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Leukotriene C, synthase promoter polymorphism in aspirin-induced asthma
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Background . Aspirin/NSAIDs can release cysteinyl-leukotriene (cys-LTs) into airways and
precipitate asthmatic symptoms in aspirin-induced asthma (AIA). It has been reported that
there is profound overexpression of LTC, synthase in their bronchial mucosa, compared to aspi-
rin-tolerant asthma.

Objective . We observed whether genetic polymorphism of LTC, synthase may be predisposed
to LTC, synthase overexpression in AIA.

Subject and method : Forty-four AIA patients having positive responses on lysin aspirin bron
choprovocation tests and 47 non-aspirin induced asthma (non-AIA) patients having negative
challenges and 32 healthy controls were enrolled. The genotypes of the promoter LTC, synthase
gene (A.C transversion) were determined by polymerase chain reaction and restriction frag-
ment length polymorphism (RFLP) method.

Results : LTC, synthase promoter polymorphism (AC transversion) was not significantly dif-
ferent between non-AIA and AIA patients (p>0.05).

Conclusion . These findings suggest that genetic polymorphism of LTC, synthase promoter
may not be predisposed to LTC, synthase overexpression in AIA.

Key words : L.TC, synthase, polymorphism, aspirin induced asthma

A =B & YeRATL! Y Wiy de o] eyl &

olAFY fA AAL AU Ha A9 10- #HA YA &A%, olA3 Y3} non-steroidal
44% A T3], olEL YRR u|Eu|F anti-inflammatory drugs (NSAIDs) oA
Foluh v 8-F-& FHl3lg, Hlma A3 H = cycloxygenase 7} Xpt=|HA] prostaglandine]

€ 97 1998 E It s Qe Mo R o FoH L.
TAAz: T W AR
A4:999 149 259, 9994 54 274

— 542 —



—ZA49 & o2y f24 H4 @R A leukotriene C, A EA 432 thdd] Be A7 —

Aol AMall=l3 o]d] wel prostaglandin E,
(PGE,)7} 43t A3 o= leukotrienes?]
BAE& F7MRA A2 dzo] dd Ty U4 A
ATH® 22y ol jt AFAngte 2= vl (Jk)
ofadY A A4 FAM = ojmF 7]-b e
2 NSAIDs 5o F9 % cysteinyl leukotrienes
7} Z7YelA] e E AYE & Qio)h =3 opx
Y fd 12 @xlel A NSAIDsE Fo3}x]
ol 4w Y leukotriene E, (LTE,) 7} T34
o7 F7heo] Qo2 ol diF Mdyosw,
& Sampson 53} Cowburn S'9& o}
Y FEA " Sz Z1EA AuollA leuko-
triene2] A JF4Q LTC, $da2e] o
T F7heol AS-& Basio

43 8 A dT9 2 Sanak T
o] LTC, a4 F3x cigo) thdt Aol A
olamd A Halx LTC, A FA promot-
er Az tF FEAo] Uk B o
u, ol gt s A+ Hie gl ol A7
A ofATY {4 M9 HQl - o
T A7 dEoz, oand A FEAY
A g Bl M AT, grFes
4 9eE B HA8AF LTC, &
& F32 9 AdAE SAstaal s

s % 3

1oy

Ao Aele SHAY QdFel dedA
7182 &4A Fo F FEV 27} 15%0]4 7}
AU, wEkEd 7| 8AFEA R PCyA 7}
25mg/ml ©]3L5 JEehd A$-2 sgot ojAy)
d A f-7E A A8 91-e W4 @
A€ lysine-ot2d]Y 718A] {EAIE Aol
w2} of2dd g AT (44%) 3 Blopay)

TR BT (UTH) o2 YRt

Wd 2= 434 54L& Table 134 o]
F ot A% 2 AEdE Aolrt gley ol
¥ vlotasd fdd dATdlA wakth

Table 1. Clinical characteristics of patients with aspi-
rin induced asthma (AIA) and non-aspirin induced
asthma (non-AlA)

AIA ATA
No. 44 47
Sex (M:F) 17:27 17:30
Age (Yrs) 44.5 (13-68) 45.8 (21-70)
Atopy 10/44 21/47
2. g

1) ofAxjgl 7|8X| FLUAE
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Hugh Yol me} lysine-of2~m A& 11.25mg
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Fig. 1. LTC, synthase polymorphism. Wild type
shows two bands composed of 180bp, 115bp(1,3,4,5,
7,8,9,10). Mutant heterozygote shows three bands
composed of 180bp, 115bp, 83bp(9,11,12). Mutant
homozygote shows two bands composed of 180bp,
83bp (2).

g 1
LTC, ¥4 &4 promoter FAATEL B4
=2 329AA wild o] 219 (66%), °ol¥
AgAYe] 109 (31%), TF AP 19
(3%)°1th. vlopamA f04d M2 84 47
Pl wild¥o] 378 (79%), 1% FEAE 9
B3 (19%), 5% HAgMFo| 1% (2%)4) o}
29Y {34 ANF 448 ol wildgo] 32
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A3 Y2 st (Table 2).

n 3

o2y {4 A2 BalA HAFA o8}
A] cysteinyl leukotriene®] Aol Z7}7} B&
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Table 2. Genotypes of LTC, synthase in patients with non-aspirin induced asthma (non-AlIA), aspirin-induced

asthma (AIA) and healthy controls

Genotype Allele
No. wild heterozygote homozygote Cou
Non-AIA 47 37(79%) 9(19%) 1(2%) 0.12
AIA 44 32(73%) 12 (27%) 0 0.14
Healthy Controls 32 21 (66%) 10 (31%) 1(3%) 0.19

p> 0.05 compared groups to genotypes by Chi-square test
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