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Klinik fiir Ohren,-Nasen-u. Hals Kranke Kagoshima den 23. April 1975
der Universitdt Kagoshima, Japan
Direktor: Prof. Dr. R. Kubo

Herrn Professor Dr. H. Wullstein
Direktor der Hals-Nasen-Ohren Klinik

der Universitat Wiirzburg

Sehr geehrter Herr Proffessor Wullstein !

Sehr gern erinnere ich mich an das frohe

Wiedersehen in Venedig vor 2 Jahren.

Es tut mir sehr leid, dass ich Sie wegen Ihrer Amerika-Reise in der klinik nicht
treffen konnte.

Einer meiner Schiiler, Dr. Nishiura wird diesen Mai nach Europa fliegen, um
deutsche HNO-Klinikum zu besichtigen.

Er moéchte sehr gern das Kopfklinikum, besonders Thre NHO klinik besichtigen.
Wenn Sie oder einer Threr Arzte ihm die klinik zeigen kénnten, wire es mir und Dr.

Nishiura eine besondere Freude.
mit den besten griissen.

Ihr R. Kubo
prf. Dr. R. Kubo
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The 10" Japan—Korea Joint Meeting of Otorhinolaryngology-Head and Neck Surgery
April 1-3, 2004 (Tokyo)
[ Immune Responses induced by Intranasal Immunization with Phosphorycholine in Mice |
N.Tanaka, S. Fukuyama, T.Fukuiwa and Y.Kurono
[1L-8 production in the nasopharynx and its role in otitis fmedia wtihteffusion]

T.Hayashi, M.Ushikai, M.Takaki, Y.Kurono
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6 " International Conference on Pediatric ORL
May 16-19, 2004 (Athens—Greece)

[ Mini Seminar “ Vaccination and other methods of prevention In otitis media ”
Application of Intranasal caccination against otitis media

Y.Kurono, N.Tanaka, T.Fukuiwa, and S.Fukuyama
[ The role of atopic disease in paranasal sinusitis in children ]

S.Matsune, K.Sekiyama, K.Yoshifuku, Y.Tanimoto, I.Miyanohara and Y.Kurono
[ The Effect of VEGF on Otitis Media with Effusion in Children |

K.Sekiyama, S.Matsune, Dong Sun, Y.Sagara, M.Ushikai, Y.Kurono

20" Congress of the European Rhinologic Society & 23th International Symposium on
Infection and Allergy of the Nose
Jun 18-25, 2004 (Istanbul)

[ Application of Intranasal vaccination against upper respiratory Infections.|

Y.Kurono, N.Tanaka, T.Fukuiwa, and S.Fukuyama
[ Synergistic effect of TNF-alfa and 1L.-4 on VCAM-1 expression by cultured human
fibroblasts from nasal polyps._

M.Ushikai, J.Ohori, S.Matsune, Y.Kurono
[ The Role of B-1 cells in Murine Nasal Mucosa After Intranasal Immunization with
Phosphorylcholine |

N.Tanaka, S.Fukuyama, T. Fukuiwa, Y. Kurono

THE 21TH CONGRESS OF PAN-PACIFIC SURGICAL ASSOCIATION
November 5-7, 2004 (Cairns Australia)
[ CLINICAL STUDY ON PATIENTS WITH TONGUE BASE CANCER AND THE
ASSESSMENT AFTER RECONSTRUCTIVE SURGERY |
K.Nishimoto, K.Sekiyama, Y.Kurono
[SURGICAL TREATMENTS FOR ACUTE EPIGLOTTITIS |
K.Miyashita, K.Deguchi, K.Nishimoto, Y.Kurono
[BLOOD BOIL IN THE MAXILLARY SINUS AND IN NASAL CAVITY ]
M.Harada, K.Sekiyama, K,Nishimoto, Y.Kurono

[V Balkan Congress of Otorhinolaryngology
September 30-October 2 (Sunny Beachi, Bulgaria)
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[ The Concept of Mucosal Immunology and Its Application for Mucosal Vaccine

Yuichi Kurono

9 ™ Asian Research Symposium in Rhinology & 10th Biennial Congress of the Trans—
Pacific Allergy & Immunology Society
November 19-23, 2004 (Mumbai INDIA)
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TNF-a and endotoxin increase hypoxia—induced VEGF production by cultured

human nasal fibroblasts in synergistic fashion.
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Objective : Vascular endothelial growth factor (VEGF) promotes angiogenesis and is
associated with the invasion and meatastasis of malignant tumors. Hypoxia has been
known to be the most important inductive factor of VEGF. It enhances vascular perme-
ability and is expressed in inflammatory nasal as well as middle -ear mucosa. Althouth
bacteria are considered the most common pathogens in chronic paranasal sinusitis
(CPS), antimicrobials are not always effective and an association of factors other than
bacterial infection is suspected. In the nasal secretions (NS) and the paranasal sinus
effusions (PSE) of CPS patients, high levels of pro-inflammatory cytokines such as
tumor necrosis factor alph (TNF-a ) and endotoxins derived from gram-negative
bacteria have been detected. We have ever been reported the existence of hypoxic
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condition in paranasal sinuses. As the mechanism of VEGF induction during chronic
inflammation such as CPS in association with pro-inflammatory cytokines and bacterial
endotoxin remains to be clarified, we studied the factors regulating the production of
VEGF in cultured human nasal fibroblasts and discussed the role of VEGF in the
pathogenesis of CPS.

Methods : We used enzyme-linked immunosorbent assay (ELISA) to quantify VEGF
leves in PSE, NS and serum from patients with CPS. In addition , we cultured human
nasal fibroblasts isolated from nasal polyps (HNPF) of CPS patients and studied the
effects of hypoxia, TNF-a, and endotoxin (non-typeable H. influenzae) (HIE) on their
production of VEGF by ELISA and reverse transcriptase polymerase chain-reaction
(RT-PCR). Selection of the dose of TNF-a and HIE for the stimulation of HNPF was
based on previous reports and our preliminary measurements of their concentration
in PSE of CPS patients. Gaspak pouches (Becton Co., Sparks, ML) were used for the
establishment and maintenance of hypoxic culture conditions ; the partial oxygen
pressure (PO,) ranged from 40 to 60 mmHg. Supernatants were collected after 1-,5-,10-,
20-, and 25-hour hypoxic culture of cells in the presence or absence of THF-a, and
HIE.VEGF levels were determined by ELISA, and the time-dependent production of
VEGF was examined. To investigate the synergistic effects of TNF-a or HIE on the
hypoxia-induced production of VEGF, we added TNF-a or HIE to cells cultured under
hypoxic condition and assayed by ELISA.

Results : The VEGF concentration was significantly higher in PSE than in NS and
serum. VEGF production by HNPF significantly increased every five hours by cultur-
ing the cells under hypoxic condition and under the stimulation with TNF-a or HIE up
to 20 hours and reached to the plateauHNPF produced high levels of VEGF when
cultured under hypoxic condition and this production was remarkably enhanced in the
presence of TNF-a or bacterial endotoxin.

Conclusion : VEGF is locally produced in paranasal sinuses as well as nasal mucosa
and its production is increased in patients with CPS. Hypoxia is associated with the
production of VEGF by nasal fibroblasts and TNF-a and bacterial endotoxin may act
synergistically to enhance VEGF production in paranasal sinuses under hypoxic
condition. (Auris Nasus Larynx  20054E35 3%k %)
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