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MOREHOUSE 
SCHOOL OF MEDICINE 

Office of ihe President 

August 18, 1999 

The Honorable William Jefferson Clinton 
President of the United States 
The White House 
Washington, D.C. 20500 

Dear President Clinton: 

Thank you for your administration's commitment to solving the problem of 
health status disparities which exist among the nation's ethnic minorities and 
individuals living in medically underserved communities. 

In an effort to combat the persistent problem of health status disparities in 
America, Congressman Jesse Jackson, Jr., has introduced H.R. 2 3 9 1 , the National 
Center for Research on Domestic Health Disparities Act. This important legislation 
would elevate the Office of Research on Minority Health at the National Institutes 
of Health (NIH) to a National Center. This increased authority would enable the 
new center to play a stronger leadership role in promoting minority health research 
at NIH. This bipartisan measure is being co-sponsored by over 75 House members. 

Given your well known initiative to reduce health status disparities, I wanted 
to bring H.R. 2391 to your attention and ask that you and the Department of 
Health and Human Services support this much-needed legislation. I would deeply 
appreciate it if you would review the bill and advise me of your position at your 
earliest convenience. 

Sincerely, 

Louis W. Sullivan, MD 
President 

KNOWLEDGE • WISDOM • EXCELLENCE • SERVICE 
720 Westview Drive, S.W. Atlanta. Georgia 30310-1495 Telephone (404) 752-1740 



Sent By:. HMCW; 12025467105 ; Aug-23-99 13:41; Page 2/2 

THE FOLLOWING ORGANIZATIONS HAVE ENDORSED H.R. 2391, THE NATIONAL 
CENTER FOR DOMESTIC HEALTH DISPARITIES ACT: 

CONGRESSIONAL BLACK CAUCUS 

CONGRESSIONAL HISPANIC CAUCUS 

CONGRESSIONAL ASIAN PACIFIC CAUCUS 

CONGRESSIONAL PROGRESSIVE CAUCUS 

BLACKS IN GOVERNMENT; NIH CHAPTER 

ASSOCIATION OF MINORITY HEALTH PROFESSIONS SCHOOLS 

NATIONAL MEDICAL ASSOCIATION 

NATIONAL HISPANIC MEDICAL ASSOCIATION 

NATIONAL ASSOCIATION OF HISPANIC SERVING HFALTH PROFESSIONS SCHOOLS 

RESEARCH! AMERICA 

AMERICAN COLLEGE OF NURSE-MIDWIVES 

ASSOCIATION OF SCHOOLS OF ALLIED HEALTH PROFESSIONS 

NATIONAL MEDICAL FELLOWSHIPS 

U.S. SURGEON GENERAL DR. DAVTD SATCHER 

FORMER U.S. SECRETARY OF HEALTH AND HUMAN SERVICES DR. LOUIS W. SULLIVAN 

HISPANIC HEALTH COALITION 

NATIONAL COALITION OF HISPANIC HEALTH AND HUMAN SERVICES ORGANIZATIONS 

INTRODUCED ON JUNE 30TH WITH 69 ORIGINAL COSPONSORS, 
THERE ARE 75 CONGRESSIONAL COSPONSORS TO H.R. 2391; 
68 DEMOCRATS, \ INDEPENDENT, AND 6 REPUBLICANS. 

FOR MORE INFORMATION CONTACT: 

DALE P. DIRKS (202) 544-7499 
RONNY B. LANCASTER, M,B.A., J.D, (404) 752-1760 
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INTRODUCTION 

In 1991, the American Cleft Palate-Craniofacial Association (ACPA) 
received funding from the Maternal and Child Health Bureau1 to develop 
standards for the special needs of children born with cleft lip/palate and 
other craniofacial anomalies. Following a consensus conference and 
widespread peer review process, the Parameters for Evaluation and 
Treatment of Patients with deft Lip/Palate or Other Craniofacial 
Anomalies was developed and published. A summary of the 
recommendations of this report follows. 

SUMMARY 

PARAMETERS FOR EVALUATION AND TREATMENT OF PATIENTS 
WITH CLEFT LIP/PALATE OR OTHER CRANIOFACIAL ANOMALIES 

The complex needs of a child with a cleft lip/palate or any other 
craniofacial anomaly are best met by a dedicated cleft or craniofacial 
team of health care providers with special expertise and experience in 
the care of such disorders. The professionals on these teams provide 
care regularly for a reasonable number of patients in a facility with the 
resources necessary for such care. 

Audiologic Care 
Individuals with craniofacial anomalies may have congenital 

abnormalities of the auditory structures and an increased incidence of 
ear disease. These children are at high risk for hearing disorders that 
may occur intermittently or become permanent, and that vary from mild 
to severe. Hearing loss can have a significantly adverse influence on 
speech and language development, educational and psychological status, 
and eventually on social and vocational status. For these reasons, these 
children require ongoing audiologic surveillance beginning at one month 
of age and continuing through adolescence. Tympanometric and 
audiometric measures should be obtained. Treatment may involve 
myringotomies and placement of ventilation tubes, hearing aids, auditory 
training systems, bone conduction amplification, and external, middle, 
and inner ear surgery. 

Cleft Lip/Palate Surgery 
In addition to primary surgical closure of the cleft lip and cleft palate 

which is initiated within the first 12 months of age, many patients will 
require secondary surgical procedures involving the lip, nose, palate, 
and jaws that usually are staged from infancy through adulthood. In all 
cases, surgical techniques should be individualized according to the 
needs and condition of the patient. Surgical procedures should be 

coordinated to minimize the number of anesthetic exposures and 
hospitalizations. Evaluation of complications (morbidity and mortality) 
of cleft lip and palate repairs should be completed on an annual basis 
and subject to peer review. The major factor in the quality of surgical 
outcome is the skill, training, and experience of the cleft care team. An 
anesthesiologist knowledgeable and experienced in pediatric anesthesia 
must be present for all surgical procedures. Additional procedures for 
cleft lip/palate may include pre-surgical maxillary orthopedics, lip 
adhesion, pharyngoplasty, tonsillectomy/adenoidectomy, orthodontic 
maxillary expansion, alveolar bone grafting, nasal reconstruction 
including nasal septal surgery, and jaw surgery in conjunction with pre-
and postoperative orthodontics. 

Craniofacial Surgery and Maxillofacial Surgery 
The complex nature of many types of craniofacial anomalies often 

necessitates multiple operative procedures at different stages of growth 
and development. Reduction of morbidity and mortality from craniofacial 
operations requires establishment of a dedicated surgical team, frequent 
performance of operative procedures, and adequate support facilities. 
Longitudinal follow-up is necessary for these patients, at least into 
adolescence, even when the intervention has been successful with 
respect to the anatomic defect. Specific components of the pre-, peri-, 
and postoperative evaluations of craniofacial surgery should be based 
upon the type of anomaly and the craniofacial zone(s) affected. Treatment 
involves reconstructive surgery to the craniofacial region, and may 
include hard and soft tissue remodeling, reconstruction, grafting, 
distraction, and implantation. Secondary procedures are often necessary 
due to the effects of growth, attainment of maturity or persistent residual 
deformities. An anesthesiologist knowledgeable and experienced in 
pediatric anesthesia must be present for all surgical procedures. 

Dental Care 
Patients with craniofacial anomalies require dental services as a 

direct result of the medical condition, and dental treatment is an integral 
part of the habilitative process. Provision of dental services for these 
patients includes not only primary care but routine maintenance 
throughout life. The necessary procedures focus on monitoring 
craniofacial growth and dental development, on maintaining a healthy 
dentition and periodontium, and on correcting jaw relationships and 
dental occlusion when necessary in order to achieve optimal function 
and appearance. Dental care begins once the primary dentition erupts 
and continues into adolescence. Treatment requires diagnostic records 
(study models, cephalometric radiographs, photographs, and, at times, 
computer imaging) to monitor dentofacial growth and dental 
development, preventive and restorative dental treatment, and, when 
indicated, orthodontic treatment, alveolar bone grafting, orthognathic 



(jaw) surgery, and prosthetic and periodontal interventions. 

Genetic/Dysmorphology Services 
A comprehensive clinical genetic evaluation is a key component in 

the management of patients with congenital craniofacial anomalies and 
should include diagnosis, recurrence risk counseling, and counseling 
regarding prognosis. Complex syndromes involving craniofacial 
anomalies may not fully express clinical manifestations that can be 
recognized in the first year of life. Thus, genetic screening and follow-
up evaluations will be necessary for some patients until puberty. Patients 
who are first seen by the team at later ages should also be evaluated. 

Nursing Care 
Nursing assessment, interventions, and ongoing follow-up 

evaluations are integral to the long-term care needs of the child or 
individual with congenital craniofacial anomalies and the family. 
Assessments of feeding, interventional teaching, and follow-up of 
nutritional and growth assessments are examples of the nursing services 
provided. In addition to these direct nursing services, members of the 
craniofacial team bear the responsibility for education of hospital and 
community nurses in feeding and other aspects of the special care that 
may be required. 

Otolaryngologic Care 
Comprehensive care of children with craniofacial anomalies typically 

requires long-term monitoring of the ears, nose, and throat due to the 
prevalence of ear disease, ear malformations, and upper airway 
problems. Physical examinations and airway assessments begin 
perinatally for patients with airway compromise or within the first 6 
months of life for those with stable airways and continue through 
adolescence. Such assessments may require endoscopy, radiologic 
studies, airflow studies, CT scans, MRI's, and polysomnography. 
Structural and functional laryngeal problems may exist in these patients, 
and may require medical as well as surgical treatment. Adenoidectomy 
and/or tonsillectomy may be indicated for airway obstruction but only 
after careful velopharyngeal functional assessment. Other oropharyngeal 
and laryngotracheal procedures may be necessary as well. 

Pediatric Care 
Pediatric care provided within the context of the team, along with a 

primary care physician, is fundamental in assuring that the health needs 
of the child with craniofacial anomalies are fully identified and 
appropriately treated. Physical examinations should be provided on a 
regular basis, parental questions regarding health issues should be 
addressed, and referrals to appropriate specialists should be made in 
rnoneration with the primary physician. 



Psychological and Social Services 
Accomplishing the goals for treatment of the patient with craniofacial 

anomalies requires periodic assessment of psychological needs of both 
the parent and family. Psychological tests must be administered and 
interpreted under the supervision of a licensed psychologist, preferably 
a person familiar with craniofacial anomalies and related speech and 
hearing disorders. Psychosocial screening interviews should be 
conducted periodically to assess parental competence and nurturance, 
child management skills, parent-child relationships, and the emotional 
and behavioral adjustment of the child. The high rate of learning 
disorders in children with craniofacial conditions requires that each child 
be screened for potential learning disorders beginning in infancy until 
cognitive competence has been established. Each family should be 
referred for psychological evaluation and, as appropriate, intervention 
when problems are identified through the screening procedures. 

Speech-Language Services 
Children who have craniofacial anomalies are at high risk for speech-

language disorders. Evaluation of speech and language development 
provides information that is needed by the team in the planning of 
treatment, including surgical, dental, and speech management, and in 
the assessment of treatment outcome. Speech-language evaluations 
should occur within the first year of life, and then often enough to assure 
adequate documentation of each child's progress and to develop 
appropriate recommendations for intervention. Evaluation of 
velopharyngeal function, conducted with the participation of the team 
speech-language pathologist, is required for many patients and may 
include articulatory performance, aerodynamic measures, 
videofluoroscopy, nasopharyngoscopy, and nasometric studies. 

1 Maternal and Child Health Bureau, Title V, Social Security Act, Health 
Resources and Services Administration, U.S. Public Health Service, 
Department of Health and Human Services, Grant #MCJ-425074. 

Copies of the entire document, Parameters for Evaluation and 
Treatment of Patients with Cleft Lip/Palate or Other Craniofacial 
Anomalies may be obtained by contacting: 

American Cleft Palate-Craniofacial Association 
1829 East Franklin Street, Suite 1022 

Chapel Hill, North Carolina 27514 
(919)933-9044 

Fax (919)933-9604 

THE AMERICAN CLEFT PALATE-CRANIOFACIAL ASSOCIATION 

The American Cleft Palate-Craniofacial Association (ACPA) was 
founded in 1943 by a group of Pennsylvania dentists who attended a 
course at Penn State on the construction of speech appliances for 
children with cleft palate. The purpose of the organization, as stated in 
the original Preamble to the Constitution, was to "encourage...the 
improvement of scientific clinical services to persons suffering from 
cleft palate and associated deformities." It was apparent from the first 
meeting that improving services was largely dependent on cooperation 
and communication among the three primary disciplines involved in 
the treatment of cleft lip and palate: surgeons, dentists, and speech 
pathologists. 

Today, the Association has a membership of over 2,600 in 40 
countries. Membership is open to qualified individuals who are involved 
in the treatment and/or research of cleft lip, cleft palate, and other 
craniofacial anomalies. Members represent over 30 health care 
disciplines. Their mission is "to optimize care of persons affected by 
craniofacial anomalies through education, stimulation of research, and 
the promotion of interdisciplinary collaboration and team care." 

For more information on cleft lip/palate, 
craniofacial anomalies, and team care contact: 

OUR NEW ADDRESS , 
Am. Cleft Palate-Craniofacial Assn. 
104 South Estes Drive, Suite 204 

Chapel Hill, NC 27514 
(919) 933-9044 

Facsimile (919)933-9604 
E-mail cleftline@aol.com 

Printed in the United States 



icrican Cleft Palate-
^(Slaniof acial Association 

104 South Estes Drive, Suite 204 
Chapel Hill, NC 27514 
(919)933-9044 • FAX 933-9604 
Email: cleftline@aol.com 
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FACT SHEET 

About the Association 
The American Cleft Palate-Craniofacial Association (ACPA) was founded in 1943 by a group of Pennsylvania 
dentists who attended a course at Penn State on the construction of speech appliances for children with cleft palate. 
The purpose of the organization, as stated in the original Preamble to the Constitution, was to "encourage...the 
improvement of scientific clinical services to persons suffering from cleft palate and associated deformities." It was 
apparent from this first meeting that improving services was largely dependent on cooperation and communication 
among the three primary disciplines involved in the treatment of cleft lip and palate: surgeons, dentists, and speech 
pathologists. 

Today, the Association has a membership of2,600 in 40 countries. Membership is open to qualified individuals who 
are involved in treatment and/or research of cleft lip, cleft palate, and other craniofacial anomalies. Members are 
from 30 health care disciplines. Their mission is "to optimize care of persons affected by craniofacial anomalies 
through professional education, stimulation of research, and the promotion of interdisciplinary collaboration and 
team care." 

The Association holds a general scientific meeting of the membership every year. Over 100 papers are presented at 
the annual meetings on such subjects as intervention outcomes, cleft lip and palate surgery, craniofacial surgery, 
psycho-social development, genetics, and bone grafting. 

The official publication of ACPA is the bi-monthly Cleft Palate-Craniofacial Journal. It is an international, 
interdisciplinary, professional journal reporting on clinical and research activities in cleft palate and other craniofacial 
anomalies, together with research in related laboratory sciences. 

The Association is governed by a 16-member Executive Council which establishes Association policy. The council 
is supported by 21 committees and a staff of five. 

Officers of the Association are: 

President 
President-Elect 
Past President 
Vice President 
Vice President-Elect 
Secretary 
Treasurer 
Historian 
Editor 
Executive Director 

Marilyn C. Jones, M.D., Children's Hospital of San Diego, San Diego, CA 
John E. Riski, Ph.D., Scottish Rite Children's Medical Center, Atlanta, GA 
Katherine Dryland Vig, F.D.S., D'Orth, Ohio State University, Columbus, OH 
Don LaRossa, M.D., Children's Hospital of Philadelphia, Philadelphia, PA 
Leslie A. Will, D.M.D., M.S.D., Harvard School of Dental Medicine, Boston, MA 
Kim S. Uhrich, M.S.W., C.C.S.W., University of North Carolina, Chapel Hill, NC 
Michael J. Buckley, D.M.D., M.S., University of Pittsburgh, Pittsburgh, PA 
Donald V. Huebener, D.D.S., St. Louis Children's Hospital, St. Louis, MO 
Jerald Moon, Ph.D ., University of Iowa, Iowa City, IA 
Nancy C. Smythe, ACPA/CPF National Office, Chapel Hill, NC 



About the Cleft Palate Foundation 

The Cleft Palate Foundation was founded by its parent Association in 1973 to be the public service arm of the 
professional Association. Its primary purpose is "to enhance the quality of life for individuals with congenital facial 
deformities and their families through education, research support, and facilitation of family-centered care." 

The Foundation's major activities include the operation of the CLEFTLINE and the dissemination of publications. 
The CLEFTLINE is an 800 toll-free service providing information and referral to parents of newborns with cleft lip, 
cleft palate, and other craniofacial anomalies, and to affected adults. Referrals are made to cleft palate/craniofacial 
teams and to parent support groups. Brochures and fact sheets on various aspects of cleft lip, cleft palate, and other 
craniofacial anomalies are provided free to families. 

The Foundation also conducts parent/patient liaison projects, public education activities, and awards annual research 
grants to junior and senior investigators. 

The Foundation is supported solely through tax-deductible contributions. It is governed by a six-member Board of 
Directors and supported by seven committees. 

Officers of the Foundation are: 

President Earl J. Seaver, Ph.D., Northern Illinois University, DeKalb, IL 
Secretary Kim S. Uhrich, M.S.W., C.C.S.W., University of North Carolina, Chapel Hill, NC 
Treasurer Michael J. Buckley, D.M.D., M.S., University of Pittsburgh, Pittsburgh, PA 
Executive Director Nancy C. Smythe, ACPA/CPF National Office, Chapel Hill, NC 

Honorary Chair Stacy Keach, Malibu, CA 

About Cleft Lip and Palate 

Cleft lip and cleft palate comprise the fourth most common birth defect in the United States. One out of every 700 
newborns are affected by cleft lip and/or palate. 

A cleft lip is a separation of the two sides of the lip. The separation often includes the bones of the upper jaw and/or 
upper gum. A cleft palate is an opening in the roof of the mouth in which the two sides of the palate did not fiise 
or join together as the unborn baby was developing. Cleft lip and cleft palate can occur on one side (unilateral cleft 
lip and/or palate) or both sides (bilateral cleft lip and/or palate). Because the lip and the palate develop separately, 
it is possible for the child to have a cleft lip, a cleft palate, or both cleft lip and palate. 

Cleft lip and palate are congenital or birth defects which occur very early in pregnancy. The majority of clefts appear 
to be due to a combination of genes and environmental factors. The risks of recurrence of a cleft condition are 
dependent upon many factors which include the number of affected persons in the family, the closeness of affected 
relatives, the race and sex of all affected persons, and the severity of the clefts. 

Children bom with a cleft frequently require a number of different types of services, e.g., surgery, dental/orthodontic 
care and speech therapy, which need to be provided in a coordinated manner over a period of years. This 
coordinated care is provided through interdisciplinary cleft palate/craniofacial teams — professionals from a variety 
of health care disciplines who work together on the child's rehabilitation. 

For information, call the CLEFTLINE: 1-800-24-CLEFT. 
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By NICHOLAS WADE 
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NASHVILLE — On the white paper table­
cloth, Brigid Hogan is sketching a diagram 
with the children's Crayolas the restaurant 
has thoughtfully provided. The daughter of 
two artists, she draws rapidly and precisely. 
The structure of an embryonic lung billows 
across the table. Words like "sprouty," 
"breathless," "branchless," playful names 
for the genes that control the process, ap­
pear alongside arrows and curlicues. 

Watching this gentle English biologist 
reach for another Crayola, it is hard to 
believe she could ever occasion a threat, let 
alone one Congress has deemed so severe 
that it has thrice passed a law to thwart it. 

A leading expert on the embryology of the 
mouse, Dr. Hogan was the scientific co-
chairwoman and principal author of a Na­
tional Institutes of Health report on human 
embryo research. The report, published in 
1994, presciently described the benefits to be 
expected from the study of embryonic stem 
cells, the primordial human cells that were 
first isolated last November, and it said 
biologists , should be allowed to derive the 
cells from the surplus embryos created in 
fertility clinics. Some biologists hope the 
cells will provide a universal repair kit for 
human tissues. 

The idea of destroying human embryos, 
even surplus ones, was daring enough, but 
the report went on to recommend letting 
embryos be created by mixing eggs and 
sperm in a dish, a procedure that could help 
treat infertility. 

President Clinton swiftly repudiated the 
notion of creating human embryos for re­
search purposes. And Congress was so per­
turbed by the report that for the last three 
years it has specifically forbidden the Na­
tional Institutes of Health to pay for any 
research in which a human embryo is de­
stroyed. 

The agency now believes it can legally 

finance researchers to use the cells, though 
not to derive them, under rules recommend­
ed by a group of experts'* including Dr. 
Hogan. The guidelines are expected to be 
issued imminently but%abprflion opponents 
hope to have Congress override them. 

A clash of competing .^ilues was perhaps 

inevitable as biologfed started to part the 
veils around thVmystery of life's earliest 
mon^nts. Th£ report by Dr. Hogan and her 
colleagues, wn%included ethicisfc^s well as 
biologists, precipitated the 
cause it was a ringiflg scieni 

^ a'-Dublicileclaratjon 
«s* *Types of Hhman eip 

that were about 
ly feasible am 
to be expected 

Dr. Ho^n 'Oforks'^tVanderbilt 
Universto^WWicg. Center ilPNash-
ville a^lmds aBketed fellowship 
fromWJrHow^jHughes Medical 
Instfcje, a munificent patron of bio-
n»edlcal r(js%cchers. In her office 
Slprlookm^J|raceful courtyard on 

J t g e VandajfbHt campus, she seems 
irfar removed from the political fray 

by her j^nel's report, 
jink it tremendous shame 

people fuflfbdjDy the National 
jtiites of i^Mfh cannot work on 
ryonic stem &lls," she said. But 
has no present plans to do so 

herself. Apart from one foray into 
human embryology, an attempt to 
derive stem cells from fetuses, her 
chief interest has always lain with 
the mouse. 

•6m be-
anifesto, 

_ ivafflSfc 
refejirch 
"-gnical-

lefits 

As a scientist, her purpose is to 
understand how embryos develop. 
For the most part, that requires ge­
netic manipulations that would be 

•unacceptable with human embryos. 
But because people seem to be con­
structed with a very similar set of 
genes, research by mouse embryolo-
gists like Dr. Hogan is laying the 
groundwork for understanding and 
repairing the many human imper­
fections caused by defects in the 
embryorshaping genes. 

Dr. Hogan's interests in embryos 
are esthetic as well as practical. 
Ever since she was a girl growing up 
near High Wycombe, a town 28 miles 
northwest of London, she has viewed 
embryos as things of particular 
beauty. " I carry a picture of a mouse 
embryo in my wallet to look at if I'm 
feeling low, like people carry pic­
tures of their family," she said. 

She studied biochemistry at Cam­
bridge University and did postdoc­
toral work at Massachusetts Insti­
tute of Technology on sea urchins. 
But the genetics of sea urchins are 
not well understood, and besides, she 
said, "You don't feel that warmly 

: about the sea urchin embryo." On 
returning to England, Dr. Hogan 
switched to the mouse, which was 
then becoming easier to study be-

• cause of new advances. 
Although scientists are supposed 

j to be able to reproduce another's 
work by following the recipes given 
in published articles, there are often 
details of technique that never get 
written down. Dr. Hogan soon real­
ized that there was a whole body of 
arcane lore, known only to special-

'• ists, about how to mate mice and 
manipulate their embryos. During a 
meeting at the Cold Spring Harbor 

I Laboratory on Long Island, a leading 
teaching center for biologists, she 
mentioned to its director at the time, 
James Watson, the idea of holding a 
course there to teach researchers 
how to do mouse embryology. 

Dr. Watson abruptly left the table 
where they had been talking, leaving 
her to wonder what she could have 
said to offend him. But a few minutes 
later, the time necessary to visit his 
business office, Dr. Watson returned, 
saying, "It's all organized." Dr. Ho­
gan began teaching a summer 

i course, now in its 16th year. 
Dr. Watson's enthusiasm was not 

mirrored at the National Institute of 
Medical Research in London, where 
she then worked. "At Cold Spring 
Harbor, everything is organized to 
get things done," she said. "In the 

N.I.M.R., people thought you were a 
nuisance if you asked for anything." 

During Christmas vacations, the 
institute's building was closed for 
two weeks, and those who wanted to 
work had to bring in their own heat­
ers. Dr. Hogan recalled how her an­
kles would burn while the rest of her 
shivered. She decided one Christmas 
Eve that she could not be competi­
tive in such circumstances. Writing 
round to friends, she heard of a job at 
Vanderbilt, where she moved in 1988'. 

With a group of 11 people, includ­
ing graduate and postdoctoral stu­
dents, she is trying to reverse-engi­
neer the mouse by analyzing the 
genetic program that guides its de­

velopment from an egg. Mouse re­
searchers now have many powerful 
techniques at their disposal. They 
can remove a gene, creating a strain 
of "knock-out" mice that by their 
physiological defects may reveal 
what the gene is meant to do. Or they 
can replace a gene with one that 
makes a blue stain that shows when 
and in which tissues the gene is ac­
tive. 

With colleagues at Vanderbilt and 
elsewhere, Dr. Hogan has found that 
a particular gene, known as BMP-4, 
must be switched on if the embryo is 
to set aside germ cells for the next 
generation of mice. She is also study­
ing the development of organs like 

the lung and the lens of the eye. Both 
require interactions between cells 
belonging to two of the three sheets 
of tissue of which the early embyro is 
formed. These interactions are gov­
erned by specific genes, whose roles 
she is trying to define. 

Though she focuses on the mouse, 
Dr. Hogan is keenly interested in how 
the techniques she and colleagues 
have developed may be applied in 
medicine. Now that human embryon­
ic stem cells have been isolated, they 
allow human embryos to be manipu­
lated with the same mastery as 
mouse embryos, although of course 
most of the changes made to mouse 
embryos would be ethically unac­
ceptable in humans. 

Dr. Hogan agrees with research­
ers who believe that human embry­
onic stem cells are likely to be useful 
in repairing ordinary tissues in 
adults or in a fetus. But she opposes 
the use of altered embryonic stem 
cells to make changes to an individ­
ual's germ line, as is done routinely 
in making knock-but mice. " I think 
the technique is far too risky and is 
unlikely to ever be perfected to the 
stage when it is absolutely 100 per­
cent reliable, which is what one 
would have to insist on," she said. 

Sitting at a dual-eyepiece micro­
scope, Ray Dunn, one of Dr. Hogan's 
graduate students, shows a visitor 
the magical moment when the 
mouse embryo changes from a blob 
to a being. Up to six days after 
fertilization, the embryo is a tiny 
white opalescent cylinder, still far 
more like an egg than an animal. But. 
by the eighth day it has billowed, out; 

1 into a tier of buds and whorls, visibly; 
destined to form head, heart, limbs 
and tail. Human embryos look much 
the same, though they have a more 
flattened-out appearance. 

Though embryologists are far 
from being able to understand how a 
mouse or human is put together, the 
problem does not seem insoluble. 
Five families of signaling genes, 

. many used over and over again at 
different stages of development, 
seem to control a major part of the 
mouse embryo's development. 

When all the developmental genes 
and their functions are known and 
entered in the databases, won't the 
mystery of life be dispelled and its 
awe destroyed? Dr. Hogan doesn't 
think so. The embryo, she said, "is to 
me the most beautiful thing in the 
world, quite exquisitely beautiful, 
and the idea that one could eventual­
ly describe how it is formed and 
grows just in terms of molecules and 
genes and pathways doesn't detract 
from the beauty at all, makes it more 
awesome, in fact." 
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Extensive Effort 
Seeks to Clarify 
Medicare Maze 

Complex New Choices 
Baffling the Elderly 

ft By ROBIN TONER 
WASHINGTON, Sept. 26 — In a 

vast public education campaign, the 
biggest in the 34-year history of 
Medicare, the Federal Government 
is mailing handbooks to 39 million 
Medicare beneficiaries this month 
to try to guide them through the 
increasingly complicated world of 
health care. 

Backed up by toll-free telephone 
service, (800) 633-4227, an expanding 
Internet site (www.medicare.gov) 
and outreach efforts with more than 
200 local and national groups, the 
new campaign is intended to aid an 
aging population that, experts say, is: 

often ill-equipped to handle the brave 
new world of health care choices 
envisioned by Congress. 

Nancy-Ann Min DeParle, the ad­
ministrator of the Health Care Fi­
nancing Administration, which over­
sees Medicare, has suggested that 
this may be the "biggest peacetime 
education program the Federal Gov­
ernment has ever undertaken." 

But the challenge facing this new 
campaign, which was delayed last 
year for more research, is daunting. 
Many health planners and lawmak­
ers on Capitol Hill dream of a nation 
of well-informed, elderly consumers 
taking advantage of a competitive 
marketplace that offers them a 
choice of health plans. But many 
experts say, there is significant con­
fusion among the elderly about the 
costs and benefits of these choices. 

" I am not a managed care bash­
er," said Shoshanna Sofaer, a profes­
sor of health care policy at Baruch 
College of the City University of New: 
York, who is advising the Federal j 
Government on its education effons. 
"But I'm saying we really do have toj 
recognize that it's going to be diffi-, 
cult and take a while for people to get; 
this stuff. And for a significant per­
centage, they're never going to get it, 
because they're cognitively im­
paired, they're too frail, or they just 
don't have the energy to invest in 
understanding these things." 

Call it the complexity factor, or 
what happens when political theory 
(choice is good) collides with reality 
(choice is confusing). 

Carol Cronin, director of beneficia­
ry services for Medicare, estimates 
that 70 percent of the Medicare bene­
ficiaries have the choice between 
traditional Medicare and at least one 
H.M.O. About 16 percent of the total 
are in an H.M.O. And while the mar­
ket has been in turmoil in the past 
few years, with the managed care 
industry complaining that the Gov­
ernment pays it too little for Medi­
care beneficiaries and many H.M.O's 
leaving the program, more and more 
of the nation's elderly are expected 
to end up in H.M.O.s. 

Help lines, like the Medicare 
Rights Center in New York, say they 
are flooded with calls from the eld­
erly, or their frustrated adult sons 
and daughters, trying to determine 
which health care plan is best for 
them. "It's all incredibly complicat­
ed not only for seniors but for every­
one, including me," said Diane Arch­
er, executive director of the center. 

Eleven Medicare beneficiaries, 
five in H.M.O.s and six in traditional 
Medicare, assembled at the John 
Booth Senior Center in Baltimore 
last week and offered a glimpse of 
life on the front lines. 

Ruth Dominiak, 79, a retired credit 
investigator, said she had looked at 
the new Medicare guide and under­
stood some of it, but confessed: " I 
don't understand managed care at 
all. It's like reading Greek." 

Catherine McGurrin, 79, a retired 
real estate agent who is happily en­
rolled in an H.M.O., said she thought 
the guide would help in making deci­
sions, but added that she also relied 
on family members and friends. 

"You talk to other women: 'Where 
do you go?'" Ms. McGurrin said. 
"You get five or six people you talk 
to, maybe three of four of them say 
one thing, it more or less points you 
in that direction." 

Charles Linz, 72, a retired General 
Motors electrician, said he got a lot 
of health care information from re­
tiree meetings at his old employer. 

Everyone agreed that health care 
had become more complicated. Most 
had war stories about being trapped 
in voice mail systems trying to get 
answers. "Blue Cross Blue Shield, if 
you live long enough to get through to 
a human being, they'll answer ques­
tions," Mrs. Dominiak said. "You got 
to push this, and push that." 

Helen Mirabile, a 79-year-old re­
tired sewing machine operator, said 
she still did not understand some of 
her bills. She added with a rueful 
laugh, " I just pay them." 

The new Medicare guide, "Medi­
care & You 2000," is part of an infor­
mation campaign mandated by Con­
gress in the 1997 legislation that was 
intended to open the Medicare mar­
ket to even more kinds of health 
plans than now exist. The estimated 
cost of the education effort in this 
fiscal year is $133 million. The guides 
are the result of months of market 
testing, focus groups, expert reviews 
and research, much of which discov­
ered that many Medicare beneficia­
ries have only a sketchy understand­
ing of the basic program, let alone 
the new managed care choices. 

Focus group studies done for the 
Kaiser Family Foundation, a health 
research group, show that even 
many of the elderly who are already 
in H.M.O.s "don't understand the 
rules that govern their care," said 
Patricia Neuman, a Kaiser analyst. 
Focus groups also show their adult 
sons and daughters are "very angry 
over how confusing the program is," 
Michael Perry, a pollster, said. 

Those who counsel older Ameri­
cans say they sometimes do not un­
derstand the tradeoffs they make, 
for example, getting prescription 
drug coverage by joining an H.M.O. 
but giving up a full choice of doctors. 

"We're making it more complicat­
ed for people, and we're also making 
it more consequential," Ms. Sofaer 
said. One of the messages in the new 
Medicare campaign is that people do 
not have to choose. "If you are happy 
with the way you get your health 
care now, you don't have to do any­

thing," says a recorded voice on the 
Medicare toll-free line. Live counsel­
ors are available during work hours 
Monday through Friday. 

The new guide, which comes in 26 
regional versions and is being mailed 
to 32 million households, features 
basic information on what the tradi­
tional program covers, the options 
for Medigap insurance to supple­
ment it and the basics on managed 
care plans. It also includes informa­
tion on the managed care plans 
available in a beneficiary's region, 
as well as data on the quality of the 
plans, for example, mammography 
rates and consumer ratings of how 
well the doctors communicate. 

It includes a three-page summary 
at the front, beginning with "Wel­
come to Medicare & You!" which 
tries to lead the beneficiary through 
the basics in particularly simple lan­
guage. But insurance is inherently 
difficult, and before long, the hand­
book is in the thicket of benefit peri­
ods and Pan A and Part B. 

It describes the choice between 
traditional Medicare and managed 
care plans (H.M.O's), which is politi­
cally fraught on Capitol Hill, this 
way: "In most plans, you can only go 
to doctors, specialists, or hospitals on 
the plan's list. Plans must cover all 
Medicare Part A and Part B health 
care. Some plans cover extras, like 
prescription drug.-.. Your costs may 

be lower than in the Original Medi­
care plan." 

Beyond the handbook, more infor­
mation is available on the Internet, 
although Ms. Cronin acknowledged 
that it was more likely to be used by 
family members, friends and state 
insurance counselors, than by older 
people themselves. 

Advocates of managed care con­
tend that the market will work best 
only when consumers have a wealth 
of such information upon which to 
base their decision. But Bob Blendon, 
an expert on public attitudes and 
health at Harvard, said studies 
showed that older Americans are 
less likely than younger people to 
make consumer decisions on the ba­
sis of statistical data. 

In fact, Dr. Lee Newcomber, sen­
ior vice president for health policy at 
United Healthcare, which has a large 
Medicare business, said, "You really 
have to do a face-to-face conversa­
tion with a senior to really help them 
through i t " Once enrolled at his 
company, elderly beneficiaries are 
assigned to a personal service repre­
sentative "so they call the same per­
son whenever they have a question," 
Mr. Newcomber added. 

To a large extent, experts say, this 
confusion will be eased by time, as 
more and more of the people enter­
ing Medicare have experienced man­
aged care in their working lifetimes. 
Already, Ms. Cronin said, newer re­
tirees have less of an information 
gap, "so, in effect, we have two gen­
erations within this current Medi­
care population." 

In the meantime, calls to the toll-
free lines, which are staffed in Iowa 
and Wisconsin, are climbing. "It's up 
to about 17,000 to 20,000 a week, and 
the handbook is just starting to ar­
rive," Ms. Cronin said last week. 
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September 24, 1999 

The Honorable William Jefferson Clinton 
The White House 
1600 Pennsylvania Avenue, NW 
Washington, D.C. 20500 

Dear Mr. President: 

During the 105th Congress, you provided leadership and worked 
successfully with Congressional leaders to enact the Balanced Budget Act 
of 1997 (BBA 97). That law helped put the federal government on a 
course of fiscal discipline that is resulting in major economic dividends 
benefitting all Americans. With respect to the Medicare program, we 
collaborated on the most significant set of reforms in payments to providers 
and private health plans that has occurred since the program was first 
enacted. These changes had the salutary effect of temporarily stabilizing 
the rates of growth in Medicare spending and extending the solvency of the 
Part A Hospital Insurance Trust Fund. 

As is occasionally the case with major legislation, we have learned 
that there are some unintended consequences. As a result, certain provider 
and health plan payment adjustments may be required under Medicare in 
order to protect beneficiaries' access to quality health care services and 
plans. It is my intention to propose shortly a package of legislative 
adjustments in areas where steps must be taken to improve payment equity 
to providers and to protect the availability of privately offered 
Medicare+Choice plans. In this regard, although you did not specify 
policies, it was helpful that the Administration's recently released Medicare 
reform proposal set aside $7.5 billion over 10 years to address concerns in 
these areas. 

Our review indicates that several areas of legitimate concern could 
clearly be addressed by the Executive Branch administratively, thereby 
freeing the Congress to concentrate on those matters which can only be 
addressed legislatively. I urge you to review the enclosed list of 
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administrative adjustments and advise me of your willingness to take steps 
within the Administration to address these matters. As necessary, the 
Congress can and will act on other related matters. However, I am 
confident that in the spirit of the BBA 97 agreements, including a shared 
concern for fiscal responsibility, you will want to collaborate with us in 
resolving these concerns. Thank you for your consideration. 

Sincerely, 

William V. Roth, Jr. 
Chairman 

Enclosure 



Admifiistrative Adjustments to Improve Medicare Provider Payment 
Equity, and to Stabilize the Medicare+Choice Program 

Hospitals 

Proposal -- Fair Transit ion for Outpatient Payment Changes: Develop and 
administer a budget neutral, multi-year transition method for implementation of the 
hospital outpatient prospective payment system (scheduled for July, 2000), including a 
policy to maintain the scheduled reductions in beneficiary cost-sharing liabilities for 
services received in hospital outpatient departments. 

Obtain an expert and independent evaluation of the clinical soundness and payment 
equity implications of the proposed Ambulatory Payment Category (APC) system, 
including its appropriateness for unique categories of providers, such as cancer 
hospitals. If a delay in implementation or exemption of certain classes of providers is 
warranted under the review, inform the Congressional Committees of jurisdiction by 
June, 2000. 

Explanation: The Balanced Budget Act of 1997 (BBA) required the Secretary to 
implement a prospective payment system (PPS) for hospital outpatient department 
services by January 1, 1999. The proposal issued by the Administration represents a 
major change in Medicare payment policy for outpatient services and may result in 
significant changes in hospital payments. This requested adjustment is needed to 
provide hospitals a reasonable period to adjust operations to meet these funding 
changes, while maintaining corrections to the amount that beneficiaries are required to 
pay in coinsurance for hospital outpatient services. 

There is also concern about the methodology of the proposed APC classification 
system. Before such drastic changes to current payment policy are implemented, an 
independent review of the proposal is appropriate. 

Proposal -- Limit Scope of Hospital Transfer Policy: Freeze the payment policy for 
hospital transfers at the current set of 10 Diagnosis Related Group categories. 

Explanation: The BBA gave the Secretary of HHS authority to classify discharges 
from acute-care hospitals to post-acute care facilities within a group of 10 Diagnostic 
Related Groups (DRGs) as "transfers." Beginning in 2001, the Secretary would have 
authority to expand this policy to more than the initial 10 DRGs. As other payment 
policy changes from the BBA continue to be monitored, it is unnecessary to expand the 
transfer policy in the foreseeable future. 



Skillecf Nursing Facilities 

Proposal -- Higher Payments for Complex Cases: Establish payment refinements to 
selected Resource Utilization Groups as the Skilled Nursing Facility (SNF) PPS is 
implemented. These changes should be targeted to improve reimbursement for 
medically complex cases, with special attention to the unique problems of patients 
requiring complex treatments and prosthetics. 

Explanation: The BBA phases in a PPS that pays for covered SNF services on a per 
diem rate. The General Accounting Office has indicated that the current rate may not 
adequately reimburse for services provided to medically complex patients. 

Physician Payments 

Proposal -- Corrections Due to Erroneous Spending Projections: Provide 
immediate advice on administrative options for imprnyir>g ann'^l ' ipdat^ in payment 
for physician services tn r.nrrent for erroneous prnjertions 

Explanation: Implementation of new payment methodologies established in the BBA 
^produced inappropriate payment reductions to physicians due to failures to adjust for 
erroneous administrative projection^jised_to^aLraI§§- This particular problem could be 

I remedied through changes in the year-to-year administrative payment projection and 
^adjustment process. 

Home Health Agencies 

Proposal -- Proration of Payments: Relieve home health agencies of the 
inappropriate responsibility for tracking patients that secure services from more than 
one agency in order to prorate payments. 

Explanation: New home health payment systems created by the BBA called for 
tracking the number of home health services beneficiaries receive from different 
facilities, so that payment amounts could be prorated. However, the BBA does not 
specify that this tracking is the responsibility of the agencies. Such responsibility would 
be more appropriately assigned to the fiscal intermediaries. 

Proposal -- Equitable Recovery Schedules for Overpayments: Provide for 
PXtpnrjftd rpp^ympnt srhprlnips fpr agencies that incurred significant MMicare 
nverpayments rine tn riiffinnlties in adjusting tn major RRA"Ti7'payment system changes. 



Explanation: There is recognition of the need for more flexible overpayment schedules 
for certain home health agencies facing large overpayment amounts due to the 
changes in payment systems contained in the BBA. 

Ambulatory Surgical Centers (ASCs) 

Proposal -- Fair Payment for ASCs: Do not implement payment policy changes for 
ASCs until 1999 industry survey data is analyzed and properly incorporated into any 
proposed changes. " 

Explanation: In a proposed rule, the Administration is proposing changes to the 
-^payment policy for ASCs based upon 1994 survey data. It would be more appropriate 

to implement proposed changes after the 1999 survey data is complete. 

Medicare+Choice 

Proposal -- Fair Transition for Health Plans: Revise phase-in schedule for risk-
# adjusted payments to extend the transition by at least two years and to prevent any 
| single plan from experiencing more than a 5-10% shift in Medicare payment rates 
*\ attributable to the risk-adjuster in any single year. 

Explanation: The BBA required HCFA to develop and implement a health-based risk-
adjustment system by January 2000 to increase payments to plans that enroll sicker 
patients and to decrease payments to plans that enroll healthier patients. The 
implementation may cause significant changes in the annual payments to plans and 
thus the premiums beneficiaries would be charged. This proposal would provide for a 
more gradualjransition to risk adjustment and protections for both beneficiaries and 
plans. 



THE PRESIDENT HAS SEEN 

USPHS/CDC/NCCDPHP 
Division of Oral Health CDC 

CEWTEPS FOB DISEASE COMTttOL 

Carmen Jaramillo, DDS 
ASPH Fellow 

4 770 Boford Highway 
Mailstop F-10 
Chomblee, GA 30341 

Pager 1-800-946-4646 (pin 1428521) 
!770)488-6056 

fax: (770)483-6080 
cij9(a>cdc.gov 





THE PRESIDENT HAS SEEN 
i to - i s -=( ^ 



Ik'cau.M.' M;ik-s IIKI IMI seek in!\:l I,MI 
sulianon in developing [he iiisni.n;, ̂  
program tor their areas. eoiiMilcuiu.n.-
on how io make ( I III' aeeev-iHe i . . 
Iiulian families were nevei mkr.raieil 
l oi msiancc. a b'^ pari ofseinn!.' up ihe 
insuranee proenim in eaeli Male has l-een 
desiynatmu sped fie hospitals ami v liih 
ics as pros itlers lor ( I III' serviees h, 
those states wnh reser\aiion eomMiim-
lies. 1HS climes were JIOI hsieil as plaees 
to enroll children in the insmane.' pre-
yram 

And foi those feu lamilies ih.i did 
siun up a child in C l i l l ' usmi; (In ser\ 

lee has meant eomii otl ihe resei -.an..11 
Ixxause IMS facilities were not de.Me.i H 
eil providers ol CI HI' 

But 111 this back-to-selmol season, tin-
federal govermnenl ha.- re-lamn-lied 
CHIP hoping to enroll more children lo 
dale, only \ ^ million children are 
enrolled in CHIP. 

HIS oflleiaLs say there are a number 
of reasons why CHIP has not attraeted 
more Indian families, such as a compli­
cated and lengthy application ptoeess. 
But a big reason Indian families have not 
taken advantage of California's CHIP 
services is because the insurance pro­
gram requires a monthly premium pay­
ment of about $15. Many families on 
marginal incomes simply find Ihe pro­
gram 100 costly. 

Some tribes have agreed 10 eo\ei the 
cost for their tnbal memliers 

Still, CHIP is a hard sell in Indian 
country Steve Mader, who oversees IMS 
in California said in order to get eligible 
Indian children enrolled in the program 
it will require more interest and attention 
from tnbes. "It's going 10 be a slow 
process of education for everyone --
tribal leadership, the communilics and 
individuals," he said. "It's not going 10 
happen overnight." 





A DISCOliNT SYSTEM • 
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-PREFERRED PROVIDERS' 

Doctors and Hospitals Object, 
Saying Measure Would Put 

Cost Ahead of Quality 

By ROBERT PEAR 
WASHINGTON, Oct. 18 - In a 

break from three decades of Medi­
care policy, the Clinton Administra­
tion asked Congress today to steer 
Medicare patients to certain doctors 
and hospitals that offer discounts on 
the price of care they provide to 
people who are elderly or disabled. 

Under legislation drafted by the 
Administration and sent to Congress, 
Federal officials would give Medi­
care beneficiaries a list of preferred 
doctors and hospitals that had 
agreed to offer discounted rates to 
the Government and to reduce the 
fees charged to patients. 

Administration officials said these 
health care providers would attract 
more patients, making up in volume 
for the lower charges. 

The White House and some Demo­
crats, like Senator Bob Graham of 
Florida, say the proposals would 
save money and would allow Medi­
care to compete more effectively 
with private health plans. 

But many Republicans oppose the 
idea, which has also provoked an 

j outcry from doctors and hospitals. 
Critics say the Government would 
emphasize price over quality and 
would steer Medicare patients to me­
diocre doctors and hospitals that of­
fered the biggest discounts. 

Since the creation of Medicare In 
1965, beneficiaries have been able to 
seek treatment from almost any li­
censed doctor or accredited hospital. 
Until now Medicare has provided lit­
tle financial incentive for choosing a 
particular doctor or hospital in its 
fee-for-service program. 

In its proposal, the Administration 
was asking Congress for broad pow­
ers to pick and choose providers who 
would coordinate the care of Medi­
care patients who choose to partici­
pate m the special arrangement. 

Under current law, when Medicare 
beneficiaries go to the doctor, they 
must pay a deductible, now $100 a 
year, and after that they pay 20 per­
cent of the Government-approved 
amount for most physician services. 
Medicare pays the remaming 80 per­
cent. 

Likewise, when beneficiaries go to 
the hospital, they pay a deductible, 
now $768. and Medicare pays most of 
the remaining costs for the first 60 
days of hospital care. Under the Ad­
ministration's proposed, the Govern­
ment could reduce or eliminate the 

patient's share of the bill when pa­
tients use a doctor or a hospital des­
ignated as a "preferred provider.'' 

Doctors and hospitals that wanted 
to be named as "preferred provid­
ers" would have to meet new Fed­
eral standards for the quality of 
care. The Secretary of Health and 
Human Services would also establish 
"standards for the quality of health 
care items and services" provided to 
Medicare beneficiaries . The pro­
posal does not specify how quality 
would be measured. 

But critics said that price would 
often be the dominant factor because 
it was much easier to measure cost 
than quality. 

Administration officials insist that 
their proposals would not require or 
coerce beneficiaries to do anvthmg, 
and that patients could decide for 
themselves whether to participate m 
the arrangements or keep things the 
way they are now. Patients would 
enroll voluntarily, but could be 
locked into one of the arrangements 
for six months or a year. 

Here are other details of the Ad­
ministration's proposal: 

?The Government would desig­
nate hospitals across the countrv as 
centers of excellence and encourage 
Medicare patients to use them for 
high-cost procedures like heart sur­
gery or hip replacement, provided 

A measure breaks 
with three decades 
of policy. 

the Government saved money. 
•IThe Government would hire spe­

cialists to coordinate care needed by 
Medicare patients who choose to par­
ticipate for the treatment of condi­
tions like congestive heart failure, 
high blood pressure, coronary artery 
disease, asthma and diabetes. 

QFederal officials could use com­
petitive bidding to obtain discounts 
on medical equipment and other 
goods and services. Medicare often 
pays more than the retail price for 
common items. 

President Clinton had expressed 
interest in these proposals in June, 
when he had unveiled a plan to rede­
sign Medicare and add prescription 
drug benefits. 

White House officials said the pro­
posals would modernize Medicare 
and save money by using selected 
techniques of managed care to con­
trol costs in the fee-for-service pro­
gram, which still served 84 percent 
of the 39 million beneficiaries. 

The proposals did not mention anv 
possible affect on people who buy 
private insurance, or Medigap poli­
cies, to pay expenses nol covered by 
Medicare. 

The Senate Finance Committee 
and the House Ways and Means 
Committee plan to vote this week on 
legislation to restore some money 
cut from Medicare in 1997, and the 
committees may consider the Ad­
ministration's proposals then. 

White House officials said they 

hoped that the committees would ac­
cept the President's proposals, 
which could offset some of the cost of 
undoing cuts made in 1997. 

Two members of the Finance 
! Committee, Mr. Graham and Sena­

tor John H. Chafee, Republican of 
Rhode Island, support the Presi-

• dent's proposal to revamp the buytng 
of goods and services in the tradi­
tional Medicare program. 

Representative Pete Stark. Demo­
crat of California, said that an ex­
perimental project in Polk County 
Fla., had shown that competitive bid­
ding and similar techniques could 
save money without harming the 
quality of care. 

But there was also strong criti­
cism. Dr. Nicholas T. Kouchoukos 
president of the Society of Thoracic 
Surgeons, said heart surgeons were 
"extremely troubled" bv the pro­
posal because thev feared that -ex­
cellence would take a back seat to 
discounted pricing." It was. he said 
totally inappropriate to send elderlv 
patients to the "lowest bidder " " 

Richard J. Pollack, executive vice 
president of the American Hospital 

Association, said Mr. Clinton's pro­
posal could reduce access to serv­
ices in areas where the local hospital 
did not win a contract with Medicare 

In March, 10 of the 17 members of 
a Federal advisory commission 

. headed by Senator John B Breaux 
j recommended that Medicare com­
pete directly with private health 

j plans. To enhance such competition 
the panel said. Medicare officials 

I should make more of the purchasing 
tools available to private health 
plans, including the abilitv to sign 
contracts with selected health care 
providers who offer high-quality 
services and lower prices. 

In an interview tonight. Senator 
Breaux. a Louisiana Democrat said 
the President's proposal, taken bv 
itself, was "like robbing Peter to pay 
Paul." The Government, he said 
would cut payments to some doctors 

land hospitals so it could redistribute 
the money to others. 

The Mayo Clinic in Rochester 
Minn., is an obvious candidate for 
designation as a "center of excel­
lence." But Bruce M. Kellv, director 
)f Government relations for the 

Ulayo Foundation, said Mr. Clinton's 
yroposal was flawed because u failed 
b consider that the centers of excel-
fence would attract complicated 
/ ases costing more than the average 
1 "It is unrealistic to think that the 

enters of excellence would take the 
lugher cases and agree to be paid 
iss." Mr. Kellv said 
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N̂ /ack M i l l s -- Wow! You've been great i n your recent remarks 
regar d i n g p h y s i c a l education. He hopes i t i s your i n t e n t t h a t 
the President's Council be the leader i n the i n i t i a t i v e t o " f i n d 
ways t o encourage young people t o get and s t a y f i t . " They are 
w i l l i n g and up t o the task. Updates on the PEP b i l l : The l i s t 

jpof co-sponsors i s up t o 33. He has p e r s o n a l l y v i s i t e d many 
"Senate and House members, as have the o t h e r three Council 
members. He had a meeting w i t h Secretary Shalala which went 
g r e a t ! She pledged her personal support and gave him some ideas. 
He also met w i t h Congressman Goodling, Chair of the Education and 
Work Force Committee. He has a daughter who i s a pro t e n n i s 
p l a y e r and both were very supportive. P.E. has become a major 
t o p i c , and the Council w i l l continue t o work at i t . 



[•mmunicntionsjnc 
President Bill Clinton 
The White House 
Washington, D. C. 

Dear President Clinton, 

Wow! You have been great in your recent remarks regarding Physical Education. 

The Friday TV show on The Music subject you also mentioned P. E. Then the 

talk at the Olympic Training Center that included the directives to the Secretaries of 

Education and Health and Human Services, plus your remarks about the need for P. E. 

were right on. 

I hope it is your intent that the Presidents Council be the leader in the initive to 

"Find ways to encourage young people to get and stay fit". We are willing, up to the task 

and besides that is what we are about. 

Some other updates on the PEP bill. 

The list of Co sponsers is now at 33 up from 19 originally. We have had all been 

working on this, the Sporting Goods group, the teachers organizations and a small group 

of the Presidents Council. I have personally visited many Senate and House members as 

have the other three Council members. 

I had a meeting last week with Secretary Shalala which went Great! She pledged 

her personal support and gave me some ideas, this was prior to your directive, so I am 

sure she is even more supportive now. 

210 business park boulevard 
Columbia, south Carolina 29203 

post office box 23259 
Columbia, sc 29224 

803-736-1141 
fax 803-788-1051 



[ommunicationsjnt. 
I also met with Congressman William Goodling, Chair of the Education and 

Work Force Committee, he too was very supportive of our cause. He has a daughter who 

was a Pro Tennis player I knew so we had a nice discussion. 27 House members are also 

Co Sponsers. 

The timely News Week article came out this week also. 

We at the Presidents Council are so excited with all the recent happenings, P. E. 

has become a major topic. Your support is now well documented and is helping us 

tremendously. 

We will continue to work at this, I offer my personal help to the Presidents 

Council to make this coalition with the other agencies effective. 

Thanks again for your help in promoting Physical Fitness. 

Regards, \ 

210 business park boulevard 
Columbia, south Carolina 29203 

post office box 23259 
Columbia, sc 29224 

803-736-1141 
fax 803-788-1051 
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THE HUH IAN BLUEPRINT I Matching Drugs to Genes 

The Promise of Precision Prescriptions 
'Pharmacogenbmics'Also Raist s Issues of Race, Privacy 

Wiuhinpon Pau Staff Vnur. 

Unlike most doetort, deorgetovm Unlverii-
ty phytician and phanrutologut Divid Flock-
hart enjop Ulldng tbout hn palknd who 
didn't get better from tijt metlicinn he pre-
tcribed, or who got even wone becauu of side 
effects. 

There was Ihe woman jvtio luffered excnici-
atlnc pjio after iurgery no matter how much 
codeine he preacribei). 

The patient whole tê idoni became so in-
Oamed from taking a conttnon antibiotic yean 
ago that ihe remains debilitated to this day. 

The woman whu tooU Prozac only to find 
her blood presaare goingithrough the roof. 

Flockhart likes these fJrry (tones beause 
they highlisht the great ootential of 'pharma-
coeenomiu," a new ReU of medicine he and 
others are pioneering that promises to reduce 
treatment faUurei by matching medicines U> 
patlenta'Teraonal genetldcodct. 

Among the many vaunted medical benefits 
promised by the Human (jenotne Project—the 
12 billion effort to ipeU out the Entire human 
genetic blueprint, whose, jnrtual completion is 
expected to be announced on Monday—none 
is as close to broad clinicd use as phannacoge-
nomics. 

The new science ifekslo solve a simple hut 
longstanding problem: Medicines an made 

and sold on a "bne siie fits all" ba­
sis, even though people vary sub­
stantially in ht)w they respond to 
those compounds. Aa a result of 
this variability,! more than 100,000 
Ameriani did every year from 
lidc effects of broperly prescribed 
medicines and] another 2 inillion 
are made serioMy iU. 

Now, with ŝ ien tiati identifying 
more and more genea that control 
Individual responses to drugs, 
some leading-edge medicai centos 
are starting to make prescribing 
decisions on tl)e basis of patients' 
genttic makeup. Five yean from 
now.'some experts predict. It win 
be common for patients to take ge­
netic testa befcire their docton de-
cfri# whkh drvg, or what dose, to 
jfcefcrlbe (or!then. Thafi fsr 
looner than anVone expects to ace 
iiinilar socccsa rates in the more 
widely touted but Ulureiilagued 
flefi of gene therapy, which alma 
to'treat people bj giving them new 
genes. I 

Drug compahlea, u wrtl u ps-
fifnt*. stand toj gain from the phar-
macogenomic revolutfoo. By test­
ing new and Experimental drap 
only tn voluniccra whose fenes 
preordain a positive mponse, 
'companies can geacnte data that 
Iritt pram irrcaistible to the Pood 
'Ind Drag Adnfiniitradon, atream-
-tailhg today's IjMg and costly dnig 

hope to prifit from sales of the 
Jtk testa tint will be used to 
tcfa patienti with appropriate 

''dî ga. 

( f ut like so msny tdvancesin ge-
Vlils, pharmacogenoniics nisei 
djM.-uJt questions, too. As (he first 
iUtmpt to meld the contentiotn 
BUI of genetic testing with the ev-
'eryday practice of medicine, it will 
' sin t as a test case of how society 
VtU Heal with bwei of genetic pri-
.vaq and discrimination, 
'"''h uy people are already ner-
vtiiij about their genetic profiles 
'filing into the wrong hands, for 
'eiample, but u fir few people 
in* had a reason to take such 
feat. How will people read when 
life utic teit ii required just to get 
"Xlpr iper prescription? 

0 equal concern, some of the 
'ten} pattenis relevant lo phanna-
KoMnooiica are ethnically linked, 
VSMig issues of nasi stereotyp-
•Oif i nd access to care. One tear is 
•tHie profit-caascioua pharmaceu-
>UaIcompaaies will use pharmaco-
genamics to aim their drug devel-
tfplhtnt efforts toward genetic 
Vufi'i raupt of people who can best 
' kffbi j to pay for than, further m»r-
ghu izing already undenerved mi-

>;»^ rhat happens when the pa-
llew comes in and ays, '[ hear 
their •« a great new drug for asth-

'rria,' and the doctor lays... Yeah, 
but I', only tor whites?" asked 
Mir i Rothstein of the' University 
bf H ivston's Heslth Uw b Policy 
insti ute. 

' '"71 armacogenomies alters medi­
cine i legal landscape, too. At what 
pom should doctors ind dreg-
HiA rs be liable for net taking ge-
fertk Information into account? Al-. 
ftid • a group of patients has sued 
'the'i laker of a Lyme disease vac-
nW claiming that people with a 

not 1 ave been given the wedne be-
jfitoi they an especially prone to 
Vrtti ig serious aide cflecta from 

Al told, experts Mid, phannaco-
IWB nica presents a etallenge to 
fcHi 7 for predsdy the same re*-

"Stfi: oficn io much promise: be-
y i f it focuses oo peopie-i difter-

e believe itroogty that this ii 
a nc ir era and the dawning of a 
itfla a age of penoaliied medl-
dae, laid Elliott Sipl. a senior 
vice president at BristoHtlyera 
Squil b, one of several phannaceu-
tKB ompanla that ham launched 

! phar laeogenomics pnerama. I t 
does raise important issues for so­
ciety in terms of privacy, dis-
crimhaHou and msurance issues.' 
SiplUalin think the government 
WiB tave to deal with these l>-

Cus torn Treatment 

Flockhart's surgical patient pre­
sents a clastic example of the need 
for pharmacogenoniics. After un­
dergoing surgery on her ovaries, 
she was given codeine, the moat 
commonly prescribed painkiller in 
America. 

"She wanted more and more of 
the stuff." Flockhart recently re­
called. Before long, he aid. "she 
was labeled a drug abuser." 
' The truth was far simpler. Tests 
ultimately showed she was among 
the 7 percent of Caucasians in this 
country who harbor.an inactive 
form of i gene called OTP 2D6. 
Which helps break down many 
tommoo medkinei, including co­
deine. Unable to metabolize the co­
deine into its desired breskdown 
product, morphine, the woman got 
bo relief. 
' Flockhart's patient on Prozac 
had the same genetic variation, but 
in her case it led to an effective 
overdose instead of undermedlca-
tlon. That'i because Prozac, like 
codeine, is also broken down with 
the help of the 2D6 gene. Since she 
could not metabolize the antide­
pressant, the woman suffered an 
overaccumulation of the drug, 
with high blood pressure and other 
side effects. 

The patient with tendinitis car­
ries a different gene variant that 
triggers painful inflamfnalary re-
actions in mponse to uHalled 
quinalone antibiotics. 

Sdestists know of six common 
CYP dratmetaboliiuig genes, all 
of which operate In the liver and 
an respoasibte for breaking down 
about a dozen different drags each. 
They have also begun to Gnd other. 
genes in other parts of the body, 
which people tan inherit in various . 
forms and which can aflect how ef-
fidenUy these people absorb, 
transport, mc and excrete various 
nwdicines. 

With the recent advent of simple 
testa that can reveal a person's ge­
netic subtype from a drop of blood 
or a cheek swab, Flockhart said, 
"we're beautifully vt up to look it 
variations in these thinp from per-
•on to persoo. If s s real opportuni­
ty to hetp a lot of people." 

In a few settings, genetic testing 
is already helping docton inform 
their prescribing decisions and 

8;i)«toasbingt0n}3o5t) 
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evtn ave lives. 
I At the Mayo Clinic in RoctJesler, 
Minn., (or «ample. Rkhairi M. 
Wemahilbouni and hia colic pie] 
Rave been using genetic tests to in­
dividualize treatments for chddren 
ijrith acute lymphoblastic fcuke-

• mia. 
j The childhood cancer wai uni-

^nally fatal a few decades ago. 
but with the advent of a drug i ailed 
O-meiraptopurine, more lha i 80 
Rercent of children can now b per-
manentiy cured. In the years lince 
that Arufi introduction, thrugh. 
tym problems have plagued doc­
tors: Why doesn't the drug we k m 
e)rery child, and why does it c IUSC 
lenous and even fatal lide ei ects 
hi some? 
]The answers finally arose nth 

the tools of pharmacogEnomlo. 
! Mercaptopurine, it turns oil, is 

broken down in the body by an en­
zyme ibbreviated TPMT. Bu 10 
percent of Caucasians and bl icks 
qrty a variant of the TPMT cne 
that renders the crucial enwme 
relatively ineffective, and an ; ddi-
Uonal one in 300 of these chQ lien 
lakk the gene and the erayme Jto-
ĝ lher. (The variant is a!moil un-
kijown in Asians.) Unable to mc 
tabolize the drug, these chili ren 
eoentiaUy overdose on even s nail 
doses, and often die from the im-
mtine system auppression thai en­
siles. 

I At the Mayo Clinic and *l SL 
H i t Children's Research Hos lital 
ini Memphis, doctors now rou ine-
lyttest for TPMT activity in le ike-
mtc children before treating tl em. 
Children with espedaily high lev-
eU of the enzyme—who are. ii e*-
aehce, breaking down (he dni| be­
fore it has a chance to kill t leir 
caiKen-are given doses up fa 50 
Percent higher than normal in at-
def-in get a therapeutic effcet M 
ttipm who are effectivety 
ing on the drug because of t dr 
reiadvely inactive TPMT gt lea 
t i i teams dotes aa low as < ne-
fUlecnth normal, providing aU he 
anti-ameer efflacy of t aortal 
dose bat without the extra ndi rt 
leite they once endured. 

One result of the new focus ... armacogeoomica is that old d ifl-
sna of diseases are breaking 
TL Cancers, for instance, which 

haye traditionally been dasaided 
by their loatloo in (he body, ire 
Increasingly being typed (urthej by 
thejr genetic characteristics i id 
drug sensitivities, and medidi ea 
•rejbeing developed to take aim tt 
thoke haHmarka. Experts predct 
that la the next few yean a bevy of 
neif genetic tests wiO show tl at 
oumy other diseases aho deseiw 
to be pined and targeted aero d-
Ing ̂ o thdr genetic aignatureL 

"We're going to leirn it's not 
just 'MS," or multiple iderosia, 
aid Kathleen Giacomini, a Uni-
veraity of California at San Francis­
co researcher who ia identifying 
genea lhat aflect drug absorption 
and transport in the body. "It'i go-
ing to be MS a, b, c and d. And we 
can develop new drugs for each of 
these types." 

Philosophical Shift 
The driving force behind the 

emergence of pharmacogenoniica 
ia a Uttiê uiown follow-up project 
lo the widely hailed Human Ge­
nome Project. Unlike the genome 
project, whkh sought to spdl out a 
generic "consensus" version of (he 
human genetic sequence, the fol­
low-up project seeks to define the 
while differences in that code 
from person to person. 

The goal is to Identify hundreds 
of thousands of 'single nucleotide 
polymorphisms," or SNPs (pro­
nounced "mipi"), which art the ti­
ny spelling variations that occur 
about once in every 500 to 1,000 
letters within the 3 billion-letter 
human genetic code. 

The recent shift by federally 
funded and privately financed gene 
researchen away from the genome 
project and over to the search for 
SNPi represents more than a sci­
entific change of course. It brings 
with It a philosophical change of 
perspective that will focus not on 
people's si mil ah ties but on their 
differencea. 

Hut shift ia necessary if person­
alized gen*baaed medicine is to 
take off. But it also brings new pos-
•ib iii ties for genetic bias and di*-

"The great pronris* of pharma­
cogenoniica la that It will target 
drags and therapies to individu-
ala," said Moms Potter, a Universi­
ty of Nebraaka anthropologist who 
b studying the field's potential im­
pact oo sodety. "But the way it 
may work out Is it will just end up 
emphasizing social identifien like 
nee and ethnidty . . . and exaoeti 
bite social ioequities." 

Not ill of the genetic variations 
that aflect how a person wiQ re­
spond to variooa drugs track along 
radii or ethnic line*. Indeed, doc­
ton could easily run into trouble if 
they fry to use nee as a substitute 
for genetic testing: Think how 
many people might auppose that 
Tiger Woods is African American 
or Caribbean, one geneticist said, 
when in fact hia mother is Thai. 

Bat many relevant genes do cor­
relate with race. While only 7 per­
cent ol Caucaaiana have the 2D6 
variant that caused probkma for 
some of Flockhart'a patients, for 
example, more than one in four 
Asuii carry a similar variant. 

Thote realities present Interest­
ing economic and ethical quanda­
ries. 

On the econooiic side, pharma­
ceutical companies could save mil­
lions of dollan by preseiecting par­
ticipants in a clinical trial so that 
virtually everyone benefited and 
no one go( side effects. 

"Efficacy could be proven in 
•null cohorts of a few hundred pa­
tients compared to 3,000 or 5,000 
aa we do now," aid Gualberto Rua-
no, chief executive officer of Ge-
naistance Pharmaceubcalj, a Sci­
ence Park, Conn., company that ia 
developing genetic testa to predict 
People'a res pomes to various 
drugs. This ii going to change the 
economics of drug development 
radically." 

It would also reverse the current 
federal regulatory push lo include 
more dive™ groupings of people 
in clinical trials—a push that arose 
a few yean ago in response lo eon-
cemt that minorities were being 
left out of the drag approval pro-
cesa. Under the new rubric of phar-
macogenomics, though, expert re­
viewers night deem it unethical to 
teat a new drug oo people whose 
genes suggest they won t respond 
weD to the drug, since those partic­
ipants' sole purpose would be to 
demonstrate tide effects. 

At the same time, any dni£ thai 
gained ippraval through luch a 
process would have proven its met­
tle only in people with a narrow ge­
netic or radal grouping, and would 
probably be approved by the FDA 
only for use in those people. 

"That could be a problem," said 
Uny Palmer, a professor at the 
Cornell University Law School 
who is studying the legal impUca-
tions of phannacogenomlcs. "You 
know the drug companies are go-

S A T U U M X , J U N E 24, 3000 
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ing to market It u best they can. 
And lie average practlUoner may 
use ill without the deep under-
atandijig at the science needed lo 
use It appropriately on the right in­
dividuals,' 

given (he chance to 
ir etfarts (his way, would 
a even bother developing 
people with rare genes? 

soon to say, but there ia 
' lence that some might 

not I 
About five years ago, for ex­

ample,! pharmaceutical giant 
Merck 11 Co. wis supporting a 
small ĉattle company called Oi-
tex International to develop a test 
that cojild Identify women at high 
risk at osteoporosis. The hope, 

IS. Omenn, executive 
t for medical affairs at 
f of Michigan, was to 
s a marketing tool for 

> new bone-building drug, 
, which Merck hoped to 

sell widely lo post-menopausal 
women; 

But When early studies with the 
test indicated Hut only half of all 
postmehopauaal women might ac­
tually nfed the drug, Omenn said. 
Merck pulled out of the part­
nership and left the little company 

of near financial ruin, 
tjich it ii now recovering, 
'fk wanted to uy that aa 

women get menopause 
uld take these drugs." laid 

Tfcomai 0. Bologna, Ostex'sCEO. 
Rather han uae an objective lot 
to mea ore real need. Bologna 
laid, "thfcy decided to rely on sales­
people ia convince physiciana to 
convino patienta to uae these 
d^ga." 

A Merck spokeswoman said the 
companjj'a withdrawal from Ostex 
was not iclated to marketing con­
cerns bo amcoutofadedsionto 
focus to! rlyonthe treatment of oo-
teoporoi 0, Dot oo methods for dl-
tgnoshg IL 

Others said that even if the big 
drug cot ipanies do end up focus­
ing only on the most common ge­
netic su spopulations, there are 
plenty of small biotechnology com­
panies tl it would be happy to End 
niches th it cover even 5 or 10 per­
cent of tl e population. 

Another hurdle that pharmaco-
genomics must dear is public wari­
ness of genetic test*—especially 
among minorities, who have tradi­
tionally been more mistrustful of 
•uch tests. 

Proponents say gene tests that 
predict a person's response lo a 
medicine should not be as contro­
versial as other kinds of gene tests 
that predict for example, a per­
son'! long-term odds of getting a 
fatal disease. 

"It's not the same aa telling 
someone that they're going to get 
Alzheimer's disease someday, 
which freaks people out," said 
Kathleen Giacomini, the Universi­
ty of California at San Francisco re-
•earcher. "This is a more people-
friendly kind of genetic test" 

A handful of companies are 
counting on that ittitude, and ire 
already developing kits that people 
will be able to use it home to see 
which versions of several key drug-
metabolizing genes they've inher­
ited. At least one company, PPGx 
Inc neir Research Trian^e Park, 
N.C. hopes to offer it-home (est 
kits by the end of this year, said the 
company's CEO, Josh Baker. ' 

If genetic tests prove is es­
sential to the art and science of 
prescribing as proponents believe, 
it may come to pass lhat for some 
drugs, at least anything less rigor­
ous than Individualized dosing will 
be considered malpractice. 

Lut winter, several patients 
brought a dass action suit against 
StnithKline Bcecham. the maker of 
a Lyme disease vaccine, claiming 
that the company should have 
warned people about evidence that 
the shot can cause i severe form of 
arthritis in certain people. 

Federal records show that the 
FDA advisory committee that reo-
ommended the vaccine's approval 
apent conaidenble time looking at 
preUminary evidence that people 
with a genetic hallmark called 
HLA-DR4 might be espedaily like­
ly to experience the severe re­
action. 

Ultimately, however, the re­
searchers who tested the vaccine 
for StnithKline convinced the ofE-
dals that the data were too weak to 
believe. Now. in what may be the 
firat btersectioo of phirmacage­
nomics and the law. they will have 
to defend that conclusion in court 
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The Summit Gamble 
N'EXT WEEK : , i Gimp David. President 

Clinton will sit down with Israeli Prime 
Minister Eluid Barak and Kilestinc Lib-

enilion Orirunizatinn Quiirman Vaswr Arafat 
tn try to nirrow the "siEnifieantjdiffcrcrici.-s" 
thai remaio between ihe two sides as ihcy at­
tempt to work out i final status attreemenl by 
the self-imposed Urfc'cl date olStpl. 13. "SiK-
nific-.ini" is Mr. Clinton's diplotSatic under­
statement. The two sides remainjiar apart on 
such critical Issues as the ultimati; fata nf Pal­
estinian refugees, Isncli settletrtEnta on the 
West Bank and Cxsa (Uld the stalis of Jerusa­
lem. 

In recent weeks, the rhetoric op both sidia 
lirts cscalaled. Mr. Arafat" emboldened hy (he 
Eurnpenn Union's promisen of Recognition, 
Ihrealeiis to declare a PaJestiniaa",stalc on or 
before Sept. 13—deal or no dealiwith Israel. 
Mr. fank says thai Israel can r^ipond with 
"unilateral" measures of its own—jpresiimnbly 
including annexation of Urge chunks of the 
West Bank still under Israeli control. All too 
easily, this sUmduif could turn violent 

Mr, Arsfat is HY1'"|T jP ^ ' i ill II llllll1 

when IsyeLuuullllt uiciMji-d to; offer sub­

stantial ctmccsKions un uno previously intrac-
lahle ifsue, lerrilory, in incliantte /or a fiiiHl 
deal. Perhaps It*? Palestinian leader senses 
weakness, or even desperation, on the part of 
Mr. Barak, whose partiamentiry majnrily is 
crumhliiiff. Perhaps Mr. Arafat simuly can't 
take yta for an answer on lerritory, since that 
would oblige him to compromise on issues 
(rcfugi'.KS, JerusaJenO about which ntost Pales­
tinians are still disinclined to comproinisc. 

Mr. Clinton's main objective, then, should 
be to push Mr. Arafat toward rcalisni—cvcn ss 
he encouraRej Mr. Barak's flexibility. It is just 
possible that if lire two leaders are skillfully 
cajoled and pressed by Mr. Clinton, the sum-
mil could serve to defuse the sliori-term crisis. 
That will be hard enomfr. The larRer tfoal—a 
deLniled agreement to end the laraeli-H-jIcstin-
ian condict once iind for all—is harder still. 
Perhaps the best that rail be hoped for ia yet 
another "framewurk" affreemenl setting forth 
gcner.il principles Uinl would Rovern such a 
settlement—followed hy more talks. F.v̂ n so, 
Mr. Clinton is i i;!lil to risk a siUWnit There 

JIL i i..kj mjuasii'"'.l00: l K : t t £ r t n t"*? ta"£" 
inKthantor?sunitr^ ' 

Reducing Pharmacy Errors 
FlVE-YEAR-nr,D Brendan gird's pro­

scription called for Sd mflligrins of iniip-
nunine per teaspoon. A ledBlidan at a 

Ler'iurif, Va.. pharmacy prepir^il a ayriip 
ttintaininc 250 miUieramj. The jpharmneist 
dispensed the mediealion wiUlottt catdiinff 
the error. Before puttinR him to ber̂ nn April 5, 
Brendan's mother gave him two iteasprioiw. 
'I'he next moniing, she found him dfead. 

Improperly filled prescriulioiis ire not as 
rare as some may think. According to Post 
staff writer Maria Clod, statis' pharmacy 
boards estimate that between 2 putsent and 5 
percent of prescriptions filled laA year in­
cluded some sort of error, raneingifrom mia-
spelhncs to dispensing or imrtntctton mis-
Ukes. I-.-

What's worse, the 2 percent tn 5 percent er­
ror rate is only a guess. The Distnet doesn't 
keep track nf errors. Drugstores in|Marylaiid 
and Virginia aren't required to report mistakes 
either. Most state bnairls of pharmary hear of 
errors only when cuatomerj bothiir to com­
plain or tlirough routine inspections. With the 
number of prescriptions cxpccteil to hit 4 bil­

lion by 2004, and tfven a shortage of qualified 
pharnticisls. more mistakes are in the offing 
unless authorities find out and fix whal is caus-
in« them. 

Last year's Institute of Medicine rctrort on 
deatlu ciwsed by the imtafccs of doctors, 
pharnweists and otbers has spurred some ac­
tion. Maryland is looking into a system of vol­
untary reportiuir. Virginia henlUl ofEcials arc 
drafUu>r a measure to set training and su-
perraion standards for Dharnucy technicians 
and arc weighing rcponinff requiremem*. 
Conirress intervenetl with legislation to prrv 
mote voluntlfy reporting of medical mistikcs, 
including prcsTriplion errors. 

The industry will poinl out, eorrevtly, that 
millions o[ prescriptions are safely Cilcd every 
day. But state boards and reffiiliiloty au­
thorities have been slow to act, too, as die non­
profit Institute for Safe Meditation Practices 
has noted. With an array of new and strongp.r 
drugs on the market, government reRtilatora 
must come up with a better system lo hold 
down nrcscriplinn mistakes, and fast. One 
Brendan Ward is one mistake loo many. 
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The Summit Gamble 
N'EXT WEEK .a Oimp DavW.-President 

Clinton wiii sit down with Israeli Prime 
Minister F-hud Barak and Pidestine Lib-

enilion Organiutinn Chairman Vasser Arafat 
to try to narrow Ihe "sicnifieantfdiffenrnces" 
thai leillidn between Ihe two sidtis as Uiey at­
tempt to work out a final status agreement by 
the self-imposed lartfcl date o[ S< ît. 13. 'S\tf.-
nifiennt" is Mr. Clinton's diplorijatic under­
statement. The two sides remainjiar apart on 
such critical Issues aa the ultimati fate nf PHI-
cstinian refugees, Israeli settlementi on the 
West Hank and Caxi :uid the statas of Jerusa­
lem. 

In recent weeks, the rhetoric on both s id« 
has escalated, Mr. Arafat' emboldened hy the 
European Union's promises of recognition, 
threatens to declare a PaJestincaa;,sttlc on or 
before ScpL 13—deal or no dealijwith Israel, 
Mr. Barak says that Israel can respond with 
"unilateral" ineasurcs of its own—jpresiunably 
including annexation of targe ehtinks of the 
West Bank still under Israeli control All too 
easily, this sUmdutf could turn violent 

Mr. Arafat is di 
when Is 

is digdngjflJlisJjiN* 
• t i l l l f f pieiMrcd to:'' otfe. sub­

stantial Cunccssinns on one previously intrac­
table issue, lerritory, in exrhanjjfr for a fliud 
deal. Perhaps th* Palestinian lea.kT senses 
weakness, or even desperation, on the part o( 
Mr. Barak, whose partiamentiry majority is 
cruinhling, Perhaps Mr. Arafat siflluly can't 
tike yes for an answer nn lerritory, since lhat 
would oblige him to compromiNe on issues 
(refugee-), Jerusalem) about which most Pales­
tinians .ire still disinclined lo compromise. 

Mr. Clinton's main objective, then, should 
be to push Mr. Arafal toward realism—even as 
he encourapres Mr. Barak's flexibility. It is just 
possible lhat if Hie two leaders are skillfully 
cajoled and pressed by Mr. Clinton, the sum­
mit euuld serve lo defuse the sliorl-lcrm crisis. 
That will be hard enough. I'he lariter Koal—u 
dcLoilcd agreement tn eiut Ihe Israeb-Palestin-
ian condict once iind tor all—is harder still. 
Perhaps the best that can be hoped (or is yet 
snolher "framework" agreement setting forth 
general principles lhat would govern such a 
settlement—followed hy more talks. Even so. 
Mr. Clinton is riuhi to risk a siuiunit Itiere 
JIS I l.'.kj 4*4aactii)n, too; better tn keep talk-
inK than to resimiS " 

Reducing Pharmacy Errors 
^IVE-YEAK-OI.D Brendan V&rd's pre­

scription called for .r>n inJliirramsnf inup-
_ ramine per teaspoon. A tcdlljiidan at a 
Leenunr, Va.. phannacy prepir^J a ayriip 
containing 250 milligrams. The jiharinacist 
dispensed the medication without catching 
the error. Before putting him to bet^on April 5, 
Brendan's mother gave him two iieaspnom. 
I'he next morning, she found him dead. 

Improperly filled prescriptions are not as 
rare as some may ihink. Accordijig to Post 
staff writer Maria Clod, state !:pliarmacy 
boards estimate that between 2 percent and 5 
percent of prescriptions filled lait year in-
eluded some sort of error, ranginjfffrom mis­
spellings to dispensing or instruction mis-
tikes. 

What's worse, the 2 percent to 5 percent er­
ror rate is only a guess. The District dnesn't 
keep track of errors. Drugstores insMaryl-""! 
and Virijinia aren't required to report mistakes 
either. Moat state boards of pharmiiy hear of 
errors only when customers bothdr to com­
plain or tlirough routine inspections. With the 
number of prescriplinna expected to hit 4 bil­

lion by 2004, and i^ivcn a shortage of qualified 
phannadsla, more mistakes are in the uffinir 
unless authorities find out and fix whal is caut 
ing them. 

I-ist year's Insijiutc of Medicine reoort on 
dentlu rjiused by the mistakes of doctors, 
pharmacists and others has spurred some .ic-
tion. Maryland is looking into a system of vol-
untaiy reporliuir. Virginia heallh officials arc 
draflintf a measure Ui set training and su­
pervision standards for pharinaey technicians 
and arc weighin)! reporting requircmenls. 
Congress inlerwned with legislation to prn-
mote voluntary reporting of medical misLikes. 
including prcsrripLion errors. 

The industry will poinl out, correelly. that ' 
millions of prescriptions are solely filled every 
day. But state boards and regulatory au-
thoritirs have been slow to act, too, as the non-
protit Institute for Safe Medication Practices 
has noted. With an array of new and stronger 
drugs on the market government regiilators 
must come up with a better system lo hold 
d.i^n nrcscriplinn mistakes, and fast. One 
Brendan Ward is one mistake too many. 

.(Jljctootiljingtcm post 
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THE HUMAN BLUEPRINT I Matching Drugs to Genes 

The Promise of Precision Prescriptions 
'Pharmacogenoniics'Also Raist s Issues of Race, Privacy 
By Ricr Wins » 
tfWl iiipiw Pau Staff rmt r \ ^ 

Unlike most doctors, dmrgetown Unlveni-
ty physician and pharmacologist David Rock-
hart enjoys talking about his patients who 
didn't gel better (rom tlie medicines he pre-
uribed, or who got even worae because of side 
effects. 

There was the woman jvho suffered eacruci-
ating pain after surgery no matter how much 
codeine he prescribed. 

The patient whose tetidona became so in-
Oamed from taking a contraon antibiotic yean 
ago that she remains debilitated to this day. 

The woman who tooH Prozac only to find 
her blood pressure going|through the roof. 

Flockhart likes these ̂ rry stories becauae 
they highlight the great potential ol "pharma­
cogenoniics," a new field of medicine he and 
others are pioneering that promises to reduce 
treatment failures by matching medicines to 
patlenta'versonal genetld codes. 

Among the many vaunted medical benefits 
promised by the Human Genome Project—the 
12 billion effort to aped but the entire human 
genetic blueprint, whose, virtual completion ia 
expected to be announceil on Monday—none 
is as close to broad clinicd uae aa pharmacoge-
nomics. 

The new science seeks to solve a simple but 
long-stanrting problem: Medicinei are made 

and sold on a "bne size fits all" ba­
sis, even though people vary sub. 
stantially in hdw they respond lo 
those compounds. Aa a result of 
this variability,-more than 100,000 
Americana did every year from 
aide effects of properly prescribed 
medidne* and; another 2 million 
are made aerioUaly HI. 

Now, with siicntiats identifying 
more and more genea that control 
individual responses to drugs, 
some leading-edge medical centers 
are starting to make prescribing 
decisions on tlje baiia of patients' 
genlrtic makeup. Five yean from 
now,' some experts predict. It will 
be common fori patienta to take ge­
netic testa befere their docton de-
M f which dnfg, or what doae, to 
£ uteri be for j them. Thafs far 
sooner than anyone expects to ace 
similar soecesa rates in the more 
widely touted Ibut hilure-f lagued 
Refd of gene therapy, which aima 
to'tieat people by giving them new 
genes. ! 

Drug companies, aa well aa pa-
(y>T)ts, stand toj gain from the phar-
maeogenomic revolution. By test­
ing new and experimental drup 
only In volunteer! whoae genes 
preordain a positive rrsponac, 
companies auii generate data that 
WU) prove irresistible to the Pood 
'*nd Drug AdnAniatndon, lireamr 
-tBilfig today'a Ibng and cotly drug 
'i))proval proceaa. Some companiei 
also hope to prifil from aalea of the 
'taMtic testa that will be uacd to 
Mitch patitnti with appropriate 
'drSp. 

ut like so many advancesin ge-
phaimacogenomics raises 

t questions, too. As the first 
pt to meld the contentioui 

| of genetic testing with the ev-
ay practice of medicine, it will 

i as a test case of how society 
MUUeai with issues of genetic pri-

| and discrimination, 
ay people are already ner-
about their genetic profiles 

into the wrong hands, lor 
but so tu few people 

had a reason lo take such 
t. How will people react when 

tic teat is required juat to get 
- prescription? 

' equal concern, some of the 
( patterns relevant to phaima-

CcMnomica are ethnically linked, 
MUftig issues of ndal Mereotyp-
"ihgind access tn care. One fear ia 
t nc j profit-conscioua pharmaceu-
walcompanies will uae phaimaco­
genomics to aim their drug devel-
dpthknt efforts toward genetic 
'AMroups of people who can best 
•alfoi il to pay for them, further mar-
gin iiing already undenerved mi-
hb'ri ies. 

Tut happens when the pa-
Tien comes in and ays, I hear 
theri'a a great new drug for aath-

'rrfa,' and the doctor says... 'Yeah, 
bill I ' I only for whites?'" saked 

.Mark Rothstein of the Univeraity 
bf H mston's Health Law & Policy 
InsiiLute. 

' "Ptjarmacogenomica alters medi­
cine i legal landscape, too. At what 
poin should doctors and drug 
Hu* ra be liable for net taking ge-

1nA* information into account? Al-
a group of patienta has sued 

'tke'i taker of a Lyme disease vac-
n M claiming that people with a 
iliMi stlar genetic aigniture should 
not I ive been given the vacdne be. 
jfilla they are especially prone to 
Trrti ig serious aide eflecU from 

Al told, experts said, phannaco-
Vminkf presents a challenge to 
KKII 7 for predsdy the same ru-
•Brf i oflen so much promise; be-
;jjUM it focoses oo people'a differ-

^ ' t believe strongly lhat this is 
a nc r era and tht dawning of a 
Ttftyn age of penonalised medi­
dne, said Elliott SigaL a senior 
vice president at BristoKMyen 
Sqinl b, one of several phannaceu-
Sai nmpam'ca that have launched 

: phar laco genomics pro grama. "It 
doe) raiae important iaaues for so­
ciety in terms of privacy, dis-
crimi lation and inaunnce ianes." 

, Sigal said. 1 think the government 
Will have to deal with tbcK is-

Cus torn Treatment 

Flockhart's surgical patient pre­
sents a classic example of the need 
for phaimacogenomics. After un­
dergoing surgery on her ovaries, 
she was given codeine, the moat 
commonly prescribed painkiller in 
America. 

"She wanted more and more of 
the stuff." Flockhart recently re­
called. Before long, he said, 'she 
was labeled a drug abuser." 

The truth was far simpler. Teats 
ultimately showed she was among 
the 7 percent of Caucasians in this 
country who harbor.an inactive 
form of i gene called CYP 2D6, 
Which helps break down many 
common-medicines, including co­
deine. Unable to metabolize the co­
deine into its desired breakdown 
product, morphine, the woman got 
bo relief. 
' Flockhart's patient on Proiac 
had ibe same genetic variation, but 
in her case it led to an effective 

overdose instead of undermedlca-
tlon. That's because Proiac, like 
codeine, ia also broken down with 
the hdp of the 2D6 gene. Since she 
could not metabolize the antide­
pressant, the woman suffered an 
overoccumulaiion of the drug, 
with high blood pressure and other 
side effects. 

The patient with lendinilis car­
ries a different gene variant that 
trigger* painful inllanunalory re-
actions in response to spoiled 
quinaione antibiotics. 

Scientists know of six common 
CYP drug-metabolizing genes, ail 
of which operate in the liver and 
are responsible for breaking down 
about a dozen different drags each. 
They have also begun to Gnd other. 
genes in other parts of die body, 
which people on inherit in various 
forma and which can affect how ef-
Rdently these people absorb, 
transport, use and excrete various 
medicines. 

With the recent advent of simple 
tests that can reveal a person's ge­
netic subtype from a drop of blood 
or a cheek swab, Flockhart said, 
"we're beautifully set up to look at 
variations in these thinp bom per­
son to persoo. I f s a real opportuni­
ty to help a lot of people." 

In a few settings, genetic testing 
is already helping doctors inform 
their prescribing decisions and 
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even tave liven. 
j At the Mayo Clinic in Rocheslef, 
Minn., for example, Richani M. 
tyeinahilboum a n i j hj, colleiguej 
liave been using genetic testsjta in­
dividualize treatments for < 
*ith acute tymphoblastic 
ijiia. 

i Tl'.e childhood cancer m i uni­
versally fatal a few decades ago, 
But with the advent of i drug (jailed 
(Hnercaptopurine, more lh 
pjercent of children can now I 
manently cured. In thr years ) 
that drug's introduction, 
Rvo problems have plagued doc­
ton: Why doesn't the drug wc rfc in 
ejwiy child, and why does it i ause 
terioua and even fatal side effects 
M some? 
j The answers finally arose jmlh 

tfle tools of pharmaccgenomlcs. 
1 Mercaptopurine, it turns oi l . is 

broken down in the body by an en­
zyme abbreviated TPMT. Bii 10 
percent of Caucasiana and bucks 
c4rty a variant o( the TPMT Jrie 
Ulat renders the crucial enwme 
relatively ineffective, and an : ddi-
tibnal one in 300 of these ctiQ lien 
latk the gene and the enzyme alto­
gether. (The variant is almoal un-
kijown in Asians.) Unable to me­
tabolize the drug, these chill ren 
essentially overdose on even s nail 
doses, and often die from Ihe im­
mune system suppression thai en-

sMes. 
At the Mayo Clinic and a St 

Jqde Children's Research Hosnital 
in Memphis, doctors now rom ine-
lyjtest for TPMT activity in le ike-
mic children before treating ti — 
Children with especially high 
eU of the enzyme—who are. In es-
aenoe, breaking down the dru^be-
fott it has a chance to kill 
eahcen—ore given doees up1 

percent higher than normal ir 
dejr to get a therapeutic effect i 
thpae who are effectively i 
ing on the drag becauae of tAeir 
relatively inactive TPMT gebes 
ara getting doses aa low aa one-
fUfcenth nomuU. providing all the 
anti-cancer eBcacy of a normai 
dose hot without the extra jid« ef-
feija they once endured. 

One remit of the new focus on 
pĥ rmscogenomica is that old d 
nitiona of diseases are breaking 
down. Cancers, for instance, which 
haye traditionally been daaaided 
by (their location in the body, ire 
Increasingly being typed hither by 
their genetic characteristics i id 
drug sensitivities, and medicn ea 
arei being developed to take aim at 
theie haUmarka. Experts pred ct 
that In the next few yevsa bevy of 
nevf genetic testa wiO show tl at 
many other diseases also deaei w 
to be parsed and targeted second­
ing io their genetic aignaturea. 

"We're going to learn it's not 
just 'MS,'" or multiple iderosis, 
aid Kathleen Giacomini, a Uni­
versity of California at San Francis­
co researcher who ia identifying 
genea lhat affect drug absorption 
and transport in the body. "It's go­
ing to be MS a, b, c and d. And we 
can develop new drugs for each of 
these types." 

Philosophical Shift 
The driving force behind the 

emergence of phannaco genomics 
ia a little-known follow-up project 
lo the widely hailed Human Ge­
nome Project Unlike the genome 
project which sought to spell out a 
generic 'consensus" version of the 
human genetic sequence, the fol­
low-up project seeks to define the 
subtle differences in that code 
from person to person. 

The goal is to Identify hundreds 
of thousands of "single nucleotide 
polymorphisms." or SNPs (pro­
nounced 'snips'), which are the ti­
ny spelling variationa that occur 
about once in every 500 to 1,000 
letters within the 3 billion-letter 
human genetic code. 

The recent shift by federally 
funded and privately financed gene 
researchers away from the genome 
project and over to the search for 
SNPs represents more than a sci­
entific change of course. It brings 
with it a philosophical change of 
perspective that will focus not on 
people's similarities but on their 
differences. 

That shift is necessary if person­
alized gene-based medicine is to 
lake off. But it also brings new pos­
sibilities for genetic bias and dis­
crimination. 

The great promise of pharma-
ragenomica la that it will taiget 
drugs and therapies to individu-
ala," said Morris Foster, a Universi­
ty of Nebreaka anthropologist who 
is studying the field's potential im­
pact oo society. "But the way it 
any work out Is it will just end up 
empbasiziDg social identifiers like 
race and ethnidty . . . and exacsr̂  
bate sodal inequities." 

Not all of the genetic variations 
that affect how a person will re­
spond to variooa diup track along 
racial or ethnic lines. Indeed, doc­
ton could easily ran into trouble if 
they try to use race as a substitute 
for genetic testing: Think how 
many people might suppose (hat 
Tiger Woods la African American 
or Caribbean, one geneticist said, 
when in fact hia mother is Thai 

But many relevant genes do cor­
relate with race. While only 7 per­
cent of Caucasians have the 2D6 
variant that aused problems for 
some of Flockhart's patients, for 
example, more than one in four 
Asians carry a similar variant 

Those realitlca present interest­
ing economic and ethical quanda­
ries. 

On the economic side, pharma­
ceutical companiei could save mil­
lions of dollan by preselecting par­
ticipants in a clinical trial so that 
virtually everyone benefited and 
no one got side effects. 

"Efficacy could be proven in 
small cohorts of a few hundred pa­
tients compared to 3,000 or 5.000 
as we do now," said Gualberto Rua-
ilo, chief executive officer of Ge-
naissance Pharmaceuticals, a Sci­
ence Park, Conn., company that ia 
developing genetic tests to predict 
people's responses lo various 
drugs. This is going to change the 
economics of drug development 
radically." 

It would also reverse the current 
federal regulatory push to include 
more diverse groupings of people 
in clinical trials—a push that arose 
a few years ago in response to con-
cema that minorities were being 
left out of the drag approval pro­
cess. Under the new rubric of phar-

' macogenomics, though, expert re­
viewers might deem it unethical to 
test a new drag on people whose 
genes suggest they won t respond 
wed to the drug, since those partic­
ipants' sole purpose would be to 
demonstrate side effects. 

At the same time, any drag that 
gained approval through such a 
process would have proven its met-
Ue only in people with a narrow ge­
netic or radal grouping and would 
probably be approved by the FDA 
only for use in those people. 

That could be a problem," said 
Uny Palmer, a professor at the 
Cornell University Uw School 
who ia studying the legal implica­
tions of phannacogenomlcs. "You 
know the drug companies are go-

2N)etoa5ljingt(mJtost( 
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ing to nuxket It is best they un. 
And tie average practitioner may 
use itl without the deep under-
standijig at the science needed to 
use It appropriately on the right in­
dividuals,' 

Moreover, given the chance to 
focus their etforts this way. would 
compahiea even bother developing 
drugs for people with rare genes? 
I f i \oi soon lo say, but there is 
some evidence that some might 
not. I 

About five years ago. for ex­
ample,' phannaceutical giant 
Merck | & Co. wis supporting a 
small Seattle company called Os­
tex International to develop a test 
that cojild Identify women at high 
risk at osteoporoais. The hope, 
said Gilbert S. Omenn, executive 
vice president for medical affairs at 
the Unwersity of Michigan, waa to 
uae the test as a marketing tool for 
Merck' i new bone-building drug, 
Fosamak, which Merck hoped to 
sell widely lo post-menopausal 
women; 

But When early studies with the 
test indicated that only half of all 
postmeiiopauaai women might ac­
tually n^edithe drug, Omenn said, 
Merck jpulled out of the part­
nership land left the little company 
in a st̂ te of near financial ruin, 
[rom wt|ich it is now recovering 

'Merck wanted to say that as 
soon is women get menopause 

ould take these drugs,' said 
^O. Bologna, Ostex'sCEO. 

i use an objective test 
real need. Bologna 

y decided to rely on sales­
people to convince physicians to 
convinc^ patients to use these 
drugs." | 

A Merck spokeswoman said the 
company's withdrawal from Ostex 
was notpelated to marketing con­
cerns boi came out of a decision to 
focus sohly on the treatment of os-
teopoio^s, not on methods for di­
agnosing IL 

Others said that even if the big 
drug companies do end up focus­
ing only (on the most common ge­
netic sunpopulations, there an 
plenty ofjsinall biotechnology com­
panies that would be happy to find 
niches tUit cover even 5 or 10 per­
cent of the population. 

Another hurdle that pharmaco­
genoniica must clear is public wari­
ness of genetic tests—especially 
among minorities, who have fradj-
tionally been more mistrustful of 
such tests. 

Proponents say gene tests that 
predict a person's response to a 
medicine should not be as contro­
versial as other kinds of gene tests 
that predict, for example, a per­
son's long-term odds of getting a 
fatal disease! 

"It's not the same aa telling 
someone that they're going to get 
Alaheimer's disease someday, 
which freaks people out," said 
Kathleen Giacomini, the Universi­
ty of Califdmia at San Francisco re-
aeanhcr, "This is a more people-
friendly kind of genetic teat" 

A handful of companies are 
counting on that ittitude, and ire 
already developing kits that people 
will be able to use i t home to see 
which versions of severii key drug-
metabolizing genes they've inher­
ited. At least one company, PPGz 
Inc. near Research Triangle Park, 
N.C, hopes to offer at-home test 
kits by the end of this year, said the 
company's CBO, Josh Baker. 

If genetic tests prove u es­
sential to the art ind science of 
prescribing as proponents believe, 
it may come to pass that for some 
drugs, at least, anything less rigor­
ous than individualized dosing will 
be considered malpractice. 

Last winter, several patients 
brought a dass action suit against 
StnithKline Bcecham, the maker of 
a Lyme disease vaccine, claiming 
that the company should have 
warned people about evidence that 
the shot can ause a severe form of 
arthritis in certain people. 

Federal records show thst the 
FDA advisory committee that rec­
ommended tbe vac one's approval 
apent conaidenble time looking at 
prrtimmiry evidence that people 
with a genetic hallmark called 
HLA-DR4 might he especially like­
ly to experience the severe re­
action. 

Ultimately, however, the re­
searchers who tested the vaccine 
for StnithKline convinced the offi­
cials that the data were too weak to 
believe. Now. in what may be Uw 
Erst intersection of phannacoge-
oomics and the law, they will have 
to defend that conclusion in court. 
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THE HMVjlAN BLUEPRINT I Matching Drugs to Genes 

The Promise c 
'Pharmacogenpmics'Also Raist s Issues of Race, Privacy 
B / R K K W Z I J S A I 
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Unlike mast doctors, deorgetovm Univerai­
ty physician and pharmatologut David Rock-
hart enjoys talking about his patients who 
didn't gel better (rom the medicines he pre-
icribed, or who got even worae because of side 
effects. 

There was the woman jvho suffered excruci­
ating paio after surgery no matter how much 
codeine he prescribed. 

The patient whose lepdons became so in-
damed from taking a contraon antibiotic years 
ago that she remains debilitated to this day. 

The woman who tooU Prozac only to Gnd 
her blood pressure goingjthrough the roof. 

f Precision Prescriptions 

Flockhart likes these qorry stories because 
they highlight the great potential of "pharma-
cogenomics," a new field of medicine he and 
others are pioneering that promises to reduce 
treatment (allures by matching medicines to 
patients' •personal genetid codes. 

Among the many vaulted medical benefits 
promised by Ihe Human Cenome Project—the 
»2 billion effort to spell out the endre human 
genetic blueprint, whose. Virtual completion is 
expected lo be announced on Monday—none 
is as close to broad dinical use as pfiarmacoge-
nomica. 

The new science seeks lo solve a simple but 
longstanding problem: Medicines are nude 

and sold on a 'bne size fits sD" ba­
sis, even though people vary sub­
stantially in hijw they respond lo 
those compounds. Aa a result of 
this variabilityjniore than 100,000 
Americans did every year from 
side effects of broperly prescribed 
medicines and] another 2 million 
are made aeriô aly ill. 

Now, with siientiats identifying 
more and more gene* that control 
individual responses to drugs, 
some leading-edge medical centers 
are atarting to make prescribing 
dedsions on tl)e basis of patienta' 
genlrtic makeup. Five yean from 
now.' some exĵ erts predict. It win 
be common fori patienta tn take ge­
netic testa befcjre their docton de-
<Mf which dnfc or what doae, to 
Mcribe fori them. Thafi far 
sooner than anyone expects to aee 
similar soccesd rates in the more 
widely touted Ibut laflurê tagued 
Refii of gene therapy, which aima 
In'lreat people by giving them new 
genes. ! 

Drug compahiea, as weO aa pa-
fcnts, stand tol gain from the phar-
macogenomie revolution. By test­
ing new and experimental drugs 
only In volunteers whoae genea 
preordain a positive response, 
companies can geacnte data that 
'Wffl prove Irresistible to the Food 
fln'd Drag Adnfiniatntion, stream-
ttiltig today's Ibng and costly drag 
'approval pneeia. Some companies 
also hope to profit from aalea of the 

tic tests that will be used to 
- lUtch patienU with appropriate 
•ariTga. | 

I 

E ut like so msny advancesin ge-
V I is, phanrucogenomics raises 
ditf mlt questions, too. As the first 
lllempt to meld the contentioui 
IMI of genetic testing with the ev-
'eirydsy practice of medicine, it will 
'ainje as a test case of how society 
Wll Heal with Issues of genetic pri-
vac) and discrimination, 
'"''h any people are already ner-
vbiij about their genetic profiles 
'ffUinj into the wrong hands, for 
'example, but so tu few people 
have had i reason to take such 
-ftsu. How will people react when 
a gehetic lest is required juat to get 

•̂ Ijrriper prescription? 
Ol equal concern, some of the 

'ten^ patterns relevant to phanna-
toMnomlcs are ethnlcaUy linked, 
y*&hg iaaues of racial itereotyp-
'fli^i nd access to care. One tear ia 
™ f ] profit-conscious ptaimaceu-
w a l companies will use phaimaco­
genomics to aim their drug devel-
tfprtifcnt efforts toward genetic 
Vuh'j roups of people who can best 
'kffoi i to pay for them, further mar­
gins izing airesdy undenerved mi-
fid'ri ies. 

'•'••*\ rhat happens when the ps-
tlew comes in and ays, 'I hear 
thert'i a great new drag for asth-

'ria,' ind the doctor says • • • 'Yeah, 
btit t's only lor whites?*" aaked 
Mlik Rothstein of the Univeraity 
bfH >uston's Health Uw & Policy 
Insti ute. 
'"PI armacogenomies alien medi­
cine > legal landscape, too. At what 
jplmn should docton and drug 
fab re be liable for net taking ge-
totk infomialion into account? Al-
frad' a group of patienta hia sued 
'ihe'i laker of a Lyme disease vac-
eW; claiming that people with a 
ĥirti ; u l ir genetic signature should 
not 1 ive been given the vaccine be-
iSDi they are espedaily prone to 
-ptti ig serious side eflecU from 
tftfci lot. 

Al told, experts said, pharmaeo-
|ehp nica preaenta a challenge to 
fcUi 7 lor precisely the same na-
"fttfi offcn u ouch promise: be-
~Wt It focuaea on peopie-i differ-

'gSUn 
doe, 
vice 
Sjpnib. 

or _ 
phar laeogenomics ] 
does 
defy 
crimluHoni 
Sigallaaid.1 

WtU 

believe strongly lhat this is 
en and the dawning of a 
age of penonlixed medl-

a*id EUiatt SigaL a senior 
president at Briatnl-Myen 
b, one of several phannaceu-

tiol' ompanlca that have launched 
laeogenomics programs. "It 
raise important issues for ao-

teraa of privacy, dis-
and msunncc issues, 

1 think the government 
lave to deal with these Is-

Cic torn Treatment 

Flockhart's surgical patient pre­
sents a classic example of the need 
for pharmacogenoniics. After un­
dergoing surgery on her ovaries, 
she was given codeine, the moat 
commonly prescribed painkiUer in 
America. 

"She wanted more and more of 
the stuff." Flockhart recently re­
called. Before long, he aid, "she 
was labeled a drag abuser." 

The truth was far simpler. Tests 
ultimately showed she waa among 
the 7 percent of Caucasians in this 
country who harbor.an inactive 
form of a gene called CYP 2D6. 
Which helpa break down many 
fcommon medicines, including co­
deine. Unable to metabolize the co­
deine into its desired breakdown 
product, morphine, the woman got 
too relief. 
' Flockhart's patient on Prozac 
had the same genetic variation, but 
in her case h led to an effective 

overdose instead of i 
tion. That's becauae Prozac, like 
codeine, is also broken down with 
the hdp of the 2D8 gene. Since she 
could not metabolize the antide-
preasant. the woman suffered an 
overaccumulalion of the drug, 
with high blood pressure and other 
side effects. 

The patient with tendinitis car­
ries a different gene variant that 
triggers painful inflammalory re­
actions in response to soolled 
quinaione antibiotics. 

Scientists know of six common 
CYP dnig-melaboiiiing genes, all 
of which operate In the liver and 
are responsible for breaking down 
about a dozen different drags each. 
They have also begun lo find other. 
genes in other parts of the body, 
which people can inherit in various 
forms and which can aflect how ef-
fidcntly these people absorb, 
transport, use snd excrete various 
medicines. 

With the recent advent of simple 
tests that can reveal a person's ge­
netic subtype from a drop of blood 
or a cheek swab, Flockhart said, 
"we're bemidfuUy let up to look at 
variationa in these things from per-
•on to persoo. If a a real opportuni­
ty to help a lot of people.* 

In a few settings, genetic testing 
is already helping docton inform 
their prescribing decisions and 
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even uve lives. 
; At the Mayo Clinic in 
Minn., (or example, f 
Weinahilboom and hia 
Aave been using genetic tests 
dividualize treatments (or chi dren 
«ith acute lymphoblastic feuke-
•tiia. 
i Tlie childhood cancer wai unl-

<Jenal]y latal a tew deades ago. 
but with the advent al a drug i ailed 
9-mercaptopurine, more lha i 80 
percent al children can now b per­
manently cured. In the years ince 
qiat drug's introduction, Uuugti, 
tym problems have plagued doc­
tors: Why doesn't the drug week in 
ê ery child, and why does it iause 
serious and even latal side effects 
hi some? 1 
J The answers (bully 3rose With 

the loola o( pharmacogenomla. 
1 Mercaplopurine, it tuna ail, is 

bfoken down In the body by 
ijme abbreviated TPMT. " 
percent of Caucasians and . 
ĉ rty a variant of the TPMT 
that renders the crucial 
relatively ineffective, and an Addi­
tional one in 300 of these chi) Iren 
latk the gene and the enzyme Jlo-
ĝ lher. (The variant ia almoal un-
kflown in Asians.) Unable to me­
tabolize the drug, these chili ten 
eientially overdose on even s nail 
ddses, and often die (rom the im-
mjine system suppression thai en-

sties. 
I At the Mayo Clinic and ai St. 

Jijde Children's Research Hos ital 
ini Memphis, docton now rou ine-
lyjtnt for TPMT activity mleike-
mtc children before treating d cm. 
Children with especially high lev-
eti of the enzyme—who ire, ii e»-; 

aence, breaking down the dnn be­
fore it has a chance lo bH t icir 
cancan are given dnaes op b SO 
petrent higher than normal iiaor-
dê  In get a therapeutic effect., nd 
thfoe who are effectively overdos­
ing on the drug becauae of their 
relatively inactive TPMT geua 
art getting dotes aa low aa t ne-
ffflecuth normal, prmridiagall ibe 
anti-cancer efficacy of a nor nal 
dose but without the cxtre sub ef-
feeJS they once endured. 

One result of tbe new tocus on 
pĥ rmacogenomics ia that old d A-
nitiona of diseases sre bnaUng 
doVn. Cancera, for inatance. which 
haye traditionally been dauided 
by It heir locatloa in the body, ire 
ladeashigly being typed further by 
Ihefr genetic dunderisda 1 id 
drug sensitivities, sad medidi ea 

I developed to take aim st ardbein 
tfaoke k 
thai In t 

i hallmarks. Experts predct 
n the next few ycana bevy of 

nevf genetic tests wll show tl at 
many other diaeaaea aha dew it 
to k parsed and targeted acco d-
ing a their genetic aignaturea. 

"We re going lo learn it's not 
just 'MS,'" or multiple iderosis, 
said Kathleen Giacomini, a Uni­
versity of California at San Francis­
co researcher who ia identifying 
genes lhat affect drug absorption 
and tnnsport in (he body, "(t's go­
ing to be MS a, b, c and d. And wc 
can develop new drugs [or each of 
these types." 

Philosophical Shift 
The driving force behind the 

emergence of pharmacogenoniica 
ia a little-known follow-up project 
lo the widely hailed Human Ge­
nome Project. Unlike the genome 
project, which sought to sped out a 
generic "consensus" version of the 
human genetic sequence, the fol­
low-up project seeks to define the 
subtle differences in that code 
from person to person. 

The goal is to Identify hundreds 
of thousands of "single nucleotide 
polymorphisms," or SNPs (pro­
nounced "inips"), which are the ti­
ny spelling variationa that occur 
about once in every 500 to 1,000 
letters within the 3 billion-letter 
human genetic code. 

The recent shift by federally 
funded and privately financed gene 
researchers away from the genome 
project and over to the search for 
SNPs represents more than a sci­
entific change of course. It brings 
with it a philosophical change of 
perspective lhat will focus not on 
people's similarities but on their 
differences. 

Hut shift is necessary if penon-
alhed jfene-bised medicine ia to 
lake off: But it also brings new pos­
sibilities for genetic bias and dis­
crimination. 

The great promise of pharma­
cogenoniica la that It will target 
drugs and thenpiea to individu­
als," said Morris Foster, a Universi­
ty of Nebraska anthropologist who 
ia studying the field's potential im­
pact on sodety. "But the way it 
•ay work out Is it will juat end up 
emphasiring axial identifiers like 
nee and ethnidty.,. and exscer-
bate sodal inequities." 

Not all of the genetic variations 
that aflect how a person will re­
spond to variooa drugs track along 
racial or ethnk tines. Indeed, doc­
ton could easily ran into trouble if 
they try to use nee as a substitute 
for genetic testing: Think bow 
many people might suppose that 
Tiger Woods la African American 
or Caribbean, one geneticist said, 
when in fact hia mother Is Thai. 

Bat many relevant genea do cor­
relate with race. While only 7 per­
cent of Caucaaiana have the 2D6 
variant that caused problems for 
some of Flockhart's patienta, for 
example, more than one in four 
Asians cany a similar variant. 

Those realitlca present interest­
ing economic and ethical quanda­
ries. 

On the economic side, pharma­
ceutical companies could save mil­
lions of dollan by preseiecting par­
ticipants in a clinical trial so that 
virtually everyone benefited and 
no one got side effects. 

"Efficacy could be proven in 
small cohorts of s few hundred pa­
tients compared to 3,000 or 5,000 
as we do now," said Gualberto Rua-
io, chief ezeculive officer of Ge-
naissance Pharmaceuticals, a Sci­
ence Park, Conn., company that is 
developing genetic tests to predict 
people's responses lo various 
drags. This is going to change tbe 
economics of drag develooment 
radically." 

It would also reverse the current 
federal regulatory push to include 
more diverse groupings of people 
in clinical trials—a push that arose 
a few yean ago in response to con-
cema that minorities were being 
left out of the drag ippraval pro­
cess. Under the new nibrie of phar-

• maeogenomica, though, expert re­
viewers might deem il unethical to 
test a new drag 00 people whose 
genes suggest they won't respond 
wed to the drag, since those partic­
ipants' sole purpose would be to 
demonslnte side effects. 

At the same time, any drug lhat 
gained approval through such a 
process would have proven its met­
tle only in people with a narrow ge­
netic or ndal grouping, and would 
probably be approved by Ihe FDA 
only for use in those people. 

That could be a problem," aid 
Larry Palmer, a professor at the 
Cornell University Law School 
who ia studying the legal implica­
tions of phannacogenomlcs. "You 
know the drug companies are go-
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ini to! market It u best they can. 
And tie average practitioner may 
use ill without the deep under-
standi|ig of Ihe science needed to 
use It appropriately on the right in-
dividuali,-

Moi)eover. given the chance to 
focus *leir efforts this way. would 
compafiiea even bother developing 
drugs for people with rare genes? 
I f i ton soon to say, but there is 
some Evidence that some might 
not. j 

About five years ago, for ex­
ample,! phannaceutical giant 
Merck | & Co. was supporting a 
snail Seattle company called Os­
tex International to develop a test 
that cojild identify women at high 
risk •! osteoporosis. The hope, 
said Gilbert S. Omenn, executive 
vice pn sident for medical affairs at 
the Uni versify of Michigan, waa to 
uae the test as a marketing tool for 
Merck' new bone-building drug, 
FosanuB, which Merck hoped to 
sel] w(dely lo post-menopausal 
women( 

Bui *hen early studies with the 
test indicated tlut only half of all 
postmeiiopausal women might ac­
tually n^d the drug, Omenn said, 
Merck pulled out of the part-
nership and left the little company 
in a at: te of near financial ruin, 
from w)]ich il ia now recovering 

"Merck wanted to aay that aa 
soon ii women get menopause 
they sht uld take these drugs," said 
Thomai O.Bologna, Ostex'sCEO. 
Rather han uae an objective test 
to mea ure real need. Bologna 
said, "thfcy decided to rely on ules-
people lo convince physicians to 
convinĉ  patienta to uae these 
dniga" 

A Merck spokeswoman laid the 
compsn î withdrawal (ram Ostex 
waa act (related to marketing con­
cerns buk came out of a decision to 
focus sofcly on the treatment of o* 
teopon^a, not oo methods for di­
agnosing IL 

Others said that even if the big 
drug col ipanies do end up focus­
ing only m the most common ge­
netic in ipopuladons, there sre 
plenty of small biotechnology com­
panies tint would be happy to Gnd 
niches th it cover even 5 or 10 per­
cent of tie population. 

Another hurdle that pharmaco­
genoniics must clear is public wari­
ness of genetic tests—especially 
among minorities, who have tradi­
tionally been more mistrustful of 
such tests. 

Proponents say gene tests that 
predict a person's response lo a 
medicine should not be aa contro­
versial as other kinds of gene lests 
that predict for example, a per­
son's long-term odds of getting a 
fatal disease: 

"It's not the same ss telling 
someone that they're going to get 
Alzheimer's disease someday, 
which freaks people out" said 
Kathleen Giacomini, the Universi­
ty of California at San Francisco re­
searcher. This is a more people-
friendly land of genetic test" 

A handful of companies are 
counting on that attitude, and are 
already developing kits that people 
will be able to use at home to see 
which versions of teversl key drug-
metabolizing genes they've inher­
ited. At least one company, PPGx 
Inc. near Research Triangle Park, 
N.C, hopes to offer at-home test 
kits by the end of Diis year, said the 
company'] CEO, Josh Baker. 

If genetic tests prove is es-
•ential to the art ind icience of 
prescribing as proponents believe, 
it may come to pass that for some 
drugs, at least anything less rigor­
ous than Individualized dosing will 
be considered malpractice. 

Lut winter, several patienta 
brought a dass action auit against 
SmitUOine Bcecham, tbe maSer of 
a Lyme disease vaccine, claiming 
that the company should have 
warned people about evidence lhat 
the shot can cause s severe form of 
arthritis in certain people. 

Federal records show that the 
FDA advisory cotmnittee that rec­
ommended the vaccine's approval 
apent conaidenble time looking at 
pretimiury evidence that people 
with a genetic hallmark called 
HLA-DR4 might be especially like­
ly to experience the severe re­
action. 

Ultimately, however, the re­
searchen who tested the vacdne 
for SmlthKIine convinced the offi­
cials that the daU were too weak to 
believe. Now. In what may be the 
first Intersection of pharnucage­
nomics and the law, they will have 
to defend that condiuion In court 
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Children's Hospital Medical Center i H t 
?t')lJ Longvvood Avenue 
Boston. VlA 021 15 T-^ -OCJ 
617-355-8555 
617-739-3515 Fax 

David s. weiner Children's Hospital Medical Center 
Chid Executive Officer 

July 6, 2000 

The Honorable William J. Clinton 
White House 
Washington, D.C. 20500 

Dear Mr. President: 

Last year's passage of legislation authorizing federal funding for the teaching missions of children's 
hospitals was a great moment for Children's Hospital, Boston and the other freestanding children's 
hospitals across the country. It was also an important victory for children's health. 

In proposing and signing this legislation, you set the course for a more secure future for our nation's 
children's hospitals. You also provided that children could have the pediatric workforce and pediatric 
academic medical centers they need. The freestanding children's hospitals are the critical 
infrastructure upon which pediatric medicine in this country rests. 

Now, I am asking that you complete this important effort. Start up funding of $40 million was 
provided in the FY2000 budget, following your budget proposal. In FY2001, the Administration's 
budget proposed to increase this funding to $80 million. While this is a significant increase, it falls far 
short of the $285 million that you and Congress authorized for the program. 

Full funding for the program is fair and essential for our children's hospitals. It would provide the 
children's hospitals with the same federal support for GME that is provided to all other teaching 
hospitals through Medicare, and the children's hospitals' need is definitely imminent. Almost half of 
the losses on patient revenue in many of our hospitals, including Children's Boston, come from the 
direct costs of GME alone. Boston Children's, is the leading children's academic medical center and 
research enterprise in this country, and we must have equitable support for our academic missions if 
we are to stay strong. 

As you revisit your FY2001 budget in light of the growing surplus, I ask that you address the needs of 
our children's hospitals, as you are other health care providers. A relatively small investment for the 
federal government can make a very big difference to the future of our institutions and to children's 
health. Congress has indicated its intent to increase funding for this program as the appropriations 
process continues. I hope that the White House will actively encourage this goal and work to assure its 
success. 

It was a great honor for me to share in the signing ceremony for the children's hospitals GME 
legislation last year. You and the first Lady have been wonderful friends and supporters for children's 
health care and for children's hospitals. Thank you as always for your consideratiion 

Sincerely, 

David S. Weiner 

The [Xiieni CDiporiilion of Children's 1 lospil.ii 



J u n e 2 8 , 2 00 0 

T H E W H I T E HOUSE 

WASHINGTON 

The Honorable Percy Malone 
Member of the House of Representatives 

of the State of Arkansas 
518 Clay Street 

Arkadelphia, Arkansas 71923-6024 

Dear Percy: 
Thank you f o r your l e t t e r regarding Secretary 
Shalala's January 14 statement. 

I've asked my h e a l t h care advisor, Chris Jennings, 
t o consider your recommendation f o r a c l a r i f y i n g 
l e t t e r from Secretary Shalala. My A d m i n i s t r a t i o n 
remains committed t o working w i t h states and the 
d i s a b i l i t y community t o develop and implement 
in n o v a t i v e plans t o ensure t h a t i n d i v i d u a l s w i t h 
d i s a b i l i t i e s receive services i n a s e t t i n g t h a t 
best meets t h e i r needs. However, I also support 
appropriate placements i n center-based care. 

Please know t h a t I w i l l keep your thoughts i n 
mind. H i l l a r y and I send'our best. 

Sincerely, oof) 
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STATE OF ARKANSAS 

May 3, 2000 

The Honorable Presidenl Bill Clinton 
1600 Pennsylvania Avenue 
Washington, D.C. 20500-2000 

Re: Request for DHHS letter to Governors 

Dear President Clinton: 

I send herewith copy of a letter from HHS Secretary Donna Shalala dated 
January 14, 2000 and sent to all Governors. 

The Secretary's letter encourages support for ser. ices in community settings for 
disabled persons, a laudable goal; it does not, however, indicate support for the 
option oflCF/MR care. 

Arkadelphia has an ICF/MR facility. I am intimately familiar with the disabled 
persons served there, the center s dedicated staff and the center itself, which is 
licensed under HCFA. 

Secretary Shalala's letter is being used by advocates to show that DHHS policy 
does not encourage the option of ICF/MR care. Lreqtiest a clarifying letter from 
Secretary Shalala to the Governors affirming that: 

"States may choose to utilize their Medicaid funds to provide 
appropriate services in a range of settings from institutional to fully 
integrated community support." 

Letter to State Medicaid Directors 
irom Timothy Westmoreland, HCFA 
and Thomas Perez, HHS OCR 

Arkansas' human development centers serve our state's most impaired citizens. 
It is a concern that Secretary Shalala's letter is being used to show that the 
Administration does not suppon the option ofcenter-based care. 

b-/<? ~<ro 
I look forward to your response. 

Sirtjerely, 

Percy Malone J 
State Representative 



DEPARTMENT OF HEALTH & HUMAN SERVICES 

January 14, 2000 

Dear Governor: 

I n recent years, we have made great s t r i d e s i n enabling i n d i v i d u a l s w i t h 
d i s a b i l i t i e s t o p a r t i c i p a t e f u l l y i n our comaunities by removing 
b a r r i e r s t o access i n empicyment, p u b l i c accoiranodations, and s t a t e and 
l o c a l government programs. Many States have l e d the way i n de s i g n i n g 
i n n o v a t i v e and f i s c a l l y r e s p o n s i b l e ways t o enable more persons w i t h 
d i s a b i l i t i e s t o r e c e i v e necessary s e r v i c e s i n t h e i r communities i n s t e a d 
of i n i n s t i t u t i o n s . 

Our country's progress i n t h i s regard r e f l e c t s a shared b e l i e f t h a t no 
perscr. chc-uld have t c l i v e i n a n u r s i n g home or other i n s t i t u t i o n i f he 
or she can l i v e i n h i s or her community. The recent Suprtme Court 
d e c i s i o n i n Olmstead v. L.C. a f f i r m s t h i s shared value, by f i n d i n g t h a t 
unnecessary i n s t i t u t i o n a l i z a t i o n of i n d i v i d u a l s w i t h d i s a b i l i t i e s i s 
d i s c r i m i n a t i o n -under the Americans w i t h D i s a b i l i t i e s Act (ADA!. I n the 
i e c i s i c r . , the Court e x p l a i n e d t h a t a State may be able t o meet i t s 
o b l i g a t i o n 'under the ADA by having comprehensive, e f f e c t i v e l y working 
piar.5 ensuring t h a t i n d i v i d u a l s w i t h d i s a b i l i t i e s receive i e r v i c s i m 
the rr.ost i r . t e c r a t a d s e t t i n g a p p r o p r i a t e t o t h e i r needs. 

•.v'e ^r.c-urage you to develop and implement such plans, and to i n v o l v e 
-V l 

.-1; i s a c i i i t i a s ar.u ether stakeholders i n the -zozsss of 
aesigr. i n d i m p i e i a e n t a t i o n . This Departsienc stands ready t o assist, ycu i n 
these e f f o r t s . To begin t h a t process, attached i s a l e t t e r from the 
Separtmant of Health and Human Services t o a i l Stata Medicaid D i r e c t o r s 
regarding the Olmstead d e c i s i o n . I want to also encourage you t o Tr.are 
t h i s l e t t e r w i t h other s t a t e agencies o p e r a t i n g programs a f f e c t e d by the 
^ l - s t - ^ i d d e c i s i o n , since the ADA applies ro a l l s t a t e procrc-uns. 

The Department i s committed to c c n t i n u i i u r to j e r k m p a r t n e r s h i p w i t h 
you, i n d i v i d u a l s w i t h d i s a b i l i t i e s and a l l other stakeholders to ensure 
t h a t States have i n place e f f e c t i v e , f i s c a l l y r esponsible p o l i c i e s 
designed to increase access t c community-cased s e r v i c e s . As you i d e n t i f y 
your p r i o r i t i e s f o r the coming year, I hope you w i l l continue t o place 
s u b s t a n t i a l emphasis on developing programs and services f o r i n d i v i d u a l s 
w i t h d i s a b i l i t i e s t h a t w i l l f u r t h e r our shared goal of i n t e g r a t i n g 
ir.aividua.is w i t h d i s a b i l i t i e s i n t o the s o c i a l mainstream, promoting 
e q u a l i t y of o p p o r t u n i t y and maximizing i n d i v i d u a l choice. 

I deeply a p p r e c i a t e the l e a d e r s h i p t h a t yo.; i n d '-our cclle-gues ha->'& 
provided, ana I look forward to wording w i t h ycu we continue t r make 
progress i n t h i s i m p o r t a n t area. 

/s/ ^onna Z. Shaiaia 
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4* 1/ '^l^tw^ S^TKH^J. egarding the Vermont Phannacy Rebate Amendment, 
and OMlB officials. 

/V. 
1 a proposal to HCFA to expand the pharmacy 
wn as the "Vermont Health Access Plan") to provide 
lent and rebate structure to two groups in Vermont: 
:rcent of the Federal Poverty Level (FPL) without 
Dmes up to 300 percent of FPL without drug 

ui uaditionallly Medicaid beneficiaries in Vermont. 

• Under this proposal, beneficiaries would have 
equivalent to the price that Medicaid pays. The 
covered beneficiaries and an additional 31,350 
eligible for this expansion. 

the ability to purchase drugs at a price that is 
State anticipates that 37,550 Medicare 
ndividuals under 300 percent FPL would be 

We are only at the preliminary phase of the review. A number of major concerns have been 
raised, including: (1) how this proposal interact; with the Congressional prescription drug 
debate - your Medicare principals have not yet considered its implications; and (2) do we 
want to, for the first time, allow for a partial-be lefit Medicaid benefit expansion. We have 
opposed this in the past because of concerns about picking apart Medicaid's comprehensive 
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PURPOSE OF CALL 

yarding You are returning Gov. Dean's phone call regc 
which is currently being reviewed by HHS and OMB 

the Vermont Phannacy Rebate Amendment, 
officials. 

BACKGROUND 

• On March 17, 2000, Vermont submitted a proposal to HCFA to expand the pharmacy 
program of its 1115 demonstration (known as the "Vermont Health Access Plan") to provide 
coverage and extend the Medicaid payment and rebate structure to two groups in Vermont: 
(1) Medicare beneficiaries above 150 percent of the Federal Poverty Level (FPL) without 
drug coverage; (2) other adults with incomes up to 300 percent of FPL without drug 
coverage. These two groups are not traditionally Medicaid beneficiaries in Vermont. 

• Under this proposal, beneficiaries would have the ability to purchase drugs at a price that is 
equivalent to the price that Medicaid pays. The State anticipates that 37,550 Medicare 
covered beneficiaries and an additional 31,350 individuals under 300 percent FPL would be 
eligible for this expansion. 

• We are only at the preliminary phase of the review. A number of major concerns have been 
raised, including: (1) how this proposal interacts with the Congressional prescription drug 
debate - your Medicare principals have not yet considered its implications; and (2) do we 
want to, for the first time, allow for a partial-benefit Medicaid benefit expansion. We have 
opposed this in the past because of concerns about picking apart Medicaid's comprehensive 



benefits. In addition to these concerns, the Office of General Counsel at HHS is looking into 
any legal impediments that may exist. 

HCFA officials have been in direct contact with Governor Dean, the Vermont Secretary of 
Human Services as well as the Vermont Health Commissioner. In addition, Mickey Ibarra 
spoke to Governor Dean at length about this proposal last week. 

OMB and HHS will continue the review process, with a final recommendation expected in 
the near future. 

TALKING POINTS 

• I understand that you have submitted a proposal to expand your prescription drug coverage. 
I'd like to hear a little more about it. 

After the Governor describes his plan: 

• That's a very interesting proposal. My staff and HCFA are looking at it carefully, though 
I'm told that the review is only at its preliminary stage right now. We need to sort out how 
this would interact with the Medicare prescription drug plan that we're trying to get through 
Congress, and we have to look at some other issues relating to both Medicare and Medicaid. 

I know that this is very important to you - rest assured that we will give these proposals 
serious consideration and be back in touch with you soon. 
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Now, the Hard Part: Putti 
THEPRESI^THASSEr-i 

o Work 
By NICHOLAS WADE 

The human genome la m hand. The set of 
iiutnicuons embodied to the ancient chemi­
cal deatynbonucleic acid, at least 3.5 billion 
yean in the making, h u been made fully 
visible for the first time. 

The manual with the specif icaUans for the 
human species comes in 24 tapes of DNA, 
one for every chromosome, each carrying 
one long, punctuation-free sentence in evolu­
tion's four-letter programming code. On 
first inspection, these ancient texts are as 
incomprehensible as a message from an­
other planet 

And the genome, as any message from 
another world, will surely change this one 
when its full meaning is understood. 

Although exploration of the genome has 
j) ready begun, it will be decades before 
every detail is thoroughly known. 

The first practical impacts will be in 
health. Tht genome is widely expected to 
revolutionize the pracuce of medicine. Its 
sequence is already being mined for the 
levers of the body's own communications 
iystem, including the signals that direct 
cells to repair damaged tissue and fight off 
mvaders. The use of these signals as drugs 
may develop into a new mode of therapy, 
one that Dr. William Haseltme. president of 
Human Genome Sciences, has termed "re­
generative medicine." 

.Another predicted advance, though not so 
immediate, is that of personalized medicine 
- treatment and preventive programs that 
are laUored to the individual based on a 
genomic analysis. 

But [he genome's writ reaches beyond 

We know now how DNA 
is arranged. But how 
does it do what it does? 

medicine and will m time redefine knowl­
edge of ourselves, our history, our innate 
capacities and our relationship to the rest of 
creation The conditions of -human enst-
ence. the reach of human abilities, the pur­
pose of life — at least in a biological sense — 
have boundaries that are engraved in the 
genome's gnomic text 

In defining the human species, the ge­
nome assumes distinctive flourishes tn the 
major ethnic groups that developed aa hu­
mans spread throughout the world, and 
specifies the genetic endowment 0/ individ­
uals. All mdlviduala, save identical twins, 
are unique because their genomes are one of 
a kind. These underlying differences, for 
good and for til. can now be spelled out for 
the first time. 

In making the announcement yesterday 
at the White House. President Clinton em­
phasized the slmllantles, rather than the 
differences, inherent In the results. 

"In genetic terms all human beings, re­
gardless of race, are more than 9S.9 percent 
the same." Mr Clinton said. Modem sci­
ence has confirmed what we first learned 
from ancient faiths. The most important 
fact of life on this earth is our common 
humanity." 

For the many who are fascinated by their 
origins and family history, the human ge­
nome will provide answers. Already a com­
pany that is called Oxford Ancestors 
(www.oxfordance5tora.com) offers to tell 
peopfe which of 30 founding human lineages 

Continued on Page 4 

A New Era Begins 
Scientists have nearly finished sequencing the 
entire human genome, but putting all the bits of 
DNA in order is only the first phase in the effort 
to compile a complete operating manual of the 
human machine. A multifaceted analysis of the 
genome, already under way, is the next step. 

THI TOOLS OF AMALYSIS 
Wnh mouniams of genetic aata amassea. 
various compuianonal loois have been 
aeveioDed to neio scientists son through it. 

—POThETic*L SEAflCM THAT C * N BE CONOUCTHD 

ATToaCTUmCalttVMDMM 

MUOMMUOUTTAGCGCTAAT 

MOKMOVKTOIICTCCC 

Most of mese software 
aDDiicanons. or 
•biomiormatic' agents, 
allow scientists to search 
Duoiic or pnvate aataDases 

The identical sequence 
in its genomic context 

Where trie gene is located. 

Other instances ot the 
gene s sequence 

^ • • n c a s of the gene's 
pKquence on other 
organisms like the 
mouse or fly 

[ The structure ot ihe 
protein me gene 
instructs a ceil to 
make. 

Patents held on the 
gene (or proiein). 

' Scientific literature 
regarding tne 
gene or orotem. 

Identifying Genes 
it is unknown how many geoes 
there are on the human genome, 
and many genes whose sequences 
nave Deer determined have 
functions that are unknown SovefaJ 
aopfoachee to discovering gene 
location and function are in use, 
including thoee thai ublize the cell's 
basic machinery. 

Comparing Organisms 
Dooodaig the genvnes ot other 
organisms previdfs a mode* 
against wtwoh tfie f n r a t genome 
can be t e s M Gtonae thai go awry 
;n a himan A r e * Cea, far ' 
instance, ctoe^y match the genes 
mat controt c^TdMlon In batter's 
yeast. Since ttigj machinery that 
controts theoo prooones is Nghly 
similiar in both organtama. scientists 
study the model organtam to leem 
more about humans. 

Mapping Proteins 
Genes contain Inafructtons for the 
production ol pTotetne.Theee 
orotems become the structural 
componenta at cells and the 
enzymes that causa chemical 
changes in (he body. The abiMy to 
isolate or praouoa •pwtat f t tor 
further study.aDMwaatMata to . 
create a' iflWuj * how fta oa* 
behavee. 

Cotnparinf, Humans: v 
Tmy v a n a t t n c l & R ^ p e t e coda ' , 
M w h * * * t e « r t n k v » . - Changee*-
Ofi ' 

QB* LOCATIONS 

Mmasnger flW4. transenbea from DNA. 
C3rm insmxoons for maJong praams. U can 
be isottred. decoded and men matchea wiffi 
rfw i<3enncal sequence on me genome. 

AfMML COMWfllSOW 

Genes can be stuOied oy tincmg 
identical sequences m other organisms 
and observing and analyzing mew 
fwction within that organism. ,v£s^-~\ 

P90T£HU*PS 

Proteins interact wnti other proteins to c 
their work m the ceil. Stientxts can 
determine the function of a protem by 
observing whether or not it tonds with a 
pnxein whose function is Known 

S&antiem hay» ereetBd apeoat chtpe coatea 
& r * ] y . r vMONAstrmdsttmidelMXgenbc 

e>m - _ v CWfeMedaoant f t fum. 

Sou'C* Or fnc Lanfl » TV BumUK* nuuttJi. W I 

Incomplete, Project 
To A I r o a H ^ r "PoTT-in cr O f f 

tol Ute Most Ills Are a Matter 
O f A / T n r p T V t p n O n e f V n p 


