Topping and tailing:

L A not-very-progressive professional life in neurological research

Neil Scolding
Emeritus Professor of Clinical Neuroscience, Consultant Neurologist

North Bristol
NHS Trust

Bristol Institute of Clinical Neurosciences



00
o
(00
—
E
(9p)
o
(q0]
@







719 backcalforwchnge s Ethe Ranzen e PRI




Thursday August 23, 2012

‘Bonkbuster sex

My Las Vegas
_ pool party

"\ By Abigail Radaor Nowspages

,

L. o .. . e -
Torry Nickfrmon who sulbared from kacheddn sy ndroms, died st home yastardwy il lalnghb High Court appesl » wask g0 kor doctors 1o be abis Lo end hie ITe

Right to die campaigner
finds a victory in death

Lucy Bannerman, who
saw the indignity of
Tony Nicklinsons daily
struggle at
first hand,
describes his
lastdays &

S dwys aber the Hgh Court coo-
derznnéd kim 12 bve, Tagy Niklauca
defied the pudper, the dector, and the
pro-lée appenmt wha prelcaged ha
withrag 3ud ded depie dam all

It w 3 fnal ircezy an this Rarrowng

IN THE NEWS
Polkce ignored pleas
Amcther i ber dusghons

The
werermriered by the waraas's  rape
o-brebued sber Exsex Pobee

Rape row spreads

'ﬁylm""n";;'ﬂh‘m
aragoe Repablican

w! ™~

cwne that the dewth of 3 manwho da
bees begging ta die for yesrs shedd
sl carse wrashock

Cosfesutcn came yeterdsy the
Mr Nickdiwon had fisally Jot — cc
shaudd fist be won? — har batthe
agazmwnt kckedin smirome, dyng
peaxfudly o ha harse & Wivkre,
3t Dan, warounded by hawile, Jara,
thairtwa bhers, Lausren and Beth,
:nﬂhugmd:.\.nrg,’ 4

v death mersedively proepte

the gentees how? ¥ preg

At 3 hutk  coovened preo
caskermerce m Cantnal loadon, Mr
Niklzoca's bwyer s3id that be bad
costracted peaumonn He Rad abo
bees mbuisg 0d — ar nather, the
by pup that, for the past seven

43 oversiad;

Chelsea comeback

Chabrea defested Reading
4 2athane o the Preminr
. The vurtors had

caen ki wite badboces feedig Hiw
3 baty — e ke at
ik Dt v e
Teo severchy dusbled 5 coenenst
scade, the padser’ rebual 13 alkw 2
fard party 43 end bas e on bir behal{
meant 1hat wavaicn war coe of the
S legal aptions left 1o han He had
to be spared tha lut resort |t
wedd take too bng, he had peotented.
A an eatrose, befekitw 2 420 el
33 arduow
In the end “sated cume” mter
venned where the High Coart would
act Within days cf the verdis, ke
w  havirg  difiady brewh
e S ‘uu?-am- =]
weese, procapting decton b scpect
s mkitian e § calapred harg: By

Up ta balfa miica

Home loan misery

tecmowsenwho have
Sardanndersacetwanes are lnbe

Meeduy evening, two GPy hadvoind
the fartil horee in Mdkakan. [n the
snall cramped bedrocen that had
becarse b warld, Mr Nicddiwan Ly
drdbing, mhang everyhing bt the
waterhawik helto iilga

Ha farsdy h&l 42 gwther by ha
tedecke. By maddwy yenerlay| the
gnevng procem that began 3 leag
time wo ek o 3 new tall ar Mr
Nocdeuca's kﬁ-vu wheeled cut
wnder smarocn steet, and taken ywy
in an usdertalers vz, Wi

clee are not eatng o death w
supiica

“Teey wat rapedly dowrhil over
lantweekend hwving atrcnd poeo-
meain” 1ed b loe yer, Suma Chatal
Cattirnmd onpuge 14, ad 1

laldan

Fugitive
tycoon
guilty of
£29m theft

Flora Hurdton Crirse Comes poncent

Azl Nadir, are of Britam's mat
rekonaw fagiver, » feng s lnnthy
piwen krphldu'inpl nﬂ\“y Pack
sxpreatdmen 29 nikcn
two decader that Nadir apers

wead hoe cure to 33 shrgpt exd
a |l:8.l' Bathy yeserduy when be
was coemicted of bet charpes ofthet.

The! ol feemer ycocn, who
fled to bir natwe northem Cypew in
93w hes bewa fint due to face tnal,
war reruanded in cwtedy and will
be sectenced todsy for medng the
equivaler of mcre thas £5) milios in
teday's berma o dund 3 bvah
sadvecp vp agally fhavabm of thsves
n Pally Peck hierratiaral

Hu Sowvichian ked to 3 polineal row
lartrsight wben the Carsarvative Pary
repected calls 42 twr deawicen cf
v erky years ago. The coet of parnarg

How The Times
brokered Asil 2
Nadirs return

Ny, pagea 0,9

Nadr, ndudng theseven-raceth tnal,
3 brg rurang vertpanan by e
ferisca Fraud Dol (SF0), and legal
i far the dedmdart, v entarate
£21 xalbon Presecctzen arelibely tore
}uut 3t mvertgaton of ha wats be
are sock 72 b0 carsperave ba
vitiza,ischoding P skarehaders
Nadirhad abways denwdphiscency
bas corspary and eaid tathe bad re
tumed vchursanly to face trial because
of 3 “bummng seue of mpatece”. It can
be repermd however, thatbe bad trad
to have the cwe firows st ca 3
of cocamixu Mrce Wi
back n Eraais in Augat 200 Mr
Juntze Hakopde weice mpected s
secépeocem” appleations,  whrch
centred cacoosenu aboutthe propess
* mb-_:rcamlsﬁi).mmnm
The SFO peocarmed 16 “mxurnk-
sk victoey yaterdey, bat # can now
be revesled fuat the Voman wheo ki
the crgaal ivveatizstca mis Nadr
Conf rasdon \

Michael Mclutyre

A st to win (=)
over the

ik

arenthecat

“Tony Nicklinson
defied the judges, the
doctors, and the pro-
life opponents who
prolonged his suffering,
and died despite them
all.”






Why not?

PRINCIPLES
— Autonomy

— Prevent indignity

— Prevent suffering

PRACTICE [REASONS TO BE CAUTIOUS]
— Slippery slope
— Unintended consequences

— Who else supports?



Arguments for euthanasia/assisted dying

Autonomy
‘right to die” [7]
= a right to suicide

- (Dignity in Dying do NOT support a
general right to suicide)

- Rather, a right restricted
disabled/sick/frail/elderly



Autonomy/personal freedom/choice

but choice Is not an absolute

« buying/taking cocaine

 selling cocaine

« committing incest with a consenting adult
e wearing a seatbelt

 killing another individual even if consentin



Autonomy/personal freedom/choice

1994 UK Select Committee

“the interests of the individual cannot be

separated from the interests of society...

...aving is not only a personal or individual

affair"




Why not?

PRINCIPLES
— Autonomy

— Prevent indignity

— Prevent suffering

PRACTICE [REASONS TO BE CAUTIOUS]
— Slippery slope
— Unintended consequences

— Who else supports?



Prevent indignity?

all human beings have a basic worth or

fundamental dignity

any other approach — 'quality of life’ - must

be arbitrary

Dignity is best protected by NOT

putting the terminally ill, disabled, etc in




Why not?

PRINCIPLES
— Autonomy

— Prevent indignity

— Prevent suffering

PRACTICE [REASONS TO BE CAUTIOUS]
— Slippery slope

— Unintended consequences

— Who else supports?



Prevent suffering?

—1s killing the individual an appropriate
response to suffering?
— palliative care works

(Belgium, 2002-7 : palliative care physician was
consulted in only 12% of all cases of

euthanasia)
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Prevent suffering

Sanctity/Inviolability of life

'‘KEEP ALIVE AT ALL COSTS

 Not good medicine

 No origin in medical ethics or law

The right not to be intentionally,
purposefully killed




Ethical and legal framework

Sanctity/Inviolability of life

While respecting the inviolability of life, it is
perfectly licit to give painkillers to the terminally

ill, or withhold life-prolonging treatment if :-

 the treatment is futile ; cannot restore
health

» the treatment Is excessively

burdensome



Why not?

PRINCIPLES
— Autonomy

— Prevent indignity

— Prevent suffering

PRACTICE [REASONS TO BE CAUTIOUS]
— Slippery slope

— Unintended consequences

— Who else supports?



Slippery slope

Not just likely; not merely that it has occurred in
EVERY legislature where assisted suicide has been
permitted — but absolutely inevitable

Why?

Principle is that an individual is ‘better off dead’

- IS It reasonable to deprive people of this ‘benefit’

simply because they are incapable of being asked to be
killed?

- IS it reasonable (or possible?) to confine this benefit to

o~



Slippery slope

2005 survey of deaths in
Netherlands

9,965 deaths

The NEW ENGLAND JOURNAL of MEDICINE

SPECIAL ARTICLE

End-of-Life Practices in the Netherlands
under the Euthanasia Act

Agnes van der Heide, M.D., Ph.D., Bregje D. Onwuteaka-Philipsen, Ph.D.,
Mette L. Rurup, Ph.D., Hilde M. Buiting, M.Sc., Johannes J.M. van Delden, M.D., Ph.D.,
Johanna E. Hanssen-de Wolf, M.5c., Anke G.J.M. Janssen, M.A.,

H. RoelineW. Pasman, Ph.D., Judith A.C. Rietjens, Ph.D., Cornelis J.M. Prins, M.5c,,
Ingeborg M. Deerenberg, M.Sc., Joseph K.M. Gevers, Ph.D.,

Paul J. van der Maas, M.D., Ph.D., and Gerrit van derWal, M.D., Ph.D.

M Engl ] Med 2007;356:1957-65.

Copyright & 2007 Maossachusetts Medical Society.

e 400 deaths [p.a.] “the result of the ending of life without an
explicit request by the patient”

e 1.8% of all deaths were the result of euthanasia or PAS

— in every jurisdiction numbers have increased over time and continue
to do so; there has also been a shift from permitting assisted suicide for
cancer victims to include other diseases.

e “80.2% of all cases of euthanasia or PAS were reported”



Slippery slope

RESEARCH

2007 survey of deaths in

Belaium Physician-assisted deaths under the euthanasia law
g in Belgium: a population-based survey

g Kenneth Chambaere PhD, Johan Bilsen RN PhD, Joachim Cohen PhD,
208 EUthanaSIa/PAS Bregje D. Onwuteaka-Philipsen PhD, Freddy Mortier PhD, Luc Deliens PhD

deaths, 6 month period [ T

CMAJ « JUNE 15, 2010 = 182(9) -
© 2010 Canadian Medical Association or its licensors

e 32% “without explicit request by the patient”

— 78% of these “the decision was not discussed with the patient”



Slippery slope
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Slippery slope
;';:'f-;:-:{_"?_'; T NEW ENGLAND JOURNAL of MEDICINE

PERSPECTIVE

The Groningen Protocol — Euthanasia in Severely Ill Newborns
Eduard Verhagen, M.D., J.D., and Pieter ].). Sauer, M.D., Ph.D.

“After the decision has been made and the child has

died, an outside legal body should determine whether
the decision was justified”

NEJI\/I 352:959- 962

L) MED 35210 WWW.NE/M.ORG 10, 2005



Why not?

PRINCIPLES
— Autonomy

— Prevent indignity

— Prevent suffering

PRACTICE [REASONS TO BE CAUTIOUS]
— Slippery slope

— Unintended consequences

— Who else supports?



Unintended consequences

- pressure on elderly/vulnerable/disabled



Unintended consequences

Who favours euthanasia?

34% of 'frail elderly’
60% of their relatives

- opposed
by a clear majority of : -
« the elderly
« physically and mentally ill
« those experiencing pain

- most likely to support
white, male, wealthy, educated, in good health.

EXCEL Omnibus Study # 912, ICR Survey Reasearch Group; Washington Post, 1996
Koenig HG, Wildman-Hanlon D, Schmader K. Attitudes of elderly patients and their families toward
physician-assisted suicide. Arch Intern Med. 1996 Oct 28;156(19):2240-8.



Unintended consequences

Practice of medicine

Undermines palliative care

Undermines doctors — medicine



Unintended consequences

“A change in the law to allow physician-assisted
dying would have profound implications for the
role and responsibilities of doctors and their
relationships with patients.

Acting with the primary intention to hasten a
patient’s death would be difficult to reconcile with
the medical ethical principles of beneficence and

non-maleficence.”

General Medical Council
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A Doctor-Assisted Disaster for Medicine

As a physician in Oregon, | have seen the dire effect of assisted-suicide laws on patients and my profession.,
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“Since the voters of Oregon narrowly legalized physician-
assisted suicide 20 years ago, there has been a profound shift in
attitude toward medical care—new fear and secrecy, and a
fixation on death. .... Proponents claim the system 1s working
well with no problems. This is not true.”




WaitlOnline

By STEVE DOUGHTY FOR THE DAILY MAIL
PUBLISHED: 23:40, 9 July 2014 | UPDATED: 09:44, 10 July 2014

Don't make our mistake: As
assisted suicide bill goes to Lords,
Dutch watchdog who once backed
euthanasia warns UK of 'slippery
slope' to mass deaths

« Theo Boer, a European assisted suicide watchdog, said
‘don't do it

+ In Netherlands euthanasia has been legal since 2002

- However, in six years the numbers of deaths have doubled

. Peers are preparing to debate the Assisted Dying Bill

- Bill has been promoted by Lord Falconer, a Labour former
Lord Chancellor

Prof Theo Boer
Professor of Ethics at
the Protestant
Theological University
at Groningen

2007 - advocate of
euthanasia law in Holland,
then euthanasia regulator;

2014 - opponent

the very existence of a
euthanasia law turns
assisted suicide from a
last resort into a normal
procedure.




Unintended consequences

Medicine cannot be well-practiced unless patients trust doctors.

Doctors cannot inspire that trust unless patients believe that

doctors : -

— are for no reason disposed to kill them
—  have no inclination, or legal requirement, to ask if the
patient is the kind of human being who is worth

caring for or treating.



Why not?

PRINCIPLES
— Autonomy

— Prevent indignity

— Prevent suffering

PRACTICE [REASONS TO BE CAUTIOUS]
— Slippery slope
— Unintended consequences

— Who else supports?
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“Another bad argument is that the frail will
be intimidated into hastening the end of
their lives so as not to be a burden on
their children. Well, why not? ”
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Oregon: Year 1 10% of patients listed
concerns about being a “burden on the
family” as a motivation for seeking
assisted suicide.

2022 - over 50% of cases.

BMJ Supportive & Palliative Care 2023




Who favours euthanasia?

Baroness Warnock

“If you’re demented, you’re

wasting people’s lives —
your family’s lives — and
you’re wasting the
resources of the National
Health Service.”



Who favours euthanasia?

Economics

2

'As soon as he gets beyond 60-65 years of age, man lives
beyond his capacity to produce, and he costs society a lot of
money... euthanasia will be one of the essential instruments

of our future societies.'

Jacques Attali
ex-President, European Bank for Reconstruction and Development
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Who favours euthanasia?

Economics

"the cost-saving from a nation-wide push
towards living wills is likely to be enormous”.

[Official Report, Commons, 14/12/04; Col. 1558.]



The proper practice of medicine, without resorting to
euthanasia, can and should include the following:

1. Terminating or not initiating a medically useless
treatment.

2. Proportionate pain and symptom treatment
where the intention is not to kill but to relieve

suffering (principle of ‘double effect)).

Deliberately / intentionally ending the life of a
patient

carries TOO MANY RISKS

“one of the great mistakes is to judge

policies and programs by their

Intentions rather than their results”
Milton Friedman
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Alive
Human

Individual......

....a human being
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Reprogramming
Cells

By inserting genes that turn back a cell’s developmental clock,
researchers are gaining insights into disease and the biology
of how a cell decides its fate




Professor Shinya Yamanaka

“When I saw the embryo, I
suddenly realized”—

there was such a small
difference between it and
my daughters

... Ithought, we can’t keep
destroying embryos for our
research. There must be
another way”’’.
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Cell therapy for multiple sclerosis: an evolving concept with
implications for other neurodegenerative diseases

Claire M Rice, Kevin Kemp, Alastair wilkins, Neil | Scolding

‘ Lancet 2013: 382:1204-13  Multiple sclerosis is a major cause of neurological disability, and particularly occurs in young adults. It is characterised

= T “efistinaseriesof by conspicuous patches of damage throughout the brain and spinal cord, with loss of myelin and myelinating cells
esaboutstemeells  (oligodendrocytes), and damage to neurons and axons. Multiple sclerosis is incurable, but stem-cell therapy might

ofBristol Institute  offer valuable therapeutic potential. Efforts to develop stem-cell therapies for multiple sclerosis have been

lealNewrosciences.  copyentionally built on the principle of direct implantation of cells to replace oligodendrocytes, and therefore to

l 2 ] 2 ] 2 ] irden MS Stem Cell . . . . h . o .
a n C et O L] 8 [ 0 sandBAMsUny,  Fegenerate myelin. Recent progress in understanding of disease processes in multiple sclerosis include observations
I ] ospital Bristol Uk that spontaneous myelin repair is far more widespread and successful than was previously believed, that loss of axons

ePhD Kkemp PRl and neurons is more closely associated with progressive disability than is myelin loss, and that damage occurs
i ’;""‘:‘:‘"’::E: diffusely throughout the CNS in grey and white matter, not just in discrete, isolated patches or lesions. These findings
JSeoldinaFRCP) 1o ve imtroduced new and serious challenges that steme-cell therapy needs to overcome; the practical challenges to
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Bone marrow stem cells stimulate or re-programme repair both
directly and through a range of ‘non-canonical’ mechanisms :-

o fusion

o immune modulation

o neuroprotection

. growth factor production

. reduced scar formation

o new vessel formation

o REGULATE LOCAL TISSUE STEM CELLS
. [transdifferentiation]

Blau, H. M. Cell fusion: A twist of fate. Nature 419, 437 (2002).

Rice CM, Scolding NJ. Adult stem cells--reprogramming neurological repair? Lancet. 2004;
364:193-199
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Study of Intravenous Autologous Marrow
In Multiple Sclerosis (SIAMMS)

6 participants
Mean age 48 yrs
Disease duration 16 yrs

Median EDSS 6

.% University of

Intervention:
Daycase procedure

Bone marrow harvest
(250-750ml) under
general anaesthesia

Bone marrow is filtered

Intravenous infusion of
autologous marrow
cells

No myelo- or
lymphoablation

Cell dose 9 x10° TNC
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Assessment of Bone Marrow Cell Therapy in Multiple Sclerosis
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CLINICAL PHARMACOLOGY & THERAPEUTICS

Journal of Neuroimmunology
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Safety and Feasibility of 4

o J . 2007 MawA(1)50.7. Bone marrow mesenchymal stem cell transplantation in patients with multiple
sclerosis: A pilot study

Does mesenchyn

Report of a pilot s Bassem Yamout **, Roula Hourani®, Haytham Salti ¢, Wissam Barada *', Taghrid El-Hajj =",
Mohveddin Banab M, Yazdan) =  Aghiad Al-Kutoubi ", Aline Herlopian?, Elizabeth Kfoury Baz %, Rami Mahfouz ¢, Rima Khalil-Hamdan ¢,
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BACKGROUND: Mesench Safety and

mesodermal lineages have

tools in cell and gene thera Stem CEIl Tl‘ansplanta[ion in Patients \‘T]‘th
OBJECTIVE: To evaluate t Multiple Sclerosis and Amyotrophic Lateral Sclerosis
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25 sc )@+It Autologous mesenchymal stem cells for the treatment of
functio

o o secondary progressive multiple sclerosis: an open-label

i phase 2a proof-of-concept study
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Peter Connick, * Madhan Kolappan,™ Charles Crawley, Daniel | Webber, Rickie Patani, Andrew W Michell, Ming-(mg Du, Shi-Lu Luan,
Daniel R Altmann, Alan | Thompson, Alastair Compston, Michael A Scott, David H Miller, Siddharthan Chandran

Summary
Lancet Newol 2012:11:15056  Background More than half of patients with multiple sclerosis have progressive disease characterised by accumulating
published Oniine  disability. The absence of treatments for progressive multiple sclerosis represents a major unmet clinical need. On
Jamary 10,2002 the basis of evidence that mesenchymal stem cells have a beneficial effect in acute and chronic animal models of

Dc_l:'”t';'lle’é‘;;j multiple sclerosis, we aimed to assess the safety and efficacy of these cells as a potential neuroprotective treatment for
- 1 s 3 2 2 a2

Intervention: Aller culture, 2 mean (3D) ol 63.2 % 107
(2.3 % 10%) MSCs was injected intrathecally (n=34) and
intravenously (n=14). In 9 cases, M5Cs were magneti- at 24 hours after MSC transplantation.
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Intravenous Autologous Bone Marrow
Mononuclear Cells for Ischemic Stroke

in patients with multiple

Sean |. Savitz, MD,’ Vivek Misra, MD," Mallik Kasam, PhD," Harrinder Juneja, MD,*
Charles S. Cox, Jr, MD,* Susan Alderman, RN," Imo Aisiku, MD," Siddhartha Kar, MD,’ !, Taghrid EI-Hajj *, .
_ . ] ahfouz ©, Rima Khalil-Hamdan ©,
Adrian Gee, PhD,” and James C. Grotta, MD

Objactive: Cellular therapy is an investigational approach for stroke. Mononuclear cells (MNCs) from the bone
marraw reduse neurclogical deficits in animal streke models. We determined if autolegous MNC infusion was
feasible and =afe in patients with izchemiz stroke.
Mathods: We conducted an open-label prospective study of a bone marraw harvest followed by readministration of
autslogous MNCe in 10 patients, 18 ta 80 years old, with acute middle cerebral artery ischemic stroke. Bone marrow
wae aspirated from the iliac erest, and MMNC: were separated at a Good Manufacturing Fracticee facility and
adminietered intravenocusly up ta a maximum of 10 million cells/kg. The harvest and infusion had to occur between
24 and 72 hours after stroke. Patients were monitored for & months,
Results: Bone marrow aspiration was successfully completed in all patients. Eight received 10 millien cells/kg, and 2
received >7 millien celle/kyg. There were no significant adverse events related to harvest er infusion. Tweo patients
had infarct expansion between enrollment and harvest and underwent hemicraniectomy after cell infusion. One
t died at 40 days due to a pulmonary embeliem related to the stroke. There were no study-related severe
sadin ze avents. Median Mational Institutes of Health S'__roke- Scale score was 13 before harvest, 8 at 7 days, and 3 at
2l ths. At 6 months, al surviving patients had shifted down by at least 1 peoint on the modified Rankin Scale
pared to day 7. Seven of 10 patients achieved a Barthel Index =%0.
nterpraetation: This study suggests that a bone marrow harvest and reinfusion of autologous MMNCs were zafe and

Department of Neurology, University of Texas Medical School at Houston, Texas, USA

Peter Connick, * Madhan Kolappan,* Charles Crawley, Daniel | Webber, Rickie Patani, AndrewW Michell. Ming-Qing Du, Shi-Lu Luan,
Daniel R Altmann, Alan | Thompson, Alastair Compston, Michael A Scott, David H Miller, Siddharthan Chandran

Summary
Lancet Newol 2012:11:15056  Background More than half of patients with multiple sclerosis have progressive disease characterised by accumulating
published Oniine  disability. The absence of treatments for progressive multiple sclerosis represents a major unmet clinical need. On
Jamary 10,2002 the basis of evidence that mesenchymal stem cells have a beneficial effect in acute and chronic animal models of

DD;:C](?;&;;:] multiple sclerosis, we aimed to assess the safety and efficacy of these cells as a potential neuroprotective treatment for
- 1 s 3 2 2 a2

Intarventien: Alter culture, 2 mean (3D) ol 63.2 X 108 sponses of lymphoeyles, and the expression of CD407,
(2.3 % 10%) MSCs was injected intrathecally (n=34) and CDE3*, CDB6™, and HLA-DR on myeloid dendritic cells
intravenously (n=14). In 9 cases, M5Cs were magneti- at 24 hours after MSC transplantation.




The Church has a great esteem for
scientific and technological
research.....1t 1S a service to truth,
goodness and beauty

Pope John Paul 11" May 2000



