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NIH questions
• What factors were considered in deciding not to 
include a sham neurosurgical arm? 

• What were the ethical considerations, and how did 
these impact the study design?

• What questions can be answered in the absence of 
a sham arm? 

• Are there questions that can be answered only with 
the inclusion of a sham neurosurgical arm?

• Given the results of the subsequent trials, would 
you design the study differently to answer your 
original study questions?



Overview of open label 
trials

• Over 300 patients in several 
centers worldwide

• A minority reported in the scientific 
literature

• At least 40 original papers 
published in 1988-2010



Themes for today’s talk

• Overview of open label trials

• Lessons learnt from open 
label trials

• Ethical considerations



Human donor tissue Uni- or bilateral grafts in 
immunosuppressed 
patients

18 patients grafted in 1987-
1999

Multiple donors for 
each side of brain



First formal report of 
success

Unilateral graft
Exploratory study with multiple 
outcome measures

Science 1990



Timed test in Patient 4 
(unilateral graft)
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Graft effect, placebo 
effect or observer 

bias?



[11C]-Raclopride (D2) binding

Patient 4 Normal subject

Unilateral 
graft

Nature Neuroscience 1999



Effect even at 10 years post-surgery

Nature Neuroscience 1999



"Very" long-term outcome

Published online today (Politis et al, 2010)

Placebo effect unlikely



Themes for today’s talk

• Overview of open label trials

• Lessons learnt from open 
label trials

• Ethical considerations



Lessons learnt from 
open label trials - 1

• Safety and tolerability (graft-related 
dyskinesias)

• Long delay before signs of improvement

• Improvement beyond one decade 
(including objective timed tests)



Lessons learnt from 
open label trials - 2

• Brain imaging changes (unilateral grafts 
highly informative)

• Histological evidence for survival of 
grafted dopamine neurons

• Late development of Parkinson-like 
pathology in grafted neurons



Themes for today’s talk

• Overview of open label trials

• Lessons learnt from open 
label trials

• Ethical considerations



Ethical issues 1986 did not 
consider a sham surgery 

arm

Ethical discussions focused on fetal 
tissue



1994



At what stage is a surgical 
technique sufficiently 

developed to merit testing 
in a randomized controlled 

trial?
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