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Commentary

Pharmacodynamics describes the relationship between the 
concentration of an active ingredient at its site of action (usually 
a receptor) and the effect of the corresponding active ingredient. 
Administration of a combination of drugs may change this 
dose-response relationship. Clinically relevant examples of such 
interactions. Studies of PD interactions have assumed that the 
underlying PK interactions will inevitably lead to subsequent 
changes in clinical efficacy. By directly examining the clinical effect, 
the underlying PK interaction is treated as one of the covariates 
that cause model variation. PK-PD interactions should be studied 
simultaneously in selected populations to obtain as much 
information as possible about the underlying mechanisms of the 
observed effects. Not only 50% of the maximum drug effect given 
by the anaesthesiologist, but the full range, especially in the clinical 
field, usually 95 to 99% of the maximum drug effect occurs. The 
cruciform design seems to be the most efficient and effective way 
to study interactions. Randomly selected group of participants was 
given a fixed concentration of drug A and a different concentration 
of drug B, and a second subgroup of participants was given a 
fixed target concentration of drug B. Different concentrations 
of drug A are given. Interaction studies reveal the nature of PD 
interactions between two or more drugs. Additive, super additive 
(ie, synergistic), and non-additive (ie, antagonistic). In addition to 
their direct clinical relevance, these models give the impression 
of the underlying PK pathway. Exact addiction means that the 
two drugs have a common site of action, but deviations from 

addiction mean different sites of action. The relationship between 
drug plasma (or target) concentration and the resulting effect 
can be expressed in two numerical values: Iso balls and reaction 
surface graphs. Iso balls are two-dimensional graphs showing drug 
combinations across the clinical domain that produce a predefined 
effect (eg, 50% chance of resistance to surgical incisions). The 
answer-side model is more complex, but more informative. 
They predict the probability of clinical efficacy in the complete 
clinical spectrum of the combination of the two drugs.  In this 
regard, the reaction surface model represents an infinite number 
of isoballs that represent multiple combinations of drug plasma 
concentrations. Many different reaction surface models have 
been developed in the literature to handle different types of drug 
interaction mechanisms. This means that it helps to determine 
which theory type is best suited for the new dataset. Heyse et al. . 
Bottom two methodological aspects are very important to the study 
plan so that the response surface model is useful in routine clinical 
practice. A drug endpoint (i.e., "effect") that is clinically relevant 
to reproducible drug titration. Reproducible Drug Titration the 
effects observed after drug administration may be clinically relevant 
only if the dosing method can be reproduced by others. For volatile 
agents, this is not a major issue as the concentration of the volatile 
agent in the exhaled terminal alveoli is regularly monitored and 
is a good surrogate for the individual's plasma concentration. As 
soon as the exhaled breath concentration is maintained at the 
desired target value for long enough (to reach steady state), it can 
be assumed that the plasma and active site compartments are in 
equilibrium.
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