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{Review>

Application of genetic information to anti-allergic drug

research

Hiroichi NAGAI, phD

{Abstract> The purpose of this review is to summarize recent advances in the research
on gene studies related to anti—allergic drugs. Genetic information on anti—allergic drugs
is classified into two categories. One is to investigate disease related genes in order
to discover new target molecules for the development of new anti—allergic drugs. The other
type of research is to study the susceptibility of genes to better understand the genetic
background implicating individual drug response
Regarding the genes related to disease onset or development, many different kinds of
candidate genes are proposed because of the participation of several different types of
cells and molecules in allergic inflammation. Major candidate genes are associated with
immune and inflammatory responses, for example, cytokines, autacoids, major
histocompatibility antigen (MHC) class II molecule, immunoglobulin E (IgE) and others
Most of them are located on relatively selective chromosomal regions. They must be
including an important target molecule for a development of new drugs

While much effort has been paid attempting to cure the patients who have various allergic
diseases, issues related to drug therapy have not yet been completely resolved because
of significant between—person variability. A large number of genome-wide association
studies have been performed to optimize medication for individual patients to improve and
to avoid adverse effects (drug susceptibility genes). Novel genetic variations in

beta2-adreno receptor gene (Argl6Gly) are closely related to the desensitization of



beta2-adreno receptor in chronic use of beta2 bronchodilators. Corticotrophin releasing
hormone receptor 1 gene (GG>Gt) and TBX21 encode for T-bet gene (His33Glu) are potent
markers of inhaled corticosteroid efficacy. The variations of leukotriene (LT) pathway
genes, for example LTC4 synthetase gene (C444 >A444), are associated with the efficacy
of LT modifiers and a certain kind of bronchodilator.

This review will provide an overview of recent advances in gene research on anti-allergic
drugs in order to produce newer and more potent drugs and to predict therapeutic responses

and adverse effects in drug therapy for allergic diseases.

Keywords : drug susceptibility gene, SNPs, anti-allergic drug, asthma, Onzin

<Introduction and background>

Allergic diseases, including bronchial asthma, allergic rhinoconjuctivis and atopic
dermatitis, have become widespread throughout the world ™. A significant amount of
research is currently focused on explaining the mechanism of allergic disorders and

1D The concept of allergic disease has changed much during the past decade

therapeutics
due to the extensive amount of data gained from the results of current research. Much of
the clinical and basic research indicates that most allergic diseases develop via a
mechanism of allergic inflammation. This means that the allergy is based on an inflammatory
response. Based on these past studies, the main therapy for allergic diseases is focused

on using anti-inflammatory agents such as glucocorticoids'®®,
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Histamine, Broncho-
LeUlel’Eﬂ% Constriction, Edema, Itch
Prostaglandins, Airwaywall Sneezing Scratch
Antigen Antibody Cytokines, remodeling Circle
IgE Chemokines,
Allergic Th2 polarized Immune Inflammation caused by pro- Bronchial asthma,
reaction response inflammatory mediators Rhinoconjuctivis,
released from cells Atopic dermatitis
Controller Th2 cytokine inhibitor, Mast cell stabilizer Anti-histamine, -leukotrienes,
Anti-Igk antibody -thromboxane
Cytokine, chemokine inhibitors
Glucocorticoids
Reliever Bronchodilators

Table 1 The process of Type | allergic reaction and possible remedy for each process

As shown in Table 1, allergic inflammation is initiated by the activation of adoptive
immune response. This adoptive immune system is Th2 polarized response affected by innate
immune system including natural killer T (NKT) cells, myeloid dendritic cells and toll-1ike
receptor. The allergic immune response results fromallergen impact on the mucosal surface.
Whole allergen is taken up by antigen—presenting cells and peptides are presented to T
cells, resulting in T cell activation and elaboration of cytokines. This is the onset of
immune response to produce immunoglobulin. In most allergic reactions, immunoglobulin E
(IgE) is produced, which is fixed to the mast cell through Fc + * receptor. Cross—linking
of allergen—specific IgE leads the release of histamine, LTs and prostaglandin D2 (PGD2)
frommast cells. These chemical mediators introduce immediate phase reaction such as airway
smooth muscle contraction, sneezing and itching in the tissues. Interleukin—-4 (IL-4),
IL-13 and other mediators including chemokines are generated and released almost 3 to 12
hours after the antigen—antibody combination. Chemokines attract the eosinophils to the
allergic lesion. Eosinophil recruitment leads to the release of toxic proteins and
mediators, protease and LTs, causing edema and epithelial cell damage. Tissue remodeling
follows when the repairing of the damaged tissue occurs. We classified this chain reaction
into 3 stages. The first step is the “immune response stage,” the second one is the

“inflammatory response stage” and the last is the “tissue reaction stage”

From this basic concept, current therapeutic approaches are focused on the prophylactic

17-19)

treatment of allergic reaction and rapid relief of symptoms The former, prophylactic

therapeutics are called “controller” and the latter therapeutics is “reliever.”



Topical glucocorticoid is a typical controller while bronchodilators and antihistamines
are typical relievers as indicated in Table 1.
Generally “controller” affects the first and second stages in the allergic process.

The “reliever” mainly has an effect on third stage. Many international committees
incorporated the concept regarding “controller and reliever” into their original
guideline for management of allergic diseases. Most national and international guidelines
advocate a stepwise increase of both drugs in disease therapy, depending on the assumed
severity of disease. Current available therapy is almost effective, but it is important
to consider the convenience
of use and the potential side effects. Therefore modern therapy aims to establish medicine
that is more personalized and tailored to the individual patients

From the above mentioned background, utilization of information from genetic research
is valuable in the development of new anti-allergic drugs and personalized medication of
allergic diseases. In 2001, human genome whole draft sequences have been reported in

“Nature” and “Science” %2V,

Therefore, with this new field of research, genetic
information is now more readily available for application into the research in a variety

of medical fields, including pharmacology.

Table 2 The classification of anti-allergic drugs (anti-asthmadrug)

Classification Medication Drugs
Controllers

1. Taken daily on a long-term basis 1. Inhaled glucocorticoids
2. Prophylactic and preventive medication 2. Anti-allergic agents

Anti-histamine,
Leukotriene inhibitor,
Thromboxane A2 inhibitor,
Th2 cytokine inhibitor,
Mast cell stabilizer, etc.

Relievers
1. Taken on demand 1. Rapid-actinginhaled
2. Quick relief for the severe symptoms [32- agonists

2. Systemic glucocorticoids
. Anti-cholinergics
4. Methylxanthines

w

This review will also focus on the genetic information on anti—allergic drugs related

to the discovery of new drugs and to the use these drugs both effectively and safely.

<Disease related genes (Animal model) >
There are many techniques to study the gene expression in medical fields. DNA-microarray
techniques are widely used for quantitative measurement of the gene expression in the cells

22-26)

or tissues . By DNA-microarray method, the expression is monitored simultaneously and

expression profiles can be compared in different samples. However, different information



will be obtained by utilizing different time intervals, treatments, cell types and others.
Another potential method to identify and analyze altered gene expression at RNA level is
the differential display method. The concept of differential

display is to use a limited number of short arbitrary primers in combination with the
anchored oligo—dT primers to systemically amplify and visualize most of the mRNA in the
cells. Contrary to DNA microarray, differential display detects changes in mRNA profiles
among multiple samples without any prior knowledge of genomic information about the sample

to be tested

Table 3 Allergic disease related gene and their location

Description Chromosome Description Chromosome

1) Cytokine, chemokine, adhesionmolecule

Vascularcell adhesion protein (1p21) Transforming growth factor beta 2 (1p21)
IL 1 receptor (2q11) IL-8receptor (CXCR1) (2¢35)
IL-8 (4q13) IL-5 (5q23)
IL-4 (5q23) IL-13 (5¢23)
IL-9 (5q31) Tumor necrosis factor alfa (6g21)
L6 (Tp15) Epitherial growth factor receptor (7p1l)
IL-22 (12q15) Interferon gamma (12q15)
CCL2, MCP1 (17¢q12) CCLTMCP7T (17q12)
Transforming growth factor beta (19q13) CC chemokine receptor 1 (3g21)

2) Prostaglandin (PG) and other autacoids

PGE receptor 3 (1¢31) PGE synthetase (Tq34)
PGD2 receptor (DP) (11q) PGE receptor 2 (14q22)
Avachudonate 15 lipoxygenase (17913 PGE receptor 1 (19q13)
PGE2 9reductase (21q22)

Adenosine A3 receptor (1p13) Adenosin Al receptor (1p13)
beta 2 adrenergic receptor (5932) Mucin 2 (11q15)

3) Enzymes

Dipeptidylpeptidase 101soform 1 (2q14) Aminopeptidase (5q33)
Serine protease inihibitor Kazal Glutation peroxydase (5q33)
Arginase Super oxide dismutase 2 (6925)
plasminogenactivator inhibitor (7q22) Nitric oxyde synthetase (eNOS) (7q36)
Nitric oxyde synthetase (nNOS) (12¢24) Arginase IT (14924)
alfal anti'trypsin (14932) Nitric oxyde synthetase (INOS) (17q11)
ADAMS33 (20p13) TIMP 1 (Xq11)
4) MHC

CD14 (5q31) HLA-G (6p21)
5)1gh

High affinity IgE receptor beta (11q12.1) Low affinity IgE receptor(CD23) (19p13)
6) Transcriptional factor and others

Pim1-oncogene (6q21) Peroxysome assembly factor (6921)
T cell receptor gamma (Tp14) Vitamine D3 receptor (12q13)
STATG6 (12q13) kit ligand (12q21)

Employing these methods, many researchers started studies how genes are related to

allergic disease in animal models. Zimmerman and co-workers®"2®

carried out a gene
expression study by employing experimental asthma in mice. They studied the role of 12, 422
genes and found that 291 genes were commonly involved in disease pathogenesis after
exposure to several different antigens. Finally, they reported the over expression of the
gene encoded the molecules 1involved in arginine metabolism and importance of

arginine—arginase balance. Zou et al*® reported the results from microarray assay study

(40, 000 genes) in the monkey allergic asthma model. Gene expression was evaluated after



inhalation of Ascaris suum antigen or IL—4. 149 genes were differentially expressed 4 hours
after the antigen or IL-4 challenge. They classified 5 gene clusters that comprise
pulmonary and activation related chemokines, vascular cell adhesion molecule 1 (VCAML),
IL-4 inducible genes (MCP1, MCP3, eotaxin), tissue remodeling factors, tissue inhibitor
of metallo—proteinase 1 (TIMP1), plasminogen activator inhibitor 1(PAI-1), chitinase
protection from damage by proteolytic enzymes, and several anti—oxdants (SOD).

In addition to the above research, myself and others have also studied allergy related

3040 )Most genes are considered to be contributed

genes and gene clusters in animal models
to the susceptibility rather than necessity of the disease. As shown in Table 3, the studied
genes have been summarized. Most of the genes are encoded cytokines, chemokines, autacoids
including arachidonate, enzymes, MHC class II, IgE, intracellular signal transduction
molecules and others. The main candidate genes studied have focused on adoptive and innate
immune responses and inflammatory response related genes. It is very rare to consider that
a single gene might affect the susceptibility to a specific allergic disorder, and the
gene complex might work together to produce this disease state.

Table 4 shows our differential display data on gene expression of the skin from mice
dermatitis model. All experiments were undertaken based on the guidelines set for the care
and use of experimental animals by the Japanese Association for Laboratory Animals Science
in 1987. The intensity of mRNA expression is compared between normal site and dermatitis
lesion as indicated in “intensity column” . When prednioslon was administered, the
alteration of this intensity ratio is indicated in “inhibition column” . The expression
of U-16959, FK-506 binding protein (FK-BP) 5 gene in allergic skin lesion increased almost
964 times more than when compared to the normal site. However, this increase is not affected
by the administration of prednisolone. This means that the FK-BP 5 gene plays an important
role for the onset of disease, but it is difficult to suppress the activation by a drug.
On the other hand, the intensity ratio of AJ005567 gene increases almost 882 times and
this increase is inhibited by prednisolone. This indicates that the AJ005567 gene may play
a role for the onset of atopic dermatitis and is a target molecule for new anti—allergic

drugs.



Table 4 Alteration of gene expression in the skin lesion of atopic dermatitis model

Inmice
(tene Intensity Inhibition
(Ag/Nor) (Pre/Sal)
1) U126959 FIK-506 binding protein 5 9G4.4 1.34
2) AJOOBE6T Ctene for small prolinrechi protein 21 8825 0.13
3)YM34815 Small inducible eytokine B subfamily 104.1 0.5
(Cys-X-Cys) member 9
1) X5B6602 Interferon stimulated protein 41.5 0.36
5) 1734084 Interferon induced protein with 33.8 0.3
tetratricopeptide repeat 1
G) M33266 Small inducible cytokine B subfamily 325 0.65
TYJ04596 CRO1 oncogene 27.3 0.46
8) ATJOC ligp-pending interferon inducible 24.2 0.59
GTPase
9)D44456 Proteosomel(prosome, macropein) 19.1 042
subunit b-type 9
10) M63030 interferon g-inducible protein 17.9 0.23
11) AJO07972 Gitpil-pending interferon g-inducible 13.7 0.62
GTPase
12) AJOO5559 Musculus SPRR2ZA 12.4 0.63
13) AWO047479 Guanylate nucleotide binding protein 3 11.8 0.74
14) A1849939 5830413Ric RIKEN cDNA 11.1 0.27
15) AJO05560 Musculus SPRR2B 11.1 0.58
16) M21065 interferon regulatory factor 1 10.8 0.73
17) AJOO! 3 Muscluus SPRRZE 10.8 0.56
18) M5544 CGhuanylate nucleotide binding protein 1 9.6 0.54
19 U60020 ATP binding cassette, subfamily B member 9.6 0.78
20) M19G81 Mouse platelet derived growth factor 9.4 0.75
inducible protein
2 U115 SAM domen and HD domein 8.2 0.72
22) U20735 Musculis transeription factorjun B gene 7.2 0.14
23)U19119 Interferon inducible protein 1 7.1 0.51
24) AASG16121 ESTs weekly similarto B chain B 7.1 0.65
erystal stryeture of human APT1 0.87
25) AV1G0842 Nuclearreceptor subfamily 1 group H G.8 0.65

member 2

From the data of repeated experiments, we focused on candidate genes which may play a
role for the onset of disease and can be suppressed by anti—allergic drug. Onzin gene is
one of the pathological applicant genes for the onset of atopic dermatitis. Onzin is a
small, cysteine-rich peptide of unique structure and plays an important role in innate
immunity. It usually expresses at high levels in epithelial cells of the intestinal tract,
the lung, and in the immunological cells including macrophages and granulocytes. In Figure
1, the Onzin gene expression increased in proportion to the number of stimulation with
antigen. It is important to note this increase is clearly suppressed by prednisolone. These
data suggest
the importance of Onzin as a potent pathological molecule causing an allergic disorder
so we decided to start research regarding new anti—allergic drugs and the affect they may
have on Onzin. We have not obtained enough data to make any conclusions at this point and
therefore cannot report either positively or negatively regarding the affect of new drugs.

We are expecting to report positive data and the subsequent results in the near future
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Figure 1 The alteration of onzin mRNA in the skin lesion of mice atopic dermatitis model

<Prostaglandin D2 (PGD2) receptor genes>

Among disease related genes as described above, we investigated the importance of PGD2
receptor genes. There is an abundance of research related to the role of PGD2 in the allergic
reaction because PGD2 is the main arachidonate product by mast cells during allergic
reaction. However the role of PGD2 in allergic inflammation has not yet been clarified.
Thus, we investigated the role of PGD2 in allergic inflammation by employing PGD2 receptor,
DP

(PTGDR) gene deficient mice™.

Consequently, we demonstrated that PGD2 plays a role in an allergic asthma as a mediator.
Our results are summarized in Table 5. We found that the sensitization and aerosolchallenge
of the homozygous mutant DP gene deficient mice with ovalbumin induced increases in the
serum concentration of IgE similar to those in wild—type mice subjected to this model of
allergic asthma. However, the concentration of Th2 cytokines (IL-4 and IL-5) and the extent
of lymphocyte accumulation in the antigen challenged lung of DP gene deficient mice,
significantly decreased when compared to those in wild—type mice. DP gene deficient mice
showed only marginal infiltration of eosinophils and failed to develop airway
hyperreactivity. Thus, PGD2 functions as amast cell derived mediator, to trigger asthmatic

responses.



Table 5 Therole of PGD2 in experimental asthmatic responses in mice

Treatment Eosinophils Th2 cytokine Chemolkine AHR
in BALF in BALF in BALF

DP gene deficient 1l I ND I

L-PGDS gene over expression 11 M 11 (eotaxin) ND

Inhalation of PGD2 1 1 11 (MDC) 1

11, Increase when compared to control: || , Decrease when compared to control; ND, Not
done; BALF, Broncho alveolarlavage fluid:

AHR, Airway hyperresponsiveness; PGDS, Prostaglandin D2 synthetase; MDC,
Macrophase derived chemokine.

2 confirmed the role of PGD2 in allergic

As indicated in Table 5, Fujitani et al.
inflammation by employing PGD2 synthetase gene over—expressed mice. The overproduction
of PGD2 causes an increase in the levels of Th2 cytokines and chemokines, accompanied by
the enhanced accumulation of eosinophils and lymphocytes in the lung. Our findings concur
with the results of Fujitani er a/*® and both studies indicate that PGD2 plays an important
role for the accumulation of eosinophils into allergic lesion. Moreover, Honda et al. **
revealed the mechanism of PGD2 induced eosinophil infiltration. They have described the
mediation of macrophage—derived chemokine from airway epithelial cells for PGD2 inducing
local eosinophilia.

From the clinical point of view, extensive efforts have been made to elucidate the role

ofPGD2 in human allergic diseases. Whereas adequate data are not yet forthcoming, some

research suggests that there is a close relationship between the onset of allergic asthma

45, 46) 47-52)

and polymorphism of haematopoietic PGD2 synthetase gene, DP gene and other genes
These data suggest an important role of PGD2 in human allergic diseases and will be

discussed in the following section.

<Allergy related genes (Clinical study) >

There are many clinical studies on gene variants on susceptibility to allergic diseases.
Table 6 is a list of novel candidate genes identified by clinical studies. The most well
known applicant is a distintegrin and metalloprotease 33 (ADAM33) gene on chromosome 20q13.
This gene has been reported as a susceptibility gene for asthma by ST Holgate et al *?.
Case—control and 460 family based association studies have mostly confirmed a 1ink between
ADAM 33 and asthma. They also suggest the involvement of this gene in the structural airway
components of asthma and COPD, like airway remodeling. These data indicate that ADAM 33

genetic alternation could possibly contribute to the establishment and progression of

allergic airway diseases, although their association to clinical phenotypes has not yet



been classified.

Table 6 Novel candidate human genes associated with the susceptibility
of allergic diseases

ADAM33 (A disintegrin and metalloprotease 33) 20p13
DPP10(Dipeptidyl-peptidase 10)  2ql14

PHF11(PHD finger protein 11)  13q4

PTGDR (Prostaglandin D, receptor)  11q

HLA-G (Human lymphocyte antigen ((G) 6p21

TNF (Tumor necrosis factor) a 6p21

GPRA(G-protein coupled receptor for asthma susceptibility) Tq14

DPP10 gene 1is located on chromosome 2ql4. DPP10 1is non-enzyme members of
dipeptidyl-peptidase IV family which includes fibroblast activation protein and critical
components of voltage-gate potassium channels. The major function of this gene is to encode
various proteins which inhibit the activation of cytokines, chemokines and LTs.
Adcok et alP? reported that the mutations in this gene have been associated with asthma.
PHF 11 is a transcriptional co—activator of the Thl effecter cytokines genes, IL-2 and
IFN- « , co—operating with nuclear factor kappa-B (NF-kappa B). This gene is located on
chromosome 13g4 and has been reported as a susceptibility gene to allergic asthma®™®.
Zhang et al’® and Jang et al ® identified an association of PHF11 gene with elevated IgE
and atopic asthma and dermatitis. The region is centered on the PHF11 gene and the extended
two flanking genes, SETDB2 and RCBTB1. They identified three SNPs having independent
effects and a three marker haplotype showing consistent association in other three sample
sets.

PTGDR gene is located on the long (q) arm of chromosome 14 at position 22. 1. Genetic
association studies have shown a positive linkage of the genetic polymorphisms in DP and
another PGD2 receptor on Th2 cells, CRTH2, with asthma phenotypes from specific ethnic

152 Multiple whole—genome linkage analyses have suggested the presence of

backgrounds
an asthma-related region on PTGDR gene. In Europeans and African—Americans, carriers of
the C allele of T-549C, or of the T allele of C-441T, were at higher risk of asthma.
Furthermore, a significant association between promoter SNPs and susceptibility to asthma
is reported. The carriers of the haplotype with lower promoter activity were less
susceptible to asthma. This is confirmed in three different Caucasian populations, in Spain,
the UK, and the Netherlands but not in Japanese, Han Chinese, or Hispanics. Above data
related to PGD2 genes indicate the existence of marked differences of susceptibility to
allergic asthma among ethnic groups.

The human MHC antigen genes and many other genes on chromosome 6p21 play an important

role in the regulation of human immune response. The 6p2l1 region shows strong linkage

10



to atopic phenotype in many studies and it is considered a major locus influencing allergic

16 Nicolae et al’® described the association of human lymphocyte antigen G

diseases
(HLA-G) one of the novel MHC within three populations. They reported the association with
HLA-G gene and bronchial asthma (airway hyperreactivity) susceptibility from experiments
employing 4 independent samples. By the positional cloning approach they identified gene
polymorphism (-994A/G) associated with asthma in two samples. They also reported a
differential association of alleles with childhood disease on the basis of the maternal
affection status. The —964GG genotype was associated with asthma among children of mothers
with airway hyperreactivity, whereas the —964AA genotype was associated with asthma among
children of mothers with negative hyperreactivity affection status. Thus the
susceptibility for asthma linked to 6p21 complex (including tumor necrosis factor—+ gene)
and may be influenced by maternal factors.

G—protein coupled receptor for asthma susceptibility (GPRA) is the orphan G protein
coupled receptor gene a 20cM region on chromosome 7pl4-pl5. GPRA gene is associated with
IgE elevation in bronchial asthma population in Finnish and French—-Canadian families. Some
single nucleotide polymorphisms (SNPs) and several haplotype in the region of 70Kb are
found to be associated with elevated IgE levels, clinical asthma and atopy®®. At least
one haplotype was observed to be associated with elevated IgE levels in each population.

Gene identification analyses indicated several chromosomal regions and genes involved
in the causation and progression of allergic diseases. The most important thing is how

toutilize above obtained information for the diagnosis and therapy of allergic disorders.

< Drug susceptibility related genes>

A beneficial results of Human Genome Project is the discovery of millions of DNA sequence
variants in the human genome, for example SNPs. SNPs are a DNA sequence variation occurring
when a single nucleotide (A, T, G and C) in the genome differs between member of species
or paired chromosome in an individual. SNPs can affect how humans develop diseases and
respond to drugs, therefore SNPs polymorphisms are thought to be key enablers in

67-71

development of personalized medicine® ". As indicated in Figure 2, SNPs may fall within
cording sequence of genes, non—cording regions of genes, or intergenic regions between
genes. One of the strongest applications of common variant research is related to the
individual drug responsibility. Data obtained from clinical studies indicate that the
existence of responder and non-responder to some kind of anti-allergic drugs in

pharmacotherapy. These studies offer the potential to optimize medication for individual

patients by using genetic information to improve efficacy or to avoid adverse effects

Because of the large number of patients, recent pharmacogenomic studies on anti—allergic

11



drugs are mainly focused on the therapy of bronchial asthma.

[ [T 11T [T 11 [11 [ ] [ ] [ [T]]
ﬁ Chromosome

(almost 100Mb)

—_—
(Gene repetition
f ! 1gene
— = Almost
20-30Kb
AAA A A AA A AN A A A A A

Existence of more than 10 SNPs in one gene

* Single nucleotide polymorphism(SNP)

* SNP is a sequence variation occurring when a single nucleotide —A,T,C or G-
in the genome differs between members of a spices or paired chromosome
in an individual.

Figure 2 Single nucleotide polymorphism (SNP)

Regarding the information on Table 6, gene variations of the beta2 adrenergic receptor
(B2AR) are important for modulating responses to the therapy of allergic asthma™ . SNPs
at amino acid position 16 and 27 are the most common and have been shown to be the most
functionally relevant. A change at base 46 from adenine to guanine causes glycine (Gly),
rather than arginine (Arg) to appear as an amino acid position 16 in B2AR genes. Argl6Gly
is associated with increased repression of gene transcription and decreased amount of
receptors on the cell surface™. The Gly variant is associated with severe asthma ™, which
has been confirmed by meta—analysis summarizing the results of 28 association studies in

allergic asthma™.

The influence of these SNPs on tachyphylaxis after chronic exposure
to beta2—agonists suggests that the Gly variant is more susceptible than Arg variant to
receptor desensitization. As for Gln/Gly polymorphism, the Gly variant is associated with
a 4-fold decrease in airway hypersensitivity in methacholine response and may be a factor
protecting against receptor desensitization™ ™.

In the case of inhaled corticosteroids for the treatment of asthma, a recent study using

traditional SNP-based approach identified a gene for corticotrophin releasing hormone

78-81) 81)

receptor 1 (CRHR 1) as a potential marker of response Weiss et al genotyped 131
SNPs in 14 candidate genes in steroid pathway in an 8 week clinical trial of 480 adults
with moderate and severe asthma. They expanded the research to another two asthmatic

patient populations. An important result of the study was that they identified the

12



association of CRHR1 gene SNPs and improved lung function in response to inhaled

glucocorticoid efficacy.

Table 7 Pharmacogenomics on anti-allergic dugs (anti-asthma drug)

Drugs Mutation Alteration of efficacy
Beta 2 agonists beta2 adrenoreceptor [Arg(16)Gly and  Asthmatic symptoms became worse,
(p2) Gn(27)Glul Lower reversibility of FEV1 by SABA

(Inconstant by LABA and ICS+LABA)
Arginase [rs17249437 and rs3742879] Lower reversibility of FEV1 by SABA

LT receptor LTC, synthetase [C-444>A-444] Better response to pranlukast,
EIHf{.ig'OHJ'Sf ALOXS [152115819 15119774] FE\TI response to Montelukast and
(LTRA) Zileuton

TBX21(encode for T-bet)[His(33)Glul
Inhaled GR/ANR3R mutation Inlpl‘ovenlent PC20 .b‘\' s
cortrcosterord CRHR1 [GG>GT0rs2422941)] Improvement of ICS efficacy
(1cs)

CYP1AZ2(-2964[G/AT)

Histamine N-methyltransferase Clearance of drug (probably linked to
Tfleoph_v]]]ne (TB 14) adverse effect)

SABA; Short acting beta agonist, LABA ; Long acting beta agonist, ICS; Inhaled corticosteroid, LTC ; Leukotriene C ALOX5 ; Arachidonate
5-lipoxygenase, TBX ; Transcriptional factor for T-box expressed in T cell, GR ; Glucocorticiod Receptor, CRHR1 ; Corticotropin releasing
Hormone receptor 1. FEV1 ;Forceexpiratory volume at 1 second

In addition to CRHR1, Tantisira et al® reported another applicant gene, TBX21, to affect
the efficacy of inhaled glucocorticoids. TBX21 encodes for the transcriptional factor
T-bet (T box expressed in T cells) which influences naive T cell development and implicated
in asthma pathogenesis. They demonstrated that no synonymous variant in TBX21 cording for
replacement of histidine 33 with glutamine is associated with significant improvement in
the PC20 (a measure of airway responsiveness) of asthmatic children in a large 4 year
clinical study. Whereas the improvement was observed only in children in above report,
recent studies indicate that TBX21 has a role in adult cases®™ .

In addition to inhaled steroids, other potential contributions of pharmacogenomics

8790 ITs are

to the treatment in allergic diseases comes from the studies on LT modifiers
now established pathological mediators in inflammatory process of asthma, and LT modifiers
are mainstays in pharmacotherapy of asthma. The association studies implicating the role
of LT pathway gene are mainly carried out to search for the relation between asthma
pathogenesis and treatment response. Here we focused on the gene which has a role in the
susceptibility to drug treatment. Two classes LT modifiers, LT receptor antagonists and
b-lipoxygenase inhibitors exist. The susceptibility of both these two modifiers are
closely related to SNPs including arachidonate 5 lipoxygenase (ALOX5) rs2115819 1 and ATP
binding cassette sub—family member 1 (ABCC1) rs119774. These gene variations are associated

with longitudinal FEV1 in response to Zailtuton (ALOX5 inhibitor) and Montelukast

(cystenyl-LT receptor 1 antagonist). Moreover A/C polymorphism of LTC4 synthetase

13



(LTC4S)-444AC is associated with the response of cystenyl-LT1 receptor antagonists
(Montelukast and Pranlukast), improvement of FEV1 and bronchodilator (salbutamol)
response.

These genetic variant data provide a rationale for predicting therapeutic response and
adverse effect of drugs in allergy. However, it is best to perform genetic association
studies, but they are very difficult when applied to clinical case studies. And whereas
many data suggest the positive relationship between gene variant and drug susceptibility,
there is some conflicting data regarding the effects of these variants in different

populations and clinical importance of these polymorphisms.

<Conclusion>
Our final goal and our challenge in this research is to better understand the molecular
mechanism of allergic diseases and to develop a more useful and newer anti-allergic

%7100 - To achieve the final goal, more information from genetic analysis seems to be

drug
the key or most important factor. In 1990, the Human Genome Project started to establish
the sequence of human genome with the aim of applying the acquired genomic data to improve
disease diagnosis and determine genetic susceptibility. The first two reports about draft
sequence of the human genome in 2001 rapidly extended to different approaches to extract
useful information from the genomic sequence. These approaches included genetics (the
analysis of genetic variation), transcriptomics (gene expression), proteomics (gene
products) and metabolomics (their metabolic effects). Each of the above post—genomic
approaches has already contributed to our understanding of specific aspects of diseases
and development of clinical pharmacotherapy. In addition to the above genetic data,
epidemiological and microbial data also support different angles to our understanding of
certain diseases. The integration of several types of data will lead to a global model
more suitable for dissecting the mechanism of diseases and for predicting novel therapeutic
strategies. By combining several types of data, we are expecting a shift towards effective
therapy and the development of new drugs. However, integrating large data can be extremely
difficult leading to confusion in determining a putative biological meaning. While there
are clear obstacles that need to be overcome, accumulation and integration of a database
are likely to become the basis that drives this future research. In the end, our goal
is to integrate these different types of data into a global model suitable for understanding
mechanism of diseases and for predicting novel therapeutic strategies. This review is just
focused on gene research related to anti—allergic drugs and will hopefully contribute to
synthesize the large amount of data into a more manageable base from which researchers

can utilize when conducting studies concerning allergic diseases
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Aspects of Maternal Parenting Stress

Megumi HORIBE

<Abstract>

Declining birthrate and child abuse are currently important social issues in Japan
and maternal parenting stress has been revealed as one of the factors. In a previous
study, the background factors of childcare stress have been analyzed, however, it
is insufficient to reduce stress with those findings. Lazarus et al. (1984) indicated
that coping process varies according to whether mothers recognize maternal parenting
stress as stressor. In reducing maternal parenting stress, we would emphasize that
we could derive the effectual and concrete assistant measures by comprehensively
investigating not only stress reaction but coping approach and recognition of stress.
Keywords

Maternal parenting stress, recognhition, coping
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Nursing Skills Acquisition and Their View on Clinical Practice
by the 3" Grade Nursing Junior College Students at the Beginning

of Clinical Practice.

&b THY ERTE?

<EF>

Bl BINERICET 2 BRI E 2R L T —BR & LT, 3 PR B BRIERE OF #
FHIRSFAE 41 2 & KPR, BEHIN 98 THH OHAT OERRI L, 2 b OIS THRER
WaATH> 2 LI T 2L BRAFICHONT, BRHGRELIT 7. ZOFER, MHNDETITo7
DD D LEBEZIVFEOEE ORMWEERINL (A 21 RE) TR DRI 7o
EThote. UL, TR EYEIE ) [0 7 7o ERAN AR TEE T Ch > T HE
AMENWEA b o7, Fio, MBENDOTITH Z LN TE D & LIEFADOEIG OmWE#EEIT
T DRI Ry RA—F2 7 TERE) 7oL, £ UCTERITERBER ch -7, Wi,
FREF -BE L HTH-oTHITH ZLICHEN RV E LIZEIEOR WX R OB 2
=0 RN 7o B R LA DO AT AN T H o 72 BRI TEHEB B I Z B O THT S 00 RMEN H
LH M 72 ETIXRE N R WREOEIG N E o T

<abstract >

We conducted a survey of 41 nursing junior college students at the beginning of clinical

practice in the 3™ grade on how many nursing skills out of 98 nursing skills they have

acquired and how they consider it to put nursing skills into clinical practice in their

future.

Nursing skills of which most students have experienced were ‘vital sign measurement’
‘assisting patients with eating’ and ‘bed environmental improvement’ , while they

lacked experience of basic ones to support daily life activities such as ‘care to in—bed

toileting ¢ and ‘oral care ‘. They managed to practice nursing skills to support life

activities such as ‘bed environmental improvement ° ‘bed making’ and ‘assisting
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patients with eating’ . On the other hand, most students, even if they were with their
teachers or clinical instructors, were not sure of nursing skills in clinical assistance
or nursing skills except basic ones. In other words, they seem to be unsure of the
conditional nursing skills to support daily life activities. It is necessary to consider

an effective teaching method on the purpose of learning nursing skills

Key word :
B b 32 LA et
nursing students clinical practice nursing skill acquisition

Ul BRI R E AL (T500-8281 I RHTHEE 2 TH 92)
Gifu Junior College of Health Science Nursing Department

(2-92 Higashi, Uzura, Gifu-city, Gifu, Japan 500-8281)
2 bR KRS (T509-6192 Bk HIHT 2216)

Chukyogakuin University Faculty of Nursing
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* ) —ifiiR O I 0| 0.0% 0 0.0% o0 0.0% 1| 2.4% 1 2.4% 11| 26.8%| 29/ 70.7%| 40| 97.6% 0 100.0%
* SUE e 0 0.0% of 0.0%f 0 0.0% 1] 2.4% 1 2.4% 1] 2.4%| 39| 95.1%) 40| 97.6%| 0 100.0%
* NI 0| 0.0% 0 0.0% o0 0.0% 1| 2.4% 1 2.4% 1| 2.4%| 39| 95.1%| 40| 97.6% 0 100.0%
* PHUD = 0| 0.0% 0 0.0% o0 0.0% 1| 2.4% 1 2.4% 0| 0.0% 40| 97.6%| 40| 97.6% 0 100.0%
* AEDOE N o 0.0% 0 0.0% o0 0.0% 1] 2.4% 1 2.4% 1| 2.4%| 39| 95.1%| 40| 97.6% 0 100.0%
* k1M ik 0| 0.0% 0 0.0% o0 0.0% 1] 2.4% 1 2.4% 3| 7.3%| 37| 90.2%| 40| 97.6% 0 100.0%
AR AR AT ER - MR AR 0O B 0/ 0.0% o 0.0% 1 2.4% 0of 0.0% 1 2.4% 7| 17.1%| 33| 80.5%| 40| 97.6% 0 100.0%
* R o 0.0% 0 0.0% 1] 2.4% o0 0.0% 1 2.4% 3| 7.3%| 37| 90.2%| 40| 97.6% 0 100.0%
* {15 B 1 2.4% o 0.0% o 0.0 of 0.0% 1 2.4% 12| 29.3%| 28| 68.3%| 40| 97.6% 0 100.0%
s Il 1k R 1 2.4% ol 0.0% o 0.0% o 0.0% 1 2.4%) 16| 39.0% 24| 58.5%| 40| 97.6% 0 100.0%
* KRG AT —T VO 0| 0.0% 0 0.0% o0 0.0% 0 0.0% 0 0.0%| 5| 12.2%| 36| 87.8%| 41| 100.0%f 0 100.0%
I DT — T NSO TREI R TEA 0| 0.0% 0 0.0% o0 0.0%f 0 0.0% 0 0.0%| 8| 19.5%| 33| 80.5%| 41| 100.0%f 0 100.0%
* ZURYL R 0| 0.0% 0 0.0% o0f 0.0% o0 0.0% 0 0.0%| 5| 12.2%| 36 87.8%| 41| 100.0% 0 100.0%
* EEGER 0| 0.0% 0 0.0% o0f 0.0% 0 0.0% 0 0.0%| 0| 0.0% 41| 100.0%| 41| 100.0%f 0 100.0%
* CAPDOFL 0| 0.0% 0 0.0% o0 0.0% 0 0.0% 0 0.0% 2| 4.9% 39/ 95.1%| 41| 100.0% 0 100.0%
* BEFAMEREWGERE T-B5 O WU B RE Aok 0/ 0.0% o 0.0% o0 0.0% o0 0.0% o0 0.0% 3| 7.3%| 38| 92.7%| 41| 100.0%| 0 100.0%
I ke 0| 0.0% 0 0.0% o0 0.0% 0 0.0% 0 0.0%| 0| 0.0% 41| 100.0%| 41| 100.0%f 0 100.0%
* WS 0| 0.0% 0 0.0% o0f 0.0% 0 0.0% 0 0.0%| 6| 14.6%| 35 85.4%| 41| 100.0% 0 100.0%
* (RTNLF— o 0.0% 0 0.0% o0f 0.0% o0 0.0% 0 0.0%| 3| 7.3%| 38 92.7%| 41| 100.0% 0 100.0%
P32 AV AT/ IN 0| 0.0% 0 0.0% o0f 0.0% 0 0.0% o0 0.0%| 3| 7.3%| 38 92.7%| 41| 100.0% 0 100.0%
I FE MalE N Rt 5 | D A8 B 0/ 0.0% o 0.0% o0 0.0% 0 0.0% o0 0.0% 2| 4.9% 39/ 95.1%| 41| 100.0% 0 100.0%
* N TIPIL2R4E % Th o F B 0/ 0.0% 0| 0.0% o0 0.0% o0 0.0% 0 0.0%( 3| 7.3%| 38| 92.7%| 41| 100.0%| 0 100.0%
S BIBH T o L 0| 0.0% 0 0.0% o0f 0.0%f 0 0.0% 0 0.0% 4| 9.8%| 37| 90.2%| 41| 100.0%f 0 100.0%
* BN G-IE 0| 0.0% 0 0.0% o0f 0.0% o0 0.0% 0 0.0% 4| 9.8%| 37| 90.2%| 41| 100.0% 0 100.0%
* B TTER 0| 0.0% 0 0.0% o0 0.0% 0 0.0% 0 0.0%| 7| 17.1%| 34| 82.9%| 41| 100.0% 0 100.0%
* WS 0| 0.0% 0 0.0% o0f 0.0% 0 0.0% 0 0.0% 4| 9.8%| 37| 90.2%| 41| 100.0%f 0 100.0%
* BRI A 0| 0.0% 0 0.0% o0f 0.0% o0 0.0% 0 0.0% 12| 29.3%| 29| 70.7%| 41| 100.0%| 0 100.0%
* AU RPN TES (PO EIRE T0) OIS B 0/ 0.0% o0 0.0% o0 0.0% 0 0.0% o0 0.0% 20| 48.8%| 21| 51.2%) 41| 100.0% 0 100.0%
* iR 7 O 0| 0.0% 0 0.0% o0 0.0% 0 0.0% 0 0.0%| 5| 12.2%| 36/ 87.8%| 41| 100.0% 0 100.0%
* A AN B ORI IS U 7= 5 5 0| 0.0% 0 0.0% o0f 0.0% o0 0.0% 0 0.0% 11| 26.8%| 30 73.2%| 41| 100.0%| 0 100.0%
* i oD% B 0| 0.0% 0 0.0% o0f 0.0% 0 0.0% 0 0.0% 2|  4.9% 39/ 95.1%| 41| 100.0% 0 100.0%
* FREROE HL 0| 0.0% 0 0.0% o0f 0.0% o0 0.0% 0 0.0%| 5| 12.2%| 36/ 87.8%| 41| 100.0% 0 100.0%
BRI 715 - IR R IAR 0/ 0.0% 0| 0.0% 0 0.0% o0 0.0% 0 0.0%| 6| 14.6%| 35| 85.4%| 41| 100.0%| 0 100.0%
* B IZdHoT MR RO B R 0| 0.0% 0 0.0% o0 0.0%f 0 0.0% 0 0.0% 2| 4.9% 39/ 95.1%| 41| 100.0% 0 100.0%
* IR AL B . 0| 0.0% 0 0.0% o] 0.0% o0 0.0% 0 0.0%| 10| 25.0% 30 75.0%| 40| 100.0%f 1 97.6%
Sy NK FREO B 0/ 0.0% 0| 0.0% 0 0.0% o0 0.0% 0 0.0%( 4|  9.8%| 37| 90.2%| 41| 100.0%| 0 100.0%
* NEASDYAZPREWEERN O BT O fE kL TR 0/ 0.0% o 0.0% o0 0.0% 0 0.0% o0 0.0%| 0| 0.0% 41| 100.0%| 41| 100.0%f 0 100.0%
* FHIZEEDHESNTWAHGITH A OHAMTIT T2 ZE DD @RFLI-ZEn DD
@A LTI ol 2l 3D ©®FHb LB LIZZL R

@A - HB RSP ObEHIG UL A F LTI/ 280305
OEHE - BEL AT 200D

2. TN b OEHIFEE CHREBINZIT O Z LT oL b2
TN D DOEFHISEE CTHREBANZ1T I LT 2L 62 HIEFR2ITRLIZLEBY THD.
OAEZF-> T, My LATPERETITA 2 ~@EHE - HB L R 0137225, D4
DDOBRBIE, FEN NN D DIFHIEE T HNDOIETIT ) 2R TE L8 E L 62T D
LB ENTED., F#IN 61 HAD OB, Thn b OFHIZEEIZB W THE#EEIN 21T
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TR LT, B DETIT) 2N TED, LEELZFEOHE DR EWEB X K
i) [Ny FA—=F%27) TR (LR 100%) T, 2FAERZDOLIITE B2 TV, R
THEFITH DY TRBEREE O 2 (97.6%) , [HE TS D22V R H ORFIB) ) (97.6%) ,
MU 2zt (97.5%), (80 ZtA ARIES (97.4%), TENREZE OMALZEHL (95.1%)
RENEL, M TEF OREBIZE DR 2B R/ FE ) (92.7%), TR - T8 (92.7%),
2Ly F ¥ —Bik (90.2%), [RHIER] (90.2%) 7oL, BE) - BIEIZE D L HINCEER
(ZBID L Bl /e &3 & U THAM ZRAETRATERBIEINC OWT, 2 OFAEDR, (5 0DE TIT
DT EMTES, LTV

RNTIE TREER] 2 TRy FA=F 7] 0k, BELEL LzZ LRz, &L
TWLFER 2ENESAFET DI DL T, MO TIT) ZLnTED, & IFILEDY:
AENREELTHDLEIbH T,

Wi, OFFEE - HE L HTHoTHITI ZEICHEN R, & LERAEDOEE P EWIEE
X, TREGIBRTR OB (69.2%), MEEMPEENFHERL I HOEFR] (61.5%), A F—<4LiE)
(58.5%), [#REE AT =T N2 bOWEEIEA] (57.5%), TERBAERER - A% OB

(65.3%), THASMOOWREAEIEAN] (61.2%) 72 ET, FIHNLOEIELTE, ZROME)
(2B 5 MR AT A F SR E T TS T D EIN £ Th o 7. AR TENE
BhEfICR W T, THETFREEFEOH H2BEOONEST | (29.3%), KT A LV ENRA->TWNDHE
FORERZH) (26.3%) 72 EMI SOG40 0 HH 72 C#G ER RV EE 2 HIVHEE T,
BENZ2W, & LIEFEORIE R & -T2
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K2 T DLOREHISE CHEEEINAITIZ IR T 562

n:4l1
FEPREA @® @) ® @ O~@zt ® ZOft | NA | ARhEIE R
PR 10| 24.4% 24| 58.5%| 6| 14.6%| 1| 2.4%| 41 | 100.0%] o 0.0%] o 0.0%] o© 100.0%
Ny NA=F T 9| 22.0% 28| 68.3%| 4| 9.8%] 0| 0.0%| 41| 100.0%] 0o 0.0% 0 0.0% o0 100.0%
B 22| 53.7%| 15| 36.6% 4|  9.8% 0 0.0%] 41 | 100.0%] o 0.0%] of o0.0%] o0 100.0%
BB DU RRBREOR 2 7| 17aw| 17| 4nsw| 13| 31.7%| 3| 7.3w| 40| o7.ew| 1| 2.4%] o o.0%| o 100.0%
W T B E DRI RE O 5/ 12.2%] 16 39.0%| 11] 26.8%| 8| 19.5%| 40| 97.6%| 1| 2.4%| o o0.0%] o 100.0%
PEES 5/ 12.5% 200 50.0%| 11 27.5%| 3| 7.5%| 39| 97.5%| 1| 2.5%| o o.0%] 1 97.6%
PSAGNAA L RTE 14| 36.8%| 22| 57.9%| 1| 2.6%| o 0.0 37| 97.au| 1| 2.6% o 0.0 3 92.7%
WA FB A DR 2 4] 9.8%| 10 24.4%| 18] 43.9% 7| 17.1%| 39| 95.1%| 1| 2.4%| 1| 2.4% o 100.0%
NyRSHENT~DOB R 4| 9.8%| 10| 24.4% 20| 48.8%| 5 12.2%) 39| 95.1%| of o0.0%| 2| 4.9% o 100.0%
ARG E 11| 26.8%| 18| 43.9%| 9 22.0%| 1| 2.4%] 39| 95.1% o o.0% 2 4.9% o 100.0%
FRMETPIRICEE ST 15| 39.5% 8| 21.1%| 7| 18.4%| 6| 15.8%) 36| 94.7%] 2| 5.3% o o.0%| 3 92.7%
R OUN ey ke Ze SAS INDATS S 3 7.3% 7| 17.1%| 14| 34.1%| 14) 3419 38| 92.7w| 2| 49w 1| 249 o 100.0%
R T 70 17.1%| 22| 53.7% 7| 17.1%| 2| 4.0u) 38| 927w 2| 49w 1] 2.4%] o 100.0%
ARy F v =ik 1 2.4%| 7| 17.1%| 14| 34.1%| 15| 36.6%) 37 | 90.2%] 3| 7.3% 1 2.4% o 100.0%
ek 9| 22.0% 16 39.0%| 11| 26.8%| 1| 2.4%| 37| 90.2%| 3| 7.3%| 1| 2.4% o 100.0%
SEER 1 2.4% 10| 24.4%| 18| 43.9% 8| 19.5%] 37 | 9o.2u] 3| 7.3% 1 2.4% o 100.0%
Blros 1 2.4%| 7| 17.1%| 14| 34.1%| 15| 36.6%) 37 | 90.2u] 2| 4.9%| 2/ 4.9%] o 100.0%
g~ OB E ) 5/ 12.2% 5 12.2%| 17| 41.5%| 10| 24.4%| 37 | 90.2%| 2| 4.9%| 2| 4.9 o 100.0%
AT - BB 9 22.0% 11| 26.8%| 10| 24.4%| 7| 17.1%) 37| 90.2%] 2| 4.9%| 2| 4.9% o 100.0%
BAAR B DR A AR 2| 5.0% 7| 17.5%| 18] 45.0% 9| 22.5%[ 36 | 90.0%] 2| 5.0% 2| 5.0% 1 97.6%
NI 1 2.4%| 3| 7.3 15| 36.6m 17| 41.5%] 36 | s7.8u| 4| 9.8 1| 2.4% o 100.0%
P - P 1 2.4% 7| 17.1%| 15] 36.6%| 13| 31.7%| 36 | 87.8%| 3| 7.3%| 2| 4.9%] o 100.0%
IRk m&Is 4] 10.3% 7| 17.9% 8| 20.5%| 15 38.5%) 34 | 87.2%| 5| 12.8%| of o.0% 2 95.1%
SrEHI (RRLLIA) 3 7.9%| 6 15.8%| 7| 18.4%| 17| 44.7%| 33| 86.8%| 5| 13.2%| o 0.0% 3 92.7%
W T E OHDIIRE D RFI) 2| 4.9% 1) 2.4%| 12| 29.3%| 20| 48.8%| 35| 85.4%] 6| 14.6%| 0 0.0%| 0 100.0%
ARy Fr—ENy N B R o 0.0% 4 9.8%| 14] 34.1%| 17| 41.5%| 35| 85.4%| 4| 9.8%| 2| 4.9 o 100.0%
N1 7 17.1%| 13) 31.7%| 12| 29.3%| 3| 7.3%) 35| s5.4%] 4| o9.8w| 2| 4.9%] o 100.0%
EAPVEE S SC/ ST S| 4] 10.3%| 5 12.8%| 14| 35.9%| 10| 25.6%| 33 | 84.6%| 6| 15.4%| o 0.0% 2 95.1%
RGNV EFERE DI o 0.0% 6 15.8% 7| 18.4%| 19| 50.0%| 32 | 84.2%| 6| 15.8%| o 0.0% 3 92.7%
AR ST SO 6| 15.4% 3| 7.7%| 11 28.2% 12| 30.8%| 32| s2.1%| 7| 17.9%| o o.0% 2 95.1%
SRR e R H IR G3E 20 5.1% 4| 10.3%| 14| 35.9%| 12| 30.8%| 32 | 82.1%] 7| 17.9% 0| 0.0%| 2 95.1%
Bt R OESE (FAR- Ty T — L) 1 2.6%| 8| 21.1%| 10| 26.3% 12| 31.6%) 31| si.ew| 7| 18.4% o o0.0%] 3 92.7%
(LS 1| 26w 3| 7.7l 9 23.1%| 18| 46.2%| 31| 79.5%] 8| 20.5% o o0.0%] 2 95.1%
PRI AL - (TR A A ) o 0.0% 0 0.0% 5 12.8% 26| 66.7%| 31| 79.5%| 8| 20.5%| o o0.0% 2 95.1%
IO E G 2| 5.3% 20 5.3% 8 21.1%| 18] 47.4%| 30| 78.9%| 8| 21.1%| o o0.0% 3 92.7%
AL 72 & LD RRGP 1k DB 1| 27w 5| 13.5% 8| 21.6%| 15| 40.5%| 29 | 78.4%| 8| 21.6%] o 0.0% 4 90.2%
W FEEORVEBEDONEST 3 7.3% 4| 9.8%| 16| 39.0%| 9| 22.0u) 32| 7s.om| 7| 17.1%| 2| 4.9%] o 100.0%
wim 1| 2.6%] 4| 10.3%| 8| 20.5% 17| 43.6%] 30 | 76.9%] 9| 23.1% o o0.0%] 2 95.1%
BHEE o 0.0% 2 4.9% 11 26.8%| 18| 43.9%| 31| 75.6%| 10| 24.4%| o 0.0%] o 100.0%
EEHE ) COR YRR 0/ 0.0% 5| 12.5% 8| 20.0% 17| 42.5%] 30 | 75.0%] 8| 20.0% 2| 5.0% 1 97.6%
ANESALIE DT O B 1 o 0.0% 1 2.6% 5 12.8% 23| 59.0%| 29| 74.4%| 10| 25.6%| o 0.0% 2 95.1%
Al o 0.0% o0 0.0% 9 23.1% 20| 51.3%| 29| 74.4%| 10| 25.6%| o o0.0% 2 95.1%
W7 A BB ASTOD A DR o 0.0% 5 13.2% 8 21.1% 15| 39.5%| 28 | 73.7%| 10| 26.3%| o 0.0%] 3 92.7%
PREGHE R COR PR ) o 0.0% 5| 12.5% 8| 20.0%| 16 40.0%] 29| 72.5%| 9| 22.5% 2| s.0%] 1 97.6%
AT 3k 1| 2.6%| 2| 5% 5| 12.8% 20| 51.3%) 28 | 7i.8w| 11| 28.24 o o0.0%] 2 95.1%
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n:41

F#HER ® @) ® @ O~@3 ® ZOfh NA | A 2hlEl% =
ESION o 0.0% 1| 2.6% 3] 7.7%| 23| s59.0%| 27| 69.2%] 12| 30.8%] o o0.0% 2 95.1%
SRR T REO M I o 0.0% 1| 2.6% 4| 10.5% 21| 55.3%| 26| 68.4% 12| 31.6%| o o0.0% 3 92.7%
HE T FEEODHDIBE O AT 0 o0.0% 5| 1224 4| o.8%| 18| 43.9%| 27| 65.9% 12| 29.3%] 2| 4.9%] o 100.0%
WA~ R4 o 0.0% 1| 2.6% 4] 10.3% 20| 51.3%] 25| 64.1%] 14| 35.9%] o 0.0 2 95.1%
BT T Bk Nk o 0.0% 1] 2.5% 11| 27.5% 13| 32.5%| 25| 62.5%] 13| 32.5% 2| 508 1 97.6%
1 T5) - e T ) A1 B ol 0.0% o 0.0% 9 22.5% 15/ 37.5%| 24| 60.0% 14| 35.0%| 2| 5.0%] 1 97.6%
R sirEnk 5| 0 0.0% o 0.0% 4] 10.3% 19| 48.7%| 23| 59.0%| 16| 41.0%] o o0.0% 2 95.1%
FRIR 516 « PRIGARERAR 1| 2.6% 0 0.0% 3/ 7.9% 18 47.4%| 22| 57.9%| 16| 42.1%| 0| 0.0%| 3 92.7%
PNl IR ON ol o.0% 2| 5.1% 3 7.7% 17| 43.6%) 22| s56.4%| 17| 43.6%| o o0.0% 2 95.1%
HENT =T VOER 0 0.0% o o0.0% 4] o.8w 17| 41.5%| 21| 51.2%] 19| 46.3%] 1] 2.4%] o 100.0%
H 29O FEA ol 0.0% o o0.0%| 2| 4.9% 18 43.9%] 20| 48.8%| 21| 51.2%] o 0.0% o0 100.0%
A PRI AT E( - M A 1% 0D B 0 0.0% 1| 2.6% 3| 7.9% 13| 34.2%f 17| 44.7%] 21| 55.3% 0 0.0%] 3 92.7%
REH T —T NPLOFEIEEA 0/ 0.0% o0 0.0% 1| 2.5% 16| 40.0%| 17 | 42.5%| 23| 57.5% 0| 0.0%| 1 97.6%
Ab— AL o 0.0% o o0.0% 3 7.3% 13| 31.7%| 16| 39.0% 24| s58.5% 1] 2.4%] o 100.0%
AT MalE N e 5 | R O B o 0.0% 1| 2.6% o o0.0m| 14| 35.9%| 15| 38.5% 24| 61.5%] o 0.0 2 95.1%
KEYBh oY o o0.0% o o0.0% 1] 268 11| 28.2%| 12| 30.8% 27| 69.2%] o 0.0 2 95.1%

QBEEFF>THMLLITFER L TITXS

@7 A HMBL LT HAER LTI 25

@ - HE O RSFORHIVT B LT 2ER £ TIT25

@FEE BB E—HITRBIXITAD

O - HE L TH>THITHIZEICHES R
<EEB>

FH#ELZFEE L WS BT, 20 E R FHENINZZETHEIITADLZ LTV I EThH A
SHERRAIRDOZ L ThHD. ER - F#x I & BN OZ UL, BT NEEREIHE 1SS
BHEALINTEbOO, FHRIEHBEFICB T L2HMBHEIETETEEL R>TE TS, RT
b, BRI BT, FAENE#EREM 2T L Q0 2 I ERERO LTl TEETH 5.

RFEITE OB & LT, EAER#EFITE 2B T L 3 FEOARKEN 22 i M58 2 BRAA 9 2 BN
TOEAE T BRI, BB OBEERRI & 5% OREIZE TH#EBIN 2T L2 DX Hic e
BXTWDANEH LI L, FAOFEENHESOR RIZHT COHBIIEHT 22 L 2B L
L7-.

FT, IR ZAY A IE] CBRBETE b 2 B, BE) - BEICEb 2 Hilie L3
PRBRER 7 LT 2 BT, HRIEOTETRIC B0 2 Bt 0 — g & D FEARR 72 A TEAT B R Bh AR L2 36
WTHRBREMENLONRHD Z ENH LN -T2, ZORERITEATHIZE Y P OfERLIZIE
Rk TH-oT-.

MR IE CZ IR OBE L, FETFOFERELSE X, FHOHMBELAERT S Z
EHEEBBLTREINTNDE, IS XA VHIE] SCEREERFEICED 2 Hilfe 8% < 0%
AR L CW D EANE, BEORESRMTICELLTH LW TR HLEEICHE L TIThi T
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WD ZERBND, FEORBRENGL Rol b LIS NS, £, TERE) BE) - &
RIZEAOLEMIEREEE IR OMREE CTEZ OFENRRT LN TEELD L
HEH S 4D

ZDO—FT, FRRIEZ S TR OMBIN 2B, & SICIZPEICFIRIC B D 2 8o
RERBIIFMENS OB o7z, ZOERITIIZROLBETFORELFMFDHEL TNDLEEILND.
AR IFE D CIIEHERREOREMAZHBFIZANTNDIZD, ala=r—2a VRHRETH
D2 ERBEOFBNMEMETIT VW EEABE L CRERENMTIDOND. ZOE, BENT
R VBT EZZITROZ LI, FREREZM S HATCRIEOMBIN 2251, PElE-CIHER O
B ZLT L HMEL LRWBREEZZITREOZ LIChoToO TRV ERRI S D, MZT,
FRIZHEIZ BR 0 2 Heffrid, BAATIZ IR ECOHRE L D $ TE 57217 M L ToOHRt 2D 5 72
EHMOPEITEAZ BRI L TWAEEREML THWETWD b, 20728, REHERZD
DENITHHENPO LD ED LB LS. £, PElto@BEANC, HROEBHIHT
DI TH FEEHER - 6] OHINI7ZOHE LY b X0 @7 7 A4 v —DREE LE L
LEMTHD. 2D &5 MAlEH I X BRERLZR HEE LSO BE TNV T LIRS & £
DT END RSO T EBbis.

BB 2R LZTEEICIE, TEORE) 0 ToNA Z 4o e ofth, BREEFFEICEb 58
OB - BkICBb 2 H i &, (ML TITI ZEWTED, L LIZHEDOEmWEATH
ofc. ORI REBREE LT, FAETFNTER Lo B 4 Bt OS5 CRERT 5 2 £1c kY
T2 AEEROZ LICORN TN D EBEILNL. RRTLHZLEZOLOEER LT
D2 LIIIREIZ S 50, BINEBIC X - T, FAEOFEESLIMCHTT 5 BiE & iR To
FEERBRENEOHBER DL LT 28 Y bV, SHROBEERFEEZEE BN, Fif
Bl OB 2T 5 - DI BRE DS OBRE THEMT 2 £ TE 5 L 5 ICHa - k45
ZEL—ODHKRTHDL EEbiLS.

EREH#ZEBF B UIRBRENMEL & L0 & 220 E S D FIREEE O HiiFeR
PR DB 72 BT, IR B CEBTREHIN G 5% O 3 FADEHEE TEREZBRL T
W ZE LD FRS, BIMRIRA LD HARICE LTI, HAREES EITm VI b B b b TR A
WREE LD LRV IR UBEEIT) ZENEHELWEIRMIZEEA L THD. ET LRV 2
L— g U EMOFE A AW TOHIRERICBRAR SV, BFITL 4 - IR 242t T
XDV VUCEE R Lz ) 2 CHEHIEE TR 85 2 LITIXREEN Z . 2078, 3 FZEDHE
IRBIE#EFEOIFE T HEROREES N TR SN D, B CEEICRERT D 2 &8T5 A
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BRChHV, ala=r—a CEOR ELRTOBERE T, FANEVKT Z L 32 W6 TiEk
WNEEZ D, ZOXIRIRPLT I, FEFaI a2 =r—va VBT 285 0O#EEY AT
ZEIIHREETH DITIEN R, Fio, B VRIOZ & TH LN, HHIEE T LD XS e kiRE T
DT 2 L B D, BEITFAVRERHIEETED X9 kiRE LTV D00, Thic
OWTHERENMEZE LD Em) FAERRTOE LTOEKRSITET L2 Lnkdbh
Do ZOOITIE, YrtALa— FEHWEREORY K 20 AL D BRI TH D,
A L 72FEI i3 e o 7o 3, M EEEOOBEF#EFORZE B NT, YakALa—FR
ZHWTIR Y IR RPRGIRIZEDTH D & ORENRZHA LD EERETFEEOERMTH
Tt AL a— FOIERIL, FACHSHEN I Ia=Fr—va VZERTLZ 2L, 20n
MWHIZED L DB ERITL TWEINEZ DM E 52503 H 5,

3)  SEERICBIT LA &R

BN CITAF#FFE LI L O LT DT & DOEEFEE N E25E Th 2, ATt OHF H
HliE, 1+ 2 FEROFAEL 3EROFELDOROA I 2= — g VEANICET 2 REICEN D
DT EPHE SN TS, ZHITEBCSHERBE LMNG S 2 LT, BEDaIa=mr—v
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FNETEHFOHNE LTRY EFohTWnWeala=r—a ), IR E2m0 | LERER
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b O] LU ENEVOIR{RER SO ThHD, ala=r—a EEDHNET
LZOTEHRL, HSETHLRETHLEZ LML, HENNEL T LFELRMILT H-DOOF
Bel LTRDERNWZETHDH LRSI ETHD, 22 THRIEY HEOKENL, HHEEE
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TIVERT I TH D,
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WL BRI & THEL. 9T Uiz, BT AT 4 7 OB KIS BUEOFEFEDITI 2=
— 3 VBT ARENHER S NIz, T O THRIC, ESFEN I 2= — g VD55 H
D UIC S WRADHPDNRE R D IZR o7z, LRIIC, 72EHIZa I a =0 —2 g VOIS
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A a=b—Ta VEETCOFEOEKRE HENED XD ITEWRSIT LFAI A D0, £
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HIZRRETDEREIERT D52 ENHETH D, £, EASCHR & Ol iagt & HE
RIRETH D,
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Study on communication skills of nursing students in basic

nursing education

Sonoko Hirasawa

<abstract>

The mutual trust between patients and their families is indispensable for nursing as
described in  the Code of Ethic for nurses. Therefore, the enhancement and the importance
of the education to improve communication ability in basic nursing education are written
in the curriculum revised in 2009. That is part of the reason that communication skills
of contemporary young people especially in the face to face communication have decreased
every year. Basically, educational methods should be required to assess the changing needs
of students, the beneficiaries of educations, and respond to their various situations
In order to enhance communication skills in basic nursing education, the improvement of
communication skills with accurate understanding of the current situations of nursing
students are needed. In this paper, we would suggest how best to cultivate modality of
communication in the face to face situation in basic nursing education with a close

investigation of the previous studies in this respect

Keyword (F&5E) : communication skills/nursing student/ basic nursing education
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Creative Writing Through Associated Words
Made By Image & Imagination

SROEME - BBEN LI EHTA A -V TANERRERSE

shROEAR
Ikuyo YOSHIMURA (i-yoshimura@bz03.plala.or.jp)
Department of Nursing, Gifu Junior College of Health Science

Keywords: image & imagination, creative writing, empathic understanding,

student oriented English learning

A A= R BIWFSERERIL, MAEAE, ERERRE

AFORINT TSHEOEM - GNOE S HT A A — VU TAWERGERIL MM+ 202L
ThoH, FEICHERMICDIED ZOFEEZ o REEEZE LT, FAEOFIEXE D
Rk % Z LN TE L, AMERGEICE LD 2R ERL— IR AT & o TR FIE
D—DTh b, REEEIIFEICRLOLALE Z S LREREFAEREBA T, PAOKE
OEMEN B LI, BoOREB Ty A, 5. € L THER, B, JIML 0k 4 &
CZENTED,

The aim of this paper is to report the creative writing through associated words made by
using image and imagination. Using this way through the class room activities for a few
years, I can realize to find that students’ creative English writing ability is powered up.
This is the one of the effective ways of English creative writing for students and general
people. The class work makes students oriented English learning. It has also
encouraged students to study English and give them their English learning abilities.
Students can easily write essay, poems, and short poems like haiku, tanka and senryu

in English by their ways of thinking.

X C®IC
FNEXDERXLHEEM LML TWLFATIZ S, [RETXELES (HEFERH) )
FHE SN DEE T D, FICHELHME LW EROFEIITEFERD @V, A
ITPAEICRDLRALE Z SEHRFERBLOF LWRERE, [SE0HEE - A 65 & M3
A A=V TRAWERGERE 2 RET D, FHEZ Lo TN LIRELITZLED LI RERET
b5 DI ETHEDOZHOIGEFLENG, FAREHIRERREFLEOERELZD
ZENEBETHD, TIUITRO L O REESITZ20E LT 5,
O XEEZEATHIZHROEE ST N H 5
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@ EHO LLAEHIZEHEIC RN | &L
@ XEAZFEONTWTHHAV, FLELWKIITRD
@ IN—=TT—=IRITFTARA—REDODXTI—7 B LTHARLIND NOFIBEMD
L THFEHEMNTE, ala=r—Ta VEBNOBERKRIZORN S
® IDHICKDAT v T~OFEEERERDDH I &, BT - BRI o
AT ENDFEOBRESI T ZENTED
IO OHEFEEFFOFAEREIIGERIOBREL IR L TEX 20N, KRTHRAMTS 15
O - GNP OE X T A A — VU TEIANERERD OFIETHDL, EMFEML
HiERBEEZF ML T, SHEOBEENOEEHENDIA A=V EEIIL, 2 bT =
—MAM=U—, =y A FF A, EEEIESC, BEFEV T A FAERRALLE
N TPESKBPERL TED HIF 2 FAEREMORENRBTCE 5, KEEXELLTY Z
AA=RNEDOITN—TT =04 FHMUTEAY—27 bAEETHD, A A—V%, &
B EHET A ENLAEENIRNEDE LS 2D Z LT, FHEEFENLVIERILT D
ZEEFEIETHER,

1 A RA—=TVoT?

BIBIEX A [ A=) bW SEZBHBEIHERT L2083, 4 A=V ORI & #F
THIL & TOLOFIZENENRDG, 2FN72RHIZR, @F%, ik, ik, | (L&) &
WEHIE) LoD, FAEOFAENEWVEGEFEFIZBV T image (TBFOH &I, [~%
DMCHE<, BT 5 ), ZTLTATOE —FIC, (12— A&, 4F (—=TR%K
Fofed)] RAERE) & HARGEOREE L AR ERZ RO, ZROOFEERNS [SHEOHAHE -
BN OGEHTA A=V TEDANERERERH] FEIZRBWTE, [ A=) & LOLITH
<), g5 LVWIEKRTELRD,

ZOAA=VIIANBORAEB OBEERER TH D, 1 A—T % AW & OBIRTHR TAH
%L K NESZE OB EE T TARIZZottticAEEns b N S > E v HiERD
EEMBA A=V ERLIBD, ARV OA A—VOMRE L > TLEY, ARITA A—
CEBZIMRAZOLOTHY, WDIFA A=Y - X ThHD) (A A=Y L AM]
NHK1974) &2z, 4 A=V 2 ROTCHEBIZHDET 5,

(1) HIFERY - Z2fHA A —

HRITENY 28 b, ZOHOH5LE ZAICBGNHDL, LI A A=,
(2) HARADOHNFIZONTDA A—

HERAY » ZERIBPEA D IZIFEIN A 32K D IR D, £OHIZ, B L3RRS B
PERRITAHE L TR 22 LT o, IPE W A KB R el B0

B 27T b OB MRONETH D, &Y DIEERAKIIMOBATH 5.
(3) thex & AMIBHROA A —
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FOVICWDANTEBLEDNR=YF VT ¢t HIEE, L, BE, sl
TRTCA A=V TEZILND,

4) THF) o1 A=V
HRONECAMBERIZ, Col LTV RNENIA A—UREHDH, HATITNVDOE
[#) DEZ->TWD, [F) I3RS 5, [F) OB AUIHARERIRH D, £
5L [H] OFNENRA A=Vl > TND,

G) BOWCHETH A A=V
HOXAEEN RN ERERE LI, HOOFHEDA A—VRTE D, HEO/N
—VFVTLIZONTOA A=V b FEEESTL AL, AL DOBEFREZERQR W HT
ADA A=V b FE L EF-TL D,

(6) FESEHY « AZRLMED A A —

(] OA A=VITHIHHORNDOPTEIDEWVWIA A=V D, LITHED
A A—=VIE, TRTHREOHRNAZ FE L THER ER - T 5, UL, Bre & b IgfEsE vk

DHLHHLDELTA A=V I, BEOERMOHLLDELTA A=V D,
() A A=V DA A=

AA=YBMEVHTA A= THD, A A=V > L TZEICHHR =200 5
DL S TELEIND DO TRV, 4 A—ViE, ABZOEEIIEL T, B TH

MHNAED D ThH D, Fild, ARHZTES, B O LEEINIG U7 A T, |
SOHEEABIEL LT, A A=V bIEBRD

INHOA A—VIFANMORHEERDO 2T ThbH, RAIebDA A—VIZiX, 2ot
HEN, HORHIHEMT, FLHEBE L TERIND, 4 A=V EEDETC D OFEMRMEN
TTIZEZTWDEA A=V EMEHI LT, &<HLNA A=V EED | LR~ R O A
A=V, [SEHEOEM - gL 5| S HT A A=V TEDANERGERH) (IS TE
L LR N DNz, S HIZAMOHERLEAK DA A=V 2 MR 52 i Lic, TAMIZA
A—VEEZEMRZOLOTHY, WhiEA A=Y - Zr 7 ThHD ) (M) &L,
AA=IUDHAEFNIERIZARICH TS D THA S, FENFERFWEME > TA A —
DL, XENTDHZLIE, MEBELOLOB LT OXETIIAL BARICHENLSD Lo IcH KD
ERE LTz,

2 AA—TUTEELZORST-DOEMBE
A ALY —NEOFEGFE, HETXTANDOT—~, &XEE, F-FEWEML LY
TR BAFMIZL T, SEOHEENSSIEHINDA A=V 2EST 5, BMIITFAE
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DHIFTR D TEARRR DN, FFELE L TA A—VRELTH D, HIZIXFEM & L TH
HRE (AP, FfE=a— X mRRROFEE (AAME, koY), 7% A b0
T A MV WA, R GEEOT +— 7 Y T AR, FEEOHK) . fam (RRRY
AR, RRRARE, TH) . EWEM GREIOML. R, BRRE) 2RAT 5,

T

3 A A—VEEETHRVT WORD BUILDING*/ERK

A A — D TER ENT-FEHA 2 2 Tl WORD BUILDING & FE5,

i 1

[Christmas &1 A —Y L, ODRAVIC, Bno< B, 4#(EA4F), BAFALZTA
LT WORD BUILDING #1E£%, Christmas &9 SEDOF> A XA —UNEMKO [
DA A=D1 "oAEFEFNTL D, ZHIEANY—2 THLINV—T"T—7 THHHEET
5, 1IXEANOFEITEH B A, Christmas 70D 9 7 DIEFEFBEEN A L—RITHTE -,
FAITARICEENET D52 LIZES FENSZ Y, 22 TT CICPAEREROE B H
< %,

1 [Christmas

Christmas tree smile
illumination children
shining present
colorful Santa Claus
red

i 2

[Christmas |4 A — U2 5 % L CODPITIEICA A — VT 5S8R AND, DOF 0 FH
@® WORD BUILDING T& %, AL Christmas O A A —YDEFEIIRHI DA T, RHIE
A A=V ENEEEH A A—VDEEE ST TV, HATERIZIN—T T —7
TITH Z LW TE B,

2 Christmas

N1 N2 N3 N4 N5 N6 | N7 N8
G1 | winter Xmas snow | sky beautiful | cold | present | house
G2 | December winter | snow | snowman | pretty dog | baby cute

EFEoFID X 512 WORD BUILDING (34 A—YZ{E0 7 [LoDA A—TD+HE) &
FRESAFREIL A A=V OB X2k o T, AT E CORGEEFEZE, 2V N1 O
HFE & RIZA A —UF 5 N2 OHGEITEROF THREIEDNTWD, ZD78, Rtk OHEIX
WILIZY 7 LTWDHDT, ROBRETHD A =1 ¢, 7, e, =y A AWE~DHR
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NBMEY 9<%, #il1BX 0% 2 WORD BUILDING (28T H 7 /b—7THIEA
THEEV BT FARLENRA A=V DOFELREE S 2L T, ACO b D & B 5~
DN D72 D, 26 2 IZBWTE, I A—T T =27 L LT, 5~6 ASHWEZUEM
LT, BEDPDOITN—TEED, HRICAA—TVOFEEZREL T, Z7V—T7T LDk
BERFHIEDLE, 7T RFIIN—T T =7 DK LR ZRETLS b, FV—TTU—7
X, EEORTMEEME ARSI L, TR ERAWE~DSRDIC72 5, HUEEEZ RS, fill
FIBATLHZEI2E0, NIthENRBR L0 LR CLOBE 2 BRBRT 52 ENTE
S BEBRIZED . NFMEORBR=FFELrHCObDE LTHHATLZENnTED, &
hm\ﬂﬁ%ﬁ&%@#%kbf%%?é’kﬁﬂ%ﬁkéAH%ﬁEK%f@%ﬁ%ﬁ%
S FMIEORA ) (N LHEEY 255 vol.16No.6 2005) , WA A= - BRI L DAUE
REAMEIX, INV—T U0 LB LT, ala=—v3 /ﬁ‘éjj@i%é‘ﬁ%ﬁ L, 232
==y araBERTLERAEOmAH D LN TE D,

4 'WORD BUILDING »» b #3& % 1ERk

A A= LB L OMBIEfRIE, RIS LU TA A—VERV L, kA EBFHIL T
SHEMEO NGB TH D (FRFF [ A=Y 0F4E] NHK 1979 TH Y, S 5ICED
BB IE, WS EBWENRD KO ICEBICEOfTTs 2 Tt b, V—7 THEE
NEBELZ L CTHAL T, [SEOEME - BN O5 S HIND A A — VI XD AIMERGE
KU & BHUL ST AIE~ & R T,

3 Of] 1 T/rEv72 WORD BUILDING T, HFEDNEFRZE 2 5. #hid DR 2 221k,
SHEDLREDHEFEHNEZEKL L OOWRER EDOEmZ/EAH L TS, REFHFITI T 5720
BEREICHHIZO DO b O &N, BRFHEZ X oW &, KD RFETE 2, REDOH
FEZ V%)% (Thinking in English.), HARFETE X, #iRT D52 LI TE LT #ET 5,
BhEa, e, BA. BIFNIA, A5E L TRIML TV 2RERICHHFHOER b H L Z &0
4"5& AT LT 5, Bz, water i [k EWH4GIE L TGRIEL TV 5

LHET KEELS) EWVWIOERLHDH I LEMD T LIL, BEEOEKROFELIZO/MN
Do A A=V TRWENRDLBEOEREZFETCT v /7 THZERRULELHL LI IC
%, (R&4F EA4F) (B LTI, upto-date 2 b DT, FADHEZGI< D, %
LD LI 7ebDed L, fiE. PRI SCEERORRICHE S 2 &, FAEDIE- T35
LIETELRETRIFHIL T 4 — R Ny 7 L, §EASY arCEEFCTREST, KH
SNTRLEHAETET HZ & THAETMENZHMR L, EMIZHEMTLI N/ TE S,

(F&EER) MAY—2
3of1 X1 Ao 72(KM)OE,
OO Y OIEEEL, 24 (K. M) 28 Christmas 75 A A — L7285 (Christmas tree,

illumination, shining, colorful, smile, children, present, Santa Claus, red) TH 5, ZiL5H
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DFEENISLOFIZHIRICAS T, AU PFH VT 4 ICE AT SHERICAE B> T s,
FEREL 83, WL 11172 > TV D, AT LO THDOA A — LM% T 83 DiEkk
MOHIRD P AEENT 2 LI X &L R A T 5, WORD BUILDING (X > THX
ZESZENHRD LV D ZORBRD, IROFESNERA~DOME Z{E L T\ <, BLTF ORI
T B 3 IFFEFES 83, HEk 11 A LI2FADIERTH 5,

X3 FEEH 83 11

Many people are looking forward to coming Christmas.

|Christmas tree| is decorated |colorful| with |shining| |illumination|.
When are sleeping, a man visits their houses silently.
His red food and clothes suit him well. But none notices his coming.
Who is he? We call him [Santa Claus!
He comes home to give children .

Next morning, there are many presents under the Christmas tree.

It makes children happy and . It goes without saying that many

people all over the world love Christmas.
L DANRITT VARAPRDLDEZE LA LTWET, 7 U ARV Y — [T
SANIF—=varTHTINVCHONET, FHIEBRIRSGEE, —ADER
FIPNCRICASTEET, ROIEFEIRNE T LS BEHE>TWET, L Lif
BB DETETA, ETL L O 2R BIFH & 7 m—X O E T, I
FHEEBHIZT VB P 2SOk DT, R, 7 VA AV Y —0
TS SADT LB FRH Y £F, THIEFHC D 228 K EF HOREIC
SHES, AP TS SADALR I VAT A RIFEIZLEND ZLITED F
THZRWTL X 9,

(FAMER) 3OBI2 7 NV—TT—7
5~6 NDFATL ZV—7%/EV, Christmas TA A —Y INDHHFEN, ZNENLOD
TN—TIC Ko T AFISZ &L 2”7, [EU Christmas &9 HFE A THMAE & DAL
TAA—VOENR DD Z L E2pAEICHE W SED, 4 A—U 05 WORD BUILDING (2 &
LEWEX, 7 —7TH, ATHYa— A M=V —ZAIETHZ LN T&ED, 7 —
T TC—=DODA M=V =% FEERIETYH, I N—T Tl A A=V EEANTE
LIZSHDHZ EHTEDLREZRIZIASTE 5,

O Zn—=7ODf FAEGYIDIER X206 Pk
| G1 | winter | Xmas | snow | sky | beautiful | cold | present | house |

X4 FEEHI0 WCE9
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There was a girl in a town in the . She was looking forward to coming
day. Because it was special day for her. That day, it had a . It
was a fbeautiful| and |coldl day. While she was sleeping, a man who was fat and

old put a on her bed. As soon as he put it, he left her . The next

morning she awoke and found the present. She was happy, but she missed to

see Santa Claus. She thanked for his coming.
HOHMTDOBLEDZ L ~ ANDLEDOFPNE LTz, T VA ADEPREZHL
FIZLTWE LT, HEICE > TRMNZRAENSG T, BHIFFETLE, & TH
ENWRFENA T LI AELDBIR S TWD &R TZETF Y DEPE LD~y R
LBV hEEW, B ETSIREEZH UTo, BHELZIFIRZREL T LE
YR RO Lo TR o F 7 = RIR A TIREE o7, ThY ¥
7 m— TR L T2,

@ Zn—7@Qofl FA (0.8) OfFEd K275 bk
| G2 | December | winter | snow | snowman | pretty | dog | baby | cute
X5 FEEEE4l ECH3
It is now. It is snowing
because of very col.
There is a outside a house,
and a 1s running.

A small,l cutel little rbaby| is laughing
at the through the window
inside the house.

AT 12 AT,
ETHEVWATERRES>TOET, K
DHTIEBLZLERME-THY, b
WDWRAES TOET, EOHTIIN
SLTHAEVWRLLABRBULICEZ
HATERS>TWET,

5 FAICLDEOMOMES BAT—2)

FFEDT XA b FEEOFERE, EMHA A — % WORD BUILDING L T, #EFAIfE
A M=V = BRI E FAEOIRRD BRI, SRR & =y A BB G DOE TSGR
HLHAL—RIZHEANTHZENTE D, FRERERIZHEL T, diEIZ <2< T
bESOELRFEL AL Z LA TE S, 20 WORD BUILDING (20405 Z 12 &
2T AA—VDOLDELHIDBEZZRBFTELHEHIIOT DI EDARETH D,
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O HFET * A b The Snowman(Raymond Briggs )7 5 AlIERF Y(AY)
Snowman—white—cloud—sky—sun—campfire—~>fun
6 FEREK 40 HE3CHK6
We can live under the great Universe.
are like cotton candies.

The spreads everlasting.
We are sucked into the in the blue sky.

Under the star-lit night,

The |campfire| is lfun.|

We thank our great Universe.

@ BEoA A—TUhbANERGEIER(S.D)

’summerﬂwind-bellﬂsound |
7 OFEEE8 1
of
reminds me

of my ex-girlfriend

(BB DOMTE ZTERED L)

@ HHLFE life 7> &R L CRIMESSCRE(Y.S)

Life~>money—important—Fukuzawa Yukichi—Gakumon no Susume—book—recycle

—eco—eco car SAI

8 FEHLH 105 ST 11

One day, a boy cried loudly thatl 1ife| is |moneyi. He thought money was very
tool for life. He liked a gamble and went pachinko every day. He was so
called “Neet(Not in Employment, Education or Training).” At the pachinko, he

found the game of IFukuzawa Yukichi|’s life. He learned how to cut his way of life

playing pachinko. And he went to bookstore to have |Gakumon no Susume| and other

on eco life. He found the recycle is weight for Japan.Then he succeeded paper

job. After few years he invented . He became a rich and

important business man.
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6 ZAEORE
HEELE ) E<WEEICHORTHZ LITRETLE, THhWLXWEE2B T2 2 Lidm
Ao T1, T2 THTENWTT, MM)

% —O—OOHFET, AMO—HOKENLITEE AMOBINTHWDINHOL S e h
DEFEHTETCEVLONRTECLE-EBENELE, (KK

f A A=Y G LIESRBERIL, BEASY—LAD L) THAWE RS, HEHN ARV ER
DA A=~ 7272 gz 72 5, (S.K)

* ENENOHGEND LT DU 7 LTWHTeH, A M=V —%{EDDITES L fHHEICT
X7z, LI LENEIGEICCELT HOIFH Lo o7, (DY)

% BIRENYHTELN, ZRICES TLRT IR LS Z2Hb o7z, 20O L) iz
FResr5ICIHETINS,
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