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Miaraction hetween hiclogically acitve agemts is of great importance in mormalabnormal
phvsiclogy, toxcolagy, the contral of envirommental pollution and in therapeutics.,

Combinations of drugs are affen used to ackisve beiter efficacy andfor reduce ioxicity in the
freatment af disorders that range from malignancies and severes cardiovascular dissase o infections,
asthma, dicbeiss and arthriiis.

An adeguate rationale for treatment with drug combinations is often wissing and o Srial and
errar Simethod of screeningfevaluating drug combinafions is thergfore a necessary and pofentially
revarding avenue of research. The following paper will introduce our readers fo the most frequentiy
used methods in the analysic of drug interaction.
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Introduction

Dirugs are often administered in combinations for the treatment of various cancers, infections,
and other diseases. Such drug combinations are expected to provide van ous therapeutic
advantages over single drugs due to drug interactions, such as increased therapeutic efficacy
andlor decreased toxicity toward the host or toward non-target tizsues. An understanding of drg
interaction can therefore be wery helpful in the design of a successful clinical treatment strategy.
The combination effects of active drugs are generally described as being additivity, synergism, or
antagonism. Additivity (zero interaction) is the case when the observed effect of a drug
combination 15 of the expected magnitude based on the doseresponse data of sach single drug
component When the cheerved effect iz greater or less than the expected effect of additivity, the
combination effectis described as synergism or antagonism, respectively. Howewer, there exists
wide spread disagreement in the definition as well as the methods for determining the expected
effect of additivity, Widely used methods for analysis of drug combination effects include the
isabole methed (Berenbaum 1980), the fFacion product method (Webb 1963), the combination
index method (Chou and Talalay 1984, and the universal respanse surjace approackh (Greco,
Parl, and Eustum 1930%. In this paper, we will discuss these methods for a general case B
analysiz of combination effects of drug x and drug ¥y and compare them in the analyeis of areal
data set.



