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ΑΠΟΔΕΙΚΤΙΚΗ ΙΑΤΡΙΚΗ

• Evidence-Based Medicine (EBM)

«Είναι η εμπεριστατωμένη, σαφής και συνετή χρήση των 

τρεχουσών άριστων ενδείξεων για τη λήψη αποφάσεων 

σχετικών με τη φροντίδα συγκεκριμένων ασθενών» 

(“evidence based medicine is the conscientious, explicit, 

and judicious use of current best evidence in making 

decisions about the care of individual patients”)
SACKETT DL, ROSENBERG WM, GRAY JA, HAYNES RB, RICHARDSON WS.

Evidence based medicine: What it is and what it isn’t. BMJ

1996, 312:71–72



ΑΠΟΔΕΙΚΤΙΚΗ ΙΑΤΡΙΚΗ

• Evidence-Based Medicine (EBM)

• Τεκμηριωμένη Ιατρική

• Ιατρική βασιζόμενη σε ενδείξεις (αποδείξεις)



Evidence

“the best available external evidence from systematic 

research”

Εννοείται

«η άριστη διαθέσιμη εξωτερική ένδειξη από συστηματική 

έρευνα» 

David Lawrence Sackett



Evidence

• Άριστη: όχι όλες οι ενδείξεις την ίδια ισχύ

• Διαθέσιμη: δεν υπάρχουν ενδείξεις για όλα τα 

προβλήματα

• Εξωτερική: έξωθεν προερχόμενη συλλογική 

εμπειρία (έρευνα) ǂ εσωτερική (προσωπική 

εμπειρία του ιατρού)

• Συστηματική έρευνα: μεθοδική έρευνα



The Hierarchy of Evidence
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ΕΙΔΗ ΙΑΤΡΙΚΗΣ ΕΡΕΥΝΑΣ

Types of Clinical Trials



• Clinical trial/study: 
Any investigation in human subjects intended to discover 
or verify 

a) the clinical, pharmacological and/or other 
pharmacodynamic effects of an investigational 
product(s), 

b) to identify any adverse reactions to an investigational 
product(s), 

c) to study absorption, distribution, metabolism, and 
excretion of an investigational product(s) with the object 
of ascertaining its safety and/or efficacy. 

The terms clinical trial and clinical study are synonymous









ANALYTICS





Randomization (Τυχαιοποίηση)

Ισότιμη κατανομή χωρίς προκατάληψη
• Individuals are allocated at random to receive one of several 

interventions (at least two at total)

• gold standard  of ΕΒΜ



Randomization Allocation

• Covariates are distributed equally across the groups at 

baseline

• Affects both measured and unmeasured variables

Note: the risk of the imbalance remains even after properly executed 

randomization



Generation of allocation sequence

• Simple Randomization
– Analogous to a repeated fair coin tossing

• Restricted randomization - Blocking
– Done to ensure equal balance of arms throughout all portions of the study

– i.e. blocks of six would have 3 active/3 control

• Stratified randomization
– Individuals are identified based on important covariates (sex, age, etc.) and then 
randomization occurs within the strata



Classification Schemes for RCTs

• Based on whether investigators and/or participants know 
which intervention is being studied (BLINDING)

• Based on how participants are exposed to interventions

• Based on the type of interventions being evaluated

• Based on the number of participants

• Based on whether the goal is evaluation of superiority, 
equivalence or non-inferiority



Blinding

• Classification based on whether investigators and/or 

participants know which intervention is being studied



Classification based on how participants are exposed 

to interventions

• Parallel Trials

• Crossover Trials

• Trials with Factorial Design









• Factorial clinical trials test the effect of two or more 

treatments simultaneously using various combinations of 

the treatments.  The simplest factorial design is known as 

a 2x2 factorial design, whereby participants are randomly 

allocated to one of four combinations of two interventions.  



Classification based on the number of the

participants
• Fixed Size: number of participants is determined based 

on a priori sample size calculations

• N-of-1 trials: consider an individual patient as the sole unit 

of observation in a study investigating the efficacy or side-

effect profiles of different interventions

• Mega-trials: trial powered to address subgroup 

differences/interactions/secondary analyses

• Sequential Trials: number of participants is NOT specified 

before the trial begins; participants are recruited until the 

question is answered (or it becomes clear that there is no 

possibility to detect a difference between the arms)



Drug development phases



Phase 0 (Exploratory IND series)

• the first clinical trials done among people. 

• Aim: how a drug is processed in the body and how it affects the body. 

• a very small dose of a drug is given to about 10 to 15 people.



Phase I

• Aim: drug’s safety          human tolerance- dose range

• Pharmaco-kinetics/-dynamics.

• Administered form (pill, solution, patch) 

• small group of 15 to 30 patients (<100).





Phase II





Phase III





Phase IV



Superiority trials

Purpose

• To detect a difference between two drugs

Goals

• Establish new drug is statistically superior to active control 

(and/or placebo) 

• Establish new drug is clinically superior to active control 

(and/or placebo)



Equivalence Trials

Purpose

• To confirm the absence of a meaningful difference 

between treatments





Non-Inferioriy (NI) Trials

• Purpose:

To demonstrate that a new drug is not worse than an active 

comparator by more than a pre-specified amount*

• Non inferiority margin delta (Δ), δ

• NOT equivalent

• NOT inferior to active comparator

• NI margin must be determined by combination of clinical 

considerations and statistical methods



Pros Cons

Useful when placebo control is 

inappropriate

Not recommended when the reference 

treatment is not well established, or is

inconsistent when compared with 

placebo

Not limited to pharmaceutical therapy

Appropriate for comparing a specific 

intervention to itself (dose vs. dose or

formulation vs. formulation)

Provides evidence for inferiority, 

noninferiority OR superiority claims






















