CHAPTER 2 ST 520, D. Zhang

2.1 Phase I clinical trials (from Dr. Marie
Davidian)

Broad definition: Phase | trials are the first studies in which a new
drug is administered to human subjects.

e Previous studies in the laboratory (in vitro)
e Previous studies in animals, e.g. rats, dogs (in vivo)

Objectives: Before efficacy (activity of a drug on disease) of the drug
may be established, first must

o Determine a “safe,” “tolerable” dose (through dose-escalation)
e Develop an appropriate schedule of administration
e Gain understanding of the pharmacology of the drug

e Need to examine interaction effects (drug-drug, drug-food,
drug-alcohol) for safety profile and proper labeling.
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In addition: Do this in a timely manner, using a small number of
subjects.

Features:
e Most are not comparative but rather are “informational”

e ‘“Interaction studies” are comparative, but not aimed for efficacy,
still “informational” (for safety).
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Types of studies:

e “Dose-finding" studies — determine the maximum dosage that can
be given without serious “problems” — these studies are often
themselves called “phase | studies” (especially for cancer studies)

e Clinical pharmacology studies — determine the pharmacokinetics of
the drug to aid in setting dosage schedules, understanding how

“problems” are related to amount of drug present

e Drug-drug interaction studies — determine how other commonly used
drugs affect important PK parameters, using a cross-over or parallel
design

e Drug-food interaction studies — determine how food affects
important PK parameters, using a cross-over or parallel design

e Alcohol/benzo interaction studies — determine how alcohol/benzo

affects PD parameters, using a cross-over or parallel design
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Pre-clinical Studies

Before administration to humans:

e In vitro studies — laboratory investigations using biological material
but not actual organisms; look for biologic activity of the drug

e Dose-finding studies in rodents, large animal species (e.g. dogs)
e Pharmacology studies in rodents, dogs, etc

e Goal — “scale up” previous results to provide first idea of behavior in

humans

e Advantage — Ethical issues involved in human experimentation

circumvented (coming up)
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