






G A R R E T T: Craig, what was the role of the Medical and Scientific Advisory

Committee (MASAC) of the National Hemophilia Foundation in affecting these

advances?

D R . C R A I G K E S S L E R : Over the 10 years, MASAC endorsed the highest standards

for care of patients with VWD. The efforts of Project Red Flag, the CDC and the

NHLBI have all solidified the concept that the physicians who take care of people

with hemophilia also take care of people with VWD. This is extremely important

from a patient care perspective. It is also important because it spreads the word

that hematology is a subspecialty within internal medicine and pediatrics and that

hematology is essential to the treatment of bleeding disorders. It confirms the

significant differences between oncology and hematology. Yet, the majority of

hemophilia patients, including the majority of VWD patients in this country, get their

primary care for bleeding disorders from a hematologist/oncologist where the H is

small and the O is large. We need to emphasize the importance of understanding how

to treat VWD. We also need to underscore the importance of the hematology part

of hematology/oncology on the adult side. On the pediatric side, most patients with

clotting disorders are eventually treated at a tertiary care center. However, the first

treatment for most women and men who present with VWD is not at a tertiary care

center. Usually the diagnosis of an adult patient is made because of bleeding associated

with surgery or complications from injuries. As an adult hematologist/oncologist, I get

frequent calls from physicians seeking advice on how to care for a VWD patient who

is often just about to undergo surgery.

S A L LY O W E N S : At the CDC, we have made an effort to approach medical

students and fellows when they’re still open to new ideas on these issues.

We were able to have some questions about VWD included on the students’

exams. It gets young doctors to think about the disease.

Project Red Flag

G A R R E T T: Project Red Flag has been a true collaboration between the NHF, CDC

and CSL Behring. What are the issues that we can expect to be addressed in the

next ten years?

S A L LY: At the beginning of Project Red Flag, the CDC went directly to women and

talked with them. We found that by the time most of these women were diagnosed

there was an average of 16 years between the onset of bleeding symptoms and a

diagnosis. That is just not acceptable. We could also do a better job of taking compre-

hensive family histories to learn if relatives have had bleeding disorders. A universal

data collection system for females is being developed at the treatment centers.
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A N N - M A R I E : For Project Red Flag, we want to focus on adolescents and young

women at the beginning of the next 10-year timeframe. This way, we can work harder

to get these young women diagnosed earlier.

G A R R E T T: Paul, could you speak about the role industry plays in helping to

spread the word?

PA U L P E R R E A U LT: From an industry perspective, continuing support of Project

Red Flag is extremely necessary. Industry plays a global role in spreading the

word and offering help with awareness and diagnosis. Altogether, it’s a chal-

lenging continuum because physicians treating the general population say they

don’t see von Willebrand patients in their offices. The relevant question is: Do

they administer the appropriate tests? All indicators suggest they do not. From

an industry perspective, we have to continue to push harder with the messages

around what needs to be done to facilitate diagnosis and treatment.

The awareness part is also important. Patients typically know a great deal from

accessing information on the Internet. With women the complications can be

serious, but I also want to make sure that we’re not overlooking the males

with VWD.

R O B E R T M O N T G O M E RY: There’s no question that the adult female population is

the primary group at risk. However, we also need to recognize that for every female

with VWD there is a genetically related male who is equally capable of transmitting

the disorder to children. I think that participants in Project Red Flag should be asked

if their children have been tested.

C R A I G : A major issue is that VWD has always been considered a rare bleeding

disorder, and it is not rare. The sooner we recognize that it is not rare, the more

funding and the more awareness we’ll have within the general population. VWD

occurs in one to two percent of the population. There are very few other diseases in

the general population with that high an incidence. When we remove it from the

category of a rare bleeding disorder, it is more likely VWD will be placed in medical

school curricula. Then, more physicians will be trained to look for it.

R O B E R T: I am concerned that based on laboratory tests, 37 percent of those tested

for VWD may be normal from a genetic perspective, but they may not be normal on a

level that’s necessary to prevent full symptoms. An individual with low von Willebrand

factor could be considered normal but that does not necessarily mean the person

should not be treated.
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G A R R E T T: So the gauntlet has been thrown down today and it’s clear that our

work is cut out for us in the next 10 years.

C R A I G : We should also further study the relationship between ethnicity and VWD.

Many have erroneously assumed it is an equal-opportunity genetic disease. Yet Dr.

Montgomery’s group has important data that shows a significant number of African-

Americans are diagnosed with VWD but actually do not have it, or may have a

different bleeding disorder.

R O B E R T: The CDC has shown that, as a group, African-Americans, have higher

normal von Willebrand factor levels than Caucasians. That may be protective from

symptoms but not necessarily from genetic transmission.

S A L LY: In terms of women with bleeding disorders, we’re seeing the same percentage

of symptoms among African Americans as in Caucasians. However, this does not mean

the specific bleeding disorders have been accurately diagnosed. We need to use our

organized network of treatment centers to collect more data. Otherwise, it would be a

missed opportunity.

G A R R E T T: We’ve identified a number of areas where we can advance our

understanding of VWD. These changes include policies regarding insurance

reimbursement for follow-up care, family studies and genetic studies. This leads to

the critical role of advocacy. What are your suggestions about where Project Red

Flag should put its efforts over the next 10 years?

A N N - M A R I E : In the next 10 years we need to expand our outreach to the media.

With CSL Behring’s support, we’ve been able to work with 18 key NHF chapters across

the country and identify media markets in those areas. In each market, we’ve enlisted

the help of a female spokesperson with VWD and also a physician spokesperson.

We’re knocking down barriers and we’ve been able to get media play in newspapers

and television stations in many of those markets. Increasing media is the only way

we’re going to reach out to the one or two percent of the population with VWD. This

way we will be able to help more women with menorrhagia whose symptoms have

been vetted through information provided by NHLBI, CDC, Project Red Flag and

MASAC. If Project Red Flag wants to reach adolescents and young women, we will

need to become more Internet savvy.

S A L LY: Some of the words we use in our public messages need to be changed to

better reflect how people think and speak. When people search for information online

they use simple words such as “heavy periods.” We need to use words that will

connect people to the information about bleeding disorders they are seeking.
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A N N - M A R I E : At the beginning of our Project Red Flag campaign, we were able to

get a placement on the very popular 4women.gov Web site with a Q&A on women’s

bleeding disorders. We also did informational brown bag lunches in government office

buildings that were very well attended.

PA U L : We could take a lesson from CSL Behring’s experience. The example of primary

immune deficiency comes to mind. This entailed a successful collaboration between

CDC, industry and the Jeffrey Modell Foundation to put together a public awareness

campaign. Tens of millions of dollars in free media are available through public service

announcements. I agree that this is the right time to offer public service announce-

ments about VWD to television stations and I think we could do more with this. The

stations are looking for new material that goes beyond the more well known diseases.

C R A I G : We need a big splash of public relations. As I’ve found in other areas, the

best way to increase public awareness is to have an articulate spokesperson who is

comfortable on TV.

A N N - M A R I E : NHF has come up with something quite revolutionary. We’re looking

to create a separate entity, still linked to NHF, and called something like The Women’s

Health and Bleeding Disorders Institute. The new name would be placed on a banner

on the Web site. The overall umbrella would start with “women’s health and bleeding

disorders” and from there a person could search for specific bleeding disorders or for

information on heavy periods. If a person has bleeding symptoms, this is the way they

might think—search women’s health first, then bleeding disorders. These broader key

words will be helpful in driving women to the information they need.

S A L LY: In some ways, the women we serve have already confirmed the need to raise

awareness about programs by rebranding the names. In fact, when we interviewed 75

women who were referred to CDC from the hemophilia treatment centers, over 90

percent said they were satisfied with their treatment. But close to 80 percent didn’t

know they were seen by a hemophilia treatment center.

Another question we are asking is: Should it only be the people who have a laboratory

diagnosis that we’re helping? Should it be anyone who has a bleeding symptom, or

are we here for people who have a diagnosis?

G A R R E T T: For adolescents who are experiencing their first symptoms, Project Red

Flag is focused on the Internet. Perhaps we should ask the younger generation to

tell us which tools would give us the best and most effective communication with

their age group.
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C R A I G : An innovative program might be to educate adolescent girls about what is a

normal period and when bleeding is considered excessive and may need to be evaluated.

A N N - M A R I E : Part of our focus at NHF for the next two years is having a presence in

the school systems. We helped to develop a curriculum for school health educators at

the middle and high school level, and we plan to distribute this as much as we can

across the country. We’re piloting it in three school districts. The title of the curriculum

is, “Anyone Can Have a Bleeding Disorder.” This way both boys and girls will learn

about von Willebrand disease and other blood disorders. We also plan to do a family

genealogy exercise to help participants to understand the importance of family history.

National Heart, Lung and Blood Institute Guidelines

G A R R E T T: Let’s discuss the NHLBI guidelines. Why do you think this report was

such a high priority for the National Institutes of Health (NIH)?

R O B E R T: I think it was because there was insufficient knowledge on the topic of

bleeding disorders. I also think it was a combination of pressure from physician groups

and from industry.

C R A I G : The NHBLI guidelines are the most important work that has been published

while I’ve been working in hematology. The guidelines were a priority because it is

critical to have a way of standardizing patient care and for government and reimburse-

ment agencies to have these guidelines available. I think the most pressing issue now

is how the guidelines will be disseminated and how committed people will actually be

to using them.

PA U L : The NHLBI should be congratulated, but the impetus for this report stems from

congressional appropriations report language that we were able to obtain support for

through collaboration with the patient advocacy organizations. It will also take the

continued participation of everybody around the table to achieve success. It’s a matter

of keeping the focus on the diseases that have not received the attention or the

funding they deserve, and gathering together the appropriate people from among all

the stakeholders.

From the political side we’re very active with advocacy groups and we’ve been effective

in bringing people together to try to align some of the political agendas. It goes back

to the issue of reimbursement. We have a lot of reimbursement expertise and we have

people who are going state by state to try to educate the reimbursers about therapies

for VWD. On a national level we work with various congressional committees and staff

K E Y I S S U E S D I A L O G U E : V O N W I L L E B R A N D D I S E A S E [ 6 ]

For adolescents who are

experiencing their first

symptoms, Project Red

Flag is focused on the

Internet. Perhaps we

should ask the younger

generation to tell us

which tools would give

us the best and most

effective communication

with their age group.



to try to educate them. We provide the message but it takes continual effort to get

people to recognize the issues. The guidelines should be helpful to the reimbursers in

terms of recognizing VWD, understanding it and making sure they’ll pay attention

when they see these cases come through their system. We have to have the reim-

bursement. We need to make sure that the access to these therapies is there so we

spend a lot of effort in that area. We’ll take on the challenge to continue to push

these agendas because it’s in the best interest of the patients.

C R A I G : CSL Behring is the only industry partner committed to educating the patient

population and this is critical to success. I hope you continue your efforts.

A N N - M A R I E : At NHF, we joined with CDC in advocating for the publication of a

small pocket edition of the NHBLI guidelines for physicians. We should also look into

creating a version for the people making decisions on reimbursement.

G A R R E T T: To what extent do you think the issuance of the NHBLI guidelines will

help to increase patient referrals?

C R A I G : The guidelines are a good first step. However, I don’t think the guidelines are

going to change anything immediately within the general internal medicine community.

I think we could use a questionnaire like those often seen in women’s magazines.

After a woman fills in one of these questionnaires with her symptoms, she would

be much more likely to search for information on VWD before seeing a physician.

In addition, she is more likely to raise questions about her symptoms when seeing

the physician.

S A L LY: We’re developing a piece that will help women to become educated enough

and sufficiently prepared to discuss bleeding disorders with their physicians.

C R A I G : The emphasis should probably be not only on the physician, but also on the

nurses and physician assistants. I am an advocate of finding opportunities to promote

a mindset where every individual who presents with excessive bleeding or bruising is

screened for a bleeding disorder. I would like to see the application and validation of

some of the scoring mechanisms that are being developed. I think it would also be a

good idea to develop a central laboratory to help with making diagnoses. We could

develop a project that would show the cost-effectiveness of medical care for VWD

over years for both men and women. We’ll need evidence-based outcome measure-

ments. I recommend bold moves by Project Red flag, NHF and CDC.
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R O B E R T: It’s important to remember that before a girl gets her first period she still

has VWD. As we approach the topic of pre-existing conditions as a problem, it’s clear

that we need to learn more from families to find out what symptoms and signs may

be evident even at an early age. This could all lead to an increase in earlier diagnoses.

G A R R E T T: Actually making a diagnosis of von Willebrand disease is an issue that

warrants discussion. It’s not as simple as taking a blood test that gives a yes or no

result. What needs to happen over the next ten years?

R O B E R T: Since the recognition, in the early 1970s, that von Willebrand factor is a

separate molecule from Factor VIII, the search for answers has raised more questions.

Even with guidelines, diagnosis can end up being more of a discussion or consensus

rather than being scientifically derived. We found in our program project that a large

group of patients, when studied randomly in follow-up, don’t actually have von

Willebrand factors that are close to necessarily being diagnosed as VWD.

One issue is that age is associated with an increase in von Willebrand factor. Yet, we

don’t know if that is because as you age, you need more von Willebrand factor. It may

also be due to the fact that an increase in von Willebrand factor associated with age

will also decrease symptoms. Throughout the life of a woman with VWD, as she moves

from having problems with menorrhagia into post menopause, the menorrhagia will be

gone, but will her surgical risks? There’s still a great deal that is not firmly established

about the diagnosis of VWD. Some of the problems may pertain to the abilities of

testing laboratories and the quality of the samples sent to laboratories.

G A R R E T T: Tonsillectomies are still a common procedure in the United States

and are often the way both boys and girls with von Willebrand disease first come

to the attention of physicians. Are there other areas to which we should pay

particular attention?

C R A I G : I’d like to bring up another area that I was involved with several times during

the past year where the lack of information about VWD was an important issue. That

is the area of child abuse. A child can be hospitalized because of an intracerebral bleed

after falling while playing, perhaps from something innocent such as jumping on a

bed. Only later will the tests show that the child probably has VWD. Yet, when the

child shows up at an ER, there may be a misdiagnosis such as shaken baby syndrome

that leads to accusations of abuse against a parent. The issue of VWD is not always

considered when a patient comes into the ER.
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R O B E R T: Clearly, information on the part of the medical staff is a major component.

At our medical center, probably the most common von Willebrand screen we actually

review every week is a referral from the staff that screens for child abuse.

C R A I G : You are doing a commendable job at your medical center, because it is very

difficult to reverse the suspicion of child abuse once it has been labeled as abuse.

G A R R E T T: How would you summarize your comments about the expanded

interest and attention at NHF in identifying VWD, the success of Project Red Flag

and the impact of the NHLBI guidelines on advancing the care of patients?

A N N - M A R I E : At the NHF, we’re pleased with the progress of the past 10 years and

we are very optimistic about the years ahead. We’re excited about the new public

education tools that have been developed. Clearly, the NHLBI guidelines are a major

milestone, and we’re delighted to move forward with versions of both the physician

and the patient guidelines. We also have Dr. Andra James’ book of 100 questions and

answers about VWD and will make use of some of this material. We want to have a

much more aggressive public relations campaign in the years ahead by including public

service announcements and mass media, both Internet-based and traditional.

S A L LY: The whole campaign and the programs have shown how fruitful it is to have

a coalition of community-based organizations from within the medical community,

industry and government that all work together. There are a lot of people marching

to the same drummer now. Ten years ago that was not the case. Back then, public

opinion even within our own community was considered to be of lower importance.

To maintain this progress, we have to continue to listen to patients and be diligent

about collecting data that will promote evidence-based diagnoses and care.

A N N - M A R I E : Ten years ago people wondered if NHF, a hemophilia-based community

of men and boys, would accept women and girls. Now, 10 years later, I am pleased to

report that NHF has come so far as to be moving to change the overarching name of

the program to the Women’s Health and Bleeding Disorders Institute (working title).

R O B E R T: We still need to do more clinical research. This is true today even as many

organizations, industry partners and patients all work to bring this issue to the national

forum. At this time, most of the basic science is well-known. The clinical research is

difficult but necessary. The idea that it is somehow a little brother to basic science

is wrong. Today, there is a greater focus on translational research that involves both
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basic science and clinical research components. One example is the publication of the

guidelines, which shows that NHLBI is interested in translating the science in ways

that have a direct impact on patient care.

C R A I G : I’ve never heard anyone say it better. I’ve noticed that when I submit a grant

involving clinical research it is frequently looked upon by the evaluation committee as

being less important in comparison to the grants that involve basic science.

What I would like to see are more demonstration projects. I think that’s the only way

you can begin to get the questions answered. And it certainly can’t be achieved

without a database by CDC and the support of the clinicians who see the VWD

patients. I also think it would be helpful for CDC to develop a central diagnostic

laboratory for VWD so physicians with conflicting laboratory data can use the services

of a reference laboratory.

PA U L : It’s been a fruitful 10 years and we need to build on the momentum. It’s great

the NHBLI guidelines were published, but what happens next? Moving forward from

here is going to take a lot more hard work. We need to continue our advocacy efforts

and our work with the federal and state governments. We also need to continue our

relationship with reimbursers and this is facilitated by our Global Health Care Policy

Group. It requires a great deal of focused effort. We rely on patient organizations,

the CDC and physicians. We can’t do it by ourselves because we’re often seen as just

another company that has a special interest. Of course, that special interest is called

patients. From this standpoint we need to ensure that the therapies, the reimbursement,

and the emphasis are on diseases that do not usually get the attention they deserve. It

takes a good, solid plan for working together over the next few years to establish our

priorities and determine how to build a coalition to address these plans together. We

intend to have an impact on all ages, all demographics and both genders in order to

raise awareness around VWD and to increase diagnoses.

As a member of industry, we have been involved in advocacy for many years and

understand our critical role. We also need to address this issue globally because other

countries are grappling with the same issues surrounding diagnosis, awareness

and testing methods. As a global company, we can leverage our reach to expand

awareness, diagnosis and treatment globally.
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Ms. Owens has been instrumental in

developing programs for several blood

disorders and currently directs the

Division’s newly formed Prevention

Research Team that administers public

health translation programs for people

with bleeding and clotting disorders. She

has served on numerous working groups

for the National Hemophilia Foundation

and the National Institute of Health and

has received many awards including the

past title of “Humanitarian of the Year”

from the National Hemophilia Foundation.

She received a “Project Red Flag Visionary

Award” in 2008 to celebrate 10 years

of service on behalf of women with

bleeding disorders.

Paul R. Perreault

Paul Perreault is the Executive Vice

President of Worldwide Commercial

Operations at CSL Behring. He is

responsible for all sales, marketing

and commercial development activities

at CSL Behring.

Previously, Mr. Perreault was Vice

President and General Manager of

Plasma Operations at Aventis Bio-Services,

where he oversaw all plasma operations

and compliance initiatives at their U.S.

plasma collection centers. In this capacity,

he also managed the Environmental

Health and Safety team and the

Corporate Marketing Department. Mr.

Perreault has also served as Vice President

and General Manager for the Aventis

Behring Hospital Products Business Unit

in North America and Puerto Rico.

Prior to joining CSL Behring, Mr.

Perreault worked for Wyeth-Ayerst

Laboratories for 16 years in various

key positions, including Area Business

Director, Manager of Marketing

Programs and District Sales Manager.

Mr. Perreault has a bachelor’s degree

in psychology from the University of

Central Florida and has completed

advanced business management training

at the Kellogg and Wharton schools of

business.

About CSL Behring

CSL Behring is a global leader in plasma

protein biotherapeutics. Dedicated to

saving lives and improving the quality

of life for patients with rare diseases

worldwide, the company provides

safe and effective plasma-derived and

recombinant products and offers patients

a wide range of related services.
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