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2.8+0.6 2.4:0.6
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(p=0.0003)
Fig.3
2)
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1) AIA ATA(ATA)
ATA ATA NSAIDs
24.8% 34.0%
17.3% 35 40
38.3%(p<0.0001) 14.3% ( Table 1)
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Polyangitis)

GERD

(gastro-esophageal reflux disease)

OSAS (obstructive sleep apnea
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@nasal corgestion

@redness of the face and the upper chest

@ocular njectibn and/or periorbital swelling

@nausea

®stomach cramps
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AlA|ATA
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specificity 1100%

Positive Predictive Value = 10026

Negative Predictive WYalue - 957%

Fig.2
ATAE AIADERFRE =0t 24F
ATAZTE(n=571) |AIAZ{H(n=108) | p
Gender (MIF) 2821289 5058 N.S. Figh NSAIDsIR A BEEEECIER
rhinitis, % (n) 24.3%(73) 34.0%(34) N.S.
rhinosinusitis % (n) 17.3%(49) 38.3%(38) p<0.0001 A T I,
)z 5] T 5]
nasal polyps N (%) 14.3% (41) 41.0% (41) p<0.0001 ARESS bl AF2
oral steroids %{n) 11.4%(61) 52.2%(35) p<0.0001 i Tata T ata
inhaled steroids (5.D.) 340 207.6 369.4%204.6 | N.S. WA AESEEIE | 85 | 28 WAREFEE | 86 | 18
Use of LT drugs % (n) 22.9%/(123) 26.9%(29) N.S. WASKERERTE | 48 | 420 WASRERFETE | 36 | 407
FEV1 (Us, SD) 23108 21207 N.S. Sensithity : 639 Sensitiity ; 708
FVC (Us, SD) 32400 31408 NS Specifcity ; 93.8% Specifcity ; 95.8%
FEV1% 727E1.2 6572 14.6 p<0.0001 faleeposiverate 5 6.3% falooposkiverate 5 1.2%
logPC20 (ug/ml * SD) 29407 26406 p=0.0007 AlAaspiri-inolerantasthma
IgE, IU/mL (S.D.) 860.5+2336.1 |4365+8371 |MN.S. AThasprin-tolerant asthma
Fig.3 Table.1
Erde s % — ol e - L
ATAX AADERFRE SO LB severeBE (2B T TR AOEEREE fEsks O s
ATA(severel¥ | AlA(severedt p Stevenson Szozeklik .
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rmmts, % () 2.9z 094N NS FEECTILLE) (57.0%) (60.6K) (41.08) (54.2%)
rhinosinusitis % (n) 17.3%(16) 43.6%(24) p=0.005 atopict ¥ WD 24% A% 26K
nasal polyps % (n) 13.8% (13) 36.3% (20) P=0.002 B N a2y N 57%
oral steroids %(n) 33.5%(61) 61.4%(35) p=0.0002 Blmit ND D T26% B0%
inhaled steroids (S.D.) 460812559 |466.0+2194 N.S. BE oK 0% 6148 A%
PC20
Use of LT drugs % (n) 20.5%I(54) 42.4%(24) #p=007 methachalinelme/m) mo o aztos | sE414
FEV1 (s, SD) 22408 20408 # p=0.06 NSADSHIFEEFEG | S52ot125 ND ND 100%158
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Tableh.
)1671\3 II:?G? VEBEI IR IET BT ATAEEI(CHITS I\M%‘/ﬂ&)kéﬁﬁiﬁﬁﬁﬁ%'rﬂ:;ﬂ;ﬁ%
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B 8917(NA) 0.9757
2EAFOCFTER 3.964 (1337-11.751)
L1733 2.374(1102-5.111) FEVIE FEBliIRID TR E R, SiERErty C SRR 2T
BE 1.487 (04584 824) 0.5086
Eol%) 1.020(0539-1.105) 0.6367 odds K CD s
IGSCinhaled corticosteroid) 1.002 {05951 O06) 0.1110 FEV, 0.168 (0062—0 445)
IE 1.000 (0965~ 1.000) 0.7107
b e 0.967 (0350-2 675) 0.6003
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Bl 0.533(0117-2.429 0.4157 FEV DMELMIY 2)LE U A BB st E (3o
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receptor antagonist)
FEV: 0350 (01630 7500
Tabled.
ATAZEIZRIFBLE R AR CBLET TR
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logPC20 0.703(0276-1.788) 0.4596
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AlA 102 AlA ATS
61 41 2
A B NO C
LTE4 D
PGD2M
U LTE4
NSAIDs
AlA 77
AlA
102 A
B NO C LTE4 D
PGD2M
U
LTE4

H 1 : By multi-logistic analysis, we determined that U-LTE4 concentration
is a most important risk factor for severe uncontrolled asthma in ATA

severity & U-LTE4

Pz | oy ’p‘—‘l _
- .

10000+

10004
L
Sagt
o-ﬁg\
1004

U-L TF4 conc fpe/me creatinine)

10+

T T T T
Non-AERD  mild-moderate controlled severe uncontrolled severe

AlA severity

(IMitsui C, etal. in submission)
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Be: 72081320472 8- 118 hA

{Mitsui G, etal. in submission)

Cluster 1. Earlier-middlz

onset mild-to-moderate
asthma

predominant (85%);
Earligr-midzle onzet (mean age: 23);
MWild-to-moderate zsthma with normal lung function;

High frequency of comorabidity of AR and urticaria

ki

Cluster 2. Later-micdle
anset uncontrolled severe
asthma

Female predominant (76%);
Latzr-middle anset (mean age: 35);
Uncontralled severe asthma with low lung function;
Highest treatment Step;

Highest U-LTE4 level

Cluster 3. Late-onset

mild-to-moderate asthma Hallr male; )
\ ) Late-onset (mean age: 48);

Mil-to-maderate asthma with normal lung function;
Highest frequency of sinusitis operation and smell dysfunction

NO
U LTE4 90,118
PGF2
LTE4
ATA ATA
U
LTE4
AIA CysLT
1L4/13
CysLT



AERD
ATA

ATA ATA

ATA CysLT

ATA
ATA
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in vitro
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2 3
AlA
5 6
Gl
3
3
AlA
AlA U LTE4 LXs
CEA2012 AlA
AlA CysLT
LXs ( ) AlA
U LTE4 LTE4/LXs
3 LTE4/LXs
AlA
AlA
2 3
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AlA 6

AlA
AlA U LTE4 LXs 5 6
CEA2012 AlA
AlA Gl
CysLT LXs
(
) AlA AlA LTE4/LXs
CEA2012
LTE4
L 1 AlA
2 3
L LTE4
AlA 21 LTE4
LTE4 LTE4/LXs
AlA LTE4
AlA25 AlA23
3 3
U
LTE4 LTE4/LXs
3 LTE4/LXs
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AlA
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P 5x10 SNP HLA P =4.8x10°6
2 21 P=19x105 2
IL-8, CXCL3, EDN1 1.9~2.5
MRNA
2 MRNA 2,764 273
2
NSAIDs
Quality
control 433,543
Cochrane-Armitage trend test
GWAS P<1x10+4
GWAS 75  TagSNPs r2 =0.8
3
178 24,608
validation study
PrimeView Human
Gene Expression Array
50pg/ml
4 10
153 3,304
Illumina HumanHap
610 - Quad Chip GWAS
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cDNA 3'IVT Express kit

GWAS Acc=1.016

population stratification

P<5 108
SNP 8 SNP P<1
104 7
HLA SNP 1 2 21
HLA
SNP 2281389 P=4.8 106
IL8, CXCL3, EDN1 1.9~2.5
2
2 mRNA
2,764 273
2013
GWAS Human genetics
2013;132:313-321
HLA-DPB1 1042151 P=5.11 107
SNP 2281389
HLA
HLA-DPB1 rs1042151
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CXCL3

BAL
3

JACI,120:130,2007

IL8

E

Microdissection(LMD)

mRNA

JACI,120:130,2007

EDN1

surrogate tissue
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Validation study
GWAS
785k

SNP

37

2281389

DN1 Laser

EDN1 1IL8

27,912

SNP
P=4.8 10°%
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RNA 2,764
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e Kicosanoids, asthma, and allergic disease
-From Basic Science

1) Prostaglandins and inflammation:
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3) Leukotrien B4 and inflammation:
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6) Resolution eicosanoids: Revy B Boston
USA
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4)LTB4 and (lung) fibrosis: Peter-Golden M
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Spain

e (Classification of hypersensitivity to aspirin
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e Aspirin-exacerbated respiratory disease
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1) History: Szczeklik W

2) Epidemiology

3) Clinical manifestations and Natural
history
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(2) In European study: Nizankowska Cracow
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(3) In Japan: Sakakibara, Isogai, Taniguchi
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4) Pathogenesis

(1) Genetic background: Park HS Korea
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(9) Role of other lipid mediators in AERD
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(10) Pathogenesis of nasal polyposis:
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(11) Eicosanoid and nasal polyp in AERD
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(12) Mechanisms of aspirin desensitization:
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5) Diagnostic approach and methods

(1) Diagnostic approach for
aspirin-sensitivity in asthmatics ?

(2) Oral challenge:Nizankowska

(3) Intravenous challenge: Taniguchi

(4) Bronchial challenge: ? Italy

(5) Intranasal challenge: Scadding?
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(1) Cross-sensitivity to other NSAIDs:
Kowalski Lodz Poland

(2) Prevention for aspirin-induced reaction:
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(3) Treatment of acute phase of
NSAIDs-induced reaction: Taniguchi

(4) Controller medication for AERD: ? USA
(5) Alternative medications for severe AERD
Taniguchi

(6) Desensitization to aspirin and long
term-effects: Stevenson DD

(7) Nasal desensitization Scadding UK

(8) Treatment of nasal polyposis in AERD:
Fujieda Fukui Japan

e Asthma improved by aspirin: Imokawa
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e Aspirin-sensitive urticaria/angioedema

1) Classification and prevalence

2) Clinical manifestations and Natural
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5) Management
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