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20 Most Disturbing Human EXxperiments

Nazi Experiments 1946
Willowbrook 1972
Tuskegee 1932-1972
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From NIH — Human Participant Protections Education for Research Teams
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Phenomenology < C > é
Control

A

A 4

Case-control ~ Diagnostic trials |

A 4

Grounded Theory < 4[ Descriptive
) interv-ention - =@
Ethnography < *ﬁ Case report tion \
_.‘ Case series [ Observational ]7 4[ Experimental )
Content analysis = | Cross sectional | _ Cross sectional < | . Drug trials
| [ Ecological | | Ecological || | [ Device trials

~ preventive trials |

A

Cohort
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Methodological Issues: Rationality

m |s the rationale for the study clearly stated in the context of present knowledge?
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Drug Development Process

: ini NDA Revi Post-Market
D Adverse
Initial Reaction
Synthesis Phase Il Reporting
A !
P '_ Phase IV
Animal lL, Phase Il S | Surveys/
Testing . | Sampling
C | J- | Testing
‘1‘. [J[J[_Treatment Use
|
g | Inspections
Range 1-3 t Range 2-10 Yrs. [
Yrs. FDA Time Avgn:gs Yrs. Ramaﬁg‘g&;? e
Avg:18-Mos- ggf[e)tanyeview NDA NDA
Submitted Approved

“ Average of Approximately 100 Months From Initial Synthesis to Approval of NDA *



" M
Scientific Aspects of Clinical Trial
Phases of Clinical Trial
m Phase | : First in man 2> safety
m Phase |l: First in patient >dose, dosage form

m Phase lll;: Efficacy, ADRs
m Phase |V : Evaluation in the real clinical setting
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" A
Phase |

m  Objectives
To assess a safe & tolerated dose
To see If pharmacokinetics differ much from animal to man
To see if kinetics show proper absorption, bioavailability
To detect effects unrelated to the expected action
To detect any predictable toxicity

— Inclusion criteria

Healthy volunteers : Uniformity of subjects: age, sex, nutritional status
[Informed consent a must]

Exception: Patients only for toxic drugs Eg AntiHIV, Anticancer

- Exclusion criteria
Women of child bearing age, children,
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Phase |

m Methods:
First in Man : Small number of healthy volunteers
First in a small group of 20 to 25
Start with a dose of about 1/10 to 1/5 tolerated animal dose
Slowly increase the dose to find a safe tolerated dose
If safe = in a larger group of up to about 50 —75
No blinding
Performed by clinical pharmacologists
Centre has emergency care & facility for kinetics study
Performed in a single centre
Takes 3 — 6 months [ 70% success rate]
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= S
Phase I

m First in patient [ different from healthy volunteer]

m Early phase [20 — 200 patients with relevant disease]
Therapeutic benefits & adverse drug reactions (ADRSs) evaluated
Establish a dose range to be used in late phase
Single blind [Only patient knows] comparison with standard drug

m Late phase [ 50 — 500]
Double blind
Compared with a placebo or standard drug

m Outcomes
Assesses efficacy against a defined therapeutic endpoint
Detailed P.kinetic & P.dynamic data
Establishes a dose & a dosage form for future trials

m Takes 6 months to 2 years [ 35% success rate]
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" A
Phase ll|

Large scale, Randomised, Controlled trials
Target population: 250 — 1000 patients
Performed by Clinicians in the hospital
Minimises errors of phases | and Il

Methods
Multicentric = Ensures geographic & ethnic variations
Diff patient subgroups Eg pediatric, geriatric, renal impaired
Randomised allocation of test drug /placebo / standard drug
Double blinded:
Cross over design
Vigilant recording of all adverse drug reactions
Rigorous statistical evaluation of all clinical data

m Takes a long time: up to 5 years [25% success]
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Phase IV or Post marketing Surveillance

m No fixed duration / patient population
m Starts immediately after marketing
m Report all ADRs

m Helps to detect
rare ADRs
Drug interactions
Also new uses for drugs [Sometimes called Phase V]
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A shady market in scientific papers mars Iran’s rise in science

"Can you write me a thesis?" asks the woman, who has called a number from a
flier taped to the main gate of Iran’s prestigious University of Tehran. The
woman, an actress, is posing as a botany graduate student from Islamic Azad
University (IAU), Abadeh, in Fars province. Her topic is the flora of the
Khuzestan region, she explains with a Fars accent to the salesman at the other
end of the line. He obligingly lays out a schedule for delivery of thesis chapters.
“If your subject doesn’t need lab work,” he says, the cost will be a mere 1.8
million tomans ($600), plus another $400 if she desires a paper, published
under her name in a reputable journal.....
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