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KN-1

-+ %8 — : Public Health in a Global World

EEBA ! Pierre Buekens, MD, MPH, PhD (W.H. Watkins Professor and Dean Tulane
School of Public Health and Tropical Medicine)

The Institute of Medicine (1997) defines
Global Health as the “health problems, issues, and
concerns that transcend national boundaries, may be
influenced by circumstances or experiences in other
countries, and are best addressed by cooperative
actions and solutions.”

Global Health is thus a broader concept
than “International Health.” Global Health refers
not only to health issues that are relevant in less

developed countries, but focuses on health problems

that pertain to the health of people around the world.
Globalization of the economy, degradation of
the environment, acculturation, the demographic
transition, the epidemiologic transition, and the
nutritional transition are converging forces making
most health problems global. Examples of major
Global Health issues are emerging infectious
diseases, increasing exposure to natural disasters,
the obesity epidemics, and overuse of medical

interventions.

Public Health in a Global World

P. Buekens, MD, PhD

Tulane University
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Global Health: Definition Global Health Issues
“Health problems, issues, and concerns that
transcend national boundar.ies, anfi may be Health issues of major significance in both
best addressed by cooperative actions.” “industrialized” and “developing countries™

“America’s Vital Interest in
Global Health™
Institute of Medicine (IOM), 1997

Share of Total US Family Income Going

Global Health: Background to Rich and Poor Families, 1970-2000

« Increasing inequalities

15

+ Demographic transition
. . . .. 20 -~ Poorest 40% families
* Epidemiologic transition
%

= Nutritional transition T

s ——

* Emerging infectious diseases

+ Environmental degradation )

] T T T T

« Inappropriate use of medical interventions
1970 1975 1980 1985 1990 1995 2000

US Census Bureau

Gini Coefficient Global Health: Background

World Without China and India

+ Increasing inequalities

" * Demographic transition
+ Epidemiologic transition
051 * Nutritional transition
+ Emerging infectious diseases
* Environmental degradation
045

: . . Lo .
1080 1990 2000 Inappropriate use of medical interventions

United Nations, 2005
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\

FAOQ, 2001

Global Health: Background

Increasing inequalities
Demographic transition
Epidemiologic transition

Nutritional transition
Emerging infectious diseases
Environmental degradation

Inappropriate use of medical interventions

Deaths by Cause
Mexico, 1950-2010

/’“

-+ [nfectious
- diseases

— V ——Chronic diseases

_///\_\\ and violence

1950 1980 1970 1980 1980 2000 2010

&
caB88888388

Bobadilla et al., 1993

.

L]

Global Health: Background

Increasing inequalities
Demographic transition
Epidemiologic transition
Nutritional transition

Emerging infectious diseases
Environmental degradation
Inappropriate use of medical interventions

From Traditional to Modern.....
Marketing of Food

Percentage

25

Obesity Trends Among Adults in Selected Countries
(the annual percentage point increase in prevalence)

| 25<=BMI<30 M Male
F Female
1 BMI=30

s B BMI>=25
I om ] 03
" L 2% oM
! - LF
fied am ['_J X | ok —]
CEE o g o Lm
| _ oo fow om d
M E F M F M F M F M F
United States. Mengo Brazil Moroeeo Thaand China
1896-2000 1899 1698-97 1968-90 1996 1967
GNP 3840 GNP 4530 GNP 1240 GNP 2180 GNP TS0

Source: Popkin (2002) Pub Heaih Mulr. 5 83103
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Global Health: Background

Increasing inequalities
Demographic transition
Epidemiologic transition
Nutritional transition

Emerging infectious diseases

Environmental degradation
Inappropriate use of medical interventions

Risk of Malaria Transmission
2020 vs. 1961-90

Epstein, 2000

Global Health: Background

Increasing inequalities
Demographic transition
Epidemiologic transition
Nutritional transition
Emerging infectious diseases
Environmental degradation

Inappropriate use of medical interventions

Global Health: Background

Increasing inequalities

Demographic transition

Epidemiologic transition

Nutritional transition

Emerging infectious diseases
Environmental degradation

Inappropriate use of medical interventions

Cesarean Sections

* >15%: Not justified
* Minimum = 5%

Dumont et al., 2001
UNICEF, UNFPA, WHO, 1997
WHO, 1985
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C. Sections in the Americas A Global Approach
o 40
35 Domestic
w.
25
201
— 154
10
5
International

Evidence-Based Global Health

* An evidence-based
approach
— Developing effective
interventions, using
data from randomized
controlled trials and
t other scientific studies
“Public I + A global approach
Health St it — Linking domestic and
inPerut = _ : ek
international activities

www.ebgh.org

Tulane
University

CENTER FOR
EVIDENCE-BASED
GLOBAL HEALTH

www.ebgh.org
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7 = : Genetics and Public Health

ZEFEA : Terri H. Beaty, PhD
Department of Epidemiology Bloomberg School of Public Health Johns Hopkins University

There is an important role for genetics in
public health since genetic diseases collectively
represent a major public health burden. The
burden of Mendelian diseases can be modified
through population-wide screening and intervention
programs under the right circumstances, as
exemplified by the thalassemias in Mediterranean
countries. However, multifactorial or complex
diseases (where genes and environmental risk
factors are both important in the etiology) create an

even greater public health burden and pose stiffer

challenges. Genetic epidemiology focuses largely

on complex diseases (including common diseases
such as diabetes, asthma, heart disease, etc.)
and must therefore deal with issues of etiologic
heterogeneity, where multiple genes and various
environments (plus their interactions) control risk
to disease. While technological advances now
make large scale, genome wide association studies
feasible, many challenges remain in implementing
such studies and in interpreting their results. Today’
s genome wide association studies represent a step

along the pathway of discovery, but they are not the

end of the journey.

aix BLOOMBE P\G

Genetics and Public Health

T.H. Beaty, PhD
Department of Epidemiology
Bloomberg School of Public Health
Johns Hopkins University

Taiwan Public Health Association
October 6-7, 2007
Taichung, Taiwan

JOHNS HOPKINS

SCHOOL o PUBLIC HEALT
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Burden of Genetic Disease

« At the beginning of 20" century,

— Infant mortality in US was about 150/1000 live births
« About 5 of these deaths were due to genetic diseases
(Mendelian & multifactorial)
+ 3% of deaths attributable to genetic factors
+ At the beginning of 215t century,
— Infant mortality in US is about 12-15/1000 live births
— ~90% reduction (mostly due to reducing infectious
disease & better nutrition)
« Still about 5 deaths per 1000 due to genetic diseases
+ 33-40% of deaths attributable to genetic factors
<+ As other factors are controlled, genetic factors
become a greater public health burden

Public health burden of
Mendelian diseases

Individually rare, collectively common

Major financial burden for society & for families
Specific Mendelian diseases vary considerably
among racial/ethnic groups

Mendelian diseases offer unique opportunities
for intervention through

— Screening at-risk couples or individuals

— Counseling and early treatment

The opportunity for reducing disease exists, but
intervention strategies raise important issues of
ethics & effectiveness

Example of success: Thalassemia

» Thalassemias: heterogeneous group of
hemoglobinopathies caused by mutations in
globin genes
— P globin (=200 different mutations)

— o globin (>80 different mutations)
— Phenotype is severe anemia in homozygotes

» Heterozygote frequencies in population can
be very high due to selective pressure

— Heterozygotes have selective advantage in
presence of malaria

Fig. 3, Global distributi

of &t and 3 thal i

Weatherall
& Clegg
2001, Bull
WHO
79:704-
711

m o and [1 thalassaemia

Heterozygote frequencies for
thalassemias

Frequencies of all Population B-thal ot-thal

mutations combined. ; _1qo, o

In reality, distribution Sardina 11-19% [12%

tends to be very Greece 6-19% |8%

paley’ winashge  [oyprs 15-17% | 14%

dominating within a Turkey 1-11% |3%

stable population or

ethnic group Laos 6% 40%
Vietnam 0-4% |6%
China (south) | 2% 3-15%
Indonesia 0-11% |1-13%

B-thalassemia in Mediterranean countries

Carrier frequency: 18% in Sardina,16% in Cyprus
Prenatal diagnosis programs began in the 1970’s
Effective screening programs require health education
& community involvement

— Schools & churches were instrumental

Over the years, birth rate of B-thal homozygotes has
been reduced by ~95%

Public health burden remains large in developing
countries of Middle East, South Asia & SE Asia,
however.
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Financial burden of genetic & partially

genetic diseases in the US

+ McCandless et al (2004) Am J Hum Genet 74:121-127,
— Reviewed records for 98% of pediatric admissions in
Cleveland
+ Classified disease as
— |. Underlying condition with strong genetic basis
+ Single gene/chromosomal (CF, sickle cell, trisomy, etc)
+ Multifactorial/polygenic (birth defect w/ major genetic component)
+ Heterogeneous but often genetic (mental retardation, epilepsy)
— |I. Birth defects without known genetic basis
— lIl. Acquired disorder with genetic predisposition (asthma,
diabetes, cancer)
— V. Acquired disorder without genetic predisposition (brain
injury, etc.)
— V. No pre-existing chronic condition (trauma, infection, etc.)

Financial burden (cont'd)

« >5000 admission records

reviewed ooyt

- 34% were Category | ...
(clearly geneticy "™

— 37% were Category |l
(genelic predisposition)

- 27% were CategoryV _ .~~~
(clearly not genetic)

+ >2/3 of all admissions
were genetic to some e -
degree

+ 80% of medical costs fell " ?
into patients in these
genetic categories

“Big Picture”:
How does
genetics fit into
public health?

Public Health Genetics

* Mendelian diseases collectively represent a
major public health burden
— Screening entire populations can identify “high risk”
individuals
+ Screening creates opportunity for prevention/intervention
» Effectiveness depends on acceptance by population
— Newborn screening for Mendelian diseases has
been widespread in US since 1960's
+ Screening for complex diseases will be more
demanding, however
— Estimated risk given genotype must still be
validated
» Depends on results of ongoing research

Public Health Genetics & Genetic
Epidemiology: Related but distinct

* Public Health Genetics is an application of
genetic knowledge to improve public health

— Deals with both Mendelian & ‘complex’ or
‘multifactorial’ diseases

— Opportunity for intervention is clearer for Mendelian
diseases

— Public health genetics is part of public health practice
« Genetic Epidemiology is an area of scientific
research to identify genes controlling risk to
‘complex’ or ‘multifactorial’ diseases
— Where both genes & environmental factors are
important in the etiology of disease
« Related, but distinct, areas of scientific endeavor

Public Health Genetics: Genetic Epidemiology

Application <: Research

)

- 52 -




FEEHE:

AR - RIgHEME—

Interesting series of differing
viewpoints INT J EPIDEM 2006

Buchanan et al (2006) INT J EPIDEM 35:562-571
— “Dissecting complex disease: the quest for Philosopher's
Stone?”
+ Lapis philosophorum (alchemist's mythical mineral that could turn
base metals like lead into gold)
= Are our current study designs sufficient for complex diseases?

« Wil ever larger numbers of markers (e.g. genome wide arrays of
=500,000 SNPs) on ever larger samples give clear answers for
complex diseases?

+ 6 different response articles discussing the
strengths & limitations of genetic epidemiology

— No single answer, but better appreciation of the daunting
challenge ahead

— Are current study designs appropriate?

= Multiple causal

+ Complex
« Multiple layers

* Environmental \

+ Heterogeneity
+ Intermediate

Complex dlseﬁses are compllcated
Hyper-
(thwaéeml oD

genes |1 I

physiologic ) :
systems B)e-t 1 : sl -

of interaction R
(GXE & GxG)

risk factors

phenotypes L
may help ot

ﬂgﬁ_@epausa;; n'gsa - .. .-

Bigmre § s R g P

Translating findings from Genetic
Epidemiology to Public Health is not easy

+ Complex diseases have complex etiology
- Itis not 1 gene > 1 disease but many genes - 1 disease
- Environmental risk factors are also important
- GxE & GxG interactions are likely
+ Epidemiology is an observational science
— We infer causality using various study designs
— Often relying on consistency across studies
« Consistency is elusive
+ Inferences about causality are tentative
« Statistical models estimate average effects
- Does a 50% increase in risk reflect
» Uniform increase is risk?
+ Complete probability in a subset & no risk in the remainder?
+ A stochastic process?

Criteria for building scientific inferences
from genetic association studies

1.  Effect size
Small (RR=<2) C_Thsse_ will beourrlrnon i
Moderate (2<RR<5)

Large (RR>5) <These will be r rarg >
2 Amount & consistency of evidence I
alngle or Ia;&w ?II.IUIGS {:v;r;:ar S Curse’ 1/5'tudles across DODU]GUORS
eta-analysis of groupe a
Inclusive network/consorium studies Mggg_ra_nfeﬁﬁrggfgﬁj
3 Protection from bias s =l
Clear bias in data collection .~ Does study design permit broad - “)
Uncertain potential for bias ‘H-_hmferenw \Mihln a popurauan =
Clear profection from biased sampling
4 Biological credibility Clrength of bnndog:cal
Mo evidecne of I’:lncllonal el’lel:l aevidence depends
Limited or iological effect
it ” e
5. Relevance — —

Mo clinical or public health applications 6_ ider how information will be
Limited clinical or public health applications———

Considerable clinical or public health appllcallons

7

Large scale association studies
require careful design

Clearly identify your population of reference

— Cases should be a representative sample of affecteds

— Controls should be a representative sample of unaffecteds
from same base population

Describe your sampling scheme

— Ascertainment of cases, including inclusion/exclusion
criteria

* Minimizing phenotypic heterogeneity will (hopefully) minimize
genetic heterogeneity

— Phenotyping of controls: you have to choose
+ At-risk but unaffected controls
+ “Super-controls”
« Population based controls, unphenotyped

Match controls by population!

Genome wide association studies
(GWAS) are in fashion

Almost 20 different studies published to date
+ Number of SNPs 100,000-500,000
+ Sample sizes 100-2000 cases plus controls
+ Complex diseases include:
Age related macular degeneration (AMD)

= Klein et al,, 2005; Dewan el al 2006
Inflammatory bowel disease (IBD)

= Duerr et al 2008

Type 2 diabetes mellitus (T2DM)
+ Sladek et al 2007; Scott er al. 2007; Zeggini et al 2007; Diabetes Genet Initi. 2007

Breast cancer (Easton et al., 2007)
Prostate cancer (veager et al., 2007)

Coronary heart disease (CHD)
+ Ozaki et al. 2002; Samini et al 2007

HIV (Feliay et al., 2007)
Mixtures (Wellcome Trust, 2007)
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GWAS have:

Identified new causal genes

— CFH for dry AMD (Klein et al., 2005)

Confirmed genes found with linkage

— NOD2 for IBD & HLA-DRB1 for T1DM (wWellicome Trust, 2007)

Revealed signals can occur outside coding regions

— Marker near INSIG2 for BMI (Hebert et al., EOOG)C; Arethese
. ) gulatory regions?]

— Intronic SNPs in FGFR2 for breast cancer (Easton etar., zu07)

Identified new genetic ‘risk factors’
— Genes with modest effects (4 European studies of T2DM)
— How do we best proceed with OR~1.2?

Any large scale genetic study must consider

« Bias in study design
— Sample size, study design & phenotyping remain critical

+ Interpretation of large number of tests
— How to distinguish between false positive & true positive?

+ Meta-analyses will be needed across many studies,
especially for small effect sizes (OR~1.2)

» Genome wide association studies are unbiased
with respect to genetic markers but they are
hypothesis generating not hypothesis testing

++ Genome wide association studies represent a step
along the path to discovery, not the beginning and
not the end of genetic epidemiology
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F8 = : Application of Genetic Epidemiology: Public Health Perspectives

ZEEBA  Dr. Dani Fallin (Department of Epidemiology Johns Hopkins Bloomberg
School of Public Health, Assistant Professor)

The field of genetic epidemiology has many
applications that contribute to public health in
important ways. First, identification of genes
related to human disease has provided unique
insight into the pathogenic mechanisms of disease
allowing for new avenues of targeted therapy.
Second, genetic associations with biomarkers,
disease, and treatment response are driving towards
personalized medicine where individuals can be

given specific risk profiles and recommendation for

prevention or treatment options. Third, the interplay
between genetics and other areas of epidemiology
can improve discovery regarding environments
or behaviors leading to translatable population-
level findings more broadly. These applications are
exciting, and encourage collaborations to create
larger and better samples, to provide increased
genetic, biomarker, and environment measurement,

and to improve analytic tools to interpret them.
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KN-4

F A8 : Public Health Implications of Gene-Environment Interactions

EEFBA : Dr. Kung-Yee Liang (Department of Epidemiology Johns Hopkins
Bloomberg School of Public Health, Assistant Professor)

There is increasing evidence that genetic
effects for complex diseases are modest but maybe
considerably magnified in the presence of triggering
factors such as life styles. While this notion of
gene-environment interaction has been reasonably
recognized, the amount of attentions that have been
devoted to this particular aspect is considerably

less.

In this talk, we look at this issue from several
angles with focuses on its historical development,
public health implications and challenges ahead.
One particular message to be conveyed is the need
to have cohesive interdisciplinary collaborations
with experts from basic, clinical, epidemiological,
environmental health to health policy areas

involved.

Public Health Implications of
Gene-Environment Interactions

Kung-Yee Liang
Department of Biostatistics
Bloomberg school of Public Health
Johns Hopkins University

2007 Annual Meeting of Taiwan Public Health Association
October 6, 2007
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Outline Monogenic Diseases

* Precursors of GXE interactions
+ Why study GxE interactions?

» Challenges for better understanding GxE
interactions

+ Discussions

Many monogenic diseases (e.g., cystic
fibrosis, Huntington’s disease ) have been
identified in the past centuries

+ High penetrance, i.e., risk of individuals
carrying the gene is relatively high

High relative risk

Low allele frequency

Attributable risk* is by and large low

*proportion of the disease explained by the gene

Complex Diseases

Unlike monogenic diseases, many complex
diseases (cancers, CVD, asthma,
psychiatric disorders, etc.) are complicated
in nature

« Gene-gene interactions

+ Gene-environment (GxE) interactions
+ Genetic heterogeneity

« Imprinting (parent-of-origin effect)

What Do We Mean by GxE Interaction?

The interplay of heredity and environment
leading to the occurrence of the disease
» Disease manifestation of genotype
depends on envircnment
— A mutation may have a modest effect on risk
among non-smokers but a major effect on
smokers
+ Genetic variation alters human responses
to environmental exposure
— Foreign chemicals cause damage in some but
not all exposed individuals

Precursors of GXE Interactions

... the influences of diet and diseases might
mask some of the inborn errors of
metabolism ..., idiosyncrasies as regards
drugs were presumably due to inherited
differences.”

Garrod (1902) Lancet

Field of Pharmacogenetics

“... Genetically conditioned drug reactions not only
are of practical significance, but may be
considered pertinent models for demonstrating
the interaction of heredity and environment in
the pathogenesis of disease.”

Motulsky (1957) JAMA
» Adverse drug effect
— G6PDxprimaquine — hemolysis

» Lack of therapeutic effect
Goldstein et al. (2003) Nature Rev Genet
Meyer (2004) Nat Rev Genet
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Expansion to Ecogenetics

Such concept that genetic variations would
be expected to affect response to drugs
was extended to any kind of environmental
agent in the early 70s

Brewer (1971) Am J Hum Genet

Gene-Environment Interactions: Fundamentals of
Ecogenetics (2006) edited by Costa and Eaton

Why Study GxE Interactions?

+ Better understanding of disease
mechanisms

» Avoiding masking of genetic effects
* Public health implications

Hunter (2005) Nat Rev Genet

Understand Disease Mechanisms

+ DNA variation that explains variability in risk
due to environmental triggers can identify or
confirm biological pathway

» Epigenetic modifications maybe particularly
susceptible to environment and may
therefore be the mechanism of risk

Understand Disease Mechanisms
(con’t)

Biological implications

» Recent studies suggest obesity influences
association between ET-1/Lys198Asn
polymorphism and blood pressure level

» This led to suggestion that obesity may
enhance expression of the ET-1 gene
through up-regulation by insulin

Tiret et al. (1999) Hypertension

Compromise in Detecting Genetic
Effects

Ignoring GxE could obscure effects of genes
Two types of interactions:
» Quantitative interactions
— Effects of genes on disease risk are the same
direction (e.g., both positive associations)
+ Qualitative interactions

— Effects of genes on disease risk have different
directions (e.g. positive association for exposed
individuals and negative association for un-
exposed individuals)

Impact of Ignoring GXE Interactions

3
(con’t)
E E E E
D 25 75 100 10 90 100
D 20 180 200 50 150 200
G G
GxE OR

Considered 3.0 13
ignored 1.0 1.0
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Public Health Implications

It is well documented that risk of coronary
heart disease (CHD) is
+ Similar among non-smokers of all APOE

genotypes

« Considerably higher among smokers who carry
e4 allele than those carrying only the e2 or €3

alleles

« Lowered to the level of non-smokers for men
carrying e-4 allele but quit smoking

Talmud (2004) Proc Nutr Soc and references therein

Public Health Implications (con’t)

What are the public health implications of
this particular finding?

» By emphasizing the reduced risk in never-
smokers and ex-smokers, it helps to
promote the idea of smoking-cessation

* It helps to identify “high risk” group for
intervention

— Risk is particularly elevated for smokers who
carry e-4 allele

Many Other GxE Examples
Exposure Gene Outcome Ref.
Acrylamide CYP2E1, GSTT1, Acrylamide Boettcher et al
GSTM1 metabolism
Smoking AhR Lung cancer Kim et al
Sun, Arsenic XPD Skin lesions McCarty et al
Arsenic In GSTM1, GSTT1 Urine arsenic Kile et al
Drinking Water metabolites
Disinfection GSTT1, GSTZ1 Bladder cancer Cantor et al
Byproducts
Lead VDR Birth weight Ettinger et al
Lead ALAD Psychiatric Rajan, et al
problems
Farm Milk CD14 Allergic disease Bieli et al

SpvE——— Y )

YA

Challenges Ahead

* Precision of envircnmental measurements
» Design consideration
+ Setting priorities for interventions

Precision of Environmental measures

Well-documented environmental variables (e.g.,
dietary fat, smoking, alcohol consumption,

exercise level) are difficult to measure

+ Assessed by questionnaire and subject to under-

reporting (e.g., alcohol consumption) or over-reporting
(e.g. exercise)
— Statistical power compromises

« Well validated biomarkers needed

Schwartz (2006) J Exop Sci Environ Epidemiol

Schwartz (2006) Chem Res Toxicol

Design Considerations

Many studies were not designed to study GxE
interactions
« Inadequate statistical power
— Four times the sample size needed
— False negative
Some issues:
« Retrospective vs prospective
» Family-based vs population-based
« Matching on environmental variable(s) or not?
+ Meta analysis
» Multiplicative vs additive
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Statistical Interaction (con’t)

S

G

G

True phenomenon Risk

Model assumed Additive Multiplicative
Conclusion No interaction GxE interaction

Statistical Interaction (con’t)

=

Multiplicative

G

G
True phenomenon  -09 Risk

Model assumed Additive

Conclusion GxE Interaction No interaction

Setting Priorities for Interventions

Unlike monogenic diseases, most of
susceptibility genes for complex diseases

+ Low in overall relative risk

+ High(er) in allele frequency

» Substantial modification for environmental effects

Attributable risk (proportion of the disease explained
by joint effect) maybe used to set priority for

+ Designing new preventive (or therapeutic)
strategies

+ Offering tailored preventive advice

Summary

Understanding GxE interactions for complex
diseases is important/relevant for

+ Basic science

+ Clinical

+ Public health

Challenges remained to achieve this goal

+ Cohesive interdisciplinary collaboration is needed

» Collection of environmental (and clinical) variables
needs carefully thought out in advance

Summary (con’t)

Other societal implications:

« Ethical

* Legal

+ Social and psychological
ELSI

Drawing balance between utilization of
research findings and potential societal
impacts is paramount and challenging
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FA8 & : Association in the post genome-wide association era

ZEEBA ! Dr. Chen-Yang Shen (h REF R P EM F AT REFARAAHARTE)

ASSOCIAITON
in the Post Genome-Wide
Association era

Chen-Yang Shen, Ph.D.

Research Fellow and Professor
Institute of Biomedical Sciences
Academia Sinica
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ASSOCIAITON

LOSS-OF-FUNCTION

GAIN-OF-FUNCTION

Contaminated water-supply

g

Diarrhoea (Cholera )

Association Study (Cohort Study) Cohort

(\ NI+NO

Exposed (N1) Non-exposed (NO)

Disease A B
Non-disease C D
N1 NO

A/N1 = B/NOD ?

Relative Risk (RR)= A/N1/ B/NO =1

% Altvn

60
40
20
0 1971-1991
et
40 55 70 a5 100
Age (years)

Beasley RP, Hwang LY, Lin CC, Chien CS.

Hepatocellular carcinoma and
hepatitis B virus. A
prospective study of 22 707

men in Taiwan.
Lancet. 1981;318:1129-33.

HBVsAg(+) HBVsAg(s)
Hce A B
No HCC| € D

NA NO

RR=1158/100 000 / 5/100 000 =233

Association Study (Cohort Study) Cehort

(\ NI+NO

Exposed (N1) Non-exposed (NO)

Disease A B
Non-disease C D
N1 NO

A/N1 = B/NOD ?

Relative Risk (RR)= A/N1 / B/NO =1

Cohort Study for chronic disease, a long period of follow-up
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Association Study (Case-Control study)
Odds ratio in a CS/CN can be used to estimate RR in a cohort study

Exposed Non-exposed

Disease a b
(case)

Non-disease

(control) (’ €
~ N1

h
Exposure odd of case, a/b
Exposure odd of control, ¢/d

ﬁd
.

NO

Odds Ratio = a/b / ¢/d >1
Controls are used to represent the Cohort from which the
Cases derive. If the controls are well sampled,
¢/d can estimate N1/NO, ¢/d = NI/NO
so0 Odds Ratio, a/b / ¢/d = a/b/N1/NO = a/N1/b/N0=RR

Yang PS, Yang TL, Liu CL, Wu CW, Shen CY
A case-control study of breast cancer in Taiwan

--a low-incidence area.
Br J Cancer. 1997,75:752-6

0 1 2 3

5 - 12 a0R

Family history
of breast CA

History of benign
breast disease

Menarche <13

No. of full-term he
Pregnancy

Body mass index
>=25 vs <25

Association Study

Epidemiology
(Risk factor)
1> 4 Non o
Case Disease A B
Control
Non-
Disease ( ¢ ( o

Association Study

Molecular Epidemiology
(Genetic susceptibility)

Variant Wild-type
Case Disease A B
Control
Non-
Disease ( € (’ b

el
{ 'l

Variant Wild- type ona
Case Disease A B
Control
Non-
c
Disease o

Statistical modeling to
adjust other risk factors
et B Xy By A B

h AD/BC =0dds ratio > 1
)= ——

The most subtle genetic variant
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Breast Cancer Risk Associated with Genotypic Polymorphism of the

al.28 no.8 pp. 774-1779. 2007

Nonk logous End-Joining Genes: A Multigenic Study on o T — e ™ poegrany Case Coniol Aoz
Cancer Susceptibility' o NHEJ genes o o o oid I 55
o Mo 7 oo —
Ku70, C-61G(rs2267437) . Bt 2 ™ 5 28| ———
é :‘r;:v"‘:"“" Age st FFTP Cass Conol
cc cE &6 § o 01 <28 W om2)
3 EF. ] T4 108 e
o1 28 m 408 —
Br. CA| 192 55 7 il 23 2 o W] fre—
(75.6) (21.7) (2.7) o, of hih-fak :
Mo of FTP  Case Corteol
’s'?"‘ 261 106 12 w B an smoel
Isease| (68.9) (27.9) (3.2) B i M | e
BRCA1 genotype 23 <2 u W ——
P=0.03 Fu et al., Cancer Res, 2003; Bau et al., Cancer Res 2004;
Cheng et al., Int J Cancer 2005; Hsu et al., CEBP 2007
Tumorigenic Role of Estrogen & DSBR e L e _
during Bl‘east cancer Development A bibliometric analysis of scientific p in cancer
T
EsTrogenI s1flo
s ilils
Free radicals' . .
mutator phenotype 2y i
DNA  DSBsf == Breast ; '
e Tumorigenesis
s 8 .
DSB checkpoint/repair ({10 |
(polymorphism, PG RA o
aberrant expression) o+
The overall performance of Taiwanese papers in
cancer molecular epidemiology ranks the 6th in
the world, but the mIF is decreasing.
Candidate gene approach vs. & -wide scr g
B
SNP-Vt SNP-Wt
Case Disease| A B
Control
MNon- Cc D
Disease|
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Rising ta the top. bn a genome-wide association study fef type 2 diabetes, 386,731
shown here by chromesome, pop up. Those abowe the higher line apjasd1e’
associated with disease.

¢ signiticantly

Genome-wide association study of 14,000
cases of seven common diseases and

3,000 shared controls nature Vol 447)7 June 2007

Affymetrix
GeneChip 500K
Mapping Array

Selected Genome-Wide Scan Results

DISEASE PUBLICATION ShPLE ST e o8 APFROTIMATE ICEEASED

DATE VARLAATS FOUNG: RiSK FOA HOMOTFGOTES"
Macuslar 2005 1700 1 new gene A00A% to 600%:
degeneratian
Inflammatory 2006 4500 1 new gene 120%
bowel disease
Prostate cancer 2007 17,500 2 variants fn same  123%

segion (1 new)

Obesity 2007 38,700 1new ger 67%
Type 2 diabetes 2007 32.500 9 varlants (3 pew)  B0%
Heart disease 2007 4L600 1 new variant 25% to 40%
* Cases and controls inchading replicates ! Far highest risk variant

11 MAY 2007 VOL 316 SCIENCE

Association in the post genome-
wide association era

Large sample size
Independent replicated study

natare vol 44728 June 2007|

ARTICLES

Genome-wide association study identifies
breast cancer susceptibility loci

Candidate gene approach vs. -wide scr ing

s
| SNP-Vt  SNP-Wt

Case Br. CA| A B
C
ontrol Non-
, c D
Disease

nature Vol 447|28 June 2007|

Genome-wide association study identifies
breast cancer susceptibility loci
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NAMITE Vol 447|28 June 2007

Genome-wide association study identifies
breast cancer susceptibility loci

408 familial Br CA/400 CN
266,722 SNPs

. !

3990 European Br CA/3916 CN
12,711 SNPs

. B

22,714 Euro+Asian Br CA/23,369 CN
31SNPs

P=0.01

P=0.00002

6 SNPs

rs2981582

HomOR

HetOR

Easlon et al, Nalure 2007

Association in the post genome-
wide association era

Large sample size

Independent replicated study

(under-power and inadequate sample
size in the initial screening)

PRnSTSeTRR——Y

Genome-wide association study identifies

N

AAR
ﬁ R ‘t K 33:!701f;l£::an Br CA/3916 CN
‘ ,I( R ,t F. .l -Ptﬂ.GDtJO?
K K R ﬁ ﬁ ﬁ gfg’;::umlslan Br CA/23,369 CN
;R K ﬂ K 6 SNPs

Association in the post genome-
wide association era

Large sample size

Independent replicated study

(Not all GWA results replicate
consistently)

Association in the post genome-
wide association era

Large sample size
Independent replicated study

Population stratification
LD (among SNPs in haplotype block)

— 66 —




FETHE - AF - RBHETE

\
/\
B
HF
i
v
e

n

Confounding
Exposure of Interest

s

True Risk Factor =———p Disease

Population Stratification

Ethnicity <= Genotype of Interest

7

—p  Disease

P

True Risk Factor

" 1 Basmatical Science (061 11459 498 259

A comparison of major histocompatibility complex SNPs in Han Chinese
residing in Taiwan and Caucasians

Hsin-Chou Yang', Chien-Hsin Lin®, Chia-Ling Hsu', \I.u. -Iu Hung', Jer-Yuun Wu',
Wen-Harn Pan'. Yuan-Tsong Chen' & Cathy 8. J. Fann'**

How genetically heterogenous or homogenous
is it in the Taiwan’s Han Chinese?

Are genetic differences among the three major
ethnic subgroups, Minnan, Hakka and

Mainlanders in Taiwan significant?

Do Taiwanese subpopulations result in the
possibility of spurious association caused
by ignoring population stratification?

";;1-' ’\" V . V ? O -v.-._v Minnan

LD Map and .vvvv???-_P-H“

Haplotype Block . Gl

of the MHC SNPs * ’c" ""V “v"; X
in Han Chinese .. 'FW ? P e Taivan's

in Taiwan and 3 wd 7 =, Han Chinese

> _v' Mainlander

Caucasians 37 Wﬁ' y "V v Y Cacasian
[185 SNPs, 3.96 Mb, ;i <
6p21.3] E P T oy G T
i ¢ AN  Minnan
e 2 a.v- . -?ov :-‘v, v, L
FEROOT YT T Mainlander
La' A gl T A B
Yang et al., Y ]
J Biomed Sci 2006 . L

el of B Suenee 12006 13235 495 489
l)(\l [t 0T

A comparison of major histocompatibility complex SNPs in Han Chinese
residing in ‘[aiwan and Caucasians

Hsin-Chou Yang'. Chien-Hsin Lin", Chiu-Ling Hsu'. Shugn-lu Hung'. Jer-Yuan Wu',
Wen-larn Pan'. Yuan-Tsong Chen' & Cathy 8. ). Jann' >

Taiwan’s Han Chinese differ drastically in genotypic
information compared with Caucasians but are
relatively homogenous among the three major ethnic

subgroups, Minnan, Hakka and Mainlanders. The high
homogeneity among the Taiwanese subpopulations
mitigates the possibility of spurious association caused
by ignoring population stratification.

Association in the post genome-
wide association era

Large sample size
Independent replicated study

Population stratification
LD (among SNPs in haplotype block)

In general, the LD is weaker in
Asian populations, providing

greater power to resolve the
causal variant.
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Where and what is the causal variant
linked to rs29815827?

The LD is weaker in Asian populations, providing

greater power to resolve the causal variant
Easton et al., Nature 2007

Where and what is the causal variant?

rs10736303

Supplementury table T, Samsmary b ratios fis e |4 SNPS typed in She line-scale mapping pesotypieg of the FGFRZ ks

peinend | Homeposs
est*

o g HEEY
§OHEES
oeg f G ph a0 s ioh i g onfie et bl iV
v it Mo an oo sk el A |
il Mo hooa WM bbb o) ol
A QM La ab WAk 4 L Bt A S04
i L bl 11— W Y V|
o ¥ i1

rs10736303 is within sequences conserved
across all placental mammals, and the
disease associated allele of rs10736303
generates a putative ER-binding site.

Easton et al., Nature 2007

BARD1 IGF
CEU WEVEET g
2 N
ciB WWEET "oy e
\A:{}g"' '\\\\\’\‘\‘Y’
cCND2 Chk1 E2F5 VEGF
CIRNETT N\, K\ 4 o
> s b
. 7
CHB + " SEYY g , e L% g Lvas @
SUASRRCE

BRCA2 BRIP1 RB apc
- Y W WY
o TR w7 '.';:.i*;\%" N

Emsy MoM2 EGF coKs
cEu “\V hid w e oS
cHB "'\%V b A

XRCC2 RADS1 XRCC3 Chk2

CEU '\9,”

cHe ¥ oYy
P &

The Strengths of conducting molecular
epidemiological study in Taiwan

The high homogeneity among the
Taiwanese subpopulations mitigates
the possibility of spurious association
caused by ignoring population
stratification.

In general, the LD is weaker in Asian
populations, providing greater power
to resolve the causal variant.
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. e Association in the post genome-
wide association era

wide association era

Large sample size

Independent replicated study Large sample size

Independent replicated study

Population stratification Population stratification

LD (among SNPs in haplotype block) LD {(among SNPs in haplotype block)
LD: the best association that has been
found so far might not represent the
causal variant(s).
Identification of causal variants by
resequencing and definition of the
variant with functional evidence.

Candidate genes are not identified
Unexpected genes are identified

NAMLE Vol 447|28 June 2007| CDKALT, cm(s regulatory-subunit-associated protein 1-like 1;

CDKN2, Y ki ibitor 2A;
A RT ‘ C I_ E S FTO, fat mass and nbefu:;‘a::so |amd
HHEX-IDE, b ietically b £ grading
nIyme;
Genome-wide association study identifies IGF2BP2 .”,.M’.'...‘ like growth factor 2 mRNA-binding protein 2
g ope . KCNJ11, P y fying ily J, member 11;

breast cancer susceptibility loci PPARG, peroxi i receptor-g gene;

TCF7LZ, transcription faclur T-like 2 (T-cell specific, HMG-box).
Fati H H Type 2-OM

Many association studies in breast ] el il Selarics 3007) !

cancer have concentrated on genes in ;

DNA repair and sex hormone synthesis - |

and metabolism to relate to genes in
these pathways. None of the loci we . :
identified had been previously reported in “ i
association studies.

_i_“ plgiman g Two variants on chromosome 17 confer prostate cancer
\ p::::: 4 risk, and the one in TCF2 protects against type 2 diabetes
'\ o couna plrgiimen 3 NATLRE GENEICS Y018 5 ]S MSIK 1 AU i
m.f 2

P
N4

& coea

oy P

Type 2-DM
(Zeggini et al., Science 2007)

Different alleles at the same locus could predispose
to cell outgrowth (of prostate) on the one hand and,
perhaps, cell degeneration or reduced cell turnover of
the R-cell, on the other hand.
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Association in the post genome-wide

association era
Large sample size
Independent replicated study

Population stratification
LD (among SNPs in haplotype block)

Candidate genes are not identified
Unexpected genes are identified

Gene-Gene

Gene-Risk Factor (Environment)
:l Interaction
Pathway-Pathway

Association in the post genome-
wide association era

Much faster and
much more efficient
genotyping/sequencing platforms
have been becoming available
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FiE AR AHRAHERAE - L+ H403M
BUREEREZBRE BRERMERERENE
# o RAIOMBEELRFH(E2.55) iR
RHE - FNAREEXFAEREATRHEZELRAAD
SREBMEREFZZFEEL  URSBEMRE
(polymerase chain reaction, PCR)¥4#&DNA K £ © B
R % F B & & £ B (restriction fragment length
polymorphism, RFLP) 77 AT £ EH A % - 2% %
% 77 % ¥ X 38 B (multiple logistic regression) 17k /&
HEREREARE T2 BIHEM -

BR: AABRETSEAELCAREF%
WAL A 2.0% 8 IR TIMP2 C418G# HGG £
R 2 bt B R R R B YRR R LR KR
R EOR=4.4 (95%CI: 2.0-9.8) » E#4 3t LEEE
& o

#aw o bR K IEBTIMP2 C418GH B % #
Wz FHBEEAM > BHRTIMP2t 35 7 1 &b R &
REH—EERHT -

May  ARELEE EHSREOH

CN-3

FL ~ NQO1/RSULT1 A1V E R S A ELIMFR
B R tBRaE

IWE' ZRE THE iR
BREAZE

' B BEXENEHAEL A
S EY YL Ny SR
P EAABHER LR

Ho : #3t &1LE B (NAD(P)H:quinone
oxidoreductase, NQO1) & % & # #% B (sulfotransferase
1A1, SULT1AT1) 83 B % 7 b S0 R 38 b B2 5% #9 48
4]~i£‘_ o

ik OARH R R E3000 48 R B B 2 ik R E
b B B % R 3004 $ BALE K (199849 A £2005
F12R) RAZeBEHRR-RAFBKRESH
M #FENQO1 XSULTIAIEE £ B - kst - E 3l
s R A BB BREEENE RS

ABEBAREGERESE - UGG 2HEHEX
5] &7 1t 3t /& B 3 e {8 (odds ratio, OR) & 95% 15 # & M
(confidence intervals, CIs) °

HBR AR RBIBANQOINC/TRT/TH R
R E BB E W AR (OR=1.5; 95% CIL: 1.03-2.1);
FHSULTIAIWG/GEER F W B FHEZE N ARNE
(OR=2.0; 95% CI: 1.3-3.2) » & #h 3k 3 % HNQO1 k]
C/TRT/THSULTIA1HG/G# B A& # 4 51 #3.0 K5.0
BHEFARE - A4 WHANQOIWC/TRT/TR
SULT1A1#G/G#: B & & H 8 % 0 fi IR £ (OR=3.7;
95% CI: 1.4-9.7) > A LB HANQOIHC/TRT/TR
SULT1A1WG/G 4 [F & # B 7 B % W] f& it £ (OR=8.6;
95% CI: 2.5-29.7)

o AR AR EHENQOI BSULTIAL Y & F
SHMERE LR ERBEEAR > BATY HA
HFEAHBENAERME -

M4 3K, NQOI, SULTIAL, £ H £ B4, W
i bR
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L ~ CYP1A15Myeloperoxidase ER 2214t
EASMER 2 B8RRI

PR EER
B 145

G BE X SNLIHE RPT
BERR
BEANAEEASH

ETF R IRIEAE

R H% - B 4t B & (myeloperoxidase,
MPO)R 4 & $ B £(CYPIADEH S HUHER
BB ZARNY  REREMATIAZERZEM0
BAZHREUREILEZREMABERMEF BT
BEREZRALFHBREREELFEALTA
HE KBz BINENFHEETHAEHR  HH
WEAEADZEHEERAN - F8 -~ A -~ B
R BEEE #E BEL BEE) L£FFE
BCREHA BE EF BP9  KEEFHE
SWMERE  FHRARESE - KRB A
mRE - RKERBRKRFAIM0ZRRERTRE KX
AERIOZRRERARA M G BEY F A E A
& B o A Rl AR $5E f B(EDTA) W B 2 R fn & 3%
EZHEBRI2NFNLRAARGI0ZA MR - U
3000rpm B o+ 48t 0 S At 3R A BE 0 AR
ERE®RTU20CARMET > D aENDNAETE
B & B mair

MPOCYPIA1EE B & L 24 77 56 i & B2
% # 4 K J&(polymerase chain reaction,PCR) ¥4 & 4% &
EH A B LIRS BRE £ T B B (restriction
fragment length polymorphism, RFLP)ZR 3| =& 3 [ % &
frE > mEARIDEE BRI AERL LR -
BENEITHEEFUEETHRBE

AARABHEHEREG OH  REEEZRK -
KEREAERE  BEFODBW AR -
AEeWMELELBRG AR  HREREEX B
e BRE LB AR - FAMPOEE A # 2 &
R HELBNER  EREAGZEER X
SHEEERRAGRWANRKRAT - #HMPOE
ERSEXemELTOD BN AR - HAEE4T

CYPIAIEFH 2B BRBEEFHEEBRT -
MegF : S - K - Myeloperoxidase
CYPIAL ~ £FH # F#

CN-5

The association between glucose tolerance

and pregnancy outcome

Hsiao-Jui Wei'?, Chian-Mey Liaw’,

Guan-Lin Lai*, Han-Sun Chiang]’3,

and Ching-Ying Yeh'

" Graduate Institute of Medical Science, Taipei
Medical University, Taipei, Taiwan

? Infertility Center, Taiwan Adventist Hospital, Taipei,
Taiwan

* Department of Urology, Taipei Medical University
Hospital, Taipei, Taiwan

* School of Public Health, Taipei Medical University,

Taipei, Taiwan

Objective: To determine the possible relationship
between a 75 gm oral glucose tolerance test and
pregnancy outcome in the first IVF cycle.

Materials and Methods: Between January, 2004
and April, 2006, two hundred and eighty first IVF cycle
patients in Taiwan Adventist Hospital were included
in this prospective study. Before starting the IVF cycle
every patient underwent hormone assay and a 75 gm
oral glucose tolerance evaluation tests. Subjects were
followed until the result of the IVF cycle was known and
stratified by outcomes.

Main Outcomes Measure(s): We analyzed
the relationship between glycemic parameters and
insulin resistance (by OGTT) and IVF pregnancy
outcome. Linear regression between birth weight
and preconception fasting insulin, 2h glucose and 2h
insulin was done. We used the ROC curve of glycemic
parameters for preterm birth and full term birth to
identify the risk factors of preterm birth.

Result(s): There were 120 out of 280 patients who
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conceived after their initial IVF cycle. (pregnancy rate
of 42.9%). 23 out of 120 (19.0%) pregnant patients had
a pregnancy loss. For ongoing pregnancies, 25 of 89
(28%) had varying complications. The most common
pregnancy complications was preterm birth (N=11).
Patients with preterm birth had higher BMI (23.46 vs.
20.97; P=0.017), higher fasting glucose 107.36 vs. 95.14;
P< 0.001) and higher fasting insulin (10.55 vs. 6.20;
P=0.039), higher 2h glucose (120.55 vs. 99.97; P=0.015)
and higher HOMA IR (3.43 vs1.45; P= 0.009) than the
normal full term patients. Linear regression between
birth weight and fasting glucose (R2=0.1187; P=0.02),
and HOMA 1R (R2=0.1297; P=0.02) showed positive
correlation.

Conclusion(s): We suggested that oral glucose
tolerance testing be done (especially in patients with
higher body mass index) before proceeding with IVF
that may help identify groups at high risk and also help
earlier intervention to prevent preterm labor in these
patients.

Key Words: Infertility, OGTT, IGT, DM, preterm

labor

CN-6
SHEEBNBRR S &R
CEEANE TIPS £ S €
EX LS

'L EBRE &N B RBT
P EILBERE W B A
DB LB R I B A RSP

BE : RAEFAEFARBREFTATIRBLREK
BRTRB AR 7 - HELBRBEA
FWATRER -

ik 1 A 19994 32003 4F w1 3 K 2 1B Y 3k B
FEIEERER R ARTISRERBEFLET IR
554 A EH A BEMH1068 o RFF RS A R A
AREEERADEREN  flnEERE  KEE

BT  RREFUREEFTRLY EREHR
mRBEANELE  BHABEAERYE - Fhat
BARMETRZURREFRE  FBRERRS
Mrtg R g e

BR:AMAXIURZTBBNERE  HFFE
T -KaRE BEHAHFELA - LRFLH -
FSH ~ Testosterone X $5 8 B3 H B ZE W% > MEEX
M REEZEARAMN -  MREFAZ 2R
Fé R BBEENEE ATYRTHEESRT LE
¥ £ £ (OR=2.36) > Ti A + # A BAX(OR =0.002) ;
I P REFRERREGEL  EHEFAMAR
MEF ML H2ROERAR  HREATEHEBEY
/NA20 pg WHO9S_TEQDF/ g_lipid » E—f(k AZ E#
EHEEWN KREF//ARE  EXELRGTLEZE
H(P=0.1824 ; Wilcoxon Rank Sum test) °

B FURFOFHEGETREEFHE
B BEERRTEBHEEE - HENT
MEFERAZHRNECEIREEA L ZBE WA
HREE S HRAME—F T -

Mg FRBERN BETEER &
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RS-1
DIERZVLE BRI A B B Ray RS

-A case study on artificial sweetener in Taiwan

Jmﬁiislz #tiaw' e Ak
'BREAMRERESEH A RRER SR Ea 3

B RET &L A
EREANE R EBRAE PO

BAR : AREBEREF L ARG AR EHER
ey R EMERETTRRZEE  HR AR
BERTREINRE  ¥AABWEE Foh
HE WARBRGARFEAAREAZLK
By o L RBA R A B A QR R

DRBZMAEES  RHRBEMNTBRORZ
(Perception) * & H % H %& \ & £ 1 B A (anchor)

BER KR AR 28 AR E M % (stakeholder) » & 7
HudErREm L REFERAZE  REE
WS ERE Tk E AR BELEREAMT -  ERKAM
SRR H W E oy B R # & R (Communicating

Risk Assessment) @ &% B K B #8725 i A %
FH 2 HBUK R AR E (Communicating Risk

BERERM
B~ BB RARR R &N A E 0Bl A(Addressing Risk
Perception) °

ik AR e A AR B RAT R 2 4
B 21284 (1) Relative risk; (2) Absolute risk
(3) Attributable risk. H &£ EFHR L A > HAK
W HERE BRet TR - ARERH
# VLA M 2 F B K Absolute risk (2110-6 or 10-3) 2k
F ¥, o 1B T A H A M Relative risk (515 3%1231%)

Management or Crisis Communication) *

1023

RERB - HRA—EHEHEAL  HBBFEE  HX
BRAEACHEENE  HYLERZ2ETEL > KA
MigE N B E 82 7 % (Relevance) © E 8 [ iE
BAATTF » (What's in it for me?) i B b B By B 3 £
®oREEUNARARARE HBRZRGE LA
% 8 & (involvement) * 1 3 # % B8 B (being cared for)

BR : AMAEABUGERIABRAIRE
(Artificial sweetener) Z JA & B % Z T & &8 - 4410
JEL % e 8 (Risk comparison) B 7 iE I\ 2 B £ 5 &
FIRER i -

RS-2

BEPINEERFBRELAIMINE BT
BREY

BREEWE EaR' #tEaT mAx
ReH' R4’
'BREAFRRBEEEE R EE S RA
P o RS KR e R R AT

B - mERMEABMERE D - B
BRTHE BES GEHLHENREAEENY
B RABNREERMEEE  LEFRETHE
CERREBENAMEREZ  REBNPERE
AR R EE & o

Fik REETHLEFRE RGN E AR E
WH R - 20024 B - I #(35-64 %) ~ W48 KR
MEUH I 7 R R — AR B P EHO660A - HAER
FlAAHME AEHES AREBEERY
B LRHKR  RAFSHBEFEZE
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BEHBERAF CERERTR - A TRUEF KR
BT ] B o0 AT & BT R AR R

BR:GEBTHHEERMDFHPFIEMEE
B A1.48ug/L s F B1.29ug/L o TR
HEE WATEFZEKR F LHbOTEY
REBGHEREA N ARHILERBMKH 173,941
(95%CI: 1.2-9.9, p=0.022) % 3.45%&(95%CI: 1.2-9.9,
p=0.022) ; AL BB WA F W - f2-microglobulinik
BB e R R B R 3560
(95%CI: 1.22-12.75, p=0.017)

B BRBETLUHBEARARREEMEASZ R
BEF LhFPREESEZFEDAFTRETESR
W HAaREATREE S - MAEARNEART
B FREEQNRHNARRERE > RRTTEHE
YW EBRARGET -

MegT 48 Mk A F - B

RS-3
FLiEEREINRERR PHIRE BRI

Red' HEa¥' BEAKT ITRE
THKE? RBEME BRAEE
'BARMAFRRREHENREES RA
BEHERRITEE A

R ER AL LR & LT N

BAZ: AP EEREHRE R TR E
REBRBFEFZHOBGE - 7 WEBLLHRE
BHEEERPHERIFUL  GELEEKTLEE
BR A iR R R AR o LR EAE & E R E
R (ICP-MS) 2 AT JR 7R o A B R - o TR 28 o1 1L
EEHERRBEHENIEE - UExcel R AEE
AR EERERHREZERE - B LSPSS
1O BEBATRIT AN - BR - REWA - F
B B WA AR T - B R
Witk » 55-65BR Wik B B 44 Bk K 3 F (GFR) <601 /& &
W E35-45 4.1918 » %77 % EGFR<60 ) /& [ 1 &
K77 3 B w92.4615 - 18 & 8 AGFR<60 ] f& i 14 &
EFHAMN216% - AR E T 8 EEER M EGFRZ

MW B AAXFT BRI GHELEER R KT H
MEFRE4ZRBERETMFLEERE - HE
Wt EGFRUMBEARIFLEEER - RTEEAT
BRXEFINT LG AGEBNEEEGTLEN
J& B(OR=2.45, 95% C.I. 1.52-3.93) 81 f& &4 R R 19 A
(OR=2.19, 95% C.I. 1.25-3.82) > # & & 1 f& i = GFR
GNP BENFHEEREN B R GRS
GFR/ANAGOH RN » AMEAR AL T LREEFT
FRAE B GFR IV E 3 B4 -

WeF o REHE S E K E B HRAICP-MS)
B 4 2k 38 % (GFR)

RS-4
HWIRE R RIRERRRZDNT L BVFER
BRAE mERY #Ee e
'EREANERER LA EBREES R 3B
BEARBRI TR E @A

EREAA R EREAE RO

BfF URERMZANELRWRETE
TENELREEM F 8 8 KR - A
50 ME R W B E AR AR A P o T A R IR A AT
AMBREZIEREEHN  BABLAEELE
WEkHEERRERE - Fik U—WANE&E
MEXA®E BAXARFEURERL A SEW
R > BHBLREZFRIENRER T HE
B oo bttt RARBANMEFERERBANES
BEERTIRTNESCRATHM - BR : HAH
RET BLHAENRRZESBTRMERE
HFUREFWYERAHRE - RIVIRBINFT
o BABFARIETESRREAMAERE
NELRREWEHMAZHMBGE - Bk - BT L1E
ELRTR O RETAALGMBRATORT A
o ARUREVERERERNEREHFRATNA
g o

Mgt 2R LRTE HEETAAL
ZHWEE S XALE
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MBSERIHEROMERRETSMEDNT
2T mERY dEE e’

' BRWAA R RS R RS M
BBELRR>EE A
TR R AT LN & Loin

BAE: EREEDEIME TR T mEF NN
HACHRBRHRTHE - Fik - mEEHREPM,))
WEHNRERREZRLE EHE - BRI 19945F
B|2006%F - WEHEAE T 2BETAERN > REE
HuEa  RAHEZ2003EWREERELTE
£t ATEEFAORULEE - DHRGHRE
HAAE BT - MG QR T4
ABH36894A > LEATEH TR T AR EE
RERABREDEFEN T T EBEFHAEHER
RN BT o BR  HARER
T3 & B (Kriging) AT 77 4 4 38 JE 246 09 £ 5t
HHEAERBHPM, REWBTEELHBFLHRE
B #24.22ug/m’) - B WG AEET(E PR E
46.85 g/m’) - E M mBF M ERNTERE AE
F15ug/m’ Bl —4F & 5 R W 8 T LA 2,830 A
T T-(95%CL: 1,046~4,524) o

e - REDEIML HEEARL - LA
a7
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EHEATEROMRTEHEH LA w1994
F£HTEADGCSH IE|2005F hETEADISS
BimL =4  BAAWELES TF S a MG HE
EFONBALREEBEN L LEBHELEE
BEZEMEE AZAARBETEGRARAT
EHMBNHE R AWERINME R ZHT M
FEHEBER AT —RBHENE

ABEEARE —BRXATAERERET T
SERERMMPEORRTEZNNE F_ERX
hBHERARHERFREALERAHERD
EEMEERRTELENNHMES ¥ =B
XHHREHMBTERRTEZERTHENBET
Bz 2R FWERXATE TR BB
Wt BLAEHR R EHHTREAE R
)%}o

Time-series analysis of trends in
unemployment, income inequalities, and
suicide mortality in Taiwan, 1959-2005

RER FRX ARER

' EMREAAUAE A

DGR A BOR L SR AT

P HREARS R T CEARFR T

Background: Labor market conditions and income
distributions of a society are known to influence its
population suicide rates.

Objectives: To examine the associations of
unemployment, income inequalities, and suicide
mortality in Taiwan during the period from 1959 to 2005.

Methods: Mortality rates for suicide, unemployment
rates, as well as indicators for income inequalities for
the whole studied period were obtained from official
statistics. Graphical approaches and time-series
analysis were used to examine the associations of
suicide mortality with unemployment rates and income
inequalities.

Results: During the whole studied period, increases
in unemployment were strongly correlated with higher
suicide mortality across all age groups and in both
genders, with stronger associations found in men than
in women. However, inconsistent associations were
observed in the most recent decade — while the overall
unemployment rates had declined, suicide mortality
rates continued rising. Further refinement of analyses
showed that in recent years, increases in long-term
unemployment and worsening income inequalities were
more strongly correlated with the rising trend in suicide
mortality.

Conclusions: Long term unemployment and income
inequalities outweighed general unemployment rate in
determining suicide mortality rates in recent years.
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BRI T RE=ENS DN A tale of two cities -- effects of availability
2 A% 1B of pesticides on suicide mortality rates
HEXERELEHE hiEE' FFEE
IEES L AN ks

R ARBEEANEER A EEMGRAR
W TREARABRT RENEAGREZI > BEXE
R G L HFMHRRE -

EAZE : #511996~20054F [ - & ¥ M0 [ 35818 45
ETEWERATEZEZHEHE -

Tk RFEMTEABETER W3- F
BA TAREER) ) > "THERKRE®) ., > TR
BRRD) ) ~ARBEMATER "HHRITEADR
(%)1 ~ "15~1TRTEZE(%), ~ "BEADL
(%) ~ "BEYRFTER%) s B TRB(D) ) F
BE FADEMETER WAl - F87 " aR
RTE, WERHE "REE, - THRERKE
BRI, AR RBAEERVEEMGRS - T H
BATL  BIRTALE W R B A
500 "SR ATHEWERENRERE B
REEANFERRERFWIFE - "HHRITE
AR, ~ TI5~1TRTEEER, ~ TEHHRT
) RAUERTHEHHHERE -

BR EBINMERET  HERHEHRIE
HREHERATENDERTARBEALER /1
B REF TISMTRTESZE  RHEWREZ T HE
AMEBEBIE > P AR E AT RN
EESE c AMEAREFERATE RGN Z(EH
SELOBF TR I8 PN 0 ~ 18 2 T 75 PR 900 B ok [ A 4 LR )
HERFE FERAEEERNANMERAELR
B o

B HREEEMHEERR TR ZEWME
HEHHANEREZZMBENRRAEE N R EH % M1
X HBNEIGELE N R ER REH K

PRIHKRERE AL R

Background: Pesticides is a common suicide
method in Asian countries.

Objective: To examine the effects of availability of
pesticides on the suicide rates by comparing Tainan City
and Tainan County since these two areas have marked
differences in the proportion of agricultural population, a
proxy of the availability of pesticides.

Methods: Age-adjusted method-specific suicide
rates with 95% confidence intervals of Tainan City and
Tainan County during the years 1990-95 and 2000-05
were calculated. Suicide methods were grouped into
solids/ liquids poisoning, poisoning by other gases,
hanging, drowning, jumping from heights and other
methods. Rate difference and rate ratio were compared.

Results: The solid/liquids poisoning suicide rates
were significantly higher in Tainan County than in
Tainan City. Moreover, rate difference in overall suicide
rates between Tainan County and Tainan City was mostly
attributed to the differences in solids/liquids suicide
rates. In addition, higher proportion of pesticides among
solids/liquids suicide deaths in Tainan County (74%)
than that in Tainan City (43%) was found.

Conclusion: The higher overall suicide rates in
Tainan County than that in Tainan City were attributed
mostly to the higher solids/liquids (pesticide) suicide

rates in Tainan County.
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Figure 2 Forees driving the workforce

Driving forces Workforce challenges

Health nceds mbers
Demographiss .
Disease burden Shorfagesencess
Epldemics Skl mix
Health tearn balance
Health systems
Distribution
Financing T
Internal furbanduraly
Technology
Consumer preferences Internetional migration
Context Working condiions
Compensation

Labour and sducation

Publls sector reforms Non-financlal Incentives
Globallzation Workplace safety \
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environmental and community health workers)
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support workers)
- RERug
» Non-medical public Health specialistsz % £ ik st /7 -
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Gidentification)

Girn

2 WHO! Warld [ealth Report 2006
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* F¥XOT Association of Schools of Public Health in the

European Region
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(create a competence in European public health for a
European specialist, that is a person able to move easily
across countries and who is familiar with public health
problems at a European level)
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(Credentialing Public Health Professionals)
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» Purpose
— To ensure that students and graduates from schools
and programs of public health accredited by the
Council on Education for Public Health (CEPH) have
mastered the knowledge and skills relevant to
contemporary public health practice
» Goal
— Raise the standards for public health practice
— Improve the professional development of public
health practitioners
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Flve discipline-specific domains
Biostatistics
Environmental Health Sciences
Epidemiology
Health Policy and Management
Social and Behavioral Sciences

Seven cross-cutting/interdisciplinary domains
Communication and Informatics
Diversity and Culture
Leadership
Professionalism
Program Planning
Public Health Biology
Systems Thinking
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AEEEFTRZBERER
© ERAHEEER B BMEEE( Voluntary

Registry of Public Health Specialists)
— Since June 2006, Supported by DOH
- HERRGN A ERLREREN, WERSAE
B EPERE FF# A S A F( provide public
protection by ensuring that only competent public health specialists

would be registered and that high standards of practice would be
maintained)

— Developed by Tripartite Group
« Faculty of Public Health
¢ Multidisciplinary Public Health Forum
¢ Royal Institute of Public Health
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+ Moenitor health status te identify community health problems
Diagnose and investigate health problems and health hazards in the
community

« Inform, educate, and empower people about health issues

« Mobilize community partnerships to identify and solve health problems

« Devel opr icies and plans that support individual and community
health efforts

« Enforce laws and regulations that protect health and ensure safety
Link people to needed personal health services and assure the
provision of health care when otherwise unavailable

« Assure a competent public health and personal health care workforce

« Evaluate effectiveness, accessibility, and quality of personal and
population-based health services

« Research for new insights and innovative solutions to health proble:
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The Relationship between Influenza
Vaccination and Outpatient Visits for Upper
Respiratory Infection by the Elderly in
Taiwan

Yi-Wen Tsai'?, Weng-Foung Huang'
Yu-Wen Wenz, Pei-Fen Chen’
' National Yang-Ming University, Taipai, Taiwan

? National Health Research Institutes, Miaoli, Taiwan

Objective: To evaluate the effect of influenza
vaccination on the reduction of the risk of outpatient
visits for upper respiratory infection (URI) among the
elderly in Taiwan.

Methods: The data for this observational study,
consisting of 1729 people aged 65 years or older, were
drawn from Taiwan s 2001 National Health Interview
Survey. This survey

data was then linked with National Health Insurance
claim data for December 2001 to November 2002.
Survival analysis of Cox proportional hazards model was
performed to examine the risk of URI outpatient visits
in elderly people vaccinated with the influenza vaccine
and those not vaccinated during a year-long study period
since the influenza season began. To adjust for potential
self-selection bias, we used propensity score method
to categorize individuals into two groups, based on the
predicted probability of being vaccinated from a logistic
regression of spatial random effect. Propensity score
group 1 (PSG 1) were those with a predicted probability

of being vaccinated lower than 0.5, and PSG 2 were

1033 %

those with a predicted probability of being vaccinated of
0.5 or higher.

Results: The overall vaccination rate was 50%.
Logistic regression showed the probability of being
vaccinated was related to the number of outpatient visits
for URI before the influenza season began (odds ratio
(OR) 1.07; 95% confidence interval (CI) 1.04-1.10).
Our first survival analysis showed that being vaccinated
significantly reduced the risk of URI outpatient visits in
PSG 2 during the 1-year study period (hazard ratio 0.89;
95% CI 0.81-0.97). Separate survival analysis showed
that being vaccinated reduced the risk of URI outpatient
visits for both PSG groups during the first 3 months of
the study period.

Conclusion: Being vaccinated could reduce the risk
of outpatient visits for URI among the elderly during the
influenza season.

Keywords: influenza vaccine, survival analysis,

Taiwan, upper respiratory infection.
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The association between congenital,
neurological, and immunological disorders
with autism among preschool children in
Taiwan

AR XES AT
%i%‘
L ESLET A G E S o

P oA A

Objectives: Clinical reports and observational
studies indicated autistic children tend to have a higher
rate of perinatal problems than expected prevalence in
the general population. Extending prior research, the aim
of this study was to estimate the association between
congenital, neurological, endocrine, and immunological
disorders with the occurrence of autism among preschool
children.

Method: Using the 1997-2004 National Health
Insurance Research Database (NHIRD) in Taiwan,
we identified a total of 4067 autistic children born in
1997-1999 and 40670 age- and residential urbanicity-
matched controls. Statistical comparisons were
conducted via conditional logistic regression models.

Results: With simultaneously statistical adjustment
for gender, residential region, socioeconomic status, and
multiple birth status by conditional logistic regression
models, children with autism were found at a significant
greater risk to have a diagnosis of congenital anomalies
(e.g., cleft palate and cleft lip: aOR=14), neurological

diseases (e.g., infantile cerebral palsy and other paralytic

1043 &

syndromes: aOR=8~9), and endocrine diseases (e.g.,
congenital hypothyroidism: aOR=5~6), in comparison
with their control peers.

Conclusion: These observed excess in the co-
occurrence of childhood-onset disorders and autism
may provide some etiological implications and possible
biological mechanisms explaining these associations

warrant exploration in the future.
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Factors predicting the incidence and
discontinuity of long-term use of
Benzodiazepines in Taiwan
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Objectives: Long-term use of Benzodiazepine
(BZDs) has been shown to increase risks of injury
and impaired cognition in special populations. We
used nationally representative data to examine factors
predicting the incidence and discontinuity of long-term
use of BZDs in Taiwan.

Method: On the basis of a random sample of
200,000 National Health Insurance Program enrollees on
January 1st 2000, data of 1996-2004 services utilization
were retrieved. Long-term use (LTU) was defined by 180
or more prescription days of BZDs within any given year.

Results: Individual characteristics such as male
gender, older age, disadvantaged socioeconomic
status, and having physical or mental disorders
significantly predict the incidence of BZD LTU. With
respect to discontinuity of BZD LTU, the effects of
pharmacological characteristics (e.g., indication) seem
more salient as compared to individual and services
provider factors.

Conclusion: Our study underscores the importance
of individual, services provider, and pharmacological
characteristics in determining the occurrence of BZD
LTU whereas for the discontinuity of BZD use only
pharmacological characteristics appeared to be predictive.
Future strategies targeting identified individual factors
and modifying service providers’ prescription behaviors
may be considered to reduce the negative consequences

of BZD LTU.
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on the Total Outpatient Payments in
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Background: Diabetic patients with comorbidity
are more likely to consume medical resources and spend
higher expenditures than those people with diabetes
without comorbidity.

Objective: “What effect do comorbid diseases have
on outpatient expenditures in patients with diabetes?” is
primary reason for this study and also is the inquiry.

Method: The study design is a disease-based
analysis, by investigating the changes of expenditures of
one specific disease and its comorbidities to establish a
framework for understanding the real medical expenses

in different comorbid diseases. The study is based on
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the person-level files and event-level files drawn from
the 2000 Medical Expenditure Panel Survey (MEPS) to
make nationally representative estimate of comorbidity
effect on outpatient total payments and out-of-pocket
payments in persons with diabetes. Data sources are from
hospital outpatient department, office-based medical
provider, and Full Year Consolidated Data File in MEPS.
Comorbidities were selected from patients’ perception
of medical conditions. Selected comorbidities are renal
disease, cardiovascular disease, hypertension, and
depression. Multivariate regression analysis was used
to identify the effect of comorbidities, covariates, and
potential confounders on expenditures for establishing a
predictive model. SAS-callable SUDAAN 9.0 was used
for analysis.

Result: The study findings assert that the
incremental total expenditures and financial burdens
are attributable to the most common comorbidities
incurred in persons with diabetes. In the presence of
renal disease increased outpatient expenditures. For
comorbidity of cardiovascular disease, hypertension,
and depression were lower payments. It is necessary to
clarify the relationship of expenditures and comorbidity,
health insurance status, burden of self-payment, and the
vulnerable people in their access to health care.

Conclusion: The present study provides evidence-
based outcomes for health policy to meet the increasing
demand for health services among diabetic patients. The
impact is by studying the economic burden in a specific
group of people, so that medical providers can be paid

appropriate rates for caring for those people.
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Experiences Share in Researching with
Large Health Databases

Ling-Na Sung
Department of Public Health, China Medical

University, Taiwan

Goal: Identify some experiences to share on using
large databases for health policy design/evaluation, or
academic researches.

Objective: By providing the practical issues
before data use and suggesting some opinions for better
nationally representative databanks future in Taiwan.

Method: This paper attempts to compare two large
databanks of health, National Health Insurance Research
Databases in Taiwan (began in 1995) and Medical
Expenditure Panel Survey (MEPS) in USA, and provides
what to draws on the experience of MEPS, which began in
1996 and is a nationally representative survey of the U.S.
civilian non-institutionalized population, and collects
health care utilization and medical experiences under
the auspices of The Agency for Healthcare Research and
Quality (AHRQ). MEPS is the most complete source
of data on the cost and use of health care and health
insurance coverage.

Suggestion: About practical issues, researchers
need to understand the requirements of “DATA USE
AGREEMENT” and the liability for each user. Another
issue is what to look for in manual documents before
beginning analyses.

Some suggestions for better nationally

representative databases in Taiwan include to establish
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an alphabetical listing of variables’ codebook under
the existing positional listing codebook for access more
friendly. What/how to overview of sampling designs
will help to obtain a study sample that is representative
the population of interest. A user needs to compare the
similarities and differences between SAS, SPSS, and the
other statistical software, which is also including what
and which WIGHT do I use in data analysis. To improve
the ability of linkable with other databases for policy or

academic purpose(s) is under high confidentialness.
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By BEGELEARA MR K ERBYE X
ELRWRMBE -

Tk RBEBRENL F O MWHEKREZ
BREBECERE MWE EBEEREBRHFR) BEHALA
— A E AP REEFTRALE c BOIUARSE
REEEERRERE - BHETEM - LFPb-
Cd AsSe Crix A &M XE FRU R ES
M Ca~P~Al>Cu- Fe > Mn > Mg Zn 8| 3% & &4
AER BRI o FIH 5 HALLE K(aqua regia)
B (ER R BT o BUF Jm B SR B — it
TENKZEDHETRAELE -

BR:REEFEHTESHBESEHR > LK
FAME BEFRPEE  -BEEREHYEEY
EYTRK20% o FHimBEREHGEBE L HE DT H
B oAMAXBARTZALTL2EBR - ARHAER
HAEENES  EPbCd AsEEHRK - Mo &
ELFMENNES > HPb Cd AsEEHEL ppm
AT ©

B REBANAZHNELEBFEHRALTH
BB RBENBEERMEAEAARRES - RE
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BNRFTRCEERES - AREAHRBERE LR
FIWIE & &7 R iR ETT B o

PO-76

AR ROOIPERITRE MDD ERET
RéaF AR HEM
AR

TEEEXSALHES AR

®EA

R CWEIRHSAAED > LB ARER
zHeBLE ERFBEREUEGHEZIEREA
LHEHEEEWAEG -  ROTREMAET MK
HEBEREXTERALEE - MAENEZHAAE
WA FH OB ERKEZABLATE © 5
BEHMBRENESLRNERERN  URLEERE
WMHMEELFENER - EEWHENEEHEF
B E Ao LR B IEAT o B R PR AR 2 R
BAZ A o

EAZ - B R s el 2 R A7 % - B0
RE&E RBHA - FATRBE -

FE: A aEERRFRREZRE TR
TRE WA AR R 0 LA1% HNO, B H R = 8%
R UPAdHEHBHE  HAmBANABELRX
RSB RERRK o RIBAARL DR IR EF
(Creatinine) fE 8 JE AR IE o & 3T R 7R W9 B SEL A IR % -
I ARG AT T A -

R 838 B IR A AP R K 423.5
+11.4 ug/L 5 T LAJLE BF (Creatinine) & IE » P33R &
%21.76+£9.98 ug/g Cre. ° % F i F 3K J§ %29.4
+11.4 ug/L 5 T VAL B BF (Creatinine) A% iE F 35 3 & %
27.44+11.05 ug/g Cre. o Jf A SELAR JE 5§ 5 < bh %
HRERTZLHEFE £ E(p<0.05) °

R o FRoRROR E BT B R AE B AN B R
5 (2 B BK K B RAR b X BE i o SR P AR IR K B AR
BABREEXHAEZRE - TRERBTERKEEH
BTREAMR -

PO-77

REAMEXBEMSRSBIERIEWEES
iy

AR RAE BIRE M’

' BB EXERRB AR

P BB EXERIRE SN RAT
PPEBREREAAGELEA
'YEBREAZAABES R

HE REBRBEVWARSLZRE A HER
RE > RMEZRAEREFHBRGERE - DERK
R R AR E 7 (30~50 NT/kg) - [FH b B w7 Bl %
M B AR AR BN KRB AL S d e
RE - HEMTHEFRER  EEHW2EE3%ERE
JE IR R REE W] AR R I A BN R Z R R
HEMEARELERN > F KR EALH R
%

B AARFUTEBEEGEZRE KR
(performance evaluation) » 3t B 38 2 & H K H X
b HE  MIRRERRBITREREREAER
BEEMENZSE -

FiE RA121G (E AKX~ 121°C ~ 604 48) &
135V (EZEA R - 135°C ~ 450 88) R AE 4% R0 14 - 4
FEATAEE AR - ARF M ERERRZHEER
REERY  HEROENBEH - HRAAIB) - &
i PF(IBN) B4R 41 (OB) & B B2 X 1292 B 18 1| 3 £ 1 36
T EI(RRBI) B3 % 12431k 248 R B(CD % EATHHE >
BB CILL AR 338 - 2 X BIg B AT thif 27 € 3
# 0 DURHPCHH 8 82 W 7% Bst Hlog kill

KR EI121GKE YT © OB ~ IB RIBNH# ¥ #
% T e ) 2 B 0% ~ T5% ~ T5% - BA ta ¥ 3% RCl4&
RN © OBWlog kill 3 {H#5.0 - TIBKIBNH F
BB EEL7UT ; £135VAE ° OB ~ IBKIBNFT
HAFT RGBS %0% - EOB#log kill &
>5 » IB KIBN#] F ¥log kill ¥ %5.2

B ARAREETIICHREARE 7 ZEHE
ERB% WIBSVERETLREHWERELE - FHit
RAGIRARENE  ATBEYNELHME -
BRRBE M BEEYR A UXREHBEA
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MENPE IBEAREZERAIZSC UHEREE
ZIRH ©

PO-78

REREAGEDENEREZ EWISIHR
PiEh REE LAF
B 7 k458 35 007 2k 5

HEREME ZAEFAPIEO)EE R AT
XN REXARBHEZARFERS  BHE
REF  €8HAYEMRELEMGAPNEOM AT
HYZ B EWIREBAPs) - WEEBNP) » F£
B (OP) ~ & T £ (BP) °

B TREABNREREZFEEZERTE
AR BIHFL

g7 R R R AE % B W R ANP ~ OP ~ BPZ
FHEWNAYAANEE  LURWEREMSEAETA
BANRNTERNER -

BR: eBREFRZHZFAEE289M% 0 £
THEERKEZHRRBHEARLSI0ME - TWAHF R
FHEHEZ RBREAFNP S OP » BPH £ 474 %
27.4% ~ 28.2% K31.1% » Wi-F3qiR K #2.63+4.18 »
11.67+41.46511.86+79.00 1 g/g cr. » T T JE B
t PR AR AR NP ~ OP ~ BP# 1 2 JIl 4 Bl 428.8% -
27.9%%30.8% » TR IE R E B E3.77+12.03 ~ 8.53
+24.75812.12+56.69ug/g cr. » £ > NP ~ OP » BP
B EEPHRENEREFNTBALHER
ZHREWEL - MAM AT HERF AR H T HNPHE
B 42248+ 17.74ug/day » B4 > B EBREAE
HPNPHRIE E R R+ WNPRE BB E A M T
{-E o

B GEMERFABNNPREELLEBRH
RBEFEAG  LBHTFHYNPENELEBERE AN
M4 BTERABREWRFERE - MAWZNP
BN EHERBEAFHNPEE X HEZMHE - #A
THRRBRALMTLRE BT EGNRE - &
FAZRERMBRBEREBRARE -

PO-79

SEEEF _MEARBHRERRE I8
EHE

FamE HERE £RF RER

% B K 4 3 5 447 £ BT P

FE REMBFHWOCHAARRETRREZ
— DEER - FEMAT AAEAERZ Bk
BAZEHFALBETANELNBRERERARERH
et - FRUNELERASBREZTRY - o
AEHERBETERMEDEIY T AL AL HEER -
EEHABRFTRNEER TGP EN M KG5 -

By BERFENEZES —BBBIRAREK
AHBEAREREEL  ANMREMEFELETENE
—HBBFRG -

FiE:cwHeBk-F m o REEANKEER
NI NERABAEBEF— ~ ZFHGTBA)E AL
HERBREAR BUXAEREFZ AT KRR
SR zZRM LRAKEEE  F_UEBFTHP
BA% AT HENRERREELETRNEATNH
{,% o

BR:BEANZERTTER  FEH TEHR
PR EL AN 1.61~8.64 ~ 2.19~16.14 ~ nd~2.43
B2 Ry TER - FEH
T E B EE A A A 720.90~2.19 ~ 0.53~2.47 ~
0.75~1.39 ug/g creatinine ° AHF 5T ik Bt R R+ T £ By
B E Bt R A R B o A% 2B 98 i 38 B AT B T
ITEMEBRTREELENEFERBRK  EERY
SHRMFFENF -WERT -

B AMABIARERLTREFENEAR
W HREMEETRIIENAET S EEAERT
7 o

uglg creatinine ;
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PO-80 PO-81
B A M E58) EZER=EE LS DR Fi— BRI R BTG E
R&F IME MHRAX BMEE EER A

'PEEBREXENLHEL A
TR Er R R R EEH
THARFLEECRAHAR
CPEBREXERERAMAESA

HE:EANTF2 BREABENSMFEE
FIREREREERERBEET TP HRENE
FHRENGEENGE, BhaRIABRRAALT
i ARHEHNEREZRRBERE -

B : ARAFIREREOFHAZETRE
Wk mE  DHWHBIERESEEH AL

T EHMEBEFTHYREEEY IRERE
BEZ "HIRKERBREREERERE,  FX
TR EBAE D BAR B AR T HARR &
B THHEBEBAZLARAREY - B1TT
EHMME AR LETFRELY > "RERBRK
MRS EZHEZE -

R - EBRFROGATTRERAARE
R nSHNTERERIABRFTFHEEELESF
EA RN TZEEWR09%EFS RN T EEEW
96.0% © J&4F AR Bl o 4400 % B B E Ab A X B [E R B
BERZH P HLEGBENES R BWE
RBETHZR P HZERRCV, D) - WHEHE
WS AT =ZFEN0%  BIATEEEY
12.04% - B2 Z P BIIRKE o

B BEubSBAETTRERALKXZETR
AWM EERBERE N THRERRE L &
REWBZEE  WERGEFBFEFIWNEER
% -

DEE RSN B AR
: %/’J’Q}\'E%L} iﬂi"”"?

HE HWWENHSURE®R > % B UIDEET#
FEBE M - EH E S oxybenzone 1] [ T 3L — €
BRI deetBHBENKFWER v - MAFRTE
EH AP EE & > Wllcaridin & £ R A W I
BOR > 3528 oxybenzone i [ 9 3L 35 B £ Fl B2 B
A HBE  E5MEMBAEET - AR
AR B KB EME T lcaridinH A X | F &
J1 0 36 B8 EDEET LA K & H oxybenzone ] [ i
AEFERFZBHZRTHIIAE -

B A% : #rlcaridinky 884} 5 H M H - I HDEET
hB LRI BEEZER - FHEIL lcaridinld
oxybenzone A T B 7 RE i - HMINBHEZ £
A e

Tk BNRESEEAREEALIRE K
FHIREARE  ETREBRRWGIGAHEFERHR
BREZ®EAR  LRENKESH AL 0.5mlé
Icaridin i B0 5 2) 0.5mI4 DEET I 50 5 3) 0.25ml &
A oxybenzone 7 % "% % $10.5ml & Icaridin [ 50 ©

R Blcaridin 7 SR E N 4/NE 1 412 1ppm i
Icaridin® 8 % % K > & DEETF7 8UR Al 2/ N8 4%
#115ppm HYDEET# % # N\ %k K ° # & Icaridin [f 5K
B REHRAEFENBERENGBUREEN R
"HH 0 Bk K Wicaridin40ppm © {83 5 iE N I &
HHBENDBOR - B E N R K Wlcaridin € R D
Z12ppm °

e ¢ B lcaridin Y 7 SR B & K deet ] 7 BUR T
5 5% RNKE 0 W& H 5 H oxybenzone i [ B 5L
HEE R BT AEH Flearidinty B E £ o
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PO-82 PO-83
ERISEEZH NSMAREMMK ., EFRAE  SlthEPERIKREBERRERY
BARZIAR REE EWBE AR AR
R g HRe "= R S S ST R AT
' AT R BRSPS PPEBEXERRBERRA

7 SRR K N B R BT

Background: This study was undertaken to
determine whether there is an association between air
pollutants levels and hospital admissions for chronic
obstructive pulmonary disease (COPD) in Kaohsiung,
Taiwan

Method: Hospital admissions for COPD and
ambient air pollution data for Kaohsiung were obtained
for the period from 1996 to 2003. The odds ratio of
hospital admission was estimated using a case-crossover
approach, controlling for weather variables, day of the
week, seasonality, and long-term time trends.

Results: In the single-pollutant models, on
warm days (Z25°C) statistically significant positive
associations were found in all pollutants except sulphur
dioxide (SO2). On cool days (<25°C), all pollutants were
significantly associated with COPD admissions. For the
two-pollutant models, CO and O; were significant in
combination with each of the other four pollutants on
warm days. On cool days, NO, remained statistically
significant in all the two-pollutant models.

Conclusion: This study provides evidence that
higher levels of ambient pollutants increase the risk of

hospital admissions for COPD.

PRGN B RS R

HFE:AMRAAFZANEEALRERNAE
TERBERZ— AWMBITEERREEREFH
Tow S R R MNP RE R KRR o RE93
ERH P EGEMEI~4RVEIERTRENSE
TEIMATHR R A F AL E AL - 2005) - A%
THEREANBRERERNBE  TERALE
REENBERA -

HAZ : BAL1996F G W E F L4 B ARG H
RIUIREBERF -

FE:ARRAREEETEUAMN—FEHRA
I HEHRF AL G0 E P24 19964 (M
H) AL R A B T A & o - LASPSS13.0k 4 Al 4R
MM E o~ ¥ (Logistic Regression) 4T %
—HPREFEVHOR AR RERAEBE L EEH F L
#F o

BR:ZHHEETRERRERRORE - 74.9%
BER S 12.7% %R - EIED B A R 0L
PIER12.4% MAHERBTIREREY  EH
B HKEE B # AR Z B B AK(OR=0.46 -
95%CI=0.27~0.77) °

B RMEEAWBRBEREZN  HRXFTE
B HmmER s AT ERAW ZHAMM - BERAR
WA A AR - T —F AT o
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PO-84 PO-85
BB TIDIERIERMR RiEgEh EMRBRETS
k' ERF R#tE wXik
'ARKBIREREA BB RS OR 2 LA A AT R

P XA K 5 8 B R PT

B RBHHFARNETE THEARE
BRWBERRG - HIEFE RS MATITRTR
REINREMT B - AHhFE—FSHAFITH
WEARE BREERAENUALT  UKREE
BESTWRE -

By MARBEEY I RYUMB TR - HEAN
RENDE RERBFEFIMELAST W HRLES
FHRBEREE SRR -

FiFE RRARHEULHERESF T ARZ
#£100% : BHEFISOARITHRAESOA » AT
EHE URETHEMNRAZREBEZETEFUR
NEERETHIHRARE -

BR:MABREH > WASFH TIN5 4416
RK388H » B A HBEAHELHEA
ZIAH AHERRTEHBAETRERFEMTIOA
(98%)HBAFINQO%)  HBHBEENFEAR
4TA94%) H BALH10020%) > ME L EHELE -
EFEEEBERARDENZFELTIBAGBO)
HEHAITAT4%) HEHETRAZFELEE R
ITHERKREFREMETEMAIERNER - BAE
AMMAREFAE  AERETHEETREH A
WARBHEEMA  HRABREFMHEERYE
¥ - ORMEA 7 43.8(95%ClI=1.1-12.6) % 2.8(95%
CI=1.8-9.4)

B BRYIERWHMMESFMKEEER
B -BOBARBEEL EMERBABRE - UK
HWRERBEXETTNEE -

FR AFRARRAIABRAE  #3E
FARFBNMERTALE  KEHERAZAREMATRL
B c MERFABNE P BEBWNZZER
AN AWEE - REAMNZF I AEEZFHER
B B HEBENREEERZ AN RBAEED

By THRRESNEXAGAYBASRE
HHEAARFEREENAEREEE BT -

FiE o AEERMAS-100% R AW RE R
EBAREARBGERE  WEREERENE A %
TSA(trypticase soy agar) K MEA(malt extract agar) °
REFH AT L EHZGRMAE  BRAFRE—
R FRENEEFE o R AR A & &L
(1F) ~ k%35 W(BIF) ~ fRFr359MBIF) R A & (B2F)3%
WAERE o BEEZIFEMEE - MK > Dapi
WHEEAREHESEE R L2 TR EERKE
BFRAERTHRETERES ©

R BRENS  MBEN N RAEZMEE
B E T4 R 135468 CFU/m’ ~ 235+ 137 CFU/
m’ ~ 2734127 CFU/m’ ~ 162+86 CFU/m’ » B ¥ & &
3594 5 303 £203 CFU/m’ ~ 1774160 CFU/m’ ~
3964262 CFU/m’ ~ 178 +164 CFU/m’ - X B4 &
J& ZAMicroccus (R W ~ St R A 64 73 %47% ~
44% ~ 39%) K Staphylococcus (30% ~ 34% ~ 31%) > B
BLIEEHREHE(61% ~ 52% ~ 46%) ~ Cladosporium
(11% ~ 14% ~ 12%) ~ Penicillium (14% > 17% ~ 20%)

fow o FENN CMBEN N KRHAERE
REHREAABBRREZNTARERARE
(1000 CFU/m®) » fR# 35 W ~ 4+ & A & YMicroccus &
Staphylococcus A T EMEHE  MEFE R X EA
JEEMER - Cladosporium X Penicillium ° 5% 4} > %
ITHERBHITRERERLAERRH NG
REzZmE -
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PO-86 PO-87
BEEEMBIREDRABEABZHE FERMIBEEN RREES SR T IEPE BRI
Wk FBEHD kaEnH K2 ZEE D
bEMERERBEEA RAAE? IHxe’ 245 REM
el

HE BREEARARBZIE=HEIBL
o HRRAHBEEANE - BRRNREEREE
ABERZRARRRANARBEHR - st HER
MNREEEAREECHERAKEERL - PR
BRBEMRBREERERA -

AR © ABT L8 B W 3 A5 B R AR P
BEEAFNRRRFEEME - U ABRKAK
ERNREREEEANEHBHSE

Fik o ABAS T EEECE S 30ME A
K REIBOBAMAE KBEHA s TREKOKE
WP R R 5 A SR B Y B SASME R AR - U
buffered charcoal yeast extract (BCYE-a)35 % £ R 3% &
HETREEAR  HUAHEE LB EELTES)
Bz o jbgh > HAAN3250 B 0y R R B R - I
AT Hh B TR MRt R S ot P9 A LR

BR: RARRETERANAELH30.0%H %
R EEABTZITE  REARUE — i F R
i RAEEAR RS o H1EDBO.5%) W RAKAL
BB R EEAE o HAM 7 R AR S8 M
BEEAE  HPUIRAZRARE -

Beaw: AMAEFTEENE B RBEHE Z AW
KEMEREERBEAT - BRI EAE R
HAHKARETHREMEE - b WEAHE
BB e EEW R EEART LT LTERREN
R WG -

' B SR ALREBA AR
ERBARRIR

B UEIERATWNAEERSIUHEE
Bt REERLERE  FREREWANES
8 HEZHBBAEEINFTLEEY - A A DH
3 4 # % #.(Geographic Information System, GIS) 3,
¥ % 3t (Geostatistics) M E XA E LIER KR
ZHREFRREMEVEZREEHN > BEAREN
REFEMBERFELER ERLE - ARE T A
TG EM AN ERF T RF G

A HEMHRERERFIEARBHEZT
A BHBRERNFEEZ T EREE R
AE - PHEBEXNBERTTLRNREREE -

FiE: UEBEAAFERHE A ERERE > 7
SN — A MEXLALE AT E
AR EFENRE - TG FEFERR
## # (SPE)# 34 77 1R A7 3% £(RMSS) W H AR #ATR
DA% BB REANER -

BRENERNWRERAFTEYRERAELS
A REF-AHAAZAFEER - K — &R
AeEBER - MHFEBREERE > WHEERR
EREINENLIE  HHIODWEREF75E K20%W
RKITEBEECENREREAAEZ BT L EHAZ
& o

fow  GISHEWHE AT IER - THH ANERZ
FooREHEHMBE TR EEFFEYNEMSA
T RETTREBEETERE  ARRZFEL
W EETFEENRATRER H WAL -
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FE EROE

PO-88

AN B B B BB AR BT AU R R IRET
H»iES' FFR FEH2

' B R ARR

PGB

HH  Geustl : "H—HAWHFEY  El
HFALLF/RERWNESN 5 Peter Druckerthzg © "%
Dk A X AWREFNERY > ARSF ALK
ARUEFERBR , s FLERT  bEFHEAE
BEGCONBRFN  LARBE—EEERMAK - B
REFRHUBT R AL ERRBRA L KERLE W
HWEEE  AAAMERARERELENALETA
P A B A A AR T AT RS R AT IR AL

B AKX GATHRERELE T ABRE
BEFRNMABTATRAA G > DREERHEA
FREEZERUBNESE o

FiE AR RHRMTARELRERFT %M
HIEATH R - L4 DR B4 st R R
R ANEBEETREMN - RBEHAR AT -
oM. ERRBEAT > UREAREE MEERM
BETRBHZHGRLDERE -

BR:— - AODBEZBRH S8 BFH
B % THENE FETEBRARNE  HR
EEME Il BAok #EHEEEZEE W
WHRAEEGREEN ~ sb i~ AR EEE
2R - BHRABRKE - BREEWE - SEKE - fr
HANASERNARTTRREAEZEAMRN >
REBNEFZAMM - = -FHEAN - b1
B BANHEFNMABTORREAEZTNDE
7 e

B A\MBRHeVEEERMABTIRE
BRABBAEREFMAEE I BREABRBEIAN
SEZRE > UREEALBRMBEZLET -

Més  BRERE GHREALNE  ShEH
A~ MR - ZFH R

PO-89

HMERRIBEETERERES ?
R O OBEs
&8 R EAE R RE LRI

W QHEERREZTAFWHOR S QHEME
RWEERHAE HEHOEREEAERRNEE
FAEERAN RAKRFCEREWARFTURMEY
HEEBGHEWRRBHAR - E2EHNBRRE
MERESGZ CEREREES - 2UEBERERN
BEE VDHOERREENTE - RAEUEH
K MRBAECERERENTFREGSERT

B BAMERASHEOEZREELEEHY
RERADERF -

FE 20054 T KRR QAR R HF R
BRE, c RAALEINR  BENTE@EMKE
FHBRAAREZZGA - AEEERA L
Lk REER BHIHBANRARZLSE N
Mo HBREAFE1185 -

BR-ABRFA-—FNYSHEOHEMER(REE
B P A83.5% c MR ERFESENNAEAE
BT AR HABOGS%)  HHEHEB49%) £ E
HE(33.1%) ~ AMBH AL T7(29.5%) LA R AR EBIE
(28.5%) - R LM EBMEERE HEEHmi g
KRR - TEWAARBEAMEANBUREBER
B BHWNEHFREF£E o

T TESH RERBARAWHERR
ATERWOHRREHSEREFR - CHEBERK
BEBRESEN B RETRE R MR
TR
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PO-90 PO-91
KET BB REIRR 2 EBRHTR BB E IR EE R RBRETEIR S
= A& AR BRAR HHE
ATKREEREREL EY L ST LI Ty

HRE HEEHEREARFTNWEMN - HAKRH
BREBREE - ABBREEZREENHE  (Hik
B 1992 ; Zhang, 2001) o T Bl /Y B /A K 2 4L [ i 2
WA PERRAZCEBNESHHEHHILRE
WABRZZE - Bk - RARSHH ERREAT U
®at o

BAZ: DB BRAME  FEmREARZKE
BAEREARERGBZE - ot TiRAEEY
P B RN O B S AR 0B R 2 P By SR 6 1 R o

& REBATFR - DEBE A LES
MRE BELAZAZERAREAAAHE -
BAERBURAEM - £ER2IER - HARESE S
3454 o

BR:EBRBIARE MEEZFWERES £
BE BN (B=0.14 > p<0.05) % 38 R 7 8 & T
HEER - B FRHEEHNAGTERTEESEKE
(B=-0.27 > p<0.05) ° ZA G K4 B R A %
B BRAEHEEAKE-

B WAHAEER > RFAG/H 2%
ERBNAZENHE S HAMLEEHHE
BEAEWHYE  LWEERITREZZHOHREAR
REBIFSEGER - 0t BAREE WS
HHHARBREAFAGER AT BRHEEEE
TEHSETHBEEGWRA - WA SRETE 0

#t o

| R R A B B R
U K S T R A OT R P

HE:IHERRSHAZTHTEHEMT
WHEz— HIREENLETREABETE
MzHoEEERE - AT THEEWEEE
IR UK B IR o

By : AHXENERF A ETHERZER
AR ET -

Kk REBEFORETAMDHD Z2-10%
REF > HREUMTEAEHNTHE > UFXURALE
FREMAETRCFSS-DS)AEZL L ERFANE
HEE DHHBEEREEBERTAERHNT
MR FEHEAFEERRRRTEERE - U
ZHFEAREEFMIMARMANFR AL EHTAZEMN
(CFSS-DS#4M) » AEHTHERZEBERERDRT
GREZARMBENET -

BR AR A ERTHZEMH(CFSS-DS
BMEFEEHTRERENEER R TR F
ZHERAET  HFPFBH<39RME—KETEHR
WEERE  TRELANEERMNETF s EER
ERTHRHZEMERLMFENEF BN TAE
M- F—RETEHEAREMAEEZWHEE T
B WMTHERFZEREER BN MENETF
AREE M~ HE <N T B RCFSS-DSHE4 © W F
HEFRFTEETANRANETEERERE—E -

B : AERTHZEMRABZTHEER
ZERRE  RAGTHLTREZNHRERE -
THRARBRBEHEBENNBEHAZNTHEN
ZHENTPREHCHREAEE - W HER AR
BEBEEMAARAL K ESBEZELE -
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PO-92
RinFEERRESRZEREEAF
RES FEH AN
AR Y DE 38 FA

kb BRI

HECABABATAMENRR HEAEER
T EYEFHP - R TIRMENER  FHE
REHFALAFETERMBATERBE - THRK
EHERALERYE - BR—# AR BEAZ AR
RHRBEEL BHAURAFIERI ERBEILT
HH o

B #RAWAEORBEER  URKE
hERZAEEARE

FE: RERMMzEE  HUEBHEFT K
FHRI LR ERERE  ZHAMFRNENEFE
WU DEREHRERBEZEE - 4%
EW AR OR HERmREORBEERZY
e ABRZMAE2IE > R ki) ES(HE
)R Z Likertst A R o ERMBEFE TR E Mk
TR AR - BRBERRERE - EHhF112E
FHISEU L2 RA & AHRAK -

BR:UMINREERZEHNRETHEE S
M BRI NS EAT o B R AT A
REPB=MWEZ S LH BEFEHET
(8R) ~ HHIEMR(6R) ~ "AEMBEGH) > #£19
PRSI B EE MEXZWE—RBGEE
Cronbach’ s « f820.91 > T =18 & % ZCronbach’ s
a a4 5] 20.88 ~ 0.76 ~ 0.81 °

B AEREARFZEREMRE - MR
M5 REAGHGMAREKRIERREHREE
PATHR  RZBITHBEBRHAR FREAXSEZ
IHo

FrE ¢ RHAES

i

PO-93

BaREE T BN 2B
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Alcohol expectancies and drinking
experiences in late childhood
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Objective: Alcohol expectancy has been shown
to play a significant role in the progression of alcohol
experiences, but little attention had been paid to
underage population. The aims of the present study
were to investigate the construct of alcohol expectancy
questionnaire (AEQ) and its links with alcohol drinking
experiences in late childhood.

Methods: A cross-sectional school survey was
conducted with a representative sample composed of
28 public schools and 1203 4th and 1252 6th graders
in Taipei City. Information regarding individual and
family characteristics and alcohol-related experiences
was assessed via self-administered paper-and-pencil
questionnaires. Multivariate and logistic regression
models were carried out to evaluate the relationship
between different domains of alcohol expectancy with
alcohol involvement.

Results: Roughly 29% 4th graders and 43% 6th
graders have drank alcoholic beverages at least once
in their lifetimes. Moderate developmental variation
emerges in the psychometric construct of AEQ. Positive
expectation toward alcohol was not only associated
with alcohol initiation (aOR=1.04-1.05, p<0.001), but
also with an estimated 7%~9% elevated risk of higher
frequency of alcohol consumption once started. On
the other hand, negative expectations appear to delay
initiation and further progression of alcohol involvement.

Conclusion: Alcohol expectancy in childhood
was found strongly associated with the transition into

advanced stage of alcohol use. Cognitive processes of

alcohol expectancy need to be incorporated into future
studies and prevention programs targeting at underage

alcohol problems.
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Factors associated alcohol purchase
among school-aged students
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Objectives: Although the regulations prohibit
supplying alcoholic beverages to a minor, alcohol
purchase is not uncommon among children in Taiwan.
The aim of this study is to investigate individual and
family-level variation in alcohol purchasing behaviors.

Method: We conducted a school survey of 28
public schools in Taipei during 2006-2007. A total of
1306 4th and 1324 6th graders completed the paper-
and-pencil questionnaires including information of
sociodemographic background and alcohol-related
experiences.

Results: The prevalence of alcohol purchase without
an adult’s company ranges from 10.5% in 4th graders to
13.1% in 6th graders. Gender, socioeconomic status, and
drinking behaviors of parents and older siblings were
associated with alcohol purchase. Children who had
alcohol drinking experiences were 4-5 times more likely
to buy alcohol beverages as compared with their alcohol-
naive peers (aOR=4.39-5.12, p<0.001).

Conclusion: The higher prevalence of minor
alcohol purchase indicates that underage protection laws
should be strictly enforced to reduce minor’s access to
alcoholic beverages. Prevention and education programs
on alcohol problems for underage population should
be tailored according to their family background and

personal alcohol drinking experiences.
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