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Elucidation of tryptophan metabolism in eosinophilic sinusitis and development
of new therapeutic methods
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Although the research was delayed due to research restrictions due to the
new corona infection, there was no significant decrease in the number of eosinophilic sinus surgery
cases at Hamamatsu University Hospital. Nasal polyp tissue could be collected. The results of plasma

tryptophan metabolite analysis showed that tryptophan, 5-hydroxyindoleacetic acid, Kynurenic acid,
quinaldic acid, and xanthurenic acid were low in the severe ECRS group. Enzymes such as the enzyme
IDO1 were expected to be activated.
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IDO1 Indoleamine 2,3-dioxygenase-1

KMO Kynurenine 3-monooxygenase

KYNU Kynureninase

3HAO 3-Hydroxyanthranilate 3,4-dioxygenase



JESEREC

%) /HPF
ER-1 71 M 15 5.5 230
ER-2 59 M 15 9.2 1783
ER-3 70 M 15 ECRS 7.3 6
ER-4 42 F 17 15.2| 158.333
ER-5 51 F 17 10.2 240
ER-6 70 M 11 3.9 120
ER-7 73 M 11 3.3| 288.667
ER-8 51 F 17 11.3 111
ER-9 61 F 7 ECRS 0.9 50
ER-10 59 F 11 42 2657
ER-11 51 M 5 ECRS 1 0
ER-12 33 M 11 4 205
ER-13 69 F 7 ECRS 0.2 <20
ER-14 48 F 17 11.6 150
ER-15 54 F 15 9.6 138
ER-16 76 F 12 8] =100
ER-17 61 M 15 7.7 87
ER-18 65 M 7 ECRS 1.7] >100
ER-19 48 M 15 ECRS 14.8 <33
ER-20 35 M 13 5.5 >100
ER-21 56 F 17 12.9 165
ER-22 41 M 15 9.3 205
ER-23 45 M 11 3.8 107
ER-24 67 M 13 ECRS 7.9 37
ER-25 63 M 15 7.8 104
ER-26 48 M 15 9.9 128
ER-27 75 M 9 ECRS 3.1 93
ER-28 52 F 17 10.2 75
ER-29 59 M 13 5.7 389
ER-30 32 M 15 ECRS 11.9 55
ER-31 40 M 17 9.5| >100
ER-32 61 M 17 15 238
ER-33 65 M 17 9.5 150
ER-34 77 F 17 10.6 160
ER-35 51 F 11 2 222
ER-36 54 F 17 10.2 710
ER-37 63 M 9 ECRS 3.4 43.3
ER-38 52 F 13 10.2 72

ECRS eosinophilic chronic rhinosinusitis




ECRS ECRS ECRS
Triptophan 42.39+5.43 39.98+6.17 41.93+6.68 55.90+11.45
p 0.0019* 0.0001~* 0.0043*
L-5-Hydroxytryptophan 0.0060+0.0019 [0.0116+0.0090 |0.0123+0.0077 |0.0056+0.0008
p n.s. n.s. 0.0193*
Serotonin HCI 0.0031+0.0080 [0.0009+0.0031 |0.0012+0.0024 |0.0018+0.0045
p n.s. n.s. n.s.
Kynurenine 1.200+0.274 1.254+0.392 1.447+0.374 1.329+0.240
p n.s. n.s. n.s.
5-Hydroxyindoleacetic acid [0.0064+0.0118 |0.0125+0.0265 [0.0108+0.0180 |0.0285+0.0186
p 0.0036* n.s. n.s.
Indole-3-acetic acid 0.9387+0.4811 (0.9215+0.6884 (1.5087+0.7476 |1.1745+0.4070
p n.s. n.s. n.s.
Anthranilic acid 0.0029+0.0053 [0.0063+0.0059 |0.0085+0.0063 |0.0027+0.0055
p n.s. n.s. n.s.
Kynurenic acid 0.0272+0.0100 |0.0355+0.0143 |0.0365+0.1144 |0.0372+0.0103
p 0.0385* n.s. n.s.
Quinaldic acid 0.0047+0.0018 |0.0060+0.0036 |0.0058+0.0039 |0.0069+0.0019
p 0.0127* n.s. n.s.
3-Indolebutyric acid 0.0175+0.0108 [0.0114+0.0079 |0.0186+0.0085 |0.0186+0.0061
p n.s. 0.0288* n.s.
3-Hydroxykynurenine 0.0123+0.0077 [0.0156+0.0064 |0.0154+0.0037 |0.0121+0.0031
p n.s. n.s. n.s.
3-hydroxyanthranilic acid [0.0551+0.0204 |0.0488+0.0115 [0.0470+0.0099 |0.0636+0.0131
p n.s. 0.0072* 0.0061*
Xanthurenic acid 0.0046+0.0034 [0.0075+0.0038 |0.0077+0.0037 |0.0082+0.0043
p 0.0440* n.s. n.s.
Quinolinic acid 0.5333+0.0526 [0.5838+0.1598 |0.6317+0.1235 |0.5492+0.0620
p n.s. n.s. n.s.

ECRS Triptophan
ECRS ECRS ECRS
5-Hydroxyindoleacetic acid ECRS
Kynurenic acid Quinaldic acid Xanthurenic acid

ECRS ECRS Triptophan
Hydroxyindoleacetic acid Kynurenic acid Quinaldic acid Xanthurenic acid

5-

1D01

MRNA



8 8 0 8

Ishikawa R, Imai A, Mima M, Yamada S, Takeuchi K, Mochizuki D, Shinmura D, Kita J, Nakagawa T, 46(2)

Kurokawa T, Misawa Y Nakanishi H, Takizawa Y and Misawa K

Novel prognostic value and potential utility of opioid receptor gene methylation in liquid 2022

biopsy for oral cavity cancer

Current Problems in Cancer 100834
DOl

10.1016/j -currproblcancer.2021.100834

Yamada S, Misawa K, Mima M, Imai A, Mochizuki D, Yamada T, Shinmura D, Kita J, Ishikawa R, 12(8)

Yamaguchi Y, Misawa Y, Kawasaki H and Mineta H

Telomere shortening in head and neck cancer: association of DNA demethylation and survival. 2021

Journal of Cancer 2165-2172
DOl

10.7150/jca.54760

Misawa K, Imai A, Kanazawa T, Mima M, Yamada S, Misawa Y, Mochizuki D, Yamada T, Shinmura D, 8(10)

Ishikawa R, Kita J, Yamaguchi Y, Misawa Y and Mineta H

G protein-coupled receptor genes, PTGDR1, PTGDR2, and PTGIR, are candidate epigenetic 2020

biomarkers and predictors for treated patients with HPV-associated oropharyngeal cancer.

Microorganisms 1504
DOl

10.3390/microorganisms8101504

Misawa K, Yamada S, Mima M, Nakagawa T, Kurokawa T, Imai A, Mochizuki D, Shinmura D, Yamada T, 8

Kita J, Ishikawa R, Yamaguchi Y, Misawa Y, Kanazawa T, Kawasaki H and Mineta H

Long interspersed nuclear element 1 hypomethylation has novel prognostic value and potential 2020

utility in liquid biopsy for oral cavity cancer.

Biomarker Research 53

DOl
10.1186/s40364-020-00235-y




156

2021
101-104
DOl
Misawa K, Yamada S, Mima M, Nakagawa T, Kurokawa T, Imai A, Mochizuki D, Morita K, Ishikawa R, 10(21)
Endo S and Misawa Y
5-Hydroxymethylcytosine and ten-eleven translocation dioxygenases in head and neck carcinoma 2019
Journal of Cancer 5306-5314
DOl
10.7150/jca.34806
Misawa K, Mima M, Yamada S, Imai A, Mochizuki D, Ishikawa R, Kita J, Yamaguchi Y, Endo S, 18(1)
Misawa Y and Mineta H
Prostanoid receptor genes confer poor prognosis in head and neck squamous cell carcinoma via 2020
epigenetic inactivation.
Journal of Translational Medicine 31
DOl
10.1186/s12967-020-02214-1
Misawa K, Mima M, Yamada S, Misawa Y, Imai A, Mochizuki D, Nakagawa T, Kurokawa T, Oguro M, 10(1)
Ishikawa R, Yamaguchi Y, Endo S, Kawasaki H, Kanazawa Takeharu and Mineta H
Neuropeptide receptor genes GHSR and NMUR1 are candidate epigenetic biomarkers and predictors 2020
for surgically treated patients with oropharyngeal cancer.
Scientific Reports 1007

DOl
10.1038/s41598-020-57920-z




60

2021

59

2020

(Misawa Kiyoshi)

(90334979)

(13802)




