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Scientific evaluation and the ethical issue of regenerative medicinel]
Clinical trials of fetal brain tissue transplantation

ogooon Jooooooooooooooooooooon
Masanori Fukushima Department of Clinical Trial Design & Management,
Translational Research Center, Kyoto University Hospital

Abstract

O O This article is a record of the lecture by Masanori Fukushima on scientific evaluation and the ethical issue
of fetal brain tissue transplantation clinical trials, delivered at the symposium on“ Evaluation of regenerative
medicined Focus on bone marrow and fetal stem cell research” , April 2004, in Tokyo.

0 O Fukushima explained that clinical science was the world of probability and decision-making, not of
determinism, and that translational research, which meant phase 1 - 2 study, should be interpreted as a process
to prove a hypothesis. In such trials, most of the indicators were surrogate endpoints, so it was meaningless to
discuss effectiveness, or usefulness based on the results of such trials.

0 O The credibility of clinical trials was assured by means of a quality control system, so he evaluated the
qualities of the two randomized controlled trial§] RCTs[of fetal tissue transplantations by Freed et al., and
Olanow et al., using TAPS] Trial Assessment Procedure Scaleld. Both trials could not prove efficacy, and
moreover, the start and the finish of the trials lacked credibility.

0 O Fukushima maintained that the most important point was not scientific issue, but ethical issue. Fetal
transplantation needed to obtain fresh tissue from aborted fetus. He concluded that utilization of fetus as material
for regenerative medicine must be prohibited, and suggested that people rethink the fundamental value of the
human being and the limits of science.
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Table 1 The principle of evaluation of investigational new drugs or health technology
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Table 2 The principle of translational research-1
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Table 3 The principle of translational research-2
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Table 4 TAPSO Trial Assessment Procedure Scale for evaluating clinical trials
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Table 5 The contents of the TAPS
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Table 6 Characteristics of Parkinson’s Disease
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Table 7 Clinical trials of fetal brain tissue transplantation for Parkinson’s Disease

K=Y DRI T B
i R AR R T 4B D ER IR AR
BEADREIZONT
Freed (2001) Olanow (2003)
RF— IR R BIRMIRAE
[EZi-0y it U2 Bt AL s U2 B L A
HAR 2004 m — (Ef2)
FRERER L B A
48 & RNEvzZa—noy —
&R 85 ZHERT7 ~8iE SHEHR6~oHE
EELVLRE ~6i# ~28
BHERF—% 2/ Kl 1&E=1%4 7 K4
HHEEN L [Fapilksed IRl 4
BiEE 20uL —
IVRRAUMZIDNT
Freed (2001) Olanow (2003)
FEIURKRAUL GRS* UPDRS**
s swwzee RSO
RiRE BERA B=H
BIRTURRA b UPDRS ZILARR/PET
Schwab&England Score
fER SESIZoWTiE <60 BYRAAHAIEEIZLR
THEEE
* Global Rating Scale
** Unified Parkinoson's Disease Rating Scale

0370



000003200000:2004

goodbooboooooooooobobobobbobbobboboboboboboboboboboobbobbbboobobobobo
oo bbb oboboo
gD bDoUg 200y MDD OOO
goooouoouooooooooooooooobbbbobobbobbbbboobobooboobooboooo
goooooooooboobobbobboboooooddooooooobobbbobbboLoLoLOo
FreedOOOO 70800000OClanowd 60 900000000000 O0O0OODO0O0O0OFreedd 60
O0DO0O0O0OC0lanowd 2000000000 DOO0OOOODOO0ODODOOFreedd0DOOOO0ODODOOOO
oo o o
oobooo0obOOoOoooogoolanowd OO OOODOOOODO1IO0OD4D0O00DOOODOOOO
goodbooboooooooooooddobbboboboboboobLooboooooobbobbbbobbobobo
ggooouoouooooooooobbooooobbobboooooooooooobobobobobobbobo
googgd
O00000000FreedD 00000000 OOOOOClanowd 0O DO0DO0DO0OODOOOOODOO
goooooboooboboomobobbooooooobL bbb bbb oLbobo
gojodotoooooooououoooooooooougooooooboobbobbobbbobboboboobooo
goooouoouoouououooooooooo
goooooooooooooobobodddddodoobbbpobbobboboooobbbbb b o
O0O0OFreedd 000 GRSOGIlobal Rating Scale0 000000000000 0OODOODOOOOOODOO
0000000000000 000000000012000000000000000000O0lanowd O
0 O UPDRSO Unified Parkinson’s Disease Rating Scale D 0 D 0 0000000000 ODOOOOOODOO
goooooouooooooooboobboobbbobo
O0000D0D00OFreedD0000OClanowD 00 OO0 O00OODODODODOODOOOOOOOODOO
FreedDOOOOlanowOD OO OD0OOD0DO0D0DO000O00OO00OO0OODOODOOOOOOOOOOOODODO
00000000000 0OFreedd 00 UPDRSO O OO OOlanow O Fluoro-dopal PETO OO O ODOO
000D00D0000OFreedd Schwab O England Score0 000000000 0ODOODOOOOOOO
OFreed0 06000 000000000000D00ODODODOODODODOOO0OOClanowd 0000
goouoouoouooooooobboboobobobbobbbbbbbbdodoLLoLgbbobo
gL bbb obbbbbobobobo
O0000OOFreed0 0006000000000 0ODO0O0O0OO0O0OOODOO0OOO0OOOOOOODOO
goooooouooboobobobbobobobbobboooooooddlddduooooLob o
goouoouoouoooooooooobbobobobbobbbbooooooooooobobobobobobobobo
googoooog

TOTAPSOODOOODO

goboorTAapsdooobooobooobooobooooboboooobooobobobooobobooon
O00DO0DO0D0DO0DO0DO0D0D0O0000000000D FreedOOOOTable8MOOOoOO
goboooboobobooobooobooobboooboboobboobobooboboooboboooon

0380



Clin Eval 320 Suppl XXI 2004

Table 8 TAPS scoring Transplantation of embryonic dopamine neurons for severe Parkinson’s
disease
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Table 9 TAPS scoring: A double-blind controlled trial of bilateral fetal nigral transplantation in
Parkinson’s disease
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Table 10 Fundamental issues of fetal brain tissue transplantation clinical trial for Parkinson’s
disease
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Fig. 2 What is fetal tissue transplantation?
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Fig. 3“ Embryo” by Hosei Hahakigi
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