NYUIINUS nav9snAlnlaun lasan e auAInFIat N INaAI W

=)
D)

f

waFuLlsznuaiuatnluaaadnsgunwing

v v a = =
AL UNANUUNAN (Fa9AT
A1 WNATINEN

Tn1gAnE 2546

UNARNED

wiarduiduaaidsz@nsningelunisinwinianzaniinannia

NI

1 a dl % :// o o
@m@m‘wmmumﬂsﬂmmiumﬁﬂm bbY Zﬁﬂ’?ﬁ‘ﬂ@\‘iﬂu

3 lhe

Plasmodium falciparum 7
wanigy  WuenluganaRdniuldlunistlesiusnanzamszaunsalildlaanisiu

ad

dsgmuniuneauarionisinamestasndiadtin - Aanisudsgtlainsuwddausiiias

o o

nNRTATNAF19PANEENARTY AanaNstReRfuAusmNInamIuingiNunNg CYP 3A4
aauatalauilaaduennldlunsinemesaeignadudueuladnusaninluauing
nnzasnegaeulad CYP 3A4 daaznnlissdnininasseuansaiainanleiald
1 [ o :j/ dd‘d Y = a ] o/ = a|
founu A lunsaindns enalnlaun lmawazninana usanny analnlaulldaaiad
nallasullasndraauAiansiasannanduls
=S 9(/ d”du/ o’d‘ == = 1 [ % I8

nM9AnATNNIRRUsvaIANaAnE NaTeEAlh AL ase N dTA A UAIATUD
e ardulunsin iy 2 aliatsaniy Selininisdnunluaaadasanenage
Andndanuau 8 aulaaldlasuanuinaminaunn 500 Naaninlugaansiine () ey
g Inanduatinamen (@) uasannlasudseniuanalalpunlaasunn 400 Raansuduay
pfadluna 5 Juneusudsiniuanminaniuwazsansiulszniuenalnlaunlaasunn
400 dadndu sallanduna 5 44 damnududuresenwinanduiazansilsgl
(mefloquine carboxylic metabolite)lunatanlaga’ld HPLC Lmzﬁﬁ"au”@mm?ﬂmﬁﬂu
ANNINRLAASN NANKNATAAUART  NAKRBLANNLANANNNANALAglE  One-way
ANOVA wuqnn13 1A InTaun laasandum inandunn 1 unnsnisnszaneangsn
wWinapIuanad (Vd/f) 1.4 w1 (a1n 1.40 + 0.20 1w 1.00 + 0.21 I/kg; P< 0.05) A2H
v v a QI é’ 1 [~
mmugﬂ;wﬁmmL@JIW@musLuwmmmL‘wmu(cmax) 1781 ([7N 345.10 + 43.22 11y

567.65 + 88.69 ng/ml: P<0.001) kaziuilinsneeanInaniu (AUC, , . WAz

0O-last

(3)



AUC ;) L‘V?IIN%LL 1.8 W1 (/1N 159.66 + 33.28 {lu 286.05+64.25 mg/l.hr; P< 0.001)
WAL 1.8 i1 (AN 205.22 + 32.58 il 360.49 + 81.98 mg/l/hr; P< 0.001) ATNATAL AN
m’?iﬁ%m(tw)mmﬁmmam’imﬁm'ﬂﬁu 1.4 i1 (31N 322.68 + 99.95 \{lu 448.41+103.88
hr; P< 0.05) IUTAN Ke uaz CIf anad 1.4 19 (37N 0.0022 + 0.0006 Lilw 0.0016 +
0.0003 hr" :P< 0.05) 1Az 2.1 11 (AN 0.0031 + 0.0007 \]14 0.0015 + 0.0003 I’hr/kg; P
< 0.001) ANNANAL u@ﬂmn‘ﬁﬁqﬁmﬁﬂﬁﬂ?mmﬂwmmm (Va/) aeeansudsgilw
TWaAAuAa 1.4 Wi (A10 0.77 + 0.40 11 1.09 + 0.16 /kg; P<0.05) GRS HGAITN
anrasansulsgliniandulunaiann (C, ) anad 1.4 i1 (310 606.11 + 184.00 ilu
419.65 + 45.02 ng/ml; P<0.05) LL@Zﬁuﬁiﬁ’Tﬂ?WW‘ﬂ’mzﬁﬁ?LLﬂ’igﬂLNIW@V’FJ‘LA (AUC,..) &
A 1.4 1 (AN 492.43 + 141.66 lu 352.29 + 47.08 mg/l/hr; P<0.05) AINHNANNT
'wmmLL@mﬂ%ﬁudﬁimiﬂmimﬁm'ﬁﬂﬁ’mLMIW@ﬂﬁugﬂLLﬂ?gﬂ@mmeﬁuéﬂm?
NauRnuerlid CYP 3A4 uaz P-glycoprotein FaazinlilsyAnanmlunnssnendas
snnTardufintwieanainfAnfmaneld  fefuluszdnanisldenalalaunlas
Asmnsvanideans e aerduuazalalanloasoutu  ilesstladedassianisiin

AN INamdIuls dnaniudasldiauiusfasanuuintasgndnanIuag



Thesis Title Effect of Ketoconazole on the Pharmacokinetics of a Single Oral
Dose of Mefloquine in Healthy Volunteers

Author Miss. Nantida Raungsri

Major Program Pharmacology

Academic Year 2003

ABSTRACT

Mefloquine, a structural analog of quinine, is an effective antimalarial for
single dose therapy for multidrug resistant Plasmodium falciparum malaria. It is
used both for prophylaxis and treatment of malarial infection. It has ideal properties
for prophylactic use because it has the advantage of single day regimen and
produces fewer adverse effects than quinine. Ketoconazole, an antifungal drug, is a
potent inhibitor of hepatic cytochrome P450 enzyme system (mainly CYP3A4)
resulting in numerous clinically significant drug interactions.  Therefore, if
mefloquine and ketoconazole are co-administered during treatment, ketoconazole
may alter the pharmacokinetics of mefloquine resulting in changing the efficacy of
mefloquine in malarial treatment.

The objective of this study is to examine the effect of co-administration of
ketoconazole and mefloquine on the pharmacokinetics of mefloquine in healthy
volunteers. The pharmacokinetic parameters of mefloquine were determined in 8
male volunteers after receiving mefloquine 500 mg as a single oral dose with
ketoconazole 400 mg given orally once daily for 5 days prior to mefloquine
administration and continued ketoconazole 400 mg orally once daily for 5 day after
500 mg mefloquine administration. The plasma mefloquine and mefloquine
carboxylic metabolite concentrations during 56 days were measured using High
Performance Liquid Chromatograpy (HPLC). Statistical analysis using one way

ANOVA indicated that when mefloquine and ketoconazole were co-administered,
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ketoconazole increased the mean of mefloquine AUC AUC 0, t,,, and C__
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when compared to mefloquine alone (phase 1) by 1.8 fold (159.66 + 33.28 vs
286.05 + 64.25 mg/l/hr; P< 0.001), 1.8 fold (205.22 + 32.58 vs 360.49 + 81.98
mg/l/hr; P< 0.001), 1.4 fold (322.68 + 99.95 vs 448.41+103.88 hr; P< 0.05) and 1.7
fold (345.10 + 43.22 vs 567.65 + 88.69 ng/ml; P< 0.001), respectively, whereas Ke,
V,/f and Cl/f were significantly decreased by 1.4 fold (0.0022 + 0.0006 vs 0.0016 *
0.0003 hr" :P<0.05), 1.4 fold (1.40 + 0.20 vs 1.00 + 0.21 I/kg; P< 0.05) and 2.1 fold
(0.0031 + 0.0007 vs 0.0015 + 0.0003 I/hr/kg; P< 0.001), respectively. In addition, the

AUC and C__ of mefloquine metabolite were decreased by 1.4 fold (492.43 +
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141.66 vs 352.29 + 47.08 mg/I/hr; P<0.05) and 1.4 fold (606.11 + 184.00 vs 419.65 +
45.02 ng/ml; P<0.05), respectively, whereas V /f was significantly increased by 1.4
fold (0.77 £ 0.40 vs 1.09 + 0.16 I/kg; P<0.05) when compared to mefloquine alone.
The Cl/f was not significantly increased when compared to mefloquine alone. The
alteration in mefloquine pharmacokinetic parameters may be mainly due to the
inhibition of CYP3A4 isozyme and P-glycoprotein by ketoconazole. Therefore, if

mefloquine is co-administered with ketoconazole, the dose of mefloquine should be

adjusted to minimize the toxic.
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