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“I would

like to

personally

thank

all of you

who took

the time to

 write, e-mail,

or fax

letters to

Sacramento

in support of

our bill”

It all began more than two years ago...
   When Leon Thal, M.D., Doug Galasko, M.D.,

David Salmon, Ph.D. and Mary Sundsmo, M.B.A.

met with local Assembly member, Howard Wayne

(D-San  Diego) to discuss an existing law in the state

of  California that affected clinical research. We told

him that the law, as written, impeded the progress

of  research into Alzheimer’s disease (AD)  because

it limited participation to those who had the ability to

understand a research  protocol and give their own

consent to participate. The participant’s family was

not permitted to act on their behalf.

     According to the law, the only allowable  surro-

gates were 1) a legally named conservator or guard-

ian for healthcare or 2) an individual named in an

advance healthcare directive, that specifies

research. Neither of these conditions is common

among our  participants. The law effectively threat-

ened to limit participation to those in the earliest

stages of the disease or the very few who met the

criteria just mentioned.

     Our goal was to change the law to allow a family member to act

as a surrogate decision maker for those individuals who no longer

had the capacity to make the decision to participate themselves.

We wanted to establish a list of potential surrogate decision makers,

similar to what currently existed in State law to obtain consent for

medical treatment.                                                                   (Cont’d on Page 2)



ADRC Bill (Cont’d from page 1)

First, we had to find a sponsor and the University of California Office of the

President (UCOP) agreed to sponsor our legislation.  In the fall of 2001, UCOP

began to draft the language of our bill.  Next, an author had to be selected to

shepherd our bill through the legislature. On February 21, 2002, our bill, AB 2328,

was introduced to the State Assembly with Howard Wayne as the primary author.

We were now a part of the legislative process.

Our bill was assigned to two Assembly committees for review: Health and

Judiciary.  The Health Committee’s task was to look at the impact of the bill upon

health.  Given our aging population, they couldn’t argue against the fact that we

have a disease that affects a large number of Californians.  Following their

approval, we moved past this committee’s consideration and on to Judiciary

review.

The Judiciary Committee’s main concern is to preserve the rights of the

individual.  Would affected individuals be taken advantage of by their families and

asked to participate in studies that they would not agree to do if they were able to

give consent themselves?  This committee was tougher, but we argued that

families know the wishes of the individual best and that they should be allowed to

act as a surrogate decision maker.  [See the hierarchical list in the box.]

 We passed the Judiciary committee and moved to the floor of the Assembly.

Our bill was approved by the Assembly, and it moved on to the Senate in May.

Here our bill was assigned to the Health and Human Services Committee.  Lola

Crosswhite, one of our participants with Alzheimer’s, and her daughter, Diana

Shaw, flew up to Sacramento to testify before this committee.  Their testimony

was very powerful.  Hearing the words, “My name is Lola and I have Alzheimer’s

disease” had a profound impact and set the tone for all the testimony heard about

our bill that day.  We passed through this committee and through the Senate floor.

After the Senate, our bill went back to the Assembly floor for concurrence, which

came easily. It finally went on to the Governor for signature and became law on

January 1, 2003.

I would like to personally thank all of you who took the time to write,

e-mail or fax letters to Sacramento in support of our bill.  It was a  team

effort.  We couldn’t have accomplished this alone.  I have asked Mr. Wayne to

obtain a copy of our bill for us, bearing the signature of the Governor.  It will be

displayed in our waiting room.



by Sharon Krubel, R.N.

One of the features of Alzheimer’s disease is the accumulation of

“senile plaques” in brain that are composed of amyloid β-protein.  It is

believed that in particular, the longer 42 amino acid form of amyloid

β-protein (Aβ42) represents an initiating factor.  Thus, reducing the

production of Aβ42 could be an effective way to reduce amyloid β-protein in

brain.

Dr. Edward Koo at UCSD recently found that some nonsteroidal

anti-inflammatory drugs (NSAIDs) like ibuprofen (Advil) lower the production

of Aβ42 in the brain of laboratory animals.  Among the NSAIDs tested,

ibuprofen, sulindac, indomethacin, and flurbiprofen appear to have the most

potent Aβ42 lowering effects.  Flurbiprofen (Ansaid) is an FDA approved

drug and has been used for many years.

Dr. Koo and Dr. Douglas Galasko, another UCSD investigator, have

found that a near chemical equivalent of flurbiprofen (R-enantiomer to be

exact), which does not have the same gastrointestinal complications found

with current NSAIDs, is effective in lowering Aβ42 production in laboratory

experiments.

Under a grant from NIA and funding from Myriad Pharmaceuticals,

Dr. Galasko and Dr. Koo will be conducting a study on

� Normal control subjects

� 55-80 years old

Myriad Pharmaceuticals will be supplying this compound called

R-flurbiprofen (MPC-7869).  FDA approval has been obtained to test

R-flurbiprofen in healthy individuals.



In cell cultures, increasing cholesterol levels result in more of the abnormal cuts, and therefore more

A-beta.  Studies with animals have shown that increasing cholesterol in the diet increases A-beta in the brain.

Mice that have a gene for increased amyloid show much greater levels of A-beta in their cerebrospinal fluid

when they have a high cholesterol diet.  Similar mice fed a low cholesterol diet had lower levels of A-beta.

The mice with the high cholesterol diet also showed more amyloid plaques in the brain.

Amyloid exists in different forms and in many parts of the body.  The kind of amyloid that forms plaques

in the brain is called A-beta, or the “beta” form of amyloid.  This form seems to be sticky, and clumps

together.  A-beta is made from an abnormal cutting of the protein called amyloid precursor protein (APP).

A normal cutting of APP forms amyloid that is soluble, and does not form clumps.

Alzheimer’s disease
is characterized by changes in the brain

including formation of plaques made of abnormal
amyloid proteins, and tangles of nerve fibers.

Normal Cut

Abnormal Cut



Another study has shown that increasing cholesterol in the diet of mice that

have a gene for AD results in less secretion of all forms of amyloid, probably

because the amyloid is trapped in the cell. The cholesterol may be making the

cell walls more rigid, impeding enzymatic break down of APP. As APP increases

within the cell, there may be a greater chance of developing A-beta and the

plaques that result.

There is growing evidence that humans who take STATIN drugs to lower

cholesterol have a reduced risk of developing Alzheimer’s disease.

Epidemilogical studies use existing information to compare groups of people in

an attempt to identify effective therapies. One such study looked at the

computerized records of three hospitals and found that people taking statins had

less than half of the prevalence of AD than the population as a whole. The

problem with this kind of study is that we cannot rule out the possibility of there

being some other explanation for the difference. It may be that people taking

statins had higher risk factors for heart disease and didn’t live long enough to get

AD.

A couple of cross-sectional studies have compared test scores of people

taking statins with people not taking them. Even when the different groups were

matched in age, education, and occupation, the groups taking statins did slightly

better on the tests than the groups not taking statins.

In order to test whether statin drugs actually have a delaying effect on AD,

scientists need to conduct studies where they choose two groups of people who

are similar in age, education, health status, and so on, and give one group statin

drugs and the other group a placebo. This is called a prospective (i.e., looking

forward, not back at already existing data) double-blind placebo controlled study

(i.e., some people will get an inactive placebo, but no one will know who is

getting which pill).

One such study on patients with high cholesterol levels found that brain

cholesterol was lowered by use of statin drugs.  Another study looked at patients

with mild AD and normal cholesterol levels. They were given the statin drug

Simvastatin for six weeks, which decreased the levels of A-beta in the

cerebrospinal fluid. We look forward to additional clinical trials to investigate

whether people with AD can show improvement or slower decline if they take

cholesterol-lowering medicines.





The Hispanic Component of

the ADRC continues to grow,

maintaining approximately one

hundred participants.  The

strong support, enthusiasm and

commitment of the participants

to scientific research is

evidenced by their continued

annual participation in the

program.  We at the ADRC are extremely grateful to all

the participants for their continued support throughout

the years.

We are happy to report that clinical drug studies

now have forms available in both English and Spanish.

As a result, we hope to recruit a greater number of

Latinos in future clinical drug trials.  We would like to

thank all who have enrolled in the “Healthy Aging and

Memory”, “AIT”, and vaccine studies.

Ingrid Padilla is now in charge of recruitment and

may contact you for future studies.  We will continue to

provide you with updates on clinical drug trials and

information about future studies during your yearly

evaluations.  Of course, we are always available to

answer questions and/or provide information

(619-691-1264 in Chula Vista, 858-622-5800 in La Jolla).

Thanks again for your contributions throughout the

years to the Hispanic Component of the ADRC.

by Judith Rivera, M.S.N., F.N.P.

Translated by Ingrid Padilla

Participation
in

Clinical Trials

Participación
en

Pruebas Clínicas

El Componente Hispano del ADRC (Centro de

Investigación de la Enfermedad de Alzheimer) continúa

creciendo, manteniendo aproximadamente cien

participantes.  El fuerte apoyo, entusiasmo y

compromiso de los participantes a la investigación

científica es evidente a través de su continua

participación anual en el programa.  Nosotros en el

ADRC estamos extremadamente agradecidos a todos

los participantes por su continuo apoyo a través de los

años.

Estamos contentos de reportar que las pruebas

clínicas de medicamentos ahora tienen a su disposición

formularios en ambos inglés y español.  Como

resultado, esperamos reclutar un número más grande

de latinos en pruebas clínicas de medicamentos en el

futuro.  Queremos darle las gracias a quienes se han

inscrito en los estudios de Envejecimiento saludable y

la memoria, AIT, y de vacuna.

Ingrid Padilla está ahora a cargo de reclutamiento y

puede que se comunique con usted con respecto a

estudios en el futuro.  Nosotros continuaremos

proveyéndoles información al día acerca de las pruebas

clínicas, tanto como información acerca de estudios en

el futuro durante sus evaluaciones anuales.  Por

supuesto, siempre estamos disponibles para contestar

preguntas y/o proveer información (619-691-1264 en

Chula Vista, 858-622-5800 en La Jolla).

Gracias una vez más por sus contribuciones a través

de los años al Componente Hispano del ADRC.

H I S P A N I C





Al Symer                                                 by Aida Masliah
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