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Engineering Inhibitory-Signaling Molecules to Regulate Allergic Disease

Division of Clinical Immunology/Allergy, Department of MedicineUCLA School of Medicine, USA
o Andrew Saxon

We have undertaken to develop new therapies for allergic diseases by taking
advantage of negative signaling via immunoreceptor tyrosine-based inhibition motif
(ITIM)-containing receptors. We constructed bi-functional molecules that either
directly or indirectly crosslink Fce receptors to the Fcyll receptors on targeted cells.
The first approach directly co-aggregates Fce and Fcyll receptors utilizing a human
fusion protein comprised of the human 1gGi: y hinge-CHy2-CHy3 region linked to the
human IgE CHeg2-CHe3-CHe4 region (GE2). The GE2 protein was shown to be able to
inhibit the release of histamine in a dose-dependent fashion from purified human
basophils that were experimentally or naturally sensitized. GE2 also inhibited
release of IL-4 from human basophils and release of histamine and TNFa from
human mast cells. These effects of GE2 were primarily mediated to effects on Syk
phosphorylation and function. Passive cutaneous anaphylaxis (PCA) in transgenic
mice expressing the human FceRla chain showed that GE2 was able to block PCA
reactivity in vivo. Skin test reactivity to dust mite in Rhesus monkeys naturally
allergic to dust mites was also blocked by GE2. Furthermore GE2 was also effective
at inhibiting IL-4 plus CD40-driven class switch recombination and IgE production
from human B cells via crosslinking low affinity receptor for IgE (CD23) and FcyRII.
This inhibition of IgE class switch recombination was mediated via suppression of
IL-4-induced STATG6-phosphorylation. The second approach employed coaggregation
of FceRI and FcyRIl using an antigen-specific chimeric fusion protein (GFD) that was
composed of the human Fcy and the major cat allergen, Fel d1. GFD was designed to
block mediator release by directly attaching to Fcy receptors and at the same time
indirectly binding to FceRI via Fel d1 antigen specific IgE already bound to FceRIs.
GFD was expected to function as a safer form of antigen specific form of
immunotherapy with GFD blocking acute reactivity to cat, e.g. not functioning as an
allergen while still functioning as an immunogen. Indeed, GFD inhibited release of
mediators from basophils of cat-allergic individuals while failing to induce release
from these persons’ basophils. These effects of GFD were mediated via inhibition of
Syk-Erk phosphorylation. GFD also inhibited PCA reactivity to Fel d1 in transgenic
mice but did not induce skin reactivity itself at sensitized sites. In mouse models
where animals were sensitized to Fel d1, GFD showed that it could block skin,
pulmonary, and systemic reactivity to Fel d1. Simultaneously, GFD failed to induce
systemic or local allergic reactivity in sensitized mice. This chimeric gamma-allergen
protein platform may provide allergen-specific therapy with safety profile that may be
critical in situations such as food allergy. Overall, we developed two new therapeutic
strategies, one antigen-non-specific and one antigen-specific that provide novel yet
distinctive approaches for the potential therapy of human allergic disease.
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GUIDELINES FOR DIAGNOSIS
AND TREATMENT OF
SINUSITIS IN FOREIGN
COUNTRIES.

Vijay K Anand
Cornell University, USA

The diagnosis and treatment of
sinusitis has  been  streamlined
reasonably well in the USA in the last
ten years. Developing a model and
applying that in day to day in an
otolaryngological practice could be
helpful in the successful management
of sinusitis in foreign countries. This
would help in organizing the diagnostic
procedures and documentation. This
would also allow physicians an
opportunity to discuss the treatment
options with patients clearly and
demonstrate the indications for medical
and surgical treatment options.

In this presentation every effort
will be made to describe the different
types of sinusitis, identify the useful
staging that is currently used and the
effective tool to assess the outcome of
the disease. The clear indications for
maximal medical therapy and the
indications for surgery that has been
published by the Sinus Allergy
partnership in association with the
American Rhinologic Society will be
presented. The presentation will also
include the adjunctive  medical
treatments that are currently popular
and demonstrate the applicability in
other countries.



Current European guidelines
for diagnosis and treatment of
rhinosinusitis.

Pontus Stierna,MD,PhD,Prof.
Karolinska University Hospital,14186
Stockholm ,Sweden

Rhinosinusitis is one of the most commonly
made diagnoses by primary care physicians
and specialists within the field of ENT and
the disease is the result of complex
interactions between microbial and host
defence mechanisms. Rhinosinusitis may
precipitate from a viral common cold probably
in a subgroup of patients with a co-morbid
mucosal disease but is still relatively rare at
least presenting as a purulent infectious
sinusitis. For acute sinusitis the bacteriology
and their role in induction is established.
Bacteria, respiratory viruses of fungi may also
influence individual immune responses by
either causing infection or by colonization and
thereby through individual immune responses
perpetuate the events of sinusitis. The
persistence of the inflammatory response in
sinusitis is not only dependent on individual
differences in host immune responses, but also
on specific influence of these responses by
local microbes. Understanding and
differentiating infectious and non-infectious
inflammatory  stimuli are critical to
understanding sinusitis.The bacteria
complicate the chronic sinusitis process by
being opportunistic or colonizing and as may
be seen from latest years of research on
fungus and S. aureus colonization.Emerging
data speaks towards aberrant immune
responses and locally reduced host defence, as
major factors in the pathogenesis of chronic
tissue pathology in long-standing
sinusitis.Epidemiological and clinical data
analysing predisposing factors together with a
basic understanding of the pathophysiology
have been reviewed and resulted in the
published European position paper on
rhinosinusitis (EPOS).The role of the
presented paper for the practical management
of rhinosinusitis will be discussed.

Bacteriology and Antibiotic
Susceptibility in Chronic
Sinusitis with Polyp in Korea

Joo-Heon Yoon, MD

Department of Otorhinolaryngology,
Yonsei University College of Medicine,
Seoul, Korea

The first-line therapy for chronic sinusitis with
nasal polyps is medical treatment including
antibiotics, however, difficulty in treatment has
been confronted with the increase of
antibiotics-resistant bacteria, which was promoted
by improper and long-term use of antibiotics.
Microbiology data of patients with chronic sinusitis
with nasal polyps can be used as a guideline for the
empirical use of antibiotics, resulting in reduction of
treatment duration, medical costs, and
complications. Accordingly, the Korean Rhinologic
Society investigated the causative bacteria and
antimicrobial susceptibility in children and adults
with chronic sinusitis with nasal polyps in Korea.
We studied the bacteriology of maxillary sinus
aspirates from 81 patients with chronic sinusitis
with nasal polyps and examined the sensitivity of
the cultured microorganisms to the antibiotics.
Aerobes were isolated in 58.0% of the cultures from
the middle meatus and in 48.1% of those from the
maxillary sinus. Staphylococcus aureus,
Haemophilus  influenzae, and  Streptococcus
pneumoniae were the most prevalent aerobic
pathogens. Anaerobes were isolated in 8.6% of the
cultures from the middle meatus and in 18.5% of
the cultures from the maxillary sinus. The
predominant anaerobic organisms were Prevotella
and Peptostreptococcus in adults but none of them
were cultured in children. A high rate of
concordance of the middle meatus and maxillary
sinus was noted. Monomicrobial infection was most
commonly observed. Ampicillin-resistant H.
influenzae isolates were cultured in 46% of the
cases and the penicillin resistance rates were 93%
for S. aureus, 25% were intermediate and 25% were
resistant.for S. pneumoniae, and all isolates were
interpreted resistant to penicillin G. for M.
catarrhalis. Twenty five percent of S. pneumoniae
were resistant to cefdinir, and 75% were resistant to
clarithromycin, azithromycin, and clindamycin. In
summary, the interesting findings in this study are
that the isolation rate of S. pneumoniae is low and
that the resistance rate of S. pneumoniae is quite
variable among different kinds of cephalosporins. In
Korea, we do not recommend penicillin as the
first-line drug because of its high resistance rate.
We recommend amoxacillin/clavulanate,
cephalosposins and macrolide as the first-line
medical treatment. In cases where there is no
improvement of symptoms, cultures should be taken
from the middle meatus, followed by appropriate
selection of second-line antibiotics according to the
sensitivity test results.



International Consensus on
Rhinosinusitis

Ruby Pawankar

Nippon Medical School,Japan

Rhinosinusitis is one of the most common disorders
and a major health problem world wide. It is a
multifactorial disease and its complex nature and the
limited understanding of the relationship of this
disease with associated factors, has made it difficult
to precisely define and classify it. Broadly speaking,
rhinosinusitis may be clinically defined as the
condition manifested by an inflammatory response
involving the mucous membranes of the nasal cavity
and paranasal sinuses, fluids within these cavities,
and/or underlying bone. Although conventionally
called sinusitis, it is often preceded by rhinitis and
rarely occurs without concurrent rhinitis, therefore
the term rhinosinusitis is now more widely used.

In order to develop safer and more effective treatment
options, a  better understanding of the
pathophysiology of these diseases is needed. This
should be followed by careful consideration of study
designs for the evaluation of potential therapeutic
modalities for rhinosinusitis, as well as appropriate
outcome studies. Recognizing the need for
evidence-based rhinosinusitis guidelines, an
international consensus on rhinosinusitis was
developed.

Various etiologic factors play a role in rhinosinusitis,
including microorganisms, allergic and nonallergic
immunologic  inflammation and noninfectious,
nonimmunologic causes. Basically, rhinosinusitis can
be classified into acute rhinosinusitis and chronic
rhinosinusitis (CRS). CRS is further classified into
CRS without nasal polyps (CRSsNP) or CRS with
nasal polyps (CRSWNP). Allergic fungal rhinosinusitis
(AFRS) is considered a distinct clinical subset of CRS
in which patients have positive evidence of fungal
allergy to the fungus colonizing their “allergic mucin”
in the majority of cases. However, not all
rhinosinusitis is inflammatory. Over- or
under-activity of autonomic nerve pathways,
abnormalities in  leukotriene  production or
responsiveness, nociceptive dysfunction, or local
irritation due to gastroesophageal reflux are
demonstrable in select subsets of rhinosinusitis
patients and likely predispose to the pathogenesis of
CRS. Anatomic abnormalities, defects in mucociliary
clearance and antibody deficiency syndromes may
also predispose to rhinosinusitis. Aspirin-associated
respiratory disease also predisposes to
rhinosinusitis..The classification, objective and
subjective assessment measures, diagnostic criteria
and management of rhinosinusitis will be discussed.
Also characteristic geographical differences in
rhinosinusitis disease entities and patterns will be
discussed.
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9 Quantitative analysis of
glucocorticoid receptor in nasal

polyps

1,2) 1 i)

D

Glucocorticoid is a well-known effective
medicament for nasal polyps of chronic
sinusitis. The mechanism of glucocorticoid
action has been reported to be mediated
through the glucocorticoid receptor (GR)
complex : namely, glucocorticoid action is
initiated by its binding to a specific
cytoplasmic GR and the GR complex
translocates to the nucleus as an
anti-inflammatory regulator of
transcription. However, there are few
reports regarding quantification of GR
level in nasal polyps. In the present paper,
the protein levels of GR in the tissue of
nasal polyps were quantified by the ELISA
method. The results were broken down into
three categories for comparison. Group 1 :
chronic sinusitis only. Group 2 : chronic
sinusitis  with perennial allergic
rhinitis. Group 3 : chronic sinusitis with
bronchial asthma.
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13 Aspartate Protease from
Alternaria Activate and
Degranulate Human Eosinophils
through PAR-2

Devision of Allergic Disease, Mayo Clinic,

Rochester® 2

o 2 White Thomas®
» Kita Hirohito®

Rationale: Recent studies suggest that the
host * s immune responses to
chitin-containing organisms, such as fungi
and mites, may play important roles in the
development of human asthma, and chronic
rhinosinusitis (CRS). Methods: Neutrophils
and eosinophils were isolated from the
peripheral blood of normal individuals.
Cells were incubated with extracts of
various fungi, and the cellular responses,
including degranulation (as measured by EDN
release and surface expression of CD63),
CD11lb expression, and increases in
intracellular calcium concentration
([Ca2+];), were examined. Results:
Alternaria significantly induced EDN
release, and upregulated surface
expression of CD63 and CD1lb in
eosinophils, but not 1in neutrophils.
Eosinophil degranulation induced by
Alternaria was accompanied by a marked
increased in  [Ca2+];, which were
significantly inhibited by EGTA, pertussis
toxin, and protease activated receptor-2
(PAR-2) antagonist peptide, suggesting a
Gi-mediated mechanisms through  PAR-2.
Alternaria contained aspartate protease
activity, which interact with PAR-2, and
the removal of the protease activity by
pepstatin-A agarose, but not control
agarose or APMSF, significantly decreased
the eosinophils® [Ca2+]; and degranulation
responses. Conclusions:  Aspartate
protease from Alternaria induces
activation and degranulation of human
eosinophils that is mediated through PAR-2.
This protease-mediated activation of
eosinophils may be implicated in the
development and exacerbation of allergic
diseases, such as asthma and CRS.
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Nasal cycle

nasal cycle
2
nasal cycle
nasal cycle
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D D

CPAP(Continuous
Positive Airway Pressure)

obstructive Sleep
ApneaHypopnea Syndrome 0SAHS)

0SAHS20
32.946.3
AHI (Apnea Hypopna Index)
20 CPAP
Friedmann
CPAP
2002 2004
AHI
Wi lCoxon
0.39+
0.30 P/cm® /sec 0.27=%
0.16 P/cm® /sec
(P 0.05)

O0SAHS
CPAP
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13

19 24

HD

HD
IgE

0.05

i)
1)
3)

1)
1)
3)

HD
IgE
16 9
566
18 CAP-RAST
IgE
IgE 64
63.6
56.9

HD
IgE 6

IgE 62
1
2
o 1) 1) 1)
2) 1) 2) 2)
1) 1)
3)
10~20%
4%
71 2004 12
2006 1 27
15 9
548 2 10
grade 2
3 10
4 20
CT MRI
4
20
IgE
p galeal flap CcT
air air
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D D
D 2)

Rhabdomyosarcoma Study (IRS)

IRS

2003 CCLSG

21

D
D

Intergroup

IRS

2004
JRSG

IRS

64

n

Grade 111 Chondrosarcoma

54

2)

Grade 111

1999 9

Chondroma(Grade 1 Chondrosarcoma

)

2004 12

2005

Chondrosarcoma

CT

Chondrosarcoma
Grade |
Gradel 1l

16

2

14

CT MR

Grade 111
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1
(@]
53
MRI
7 27
8 27
Plasmatoid
variant

low grade malignancy

PET

16 7
21

CT

HE
myoepithelioma

FDG

66

15

T3NOMO

dose MTX

safety margin

2

15 7
CT
AP
high dose MTX
16 1
100%
high
IFM
2



67

o D
2)
2)
1
23
2004
6 7
CT
8

2)

D

2)

CcT

D

68
Sino-Orbital Aspergillosis
1
(@]
Sino-Orbital
Aspergillosis 1 74
16 1
5
1
10
B-D MRI
1 16
MR
17 2
1 5
MR
5 1

Sino-Orbital
Aspergillosis
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2)

16

CT

MRI
18

17

2)

CT

D

15

27
39

39

D

70
o
CT
ESS
CT MRI
ESS

300mg/day
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D

D

n

D

D

D

2)

D

72 4
(@}
i)
4
1 89
3
CT
2 62
10
0.02
MRI
3 61 C-L
1
CT
4 50 C-L
CT

1.0
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MRI

MRI

MRI

MRI

0.03

MRI

MRI

0.09

74

15

Grade2
carcinoma

22

20

i) i)
i)

44

CcT

clear cell

8 26 9

10 1

2830ml

11 10

11
17 5
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TNM

62

T2 10

NO 52

7

54

2002

54

10

N2 2

Kaplan-Meier

40%

100%

10
T1

65%
100%

7%

UICC

1980 2003

T3 19

32

27

16

7%

50%

33 21

N T1 15

T4 10

12

41

18

74 T

T2 90% T3 77%

83%
50%

74%

T4

100%

100%

76

70

MRI

CAP

2004 11
4 1
40-70
Spiro
C-F FAR

2005

CT
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70

4%

75

10%

76

72

39

17

73

16

78 CDDP TS-1

o i) 2

CDDP  TS-1

2003

2004

T4NOMO

2004 3 5
3 CDDP  5-FU
2004 6 CBDCA Tax
12 7
8 CDDP TS-1

2005 4 CDDP  TS-1

60Gy

2004
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(@]
13 12
17 1
9
11 12 28 70
6
CT
3
1
6 8 Draf
2 42
20.8 CT
12 11 92
11 10 91
1
5 42
12 3 25
12
11 12
CT
91 1
42 25

80
JA
o
2
49
1
3
3
1
12
8
92

Gustatory rhinorr

1) 2)

57
14

Vidian

ea
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(@)
dacryocystorhinostomy DCR
DCR
DCR
64
N-ST
Direct silicone intubation DSI
DCR
N-ST
55 10
DCR N-ST
mm
48
N-ST
DSI

DCR
N-ST

82

CT

mm

RAST

82mg/dl

HD1

3mm
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2)

Eyemark
Technology

D

Recorder

)

D

EMR-8B(Nac

84

D

procedure combination

Image

DPC diagnosis
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17

n

16

Web

D

2)






17

10
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SCC

scc SCCA)

SCCA
SCCA

2005

RAST
SCCA

ECP

2)

87
IL-6

TRPV1

IL-6

HNEC (human nasal epithelial cell)

NHBE (normal human
bronchial/tracheal epithelial cell)

ELISA IL-6
PCR
IL-6

IL-6

PCR
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2)

105 /ml
10.0ng/ml  IL-4
24
IL-5, IL-6
20ng/ml EP
IL-4
IL-12

IL-12

89
1
2 o
1) D
)
T
T
(tn
ax) (PG)
(EP)
Cb4 T 1x in vitro

EP

1L-12
ELISA
30
IL-5, IL-6 in vitro bioassay

IFN-y LTD, TXA,

EP IL-4 PGD,

T

PGD, DP

agonist CRTH2 agonist
CRTH2 agonist
DP agonist PGD,

PGD, DP
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D )
D

17 3 13
10
16

D

2)

91

visual analogue scale (VAS) QOL
2005
78 2 H1
VAS
QoL

Nol QoL

2005
22
VAS
QoL
3
QoL

2

2005

QoL

JRQLQ
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2005
2003

symptom
score medication score medication symptom
score

93
(@]
13 5mg 10
10mg 3
3 6 Visual
Analogue Scale(VAS)
(AR)
3 6 VAS 7
3 6
(paired t-testp 0.05) AR
(MCA) 3 6
4 3 1
5 6 2
4 (NCV)
36 4
3 3 2
6 2 3
MCA NCV 6
(p=0.05) 6
3 1
3
VAS AR 1
6
3
6

Tmax
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(@]
2005
QoL
2003
2005 1
3500 cm2
4000 cm2
500 1000 2000
03 20 25 37
05 7 14 15
03
05

36

03

95
Thl,Th2,Tcl,Tc2
(@)
1
+
Thl Th2 Tcl
Tc2
1 2 Tcl Tc2
1 2
1 2 Tcl Tc2

Fastimmune IFN-g FITC/IL-4 PE kit (Becton
Dickinson Immunocytometry Systems)

15
10
Ficoll-Hypage
brefeldin-A ionomycin
CD
IL 4 -g
3
4 CD8
Thl Th2 Tc2
Tcl
Tcl Tec2

Tcl



96 97 IgE -

o 2 3

o 1) 3)

2) 2) 1) 2)
3) 2)
IgE
IgE
BALB/c
4
2 1 1
8 IgE IgE Ig
7 11
2 7 10 14
14
7 14
AB-PAS 21 7
Masson-trichrome Ig ELISA
)
IgE
8 12 1 1.6 IgG IgM IgA
IgE
ii)
IgE
2.22 3.57
IgE
IgE

IgE
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- IgE+
IgE
1
2 3 o
4 5
o i) 2) 3)
) ) 5)
1
IgE class switch 2 2
4 1 3
IgE
2
2005
IgE 41
IgE 15
2 13
Igf 3 13 3
IgE 3
IgE+ 2 27 1
BALB/c 1L-4KO0 IFN- 3
YKO
1 3
28
IgE+ (D)
1 13
2 1 4 )
2 « )
IgE+ IgE+ 3
2 1 ( ) 2 « ) 3
2
IgE+
1L-4KO0 1 ( )
2 1 ( ) 2 «
IgE+
1gE+

IgE
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o D
1)

LPS

1L-12
Th2

C3H/HeJ

C3H/HeN

TLR4

TLR
LPS
Th2

101

2) 1) o 1,2) D
1) 1) 1) 1) 1) 1
TLR4 TLR4 1L-12
IgE Th2
C3H/HeN C3H/HeN C3H/HeJ
OVA/Alum OVA/Alum
OVA 8 OVA 8
5 5
HE
Th2 Th2
OVA/Alum
OVA/Alum
C3H/HeN

IL-5 IL-5

TLR4
C3H/HeJ C3H/Hed
LPS
TLR
LPS
TLR4
1L-12
1L-12

Th2
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JRQLQ

QoL
Q0L
Q0L JRQOLQ
QoL
53
JRQLQ
JROLQ
JROLQ  QOL
face scale

0.400 0.384 0.495

QoL

JRQLQ

0.086 0.429 0.574

QoL

QoL

QoL

JRQLQ

103
1
2 3
o 1) 2) 2)
2) 3) 3)
Cry j 1
Cry
j1 SDS/PAGE
Cry j 1 45kDa
Cry j 1
ELISA
Cry j 1
10 skin test
(20JAU)
2ppm 20 JAU/mL
0.2mL
Cry j 1
1
3 Cryjl ELISA
Cry j1
1
Cry 1 78.9 3
95.0
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NK/T

(NNKTL)

NK/T
Heat Shock Protein 75

EB

EB

NK/T
cDNA array

Heat Shock Protein 75 HSP75

NNKTL

HSP75

HSP75

105 NK/T
(@]
NK/T
NK/T
Gy DeVIC
NK/T
Gy DeVIC

NK/T
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o 1) 2) 1)
1) 1) 2)
n
1991 4 2005 4
14
17 T/NK 10 B 7
T/NK 62.7
26 84 B 75.5
37 81 T/NK
T/NK 1 5 2 1 3
3 4 1 B
1 4 2 2 3 0 4
1 IPI(International
prognostic index) low, low intermediate
70
T/NK 45.6 B
50.0%

107 NK/T
1
2
o D
2) 2)
NK/T
EB
CHOP
NK/T
Wegener
NK/T

pancytopenia septic shock

NK/T

NK/T

3,4

1)

1,2



108 EGFR
Ki-67 HPV

exophytic
papilloma (EP) inverted papilloma (IP)
with dysplasia IPwithcarcinoma invasive
squamous cell carcinoma (SCC) epidermal
growth factor receptor(EGFR) Ki-67
human papilloma virus HPV
IP with dysplasia
slight, mild, severe dysplasia HE
EGFR Ki-67monoclonal
antibody
quantitative analysis
HPVDNA 6/11 16/18 31/33
in situ hybridization (ISH)

HPV IPwith
severe dysplasia IP with carcinoma
invasive SCC IP with mild

dysplasia control nasal mucosa

EGFR IP with dysplasia
Ki-67 dysplasia
IP HPV

6/11-positive 42% HPV 16/18-positive
31% HPV 6/11 16/18-positive
IP EGFR  Ki-67 index

1P EGFR

IP

HPV 1P

1

109 paraganglioma 1

(@)
paraganglioma
paraganglioma
1
28
1
X
cT
ESS
400ml
HE
NSE
S100 paraganglioma
paraganglioma
paraganglioma
1%
paraganglioma28 5
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FGF-23

(@]
2
o 1) 2) 2)
2)
23
Fibroblast Growth Factor 23; FGF-23
1995 2004 10
FGF-23
42 30
24 12 16
6 6
2003 11 6 3
2004 1
CT
33
5 4
ALP 6
3 2
1
2004 5 1
5

phosphaturic mesenchymal tumor, mixed
connective tissue variant

ELISA
FGF-23 484
RU/ml 57.9RU/ml FGF-23
FGF-23
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1) 1)
2)

90

34
follow

MRI

en block

modified Kadish
al,1993) stageD

66Gy/33Fr

113
1
2
1) o n
1) 1
AR
1
IgE
BA
BA
BA
NSAIDs
191 AR
36
93
33
93
BA 27
(Foote et 75
6
15

2) 3)

BA

IgE

290

191

IgE

IgE AR
BA
BA
BA

52 BA
20

AR 40 BA
20
AR 31
17
AR 60 BA
80
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D D D 2)

sinobraonchial syndrome; SBS

“one airway,
one disease ~

115

VC FEV, ,

2002

PEFR

1

MMF

2005

V50

3

V25

139
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CT

o D

ESS

16 11

22
11 80
ESS CcT

ESS

D

ESS

14

CT

15
22

Stage

Stage

D

Stage
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2)

D D
3) 3

DEP(diesel exhaust particle

BALB/c
3

3)

TUNEL
25 nm

25 nm

)

1) 100 nm
2) 25 nm

0.1 % wvanillin

Brdu

100 nm

100 nm
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Wistar

30 KOH

D

119

D

(methylmercaptoimidazole)

C57BL/6 8

- 50mg/kg 100 mg/kg
300 mg/kg

0.1 % vanillin

TUNEL Brdu
300mg/kg
100mg/kg 50mg/kg

0.1 % vanillin

0.1 % vanillin
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D
D

C57/BL6
ELISA

121 Musashil

2) )
D 3)

Musashil neural RNA-binding protein

Musashil

16
IgE ICR Musashil

Musashil

Notchl
Olfactory
Marker Protein OMP Growth Associated
Protein 43 (GAP-43) [
] Musashil globose basal cell GBC
GAP-43
OMP

sustentacular cell
Notchl globose basal cell

[ 1
GBC Musashil

GBC

globose basal cell Musashil
Notchl



122 Virtual endoscopy CT

(@]
ESS
Virtual endoscopy CT
cT
Virtual
endoscopy
50 20
2
cT

Virtual endoscopy
CT GE
Light Speed Ultra 16 \Work Station
Adovantage Workstation4.2

Virtual endoscopy

123
o
7 4
28
10
80
20
40
16
5
10
5
10

17 3

18

59.7

30.8

226

ESS

15

22

35

10

18

CcT
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n

125
1
2
1) 2) o D D 2)
10
213
retrospective
142 72 56 24-81
40-60 85
155
72% 16 32 10
9/155
9/16 18/32 6/10
6/155
4/16

CcT



126
o
2
1
70 15
7
CT
MRI
2 52
15 7
CT

127

o 1) 1) 2)
D
PCNA
2004
in vivo
1 1 2 13
GAP43
in vitro
GAP43
in vivo
2
13
GAP43
13 GAP43
in vitro
3
4
GAP43
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129
o
MRI
1 16 12
2
61
MRI1
46
5
3
7 6 7
35 1
7
3 3
1
MRI 26
6
13 3
6 2
3 50
3 12

29 4

MRI

17
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(@]
Brdu
n=5
(n=5)
1 1/day
Brdu /kg
n=5 PBS
n=5
Jam
Brdu
Brdu
1mm
7

131
1
2
3
o 1,2) 2) 2)
2) 1) 1)
1) 1,3) 1)
airway surface
liquid
modified Ussing chamber
short-circuit current (Isc) Isc
benzamil
NPPB anion
exchanger DIDS
Na-K-2Cl cotransporter
bumetanide
benzamil
NPPB
NPPB
driving force
benzamil
water

circulation
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D D 2)

22 6
16 27
19
8
Cx
0CTcompound
connexin26,43 (24hr,
4 ) FITC
hr, 37 )
X-Y T B
HE T
B CD4+ CD8+
Cx26 Cx43 CD8+
Cx43
Cx
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factor

PAR-1,3,4

ABC

PAR-1,3.4

Tissue

135

o 1) 1 D
2) D

(short circuit current, SCC)

chamber
(PG)D2
(Tx)A2
(LT)C4/LTD4/LTEA
WPI1 voltage current clamp DVC-1000
SCC WPL  DUO
TxA2
antagonist
antagonist
PGD2 SCC
TxA2 antagonist
LTC4 LTD4
LTE4 SCC
NPPB

NPPB



136 Nasal-BiPAP

2) 2)

Nasal-BiPAP

BiPAP
Spo
BiPAP

2)

AHI

2)

Spo

2

137

1)
0SAS

CPAP
AHI
AHI
2002 5 2005 3
PSG AHI 5 0SAS
574 51
PSG 12
12 BMI
AHI
BMI  24.3
AHI  46.1 38.3
9 4
AHI 3
AHI 6

AHI

AHI

AHI

AHI
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2
1,2)

D

Kryger Meir?
1

3

139

2) D

2004 11 2005 4

Acoustic Rhinometry(AR),
AR
447 Body Mass Index(BMI)
25.3 Apnea Hypopnea Index(AHI)
37.3/hr

RhinoMetrics
AR
AR
AR
AHI
1)
2)
BMI, AHI

AR
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D

D

2)

)

D

141

D 2) 3)

Smell Identification Test (SIT)

50 80
SIT 12
12 SIT 50
60 8.4/ 12 70
7.1/12
50
8.4 /13 60 9.3 7 13

70 10 /7 13
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2) 1) 3)
3) 4)

(HDS-R)

University of
Pennsylvania Smell Identification Test

(UP-SIT)

143

15

50
1995 7
9 10
325
250
19.2
VAS Visual Analogue Scale
64.6
29.2
5.5
22.2
17.5
21.5
67

2004

34.5
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2004 7

210 13-84
80 130

Analogue Scale

14 27
49

0.97
0.001
VAS

77

20

0.80 0.001

2005

5
4
56
3
-1
/40
VAS Visual
43

145

11

D

11

D

2 D

16 1 5
4
34 62 49.2
2
1 5
2
1
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(@)
Kennedy
stagel-1V
Nonpolyposis Middle

meatal polyposis
diffuse polyposis
Kennedy  Stage
, Stagel, Il  Stagelll, IV

0.0115

Middle meatal polyposis
Diffuse polyposis

0.000552

p=0.00413,p=0.00203

147

18

ESS

ESS

ESS

ESS
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1) 1)
Evans-ETM

CAS(computer-assisted surgery)

50

CcT
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4 (©)

®

D



	Engineering Inhibitory-Signaling Molecules
	to Regulate Allergic Disease
	International Consensus on Rhinosinusitis




