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1. A clinical trial is a scientific research activity in human subjects undertaken to
determine prospectively the effect and value of preventive diagnostic, and
therapeutic agents, devices, regimens, and procedures.

Hopwood MD, Mabry JC, Sibley WL, R-2635-NIH Rand Corporation, 1980

Prospectively

2. A clinical trial is any form of planned experiment which involves patients and is
designated to elucidate the most appropriate treatment of future patients...
retrospective surveys are unplanned observational studies and hence do not fit the
definition.

Pocock SJ. Clinical Trials: A practical approach. Wiley, 1983

the most appropriate treatment of future patients

3. A scientific experiment that generates clinical data for the purpose of evaluating
one or more therapies on a patient population. Implicit in the trial is the fact that
the clinical investigator has control of the process by which a treatment is assigned
to a patient

Gelber RD, Zelen M. Planning and reporting of clinical trials. In: Calebresi P (ed).
Medical Oncology. Macmillan, 1985.

investigator has control

case control study, cohort study
clinical study intervention study

Biomedical



Research 1964

The purpose of biomedical research involving human subjects must be to improve
diagnostic, therapeutic, and prophylactic procedures and the understanding of the
aetiology and pathogenesis of disease. (Declaration of Helsinki. Intrg)
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in situ cancers cancer trial
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Case control study, cohort study
exposure exposure
outcome —
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I. randomization

1. stratification

1. blinding

V. early stopping roles
V. crossover designs
VI. other methods
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Uncontrolled Trials:

Nonrandomized Controlled Trials:

Randomized Controlled Trials:

Phase I:

Phase Il: Risk Benefit
Phase I1I: placebo
Phase IV

incentive

10-20%

population

(tolerated dose)



Phase I trial

Early phase Il trial Late
phase Il trials
Phase 111
phase I/11 trials, phase 1l/111 trials
X+Y+Z X
phase I, Y phase Il Z phase Il
phase | 2
AIDS
phase
Phase I: methotrexate
8
Phase Il: performance status 0, 1, 2, or 3 28
methotrexate 1 4
3

Phase 111 (uncontrolled or historical controls):

455 BCG
Phase 111 (randomized controlled trial): stage | non-small cell lung cancer
BCG Stage |
standard therapy
BCG 452 1.2



Phase 111 studies; Randomization
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< Y < Y< Y |nterm|tten< Y for 12 mo
Z Z Z continuously Z for 2 mo

< Z low dose< Nothirg Z < Z intermittently
Z high dose Z from the start Z continuously
CD4 400 HIV

Confounded tests

<RST < RSY low dose < Y intg Y 12mo
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Basic phase 111 designs
STD; standard therapy, if it exists
EXP; experimental therapy

CTL; no therapy or placebo (control)
A & B; any two therapies

3
CTL <STD < CTL —» STD
< EXP EXP STD

STD STD CTL

STD ><
EXP STD + EXP

A +B
1. No standard therapy exists
2. Standard therapy exists
3. Testing of timing
4. Testing of switching
5. Testing of combination therapy
6. 2 x 2 factorial design
AIDS AZT
ddl ddT
CD4 AZT
AZT switch
AZT AZT ddC
AZT Factorial

A

AZT
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AIDS AZT(ZDV) AIDS
AIDS ddC ZDV
ddC ZDV
(ACTG: AIDS clinical Trial Group)
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Title: A Randomized, Double Blind, Comparative Study Of Dideoxycytidine (ddC)
Alone OR ddC/zZDV Combination Versus Zidovudine (ZDV) Alone In Patients With
HIV Infection Who Have Received Prior ZDV Therapy.

Design: Multicenter, randomized, double-blind, phase 111 study

Population: 750 patients with prior ZDV therapy for >= 24 weeks who are either
asymptomatic with a CD4 count 0 — 200 cells / mm?® or symptomatic with a CD4 count
0 - 300 cells / mm®,

Stratification: Patients will be stratified by HIV disease status (asymptomatic or
symptomatic), length of time receiving ZDV (> 1 year of ZDV and =< 1 year of ZDV),
and systemic or local PCP prophylaxis.

750-Patients

y

Randomized
|
(214 patient) (214 patients) (322 patients)
ZDV two 100 mg capsules ddC two 0.375 mg tablets ddC two 0.375 mg
And two ddC placebo tablets and two ZDV placebo tablets and ZDV two
Every 8 hours capsules every 8 hours 100 mg capsules

every 8 hours

Patients will be followed for up to two years after the last patient is enrolled unless the study is
terminated earlier due to interim study results; mean follow-up is expected to be 28 months with
a range of 24 — 32 months.  Patients who have reached a clinical AIDS-defining endpoint (after
verification by the study chair) will be offered open-label combination ddC and ZDV.

Endpoints: The development of an AIDS-defining opportunistic infection, AIDS-defining
malignancy, AIDS-defining wasting syndrome, AlD-dementia complex, or death.

Study Co-Chairs: XXXX XX
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