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/Competitive VS. noncompetitive antagonists

¢ Competitive antagonists
RSSO
noncompetltlve antagomst
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A full agonist produces
complete activation of a

receptor athigh drug
concentrations.

Partial agonistbinding
results inless than 100%
activation, even atvery
high concentrations.

100 Full agonls
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Receptor activity
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Inverse agonist

Log drug concentration

Inverse agonists produces
a response below the base-
line response measured

In the absence of drug.

In this example, approximately
12 percent of the receptors show
constitutive activity In the
absence of agonist
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Relation between Drug Concentration
& Response

1. Graded dose-response curve (concentration-effect
curve) : a graph of increasing response to increasing drug

concentration or dose.

o i 3—2. Quantal dose-response curve: a graph of the fraction
brachi»nJ -

‘of a population that shows a specified response at

progressively increasing doses.
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® Quantal definition: Existing in only one of two possible states.
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Quantal dose-response curve S
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¢ Median effective dose is F elRect ar resgmse

the dose at which 50% of md1v1duals
exhibit the specified quantal effect. 1901

¢ Median toxic dose (

dos ired to produce a particular

toxic effect in 50% of animals.

* If the toxic effect is( deathbf the
ammal a medlan,lcghal dose
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( Q) may be experlmentally

Percent individuals responding
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. ® Therwutie index is defined as the

~® Therapeutic index=TD50/ED50 g
® A very safe drug is expected to have a g
large therapeutic index (a very large ;5
‘toxic dose and a much smaller effective ;‘3;
dose). g

- $ 1 1
YN ba 0,5 ¥ arlbw therapeuhc wwdsv )y o, OGN G s x

M R Bl o
1 \a X\ C M dose,

ratio of the TDq, to the EDq, for some
therapeutlcally relevant effect.
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