








Familial Intracranial Aneurysm Study Update

Mario Zuccarello, M.D., University of Cincinnati Medical College

he Familial Intracranial Aneurysm Study (FIA) is
Tone of the largest studies of the genetics of brain
aneurysms in the world and has made tremendous
contributions to our understanding of why aneurysms
form and who develops brain aneurysms.

The primary goal of the FIA study is to identify the
gene or genes that lead to the formation and/or
rupture of brain aneurysms. The first genome screen
was performed in 192 families. There was evidence
that 4 (4, 7, 8 and 12) of the 23 pairs of chromosomes
in humans may contribute to the formation and/

or rupture of cerebral aneurysms. The latest genome
screen performed in 333 participating families shows
evidence that 2 chromosomal regions (chromosome 4,
7 and 12) contribute to intracranial aneurysms. It was
also found that smoking interacts with specific regions
of the chromosomes (chromosome 7) with regards to
the risk of aneurysm.

In conclusion, it is unlikely that a single gene is
responsible for aneurysm formation and/or rupture.
Rather, multiple genes and environmental risk factors,
i.e. cigarette smoking, contribute to intracranial
aneurysms.

Corporate Sponsors

Another significant finding resulting from the FIA study
is that in the first degree relatives of a person diagnosed
with an intracranial aneurysm, it was found that

19.1% of the participants that had undergone a MRA
study had a previously diagnosed aneurysm. Those
diagnosed were over the age of 30 years, female, or had
a history of smoking and/or high blood pressure.

Another very important finding was that the majority
of subjects found to have an unruptured aneurysm
during the course of the study had small aneurysms
(less than 7 mm). The observed annual ruptured rate
of these aneurysms was 1.2%. This is approximately 17
times higher than the annual rupture rate previously
reported in the International Study of Unruptured
Intracranial Aneurysms (ISUIA).

All these findings are very important in the screening
of high-risk individuals based on family and medical
history and in the management of an intracranial
aneurysm in a person with a family history of
aneurysms.

The Brain Aneurysm Foundation wishes to recognize the following corporate sponsors for their generous contributions:
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Official Brain Aneurysm Foundation Facebook Cause Site Established

Please join us and become a member of our new offical Facebook Cause site at
http:/ / apps.facebook.com/ causes /302402 /61732358?m=69029663
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(continued from page 10 “Runs and Walks Abound!!!”)

The 3rd Annual Brain Aneurysm Awareness
5K Walk/Run in Powell, OH
By Jacci Snyder

The 3rd Annual Brain Aneurysm 5K Walk/Run was
held in Powell Ohio on September 27th. Despite the
rain and cooler temperatures, it went off without a

hitch.

I became involved with the foundation because I lost
my mother and grandfather to brain aneurysms. My
goal is for my event to grow larger and larger every
year. If I can save one person from dying from an

aneurysm then I will feel as if I have made a difference.

The challenge for me is getting the word out about
early screening and prevention, the more knowledge
people have regarding symptoms, the more they are
apt to seek treatment immediately. I have discovered
that this is something that needs to be discussed

in the media, hospitals, all of the time, because it

is a silent killer. It's frustrating for me because the
media discusses and promotes other diseases such
as cancer, diabetes, or heart disease and yet, you
rarely hear of brain aneurysms and the progress in
medical technology. So, I will continue to promote
early screening, particularly if you have had a family
member who has had a brain aneurysm, talk about
brain aneurysms and the Foundation to each and
everyone I meet. I look forward to my next event and I
will start promoting and spreading the word now.

The 1st Annual John Assante Memorial Walk
In Boca Raton, FL
By Geri Assante

My husband, John Assante had just awoken to a
typical Saturday morning after laughing at the movies
the night before. Everything about this day seemed
routine. Within hours John was rushed to the hospital,
stricken with a silent predator he didn’t know existed.
Years before, John’s mother was struck down with a
sudden, piercing pain of a brain aneurysm. During
that time, John was unaware that this disease closely
follows the path of heredity. A simple diagnostic test
called an MRA, easily ordered from a physician, could
have prevented this tragedy. Unfortunately, nobody
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told us or John. Seven months ago, we had no idea
that John Assante was at risk for a brain aneurysm. If
we knew then what we know now, he would be here
today.

On September 27, 2009 the Assante Family, with
support of friends, Dr. Ali Malek, and St. Mary’s
Medical Center team, hosted the 1st Annual John
Assante Memorial Walk. Our goal was singular in
focus, which was to increase awareness around the
seriousness of brain aneurysms. With just two short
months to organize this event, my daughter Jen and I
went about learning how to organize a fundraiser.

What started as a cluster of random ideas turned into a
majestic sea of red balloons as over 130 people attended
the event supporting my family’s personal mission

to improve brain aneurysm
awareness. The early morning
rain and unseasonable gusty
winds turned to bright skies
and beautiful sunshine. We
know John was looking down,
probably making a deal with

those who control the weather.

i Assante and Jen Assante
After some opening remarks

regarding the facts around brain aneurysms, we were
off to make a difference, and what a difference we
made. An amazing start, but make no mistake, only
just a start. With every start, there must be a finish.
That end point is simply an increased understanding to
this preventable condition. We, as a family, might not
see the finish line today, but we will get there. As John
always said, “Never bet against the Assantes.”

We are already beginning to take the steps for the 2nd
Annual John Assante Walk to raise brain aneurysm
awareness. We know that each step, figuratively

and literally, brings us closer to saving others from
this under-recognized condition. Raising awareness
will forever be our family’s mission and how we

will always honor John. That is how he would have
wanted it and it is what he would have done himself.
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Words From Brain Aneurysm Survivors and Their Families

GINA PAYNE, LOUISIANA

I was diagnosed with a Cerebral Aneurysm in April
2008. I went to the doctor with an ailment and he
recommended a CT scan be performed to see what was
going on. I remember the day I was diagnosed. I had
no symptoms so you can imagine my shock and fright.

So many things were running through my head. How
was I going to live with this thing in my head knowing
there was no guarantee a rupture would not occur?

Well, I believe everything happens for a reason and
soon it would become clear what mine was. All my
questions suddenly had answers to them. How was

I going to live with this? Day by day, how else? How
did it get there? Soon after I was diagnosed, I found
out that you are at risk if you have a family history of
aneurysms. Years ago, my late Aunt suffered from a
ruptured aneurysm that left her with many disabilities.
I had forgotten how she had gotten that way until a
family member reminded me. How could the doctors
know I was at risk if they didn’t know my family
history?

While every medical history form I have completed
over the years asked about numerous diseases and
conditions, brain aneurysms were never mentioned.

And why me? To educate, to make people aware of
their family history, to let people know that brain
aneurysms can be a genetic disorder.

I'm one of the lucky ones. My aneurysm was found

on accident, not after rupture. I'm not going to lie. It
did take a little getting used to and always will be a
concern. I just want people to be aware, to know when
they need to be tested and that they need to know their
family history!

Please tell your family physician if you have a family
history of brain aneurysms even if it isn’t on the
medical history form.

My aneurysm is small so it is recommended that we
watch it right now with repeat CT angiograms every
six months rather than surgery. Be like me, one of the
lucky ones who has been given the chance to watch it!
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ANNA, SPAIN

Hi! I'm a Catalonian girl, I'm recovering from a
aneurysm bleed. They put a titanium clip in me and
I'm luckily alive and with everything okay. Last week
I was astonished because I was and am very tired and
I am thankful for this website because now I know its
an okay thing and I have to get a bit used to it. Thanks
a lot for all the information I've been able to read and
learn. Lot of kisses from Catalonia (Spain).

ERIN

I came to this site in October of 2008, shortly after my
mother suffered a subarachnoid hemmorage, a brain
aneurysm rupture. My mother was 55 years old and a
very active person.

The city is one hour away and we rushed up there.
Little did we know that 2 months later, we would still
be driving one hour to the hospital.

She had surgery that night to clip the aneurysm. Her
surgeon said that she had a devastating rupture and
that time will tell. She also had major heart troubles
after as well.

She spent 6 weeks in ICU with hardly any movement
at all. Her one side would twitch. Eventually her eyes
would open and she would stare at nothing. It seemed
that her brain had been so damaged that there was no

hope.

After the worst 6 weeks of my life she was transfered
upstairs after learning to breathe without the tube. She
would have a minute that she would look at you like
she knew you and then others when she would stare
into space crosseyed.

Then her brain started to heal. We were only 2 weeks
out of the ICU and she was sitting in a chair. She still
seemed like she was on another planet, but she was
sitting up. Then they moved her back to our small
town hospital and she was doing more and more every
day. She was eating solid foods and drinking.



(continued from page 16)

In mid December she went in to rehab program where
she stayed until Jan 20. On December 24 they let her
come home for the weekend. After what she had been
through, she never missed Christmas.

Physically she is fine. She is strong and walks around
everywhere. What it did affect was her speech and
personality. She has an awful time coming up with
the right words. Her personality is much different. She
is not the same person, but she is with us and we can
handle the change.

I read a lot after she had the bleed. People had spoken
of the personality change. It is hard to understand at
the start, but it really is true.

One year later, she is doing pretty well. She can stay
at home by herself, warm up food, cut her lawn. She
can’t drive yet, but we’re hoping soon.

I haven’t noticed any depression, but we're watching
for it. She has a lot of trouble thinking of the subject of
a sentence. She won'’t go to a store by herself because
she could never be able to tell the clerk what she would
want. But we’re hoping that will become better one day.

We've come a long way since the nurse in our small
town hospital telling us that she probably won’t make
it and a nurse in ICU telling me that she probably
would never wake up.

When I started reading stories shortly after mom got
sick, the ones with the bad endings really got to me.

It was upsetting and it really took a lot out of me. It’s
hard not knowing the future and listening to the worse
possible scenarios. I hope you all enjoy a story with a
happy ending.

EARLY DETECTION IS KEY!

“I am Firefighter/EMT with the Northville
Township Fire Department. Over the last few
months we have trained with your DVD Early
Detection of Brain Aneurysms: Life vs. Death and
found it to be very beneficial to our department.
We would greatly appreciate a few extra copies to
share this information to others in our field.”

SUSAN, ONTARIO

I am writing on behalf of my husband, Chris. Chris is

a senior Captain with Air Canada. On December 16th
after arriving home from Tokyo, he suffered a major
headache followed by nausea and vomiting. I took him
to our local hospital where a CT scan with contrast was
done. It came back normal. The headache continued
and 2 days later a MRI was done. It came back normal.

On December 29, 2006 Chris, at the age of 55, suffered
a ruptured aneurysm in the frontal lobe resulting in a
massive bleed. When he presented at the hospital, he
was in a very deep coma, a Glasgow Coma Score of 3.
The admitting resident told me Chris’” condition was
extremely grave and IF he survived the night he would
have lasting physical and mental disabilities. When
our son asked if Chris would ever fly again the doctor
informed us “He won’t drive again.”

Nineteen hours after his arrival, the nurses were able
to get a response from Chris when they asked him

to squeeze his hand. At that point, the neurosurgeon
scheduled surgery to clip the aneurysm. Thirty-two
hours after he was admitted, the surgery began. He
was kept in a medically induced coma for a couple of
days following the surgery. When he came to, he was
still on a ventilator. He had no idea of who he was or
who any of us were. He didn’t know the date, or his
own name.

He was in ICU for 3 weeks and then a week in a step-
down unit. From there he came home. He was weak
and frail, had lost over 40 pounds, very confused, and
extremely fatigued. His improvement was rapid in the
first few months and then continued steadily. We had
wonderful specialists helping us every step of the way
and Chris worked hard.

This year after extensive neurological and psychiatric
testing, Chris was approved to go back to work!! Flying
airplanes!! He started training on the Boeing 777 in
August and last Friday, September 25th I watched in
awe as he donned his captain’s uniform for his first
flight back!! We have dubbed him Captain Fantastic,
and he is certainly a walking miracle.
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Vascular Smooth Muscle Differential Gene Expression

in @ Non-Human Primate Model of Subarachnoid Hemorrhage
By: Douglas Cook, M.D., University of Toronto, Division of Neurosurgery

Vasospasm following aneurysmal subarachnoid
hemorrhage is responsible for delayed neurological
deficits in many patients who have suffered a ruptured
aneurysm. Many therapies to decrease vasospasm
following subarachnoid hemorrhage have been
developed and tested but few have had a major impact
on clinical outcomes, making vasospasm one of the
biggest obstacles in treating patients with subarachnoid
hemorrhage. One promising therapy is nicardipine,

a drug that works by decreasing calcium flow into

the muscle cells of blood vessel walls to ultimately
decrease vessel constriction. It is a therapy originally
developed to treat high blood pressure, but now

used to treat vasospasm by implanting slow release
drug pellets around affected brain blood vessels at

the time of surgery. While the direct effect on blood
vessel constriction is one possible mechanism for this
drug, some researchers have suggested that there may
be other mechanisms of action that might improve
outcomes after vasospasm. As a part of the process to
evaluate the effectiveness of this therapy in vasospasm,
Dr. R. Loch MacDonald (St. Michael’s Hospital,
University of Toronto) implanted the drug or placebo
in non-human primates undergoing an experimental
model of subarachnoid hemorrhage. We were able

to utilize tissues isolated from these experiments to
conduct the current project.

To begin to unravel the mechanisms by which the drug
exerts its effects, we sampled smooth muscle cells from
brain vessels of animals treated with nicardipine and

those treated with a placebo pellet. To explore potential
mechanisms of action, we compared gene expression in

Hair-Cut-A-Thon in Cherry Hill, NJ
October 25

There were over fifty appointments for haircuts
at Julian Hair & Color Studio in Cherry Hill, NJ
as part of D’s Dawgs fundraising efforts. Get
pampered and raise funds for a good cause at
the same time!
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the smooth muscle cells from each group using whole
genome microarrays, a technology that allows us to
measure gene transcription levels in a tissue sample
for all genes encoded in the genome of the non-human
primate. We then used bioinformatics techniques,
statistical methods for large datasets, to sort the genes
into clusters that we then explored for genes of interest.

We observed that nicardipine treated animals had less
vasospasm as detected by angiogram and CT scan,
suggesting that the drug had an effect on the vessels.
We also observed after sorting the genes detected in
the microarray experiment that there was a cluster of
the five most significantly changed genes that related
to smooth muscle cell proliferation. Cell proliferation
related genes were decreased in the nicardipine treated
animals when compared to placebo treated controls.
This result suggests that nicardipine may exert its
effects, at least in part, by decreasing the growth of
smooth muscle cells in brain vessels after subarachnoid
hemorrhage. Smooth muscle cell overgrowth is a
known cause of small vessel stenosis and occlusion
following subarachnoid hemorrhage but not a known
target for nicardipine therapy. This observation has led
us to further validate our results and will be the subject
of future hypothesis based research.

We are grateful to The Brain Aneurysm Foundation
for funding this work and look forward to utilizing
the data generated in this project to direct our efforts
in developing new treatments for vasospasm in future

work.




How To Host A Non-Event, Or How To Not Do Lunch

By Cheryl Lynn Horsey, Ph.D.

Dear Friend,

I wish to thank you for your support during my

convalescence as I sought to regain some semblance of
“normalcy” in my life. Ilook at every day as a gift and
choose not to let a minute go by that I take for granted.

Having suffered two brain aneurysms, I can’t tell
you how important early detection and awareness
is to survival. Having gone through over a year

of recovery I am now at the point where I want to
help others understand the symptoms and increase
awareness about an illness that affects about 25,000
people per year.

Once I became strong enough, I sought out information
to help me understand just what happened to me. I
found the Brain Aneurysm Foundation (BAF) to be a
great resource.

That is why I am asking you to join me in supporting
the BAF by participating in my “Non-event.” That's

right — I am suggesting that we not do lunch, but rather
you make a donation by paying the cost for a takeout
lunch, dine in lunch, brunch, or mileage to a Center
City restaurant.

You can make a check payable to The Brain Aneurysm
Foundation and return the check to me in the self
addressed stamped envelope and I will compile

all the donations and mail to BAF. Let’s face it — we
could all forfeit another lunch for a good cause. So let’s
Not Do Lunch! My goal is to raise at least $1,000.00

for this worthy organization. Please consider joining
me and the Brain Aneurysm Foundation as we raise
awareness and support research in this area. By

the way, September is National Brain Aneurysm
Awareness month.

Very truly yours,

Cheryl Lynn Horsey, Ph.D.

Donate to the option that you would most likely choose if you were to go out for lunch.

Take out Lunch for two:

Mileage to Center City Restaurant
@ $ .55/ mile (40 miles)

Liquid Lunch for two:
Dine In Lunch for two:

Brunch for two:

Prix Fixe (Le Bec Fin)

$20.00

$22.00
$32.00
$40.00
$50.00

$100.00

Congratulations to Cheryl who raised over $2,500 with this creative fundraising idea. Your next lunch is on us!
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FOUNDATION

DONATE

I/we want to help The Brain Aneurysm Foundation continue to provide critical awareness, education, support and

research funding to reduce the incidence of brain aneurysms. I/we want to help support the continued publication of

The Brain Aneurysm Foundation newsletter Thinking Ahead.

Please check donation level

Q Supporter, up to $49

Q Circle of Friends, 50 - %99

Q Silver Circle, ]I00 — %249

Q Golden Circle, $250 - 2499

Q Platinum Circle, 500 - %999

Q Diamond Circle, 3,000 - *4999

QA Board of Directors Circle #5000 -$9999
Q Research Circle, 10000 or greater

Gift Instructions

Donate by check
Check enclosed for $

(Please make your check payable to The Brain Aneurysm
Foundation and mail to: The Brain Aneurysm Foundation,
269 Hanover Street, Building 3, Hanover, MA 02339)

Donate by credit card
*Charge my/our one time gift of $

Donate Monthly Pledge by credit card
*Charge my/our monthly gift of $

Credit Card Information
Name:
Type: QVisa U Mastercard U Discover QO AMEX
Card Number:
Expiration Date:

Your Name:
Address:
Cit}/: State: Zip:
Phone: ( )
Email:

If you prefer to donate online, please go to www.bafound.org or to give credit card information by telephone, please

call (78l) 826-5556. Your gift of any amount will be deeply appreciated and most helpful. Thanks for your support.



