
Vol.8 No.3 September, 2007

100 6 5 508
1 9 0 8 1 6 6 1

T e l (02) 2311-4670
Fax (02) 2311-4732
ht tp: / /www.ai r .org. tw

19391392
T e l (02) 2311-4670
Fax (02) 2311-4732
ht tp: / /www.asthma.org. tw

( ----
1000-1500 )

Vol.8 No.3 September 2007 1

A

1. 11 18 ( )14 00-16 00

9

2. 10 14 28

2007

3. 10 21

4. 10 27

5. 12 14 16

6. 12 23

B

1.1.1.1.1. XX World Allergy Congress TM 2007. . . . . 2-6 December 2007,

Bangkok, Thailand. . . . . Including the 10th WPAS in conjunction

with the 7th Asia Pacific Congress of Allergology, Asthma and

Clinical Immunology.

96
.................................................................................... 1

.............................. 6

.......................... 7

................................................................. 10

(Nailfold capillaroscopy) ....................... 11

........................................................................ 15

....................................... 19

................................ 22



Vol.8 No.3 September 200722222

96

Serine protease inhibitors nafamostat mesilate and gabexate
mesilate attenuate allergen-induced airway inflammation and

eosinophilia in a murine model of asthma

Chih-Lung Chen, PhD,  Shulhn-Der Wang, MD,  Zhao-Ying Zeng, BSc,  Kuo-Juei Lin, MD,
Shung-Te Kao, MD,PhD,  Thoru Tani, MD,  Chun-Keung Yu, PhD, and  Jiu-Yao Wang, MD,

DPhil,  Hsing-Chu, Taichung, and Tainan, Taiwan, and Shiga, Japan

Background: Serine proteases such as mast cell
tryptase and certain allergens are important in the patho-
genesis of allergic inflammation of asthma.

Objective: We sought to investigate the effects
of serine protease inhibitors nafamostat mesilate (FUT),
gabexate mesilate (FOY), and ulinastatin (UTI) on air-
way inflammation in a mouse model of allergic asthma.

Methods:  BALB/c mice were sensitized to
Dermatophagoides pteronyssinus (Der p)  and
intratracheally challenged with Der p (0.5 mg/mL).
Therapeutic doses of FUT (0.0625 mg/kg), FOY (20 mg/
kg), and UTI (10,000 U/kg ) were intra-peritoneally
injected into 3 corresponding sensitized mice during the
sensitization phase (protocol 1) or 24 hours after allergen
challenge (protocol 2).

Results: Both FUT-treated and FOY-treated sen-
sitized mice had reduced mast cells activation, airway
hyperresponsiveness, attenuated eosinophils infiltrations,
and decreased Der p-induced IL-4 and TNF-  but in-
creased IL-12 cytokine production in bronchoalveolar

lavage f luid compared with nontreated mice.
Furthermore, FUT treatment downregulated the expres-
sion of IL-1 , TNF-  IL-6, eotaxin, inducible NO
synthase, CD86, and nuclear factor-kB activation, but
enhanced the expression of IL-12 and IL-10 in Der p-
stimulated alveolar macrophages. UTI-treated mice have
no significant change of the aforementioned measure-
ments compared with nontreated sensitized mice.

Conclusion: Nafamostat mesilate and FOY ex-
erting the therapeutic effect in allergen-induced airway
inflammation was a result not only of their inhibitory
action in the early phase of mast cells activation but also
of immunoregulatory function in the late phase of al-
lergic inflammation. Such properties of FUT and FOY
might be a potential therapeutic approach for asthma.

Clinical implications: The clinical used of serine
protease inhibitors FUT and FOY may also have impli-
cations for treating airway inflammation of asthma. (J
Allergy Clin Immunol 2006; 118:105-12.)

Higher Bcl-2 levels decrease staphylococcal superantigen-induced
apoptosis of CD4+ T cells in atopic dermatitis

Y.T.Lin, C.T. Wang, J.H. Lee, C.Y.Chu, W.C. Tsao, Y. H. Yang, B.L. Chiang

Background: Staphylococcal superantigens
(SsAgs) contribute to the persistence of allergic skin in-

flammation in atopic dermatitis (AD). The aims of this
study were to (1) determine whether there are differ-
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ences between AD patients and healthy subjects in SsAg-
induced caspase-3 activation and SsAg-induced changes
of anti-apoptotic protein Bcl-2 and Bcl-2 mRNA lev-
els of CD4+ T cells; (2) investigate the effect of
interleukin (IL)-4 on SsAg-induced caspase-3 activation
and SsAg-induced changes of Bcl-2 and Bcl-2 mRNA
levels of CD4+ T cells.

Methods: Using immunofluorescence staining fol-
lowed by flow cytometric analysis and real-time PCR,
we analyzed peripheral blood mononuclear cells with or
without staphylococcal enterotoxin B (SEB) stimulation
in the presence or absence of recombinant IL-4 or anti-
IL-4 neutralizing antibodies in 16 AD patients and 14
healthy subjects.

Results: SEB-reactive (TCRV 3+, V 12+, and
V 17+) CD4+ T cells from AD patients were more
resistant to SEB-induced caspase-3 activation and SEB-

induced decrease of Bcl-2 and Bcl-2 mRNA  than those
from healthy subjects.

Exogenously added IL-4 inhibited SEB-induced
caspase-3 activation and SEB-induced decrease of Bcl-
2 and Bcl-2 mRNA in SEB-reactive CD4+ T cells from
healthy subjects. Inhibition of endogenous IL-4 by using
anti-IL-4 neutralizing antibodies up-regulated SEB-in-
duced caspase-3 activation and SEB-induced decrease
of Bcl-2 and Bcl-2 mRNA in SEB-reactive CD4+ T
cells from AD patients.

Conclusions: Following SsAg stimulation, IL-4
produced by T cells in AD patients down-regulates
SsAg-induced caspase-3 activation and apoptosis of
CD4+ T cells through inhibiting the decrease of Bel-
2. This may impair deletion of SsAg-activated T cells
and resolution of allergic skin inflammation. (Allergy.
2007;62(5):520-6)

Adenovirus expressing interleukin-1 receptor antagonist alleviates
allergic airway inflammation in a murine model of asthma

C-C Wang, C-L Fu, Y-H Yang, Y-C Lo, L-C Wang, Y-H Chuang, D-M Chang and B-L Chiang

Interleukin-1 (IL-1) is a proinflammatory cytokine
and IL-1 receptor antagonist (IL-1ra) is a natural inhibi-
tor that binds to IL-1 receptor type 1 without inducing
signal transduction. It is suggested that IL-1 is required
for allergen-specific T helper type 2 cell activation and
the development of airway hyper-responsiveness (AHR),
but the immunologic effect of exogenous IL-1ra in al-
lergic asthma remains unclear. To examine the effect of
IL-1ra on airway inflammation and immunoeffector cells
in allergic asthma, recombinant adenovirus expressing
human IL-1ra (Ad-hIL-1ra) was delivered intranasally
into ovalbumin (OVA)-immunized mice. Single intra-
nasal administration of Ad-hIL-1ra before airway antigen

challenge in OVA-immunized mice significantly de-
creased the severity of AHR and reduced pulmonary
infiltration of eosinophils and neutrophils. Suppression
of IL-5 and eotaxin with concomitant enhancement of
interferon gamma in bronchoalveolar lavage fluid was
also noted in OVA-immunized mice by administration
of Ad-hIL-1ra.  In addition, histological studies showed
that Ad-hIL-1ra was able to decrease OVA-induced peri-
bronchial inflammation. Taken together, Our results in-
dicated that administration of Ad-hIL-1ra may have
therapeutic potential for the immunomodulatory treat-
ment of allergic asthma. Gene Therapy. 2006;13(19):
1414-21.
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Antinucleosome antibodies correlate with the disease severity in
children with systemic lupus erythematosus

Ji-Fang Wu, Yao-Hsu Yang, Li-Chieh Wang, Jyh-Hong Lee, Ein-Yiao Shen, Bor-Luen Chiang

We compared the serum levels of antinucleosome
antibodies (anti-NCS Abs) in thirty pediatric systemic
lupus erythematosus (SLE) patients by using enzyme-
linked immunosorbent assay (ELISA) to 29 adult SLE
patients, 30 healthy controls, 21 juvenile idiopathic
arthritis (JIA) and 23 Henoch-Schonlein purpura (HSP)
patients as autoimmune disease controls. The mean anti-
NCS Ab titer in the pediatric SLE patients was 1552.7

1842.2 U/ml, higher than those of adult SLE pa-
tients (194.3 402.7 U/ml), normal controls (9.5 5.
7 U/ml) and disease controls (JIA: 7.7 4.0 U/ml, HSP:
5.7 4.4 U/ml) (p 0.05). The prevalence of both anti-
NCS Ab (90 %) and anti-ds DNA Ab (76.6 %) in pe-

diatric SLE patients were higher (p 0.05) than that of
adult SLE patients (58.6 % and 48.3 %). A positive
correlation was demonstrated between anti-NCS Ab and
anti-dsDNA Ab as well as the SLEDAI scores in pedi-
atric and adult patients (p 0.05). The inverse corre-
lation of anti-NCS Ab levels with C3 was observed in
both pediatric and adult SLE patients (pediatrics, r=-
0.61, p= 0.0003; adult, r= -0.44, p= 0.02). Our data
suggested that in pediatric SLE patients, anti-NCS Ab
could be as good a marker for SLE diagnosis and dis-
ease activity assessment as in adult SLE patients.
J Autoimmun. 2006;27(2):119-24.

Suppressive effects of ketotifen on Th1- and Th2-related
chemokines of monocytes

Hung C-H, Suen J-L, Hua Y-M, Chiang W, Chang H-C, Chen C-N, Jong Y-J.

Ketotifen is a mast cell stabilizer and useful in
younger children with allergic diseases such as asthma
and allergic rhinitis. Macrophagederived chemokine
(MDC) is a T-helper cell type 2 (Th2)- related
chemokine involved in recruitment of Th2 cells toward
allergen-challenged inflammation. However, the Th1-
related chemokines, interferon-inducible protein 10 (IP-
10) / CXCL 10, and the monokine induced by inter-
feron-gamma (MIG)/CXCL9 are also important in al-
lergen-induced asthma in animal models. We investigated
the effects of ketotifen on the expression of Th1-and
Th2-related chemokines of human monocytes in vitro
and ex vivo. Ketotifen (5-50 uM) significantly down-
regulated lipopolysaccharide (LPS)-induced MDC, MIG
and IP-10 (p 0.05, each comparison) in THP-1 cells

and human primary monocytes in a dose-dependent
manner. SB203580 p38-mitogen-activated protein ki-
nase (MAPK) inhibitor suppressed LPS-induced MDC
and IP-10 expression, and PD98059 (ERK-MAPK
inhibitor)could only suppress LPS-induced IP-10, but not
MDC expression. LPS-induced pp38 and p-ERK expres-
sion of THP-1 monocytic cells was suppressed by
ketotifen. These data demonstrate that ketotifen is ef-
fective in down-regulating LPS-induced MDC, MIG and
IP-10, which play important roles in the pathogenesis
of airway inflammation. The suppressive effect on MDC
and IP-10 may, at least in part, involve the down-regu-
lation of LPS-induced p38 and ERK-MAPK expression.
Pediatr Allergy Immunol. 2007;18(5):378-84.
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An Internet-Based Interactive Telemonitoring System for Improving
Childhood Asthma Outcomes in Taiwan

Ren-Long Jan,M.D., M.S., Jiu-Yao Wang, M.D., D.Phil, Mei-Chih Huang, R.N., PhD.,
Shin-Mu Tseng, Ph.D., Huey-Jen Su, Ph.D, and Li-Fan Liu, Ph.D.

A randomized, controlled trial was conducted to
assess the effectiveness of Blue Angel for Asthma Kids,
an Internet-based interactive asthma educational and
monitoring program, used in the management of asth-
matic children. One hundred sixty-four (n=164) pedi-
atric patients with persistent asthma were enrolled and
randomized into two study groups for a 12-week con-
trolled trial. The intervention group had 88 participants
who were taught to monitor their peak expiratory flows
(PEF) and asthma symptoms daily on the Internet. The
also received an interactive response consisting of a self-
management plan from the Blue Angel monitoring
program. The control group had 76 participants who re-
ceived a traditional asthma care plan consisting of a
written asthma diary supplemented with instructions for
self-management. Disease control was assessed by
weekly averaged PEF values, symptom scores, and
asthma control tests. Adherence measures were assessed
by therapeutic and diagnostic monitoring. Outcome was

assessed by examining quality of life and retention of
asthma knowledge. The data were analyzed by compar-
ing results before and after the trial. At the end of trial,
the intervention group decreased nighttime (- 0.08 0.
33 vs 0.00 0.20, p= 0.028) and daytime symptoms (-
0.08 0.33 vs 0.01 0.18, p= 0.009); improved morn-
ing (241.9 + 81.4 vs, 223.1 5.55, p= 0.017) and night
PEF (255.6 86.7 vs 232.5 55.3, p= 0.010); in-
creased adherence rates (p 0.05); improved well-con-
trolled rates (70.4% vs. 55.3%, p 0.05); improved
knowledge regarding self-management (93.2% vs. 70.
3%, p 0.05); and improved quality of life (6.5 0.
5 vs. 4.3 1.2 on a 7-point scale, p 0.05) when com-
pared with conventional management. The Internet-based
asthma telemonitoring program increases self-
management. Skills, improves asthma outcomes, and
appears to be an effective and well-accepted technology
for the care of children with asthma and their
caregivers. Telemed J E Health. 2007;13(3):257-68.

Our purpose was to determine whether numbers
of CD4+CD25+ T T regulatory (Treg) cells and
mRNA expression of functional molecules of Treg are
related to airway allergy and disease severity in 51
paediatric patients with allergic rhinitis or bronchial
asthma and 47 healthy controls. Surface markers were
evaluated with flow cytometry, and mRNA was deter-

mined with real-time polymerase chain reaction. Chil-
dren with allergic disease had fewer CD4+CD25+ T cells
(8.49% 2.41% versus 9.58% 2.43%. p 0.05) and
CD4+CD25+ T cells (1.32% 0.68% versus 1.70% +
0.68%, p 0.01) than control subjects. Numbers of
CD4+CD25+ and CD4+CD25hi T lymphocytes were
higher in children with persistent allergic rhinitis and/

The levels of CD4+ CD25+ regulatory T cells in paediatric
patients with allergic rhinitis and bronchial asthma

J-H Lee, H-H Yu, L-C Wang, Y-H Yang, Y-T Lin and B-L Chiang
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or moderatesevere bronchial asthma than in those with
respective milder disease. The number of Treg cells was
correlated positively with total immunoglobulin E level.
The mRNA expression of forkhead box P3 (FoxP3) was
increased in moderate-severe versus mild asthma (2.93

0.38 versus 1.60 0.31, p 0.01). Patients with
moderate-severe bronchial asthma also had increased
mRNA expression of interleukin (IL)-10 compared with
patients with mild asthma (15.24 + 4.07 versus 3.77 +
2.18, p 0.01). The suppressive function of Treg cells
from patients with more severe asthma was compe-

tent in vitro. On average, decreased numbers of Treg
cells in children with allergic airway disease might rep-
resent a defect of the Treg population. With increased
expression of FoxP3 and IL-10 in Treg from patients
with relatively severe allergic disease, adaptive and func-
tional Treg might be generated in response to aggra-
vated atopy and disease severity.

Keyword: allergic rhinitis, bronchial asthma,
CD4+CD25+ regulatory T cells. FoxP3, real-time PCR
Clin Exp Immunol. 2007;148(1):53-63.
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