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16.7 Drug Interactions
In a study of P450—mediated drug interactions, oseltamivir had little effect on the metabolism of various
P450 substrates in human liver microsomes (in vitro study).

In addition, oseltamivir, in combination with probenecid, a uric acid excretion stimulant, decreased renal

clearance and increased AUCinf and Cmax by approximately twofold. This suggests that oseltamivir, which

is secreted into the renal tubules via an anionic transport pathway, may cause competitive interactions
when combined with drugs excreted by the same pathway. However, the rate of change in
pharmacokinetics due to this competition is not clinically significant enough to require dosage adjustment
(foreign data). Interactions with many drugs that may be used concomitantly to relieve symptoms
associated with influenza virus infection (e.g., antihistamines, macrolide antibiotics, NSAIDs) and drugs that

may affect the electrocardiogram (e.g., antiarrhythmics) have not been investigated.
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For some Drug A metabolites, drug interactions —EHDER A KBEMOVWTE, REEBRRUNS

through metabolic enzymes and transporters were VAR—=A—EN UEEYHEBEERMRE SN,
studied.

However, drug interactions may result in increased L. EVHEE/ERAOER. SENERTEN

toxicity. Hd,
Other pharmacology studies should be conducted by | ZDhDEIBEAER (S . [ EWIEE/ERDEETAEIC
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Interactions” (Notification No. 813 of the Evaluation SEEVLTEMT D EET S,

1



http://i-honyaku.life.coocan.jp/iitomosite/index.htm

and Licensing Division, PMSB dated June 4, 2001).
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Drug A moderately increased AUC of CYP2D6
substrate, dextromethorphan by approximately 3.0
folds.

&I AL CYP2D6 EETHARTFANAAMLIZVD
AUC Z#9 3.0 &I EICE N,
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Liver metabolism, enterohepatic circulation, and renal

clearance of drugs are also known to be abnormal in

these patients.
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In addition, oseltamivir, in combination with
probenecid, a uric acid excretion stimulant,
decreased renal clearance and increased AUGCinf

and Cmax by approximately twofold.

In addition, co—administration of oseltamivir with
probenecid, a uric acid excretion stimulant, resulted
in a decrease in renal clearance and an

approximately twofold increase in AUCinf and Cmax.

BIRME 7 i — FRIEE 790 (8 XFER)

Drug A and its metabolite inhibit OAT1 and OATS3,

leading to decreased tubular secretion of uric acid.

XA RUZOKEME OAT1 RU OAT3 2[HE
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Coadministration of probenecid results in an
approximate two—fold increase in exposure to
oseltamivir carboxylate due to a decrease in tubular

secretion in the kidney.

TAR%Y FeftRKR 5T 5L, BRICBIARMEE
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However, recent literature reports suggest

therapeutic proteins that are modulators of cytokines

may indirectly affect expression of CYP enzymes.
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The available evidence suggests that most are

clinically important.
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The differences were not regarded to be clinically
relevant and can probably be explained by the smaller

number of patients in this analysis population.
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A U.S. panel recommended the product’s approval for

easing symptoms of Disease A.
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The following drugs, potentially used concomitantly
with Drug A in routine clinical practice, were
investigated in vitro for their effects on human plasma

protein binding of “C-Drug A: ---.
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Behavior modification can have a large impact on the

degree of diabetic control achieved.

ITEMEIEIHERFE DI FO—)LEREICKER S
Ee522REMENHD.






