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Abstract:

Etoricoxib is presently the most commonly prescribed cyclooxygenase-2 (Cox-2) inhibitor for chronic pain and inflammatory condi-

tions. In clinical practice, phenytoin and etoricoxib are used in chronic conditions of generalized seizure with concomitant chronic

pain. Hence, there are chances of drug-drug interaction because modulations of isoenzymes involved in metabolism CYP2C9/10 and

CYP2C19 which partially inhibited by etoricoxib. It is important to maintain the therapeutic level of phenytoin in plasma for effec-

tive control of seizure. So, the aim of the study was to determine the effect of etoricoxib on the pharmacokinetics of phenytoin in rab-

bits. In a parallel design study, phenytoin (30 mg/kg/day) was given daily for seven days. On day 7, blood samples were taken at

various time intervals between 0–24 h. In etoricoxib group, phenytoin was administered for seven days as above. On day 8, etoricoxib

(5.6 mg/kg) along with phenytoin (30 mg/kg/day) was administered and blood samples were drawn as above. Plasma phenytoin levels

were assayed by HPLC and pharmacokinetic parameters were calculated. In etoricoxib group, there was a decrease in t�a phenytoin

and t�el decreased significantly as compared to phenytoin group. Significant changes were observed in the pharmacokinetic parameters

in etoricoxib-treated group. These results suggest that etoricoxib alters the pharmacokinetics of phenytoin. Confirmation of these re-

sults in human studies will warrant changes in phenytoin dose or frequency when etoricoxib is co-administered with it.

Key words:

etoricoxib, phenytoin, pharmacokinetics

�����������	��� 
������ ����� ��� ������� ���

�����������	��� 
�����

����� ��� �������

�		
 ��������

��������� � ����

�� ��������� �� ���� �!�"���

��"��� #!�$� � �� 	!���!��


	149	Interaction of memantine and ketamine in morphine- and pentazocine-induced antinociception in mice.
	Danuta Malec, Marcin Mandryk, Sylwia Fidecka
	156	NSAID loxoprofen inhibits high threshold or wide dynamic range neuronal responses in the rat at different time-courses.
	Masayoshi Tsuruoka, Masako Maeda, Bunsho Hayashi, Limin Liu, Tomio Inoue

	163	Effects of short-term garlic supplementation on lipid metabolism and antioxidant status in hypertensive adults.
	Gra¿yna Duda, Joanna Suliburska, Danuta Pupek-Musialik

	171	Proline-linked nitrosoureas as prolidase-convertible prodrugs in human breast cancer cells.
	Krzysztof Bielawski, Anna Bielawska, Tomasz S³odownik, Urszula Bo³kun-Skórnicka, Anna Muszyñska

	183	RM-11, an isoxazole derivative, accelerates restoration of the immune function in mice treated with cyclophosphamide.
	Micha³ Zimecki, Jolanta Artym, Stanis³aw Ryng, Bo¿ena Obmiñska-Mrukowicz

	190	Molecular assessment of the potential combination therapy of cytokines with biphalin and AZT for Friend leukemia virus infection in vitro.
	Jie-Liu Tang, Andrzej W. Lipkowski, Steven Specter

	199	Comparative evaluation of the protective effect of selenium and garlic against liver and kidney damage induced by mercury chloride in the rats.
	Siham M.A. El-Shenawy, Nabila S. Hassan

	SHORT COMMUNICATIONS
	209	Effects of midazolam and buspirone on in vivo concentration of amino acids and monoamine metabolites in the rat hippocampus.
	Aleksandra Wis³owska-Stanek, Adam Hamed, Ma³gorzata Lehner, Andrzej Bidziñski, Danuta Turzyñska, Alicja Sobolewska, Jerzy Walkowiak, Adam P³a�nik


	219	Central effect of histamine in a rat model of acute trigeminal pain.
	Esmaeal Tamaddonfard, Emad Khalilzadeh, Nasrin Hamzeh-Gooshchi, Sona Seiednejhad-Yamchi

	225	Biological actions of lipoic acid associated with sulfane sulfur metabolism.
	Anna Bilska, Magdalena Dudek, Ma³gorzata Iciek, Inga Kwiecieñ, Maria Soko³owska-Je¿ewicz, Barbara Filipek, Lidia W³odek

	233	Effects of etoricoxib on the pharmacokinetics of phenytoin.
	Bikash Medhi, M Sukhija, A Prakash, S Gaikwad, V Bansal, P Pandhi

	238	5-Fluorouracil toxicity-attributable IVS14 + 1G > A mutation of the dihydropyrimidine dehydrogenase gene in Polish colorectal cancer patients.
	Violetta Sul¿yc-Bielicka, Agnieszka Biñczak-Kuleta, Wies³awa Pioch, Józef K³adny, Katarzyna Gziut, Dariusz Bielicki, Andrzej Ciechanowicz



