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Abstract:

The functional single nucleotide polymorphism (SNP) C3435T in exon 26 of the ABCB1 gene encoding the xenobiotic transporter
P-glycoprotein (P-gp) may influence susceptibility to several diseases, as well as the clinical outcome of treatment with P-gp sub-
strates. Exposure to environmental chemicals is thought to be involved in peptic ulcer pathogenesis and then later in stomach cancer
development. About 80% of ulcers are associated with Helicobacter pylori infection, one of the risk factors of stomach cancer.
P-gp-transported drugs are used in treatment of H. pylori. Therefore, a lack of effectiveness in eradication therapy can lead to chronic
stomach inflammation and promote cancerogenesis.

In this study, 196 patients with peptic ulcers divided into two groups with and without H. pylori infection and combined with 96
healthy controls were genotyped for the ABCB1 C3435T SNP. A trend towards higher incidence of the 3435TT genotype among pep-
tic ulcer patients than in controls (p = 0.0983) was observed. Likewise, the 3435T allele was more frequent in groups suffering from
peptic ulcers. The association was near to statistical significance (p = 0.0538). Between analyzed genotypes and H. pylori infection,
statistically significant dependence was found (p = 0.0372). In addition, the CT genotype was associated with 1.56 times and the TT
with 2.45 times higher prevalence of infection compared to the CC genotype. A similar association was present in a subgroup of pep-
tic ulcer men (p = 0.0090).

The isolated C3435T ABCB1 SNP is not a major factor for genetic susceptibility to peptic ulcer, but in a group of men who suffered
from peptic ulcer, this polymorphism seemed to be a risk factor for H. pylori infection development.
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Abbreviations: ABC — adenosine triphosphate-binding cas- Introduction
sette, ABCBI — adenosine triphosphate-binding cassette sub-

family B transporter 1 gene, H. pylori — Helicobacter pylori, . . . .
HWE — Hardy-Weinberg equilibrium, P-gp — P-glycoprotein, Multiple factors contribute to pathogenesis of gastric

RFLP - restriction fragment length polymorphism, SNP —sin- ~ cancer. Environmental factors, including dietary hab-
gle nucleotide polymorphism its, are important in its development. In 1994, the In-
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ternational Agency for Research on Cancer classified H.
pylori as carcinogenic to humans. It causes a chronic in-
flammation of the stomach mucosa and is strongly
linked to the development of peptic ulcers and gastric
cancer. However, it is important to emphasize that
over 80% of individuals infected with the bacterium
are asymptomatic and the development of gastric can-
cer in H. pylori positive patients is diagnosed at a low
rate for this population [10, 34]. These data suggest
that genetic factors may also influence the develop-
ment of peptic ulcers and gastric cancer. A lot of pub-
lications have indicated that gastric cancer appearance
depends, to some measure, on polymorphisms in
genes which protein products are involved in immu-
nological defense (e.g., cytokine IL-1, IL-10), drug
metabolism (e.g., CYP2A6, CYP2E1, CYP2C19, glu-
tathione S-transferase, N-acetyltransferase) [3] and
transport (e.g., P-glycoprotein) [32].

P-glycoprotein (P-gp) is a multidrug resistant trans-
porter (MDR1, ABCB1) encoded by the ABCBI gene.
P-gp was originally isolated from cancer cells that be-
came resistant to anticancer drugs. This protein is also
expressed in normal tissues, including the liver, kid-
ney, intestines, brain, placenta and adrenals [33]. P-gp
is highly expressed on the apical (luminal) surface of
organs that have excretory functions, such as the bile
canalicular membrane of hepatocytes and the renal
proximal tubule. Moreover, P-gp is significantly ex-
pressed on the luminal surface of tissues that serve as
barriers, such as the brush border of the small intes-
tine and the capillary endothelial cells of the blood-
brain barrier. P-gp is involved in active transport of
a large number of amphipathic molecules through lipid
membranes. Another function is the export of unneces-
sary and toxic exogenous substances out of cells.

Tissue distribution suggests that P-gp protects the
body from toxic xenobiotics by secreting them into the
bile, urine, and intestinal lumen and by reducing their
accumulation in the brain and testes. A wide range of
structurally unrelated anti-cancer drugs can be actively
extruded from tumor cells by this protein, thus P-gp is
responsible for the multidrug resistance phenotype [11,
15]. Additionally, drugs recommended for the treat-
ment of acid-related disorders with H. pylori infection,
such as proton pump inhibitors (PPI) and antibiotics
(i.e., amoxicillin and either clarithromycin or metroni-
dazole), are substrates for P-gp and can lead to ineffec-
tive therapy. Recent investigations have also implicated
P-gp in the system regulating cell differentiation, pro-
liferation and survival [15].

In 2000, Hoffmeyer et al. [9] performed systemic
screening for ABCB1 (MDRI) genetic polymorphisms and
identified 15 single nucleotide polymorphisms (SNPs) in
a Caucasian population. Recently, more than 50 single nu-
cleotide polymorphisms of the ABCBI gene [18] and 3 in-
sertion/deletion polymorphisms [11] have been listed. Of
all identified SNPs, a silent single nucleotide polymor-
phism C3435T in exon 26 of ABCBI is the best character-
ized [19]. It is known that it is correlated with altered ex-
pression and function of P-gp [16], as well as altered phar-
macokinetics and pharmacodynamics, but the mechanisms
are unclear [27]. The mutant T-allele was found to be
linked with lower P-gp expression and/or activity in the
duodenum [9], natural killer cells [8], and renal paren-
chyma [28]. Recently, it has been reported that the C3435T
polymorphism can change mRNA stability and influence
P-gp expression [16]. In many studies, the effects of
C3435T on susceptibility to cancer diseases were studied,
but there are still discrepancies in the results.

In 2007, Tahara et al. [32] published research showing
the patients with a TT genotype in the 3435 position of
ABCBI gene were at low risk of gastric cancer develop-
ment. The TT genotype was found less frequently in H.
pylori positive and negative gastric cancer patients than in
a control group. Different results were also obtained [29].
Sugimoto et al., [29] attempted to determine the associa-
tion between the ABCBI C3435T polymorphism and sus-
ceptibility to gastric cancer and peptic ulcers in H. pylori
positive patients. They concluded that there was a lack of
dependence between this polymorphism and the risk for
gastric cancer and peptic ulcer development.

The phenomenon of polymorphisms in ABCBI
with functional consequences is expected to be of
high clinical importance due to the wide spectrum of
drugs and toxins that are P-gp substrates. Observa-
tions that this gene and its protein are involved in the
pathogenesis of chronic stomach inflammation mean
that it may be a risk factor for gastric cancer develop-
ment. Because P-gp-substrate drugs are used in the
treatment of peptic ulcers, evaluation of the impact of
the C3435T ABCBI polymorphism in patients with
this disease is critically important.

Materials and Methods

Materials

One hundred ninety-six patients suffering from gas-
tric ulcers (71 males, median age of 52, range 17-84;

Pharmacological Reports, 2011, 63, 992-998 993



125 females, median age of 56, range 14-85) diag-
nosed in the Department of Surgery, District Hospital,
Leczyca, Poland were enrolled in the study. The con-
trol group consisted of 96 blood donors at a local
blood bank, geographically and ethnically matched to
the patients. The results of ABCBI genotyping of the
control group were reported previously [14]. The data
concerning exposure to carcinogens in patients and
controls were not available. The investigation was in
accordance with the principles of the Declaration of
Helsinki and was approved by the Ethical Committee
of the Medical University of Lodz. All subjects in-
cluded in the study gave informed consent.

Rapid urease test

Biopsy specimens were collected and then used to con-
duct rapid urease test (Instytut Zywnosci i Zywienia
Warszawa, Poland) to detect H. pylori infection. The
basis of this test is the ability of H. pylori to secrete
the urease enzyme, which catalyzes the conversion of
urea to ammonia and bicarbonate. This test was per-
formed at the time of gastroscopy. Mucosa are taken
during biopsy from the antrum of the stomach and
placed into a medium containing urea and an indica-
tor, such as phenol red. The urease produced by H. py-
lori then hydrolyzes urea to ammonia, which raises
the pH of the medium and changes the color of the
sample from yellow (negative) to red (positive).

Genotyping of C3435T ABCB1 SNP

The C3435T ABCBI SNP was identified using PCR-
RFLP (restriction fragment length polymorphism) as
described previously [12]. Briefly, genomic DNA was
isolated from peripheral blood cells (control subjects)
or biopsy specimens of gastric mucosa (gastric ulcers
patients) by standard methods. The reaction mixture

for PCR amplification consisted of DNA template,
0.5 uM of each primer (TTGATGGCAAAGAAA TAA
AGC; CTTACATTAGGCAGTGACTCG, 10X PCR
buffer, 1.5 mM MgCl,, 0.5 U of Taq DNA polymerase,
and 0.2 mM of each ANTP. PCR grade water was added
to a final volume of 20 pl. PCR amplification consisted
of three steps: denaturation at 94°C for 90 s, annealing at
54°C for 60 s and extension at 72°C for 90 s over 30 cy-
cles. A negative control was included in each experi-
ment. Amplified DNA fragments (206 bp) were cut by
restriction enzyme Mbol (Fermentas, Vilnius, Lithuania)
for 16 h at 37°C. The genotypes were identified by elec-
trophoresis of DNA fragments generated after digestion
(two bands of 130 and 76 bp for 3435CC, one band of
206 bp for 3435TT and three bands of 206bp, 130 bp
and 76 bp for heterozygous 3435CT genotype).

Statistical analysis

All statistical analyses were performed using the
STATISTICA version 8.0 (StatSoft, Tulsa, OK, USA)
software package. The y’ test was applied to evaluate
conformity between the observed and expected genotype
frequencies according to the Hardy-Weinberg rule and to
determine the significance of differences in allele and
genotype frequencies between cases and controls. An
odds ratio (OR) with a 95% confidence interval (95% CI)
was estimated by logistic regression. A p-value < 0.05
was assumed as significant in all tests conducted.

Results

In all 196 patients included in the study, genotyping
of C3435T ABCBI SNP was successful. The geno-
types in the group of patients with peptic ulcers and
the group of healthy individuals (control) were dis-

Tab. 1. Comparison of C3435T ABCB1 allele and genotype frequencies between peptic ulcer patients and healthy individuals

ABCB1 variants Peptic ulcer Control D (x? test) (Odds ratio 95% Cl
n=196 n=96

cC 46 (23.5%) 27 (28.1%) 1 -
CT 83 (42.3%) 48 (50.0%) 0.0983 1.36 0.98-1.91
T 67 (34.2%) 21(21.9%) 1.86 0.95-3.63
C 175 (44.6%) 102 (53.1%)
T 217 (55.4%) 90 (46.9%) 0.0538

HWE: p 0.1339 0.9991
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tributed in accordance with the Hardy-Weinberg equi-
librium (HWE) (Tab. 1). Allele and genotype frequen-
cies were calculated and compared with those ob-
tained earlier for the control group. There was a trend
towards higher incidence of the 3435TT genotype
among peptic ulcer patients than controls (p = 0.0983).
Likewise, in the patient group, the 3435T allele was
more frequently observed. The association was near
to statistical significance (p = 0.0538).

Connection between the C3435T ABCB1 SNP and
H. pylori infection was assessed in the group of peptic
ulcer patients (Tab. 2). A statistically significant de-
pendence between the analyzed genotypes and H. py-
lori infection was found (p = 0.0372). The CT geno-
type was associated with 1.56 times and the TT geno-
type with 2.45 times higher risk for infection
compared to the CC genotype. A similar association

between the C3435T genotype and H. pylori infection
was present in the subgroup of peptic ulcer men (p =
0.0090), but not in the subgroup of peptic ulcer
women (p = 0.4011). In addition, TT homozygous
men were proved to have 8.34 times greater and het-
erozygous men 2.90 times lower risk of H. pylori in-
fection than CC male carriers.

A statistically significant link between the presence
of the 3435T allele and H. pylori infection both in all
peptic ulcer patients (p = 0.0133) and peptic ulcer
men (p = 0.0014) was discovered. The 3435T allele
was more frequent in H. pylori-positive patients when
cases of both genders were analyzed and in H. pylori-
positive men only. Surprisingly, no significant con-
nection between the C3435T ABCBI allele frequency
and H. pylori infection was found in the group of
women with peptic ulcers (p = 0.4994).

Tab. 2. Comparison of C3435T ABCB1 allele and genotype frequencies between H. pyloriinfected and uninfected peptic ulcer patients

ABCB1 All cases D (x2 test) (0dds ratio 95% Cl
variants
Infected, n =101 Uninfected, n =95
CC 20 (19.8%) 26 (27.4%) 1 -
CT 38 (37.6%) 45 (47.4%) 0.0372* 1.56 1.07-2.30
1T 43 (42.6%) 24 (25.2%) 2.45 1.13-5.37
C 78 (38.6%) 97 (51.1%)
T 124 (61.4%) 93 (48.9%) 0.0133*
HWE: p 0.1164 0.8785
Women
Infected, n = 65 Uninfected, n =60
CC 15(23.1%) 13 (21.7%) 1 -
CT 23 (35.4%) 28 (46.8%) 0.4011 1.16 0.72-1.86
T 27 (41.5%) 19 (31.7%) 1.35 0.53-3.44
C 53 (40.8%) 54 (45.0%)
T 77 (59.2%) 66 (55.0%) 0.4994
HWE: p 0.0980 0.9064
Men
Infected, n = 36 Uninfected, n =35
CC 5(13.9%) 13 (37.1%) 1 -
CT 15 (41.7%) 17 (48.6%) 0.0090* 2.90 1.40-6.04
1T 16 (44.4%) 5(14.3%) 8.34 1.95-36.52
C 25 (34.7%) 43 (61.4%)
T 47 (65.3%) 27 (38,6%) 0.0014*
HWE: p 0.8890 0.9891

* Statistically significant
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Discussion

Peptic ulcer disease has been a significant cause of
morbidity and mortality over the past two centuries.
Familiar occurrence of the disease has been observed
and considered to be an effect of shared environment,
but recent evidence also suggests genetic factors [25].
In light of the presented results, the polymorphism of
the ABCB1 gene coding membrane transporter glyco-
protein P could be of relevance in explaining the in-
herited component of peptic ulcer pathogenesis.

There is strong evidence that P-gp plays an impor-
tant role in the maintenance of homeostasis in the di-
gestive tract. The interaction between bacterial toxins
and food carcinogens and the gastric mucosa can lead
to susceptibility to chronic peptic ulcer and gastric
cancerogenesis. As such, P-gp as a plasma membrane
pump may be involved in the clearance of carcino-
gens within the gastric mucosa. Several reports have
suggested that SNPs of ABCBI are a risk factor for
cancer development, including ALL [13], MM [14],
renal cancer [28] and colon cancer [17, 22, 23]. How-
ever, such a correlation was not found in inflamma-
tory bowel disease [4].

Genotype distribution showed no distortion from
the Hardy-Weinberg rule, which suggested represen-
tative sampling for the investigated populations. In
this study, the allele/genotype frequency of the poly-
morphism of ABCBI gene in healthy population was
similar to other Caucasian populations from Europe
[2, 5,9, 35], as well as different from Asian popula-
tions [31].

In this study, no significant difference was found in
the genotype distribution between group with peptic
ulcers and control population, but there was a trend
towards higher incidence of the 3435TT genotype
among peptic ulcer patients than controls. Significant
differences in frequency of the T allele in investigated
populations were also observed.

In the majority of studies, people having the homo-
zygous TT genotype had lower P-gp expression in
various normal tissues [1, 30]. For example, Hitzl et
al. [8] observed that P-gp activity and MDR1 mRNA
expression in peripheral blood CD56+ NK cells was
the highest in 3435CC carriers, intermediate in 3435CT
carriers, and the lowest in 3435TT carriers. Our re-
sults (allele C — 44.6%) were different than in African
populations, where this allele is most common (e.g.,
Kenyan 83%, Sudanese 73%, Ghanaian 83%), but
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similar to other Caucasian and Asian populations
(e.g., Portuguese 43%, British Caucasian 48%, Ger-
man 46-52%, Chinese 53%, Southwest Asian 34%,
Japanese 51%) [1, 2, 8, 9, 30]. On the basis of these
data, we could see that our population was similar to
other Caucasian populations, but different than Afri-
can populations for genotype and allele frequency of
C3435T polymorphism. Because the TT genotype is
associated with lower P-gp expression, patients that
carry the T allele might be more sensitive to certain
cytotoxic agents.

The great achievement in the understanding of pep-
tic ulcer pathogenesis was the Noble prize-winning
discovery of H. pylori. This Gram-negative bacteria
persistently colonizes the human stomach, evoking
innate and adaptive host immune response and conse-
quently, chronic inflammation, which can predispose
the carrier to peptic ulceration, gastric lymphoma, and
gastric carcinoma. Mohammadi et al. [21] showed
that infection induced with a single isolate of Helico-
bacter felis resulted in various patterns and intensities
of gastric inflammation in different inbred mouse
strains. This proved the significance of host response in
disease outcome during Helicobacter infection. Addi-
tionally, a twin cohort study revealed that convergence
of anti-H. pylori status was significantly higher in
monozygotic than dizygotic twins, which firmly indi-
cated a genetic basis for H. pylori infection [25].

The interaction between H. pylori and antigen pre-
senting cells, such as monocytes or dendritic cells,
leads to the secretion of cytokines (e.g., IL-1b,
TNF-a, IL-8). These cytokines attract neutrophils,
lymphocytes and plasma cells. Attracted cells are ac-
tivated and increase the production of pro- and anti-
inflammatory cytokines [24]. Many of the genes en-
coding cytokines important for inflammatory re-
sponses, including gastritis, are known to be polymor-
phic. Different gene alleles lead to different levels of
that cytokine generated in response to the same anti-
genic stimulus. It is well established that IL-1B, IL-8,
IL-10 and TNF-a gene polymorphisms are associated
with H. pylori infection, gastric atrophy, and gastric
cancer [7].

A statistically significant dependence between the
C3435T ABCBI genotypes and H. pylori infection
(p = 0.0372) was revealed. The CT genotype was
found to be connected with 1.56 and the TT genotype
with 2.45 times higher prevalence of infection com-
pared to the CC genotype. Beside the tissue barriers
and luminal surfaces of excretory organs, P-gp is con-
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stitutively expressed in the natural killer (NK) cells,
antigen-presenting dendritic cells, and T and B lym-
phocytes. It was proved that inhibition of P-gp efflux
function using either specific monoclonal antibodies or
pharmacological inhibitors, or a decrease of P-gp ex-
pression using antisense oligonucleotides, resulted in a
reduction in NK and CD8 T-cell cytolytic activity [15].

Additionally, P-gp could be involved in the trans-
endothelial migration of antigen-presenting dendritic
cells and T lymphocytes during an immune response
[26]. P-gp as a transporter of cytokines (e.g., IL-1b,
IL-2, IL-4, IFN-y, TNF-a) [20] could then regulate
both their activation and migration processes. This
hypothesis could also provide an explanation for the
results reported here. Differences in P-gp expression
levels connected with different C3435T ABCB1 geno-
types could thus influence immunological response
and susceptibility to chronic infection caused by H.
pylori.

High frequency of the TT genotype in a group with
peptic ulcers could be important for other reasons. For
example, Gawronska-Szklarz et al. [6] reported that
genotype 3435 TT was more often found in groups of
patients who were cured after the first cycle of triple
therapy. Moreover, 3435 polymorphism of the ABCB1
gene together with polymorphism of CYP2C19 were
recommended as independent predictive determinants
of the efficacy of triple therapy, including proton
pump inhibitors.

In conclusion, it was found that the C3435T
ABCBI1 SNP alone was not a major factor for genetic
susceptibility to peptic ulcers. In the group of men
suffering from peptic ulcers, rather, this polymor-
phism of the ABCBI gene seemed to be a risk factor
for H. pylori infection development.

Acknowledgment:
Supported by grant 507-13-051 from Ministry of Science and
Higher Education, Warszawa, Poland.

References:

1. Ameyaw MM, Regateiro F, Li T, Liu X, Tariq M,
Mobarek A, Thornton N et al.: MDR1 pharmacogenet-
ics: frequency of the C3435T mutation in exon 26 is sig-
nificantly influenced by ethnicity. Pharmacogenetics,
2001, 11, 217-221.

2. Cascorbi I, Gerloff T, Johne A, Meisel C, Hoffmeyer S,
Schwab M, Schaeffeler E et al.: Frequency of single nu-

10.

11.

12.

13.

14.

cleotide polymorphisms in the P-glycoprotein drug trans-
porter MDR1 gene in white subjects. Clin Pharmacol
Ther, 2001, 69, 169-174.

. Con SA, Takeuchi H, Con-Chin GR, Con-Chin VG,

Yasuda N, Con-Wong R: Role of bacterial and genetic
factors in gastric cancer in Costa Rica. World J Gastroen-
terol, 2009, 15, 211-218.

. Croucher PJ, Mascheretti S, Foelsch UR, Hampe J,

Schreiber S: Lack of association between the C3435T
MDR1 gene polymorphism and inflammatory bowel dis-
ease in two independent Northern European populations.
Gastroenterology, 2003, 125, 1919-1920.

. Drozdzik M, Stefankiewicz J, Kurzawa R, Gornik W,

Baczkowski T, Kurzawski M: Association of the MDR1
(ABCBI) gene 3435C>T polymorphism with male infer-
tility. Pharmacol Rep, 2009, 61, 690-696.

. Gawronska-Szklarz B, Wrzesniewska J, Starzynska T,

Pawlik A, Safranow K, Ferenc K, Drozdzik M: Effect of
CYP2C19 and MDR1 polymorphisms on cure rate in pa-
tients with acid-related disorders with Helicobacter py-

lori infection. Eur J Clin Pharmacol, 2005, 61, 375-379.

. Hamajima N, Naito M, Kondo T, Goto Y: Genetic fac-

tors involved in the development of Helicobacter pylori-
related gastric cancer. Cancer Sci, 2006, 97, 1129-1138.

. Hitzl M, Drescher S, van der Kuip H, Schaffeler E,

Fischer J, Schwab M, Eichelbaum M, Fromm MF:

The C3435T mutation in the human MDR1 gene is asso-
ciated with altered efflux of the P-glycoprotein substrate
rhodamine 123 from CD56+ natural killer cells. Pharma-
cogenetics, 2001, 11, 293-298.

. Hoffmeyer S, Burk O, von Richter O, Arnold HP, Brock-

moller J, Johne A, Cascorbi I et al.: Functional polymor-
phisms of the human multidrug-resistance gene: multiple
sequence variations and correlation of one allele with
P-glycoprotein expression and activity in vivo. Proc Natl
Acad Sci USA, 2000, 97, 3473-3478.

International Agency for Research on Cancer: Schisto-
somes, liver flukes and Helicobacter pylori. IARC
monographs on the evaluation of carcinogenic risks to
humans, Lyon, 1994, 61.

Ishikawa T, Hirano H, Onishi Y, Sakurai A, Tarui S:
Functional evaluation of ABCB1 (P-glycoprotein) poly-
morphisms: high-speed screening and structure-activity
relationship analyses. Drug Metab Pharmacokinet, 2004,
19, 1-14.

Jamroziak K, Balcerczak E, Mtynarski W, Mirowski M,
Robak T: Distribution of allelic variants of functional
C3435T polymorphism of drug transporter MDR1 gene
in a sample of Polish population. Pol J Pharmacol, 2002,
54, 495-500.

Jamroziak K, Balcerczak E, Catka K, Piaskowski S,
Urbanska-Rys H, Salagacka A, Mirowski M, Robak T:
Polymorphisms and haplotypes in the multidrug resis-
tance 1 gene (MDRI1/ABCBI) and risk of multiple mye-
loma. Leuk Res, 2009, 332-335.

Jamroziak K, Mtynarski W, Balcerczak E, Mistygacz M,
Trelinska J, Mirowski M, Bodalski J, Robak T: Func-
tional C3435T polymorphism of MDR1 gene: an impact
on genetic susceptibility and clinical outcome of child-
hood acute lymphoblastic leukemia. Eur J Haematol,
2004, 72, 314-321.

Pharmacological Reports, 2011, 63, 992-998 997



16.

17.

18.

20.

21.

22.

23.

24.

25.

26.

998

. Johnstone RW, Ruefli AA, Smyth MJ: Multiple physio-

logical functions for multidrug transporter P-
glycoprotein? Trends Biochem Sci, 2000, 25, 1-6.
Kimchi-Sarfaty C, Oh JM, Kim W et al: A “silent” poly-
morphism in the MDR1 gene changes substrate specific-
ity. Science, 2007, 315, 525-528.

Komoto C, Nakamura T, Sakaeda T, Kroetz DL, Yamada
T, Omatsu H, Koyama T et al.: MDR1 haplotype fre-
quencies in Japanese and Caucasian, and in Japanese
patients with colorectal cancer and esophageal cancer.
Drug Metab Pharmacokinet, 2006, 21,126—132.

Kroetz DL, Pauli-Magnus C, Hodges LM, Huang CC,
Kawamoto M, Johns SJ, Stryke D et al.: Pharmacogenet-
ics of Membrane Transporters Investigators., Sequence
diversity and haplotype structure in the human ABCBI
(MDR1, multidrug resistance transporter) gene. Pharma-
cogenetics, 2003, 13, 481-94.

. Mickley LA, Lee JS, Weng Z, Zhan Z, Alvarez M,

Wilson W, Bates SE, Fojo T: Genetic polymorphism in
MDR-1: a tool for examining allelic expression in nor-
mal cells, unselected and drug-selected cell lines, and
human tumors. Blood, 1998, 91, 1749-56.

Mizutani T, Masuda M, Nakai E, Furumiya K, Togawa H,
Nakamura Y, Kawai Y et al.: Genuine functions of
P-glycoprotein (ABCB1). Curr Drug Metab, 2008, 9,
167-74.

Mohammadi M, Redline R, Nedrud J, Czinn S: Role of
the host in pathogenesis of Helicobacter-associated gas-
tritis: H. felis infection of inbred and congenic mouse
strains. Infect Immun, 1996, 64, 238-245.

Osswald E, Johne A, Laschinski G, Arjomand-Nahad F,
Malzahn U, Kirchheiner J, Gerloff T et al.: Association
of MDRI1 genotypes with susceptibility to colorectal can-
cer in older non-smokers. Eur J Clin Pharmacol, 2007,
63, 9-16.

Panczyk M, Balcerczak E, Piaskowski S, Jamroziak K,
Pasz-Walczak G, Mirowski M: ABCBI gene polymor-
phisms and haplotype analysis in colorectal cancer. Int
J Colorectal Dis, 2009, 24, 895-905.

Portal-Celhay C, Perez-Perez GI: Immune responses to
Helicobacter pylori colonization: mechanisms and clini-
cal outcomes. Clin Sci (Lond), 2006, 110, 305-14.
Réihd I, Kemppainen H, Kaprio J, Koskenvuo M, Sou-
rander L: Lifestyle, stress, and genes in peptic ulcer dis-
ease: a nationwide twin cohort study. Arch Intern Med,
1998, 158, 698-704.

Randolph GJ, Beaulieu S, Pope M, Sugawara I, Hoffman
L, Steinman RM, Muller WA: A physiologic function for
p-glycoprotein (MDR-1) during the migration of den-

Pharmacological Reports, 2011, 63, 992-998

27.

28.

29.

30.

31.

32.

33.

34.

35.

dritic cells from skin via afferent lymphatic vessels.

Proc Natl Acad Sci USA, 1998, 95, 6924-9.

Sakaeda T, Nakamura T, Okumura K: Pharmacogenetics
of MDR1 and its impact on the pharmacokinetics and
pharmacodynamics of drugs. Pharmacogenomics, 2003,
4,397-410.

Siegsmund M, Brinkmann U, Schaffeler E, Weirich G,
Schwab M, Eichelbaum M, Fritz P et al.: Association of
the P-glycoprotein transporter MDR1(C3435T) polymor-
phism with the susceptibility to renal epithelial tumors.

J Am Soc Nephrol, 2002, 13, 1847-1854.

Sugimoto M, Furuta T, Shirai N, Kodaira C, Nishino M,
Yamade M, Tkuma M et al.: MDR1 C3435T polymor-
phism has no influence on developing Helicobacter py-
lori infection-related gastric cancer and peptic ulcer in
Japanese. Life Sci, 2008, 83, 301-304.

Tanabe M, Ieri I, Nagata N: Expression of P-glycoprotein
in human placenta: relation to genetic polymorphism of
the multidrug resistance (MDR1) gene. J Pharmacol Exp
Ther, 2001, 297,1137-1143.

Tang K, Ngoi SM, Gwee PC, Chua JM, Lee EJ, Chong
SS, Lee CG: Distinct haplotype profiles and strong link-
age disequilibrium at the MDR1 multidrug transporter
gene locus in three ethnic Asian populations. Pharmaco-
genetics, 2002, 12, 437-50.

Tahara T, Arisawa T, Shibata T, Hirata I, Nakano H:
Multi-drug resistance 1 polymorphism is associated with
reduced risk of gastric cancer in the Japanese population.
J Gastroenterol Hepatol, 2007, 22, 1678-82.

Thiebaut F, Tsuruo T, Hamada H, Gottesman MM,
Pastan I, Willingham MC: Cellular localization of the
multidrug-resistance gene product P-glycoprotein in nor-
mal human tissues. Proc Natl Acad Sci USA, 1987, 84,
7735-7738.

Trevisani L, Sartori S, Galvani F, Caselli M, Ruina M,
Abbasciano V, Grandi E: Usefulness of brushing urease
test for diagnosis of Helicobacter pylori infection. Ital

J Gastroenterol Hepatol, 1998, 30, 599-601.

Turolo S, Tirelli AS, Ferraresso M, Ghio L, Belingheri
M, Groppali E, Torresani E, Edefonti A: Frequencies and
roles of CYP3A5, CYP3A4 and ABCBI single nucleo-
tide polymorphisms in Italian teenagers after kidney
transplantation. Pharmacol Rep, 2010, 62, 1159—-1169.

Received: October 18, 2010; in the revised form: December 8,
2010; accepted: January 26, 2011.



	849	Review Œ Lipoic acid Œ biological activity and therapeutic potential.
	Anna Gor¹ca, Halina Huk-Kolega, Aleksandra Piechota, Paulina Kleniewska, El¿bieta Ciejka, Beata Skibska

	859	Review Œ Statin-induced myopathies.
	Micha³ Tomaszewski, Karolina M. Stêpieñ, Joanna Tomaszewska, Stanis³aw J. Czuczwar

	867	Review Œ Novel mechanistic and clinical implications concerning the safety of statin discontinuation.
	Magdalena Jasiñska-Stroschein, Jacek Owczarek, Irena Wejman, Daria Orszulak-Michalak

	880	Anxiolytic-like activity of MGS0039, a selective group II mGlu receptor antagonist, is serotonin- and GABA-dependent.
	Katarzyna Stachowicz, Joanna Wieroñska, Helena Domin, Shigeyuki Chaki, Andrzej Pilc

	888	Behavioral deficits and exaggerated feedback control over raphe-hippocampal serotonin neurotransmission in restrained rats.
	Darakhshan J. Haleem

	898	Influence of aripiprazole on the antidepressant, anxiolytic and cognitive functions of rats.
	Kinga Burda, Anna Czubak, Krzysztof Kus, El¿bieta Nowakowska, Piotr Ratajczak, Jennifer Zin

	908	Buspirone improves the anti-cataleptic effect of levodopa in 6-hydroxydopamine-lesioned rats.
	Javad Mahmoudi, Alireza Mohajjel Nayebi, Morteza Samini, Siamak Reyhani-Rad, Vahab Babapour

	915	Neuroprotective effect of carvedilol against aluminium induced toxicity: possible behavioral and biochemical alterations in rats.
	Anil Kumar, Atish Prakash, Samrita Dogra

	924	Non-neutral nonsynonymous single nucleotide polymorphisms in human ABC transporters: the first comparison of six prediction methods.
	Da Cheng Hao, Yao Feng, Rongrong Xiao, Pei Gen Xiao

	935	Transdermal buprenorphine in the treatment of cancer and non-cancer pain Œ the results of multicenter studies in Poland.
	Anna Przeklasa-Muszyñska, Jan Dobrogowski

	949	Involvement of kainate receptors in the analgesic but not hypnotic effects induced by inhalation anesthetics.
	Li-Hua Hang, Dong-Hua Shao, Yue-Ping Gu, Ti-Jun Dai

	956	Beneficial role of telmisartan on cardiovascular complications associated with STZ-induced type 2 diabetes in rats.
	Bhoomika R. Goyal, Kaushal Parmar, Ramesh K. Goyal, Anita A. Mehta

	967	Protective effect of novel pyridoindole derivatives on ischemia/reperfusion injury of the isolated rat heart.
	Zuzana Broskova, Vladimir Knezl

	975	Long-term use of low-dose spironolactone in spontaneously hypertensive rats: Effects on left ventricular hypertrophy and stiffness.
	Marcelo P. Baldo, Ludimila Forechi, Elis A.S. Morra, Divanei Zaniqueli, Rebeca C. Machado, Wellington Lunz, Sérgio L. Rodrigues, José Geraldo Mill

	983	Can vitamins C and E restore the androgen level and hypersensitivity of the vas deferens in hyperglycemic rats?
	Glaura S.A. Fernandes, Daniela C.C. Gerardin, Thaiane A. Assumpção, Kleber E. Campos, Débora C. Damasceno, Oduvaldo C.M. Pereira, Wilma D.G. Kempinas

	992	C3435T polymorphism of the ABCB1 gene: impact on genetic susceptibility to peptic ulcers.
	Aleksandra Sa³agacka, Malwina Bartczak, Marta ¯ebrowska, Marcin Ja¿d¿yk, Mariusz Balcerczak, Robert Janiuk, Marek Mirowski, Ewa Balcerczak

	999	Association between remote organ injury and tissue polyamine homeostasis in acute experimental pancreatitis Œ treatment with a polyamine analogue bismethylspermine.
	Hai-Tao Jin, Teemu Lämsä, Panu H. Nordback, Mervi T. Hyvönen, Nikolay Grigorenko, Alex R. Khomutov, Isto Nordback, Sari Räty, Ilkka Pörsti, Leena Alhonen, Juhani Sand

	1009	Antiatherogenic effect of quercetin is mediated 
by proteasome inhibition in the aorta and circulating leukocytes.
	Denis A. Pashevin, Lesya V. Tumanovska, Victor E. Dosenko, Vasyl S. Nagibin, Veronika L. Gurianova, Alexey A. Moibenko

	1019	Effect of indometacin pretreatment on protamine sulfate-mediated relaxation of the isolated rat uterus: the role of the antioxidative defense system.
	Jelena Kordiæ-Bojinoviæ, Zorana Oreıèanin-Duıiæ, Marija Slaviæ, Ratko Radojièiæ, Mihajlo Spasiæ, Slobodan R. Milovanoviæ, Duıko Blagojeviæ

	1029	Anti-inflammatory effects of LASSBio-998, a new drug candidate designed to be a p38 MAPK inhibitor, in an experimental model of acute lung inflammation.
	Aline C. Brando Lima, Alexandre L. Machado, Patrícia Simon, Moisés M. Cavalcante, Daniele C. Rezende, Gilberto M. Sperandio da Silva, Paulo Gustavo B. D. Nascimento, Luis E. M. Quintas, Fernando Q. Cunha, Eliezer J. Barreiro, Lídia M. Lima, Vera L.G. Koatz

	1040	Effects of propranolol on the development of glucocorticoid-induced osteoporosis in male rats.
	Joanna Folwarczna, Maria Pytlik, Leszek „liwiñski, Urszula Cegie³a, Barbara Nowiñska, Monika Rajda

	SHORT COMMUNICATIONS
	1050	Anxiolytic-like activity of zinc in rodent tests.
	Anna Partyka, Magdalena Jastrzêbska-Wiêsek, Bernadeta Szewczyk, Katarzyna Stachowicz, Anna S³awiñska, Ewa Poleszak, Urszula Doboszewska, Andrzej Pilc, Gabriel Nowak


	1056	Dopaminergic drug-induced modulation of the expression of the dopamine transporter in peripheral blood lymphocytes in Parkinson™s disease.
	Alessandra Fanciulli, Roberta Misasi, Dario Campanelli, Francesca R. Buttarelli, Francesco E. Pontieri

	1061	Neuropeptide FF receptor modulates potassium currents in a dorsal root ganglion cell line.
	Catherine Mollereau, Michel Roumy, Jean-Marie Zajac

	1066	Effects of the antioxidant baicalein on the pharmacokinetics of nimodipine in rats: a possible role of P-glycoprotein and CYP3A4 inhibition by baicalein.
	Young-Ah Cho, Jun-Shik Choi, Jin-Pil Burm
	1074	Note to Contributors





	content
	cont
	contents_3'2005
	contents

