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What is adaptive design?

É Response -adaptive designs,
Å the observations are used to adjust the experiment as it is being run .

É In a typical experiment , decisions such as sampling are made and 
fixed in advance . 
Å For example , in a standard clinical trial comparing two different treatments , 

patients are assigned to the two treatments with fixed numbers being assigned
to each therapy . Then , at the end of the experiment a decision is made as to 
which treatment is more effective. 

É In an adaptive clinical trial, patient outcomes are used as they
become available to adjust the assignment of future patients, 
assigning more of them to the better treatment . 
Å This allows the improvement of expected patient outcomes during the 

experiment , while still reaching good statistical decisions in a timely fashion . 

É Adaptive procedures can offer significant ethical and cost
advantages over standard fixed procedures . 



An example: 

COPD trial, 26 sites

Run- in Stage 1

Interim analysis
Halt for 4 weeks

Stage 2

n = 115 group n = 400 group

Placebo

Study drug , dose 1

Dose 2

Dose 3

Dose 4

Comparator

Add on comparator



Study timelines

Planned Actual

Invest meeting April 20

Stage 1 ïFPFV April 26 April 26

Stage 1 ïclosure July 20 August 30

Hold on July 25 to Sept 28 Aug . 30 to Nov. 02

Stage 2 ïFPFV Sept 28 Nov. 14

Stage 2 - closure Nov. 22 Feb. 05



Some metrics for Stage 1

First week

Sites ready 20 / 26 75 %

Sites active 12 / 26 50 %

Planned end of stage 1 July 25

Sites with target meet 6 / 26 23 %

Sponsorôstarget 35 %

Extended end of stage 1 August 24

Sites active 16 / 26 60 %

Sites with target meet 7 / 26 27 %

Sponsorôstarget 55 %



Some metrics for Stage 2

Total 26 sites

End of stage 2 Feb 05

Sites active 25 95 %

Sites with target meet (4 pts) 9 / 26 30 %

Sites exceeding target by (Ó5 pts)3 / 26 11 %

Sites with low performance (Ò3 pts)17 / 26 65 %

Sponsor`s target 90 /140 64 %



What happened ?

É Many sites kept their patients for stage 2

É Some sites found it too complex and halted

É Many changes in logistics

ÅStart dates (Stage 1 and 2)

ÅHold -on period

ÅCRA staffing

ÅStudy drugs

ÅIVRs

É But: No changes of accrual target dates



Areas mostly affected with Adaptive 

Designs (AD)

1. Approach to the patients, 

2. Site management

3. Study material.



Nurses

Physicians

Participants

Projects

Work

Budget & Cash flow

These changes are applied over an 
already rapidly changing environment

Actual load of pressure on sites to make changes.



Nurses

Actual challenge

ÅCaring personality

ÅWell integrated nursing 
and medical knowledge

ÅOrganised and 
structured mindé but 
also flexible

ÅA «Make it Happen!» 
mentality

ÅA «Sixth Sense» for 
problems

ÅBilingualism

New paradigm

ÅUnderstanding roles 
and responsibilities
É Managing a project

Å Project manager

É Managing a study

ÅStudy coordinator

ÅMore players
É CRO, IVRS, RDE, 

Central lab, specialized 
labs, Sponsor, Site 
management , PI,  
Auditor

ÅComputer literate



Physicians

Actual challenge

É Dedicated research time

É Clinical research set up

Å changing from amateur to 

professional

É Much more attractive Plan B

Å i.e. Back in the clinic

É More than 50% of US 

physicians will sign a 1572 

once only.

New paradigm

É Emergence of dedicated 
sites for studies is a n 
increasing challenge

É Part time investigative sites 
Å will not find their place with 

complex studies

Å will be left with much more 
simple trials

É Many physicians may very 
well simply return to their 
clinic, a reaction that will 
increase further the lack of 
investigative physicians. 



Projects

Actual challenge

É Made on time 

É Increasing 
globalization

É Competitive pricing.

ÅIn US = 1.0 $

ÅIn Canada = 0.87 $

Å In China = 0.18 $

Å In India = 0.27$
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