QUE 
on AMD tissue concentrations to date.

Discussion

The possibility of HDIs exists on the simulta-
neous use of QUE with other medications12,16,17. 
The simultaneous usage of QUE and AMD may 
easily be found due to the abundance of QUE 
in dietary supplements. When it comes to NTI 
drugs, like AMD, the area of HDIs sparks further 
significant concern. Before conducting clinical 
trials, evaluating the interactions between phy-
tomedicines and synthetic pharmacotherapeutic 
drugs in animals is required, while most of the 
HDI has been assessed in-vitro47, with drugs at 
higher concentrations than those used in the clin-

ical practice. In line with the above, the current 
in-vivo study was designed to probe the effect of 
QUE on the pharmacokinetics of AMD in rats, 
in pre-treatment and co-administration groups. 
As far as we know, the current research work 
reports the HDIs between QUE and AMD for 
the first time in rats. Though the data from the 
animal studies cannot be directly applicable to 
humans, yet the rat appears to be a viable model 
for studying HDIs48,49.

Drug interactions mainly occur because of 
inhibition or induction of enzyme systems or 
masking of transporters. Induction of CYPs, 
being time-dependent, is a slower process and 
may take 7-10 days; thus, the effect of QUE on 
the pharmacokinetics of AMD was studied by 
pre-treating the animals in Trial I with QUE (20 
mg/kg/day, p.o.) for 14 consecutive days before 
administrating AMD single dose (50 mg/kg/day, 
p.o.) on the 15th day. It also mimics a condition 
where the patients are already on QUE and also 
starts the allopathic treatment2. The transporter 
and metabolism induction occurs within 24-48 
hours post-dosing, leading to the co-administra-
tion study in this investigation.

QUE is a globally recognized safe complemen-
tary or alternative medicine used for different 
cardiovascular comorbidities50. However, it may 
increase the systemic exposure of medications 
on concurrent use. QUE inhibits multi-CYP en-
zymes and transporters in a concentration-de-
pendent manner. The inhibition of CYP3A4 has 
clinical importance, as it metabolizes around 
60% of drugs, which leads to critical drug inter-
actions51 and accumulation of parent drugs that 
may increase the risk of side effects and toxicity. 
CYP2C8 is highly expressed in the human liver 
and is known to metabolize more than 100 drugs. 
Similarly, inhibition of CYP2C9 elevates the con-

A B

Figure 4. Biodistribution of AMD in different rat organs of pre-treated and co-administered groups. QUE = Quercitin.
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centration of certain drugs, leading to drug toxic-
ity52. Previous research1,37-39 unfolds various HDIs 
between AMD and Fucus vesiculosus Citrus au-
rantium, Carica papaya and Paullinia cupana 
extract in rats. Grapefruit juice has already been 
reported to inhibit AMD metabolism, leading to 
its enhanced concentration, though the relevance 
of this interaction on the long-term efficacy and 
toxicity has yet to be established53. The systemic 
exposure of AMD and MDEA is also reduced 
substantially by their simultaneous use with orli-
stat, an anti-obesity drug54. While the MDEA has 
been reported to be increased, showing elevated 
metabolism of AMD in rats exposed to β-naph-
thoflavone through the CYP induction32.

The findings of the present studies were in line 
with the previous studies, where the concurrent 
use of AMD with other phytomedicines resulted 
in a prominently increased drug systemic expo-
sure and decreased t1/2

38,39. However, a change 
lesser than 20%, a general criterion for equiva-
lence, might not be clinically significant.

The reduction in disposition parameters, in-
cluding Vd, t1/2, and CL, indicated the enhanced 
metabolism of AMD. The QUE pre-treated 
group showed a briefer t1/2 with a greater mag-
nitude than that observed in the co-administra-
tion group. As a general principle, t1/2 increases 
with enhanced drug exposure. Contrarily, in 
the pre-treated group compared to the co-ad-
ministered group, Vd, t1/2, and CL altered by 
22.54%, 16%, and 6.50%, respectively, which 
was lower than 20%, stipulated for a relevant 
clinical difference. A lower value of Vd in the 
QUE pre-treated group relative to the co-admin-
istered group indicated more drug in blood than 
the tissues. Similarly, lesser CL corresponded 
to the lower value of t1/2. Furthermore, the CL 
determines the magnitude of drug distribution 
and elimination, which may likely become lower 
when AUC is higher for a given drug dose37. On 
the other hand, CL decreased in the pre-treat-
ed and co-administered groups, being with a 
higher magnitude in the co-administered group 
than the pretreatment group in the presence of 
QUE. Decreased values of disposition parame-
ters might result from the induction of hepatic 
CYP with greater magnitude compared to the 
QUE co-administered group. Thus, a rapid and 
increased AMD exposure caused a higher plas-
ma concentration followed by an increased drug 
metabolism in the QUE-treated groups, in line 
with the literature38,39. Masking of intestinal 
CYP and transporters in prehepatic metabolism 

and induction in hepatic CYP might be explain-
able, possibly due to independent regulation and 
lack of structural similarity between the hepatic 
and intestinal CYP enzymes. Thus, CYP3A4 
inhibitors may increase plasma concentration 
by reducing pre-systemic metabolism more than 
the systemic metabolism of certain drugs. Liter-
ature supports the above, whereby cyclosporine, 
a potent CYP3A4 inhibitor, increases statin ex-
posure (AUC) without any significant impact on 
t1/2. Grapefruit juice has been shown to increase 
the systemic exposure of felodipine with a de-
creased t1/2 of the drug compared to water, as 
control55. Another study56 suggests that grape-
fruit juice increases the exposure of felodipine 
and nifedipine without significantly affecting 
the t1/2. The same has also been reported for 
AMD in case of interaction with other phyto-
medicines38,39. As stated above, MDEA is also 
a CYP inhibitor32, yet its role in the elevation of 
absorption parameters and decreased disposition 
could not be explainable in the present study.

The pre-treatment with the repeated and sin-
gle co-administration of QUE and AMD on one 
occasion influenced the AMD pharmacokinet-
ics in rats. Pre-treatment with QUE remarkably 
increased the systemic exposure of the AMD 
relative to that of AMD in the co-administration, 
probably due to the masking of the P-gp, which 
inhibited the AMD biotransformation but elevat-
ed accumulation in the lung tissue. The current 
study was performed in rats, and the same im-
pact of QUE on AMD might not be predicted 
in humans, yet the findings provided evidence 
to warrant a drug interactions study in humans. 
The higher systemic exposure of AMD might 
have clinical implications, which after confirma-
tion, might be expected to alter efficacy, toxicity, 
thyroid functions, cause hepatic injury, cornea 
verticillata, and pulmonary ailments on long-
term use because of the elevated AMD systemic 
concentrations57-59. Thus, studying QUE-AMD 
interaction in humans could help confirm the safe 
and effective AMD treatment.

Conclusions

Quercetin affected the bioavailability of ami-
done in rats in pre- and co-administered groups, 
being with higher magnitude in the pre-treatment 
group. In both groups, amidone showed signifi-
cantly higher peak plasma concentration and area 
under the curve compared to control. Decrease 
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in the time to peak blood drug concentration 
indicated a faster drug absorption in presence 
of quercetin. The enhanced drug exposure was 
further supported with a briefer half-life and 
clearance, compared to the control. Further, drug 
concentration was increased in lung tissue, rel-
ative to the respective controls. The increased 
amidone exposure in the presence of quercetin 
in rats might have the clinical implication, war-
ranting confirmation. In a further study, it should 
be noted that whether the above increase in bio-
availability might (a) be beneficial in improving 
drug concentration and thereby, antiarrhythmic 
effect, (b) be advantageous to improve the drug 
resistance (c) require a reduced drug dose, (c) lead 
to drug accumulation in the lungs and overall 
toxicity with long term usage of quercetin or (d), 
warrant drug dose adjustment in patients with an 
irregular heartbeat to avoid toxicity, when they 
are pretreated with quercetin or its products.

Conflict of Interest
The authors declare that the research was conducted in the 
absence of any commercial or financial relationships that 
could be construed as a potential conflict of interest. All the 
authors declare no conflict of interest.

Ethics Approval
All the animal studies were carried out according to inter-
nationally accepted protocols, and it was approved by the 
Institutional Animal Ethical Committee College of Phar-
macy, University of Punjab (AEC/PUCP/1077) dated 03-
05-2018.

Informed Consent 
Not applicable.

Authors’ Contribution
Conceptualization, N.I. Bukhari; methodology, E. Ahmad; 
software, M. Jahangir; validation, J. Khan; formal analysis, 
A. Sarwar.; investigation, T. Aziz; resources, A. F. Alas-
mari; data curation, M. Alharbi and A. Alsahammari; writ-
ing-original draft preparation, E. Ahmad.; writing-review 
and editing, G. Nabi; visualization, T. Aziz; supervision, T. 
Aziz; project administration, N.I. Bukhari; funding acqui-
sition, T. Aziz.

Funding
The authors greatly acknowledge and express their grati-
tude to the Researchers Supporting Project number (RSP-
D2023R568), King Saud University, Riyadh, Saudi Arabia.

ORICD ID
T. Aziz: 0000-0003-0905-8076

References

  1)	 Rodrigues M, Alves G, Abrantes J, Falcão A. 
Herb-drug interaction of Fucus vesiculosus ex-
tract and amiodarone in rats: a potential risk for 
reduced bioavailability of amiodarone in clinical 
practice. Food Chem Toxicol 2013; 52: 121-128.

  2)	 Ahmad B, Muhammad Yousafzai A, Maria H, 
Khan AA, Aziz T, Alharbi M, Alsahammari A, 
Alasmari AF. Curative Effects of Dianthus ori-
entalis against Paracetamol Triggered Oxidative 
Stress, Hepatic and Renal Injuries in Rabbit as 
an Experimental Model. Separations 2023; 182: 
1-16.

  3)	 Hertog MGL, Hollman PCH, Venema DP. Optimi-
zation of a quantitative HPLC determination of po-
tentially anticarcinogenic flavonoids in vegetables 
and fruits. J Agric Food Chem 1992; 40: 1591-
1598.

  4)	 Lee J, Mitchell AE. Pharmacokinetics of quercetin 
absorption from apples and onions in healthy hu-
mans. J Agric Food Chem 2012; 60: 3874-3881.

  5)	 Dajas F. Life or death: neuroprotective and an-
ticancer effects of quercetin. J Ethnopharmacol 
2012; 143: 383-396.

  6)	 Zhang M, Swarts SG, Yin L, Liu C, Tian Y, Cao Y, 
Swarts M, Yang S, Zhang SB, Zhang K. Antioxi-
dant properties of quercetin, in Oxygen transport 
to tissue XXXII. Springer. p. 283-289, 2011.

  7)	 Wu W, Li R, Li X, He J, Jiang S, Liu S, Yang J. 
Quercetin as an antiviral agent inhibits influenza 
A virus (IAV) entry. Viruses 2016; 8: 6.

  8)	 Alkushi AGR, Elsawy NAM. Quercetin attenuates, 
indomethacin-induced acute gastric ulcer in rats. 
Folia morphologica 2017; 76: 252-261.

  9)	 Mlcek J, Jurikova T, Skrovankova S, Sochor J. 
Quercetin and its anti-allergic immune response. 
Molecules 2016; 21: 623.

10)	 scribano-Ferrer E, Queralt Regué J, Garcia-Sa-
la X, Boix Montañés A, Lamuela-Raventos RM. 
In Vivo Anti-inflammatory and Antiallergic Activi-
ty of Pure Naringenin, Naringenin Chalcone, and 
Quercetin in Mice. J Nat Prod 2019; 82: 177-182.

11)	 Srinivasan P, Vijayakumar S, Kothandaraman S, 
Palani M. Anti-diabetic activity of quercetin ex-
tracted from Phyllanthus emblica L. fruit: In sili-
co and in vivo approaches. J Pharm Anal 2018; 8: 
109-118.

12)	 Umathe SN, Dixit PV, Kumar V, Bansod KU, Wan-
jari MM. Quercetin pretreatment increases the 
bioavailability of pioglitazone in rats: involvement 
of CYP3A inhibition. Biochem Pharmacol 2008; 
15; 75: 1670-1676.

13)	 Samala S, Veeresham C. Pharmacokinetic and 
Pharmacodynamic Interaction of Boswellic Acids 
and Andrographolide with Glyburide in Diabet-



E. Ahmad, M. Jahangir, N.I. Bukhari, J. Khan, A. Sarwar, et al

11220

ic Rats: Including Its PK/PD Modeling. Phytother 
Res 2016; 30: 496-502.

14)	 Singh A, Patel SK, Kumar P, Das KC, Verma D, 
Sharma R, Tripathi T, Giri R, Martins N, Garg N. 
Quercetin acts as a P-gp modulator via impeding 
signal transduction from nucleotide-binding do-
main to transmembrane domain. J Biomol Struct 
Dyn 2022; 40: 4507-4515.

15)	 Shin SC, Choi JS, Li X. Enhanced bioavailability of 
tamoxifen after oral administration of tamoxifen with 
quercetin in rats. Int J Pharm 2006; 313: 144-149.

16)	 Andres S, Pevny S, Ziegenhagen R, Bakhiya N, 
Schäfer B, Hirsch-Ernst KI, Lampen A. Safety As-
pects of the Use of Quercetin as a Dietary Sup-
plement. Mol Nutr Food Res 2018; 62.

17)	 Khurshaid I, Ilyas S, Zahra N, Ahmad S, Aziz T, 
Al-Asmari F, Almowallad S, Al-Massabi RF, Ala-
nazi YF, Barqawi AA, Tahir Kassim RM, Alamri 
AS, Alhomrani M, Sameeh MY. Isolation, prepara-
tion and investigation of leaf extracts of Aloe bar-
badensis for its remedial effects on tumor necro-
sis factor alpha (TNF-α) and interleukin (IL-6) by 
in vivo and in silico approaches in experimental 
rats. Acta Biochim Pol 2023; 6827: 1-7.

18)	 Yu CP, Wu PP, Hou YC, Lin SP, Tsai SY, Chen 
CT, Chao PD. Quercetin and rutin reduced the 
bioavailability of cyclosporine from Neoral, an im-
munosuppressant, through activating P-glycopro-
tein and CYP 3A4. J Agric Food Chem 2011; 59: 
4644-4648.

19)	 Papiris SA, Triantafillidou C, Kolilekas L, Markoula-
ki D, Manali ED. Amiodarone: review of pulmonary 
effects and toxicity. Drug Saf 2010; 33: 539-558. 

20)	 Shayeganpour A, Hamdy DA, Brocks DR. Phar-
macokinetics of desethylamiodarone in the rat af-
ter its administration as the preformed metabolite, 
and after administration of amiodarone. Biopharm 
Drug Dispos 2008; 29: 159-166.

21)	 Van Herendael H, Dorian P. Amiodarone for the 
treatment and prevention of ventricular fibrillation 
and ventricular tachycardia. Vasc Health Risk 
Manag 2010; 6: 465-472.

22)	 Pérez-Ruiz T, Martínez-Lozano C, Sanz A, Bra-
vo E. Development and validation of a capillary 
electrophoretic method for the determination of 
amiodarone and desethylamiodarone. Chromato-
graphia 2002; 56: 63-67.

23)	 Siddoway LA. Amiodarone: guidelines for use 
and monitoring. Am Fam Physician 2003; 68: 
2189-2196.

24)	 Edwin SB, Jennings DL, Kalus JS. An evaluation 
of the early pharmacodynamic response after si-
multaneous initiation of warfarin and amiodarone. 
J Clin Pharmacol 2010; 50: 693-698.

25)	 Karimi S, Hough A, Beckey C, Parra D. Results 
of a safety initiative for patients on concomitant 
amiodarone and simvastatin therapy in a Veter-
ans Affairs medical center. J Manag Care Pharm 
2010; 16: 472-481.

26)	 Roughead EE, Kalisch LM, Barratt JD, Gilbert AL. 
Prevalence of potentially hazardous drug interac-

tions amongst Australian veterans. Br J Clin Phar-
macol 2010; 70: 252-257. 

27)	 Epstein AE, Olshansky B, Naccarelli GV, Ken-
nedy JI Jr, Murphy EJ, Goldschlager N. Practi-
cal Management Guide for Clinicians Who Treat 
Patients with Amiodarone. Am J Med 2016; 129: 
468-475.

28)	 Berdunov V, Avery A, Elliott R. Cost-effectiveness 
analysis of alternative strategies of monitoring for 
amiodarone-related thyroid toxicity in UK primary 
care. Value in Health 2015; 18: A390.

29)	 Lynch T, Price A. The effect of cytochrome P450 
metabolism on drug response, interactions, and 
adverse effects. Am Fam Physician 2007; 76: 
391-396.

30)	 Ohyama K, Nakajima M, Suzuki M, Shimada 
N, Yamazaki H, Yokoi T. Inhibitory effects of 
amiodarone and its N-deethylated metabolite on 
human cytochrome P450 activities: prediction 
of in vivo drug interactions. Br J Clin Pharmacol 
2000; 49: 244-253.

31)	 Ammara A, Sobia A, Nureen Z, Sohail A, Abid S, 
Aziz T, Nahaa MA, Rewaa SJ, Ahellah MJ, Nouf 
SAA, Nehad AS, Manal YS, Amnah AA, Majid 
A, Abdulhakeem SA, Anas SD, Saad A. Revolu-
tionizing the effect of Azadirachta indica extracts 
on edema induced changes in C-reactive protein 
and interleukin-6 in albino rats: in silico and in vi-
vo approach. Eur Rev Med Pharmacol Sci 2023; 
27: 5951-5963.

32)	 Elsherbiny ME, El-Kadi AO, Brocks DR. The ef-
fect of β-naphthoflavone on the metabolism of 
amiodarone by hepatic and extra-hepatic micro-
somes. Toxicol Lett 2010; 195: 147-154.

33)	 Shapiro LE, Shear NH. Drug interactions: Pro-
teins, pumps, and P-450s. J Am Acad Dermatol 
2002; 47: 467-488.

34)	 Kalitsky-Szirtes J, Shayeganpour A, Brocks D, Pi-
quette-Miller M. Suppression of drug-metaboliz-
ing enzymes and efflux transporters in the intes-
tine of endotoxin-treated rats. Drug Metab Dispos 
2004; 32: 20-27.

35)	 Trivier JM, Libersa C, Belloc C, Lhermitte M. 
Amiodarone N-deethylation in human liver micro-
somes: involvement of cytochrome P450 3A en-
zymes (first report). Life Sci 1993; 52: PL91-6.

36)	 Soyama A, Hanioka N, Saito Y, Murayama N, An-
do M, Ozawa S, Sawada J. Amiodarone N-deethyla-
tion by CYP2C8 and its variants, CYP2C8*3 and CY-
P2C8 P404A. Pharmacol Toxicol 2002; 91: 174-178.

37)	 Rodrigues M, Alves G, Francisco J, Fortuna A, 
Falcão A. Herb-drug pharmacokinetic interaction 
between carica papaya extract and amiodarone 
in rats. J Pharm Pharm Sci 2014; 17: 302-315.

38)	 Rauf B, Alyasi S, Zahra N, Ahmad S, Sarwar A, 
Aziz T, Alharbi M, Alshammari A, Alasmari AF. 
Evaluating the influence of Aloe barbadensis ex-
tracts on edema induced changes in C-reactive 
protein and interleukin-6 in albino rats through in 
vivo and in silico approaches. Acta Biochim Pol 
2023; 17; 70: 425-433.



Influence of quercetin on amiodarone pharmacokinetics and biodistribution in rats

11221

39)	 Ahmad E, Jahangeer M, Mahmood Akhtar Z, Aziz 
T, Alharbi M, Alshammari A, Alasmari AF, Irfan 
Bukhari N. Characterization and gastroprotective 
effects of Rosa brunonii Lindl. fruit on gastric mu-
cosal injury in experimental rats - A preliminary 
study. Acta Biochim Pol 2023; 70: 633-641.

40)	 Sowjanya C, Rao AR, Veeresham C. Research Ar-
ticle Pharmacokinetic and Pharmacodynamic In-
teraction of Quercetin with Saxagliptin in Normal 
and Diabetic Rats. Pharmacologia 2017: 8: 90-94.

41)	 Rodrigues M, Alves G, Ferreira A, Queiroz J, Fal-
cão A. A rapid HPLC method for the simultaneous 
determination of amiodarone and its major me-
tabolite in rat plasma and tissues: a useful tool for 
pharmacokinetic studies. J Chromatogr Sci 2013; 
51: 361-370.

42)	 US Food and Drug Administration. Bioanalyti-
cal method validation guidance for industry. Bio-
pharmaceutics 2018. Available at: https://www.
fda.gov/files/drugs/published/Bioanalytical-Meth-
od-Validation-Guidance-for-Industry.pdf

43)	 Martín-Algarra RV, Pascual-Costa RM, Merino 
M, Casabó VG. Intestinal absorption kinetics of 
amiodarone in rat small intestine. Biopharm Drug 
Dispos 1997; 18: 523-532.

44)	 Kim JE, Lee MR, Park JJ, Choi JY, Song BR, Son 
HJ, Choi YW, Kim KM, Hong JT, Hwang DY. Quer-
cetin promotes gastrointestinal motility and mucin 
secretion in loperamide-induced constipation of 
SD rats through regulation of the mAChRs down-
stream signal. Pharm Biol 2018; 56: 309-317.

45)	 Cermanova J, Fuksa L, Brcakova E, Hroch M, 
Kucera O, Kolouchova G, Hirsova P, Malakova 
J, Staud F, Martinkova J. Up-regulation of renal 
Mdr1 and Mrp2 transporters during amiodarone 
pretreatment in rats. Pharmacological Research 
2010; 61: 129-135.

46)	 Zhou SF, Zhou ZW, Li CG, Chen X, Yu X, Xue 
CC, Herington A. Identification of drugs that inter-
act with herbs in drug development. Drug Discov 
Today 2007; 12: 664-673.

47)	 Venkataramanan R, Komoroski B, Strom S. In vi-
tro and in vivo assessment of herb-drug interac-
tions. Life Sci 2006; 78: 2105-2115.

48)	 Shayeganpour A, Jun AS, Brocks DR. Pharmaco-
kinetics of Amiodarone in hyperlipidemic and sim-
ulated high fat-meal rat models. Biopharm Drug 
Dispos 2005; 26: 249-257.

49)	 Meng X, Mojaverian P, Doedée M, Lin E, Wein-
ryb I, Chiang ST, Kowey PR. Bioavailability of 
amiodarone tablets administered with and with-
out food in healthy subjects. Am J Cardiol 2001; 
87: 432-435.

50)	 Patel RV, Mistry BM, Shinde SK, Syed R, Singh 
V, Shin HS. Therapeutic potential of quercetin as 
a cardiovascular agent. Eur J Med Chem 2018 
Jul; 155: 889-904.

51)	 Zhou S, Chan E, Li X, Huang M. Clinical out-
comes and management of mechanism-based in-
hibition of cytochrome P450 3A4. Ther Clin Risk 
Manag 2005; 1: 3-13.

52)	 Backman JT, Filppula AM, Niemi M, Neuvonen 
PJ. Role of Cytochrome P450 2C8 in Drug Me-
tabolism and Interactions. Pharmacol Rev 2016; 
68: 168-241.

53)	 Libersa CC, Brique SA, Motte KB, Caron JF, 
Guédon-Moreau LM, Humbert L, Vincent A, 
Devos P, Lhermitte MA. Dramatic inhibition of 
amiodarone metabolism induced by grapefruit 
juice. Br J Clin Pharmacol 2000; 49: 373-378.

54)	 Zhi J, Moore R, Kanitra L, Mulligan TE. Effects of 
orlistat, a lipase inhibitor, on the pharmacokinet-
ics of three highly lipophilic drugs (amiodarone, 
fluoxetine, and simvastatin) in healthy volunteers. 
J Clin Pharmacol 2003; 43: 428-435.

55)	 Riasat A, Jahangeer M, Sarwar A, Saleem Y, 
Shahzad K, Ur Rahman S, Aziz R, Aziz T, Al-
harbi M, Albakeiri TH, Alasmari AF. Scrutinizing 
the therapeutic response of Phyllanthus exmbli-
ca’s different doses to restore the immunomodu-
lation potential in immunosuppressed female al-
bino rats. Eur Rev Med Pharmacol Sci 2023; 27: 
9854-9865.

56)	 Bailey DG, Spence JD, Munoz C, Arnold JM. In-
teraction of citrus juices with felodipine and nifed-
ipine. Lancet 1991; 337: 268-269.

57)	 Dawes M, Chowienczyk PJ. Drugs in pregnancy. 
Pharmacokinetics in pregnancy. Best Pract Res 
Clin Obstet Gynaecol 2001; 15: 819-826.

58)	 Hall GM, Hunter JM, Cooper MS. Core Topics in 
Endocrinology in Anaesthesia and Critical Care. 
Cambridge University Press, 2010.

59)	 Chew E, Ghosh M, McCulloch C. Amiodarone-in-
duced cornea verticillata. Can J Ophthalmol 
1982; 17: 96-99.


