Duchenne Muscular Dystrophy.

Research for a Duchenne Therapy: Questions and Angrns.

Completed orl5 April 2007

E-mails from all over the world reach me with majuestions concerning my research reports, butiazemswer them all
individually. And because the same and similar jaes are sent by different patients and familieis, better to write this
questions-and-answers text which | am sendingl twtadse addresses are on my e-mailing lists. Enxiswill be updated with
new answers to additional questions. It exists msderman and will soon be available in Spanisb, t

You have probably read all my research reportss@afly the two last ones about the meetings oftbhehenne Parent Pro-
jects in Cincinnati and London in July and OctoP@d6. Those of you who have not received themryay; read and
download them as pdf files from the internetvatw.duchenne-research.camEnglish, German and Spanish. Some of the
questions were already answered in these reports.

| am answering the many questions as well as It@mta. However, | am not a medical doctor but@héemist, therefore,

I should not give any medical advice. But for magears now, | have experience in describing thensifie results of the re-
search for a therapy of muscular dystrophy. Thisthe participation at research meetings as weh@agpersonal acquaint-
ance with many researchers help me to write myrtefamd also these answers with no or very fewakést. But no guarantee
can be given and any legal liability is excludedt Bam asking everyone of you, and especially tegearchers who are re-
ceiving this text also, to send me comments andestipns for additions and changes, if necessary.

To understand my answers, it is often advisable/éarr to understand some of the scientific backgdoof cell biology and of
Duchenne muscular dystrophy. If you are not cergglizase read again the explanations in my replorthe following text,
the questions, often rephrased by me, are printédlics, my answers are in normal print.

Clinical trials with Duchenne boys. earlier than at the end of 2007 and will be perfedralso
with few children from the neighborhood of the @
Please let us know how our son can participate atira- centers.
cal trial. We are prepared to do everything ancgtneve- For these reasons, it does not make sensavid tvith
rywhere, because then he obviously would have acha the sick child to the trial centers from far awayegen
for a cure. from other countries and to live near them for many
months. This would be much too expensive and woatd
The clinical trials with Duchenne patients have gtarted bring any advantage. The best the families camdyet
in 2006 in Columbus/Ohio in the United States antli- access to a therapy as soon as possible is torleenier
den in the Netherlands. In London and in Newcastle of one of the active muscular dystrophy associatitm
England, another one will begin in 2007. You fihe tle- register the child in the data banks which are being
tails in my reports. Only very few children pariate in established, and to read up-to-date research sepbit
these trials. They are coming from the neighborhofottie have your e-mail address in my mailing lists, ydli get
clinical centers because they have to be clinicztiycked my research reports as soon as they are readgifs&n
repeatedly and they must have a precisely knowmtiout German, or Spanish.
in their dystrophin gene.
It is important to understand that in thesst firials, Is it really always necessary to perform clinicaals?
only one single muscle is being treated locallyeftif the
results are positive — which we all hope — i.estifficient Yes, they have to be done, because nobody knowsebef
new dystrophin appears without serious side effectd if hand whether something new, that perhaps works-some
this single muscle is functioning better afterwattien, in what positively in mice and dogs, will do the saime
spite of this, the children will not obtain any tapeutic young and older Duchenne children.
benefit. Their muscular dystrophy will neither heed nor A child is not a large mouse and there are differ-
slowed down! With these first trials, one wishe$ydn ences between a dog and a small child. If e.ggores,
prove that the new methods — above all exon skg)pn‘d without much thought, an inhibitor of myostatinbiilions
mini-gene transfer — are really working. One lookéy for of modified viruses with mini-dystrophin genes stok
a “proof of principle”. children and something happens — the child is woffse
Only when this has been proven, the next steyys- than before or even dies — then there will be meetyand
temic application will be tried very carefully. I,¢he po- the entire gene therapy research will be interipterld-
tential drugs — antisense oligoribonucleotides, AQd wide, perhaps for many years. Research is alreemly p
adeno-associated viruses charged with mini genel be gressing too slowly. Therefore, nothing should dreéd
injected into the blood circulation so that theyceach or risked. A new step towards a therapy shoulcbeot
and treat all muscles. These systemic trials walitsiot started before the preceding one has given goattses



In the Nature issue of 29 March on page 47eretis a
comment on this subject, on the request of hopelasser
patients to get a drug which only has been triedats
The scientists are of the opinion that these petmulewho
have even less time than Duchenne boys, shouldfevait
the results of properly performed clinical trials.

| am already an older Duchenne patient. Will thbeea
therapy for me also?

Obviously, a therapy will be the more successfalehr-
lier it is started, as long as there are still mamyscles
present. In my opinion, it is not certain that mesdhat
have already disappeared and been replaced bydat a
connective tissue, can still be restored.

On the other hand, there are indications frioenteam
of Professodacques Tremblaiy Québec City in Canada,
that the old myoblast transfer — now called transfamy-
ogenic cells — will work also in older Duchenneigpats.
This has already been tried on a 27-year old pafidre
Canadian scientists would like to try this techigun not
quite so old patients, younger than 18 years, hmit t
planned studies have not been approved for ethgores.

There are a number of non-genetic therap@aissibi-
lities, which | have described in my reports, ¢g. inhibi-
tion of myostatin, the upregulation of IGF-1, sidsocom-
bined with cyclosporin, Idebenone, and Protandith. A
these methods, once they are really working, shalsiol
be applicable in older patients. But probably, sonuss-
cles should then still be present.

Exon skipping.

The mutation in the dystrophin gene of my sonésipely
known. Would exon skipping help him? And if thabis
which exon or exons would have to be skipped?

One can answer these questions if one looks creiful
the cDNA sequence of the dystrophin gene. The ci¥NA
called that way because one obtains it by backiogpe
mMRNA into the DNA structure with special enzymes.
Thus, the cDNA contains only the joined exons witho
the introns in between. You can see the entire cBEA
quence on the Leiden muscular dystrophy interngéga
www.dmd.nl/segs/murefdmd

On the last page of my Cincinnati report, yall find
a detailed example for the skipping of exon 46 weon
45 is deleted, i.e. already missing. If you undargtthis
example, you will be able to determine from thigusnce
which exon or exons should be skipped to resta@edhd-
ing frame after any other deletion. A list with tthieect
answers — then you do not have to examine the seque
can be found in the thesis of B\nnemieke Aartsma-Rus
who works in the research team of Dudith van Deute-
kom If you wish, | can send you this list by e-mail.

| am writing here my answers to the variousgjions
with the boy’s first name added, if | know it. &timpor-
tant to understand that these answers can onlyduedti-
cal. They are based on the data of experimentsmiitbcle
cell cultures and with dystrophic mice and dogsly@ii-
nical trials on patients can prove whether a paldicskip-

ping treatment will give the same positive resint®u-
chenne boys. And the first clinical trials with exskip-
ping are just beginning.

Julian has a deletion of exon 45, that means, exon 46
has to be skipped. | have explained the skippingxattly
this exon 46 on the last page of my Cincinnati repo
Please read it!

In Simon’s dystrophin gene, all exons from 45 to 52 are
missing. Exon 49 was not mentioned in the reporthen
gene analysis, but it would be unusual if two défe
stretches of exons are missing simultaneously. @y
following exon 53 should be skipped, and not sdwamas,
to restore the synthesis of dystrophin.

David has a deletions of all six exons 45 to 50. Exon 51
should be skipped, and this is exactly the exorciwvbine
tries to skip in the first clinical trials in theeltherlands
and England. This means that David will probablyhe
of the first to benefit from this technique.

The son oSridhar in New Delhi has a deletion of ex-
ons 46 to 51, leading to a shift of the readingieaThere-
fore, a Duchenne dystrophy should develop. Skipping
exon 45 would repair the reading frame.

Randy has a point mutation inside exon 17, but | was
not told the exact nature of this mutation. One Mdave
to skip both exons 17 and 18 to restore the reddamge.
But if the point mutation created one of the thstap
signs in the dystrophin gene, TGA, TAG or TAA, then
possibly PTC124 would help if it really works effeely.

Noelhas a point mutation in exon 40. Here, one should
only skip this exon 40. The rest of the answer wdad the
same as for Randy.

Nadim has a point mutation in exon 74 which has pro-
duced the premature stop sign TAG. In this cas€12#
would help or one could skip the entire exon 7éntthe
stop sign would be eliminated.

InLarry 's gene, exon 3 is missing. This deletion does
not shift the reading frame, because both bordiettseo
sequence of this exon are between two entire aagitb
codons. Larry should develop a Becker dystrophys Th
mutation concerns one end of the dystrophin protaid
one does not know yet whether this would lead twose
severe disease than a normal Becker dystrophydatse
banks, which are now being established, will be &bl
predict later — when a sufficient number of pateare
registered — the clinical consequences of a centaita-
tion. However, one should also realize that pagievith
identical mutations, e.g. of brothers with Ducheroan
have completely different clinical symptoms. Thilng ab-
sence or the structural change of the dystrophés chot
always seem to be the sole cause for the clinmadse of
the disease.

InManuel’s dystrophin gene, a duplication of the ex-
ons 8 to 12 has been found. This has shifted thdimg
frame, and Manuel, now 9 years old, has alreadgayp
Duchenne symptoms. After a biopsy, a dystrophierdet
mination was done, and no dystrophin could be foimg
Dutch researchers have already tried to repairichtppns
by exon kipping in laboratory experiments. Thisiat
easy, but seems to work in principle. In Manue#ise, one
would have to take out one of the two exon series B
by skipping, or it would suffice to skip only thecond
exon 8, but not the first one. Whether this willnw@n



children, | cannot say. However, the developmersuzh
complicated therapies will probably not start beftire
normal exon skipping of deletions is available dimiahed
therapy for the sick children.

When the reading frame is shifted, then the chalsl bu-
chenne dystrophy because a premature stop sigrsahpa
peared and no dystrophin is made. And when itfs no
shifted, then a Becker dystrophy will develop beeau
there will be no premature stop sign but the dystio

will be shorter than normal. Is this rule alwaysiéror are
there exceptions?

For Steffenwho was born in 1982 and who is now 25
years old, Duchenne was diagnosed after a biop$986,
but at that time, the gene had just been discovanddlys-
trophin was not yet known. He could walk until hasai 5,
even now he does not need mechanical respiratiohha
has only a slight scoliosis. He still considers $ath“very
fit". In 1989, ProfessoRaimund Forstat that time still at
the University of Aachen in Germany, performed gsse
fully the Rideau operation for the release of &tef con-
tractures. A gene analysis in 1994 found that thue éx-
ons 3 to 6 are missing in his dystrophin gene. Tigans
that the reading frame is shifted after the detetand that
Steffen should have Duchenne muscular dystrophy. Bu
his disease seems to develop in a much milder Aay.
parently, such exceptions seem to happen oncevhile.
In December 2006, the internationally knowinichl
specialist Professadfictor Dubowitzin London described
in “his” journal Neuromuscular Disorders, Vol. J&ges
865-866, a four-and-a-half year old boy who develolp
nically like a Becker patient although he has alidafion
of exons 18 to 30 which shifted the reading frame a
thus, he does not have any dystrophin in his mascle
Professor Dubowitz closes with the wordsHi clini-
cal course does turn out to be milder than expdctethe
molecular genetic and immunohistochemical resthits,
laboratory scientists will have a field day knoakiheir
heads together to provide some feasible explaration

How often will it be necessary to inject an exoipikg
drug, an AON?

This question is also discussed in my reportsejtethds
on the time the AONs are stable inside the mussdee.
The estimates go from once per month to once paar ye
This just has to be determined in the clinical ®sdThe
advantage of the method developed_bis Garciain
France would be that the AONs will be made contursiy
by the transferred genes, i.e., then, ideally, omlg single
treatment would be needed. Details can be foumdyin
report on the London conference. .

Will it be necessary for each AON to go throughpalhses
of the clinical studies? Wouldn't this require agai lot of
time and money?

Obviously, one will try to avoid this. But who knewhe-
ther the authorities in the different countriesl aicept
abbreviated trials. Although the different AONs bav
similar chemical structure, they have differentebas-

guences. And these could interfere with differeamesg.
Thus, one will not be able to avoid clinical triagtow-
ever, the growing experience will make this eaarat cer-
tainly limit the time and costs.

Stem cells.

Recently, so many stories about the miraculous povWve
stem cells have been published in all kinds of motess
serious newspapers that we do not know whethegto b
lieve them or not. What are the scientists theneseday-
ing about their results? Do they really mean thens cells
will bring hope for our children?

ProfessoiTerence Partridgewho now works at the Chil-
dren’s National Medical Center in Washington, disad
the “Promise of Stem Cells” at the PPMD meetin€in-
cinnati in July 2006, and you can find a summarhisef
presentation on page 7 of my report on this meefing
Partridge considered as the most promising stehapel
proach for a possible Duchenne therapy the work wit
mesoangioblasts as performed by Profe&solio Cossu
and his research team at the Stem Cell Instituteeof
Hospital San Raffaele in Milan. All the most recesgults
of these Italian researchers, which were published the
end of 2006, are summarized on pages 10 and 1y of m
report on the PPUK meeting in London. May | asstinag
you have read these parts of my report again sg/tha
will be able to understand the following text?

The mesoangioblasts used in these experimesrts
isolated from the blood vessel walls of mice angd@ut
to perform the next step towards the developmeat of
therapeutic method for Duchenne patients, such stdis
must be derived from a human source. Dr. Cossthand
colleagues have indeed done this during the lastimso
and published their new results in February 200ieyT
could not be mentioned in my report.

The Italian workers looked for similar steni€@n the
walls of the small blood vessels of human museksug
obtained from diagnostic biopsies. They found ssteim
cells there, but their properties were somewhdgicint
from those of the mesoangioblasts. Therefore, theke
were called “pericyte-derived cells” or “pericytefsit
short. Their properties were exactly those whiemstells
should have when they were to be used for a Duehenn
therapy, namely: (1) They are easy to isolate fraiman
biological material like muscle tissue; (2) theydse mul-
tiplied substantially in the laboratory to amoungzessary
for a systemic treatment of children; (3) it is pibte to
transfer into them “healthy” dystrophin-gene seauasn
with viral vectors; (4) they are able to migraterfrthe
blood circulation into the muscles; and (5) theyadep to
functional muscle cells inside the living musckstie.

The most decisive results were obtained iregrgents
with mdx mice which, in addition of not having adys-
trophin, also had their immune system inactivatgdd-
netic manipulation. One month after three systanjexc-
tions of normal, that is non-dystrophic, pericyit@s the
leg arteries of five of these mice, 200 to 450 wlyatro-
phin-containing muscle fibers were found per statida
cross sections investigated. When human pericyes f
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Duchenne patients, which thus had mutated dystnophi
genes, were first treated with virus vectors canitey
mini-dystrophin genes, were injected similarly ithhese
mice, 190 to 320 new muscle fibers containing rdis-
trophin were found in the investigated muscles. flime-
tion of the muscles in the treated mice were meakalso
and found to be significantly improved.

It is important that pericytes from dystrophieman
muscle tissue could be multiplied in the laboratasywell
as those from normal muscle. That means thateaat In
young patients — these dystrophic stem cells hddtaia-
ed their growth potential. Therefore, the periogézived
cells seem to be ideal adult stem cells for a &utall ther-
apy. Dr. Cossu and his colleagues are now plarciing
cal studies with Duchenne patients probably totagexd
in about one or two years.

Obviously, these promising results of the eixpents
with muscle stem cells, first from mice and dogsj aow
also from muscles of Duchenne boys have consiflerab
raised the hopes of Duchenne families, and ofékear-
chers as well, that a therapy with adult stem aeillsbe a
real possibility in the not too distant future. Téfere, it is
understandable that Dr. Cossu’s international agiles
have looked critically at all the scientific desadf his ex-
periments, and some have asked, even in publicgtion
whether all control tests had been done, espedlatiye
with the immune suppressive drugs alone, because it
known that at least one of them, cyclosporin, et lto a
temporary functional improvement of dystrophic mesc
These questions were raised after the earlier arpats
with animals. However, the new experiments weresdon
with mice which did not need any immune suppression
because their immune system was genetically knooked

Does it make sense to keep cord blood of a rel&tbzen
in a blood bank in order to have later stem cadisthe
sick child?

I have passed this question on to Dr. Cossu aralraut
the following answer: “As for the cord blood, mesea
gioblasts are not derived from them, so cord blisatbt
useful for our method, but of course it may sertrenp
strategies.”

Those who need the most up-to-date informadlmout
what one should know when considering preserving co
blood, should download from the internet the statetm
“Cord Blood Banking for Potential Future Transpkant
tion” of 8 January 2007 of the American Academyef
diatrics:www.pediatrics.org/cgi/content/full/119/1/165
An application for muscle diseases it not mentiothexate.

Dr.Mayana Zat4n Sao Paulo, has published on this
subject. | will ask her what she would recommend.

Laboratories for gene analyses.
Which laboratories perform gene analyses?

I know the addresses of six laboratories: In the DKNA
Laboratory, Genetics Centre, Guy’'s Hospitaindon SE1
9RT, Dr.Stephen Abhgel. 020-718-82582; in the USA:
Eccles Institute of Human Genetics, 15 N. 2030 East

Street,Salt Lake City, UT 84112, DrKevin M. Flanigan
Tel. 801-587-9540; in the Netherlands: Departmént o
Medical Genetics, University of Groningen, Antonius
Deusinglaan 4, 9713AWroningen, Dr. Annemarie van
der Hout;and in Germany: Institut fir Humangenetik,
Universitat Wirzburg, Biozentrum am Hubland, 97074
Wiirzburg, ProfessoClemens Muller-ReibleTel. 0931-
8884063; Institut fir Humangenetik und Anthropotggi
Im Neuenheimer Feld 328, 691R@idelberg, Dr. Marion
Cremer Tel. 06221-562504; and MGZ Medizinisch Ge-
netisches Zentrum, Bayerstrasse 53, 8088&chen, PD
Dr. Elke Holinski-FederThere are certainly many more,
but these six are those which | know relativelylwel
These laboratories will be able to solve dteodifficult
cases. Thus if a gene analysis has not given #sprezsult
in a “normal” laboratory, please contact one okthepe-
cialized laboratories. But one should not forget tihe
suspected disease is perhaps not Duchenne butanoth
dystrophy, and then one would look at the wrongegen

Will a drug against muscular dystrophy also helpsog?
But we do not know which dystrophy he has.

Then one cannot answer this question. | am alweysat-
ing in my answers how important it is to have acige
diagnosis. In my reports, you will find the detaifsthe
modern genetic diagnostic methods. In many cousjtrie
there are experienced laboratories where one can ha
these analysis performed. | have listed some asielsefor
the previous answer. For these tests, one geneladly
not need to travel with the sick child to the ladtory,
about 5 to 10 ml of full blood with an anticoaguladded
is sufficient in most cases. It can be taken byfaimaily
doctor, and he can send it to the laboratory.

Research for other muscular dystrophies.

Will the results of Duchenne research be applicable
other muscular dystrophies?

This will probably be so but only indirectly. WharDu-
chenne therapy is finally ready, then it will besiea to
treat other muscular dystrophies with similar methce.g.
the many limb girdle muscular dystrophies whosesgen
are also known. This will probably take many yeass,
cause even for the first Duchenne therapies, betweand
10 years are still necessary. Also for these pstiérwill
be important to know the exact mutation in the gene
their disease.

And obviously, the pharmacological methodsicivido
not demand a genetic manipulation, should be agpliic
for other muscular dystrophies, too. But they hiavbe
ready for Duchenne patients first, before they bdlstud-
ied in clinical trials on patients with other mukndys-
trophies. | have described these pharmacologictions
in my reports.

PTC and other companies.

Our son has a premature stop codon, therefore, PAC1
might be a useful drug for us. How can we get ma&ct
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with the company that makes PTC124?

As before, | will keep track of the newest develes,
not only of the substance PTC124, and then me tiiem
in my future research reports as soon as pos3ihizse
who would like to get information directly from tlbem-
pany, which now performs trials with PTC124, ciual fit
on the internet: PTC Therapeutics, South Plainfiilal
USA, www.ptcbio.com

There are a number of other companies wor&imthe
development of Duchenne therapies and which | have
mentioned in my reports. You will find their intextnad-
dresses with Google or another search program.

AsklepiosBiopharmaceuticals Chapel Hill, North Ca-
rolina, mini dystrophin gene transféyI Biopharma,
Portland, Oregon, morpholinos for exon skippi@gptor
Corporation, Hunt Valley near Baltimore, Marylacd)-
pain inhibition with MyodurLifeVantage, Denver, Colo-
rado, ProtandimMirus Bio Corporation, Madison, Wis-
consin, gene transfer with plasmids under presstuce;
sensaB.V. Leiden, Holland, exon skipping with 20-me-
thyls. SantheraPharmaceuticals, Liestal near Basel, Ide-
benoneTransgéne,Strasbourg, gene transfer with plas-
mids; VASTox plc, Abington near Oxford, upregulation of
utrophin;Wyeth Research, Collegeville, Pennsylvania,
inhibition of myostatin with MYO-029.

Protandim and other things.

Should we give our son now Protandim? Or Ideberarne
HCT 10262

You will find detailed information on Protandim imy
London report. | mention there, too, that this agtifrom
five plants has been clinically studied with heglduults
and that a significant increase of the activitiesaialase
and superoxide dismutase was found, the two enzymes
which destroy the damaging free radicals in theybndch
more efficiently than the vitamins C and E cantddhe
details of the trial with adults have been publ&hew,
you may ask me to send you this publication by d-ma

No studies with Duchenne boys have been paddr
yet. But one is working on this. Professoe McCord
wrote to me that the first experiments with mdx en@ave
been done and that there are first results, bubhmuare
results are needed for arriving at a final concnsi

Concerning the question whether one should tiie
sick children already now the Swiss drug Ideberanthe
American Protandim, MsSally Hofmeistermother of a
teenage Duchenne boy, has written the following€ly-
one has to decide for himself whether he will diig child
these things without the scientific proof, or wresthe be-
lieves that this is the right thing to do at anterd myself
would be very cautious. An Idebenone trial is gadmgn
Belgium, but whether it will give the desired rdsulve
will see. | would wait for the final results in andto know
exactly what | will give my son. The same is troe Pro-
tandim.”

ProfessoRudolf Korinthenbergf the children’s hospi-
tal in Freiburg wrote to me: “As long as these saihses
are not even tested in a pilot study on Duchentiernts,

they should not be recommended. In my opinionpibe
chemical explanation alone is not sufficient. & frarents
discover them on the internet and wish to try tlemtheir
own initiative, that is their problem. We shouldalto
raise unjustified hopes which then are being dgstio
over and over again.”

For the HCT 1026, the situation is the samep@ége
11 of my London report, | say that this drug lidesthe
gaseous hormone NO and inhibits inflammation, &adl t
it increases the effect of the mesoangioblasisdr mice
significantly. Dr. Cossu commented: “Do not try #rigig
that has not been tested in clinical trials. A $ropén trial
will start soon, and if positive, we will ask TREAYMD
to organize a large blind trial. Only then shall kvew
whether this molecule is efficacious in humang &sin
mice.”

When will there be a therapy:

How long will it take until a therapy will be avable for
our boys?

| have asked this question in an interview with Eheéch
researcher&ertjan van Ommenjudith van Deutekommand
Gerard Platenbur@004 in Monaco. Please read the entire
interview on the pages 10 and 11 of my report Monac
2004/1 on the internetvww.duchenne-research.com

The most important sentence in this interweas:

“We think, 10 years would be a reasonable estifftate
seeing the first promising application of the aaise work

for Duchenne. Of course, we hope it will take less]

there is a chance that it will take less.” Of the years,

seven still remain. In my interview in Cincinna®irofessor
Steve Wiltorsaid that the Dutch estimates are rather realis-
tic. But it could also take only five to six yeamstil a suc-
cessful treatment of the first Duchenne boys vélithere.

And Gerard Platenburg in Cincinnati and Judith Beu-
tekom in London said something similar.

But please understand that one should nekerttese
estimates literally. The uncertainties are subi&thithe
original 10 years can also mean 5 or 15 years.€lbst-
mates were criticized by some parents represeagativ
They were of the opinion, one should not give tmaifies
this information. The numbers are too uncertain they
would discourage them. Would you, the parents efsibk
children, prefer that one does not speak abou? thigould
be interested in your opinion.

Do the scientists talk to each other or do theypkbeir
results secret? Are they perhaps farther ahead than
think?

Yes, they talk to each other. They meet often axffitbr-
guent international conferences, and what theynaaget
published or presented at the meeting, they distuissg
the dinner or over a beer at the bar.

But it takes several months until their resalte pub-
lished in one of the prestigious journals like &cie, Na-
ture, Neuromuscular Disorders, Cell, and otherskés
that long because these journals insist that theuswipts
are being checked and commented on before puldlicati
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by scientists working in the same field, who, hoarene-
main anonymous. This is called “peer review”. Araldre
something has not appeared in print, it is notvasio to
speak or write about it. | am respecting these egtes
also in my reports.

Obviously, the researchers do not stop workihde
their manuscripts are in print, and, thereforey thie al-
ready somewhat farther ahead than we are ableow.kix
quite new example of the talking-to-each-othehés t
ENMC workshop in Naarden in the Netherlands from 23
to 25 February 2007 about the cooperation of thigsBr
and Dutch exon skipping teams. And the European Con
sortium for Stem Cell Research met in Bellagiotatyl on
3 and 4 April 2007 under the direction of Dr. Cosstalk
mainly about the mesoangioblasts.

Please no questions about the medical and
social management.

Please tell us, which medical measures should péeh
physical therapy, ergo therapy, pain treatment,eRid op-
erations? And how about problems with the fathdren
to use a wheelchair, who can help, etc.?

Glnter Scheuerbrandt, PhD,

Im Talgrund 2, D-79874 Breitnau, Germany.
E-mail: gscheuerbrandt@t-online.de
Internet:www.duchenne-research.com

These and similar questions | just cannot answaroiv
quite a bit about the medical treatment of our Bute
children, but I am not a medical doctor and, thenesf
should not give any medical advice. In many coestri
there are centers, mainly at the children’s hokpdathe
universities, where there are specialists for neudideases
who can answer all these medical and social questio
The addresses can be found on the internet padbs of
muscular dystrophy associations in the differenintoes.
As you have seen in my reports, | discuss trdyre-
sults of the scientific research for a therapy atBenne
muscular dystrophy. At the large international evahces
as those in Cincinnati and London last year, theastre-
search results on the medical and social manageshent
the patients are also reported and discussed el bfden
been asked to also write about them in my repBris)
am not that young anymore and there are just sdwsip
cal limits even when writing the research repdist |
will continue to write the reports for you, as loag/| can,
because your e-mails, which reach me from everysyher
tell me how important this information is for you.

If you send me your e-mail address, you will reeeall my future research reports as soon as theyeady in English. They
are also available in German, Spanish, and in sathrer languages.



