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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 guestions 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




18 patients grafted in 1987-
1999

Human donor tissue Uni- or bilateral grafts in
Immunosuppressed
patients

' Multiple donors for
each side of brain




First formal report of
success

Grafts of Fetal Dopamine Neurons Survive and

Improve Motor Function in Parkinson’s Disease
Science 1990

OLLE LINDVALL,* PATRIK BRUNDIN, HAKAN WIDNER, STIG REHNCRONA,
BjOrRN GusTAvVIl, RICHARD FRACKOWIAK, KLAUS L. LEENDERS, GUY SAWLE,
JoHN C. ROTHWELL, C. DAVID MARSDEN, ANDERS BJORKLUND

Unilateral graft

Exploratory study with multiple
outcome measures



Timed test In Patient 4
(unilateral graft)

20 pronation/supinations with hand
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Graft effect, placebo
effect or observer
blas?



Dopamine release from nigral
transplants visualized in vivo in a
Parkinson’s patient

Nature Neuroscience 1999

Paola Piccini', David J. Brooks!, Anders Bjérklund?, Roger N. Gunn!, Paul M. Grasby', Ornella
Rimoldi!, Patrik Brundin?, Peter Hagell*5, Stig Rehncrona$, Hikan Widner?: and Olle Lindvall*s

[tLC]-Raclopride (D2) binding

Unilateral
graft

Patient 4 Normal subject



Dopamine release from nigral
transplants visualized in vivo in a
Parkinson’s patient

Nature Neuroscience 1999

Paola Piccini', David J. Brooks!, Anders Bjérklund?, Roger N. Gunn!, Paul M. Grasby', Ornella
Rimoldi!, Patrik Brundin?, Peter Hagell*5, Stig Rehncrona$, Hikan Widner?: and Olle Lindvall*s
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Effect even at 10 years post-surgery



Putaminal "*F-dopa Ki

"Very" long-term outcome
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Published online today (poiis et a1, 2010)
Placebo effect unlikely



Themes for today’s talk

Overview of open label trials

Lessons learnt from open
label trials

Ethical considerations




| essons 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)



| essons 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 iIssues 1986 did not

consider a sham surgery
arm

.E. Etisk fragestalining (konkretisera Din egen vardering av den efiska problematiken).

“ir det etiskt riktigt att anvinda nervceller tagna fridn foster, som aborterats helt
obercende av transplantatlionsverksamheten, fr att utveckla en behandlingsmetod som
skulle kunna hjélpa en stor grupp svirt sjuka Parkinson patienter? Uppliéiggningen av
Forskningsprojektet avser att f8lja de provisoriska etiska riktlinjer f8r anviind-
oing av vivnad fridn foster 1 transplantationsverksamhet som antagits av likar-

sillskapets delegation f&r medicinsk etik (se Bilaga 1).

Ethical discussions focused on fetal

tissue
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NIH Neural Transplantation
Funding

We view with considerable interest the fund-
ing of a program of neural transplantation
recently announced by the Natonal Institute
of Meurological Diseases and Stroke (NINDS)
of the National Institutes of Health (NIH).
This is an encouraging development in sup-
port of an increasingly vigorous field of scien-
tific endeavor.

The $4.5-million NIH-NINDS grant is

the first major award since the federal ban
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single center is to be assessed. Since trans-
plantation techniques are still at an early
stage of development, the optimal methods
of tissue procurement, graft preparation,
and implantation are not yet established.

s o o el ol o e, o e i

the outcome is unlikely o determine the
optimal procedure for clinical application of
neural transplantation as a treatment for
Parkinson's disease.

The scientific community is acutely aware
of the manifold difhculties in determining and
developing an effective neural transplantation
therapy. We eamestly plead that, in addition
to the above study, NIH will also be seeking
o explore other grafting protocols at the same

e Hakan Widner®
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Stnce trans- y

plantation techniques are still at an early
stage of development, the optimal methods
of tissue procurement, graft preparation,
and implantation are not yet established.

Alloimmunization to Prevent AIDS?

In a recent lerter, * Alloimmunization as an
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At what stage Is a surgical
technique sufficiently
developed to merit testing
In a randomized controlled
trial?
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