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Trials

« Randomised Control Studies

* Non-randomised concurrent control studies
 Historical control / databases

 Crossover designs

 Withdrawal studies

* Factorial designs

 Group Allocation designs

« Hybrid designs

 Large Simple Clinical Trials



What i1s a clinical trial

* Prospective
* |ntervention
e Control

« Studies on human beings



Clinical Equipoise
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What i1s a clinical trial
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What is a clinical trial

These may be single or combinations of diagnostic, preventive, or
therapeutic drugs, biologics, devices, regimens, procedures, or educational

approaches.
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Phase | trial
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Phase | trial

3
If unacceptable toxicity is observed in any of
If no specified level of toxicity is observed, the the three patients, an additional number of
next predefined higher dose level is used. patients, usually three, are treated at the same
dose.
If no further toxicity
is seen, the dose is If additional unacceptable toxicity is observed, then the dose escalation is
escalated to the next terminated and that dose, or perhaps the previous dose, is declared to be the

higher dose. be the MTD.



Phase Il trials
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Phase |11 trials

 Safety
 Efficacy

 Therapeutic confirmatory



Phase 1V

e Chronic Conditions

 Long-term Safety
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Phase Il trials= RCT
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Enrollment of participants
Informed consent

Assessment of eligibility
Baseline examination

Intervention allocation (e.q.,
Randomization method)




Randomisation

Fixed Allocation Randomisation
« Simple randomisation
* Blocked randomisation

 Stratified randomisation
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Simple Randomisation

Each participant has the same chance of being assigned to either
Intervention or control.



Blocked Randomisation

Creating a balance in the number of samples allocated to each of the
study groups.



* Fixed
e Variable
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Blocked Randomisation

Block Randomization : i

Keep size of each group
similar over entire stud
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Stratified Randomisation

Stratified block randomization adds another layer by considering
specific characteristics (strata) of participants, such as age or gender.



The Benefits Of Randomization

* Produce study groups comparable with respect to known and unknown

risk factors

* Avoid bias( )
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Blinding?

Baes
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 Unblinded trials
* Single blind trials
 Double blind trials

* Triple blind trials
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Blinding
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RCT

* Primary guestion
« Secondary questions
 Adverse effects

 Ancillary questions, substudies
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RCT

Superiority vs. Noninferiority Trials
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Main Methods of Analysis

Analysis Type

Intention-to-
Treat (ITT)

Per Protocol
(PP)

As Treated
(AT)
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Inclusion Criteria

All randomized participants

regardless of adherence

Only those who completed

treatment as assigned

Participants based on

actual treatment received

Advantages

Reduces bias,

preserves sample size

Clearer efficacy

estimates

Reflects real-world

adherence
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Disadvantages

May underestimate

treatment effect

Potential for bias, loss of

statistical power

Complicated
interpretations, potential

bias
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