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Comparison of Clinical Characteristics between Acute and Chronic Acetylsalicylic Acid-Intolerant Urticaria

Jeong-Eun Kim, Jin-Woo Lee, Jun-Mo Sung, Joo-Hee Kim, Gil-Soon Choi, Young-Min Ye, Dong-Ho Nahm and Hae-Sim Park

Department of Allergy and Rheumatology, Ajou University School of Medicine, Suwon, Korea

Background: Acute (AIAU) and chronic (AICU) acetyl-
salicylic acid (ASA)-intolerant urticaria are the major
phenotypes of ASA hypersensitivity.

Objective: We compared clinical features, immunologic
findings and a HLA marker between AIAU and AICU.
Method: We enrolled 232 patients with ATAU, 244 patients
with AICU and 232 non-atopic normal controls (NC).
Serum total and specific IgE to house dust mites (HDM)
and Staphylococcal superantigens were measured by
immunoCAP® system. Serum myeloperoxidase, IL-8, IL-18
and TGF-31 were measured by ELISA. We measured
antinuclear antibody by the indirect immunofluorescence
method, and antithyroglobulin, antimicrosomal antibodies,
and IgG to cytokeratin 14 by ELISA. HLA-DRB1*1302-
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DQB1*0609 was analyzed by a high resolution technique.
Result: The atopy rate, and the levels of serum total and
specific IgE to HDMs and TSST-1, and serum IL-18 and
TGF- S 1 were significantly higher in both AIAU and AICU
groups than NC. There were no significant differences in the
prevalence of autoantibodies between the ATIAU and AICU
patients. The prevalence of HLA-DRB1*1302-DQB1* 0609
was higher in both the AIAU and AICU patients.
Conclusion: Atopy is a common predisposing factor for
both AIAU and AICU phenotypes. Associations with
autoantibodies were suggested in the pathogenesis of AIAU
as well as AICU. HLA-DRB1*1302-DQB1*0609 can be a
genetic marker for both AIAU and AICU. (Korean J
Asthma Allergy Clin Immunol 2010;30:93-99)

Haole Fgo] AWt of~T] 7oL} NSAID E-& Aldq F
=27]7} YeEh}E A %o)3, AICUE T4 F=27]7) 9o

A o} ¥ o|1} NSAID| o8] ofste= A2
FE7] x4e] 20~40%°l| A oF2~3] 117} NSAID7} <3}
Az 2

AICUS] 144 54 of
7o 24y

QT2 ohEs) 7k 9 Aol

e 271 gl

=2

g
E T »—E—

1, 224, w2
7b ot AIAUSHe] Aol & W g
AIUS] BRI71H el thgh AT2e of2y]
A 2 FRER <l 333 ddste] Aishe AT
AL, AIAUS] 75 S5 2gshele] B4, AlCcUue]
79 A 1A %?_]Z]—(transforming growth factor, TGF)- 8 13’/]-8) s}
W EEe] 2l tig IgE WY Whgo]? k7] A 9
ke HuEE ok Ak Y 71de A F
S A8t

9
= now

H3A A7 A ek B E o] Q)

>
M o ¥

o)

)
s

g

3

B Ao A ATAUS} AICU $HA1E 9



g0l 9l&g iﬁﬂ*}cﬂ“””’ 714&%1 id*ﬁ‘ oA}
X W cytokeratin (CK) 18] thet zA7pH < wh-g-& Fakgh
AT} wpRrhA] 22 55 3el A ] = B9l cKi49] o
3 A7 dhgvtel ARA S ARt A ek =3 3
Zolo Al AIUS] &2 FA A2 &e]x HLA-DRBI1*1302-
DQB1¥0609 Luj Ao HlEr T 7 Zho] vlwalgich

lo
N
k1
oX
&

CHAH 2w

1. HCH &
20019 4¥ ¥ 20083 6E7A] FEEIE
A 32 e e 2r] FeY S e X

A ATHRAG P 0L e
3, obslel Ty A4o] Furel

1~>

r
O

= AICUR # 9
?i/\i &) 112_7] o F A E
s}oﬂr/} oﬂ:rLoﬂ ;d—oq
Y W 7 HE ﬂﬁA*}TiL(IRBH <

LA™ AL Al at7]
4].“‘—- 1201 o]

-

}5]

ox

gL

=3

=
3FaL, 2~HZo|EE WrEA] Aok st 73§ 2
10 mg % olahe Bgah Aol AAE s
Ad & Al Tof 500 mg o} 1
KunWha Pharmaceutical Co., Seoul, Korea) 1% S 7

o 1 &

o2 2
Lo [

(Rhonal®;

wofaln 2417 E4 BAAUA v 3080} Feelv)
o] M SR 9 Hy]|s A WaE dolslgth 247
el F=8717F DAta, #H7]s HAMS FEV o] Hshr}
= 55 A e E A
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48 A9 44 9A) B2E 2H e 3 mm o3
ATE PPo2 BHAAL, @ 71 olge] el =ae
§ 28 0 v o= 2 etk 84 W) & Ik 7
Aok JHAZRE7] gD F Foll o 5o IgE FAE
immunoCAP® A] 2~# A (Phadia, Uppsala, Sweden)©. 2 273}
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TGEF- 81 (R&D Systems, Minneapolis, MN, USA)S A% 3}9 7]
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CK14 (Progen Biotechnik GmbH, Germany, Heidelberg)E 96-well
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3L 4°ColA 12A413F o] AEAIZ] F ©]F 0.05% PBS-T
(phosphate buffered saline-Tween)E 33] A2} 3131t} H| E0] 2



A% IAe7] 98] 10% FBS-PBS (fetal bovine serum-
phosphate buffered saline)S 7+ welld 350 L4 o 1A 7+ 2}
EAZTE 33 AlH 1020 ywOE M Sl A
well B 50 L2 o] oA 1417 A7t} ThA] 33
M2 & alkaline phosphatase”} ZAgtH 3 Al IgG (10%
FBS-PBS©]] 1 : 10,000 (v/v)2. 2 3]Al; Sigma-Aldrich)S 100 xL
A YA e 1At Az YA PNPP (p-

Table 1. Characteristics of the study subjects

AlAU AICU NC
Number of subjects 232 244 232
Age (years)*, T 37.2+132 36.0+116 326%114
Sex (M: F) 107 : 125 106 : 138 93:139
Atopy 137 (66.2%) 147 (61.2%) 0 (0.0%)
Log [total IgE] 2214053 2234045 1.43%0.60
(log (KUL)*,"
Specific IgE to 10.8+£20.6 55+14.6 ND
D.p. (KUL)*
Specific IgE to 15.2+26.2 6.9+16.7 ND
D.f. (KUL)*}
Asthma’ 26 (23.2%) 22 (19.5%) 0 (0.0%)
Rhinitis © 65 (58.0%) 71 (62.8%) 0 (0.0%)
Other drug allergy’ 9 (8.0%) 0 (8.8%) 0 (0.0%)
Food aIIergyJr 12 (10.7%) 12 (10.6%) 0 (0.0%)

AIAU = acetylsalicylic acid-intolerant acute urticaria; AICU =
acetylsalicylic acid-intolerant chronic urticaria; NC = normal
control; D.p. = Dermatophagoides pteronyssinus; D.. =
Dermatophagoides farinae; ND = not done. *Data expressed as
mean valuetstandard deviation. "Data expressed as number of
patients, with percentage given in parentheses. *P<0.05 between
AIAU vs. NC and AICU vs. NC by ANOVA. "P<0.001 between
AIAU vs. NC and AICU vs. NC by ANCOVA with age as covariate.
$P<0.05 between AIAU vs. AICU by independent t-test.

pApS)
==

rlo
oln

DofAmlEl BEIY Y| BAISS YNH SM 95

nitrophenyl phosphate; Sigma-Aldrich)E welld 100 214 Y11
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1. AIAUZ, AICUZZt HAF CHZER ALO|Q] AL QFAL
H|m(Table 1)

% 4767 2] AIU 32} 3, AIAUT-S 2321, AICUTS 244
Holow, HolEdY A T2 232 0]}l th. AIAU

Table 2. Comparison of immunologic parameters among acetylsalicylic acid-intolerant acute urticaria (AIAU), acetylsalicylic acid-intolerant

chronic urticaria (AICU), and normal control (NC) groups

AlIAU AICU

Log [MPQ] (log (ng/mL))*

Log [IL-8] (log (pg/mL))*

Log [IL-18] (log (pg/mL))*
TGF-81 (pg/mbL)*

Specific IgE antibody to SEAT
Specific IgE antibody to SEBT
Specific IgE antibody to TSST-17

2.10+0.53/74
1.35+0.43/78
2.29+0.24/77
30.8+7.40/74
13/78 (16.7%)
12/78 (15.4%)
16/78 (20.5%)

1.8440.43/111
1.23+0.37/122
2.23+0.23/117
32.5+9.18/113
15/115 (13.0%)
22/114 (19.3%)
37115 (32.2%)

P
NC
AIAU vs. AICU AIAU vs. NC AICU vs. NC
1.87+0.73/102 0.0077 0.0297 NS
1.30+0.37/153 NS NS NS
2.03+0.60/105 NS <0.0017 <0.0017
23.1+11.4/102 NS <0.001F <0.001F
6/83 (8.1%) NS NS NS
2/75 (3.0%) NS NS NS
2/86 (2.6%) NS 0.005" <0.005"

MPO = myeloperoxidase; IL = interleukin; TGF = transforming growth factor; SEA = Staphylococcal enterotoxin A; SEB = Staphylococcal
enterotoxin B; TSST = toxic shock syndrome toxin; NS = not significant. *Data expressed as mean valuetstandard deviation/total patient
number. "Data expressed as number of patients with positive results/total patient number and percentage given in parentheses. P values
were obtained through ANCOVA with age as covariate. 'P values were obtained through logistic regression analysis.
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T3 AICUTS] Fi AF L 2Fol7l Y erk37.2413.24;
36.0+11.64D, 7 2Tl Ha AdHB.6+1144A)ET &
RAIP<0.05), AHE Al T 7ol F-2J ek 2ol 7t §ldeh. &l
27] AP o R FRlgh ol £ 9] H] &2 AIAUT |
1379(66.2%)°] 31, AICUT©] 1479(61.2%) 2.2 F i 7t &

o1&k zFo] 7} AtE A & IgER| & AIAUT(2.21£0.53 log
(kU/L)Z} AICUT(2.23£0.45 log (kUML) EF A dZT
(1.43+0.60 log (KU/LNET} Fo3tA =%A|9HP<0.001),
AIAUT-Z} AICURE Zhof] {128 ko] = giditt F 7h#] 3™
A A E7|(Dyp., DL tha A Eo] IgEX|E AIAUTO]
AICUT-ETH §93H =UthDyp. 10.8420.6 vs. 5.5%14.6
KU/L, P<0.05; D.f 15.2426.2 vs. 6.9£16.7 kU/L, P<0.05). 2],
H]Oﬂ the oked tig de sy SAE dE 2] B

2 AIAUTY} AICUT Zhell felgt o]z} glith

2. oI5t EM H|u(Table 2)

A MPOX| & AIAUTH2.10+0.53 log (ng/mL))ol| 4] AICUT
(1.84%0.43 log (ng/mL), P=0.007)3} A} th Z(1.87+0.73 log
(ng/mL), P=0.029)R.0} §-2]3}A =tk IL-8X] & Al o kol
o3k a7k 9193, IL-18X|E  AIAUT(2.29+0.24 log
(pg/mL)¥} AICUT(2.23£0.23 log (pg/mL) 27 A thx=a
(2.03£0.60 log (Pg/mL))iTJr 8984 E=UATHP<0.001),
ATAUT Y AICUT el 28k 2to]7h fl9lTh

A TGF- B 1% &3t AIAU€(50.8i7.4O pg/mL)Z} AICUT
(32.5+9.18 pg/mL) 25 A4 tZ2T(23.1+11.4 pg/mL)ET} &
ol &kl EATHP<0.001), AIAUTF} AICUT ZHl|& x}o]
=g

Table 3. Comparison of autoantibodies and HLA-DRB1*1302-
DQB1*0609 allele between acetylsalicylic acid-intolerant acute
urticaria (AIAU) and acetylsalicylic acid-intolerant chronic urticaria
(AICU) groups

AIAU AICU P
Antinuclear 15/86 (17.4%)  35/204 (17.2%) NS
antibody
Anti-thyroglobulin 9/101 (8.9%) 29/204 (14.2%) NS
antibody
Anti-microsomal 12/103 (11.7%)  22/205 (10.7%) NS
antibody

Specific IgG to
cytokeratin 14
HLA-DRB1*1302-
DQB1*0609

973 (12.3%)  7/115 (6.1%) NS

22/154 (11.6%)  18/196 (8.3%) NS

NS = not significant. Data expressed as number of patients with
positive results/total patient number and percentage given in
parentheses.
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g GA HAE gl Eabs AlAUTe] 86% F 15T
(17.4%), AICUT-0] 20478 Z 359 (17.2%) 2.2 F Ak 7ol
ol g atol 7 gk A AbaA o A% & S
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