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My Friends,

| write to you today as re-
searchers from the Buffalo
Neuoroimaging Analysis Center
(BNAC) and the Jacobs Neuro-
logical Institute (JNI) at the
University at Buffalo are com-
pleting their analysis of the first
of several studies on chronic
cerebrospinal venous insuffi-
ciency (CCSVI) in multiple scle-
rosis (MS). In a few weeks, we
will announce the findings of
CCSVI prevalence in the first
500 subjects, who participated
in the study, Combined Tran-
scranial and Extracranial Ve-
nous Doppler (CTEVD) evalua-
tion in MS and related diseases.

We believe our CCSVI studies
testing Dr. Paolo Zamboni’s
controversial CCSVI theory will
result in groundbreaking dis-
coveries in the field of MS. Dr.

Zamboni’s theory states that
CCSVI is a complex vascular
condition characterized by nar-
rowing of the extra-cranial
veins that restrict the normal
outflow of blood from the brain.
This restriction then causes al-
terations in blood flow patterns
within the brain that eventually
cause injury to brain tissue and
degeneration of neurons.

As many of you are aware, en-
roliment in the first phase of
the CTEVD study was closed in
late December. What | can tell
you today is that the prelimi-
nary results are exciting scien-
tifically and will generate a
great deal of discussion among
our colleagues, the worldwide
press, and individuals like you
who are following very closely
any developments about
CCSVI. We are planning a press
release by mid-February, as
well as submission of these
findings to the American Acad-
emy of Neurology annual con-
ference as late breaking news.

I can further tell you that our
research will pose new and pro-
vocative questions about the
CCSVI theory which will be ad-
dressed in the second phase of
the CTEVD Study. For this next
phase, we will include an addi-
tional 500 participants who will
be examined with a new Dop-
pler machine specifically devel-
oped for CCSVI. In preparation,
statisticians are at this time
working to determine how
many subjects are needed for

each age group, gender, and
level of MS progression. Once
we have the numbers, appli-
cants who fit the research pro-
file will be contacted according
to the order in which they com-
pleted the online questionnaire,
and the second phase of screen-
ing will begin. When we have
confirmed the requisite 500 new
participants, we will notify by
email the remaining individuals
(13,000+) who filled out the
online questionnaire with hopes
of participating in the study.

As scientists, we are, of course,
excited to be engaged in devel-
oping a new understanding of
MS, a disease that has con-
founded the medical profession
for over 200 years. | speak for
the entire BNAC-JNI research
team and Dr. Bianca Weinstock-
Guttman to let you know that
this particular research is having
an impact like no other we have
known. We have been simulta-
neously humbled and inspired
by the unprecedented volume of
requests to participate in the
CTEVD study.

At BNAC and JNI, we appreciate
the urgency people with MS
have exhibited to learn immedi-
ately, even before the definitive
CCSVI research is complete,
whether their veins are con-
stricted. Therefore, in response
to the overwhelming desire they
have expressed since learning
about the CCSVI theory, we
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have made a momentous deci-
sion. After consulting the Institu-
tional Review Board at the Uni-
versity at Buffalo using prelimi-
nary results from the first phase
of the CTEVD study that included
500 subjects, BNAC-JNI is
pleased to announce that we will
begin to offer CCSVI Diagnostic
Venous Testing beginning in
mid-February 2010. Patients
may be referred by their neurolo-
gists or be self-referred. Core
testing will include the following:

e 3 Tesla MRI of the brain with
quantitative measurement of the
level of iron deposits in the brain
on susceptibility-weighted imag-
ing, with a report by a neuro-
radiologist

e 3 Tesla MRI of the neck
aimed at visualization of the
jugular, vertebral and other col-
lateral veins, with a report by a
neuro-radiologist

e Doppler exam of the head
and neck to acquire images of
the direction of venous blood
flow in different body positions,
with a report by a neuro-
radiologist

e Clinical visit that will provide
assessment of patient status,
discuss the findings and provide
a comprehensive summary re-
port with recommendations for
the future

There will also be optional ex-
aminations for neuropsychologi-
cal and rehabilitation assess-
ments, if necessary.

Testing for each patient will be
done over two days here at Buf-
falo General Hospital. A new
Doppler machine, specifically de-
veloped for CCSVI, will be used
for all diagnostic procedures.
BNAC-JINI will be the first Center
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in North America to use such a
machine, and will begin to pro-
vide training for other Centers
that have expressed an interest
in mastering the art of CCSVI
diagnosis. We wanted to let peo-
ple know now that they will be
able to look to BNAC for compre-
hensive diagnosis of venous con-
striction. Furthermore, we realize
that not all MS patients will be
able to afford the costs of the
diagnostic services in addition to
travel to Buffalo. Therefore, we
are planning to approach several
major insurance providers to re-
quest reimbursement approval
for these proposed diagnostic
tests. Please understand, how-
ever, that discussions and nego-
tiations with these companies
may take at least 18 months be-
fore reimbursements for CCSVI
tests are approved.

BNAC-JNI is proud to be one of
the first neurology centers in
North America to provide this
comprehensive new patient ser-
vice. We will use the expertise
we have developed in our CCSVI
research to diagnose venous
blockage. With this knowledge,
patients and their neurologists
will be able to discuss appropri-
ate next steps in their treatment.

Let me now tell you about some
other work BNAC is doing in
CCSVI. Together with Dr. Zam-
boni, we are at this time com-
pleting the final phases of the
EndoVascular Treatment study in
MS (EVTMS). We expect prelimi-
nary results to be presented by
Dr. Zamboni in Florida in early
February.

BNAC-JNI has also taken the first
step towards treatment of
CCSVI. Together with world ex-
perts in vascular surgery from
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the Department of Neurosurgery
at the University of Buffalo, we
will soon begin the Controlled
Randomized EndovaScular Ther-
apy (CRET) study for CCSVI.
This will be a 6-month study that
will evaluate the safety and pre-
liminary efficacy of therapeutic
angioplasty, and will include 30
patients with MS. In order to
avoid any confusion about poten-
tial candidates for this study, we
will use the same approach as for
phase 2 of the CTEVD study: ap-
plicants who fill out the newly
created CRET questionnaire, fit
the research profile and express
willingness to undergo endovas-
cular treatment will be contacted
according to the order in which
they complete the online ques-
tionnaire. We will also consider in
the selection process those pa-
tients who have already sent
emails expressing willingness to
undergo endovascular treatment.
Positive results from this study
will lead to organization of larger
clinical trials in MS.

In conclusion, | must re-
emphasize here what | have said
many times in interviews over
the past year. We cannot recom-
mend endovascular treatment to
MS patients before we fully un-
derstand the safety of any ap-
proach we may propose. In the
future, we will perform double-
blind controlled trials using a
treatment that is different from
those used by either Prof. Zam-
boni or Prof. Michael Dake of
Stanford University. After our
initial controlled safety trial con-
cludes, we will test the efficacy
of this new procedure on a larger
sample of MS patients.

(Continued on Page 3)
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Letter from the Director continued...

Like you, we want the research
to be completed as soon as pos-
sible. Only then will it be possible
to arrive at a consensus about
treatments. We began the first
study out of faith that the impli-
cations of Dr. Zamboni’s CCSVI
theory were so far-reaching that
we were impelled to forge ahead
with what will be a $5 million
study. Working with the Univer-
sity at Buffalo Foundation and
the JNI, we have begun our
fundraising campaign. In a few
days we will submit a request for
a major grant to the National
Multiple Sclerosis Society in re-
sponse to their recent call for
proposals.

As you will also read in this
newsletter, we have had an out-
pouring of gifts in the past few
weeks from people around the
world. We are very grateful for

this support. To the many people
who ask, “When will BNAC be
able to say if the CCSVI theory is
valid?” we must say that a big
part of the answer is, “The
sooner we have the funds, the
faster we will be able to conclude
all the studies we envision.” More
about how you can help appears
later in this newsletter.

Thank you again to everyone
who has been following our re-
search, to those who participated
in our first study, to those inter-
ested in phase 2 of the CTEVD
study, and to everyone who has
contributed gifts both large and
small.

We understand that everyone
with MS hopes for a cure right
now. We ask for your patience a
little longer to give us time to
complete this scientifically valid

study. Like you, we look forward
to the possibility of a proven and
safe endovascular treatment for
MS. While we cannot recommend
such treatment today, with your
understanding and help, we hope
we will be able to do so in the
future.

Together, we are on our way to
discovering about CCSVI. We
continue to believe this research
will be integral to changing the
way MS is defined and treated.

Sincerely,

Robert Zivadinov, MD, PhD
Director

To be considered for phase 2 of the CTEVD Study, go to:
http://www.bnac.net/?page_id=517 to complete an on-line form or email: ctevd@bnac.net

For more information about CCSVI Diagnostic Venous Testing, go to:
http://www.bnac.net/?page_id=535 or email: ccsvi.venoustesting@bnac.net

To be considered for the CRET study, go to:
http://www.bnac.net/?page_id=534 or email: cret-ccsvi@bnac.net

“Meet” One of the First 500 CTEVD Study Participants

BNAC's

Patricia
(right) asks CTEVD Participant
(left) what it was like to partici-
pate in the first study.

Shulenburg

Would you like to know what it
was like to be one of the first five
hundred participants in the
CTEVD Study? Because of confi-
dentiality restrictions, we cannot
disclose the name of anyone in
the study but we can “introduce”
you to someone who can, anony-
mously, let you know what it was
like to be part of this exciting re-
search.

Meet “Kay,” a woman who par-

ticipated in Phase 1 of the CTEVD
study. She met with Patricia
Shulenburg of BNAC to describe
her experience.

Patricia: How did you learn
about the CTEVD Study?

Kay: | was first diagnosed with
MS in March of 2006. My neu-
rologist referred

(Continued on Page 4)
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me to a MS specialist at the Ja-
cobs Neurological Institute (JNI)
who confirmed that | had multi-
ple sclerosis. | have participated
in small research studies before
that just involved blood samples,
but the CCSVI study is the larg-
est study | have ever partici-
pated in. 1 knew they were look-
ing at veins to see if there was
some narrowing. | learned more
about CCSVI from the website,
“Patients Like Me,” and from the
Canadian CTV broadcast in No-
vember about Dr. Zamboni’s
“Liberation Treatment.”

I was inspired to contact the
BNAC about this study because,
like so many of us with MS, | am
looking for answers. When | real-
ized the significance of the re-
search, | was excited to be a part
of it.

Patricia: Tell us about your
day of testing.

Kay: All the testing is done at
Buffalo General Hospital where

they even have valet parking as
an option! BNAC is located just

across the hall from the Jacobs

Neurological Institute waiting
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room so it was familiar to me. |
was met by one of the project
coordinators who shepherded me
through my day of tests.

I had an MRI which was really no
different to me from all the other
MRIs I've had. | was given a CD
of my scans.

Then | went back to the JNI for
my Doppler exam. There were 3
researchers in the Doppler room
where | was seated in a comfort-
able chair and had my blood
drawn. The Vascular Technologist
then started the exam. She ap-
plied gel to my neck and moved
the wand up and down my neck
area while observing my veins.
She then applied gel by my ear
to observe my veins in my brain
on her monitor. | wasn’t able to
see the monitor or learn the re-
sults but just knowing that my
images were contributing to their
knowledge of MS was a great
feeling. That part took about 45
minutes.

The next part of the testing was
the Environmental Questionnaire.
The project coordinator asked me

The CTEVD Study is a single-blinded study.

What does that mean?
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lots of questions for about an-
other half hour. They are trying
to figure out if there is something
about a person’s environment
that contributes to their MS.

That was it!

Patricia: This was an unpaid
study and sounds like it took
most of a day. Was it time well
spent?

Kay: Ever since | was diag-
nosed | wanted to be active in
searching for a cure, but | didn’t
know where to start. This study
made sense to me and | want to
continue to further the research.
Now, like everybody else, | will
wait to hear what has been
learned so far.

Patricia: Thank you, Kay, for
describing what it was like to
participate in the study. We all
appreciate the time you and the
other 499 participants gave for
the advancement of knowledge
about multiple sclerosis.

During the study, the CTEVD researchers do not know the health condition of the study subject.

What will happen when the study is unblinded in February 2010?

At that time, the study subject’s medical history, identification number, and disease category will be
available to the researchers for further analysis.
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Sherlock Holmes and Dr. Watson are

Drt. Watson what have we here?

Help solve the MStery of MS!

Consider hosting a MStery
Party to help BNAC complete
this 1,700 person comprehensive
$5 million CCSVI study!

We are pleased to announce that
the Direct-MS Foundation will
provide $1,000 in matching

funds for the first 75 parties that
raise $1,000 or more!

For information about hosting a
party, go to:

http://msterypartyccsvi.bnac.net
or email ctevd.parties@bnac.net

To donate online:
http://giving.buffalo.edu/bnac

In the special instructions box,
enter “l want to solve the
MStery of MS.”

To make a gift directly write a
check payable to "University at
Buffalo Foundation™ for "BNAC
9333-648226, BNOOL1.

Mail to:

University at Buffalo Foundation
P.O. Box 900
Amherst, NY 14260

on the case!

MStery Party Steering
Committee

Anonymous
Shelly Boyle
Cheryle Damato
Evelyn Drozen
Kelly Germain
Jill Nolan
Linda Safran

Patricia Shulenburg




