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~ Editorial 

Peer Review Panel 

Translating Services in Hawaii 

Norman Goldstein MD, FACP 
Editor, Hawaii Medical Journal 

Peer Review Panel 
No peer reviewed Journal can exist without a panel of authorities 

who are willing to take the time to read a manuscript, critique it, and 

return it promptly. Our panel consists of very dedicated generalists 

and specialists- members from the Hawaii Medical Association as 

well as invited non-members. Some of the newer specialized peer 

reviewers are experts in Barometric Medicine, Addiction Psychiatry, 

Forensic Pathology, Pain Medicine, and Geriatric Medicine. (See 

list of Peer Review Volunteers on p. 358) 

The Editorial Board and I thank our peer reviewers for their con

tinued service to the Journal. 

Translating Services in Hawaii 
When I receivedCross-Cultura!Medicine, edited by Judy-Ann Bigby, 

M.D., for a possible book review for the Journal, I thought of AI right 

away. Al Morris, M.D., has practiced internal medicine in Hawaii 

for more than 30 years. I knew him as a cardiologist /internist at 

the Honolulu Medical Group. With his years of caring for patients 

of all backgrounds and languages, now retired, I thought he would 

give us an objective review of the problem, an ever-increasing one 

here in Hawaii. That he did with his review on page 361. Mahalo 

nui loa, merci, grazie, gracias, danke schon, dziekuje, asante, tack, 

spasido Herr Professor Morris. 

Practicing in Honolulu's Chinatown, I confront the problems of 

translation services several times every day. Sometimes a patient will 

come in with two or three friends or relatives who offer their help, 

compounding the history, examination and recommended treatments. 

Sometimes a patient will come in with his cell phone to call a son 

or daughter who is at work attempting to serve as translator. As AI 

Morris points out in this book review, non-family members are the 

best translators. But the very best translators are professional ones 

trained in medical problems. 

For your interest, we did some investigational reporting about 

the various payments for translation services in Hawaii: 

• Medicare covers translation services only for Psychiatry. 

• Kaiser Permanente system offers translations in house. 

• Medicaid does cover services. Primary care physicians must 

make a referral and may need prior authorization. 

• Queen's Health Systems - Healthcare: no payments. 

• HMSA: no payments. 

Hawaii has the following primary language translators available 

24/7: 
Fortunately, we have Helping Hands Hawaii, which is the most 

commonly used translating service. Helping Hands Hawaii is a 

nonprofit organization that sponsors the Bilingual Access Line 

(BAL). Their professional interpreters have been trained in medi

cal ethics , maintaining accuracy, confidentiality and neutrality in all 

of their services. At this time, the following language translators 

are available on Oahu: Cambodian, Cantonese, French, German , 

Ilokano, Japanese, Korean, Kosraen, Laotian, Mandarin, Marshal

lese, Portuguese, Samoan, Spanish, Tagalog, Thai, Tongan, Trukese 

(Chuuk), Vietnamese, & Visayan. 

Neighbor island translation can be performed via the telephone 

by calling Jessica or Mary at 536-7234. Should an interpreter be 

required on-location, a bilingual access line will provide a translator 

on your island, or might even fly a BAL interpreter in at the patient's 

expense. 
Additionally, secondary language translation services are available 

for the following languages: 

Afghanistan Carolinian Fuzhou Kashmiri 

Farsee Chamorro Georgian Kiribati 

Pashto Chung Sam Greek Kurdish 

African Cook Island Haitian Creole Lung Du 

Nuev Maori Hakkanese Malay 

Dinka Creole Hawaiian Maori 

Shilluki Croatian Hebrew Marianas 

Moru Czech Hindi Nepalese 

Swahili Danish Hmong Norwegian 

American Sign Dutch Hungarian Pakistan (Urdu) 

Language Farsee Ibanog Palau (Belau) 

Arabic Persian Ilongo Pangasinan 

ASL Fijian Indonesian Pashto 

Bengali Finnish Iran (Farsee) Persian (Farsee) 

Bulgarian Flemish Italian Polish 

Burmese Fukien Javanese Ponape (Pohnpeian) 
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Pundi Sign Language Tahitian Turkish 
Punjabi Singhalese TaiShun Tuvalu 
Romanian Slovak Taiwanese Urdu 
Rota Solomon Islands Tamil Yap 
Russian Swahili TcheoChau Yiddish 
Serbo-Croatian Swedish Tibetan Yugoslavian 
Shanghaiese Szechuan Tokilau 

These translators are not employees of the Bilateral Access Line, 
so the patient must arrange for the fees for services on an individual 
basis. Helping Hands Hawaii with the Bilingual Access Line, is 
located at 2101 North Nimitz Highway in Honolulu, HI 96819. The 
phone is 808-526-9724; fax is 808-524-4389, and e-mail address 
mail to: bal@ helpinghandshawaii.org. 

Readers of the Journal should be aware of the new publication, 
the American Journal of Multicultural Medicine; volume I, No. 
I, 2004 was just published. Interesting articles in this first issue 
include Type II Diabetes: confronting the multicultural challenges; 
Allergic Rhinitis: cultural issues and diagnosis and management; 
and increasing diversity in clinical trial populations, a primary care 
opportunity. The web site is http://www.multiculturalmedicine. 
corn/. 

The mission of this new publication is "to heighten awareness of 
and provide a forum for the racial, ethnic, and cultural perspectives 
that will improve communication and positive! y impact patient care, 
medical practices, and clinical outcomes." Robert C. Like, MD, 
Associate Professor & Director of the Center for Healthy Families 
and Cultural Diversity at the Robert Wood Johnson Medical School 
in New Brunswick, New Jersey, is the series editor. 

ILl Book Review 

Cross-Cultural Medicine 

Edited by Judyann Bigby MD 
Illustrated. Appendix. References. Index. Pp ix 289. 
American College of Physicians I Philadelphia. 2003 

Paperback $38.00 

Book Review by Alfred D. Morris MD 

The concepts and problems of cross-cultural medical practice are 
certainly familiar to any practicing physician in Hawaii. Known 
for and generally conceded to have the most diverse population in 
the United States and perhaps in the world for that matter, Hawaii 
has much to offer in this arena. Although noted for its ethnic toler
ance, the state probably has as much prejudice and lack of cultural 
understanding as any other area of comparable size and density of 
population. From the vantage point of forty-seven years living in 
this my adopted home state and practicing medicine here for over 
thirty years of that time, I gladly accept the thesis of this book as 
a much needed wake-up call for medical students, residents and 
practitioners, not to mention the most important group of all, the 

professors and teachers of medicine. Nurses, social workers, every 
employee and employer, every inhabitant and tourist in fact may 
profit by a perusal of this study with contributions by a cross-section 
of educators. A nurse, two anthropologists, a Doctor of Education, 
another PhD, and five physicians, two of whom have MPHs, make 
for an eclectic set of experts. Most are from the New England area 
and the majority are physicians. 

An excellent first chapter by the Editor lays out the ground work. 
Each of the subsequent six chapters, by a different contributor or set 
of contributors, focuses on a specially defined group of particular 
importance because of its being disadvantaged, oppressed, or dif
ferent culturally. Language is often the major problem. The eighth 
chapter addresses the role of spirituality and religion in shaping 
disease concepts and behaviors, with multiple examples. The final 
chapter by Dr. Bigby, attempts to energize the medical community 
to cope with the challenges which seem to be almost insurmount
able. 

While I applaud the efforts, recognize the validity of the arguments, 
and support the needs expressed in this book, I feel constrained to 
point out some of the failings as well. The difficulties of achieving 
the ideal conditions desired are only briefly mentioned and viable 
approaches/solutions are given minimal attention. The theme of the 
book seems to be "a voice crying in the wilderness," with no help 
given for the listeners as to just how to get out of the "wilderness." 
In a pertinent example the author explains at length how a physi
cian must have a capable, medically trained, non-family member 
interpreter in order to give quality care to a patient who is perhaps 
illiterate, does not speak the same language, and has a totally dif
ferent concept of illness, the methods of care, and the role of the 
family. It is an ideal which is not compatible with the practice of 
a busy practitioner who needs to see patients on a very short allot
ment of time and, as pointed out, often is not reimbursed for such 
an interpreter. Indeed in any place other than the largest medical 
centers in major metropolitan areas such resources are rarely avail
able. The solo physician, and many groups of physicians, faced with 
this problem may do what little he/she can, but does not have the 
wherewithal to deal with the situation. The economic/time resources 
are not available to cope with an unrealistic expectation. The number 
of languages seems nearly infinite, the number of cultures beyond 
counting, and indeed each individual even in one's own culture is 
unique in beliefs and understanding. The best physicians try to cope 
with this situation, but if failure ensues must we fall on our scalpels 
screaming "communication is our greatest problem?" 

A second difficulty I have with the book is the repeated use of 
the politically correct mantra against "profiling", "stereotyping", 
"pigeon-holing" and the like. Why spend many, many pages of 
statistical numbers characterizing specific groups, ethnic or other
wise, if we are not to view these groups as special, to be carefully 
scrutinized in regard to some specific parameters. In the name of 
sound public health it has even been recommended that all of certain 
groups undergo vaccination because we are unable to document reli
ably who has or has not been vaccinated. If we know that certain 
groups have a high incidence of tuberculosis or Hansen's disease, 
should we look at all patients, whether in that group or not, with 
the same intensity and suspicion? We are taught that pigeon-holing 
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Abstract 
Less than 1% of patients with the antiphospholipid 
antibody syndrome (APS) can develop multiple, si
multaneous organ-system thromboembolic disease, 
which is referred to as the catastrophic antiphospholipid 
antibody syndrome (CAPS). Roughly one-half of these 
patients have systemic lupus erythematosus (SLE). 
Factors known to precipitate CAPS include infection, 
surgery, trauma, neoplasia, anticoagulation withdrawal, 
obstetric complications, and SLE flares. Optimal 
treatment includes anticoagulation and high-dose 
corticosteroids, although IVIG and plasma exchange 
may also have a role. The overall mortality of CAPS 
is roughly 50%, but prompt clinical recognition of this 
rare but devastating syndrome may lead to improved 
outcomes. 

Catastrophic antiphospholipid antibody syndrome 

(CAPS) is a rare clinical subset of the antiphospho

lipid antibody syndrome (APS), occurring in less than 

1% of patients. This syndrome presents acutely with 

multi-organ thrombosis and failure, with an associ

ated 50% mortality rate. We describe an illustrative 

case and discuss risk factors, clinical features and 

treatment options for this uncommon yet devastating 

syndrome. 

Case Report 
A37 year-old Caucasian female presented to our facil

ity with a diagnosis of systemic lupus erythematosus 

(SLE). Her disease was manifested previously by 

arthritis, pleurisy, Raynaud's phenomenon, hypo

complementemia, positive autoantibodies (antinuclear, 

double-stranded DNA, and ribonucleoprotein) and a 

positive lupus anticoagulant test without prior throm

botic events. Her disease was stable on hydroxychloro

quine and low-dose prednisone. Several months later, 

she presented to her primary care clinic with symptoms 

of dysuria and a urinalysis that revealed pyuria with 

bacteruria. She was treated with sulfamethoxazole/tri

methoprim, but presented at our institution three days 

later complaining of nausea, vomiting, low-grade fever 

and diffuse abdominal discomfort. 
Physical examination revealed mild tachycardia, 

fever to 101.0 F, and diffuse abdominal tenderness -

without organomegaly or peritoneal signs. She was 

neurologically intact and her skin exam did not reveal 

cyanosis, livedo reticularis, petechiae or purpura. 

Laboratory studies revealed a normal white blood cell 

count of 5,900 per mm3 (3.5-11.0), low hemoglobin 

5.7 g/dL(ll.7-15.7) and hematocrit 15% (35.1-47.1), 

elevated mean corpuscular volume 112 fL (80-100), 

and low platelet count of 113,000 ( 150,000-440,000). 

The peripheral smear showed polychromasia, mild 

thrombocytopenia without clumping, and no schis

tocytes. Her serum creatinine, electrolytes, and 

hepatic panel were normal but coagulation studies 

revealed mild prolongation of prothrombin and partial 
thromboplastin times at 13 seconds (10.7-13.1) and 

46 seconds (24-38), respectively. Fibrinogen was 

normal but haptoglobin was < 20 mg/dl (30-200), 

lactate dehydrogenase was elevated at 885 U/L (94-

250), Coomb's direct antibody test was positive and 

the reticulocyte count was elevated at 16.7% (0.5-

1.5). Urinalysis was unremarkable except for trace 

protein. 
She was felt to have profound hemolytic anemia, 

which was treated with high-dose intravenous corti

costeroids (1 ,000 mg of methylprednisolone twice 

per day) and intravenous gammaglobulin (IVIG) (1 

gram per kilogram). She was transfused with only one 

unit of packed red blood cells because she had cross

reacting antibodies to all other available units in our 

blood bank. Her hematocrit stabilized at 26% and her 

plateletcountimprovedto246,000. ThePTTremained 

prolonged and did not correct with 1: 1 mixing studies, 

lupus anticoagulant (by diluted Russell viper venom 

time) was positive and fibrin D-dimer was elevated at 

2.2 ug/mL(< 0.5). Computerized tomography of the 

chest and abdomen revealed multiple bilateral lung 

alveolar opacities, small bilateral pleural effusions, 

pericholecystic fluid and hypodensities in the spleen 

and kidneys consistent with infarctions. 
Her condition rapidly deteriorated, manifested by 

increased respiratory distress and hypoxemia, which 

ultimately required mechanical ventilation, along with 

mental status changes. Pulmonary artery catheteriza

tion showed elevated pulmonary arterial pressures with 
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a normal pulmonary capillary wedge pressure. Given 
her elevated D-dimer, hypercoagulability (positive 
lupus anticoagulant) and elevated pulmonary artery 
pressures, a diagnosis of pulmonary embolus was 
considered and thrombolytic therapy entertained. 
However, fibrinolytic therapy was felt to be relatively 
contraindicated given her acute mental status changes, 
profound anemia and mild thrombocytopenia without 
available blood product support in case of a hemor
rhage. A head CT was quickly done to assess for 
intracranial hemorrhage and a CT pulmonary angio
gram performed to evaluate for pulmonary embolus, 
but both studies were unremarkable. 

Her pulmonary artery catheterization, chest radio
graph and clinical findings were felt to be consistent 
with adult respiratory distress syndrome (ARDS), 
but she eventually expired despite aggressive man
agement. An autopsy revealed splenic and renal 
infarctions with thrombosis, pericardia! and pleural 
effusions, and pulmonary edema. Several small and 
medium-sized vessels in both lungs had thrombi and 
a large thrombus was observed in her right ventricle. 
Her clinical findings ofhemolytic anemia, multi-organ 
thrombosis, and ARDS in association with positive 
lupus anticoagulant were consistent with a post-mor
tem diagnosis of CAPS. 

Discussion 
CAPS was only recently described as a rare mani
festation of APS associated with multiple vascular 
occlusive events and multi-organ failure, with the first 
reported case in 1992 by Asherson. 1 He later provided 
a comprehensive and detailed review of the clinical and 
laboratory features of CAPS in 1998,2 but expanded 
this review three years later to include a total of 80 
patients collected from multiple medical centers. 3 

There is no general concensus regarding the diagnos
tic criteria for the diagnosis of CAPS, but most accept 
the presence of thrombotic vascular occlusion in at 
least three different organ systems, presenting acutely 
over days to weeks, in patients with antiphospholipid 
antibodies. 4 A recent international workshop on APS 
discussed diagnostic criteria for the classification 
of CAPS. They proposed four criteria, to include 
involvement of at least three organ systems and/or 
tissues, onset in less than one week, histopathologic 
confirmation of small vessel involvement in at least 

one organ or tissue, and laboratory confirmation of 
anti phospholipid antibodies. A definite diagnosis of 
CAPS was considered when all four criteria were 
met, while a probable diagnosis was considered when 
only two organs and/or tissues were involved (Table 
1).5.6 

Thrombosis appears to occur equally in arteries and 
veins in CAPS, but females are affected three times 
more often than men, with the mean age of onset being 
37 years.3 In a review of 1 ,000 patients withAPS over 
a seven-year period, the incidence of CAPS was noted 
to be 0.8%. Interestingly, CAPS was the presenting 
manifestation in 6 of the 8 patients who ultimately 
developed this. Roughly one-half of those affected 
with CAPS also had systemic lupus erythematosus 
(SLE) while the other half appeared to have primary 
APS (Table 2).7 

The pathogenesis of CAPS is unknown, but pre
cipitating factors have been identified such as pre
ceding infections (35%), surgery or trauma (13%), 
neoplasia (8%), anticoagulation withdrawal (8%), 
obstetric complications (6%), SLE flares (5%), and 
oral contraceptive use (35% ). No precipitating factor 
is identified in approximately one-third of patients. 3 

Kitchens discussed a "thrombotic storm" theory,8 

where thrombosis leads to additional thrombosis 
and fibrinolytic shutdown. Others have proposed a 
"double/triple" hit theory, where a patient with SLE 
or malignancy has an infection, trauma, or surgery 
and anticoagulation is withheld, leading to a cascade 
of thrombotic complications.9 

There are several common clinical and laboratory 
manifestations of CAPS (Table 2). The most common 
clinical findings include cardiopulmonary involve
ment (25%) (pulmonary embolus and ARDS), CNS 
involvement (22% ), abdominal pain (22% ), and fever 
(10%). These were all clinical manifestations noted 
in our patient. Less common presenting manifesta
tions include renal impairment ( 14%) and cutaneous 
involvement (9% ). Any organ system may ultimately 
be affected, but organs most commonly affected were 
kidneys (78% ), lungs (66% ), CNS (56%), heart (50%), 
skin (50%), and hematologic (with diffuse intravascu
lar coagulation) (25% ). Common laboratory findings 
include thrombocytopenia (60%), hemolytic anemia 
(39%), features of DIC (19%), and schistocytes on 
peripheral smear (9% ). As mentioned previously, all 

Table 1.- Recently adapted diagnostic criteria for the classification of CAPS.5 
• 

Diagnostic criteria used in the classification of CAPS 

1) Involvement of at least three or more organ systems and/or tissues 

2) Onset in less than one week 

3) Histopathologic confirmation of small vessel involvement in at least one organ or tissue 

4) Laboratory confirmation of anti phospholipid antibodies 

Definite diagnosis considered when all four criteria are met. 
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patients with CAPS have antiphospholipid antibodies, 

with 86% having high-titercardiolipin antibodies and 

68% having lupus anticoagulant.3 

Many treatments have been used in CAPS, with 

varying degrees of success (Table 3). Therapy with 

anticoagulation (84%) and steroids (80%) was seen 

most commonly in Asherson's review, but other 

treatments include plasmapheresis (20%) and IVIG 

( 19% ). Despite aggressive treatment, the mortality 

rate of CAPS approaches 50%, with death typically 

secondary to ARDS and/or multi-organ failure. No 

therapeutic interventions have clearly been shown 

to improve survival to date,3 although these patients 

should be managed in an intensive care setting and 

strong consideration should be given to the use of 

anticoagulation and high-doses of steroids. Pos

sible precipitating factors should be treated and or 

eliminated. Antibiotics for suspected infections 

should be given and debridement of necrotic tissue 

should be performed. Second line treatment options 

include IVIG and/or plasma exchange with or with

out fresh frozen plasma. Cyclophosphamide should 

be considered in patients not responding to therapy, 

especially in the setting of an SLE flare. 5
•
6 Our patient 

received high-dose corticosteroids and IVIG, but 

did not receive anticoagulation, plasmapheresis or 

cyclophosphamide. 
Our patient presented with severe hemolytic ane

mia and rapidly developed multi-organ failure with 

ARDS. Her case appears to be representative of the 

typical clinical manifestations and outcome seen with 

CAPS. Fortunately, this syndrome only occurs in less 

than 1% of all patients with APS but usually presents 

acutely. The diagnosis is usually made by clinical, 

laboratory, radiologic and histopathologic findings 

but ante-mortem diagnosis can be elusive. Increased 

physician awareness of this syndrome hopefully will 

result in more rapid diagnosis and treatment, though 

it remains to be determined if this will ultimately lead 

to improved clinical outcomes. 
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Table 2.- Common clinical and laboratory findings in CAPS. 

Clinical Laboratory 

Cardiopulmonary Anticardiolipin antibodies 
(pulmonary embolus and ARDS) 

CNS involvement Lupus anticoagulant 
(stroke and mental status changes) 

Abdominal pain Thrombocytopenia 

Fever Hemolytic anemia 

Renal impairment Features of DIC 

Cutaneous involvement Schistocytes 

Table 3.- Therapeutic modalities used in the treatment of CAPS. 

Anticoagulation 

Corticosteroids 

Antibiotics for suspected infections 

Debridement of any necrotic tissue 

Consider IVIG and/or plasma exchange as second line therapy 

Consider cyclophosphamide if not responding to the above therapies 

Until there•s a cure 
there•s the 

American Diabetes 
Association. 
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The Problem 
There is no question that healthcare, and its caregiv
ers continue to achieve ever-better outcomes for their 
patients. Yet those of us within health care organiza
tions recognize that major improvements remain to 
be achieved in results, in organizational performance 
and in systems efficiencies. The Institute of Medicine 
Report entitled To Err is Human 1 served to remind 
us all that there is plenty of room for improvement 
especially in those complex processes that affect 
outcomes. 

How does an organization transform itself from a 
"good enough place" for health care into one that is 
truly excellent, one that is focused on patient safety, 
optimal outcomes and fiscal accountability? How 
does an organization break out of its rut and achieve 
genuine, tangible and lasting improvements? How 
do we get physicians "on board"? How do practic
ing physicians who care become personally engaged 
in driving an organization to become the best it can 
be, yet still have time for a thriving practice and not 
compromise their income and patient loads? What 
methodology can be applied that will result in a 
pervasive, infectious culture of patient safety and 
excellence? 

Just such a set of questions haunted the leadership 
at Hawaii Pacific Health (HPH) a few years ago. The 
purpose of this article is to trace the establishment 
of The Center for Health Outcomes (The Center) 
and describe both the approach and the successes 
achieved within an unprecedented short timeframe. 
It is our hope that describing the Center, its truly 
unique approach, and the fascinating impact it has 
had on our organization, will lead physicians and 
the organizations in which they practice to achieve 
similar breakthroughs. 

The Challenge 
There are many models taken from industry which can 
be used with modifications for a healthcare system, 
but most methods fail to account for the difference 
in that health care in a community hospital is based 
on mostly voluntary, unremunerated cooperation of 
independent practitioners. 

Historically, healthcare organizations have racked 
up an enviable array of improvements within opera-

-

tions, relying heavily on non-physicians to design 
and implement better processes and systems. But as 
organizations continue to learn, these operationally 
driven improvements such as Continuous Quality 
Improvement (CQI), Total Quality Improvement 
(TQI), Six Sigma, Airline Industry's blameless culture, 
W. Edwards Deming's Total Quality Management 
(TQM), can only scratch the surface of changing 
the fundamental outcomes of healthcare if they do 
not engage practicing physicians. Hence the nearly 
universal frustration among clinicians with the lim
ited successes of former approaches to continuous 
improvements.2

•
3.4 To succeed in changing health 

care, we must first succeed in engaging physicians. 
How can that physician engagement be successfully 
and productively achieved? 

Physicians fundamentally are motivated by the 
drive to do "the right thing" for their patients. They 
are also sensitive to the needs of the organizations 
within which they practice and within which their 
patients receive care. Courses of action and treatment 
methods they pursue - the way they practice - are 
largely determined by their training, experience, and 
by information gleaned at medical meetings or from 
other industry sources. They seldom have the benefit 
of meta-analyses of the problems that currently engage 
them and their patients, often being so close to what 
they do that they cannot evaluate and consider treat
ment alternatives beyond their training or habits. In 
the absence of compelling data, physicians are stuck 
doing what has worked for them in the past. 

Engaging physicians is fundamental, but not suf
ficient alone. Dr. John Wennberg suggests that the 
underlying ethos of physicians to do the right thing 
for patients will lead them to modify their behaviors 
or practice patterns if shown compelling outcomes 
data.5

•
6 So providing data and relying on data becomes 

a second fundamental need for success. Additionally, 
most physicians question the validity or credibility of 
data that put their "proven" practices at risk unless 
they were personally engaged in the study process that 
produced that data. Of course, personal involvement 
not only establishes the credibility of the data, but 
also makes implementation of change more readily 
achievable. 
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THE PARADIGM 

Systems Performance 

Physician Practices 
And Patient Care 

CHO: The Catalyst and 
Driving Force 

The Hypothesis 
An important element in the Center's success is that 
physician practices and systems performance will not 
readily translate into improved quality and patient 
outcomes unless there is a continuous tension and 
expertise applied by a Catalyst for improvement. 
The Catalyst combines proven skills as a specialist in 
outcomes-focused improvement with methodological 
expertise in research methods and statistical analysis. 
He acts as a facilitator for many meetings with inter
personal and team leadership expertise. Thus through 
this Catalyst-facilitated methodology, physicians 
are guided to decide how to approach problems and 
apply proven statistical methods to study problems, 
reach conclusions, implement change and achieve 
transformations. 

Methodology 
In May 2001 the Center's Board was established as 
a leadership group, consisting of eleven key people. 
The Board of eleven was comprised of eight physi
cians representing in equal numbers the two facilities 
at that time, and three non-physicians representing 
senior leadership, quality management leadership and 
the Catalyst. Among their first acts for the Center 
was to name itself. The Center's intent and mission 
are implicit in its name, that being to focus on im-

-

Quality Outcomes 
1) Clinical Improvement 
2) Cost Adjustment 
3) Stakeholder Satisfaction 
4) Improved Usage Access 

proving outcomes associated with health and health 
care processes. The effectiveness of the endeavor 
was from the outset based on: 

1. Physician Leadership and participation of 
practicing physicians 

2. Buy-in and lasting support from the very 
highest administrative levels 

3. Data Availability 

4. A strong, dedicated Center Director 

5. A skilled, credible, expert Catalyst 

The Catalyst provided the expertise, credibility and 
rigor needed for meeting management, data, capture, 
subsequent analysis and rapid evaluation for deci
sion-making. Steve H. Shaha, PhD, DBA, filled this 
role and brought his skills as a credible established 
expert with advanced training in statistics, business, 
and continuous improvement to the organization. 

The ultimate success of the Center required that an 
infrastructure of quality management resources be in 
place. To this end Bonnie Castonguay, Hawaii Pacific 
Health's quality management leader was included as 
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a board member and named Executive Director of the 
Center for Health Outcomes. 

Balanced Metrics: When we consider improve
ments in health care we intuitively understand that it 
should be something more than the "bottom line." It 
is an important concept that more than just profit or 
money is involved, that the totality of improvement is 
best measured or expressed as balanced metrics- the 
summation of 1) clinical improvement, 2) stakeholder 
satisfaction, 3) improved access and 4) cost adjust
ment. Although reduction in the last is frequently seen 
as the goal of industry, it is sometimes necessary to 
spend, or invest in change that will ultimately result 
in improved stakeholder satisfaction, access, and 
clinical outcome - all resulting in increased volume 
and efficiency. 

Examples 
The approach and success of the Center is best 

understood through reviewing a series of examples 
selected because they illustrate challenges taken on by 
physicians that range from proactive and introspective 
drives to improve, to reactive resolution of complex 
issues representing long-standing struggles unsolved 
by former methodologies: 

1). Efficacy of Repeat Antenatal Ultrasound 
Antenatal ultrasound to screen for birth defects is 
performed routinely. However, the examination 
frequently is not able to visualize every organ system 
clearly to rule in or out all possible deformities. This 
results in a dilemma for the interpreting physician of 
whether or not to repeat the procedure. 
A study proposal was mounted to evaluate the ef
ficacy of repeating the procedure to provide more 
information. After reviewing 1,474 2"d trimester 
examinations over an eight month duration analyses 
focused on repeat examinations (n= 126); rationale for 
repetition and clinical accuracy corroborated by post 
partum chart reviews of both mother and baby. The 
perinatology service concluded and published results 
that showed no significant additional information was 
obtained by repeated tests, resulting in a significant 
saving of patient time, worry, and expense. 

2). Newborn Readmissions 
A review of Kapiolani Medical Center for Women 
and Children's newborn readmissions indicated a 
rate higher than the national benchmark. Detailed 
investigation of this phenomenon included racial as 
well as epidemiological parameters. We found that 
all readmissions were justified because of jaundice, 
but that there was a statistically higher incidence 
of jaundiced Filipino babies which constituted a 
disproportionately larger minority than in the gen-

era! population. This has led to a further project of 
investigating bilirubin metabolism in Filipino babies 
and ethnic differences in post-natal care. 

3). Sedation of Ventilated Adults 
One of our adult pulmonologists noted that ventilator 
weaning was not accomplished in a clearly defined 
fashion with criteria for either reducing or increasing 
the sedative drug Propofol. This frequently resulted 
in over sedated patients using more sedation than 
necessary or too rapid withdrawal of Propofol caus
ing increased agitation necessitating reinstitution of 
high doses of sedation. 

Clearly defined guidelines utilizing the Motor Activ
ity Assessment Scale (MAAS) relative to clinical status 
and agitation were established for either decreasing or 
increasing specified doses of Propofol. The project 
involved pulmonologists, other physicians and hos
pitalists, nurses, respiratory therapists and others. 

After establishing these clinical weaning parameters 
decannulation of these ventilated patients occurred 
more expeditiously and a significant cost saving 
from Propofol use was effected, so that a saving of 
approximately $350.00 per ventilator day was effected 
thus saving an estimated $60,000.00 annualy. 

4). Procedural Sedation and Ancillary Service 
Scheduling 
A problem in the scheduling of ancillary studies such 
as Imaging and EEG/EKG is the need for a sedated or 
non-moving patient. This requires a complex coor
dination of schedules for patients, anesthesiologists, 
sedation recovery nurses and equipment. 
Under physician leadership and with administrative 
clout, a Center-launched effort was able to decrease 
the delays between scheduling and testing from an 
average of between two to four weeks (outliers were 
3-4 months) to 4 days as an average, with more than 
80% within a day of the scheduling call by the par
ent. Delays remain primarily attributable to parental 
needs and preferences, for which expanded hours 
of imaging service have already been implemented. 
Interdepartmental challenges had to be adjudicated, 
space allocations approved, new monitoring equip
ment had to be purchased, contracts with key seda
tion-related clinicians to be created or modified, 
and patient preference and prioritization factors for 
schedule times determined. The pool of sedation 
specialists had to be expanded in order to ensure 
coverage, credentialing criteria had to be considered, 
reimbursement negotiated for non-anesthesiologists. 
The Center provided an optimal forum for achieving 
these complex and "politically sensitive" goals in a 
minimal time frame with maximum benefit to all, 
especially the patients and anesthesiologists who are 
most affected by these processes. 
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Discussion 
Health care organizations have historically struggled 

to achieve improvements in health outcomes and 

system enhancements due in great part to minimal or 

only marginal physician engagement. Physicians have 

often viewed administratively driven initiatives as re

packaged attempts to control physician behavior rather 

than efforts to engage physicians in genuine rethinking 

and redesigning of the imperfect. Merely involving 

physicians as invited participants rather than engaging 

them as key players has led to minimal improvement. 

Traditional approaches have failed to transform the 

fundamental cultures of the organizations. 

The Center represents a genuinely unique approach 

to engaging practicing physicians in leading change 

and thus transforming the organization. It acts as a 

transformational agent for HPH and for its practitioners. 

Three years of unprecedented success underscore the 

wisdom of the approach adopted and the credibility 

the Center has achieved among physicians and admin

istrators alike. 
The approach, while unique, is generalized and 

transferable. The Center serves to demonstrate that 

improvement is achievable through a well-resourced 

approach that is physician-led and data-rich. With 

strong Center-like infrastructure backed by adminis

trative buy-in, and with the skills and capabilities of 

those involved, organizations can engage practicing 

physicians in making a positive difference for all: 

Patients, the organization, care givers at large, and 

the physicians themselves. Everyone benefits. 

References 
1. Kohn, LT, Corrigan, JM, Molla SO, "To Err is Human" Institute of Medicine:National 

Academy Press, 2000 
2. Coughlin, K.M., et al 2001 Medical Outcomes & Guidelines Sourcebook. New 

Yor11: Faulkner & Gray, 2000. 
3. Shah a, S.H. "Strategic Teaming Across Multiple Disciplines.' Advance for Health 

Information Executives. Vol. 3, No. 10, October, 1999. 
4. Shaha, S. H. "Integrated Outcomes: Where CIOs Need to be Thinking." Health 

ManagementTechnology. Vol. 9, No. 10, September, 1998. 
5. Wennberg, JE, "The Dartmouth Atlas of Health Care in the United States" 

American Hospital Publishing, Inc. p204, 1998. 
6. Wennberg, JE, "Which Rate is Right?" NEJM 314:310-311 

-HAWAI I MEDICAL JOURNAL, VOL 63, DECEMBER 2004 

368 

Office of Cancer Communications 

National Cancer Institute 

Pap 
Z:e6t6 

A lt-e-altl._'/ 

tt-~6-u fc-~ 

tife-1 

Pap tests can help 

find cervical cancer 

at an early stage -

while it's still easier 

to cure. 

You're never too old 

to need regular 

Pap tests. 

Questions about 

the Pap test? Ask your 

doctor or call the 

National Cancer 

Institute's Cancer 

Information Service 

at 1-800-4-CANCER 

(1-800-422-6237). 

Persons with TIY 

equipment, dial 

1-800-332-8615. 



l!i Medical School Hotline 

Multimedia Solutions in a Problem-Based Learning Curriculum 

roblem-based learning (PBL) has been utilized as the primary 
mode of curriculum delivery at the John A Burns School 
of Medicine since 1989. Its use has been evolving to best 

fit the needs of the students. Some of the benefits of PBL include 
fostering self-directed and life long learning skills, teaching a broad 
spectrum of topics in the context of actual patient cases, and pro
moting the integration and application of knowledge. Despite the 
successes with PBL there are barriers to maximize the benefits of a 
PBL curriculum, especially in the clinical years. These barriers are 
being addressed by encouraging more discussion of psychosocial 
issues and mitigating the geographic challenges in the clinical years, 
through the use of multi-media. 

Preclinical Uses 
In the first two years of the curriculum at JABSOM, students are 
exposed to physician-patient encounters in various educational set
tings. The centerpiece of curricular content delivery in this PBL 
school is the healthcare problem (HCP), the primary method of 
introducing the physician-patient relationship. For first and second 
year medical students, the HCP is typically a paper-based patient 
scenario. In addition, a few cases incorporate standardized patients 
(actors playing the role of the patient who was introduced in the 
HCP.) Students meet twice per week, each for three-hour sessions. 
Under the guidance of a faculty tutor, students proceed sequentially 
through each paper case. Problems are identified, patient diagnoses 
are hypothesized, and learning issues that need further study are 
identified. Because students define their learning content, course 
directors are challenged to create cases that inspire students to select 
topics emphasized on the syllabus. To supplement the paper HCPs, 
students participate in clinical skills sessions that focus primarily on 
physical examination skills with actual patients, or with each other, 
under the supervision of a practicing physician. Students experience 
'real' physician-patient encounters. For a detailed account of the 
JABSOM PBL curriculum, please refer to Kasuya et. al 1

. 

A major strength of PBL is the placement of the medical school 
curriculum within the context of the patient, thus giving relevance 
and cohesion to the vast amounts of medical facts and principles 
students must learn. This context motivates learning and possibly 
enhances retention2. A difficulty that students experience is in dis
cussing and learning psychosocial issues related to the HCP under 
study. To engage students more, a multimedia HCPhas been adopted 

.Jill Omori MD, 
Assistant Professor, Family Medicine 

and Community Health 

.Joshua .Jacobs MD 
Assistant Professor, Medicine, 

Family Medicine and Community Health 

and adapted for the curriculum. This HCP, created by faculty at 
the University of Colorado School of Medicine, features video and 
audio clips of physician-patient interviews, consultant interviews, 
physical exam maneuvers, text, and a user-selectable laboratory exam 
results menu. This case has been adopted by five other schools of 
medicine for use in their curriculum3

. 

All second year students progressed through the multimedia 
HCP. The format generated much discussion on the psychosocial 
aspects of the case. The students also enjoyed the physical exam 
video clips, and provided feedback that included comments such as 
"the visual aspects of the case makes it more real and memorable." 
Incorporating multimedia into JABSOM PBL has the potential to 
further the depth of student engagement in the patient's "experience", 
and may further stimulate learning and knowledge retention during 
the "preclinical" years of medical school. Plans are underway to 
investigate further the impact of multimedia on PBL. Additional 
multimedia solutions implemented at JABSOM in the preclinical 
setting have been previously described, and include an experimental 
immersive virtual reality patient encounter4

, and webpage access to 
static images5

. 

Clerkship Uses 
Two major challenges of continuing PBL in the clinical clerkships 
are time and geography. Clinical disciplines struggle to fit in enough 
patient care experiences, didactics, and conferences into the students' 
rotations since there is often limited time for additional PBL group 
experiences. The Medicine clerkship has implemented on-line case 
presentations, some of which include use of multimedia. These cases 
are not structured as PBL, but exploit the advantages of the Web to 
address the difficulties of limited time in the clerkship. These cases 
can supplement full hands-on clinical electives. 

In the Family Medicine clerkship, a significant barrier is that 
students are placed with community preceptors located throughout 
the state, including rural Oahu and the neighbor islands. This makes 
it difficult for students to meet on a regular basis for PBL groups. 
To address these problems, a series of web-based PBL cases have 
been created so that the students can complete assignments on-line 
throughout their clerkship, at their own individual pace. 

Presented to the students are patient cases very similar to the 
HCPs that they work with in the pre-clinical years. Students go 
through the same steps in the PBL process on-line and are required -HAWAII MEDICAL JOURNAL, VOL 63, DECEMBER 2004 
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to come up with hypotheses and to explain their reasoning. They 
are expected to be able to adjust their differential diagnosis list as 
the case unfolds and as they obtain more information. Students must 
also list items that they feel would be relevant to access from the 
patient history, physical exam, and diagnostic studies and to explain 
why the items would be important, prior to providing this informa
tion during the web-cases. Students are provided the opportunity to 
ask a variety of history questions, examine all parts of the physical 
exam, and choose from a number of diagnostic studies for each of 
the patient cases. They are instructed to select only those that they 
think will be pertinent to that particular patient case. Their choices 
are recorded electronically and reviewed for patient relevance. In 
addition to the basic steps ofPBL, the students are also asked various 
questions throughout the case to stimulate learning issues. They 
are encouraged to come up with their own learning issues based 
on the information presented. Students are encouraged to research 
these areas while they are doing the cases from web-based resources 
provided for each case. 

The web-cases allow the Family Medicine clerkship to provide a 
standardized curriculum to their students and encourage the continu
ation of the principles of PBL. Students complete the cases on their 
own time which allows for more clinical time with their preceptors 
and encourages the exploration of web-based medical resources, a 
part of the medical informatics curriculum for the Family Medicine 
clerkship. The web-cases have received excellent feedback from 
students and facilitates their use of the principles of PBL in their 
daily routine of patient-care in the outpatient setting. 

Conclusion and Future Direction 
Effective use of multimedia has helped to maximize the benefits of 
PBL that includes addressing issues of culture (psychosocial discus
sion is not part of the culture of medical students), limitations in 
time, and geographical barriers. The new medical school campus in 
Kaka' ako also holds new promise for expanding the use of multimedia 
for students with the inclusion of intranet with web-based learning 
materials, increased use of multimedia in the HCPs for the first two 
years of the curriculum, and the extensive numbers of web-cases and 
online lectures. Although multimedia solutions will never replace 
the need for face to face PBL sessions, they will play a key role in 
optimizing their effectiveness for JABSOM' students. 
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"Cross-Cultural Medicine" from p. 361 

is always a danger in diagnosis and therefore a list of differential 
diagnoses is imperative to prevent diagnostic tunnel vision. We 
deal with unmanageable masses of information by pigeon-holing, 
by profiling, by stereotyping. The trick is not to let that blind us to 
the nuances of disease and diversity of patients. But without these 
sorting techniques we could never make a diagnosis. 

Finally, I must point out that the book devotes a great amount of 
print to percentages and statistical profiles of various groups while 
at the same time explaining that no group is homogeneous. This 
makes for difficult, boring reading which can not possibly be as
similated. One might use the book as a reference if faced with one 
of the groups discussed, assuming you had no first hand information. 
Even if you do have first-hand knowledge it might be useful, since 
our experiential information is never complete or objective. The 
same criticism applies to the sections dealing with various religious 
and spiritual beliefs and practices affecting medical care. Indeed, as 
is pointed out over and over, this volume is only a small sampling 
covering only a tiny fraction of the cultures and ethnicities of this 
world. For example, Chapter 5 deals with care of "Asian-Ameri
cans." This subject alone deserves at least an encyclopedia. 

A problem which is just touched upon is the small numbers of 
physicians (and other health care personnel) who come from many 
of the types of groups discussed in the book. Correcting this is 
desirable of course, but probably it has to solve itself over time in 
view of the economic, educational, and cultural hurdles. In fact 
my own view is that education, whether it be in language, health 
concepts, scientific method, or whatever, is essential for the populace 
as a whole and is the only feasible answer to the dilemmas posed 
in this book. Nevertheless, it is the mandate and requirement of 
all physicians to do what they are capable of doing in the setting 
in which they find themselves. It is unrealistic to expect any one 
individual to be competent in every culture with which he/she may 
have to deal. The solutions must come from the entire society, and 
most importantly from those members of the society that are under
served. Political will, economic resources, and above all education 
are essential. The job is not one which physicians or the medical 
profession alone can solve. This book points out what the problems 
are and urges the medical profession to contribute. As it has been 
famously said in another context "it is hard work," and by its very 
nature, I might add, will never be finished. 

Alfred D. Morris MD 
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~~ Cancer Research Center Hotline 

Abstract 
Ornithine decarboxylase (ODC) and S-adenosylmethionine de
carboxylase (AdoMetDC) are two key enzymes in polyamine (PA) 
biosynthesis and their inhibition leads to PA pool depletion and cell 
growth arrest. OFMO and SAM486A are specific inhibitors of ODC 
and AdoMetDC, respectively, and are the only two PA inhibitors, 
which have been clinically evaluated in Phase II and Ill cancer tri
als. However, drug combination therapies expected to potentiate 
the effects of these drugs have yet to be systematically pursued. 
Human cancer trials (e.g. for the treatment of neuroblastoma pa
tients) using a DFMO! SAM486A cocktail, possibly combined with 
current cytotoxic drugs and concomitant with a ?A-deficient diet, 
are warranted. 

The Role of Polyamines in Human Cancer: 
Prospects for Drug Combination Therapies 

Andre s. Bachmann PhD, 
Assistant Professor, 

Natural Products and Cancer Biology Program 
Cancer Research Center of Hawaii 

Polyamine biosynthesis in mammalian cells 
The naturally occurring polyamines (PAs) are small aliphatic cat
ions identified over three centuries ago. PAs are found in all living 
cells and are responsible for a plethora of functions including cell 
growth, differentiation, apoptosis, and DNAreplication. 1-3 Mamma
lian cells produce the PAs putrescine, spermidine, and spermine.2

•
4 

The diamine putrescine is formed from ornithine via the action of 
ornithine decarboxylase (ODC), a key enzyme in PA biosynthesis 
(Fig. 1). Putrescine can be further converted into the higher PAs 
spermidine and spermine. The aminopropyl groups necessary for 
these conversions are provided via decarboxylation of S-adeno
sylmethionine (AdoMet) to decarboxylated S-adenosylmethionine 
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Figure 1.-Simplified diagram of the polyamine (PA) biosynthetic pathway and associated amino acids of the urea cycle showing key enzymes ODC 
and AdoMetDC and their specific inhibitors DFMO and SAM486A, respectively. Abbreviations are: AdoMet, S-adenosylmethionine; AdoMetDC, S-ad
enosylmethionine decarboxylase;AS, argininosuccinate; DFMO, a-difluoromethylornithine (also known as Eflornithine);ODC, ornithine decarboxylase; 
SAM486A, 4-amidinoindan-1-one 2'-amidinohydrazone (also known as CGP48664A). -HAWAII MEDICAL JOURNAL, VOL 63, DECEMBER 2004 

371 



LAN-1 SKOV-3 
~ 

f~~ 
.... 

,, .. 
---~ ~~r 

~h ~~ - ~, 
- 'r'· es: ·I! .. ·. . . ~ ~:; . . 

l"tA, ,. 
"..tr/' -

~
' t,"' p 

: ~t ~,l 4\. ~,A 
<Fo ~ 

~~ 
111 ' . 

I -
. 

' • 
cD' 

~ 

4)) 
~ 

Figure 2.- Effect of 5 mM DFMO or 10 ~M SAM486A on the growth of MYCN-amplified and p53 mutant human neuroblastoma (NB) cell line LAN-1 
and human ovarian cancer cell line SKOV-3. Cells were treated without or with indicated polyamine (PA) inhibitors DFMO or SAM486A for 3 days. 
Micrographs were taken using an inverted phase contrast microscope (Nikon). In comparison with the SKOV-3 ovarian cancer cells, the growth of 
LAN-1 NB cells was inhibited much more drastically and caused significant morphological changes after only 3 days of treatment. This suggests that 
NB cells are more responsive to PA inhibitors and that the clinically evaluated drugs DFMO and SAM486A might provide an alternative approach for 
the treatment of NB patients. 

(dcAdoMet) (Fig. 1).5 The positively charged PAs allow for both 

electrostatic and hydrophobic interactions with DNA, RNA, and 
proteins, thereby directly affecting gene regulation. There is also 
increasing evidence that PAs are involved at various stages of signal 
transduction, and, for example, regulate and phosphorylate important 
cellular components of the MAPK and PI3K signaling pathways6-

8 

(our results, unpublished). 

Polyamines are highly regulated during cell 
cycle progression 
Normal cell growth is orchestrated in a cyclic manner by the action 
of cyclins and cyclin-dependent kinases (cdks)9 and appropriate 
activation/ inactivation of these proteins is necessary for cell cycle 
progression. The cyclins A, B, D, and E form complexes with cor
responding cdks and specifically regulate the G /Sand G/M phases 

of the cell cycle. Similarly, ODC and PA concentrations increase in 

both cell cycle phases. 10
•

11 This strong positive relationship to cell 
cycle regulation provides further evidence that PAs are intrinsically 
linked to cell growth and proliferation. 12 

Elevated polyamine levels can lead to cancer 
PA levels are elevated in many types of cancer, and interference with 
PA biosynthesis has long been considered a promising therapeutic 
approach against proliferative diseases, including various malignan
cies. 13-22 ElevatedPA levels have also been detected in urine of cancer 
patients and can be measured in blood and cerebrospinal fluids. 11

.1 6·23 

ODC has been known as a marker of carcinogenesis and tumor 
progression 24 and has been considered a proto-oncogene,25 which 
is transactivated by c-Myc. 26 The high enzymatic activities of ODC 
and AdoMetDC in rapidly growing cells and tissues, and especially, 
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in tumor cells, rendered a rationale for designing pharmacological 
inhibitors, which selectively interfere with the natural biosynthesis 
of PAs and, consequently, prevent tumor cell growth. 

The clinically established polyamine inhibitors 
DFMO and SAM486A 
Over the course of more than 30 years, many researchers have focused 
on the design and synthesis of inhibitors, which interfere with PA 
metabolism. 11 ·18-20 A large number of these synthetic inhibitors and 
PA analogues were evaluated in vitro, in cell culture experiments, 
and in animal cancer models. However, so far, only two PA inhibitors 
have further advanced to the clinical setting. The most prominent 
drug is the ODC inhibitor a-difluoromethylomithine (DFMO; also 
known as Eftomithine) (Fig. 1), which has been evaluated in Phase 
II and III cancer trials. 27-29 The second drug is the AdoMetDC inhibi
tor 4-amidinoindan-1-one 2' -amidinohydrazone (SAM486A; also 
known as CGP48664A) (Fig. 1), which was assessed in Phase I tri
als,30·31 and most recently, in a Phase II multicenter study. 32 Although 
monotherapy with DFMO has been disappointing in most cancer 
trials, the drug was found more effective as a chemopreventive agent 
based on its low toxicity. The reported side effects are relatively 
mild with occasional occurrence of temporary ototoxicity, diarrhea, 
and some neutropenia. Notably, DFMO is successfully used in the 
treatment of a number of parasitic diseases, including the infec
tion with Trypanosoma brucei gambiense, which causes African 
trypanosomiasis.33 Recent Phase II clinical trials with SAM486A 
in patients with relapsed or refractory non-Hodgkin's lymphoma 
were promising and the most frequent side effects included nausea, 
vomiting, diarrhea, asthenia, abdominal pain, and ftushing. 32 

DFMO and SAM486A inhibit growth of human 
neuroblastoma cells 
Because DFMO and SAM486A are the only clinically evaluated 
PA inhibitors with a relatively high tolerance in patients, we have 
focused our own research on these two drugs and are studying their 
effects on human neuroblastoma (NB) cells. NB is an extra-cranial 
tumor in infants and originates from precursor cells of the peripheral 
(sympathetic) nervous system and usually arises in a paraspinal 
location in the abdomen or chest. 34 We found that NB cells respond 
more rapidly and more profoundly to the growth inhibitory effects 
of DFMO and SAM486A than, for example, ovarian cancer cells or 
other cell lines discussed in the literature (Fig. 2). To our knowledge, 
NB trials with DFMO or SAM486A have not been conducted thus 
far, and, given the need for new anti-neoplastic agents with novel 
mechanisms of action, such trials should be seriously considered. 
Our research further revealed that DFMO and SAM486A are effec
tive against NB cells with MYCN amplification (typically derived 
from more aggressive NB tumors, which metastasize and do not 
respond well to conventional chemotherapy) and with mutated tumor 
suppressor protein p53 (often found in relapsed and chemoresistant 
NB tumors), thus further supporting the use of these drugs for 
therapeutic NB treatments. 

Prospective combination therapies for improved 
efficacy in cancer trials 
Although ODC has generally been considered as the enzyme catalyz
ing the rate-limiting step in PA biosynthesis, it has been shown that 

-

the supply of dcAdoMet represents a second rate-limiting factor in 
PA biosynthesis,35 and therefore, the enzymeAdoMetDC represents 
a second rational target (Fig. I). Since the two enzymes are co-regu
lated by intracellular PA pools so that inhibition of one results in a 
compensatory increase in the other, it follows that targeted interfer
ence with a drug cocktail composed of ODC inhibitor DFMO and 
AdoMetDC inhibitor SAM486A (or other prospective PA inhibitors 
of clinical relevance) is likely to sharpen the antiproliferative effects 
by complete depletion of the PA pools. Such combination therapies 
could be further enhanced by the inclusion of retinoic acid (RA), a 
well-characterized agent that induces neuronal cell differentiation 
and is used in NB therapy.36 In addition, RA affects PA levels and 
inhibits ODC activity, 1·20·37·38 thus further contributing to the total 
depletion of PA pools. Finally, the combination of the cytostatic 
drug DFMO with SAM486A and some of the current cytotoxic 
drugs may provide a more powerful regimen against NB and other 
cancer types. 

Conclusions 
PAs are intrinsically connected to cell growth and proliferation, and 
the inhibition of the sentinel PA biosynthetic enzymes ODC and 
AdoMetDC is considered a means to prevent cell proliferation by 
PA depletion, the blockade of cell cycle progression, and interfer
ence with signal transduction. DFMO and SAM486A have both 
been evaluated in human cancer trials, but so far, have only been 
studied individually. Thus, further studies assessing the efficacy of 
combined drug therapies are certainly warranted. The treatment of 
NB patients with a DFMO/ SAM486A cocktail, possibly in com
bination with RA and concomitant with a PA-deficient diet should 
be considered as an alternative protocol. 
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Surprisingly, one million new cases of skin cancer are detected every year. One person an hour in the U.S. dies 
from melanoma, the deadliest form of skin cancer. If you spend a lot of time in the sun, you should protect yourself. 
One out of five Americans develops skin cancer during their lifetime. Don't be one of them. Stay out of the midday 
sun. Cover up. Wear a hat. Seek shade. And use sunscreen. For more information on how to protect yourself from 
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members may place a complimentary one-time clas
sified ad in HMJ as space is available. 

Nonmembers.-Rates are $1.50 a word with a 
minimum of 20 words or $30. Not commissionable. 

For more information call (808) 536-7702. 

Acupuncturist 

LICENSED ACUPUNCTURIST- SEEKING PROFES
SIONAL RELATIONSHIP with Physician or Clinic to assist, 
under your management, in your patient's care-Trauma, 
Chronic Pain, Addiction, Stress Reduction, Immune Enhance
ment etc, 593·9005 . 

Office Space & Support Services 

ALA MOANA BLDG.-PHYSICIAN WANTED to share space 
and support services. Interest in physical rehab. preferred. We 
have unique time-share arrangements starting at one half-day 
per week. Run your practice with no fixed overhead. Contact 
Dr. Speers, REHABILITATION ASSOCIATES, 955-7244. 

OR SALE ( S) 
M dica 1 li nic I Offic I 

R tail 
Kapahu lu-W ikik.i i trict 

750 alani Avenue 

• Built ut m dical clinic 
• ncr t 2 t ry 
• El at r 
• D , ampJe parkin 

A king Pric $4.5 mil. 

R d Sugai ( ) 

0 -441 -0516 

GrubbfrEllis.lcsJ 
Property SolUIIIliDJ Waddwule 



WI The Weathervane Russell T. stodd MD 

Nothing Is So Firmly Believed As That Which We Least 
Know. 
What optometrists don't know, will hurt people. The American Society of 
Cataract and Refractive Surgery, (ASCRS) has closed its annual meeting 
and scientific program to optometrists. Exceptions will be provided for those 
optometrists who work directly under the supervision of ophthalmologists. 
Like everyone else in medical practice, theASCRS wants to keep knives and 
lasers out of the hands of non-medical people. Legislatures (e.g. Hawaii) 
are prone to follow the dollars and the lobbying rather than exercising logic 
and protecting the public. More than ever, Hawaii eye surgeons must carry 
the label eye-MDs, to emphasize the enormous difference to our patients. 

If You Think You Understand Everything That Is Going On, 
You Are Hopelessly Confused. 
Sometimes it seems that our world is more imperfect than we could imagine. 
In Texas, two patients brought law suits against their HMOs. A woman had 
extensive pelvic surgery, including bladder and rectal repair and hysterec
tomy, and was sent home one day after surgery, as directed by the health 
plan. Her surgeon had recommended a longer stay, butthat was denied! She 
developed complications and had to return to the hospital. In the second 
case, the HMO formulary substituted the primary care doctor's fora cheaper 
pain reliever. The patient developed GI bleeding from an ulcer, nearly died 
from a heart attack, and spent five days in the critical care unit. In Texas, a 
patients' rights act makes health plans liable for damages caused by HMOs' 
negligent decisions. However, the HMO defendant attorneys trumped the 
Texas law by moving the case to a federal court where ERISA (Employee 
Retirement Income Security Act of 1974) takes precedent. ERISA allows 
one to sue the plan, but only for denied benefits, and not for damages. The 
US Court of Appeals supported the litigants, stating "ERISA should not 
be interpreted to pre-empt state malpractice laws." The nine balding and 
hoary-haired group in Washington D.C. unanimously overruled the appel
late court and essentially gave the HMOs license to make any error and 
not have to pay. Thanks a lot. Rehnquist and company. 

Ever Since Adam, Fools Have Been In The Majority. 
Doctors behaving rudely? Yes, it happens, and all too often. At Tulane Uni
versity Health Sciences Center a system has been introduced called "code 
pink." When a doctor is yelling and berating a nurse or other staff person, 
code pink is called and suddenly a group of people are standing behind 
the staff person. The doctor abruptly realizes he/she is behaving badly and 
calms down. In a national survey of 1600 hospital executives, one-third 
of the CEOs reported disruptive physician behavior at their facilities. Not 
rarely, a doctor will insult a patient or a colleague, scream at nurses, ignore 
pages, throw a pen or a chart, or strike a wall, or even swear at staff. Because 
of the difficulty keeping staff people, and the fear of litigation, hospitals 
are becoming less tolerant of such behavior. Policies are being developed, 
disciplinary actions are increasing, and some hospitals may require the 
bad-ass doctor to get counseling. 

It Is A Sin To Believe Evil Of Others, But It Is Seldom A 
Mistake. 
Coming out at election time in candid support of John Kerry, six past 
presidents of the American Academy of Pediatrics and noted author T. 
Berry Brazelton, M.D. prepared a collaborative statement entitled, "Our 
Children Deserve Better." Briefly, the joint declaration condemns President 
George Bush for his failure to attend to the health of America's children. 
Noting specifically that 27 million children were without health insurance 
at some point in 2002-03, and alleging that the administration shows little 
commitment to maternal and child health services. The protest notes a 
lack of attention to pre-natal care, inattention to preventive health services 
such as immunizations, and little help with acute and chronic illnesses 
such as asthma. To add credence, the statement was signed by 36 leading 
pediatricians, including chairs and professors of pediatric medicine and 
past presidents of other prominent medical associations. The message 
includes a statement "we embrace John Kerry's straightforward goal that 
every American deserves the same affordable health care that is available 
to every member of Congress and government official." So say we all. 
That proposal has been offered many times within and outside of medical 
organizations, and Congress has consistently ignored it. 

I'll Buy The Election, But I Can't Afford A Landslide . .Joseph 
P. Kennedy 
Moving into the critical November election, one has to wonder about the 
matter of Alzheimer's patients' votes. Tests ofliteracy in the south for blacks 
(How do you spell chrysanthemum?) and poll taxes have long been ruled 
out, but as longevity increases some legitimate difficulties arise, largely 
about cognitive potential. Such considerations as how to assess capacity 
to vote, and what kind of assistance is fair and logical, and how to work 
out a uniform policy for different venues. A charge nurse in an extended 
care facility could control a dozen votes, more or less. But, as they say in 
Chicago, vote early and often, and don't vote for, always vote against. 

When Your Ship Comes In, The Tax Man Is Waiting On The 
Dock. 
Oprah (You remember her; big land owner on Maui.) gave away a new 
Pontiac G6 to all 276 people in her studio audience September 13th. But, 
there ain't no free lunch, and no free car either, because the car represents 
added income of about $28,500. This means that a married person with two 
children and an income of $18,000 will lose over $4,000 in refundable tax 
benefits and have a tax due of$1, 170, plus a state tax. A couple filing jointly 
with income of$56,000 will owe an extra $6,000 in taxes, and a well-to-do 
person with income of $143,500 will have additional taxes of $12,000. Of 
course, the car can be sold, but there is no escaping the tax burden of once 
having owned it. If Pontiac should pick up the sales tax and various income 
taxes due, there is still a tax on the value of any "free" tax payments, which 
is called a gross up. With the IRS, it's called Gotcha! 

Alcohol - The Only Enemy Man Has Learned To Love. 
The airlines offer wine for travelers, but there is rarely a choice. Even in 
first class, the label might be "Chateau Fleet Street" and the discriminating 
palate can be offended. Now, American Airlines (first and business class) 
and Jet Blue (any class) will allow you to BYOB (bring your own wine), 
will chill it for you if they have room, and they will serve it without a cork
age fee. They even let you take leftovers with you. At this date, United, US 
Airways and Southwest only serve the wine they sell. 

Fashion By Any Other Name Is .Just As Ridiculous. 
In an effort to provide a stylish image for men, Riviera Concepts Inc., is 
distributing the fragrance of the Hummer. Yes, the scents of big powerful 
autos such as Jaguar, Ferrari and now Hummer are part of the $920 mil
lion men spend annually on smelling good. In Hummer's case, the aroma 
is not actually the smell of grease and belchfire exhaust, but is a complex 
of green leaves, thyme, and peppercorns blended with the smell of leather, 
sandalwood, patchouli and tonka beans. Supposedly, the scent creates the 
"essence of outdoors." Hey, why not! Dump the girlie-man Old Spice and 
go for the Hummer; it sells for a mere $52 for 4.2 ounces. 

Send In The Clowns - Don't Bother, They're Here. 
A senior high school student in Crawford, New York, wanted to round 
out his extracurricular activity for his college application. He saw an ad 
for the school's Civil War Club, joined up, and participated in a weekend 
mock battle replicating the battle of Chancellorsville. An ever-alert school 
security guard spotted the student's parked car, saw a uniform and a fake 
musket, and notified the police. The student was arrested on a weapon's 
charge, and the school suspended him for five days pending an expulsion 
hearing for violation of its zero tolerance weapons policy. You've got to 
feel safer with people like these protecting us. 

ADDENDA 
•!• A 22year old woman developed a brain abscess (strep viridans) four 

weeks after a tongue piercing which caused oral infection. 
•!• Life span of the eagle, 40 years; the parrot 120 years. 
•!• Never date a mushroom, even if he is a fun guy. 

Aloha and keep the faith - rts• 

Contents of this column do not necessarily reflect the opinion or position of the 
Hawaii Ophthalmological Society and the Hawaii Medical Association. Editorial 
comment is strictly that of the writer. 



Sponsored By: 
National Foundation for Infectious Diseases 

Infectious Diseases: 
A Course for Clinicians 
February 18-20, 2005 

Hilton Hawaiian Village Beach Resort 
And Queen's Conference Center 
Honolulu, Hawaii 
(President's Day Weekend) 

In Partnership With: 
Queen ' s Medical Center 

John A. Bums School of Medicine, University ofHawaii 
Cleveland Clinic Foundation 

The Hawaii Medical Association 
The Hawaii Department of Health 
Tripier Army Medical Center 
Kaiser Moanalua Medical Center 

Course Overview: 
This course focuses on the epidemiology, recognition, therapy, and management of important 
infectious diseases. Expert faculty will provide the latest information on both current and 
prospective therapeutic agents through lectures and interactive case presentations. Leading 
infectious disease experts from around the country complement the University of Hawaii John A. 
Burns School of Medicine, the Cleveland Clinic Foundation, and the National Foundation for 
Infectious Diseases staff to present pertinent information on current and emerging infectious 
disease problems. This course is specifically designed for primary care physicians, infectious 
disease specialists, nurses, physician assistants, nurse practitioners, pharmacists, microbiologists, 
and other health professionals involved with or interested in the epidemiology, diagnosis, and 
treatment of infectious diseases. It will also be of interest to health care professionals involved in 
the prevention and control of infectious diseases, such as federal, state, and local public health 
officials. Course participants should have a knowledge of or interest in infectious diseases. 

Continuing Education: 
This course has been approved to offer continuing medical education credits, AAFP prescribed 
credits, continuing education for nurses, and continuing pharmacy credits 

For more information, including detailed program outline and registration, please visit 
http ://www.nfid.org/conferences/idcourse05/ 



MIEC 

We have the experience, the know-how and the modvatloo to 
a safe path. From MIEC's very beginning, our first and ODiy ..... ~ 
always been to protect you, our doctor-owners, and give JOU a 
malpractice insurance. We were the West's first doctcJr:·.awDfld coa•w 
1975, charting new territory at a time when big, c:ommerdal CCIII.,..fJI 

were saying no to medical malpractice Insurance. Tbere 
There are still unknowns today. 

But one thing ls for certain. MIEC bas stood the test of time. 
financially secure source of malpractice lnsuranc:e, and our DbJIIdiDGIDIII 
still come first, rain or shine. You know that you are belding In the 
direction with MIEC. 

Medical iDiaraoce bchtnfe of Callfonda 
6250 Claremont Avenue, Oakland. CallfornJa 94618 
Hawaii dlb8l oOk.e: 1360 South BeretanJa Street, Jkmhm, 
800-227-4527 www.mlec.com 

96814 


