TAP CHI NGHIEN CUU Y HOC

PHAT BAN DAT SAN DO CELECOXIB VOI TEST AP DA DUONG TiNH

Vi Thuy Linh*, Chu Chi Hiéu?, Vi Thi Hing?
Nguyén Nhw Nguyét?

'Bénh vién Pai hoc Y Ha Noi
’Bénh vién Bach Mai

Thuéc chéng viém khéng steroid (NSAID) la mét nhém thudc thuong gay ra phan (g di tmg va gia di ting
trén da. Celecoxib dai dién cho nhém thudc Coxib cé tac dung trc ché chon loc cyclooxygenase 2 (COX-2).
Thuéc nay cé lién quan dén mét sé trirong hop phén tmg da néng do thudc va phét ban dat san (maculopapular
exanthemas/MPE). Chiing t6i trinh bay mot trudong hop phat ban dat san do celecoxib, duoc chén doén bang
test 4p da trén bénh nhén ni 39 tudi, khéng cé tién st di ting. Bénh nhan dén phong khém ngoai trii cia
chiing téi véi phét ban dat sén tap trung & than minh sau 9 ngay st dung celecoxib va céac loai thuéc khac.
Bénh nhan duoc diéu tri bdng methylprednisolone va thudc khang histamin. Céc triéu chirng bién méat sau 2
tuén ngumng thubc. Xét nghiém test 4p da duoc thuc hién sau dot phan (ing véi thubc bén tuén. Dé tranh két
qua duong tinh gia do kich (ing, thtr nghiém test &p da duoc thuc hién véi celecoxib pha lodng & néng dé 5%
va 10% trong petrolatum. C4 hai miéng dén celecoxib & 2 néng d6 nay déu cho két qué duwong tinh sau 48 va
96 gio. Do d6, test 4p da v&i ndng do thich hop rét quan trong trong viéc xéc dinh chét gay di ting nghi ngd.

Tw khéa: Di trng thuédc, di (’ng celecoxib, NSAID, test ap da, phat ban dat san.

I. DAT VAN DE

Thuébc chéng viém khéng steroid
(nonsteroidal anti-inflammatory drugs/NSAID)
la moét nhém thubc dwoc siv dung phd bién
trong thwc hanh lam sang, it gay di ¢ng, chu
yéu gay ra phan ng giad di &ng trén da. Cac
thubéc nhom coxib &c ché wu tién chon loc
cyclooxygenase-2 (COX-2) ngay cang duwoc
st dung rong rai, celecoxib dai dién cho nhém
thuéc méi. Tuy nhién, mét sé bao céo cho
thdy nhom thuéc nay cé lién quan dén mot
sb trwdng hop c6 phadn ng qua man cham
do thuéc, trong doé c6 kiéu hinh phat ban dat
san (maculopapular exanthemas).1-8 Chung
t6i trinh bay mét trwéng hop phat ban dat san
do celecoxib, dwoc chan doan bang test ap
da. Viéc thyc hién test ap da phai dung n6ng
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dod dé tranh gay ra phan (ng dwong tinh gia
do kich (rng da vé&i thubc. Ca bénh gitp ching
ta c6 thém di liéu vé cac phan tng di irng do
celecoxib gay ra va lam ré cach tiép can chan
doan va diéu tri phi hop cho bénh nhan.

Il. GIG'I THIEU CA BENH

Bénh nhan ni, 39 tudi, khéng cé tién st
ban than va gia dinh vé di r’ng. B&nh nhan dén
phong kham ngoai tru ctia ching t6i v&i phat
ban dang dat sdn & than minh, khéng cé tén
thwong niém mac, sau 9 ngay diéu tri viém khép
cung chau, viém co that lwng, rdi loan tién dinh
v&i celecoxib 200 mg x 2 lan/ngay va céc thude
khac nhw Ultracet, eperison hydrochloride,
Inflapain, esomeprazol, Betasers, Glupain forte.
Bénh nhan khong sbt, hach ngoai vi khdng s&
thdy. Cac té bao mau ngoai vi, transaminase
va chirc nang than binh thwdng. Bénh nhén
dwoc diéu tri bang methylprednisolone va
thuéc khang histamin. Céac triéu chirng bién
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mat sau 2 tudn ngirng thubc. Bén tudn sau
dot qua man, test ap da dwoc thuc hién &
lwng v&i cac thubc gébm celecoxib, etoricoxib,
meloxicam, esomeprazole, Ultracet, Inflapain,
Betasers, Glupain forte. Két qua test 4p da
dwoc doc theo tiéu chudn cla nhom nghién
clu viém da tiép xuc qubc té (International
Contact Dermatitis Research Group/ICDRG).
Trong tiéu chuan chan doan cia ICDRG, két
qua test ap da dwoc chia thanh nam mdrc do:
am tinh, nghi ng®, dwong tinh yéu, duwong
tinh manh, dwong tinh r4t manh.9,10 O bénh
nhan cua chung t6i, ca hai vi tri celecoxib 5%
va celecoxib 10% déu cho két qua dwong tinh
yéu v&i ban dd, tham nhiém va san & thoi diém

48 va 96 gio. D& pha dwoc hdn hop celecoxib
10%, chung t6i pha mot vién celecoxib 200mg
& dang boét min vao dung dich Petrolatum vira
da dé dat tbng khéi lwong 2g. Quan sat ky dé
dam bao bét khéng bj vén cuc. Tt dung dich
trén, ching toi 1ay 1g celecoxib 10% pha vao
1g petrolatum, sau dé khuéy déu ta dwoc hén
hop celecoxib 5%. Miéng dan etoricoxib va cac
loai thuéc khac cho két qua am tinh, va test
kich thich dwérng udng véi etoricoxib da duoc
thwe hién nham tim thuéc giam dau thay thé
cho bénh nhan. Chung t6i khéng quan sat thay
b4t ky phdn &ng di (*ng ndo trong qué trinh test
kich thich v&i etoricoxib va trong nhirng ngay
tiép theo.""4

Hinh 1. Phat ban dat sadn & bénh nhan
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Hinh 2. Thir nghiém test ap da dwong tinh
v&i celecoxib & néng do 5% va 10%
trong petrolatum

ll. BAN LUAN

Cac thubc NSAID thwong gay ra phan (ng
gia di (rng trén 1am sang va cac nghién ctru gan
day cho thay ti 1& di 'ng NSAID tuyp nhanh
cao hon so vé&i khang sinh. Viéc str dung thudc
NSAID (¢ ché chon loc COX-2 ¢6 thé 1am giam
phén ng gia di trng do thudc va lam gidm tac
dung phu cta thuéc 1&n da day, tuy nhién, nhém
coxib c6 thé gay ra nhirng phan &ng qua man
cham do thuéc. Theo théng ké y van, cho t&i
nay, cac phan &ng qua man cham do céc thudc
NSAID khoéng thuwong gap va cac phan trng do
celecoxib gay ra m¢i dwoc bao cao dudi dang
cac ca lam sang.

Phat ban dat san (MPE) 1a nhitng phat ban
dd dang s&n dat va la phan ng da lanh tinh
phd bién nhét lién quan t&i thubéc. Chan doan
MPE duwa trén tién s, thdm kham lam sang,

thoi gian i khi dung thubc dén khi bat dau phat
ban va loai trr tdn thwong da do nhitng nguyén
nhan khac. Trong MPE, thoi gian tlr khi dung
thudc dén khi bat dau phat ban trén da 1a 4-12
ngay, thuéc thudng gay kiéu hinh MPE thudc
nhém khang sinh betalactam, sulfonamid va
thubc chéng déng kinh.'5' Celecoxib va cac
chét (rc ché COX-2 chira gbc sulfonamid, do do
c6 nhirng tranh cai vé viéc liéu bénh nhan di
(ng vé&i sulfonamid cé di trng v&i nhém chét e
ché COX-2 hay khéng."” Tuy nhién, c6 2 nhém
thudc chira sulfonamid, gdm thudc khang sinh
c6 chtra vong amin thom & vj tri N4 va vong
thay thé & vi tri N1; va tat ca cac thubc c6 chira
sulfonamid khéng cé vong amin thom bao gém
chét rc ché COX-2. Vong amin thom dwoc cho
la quan trong trong sw phat trién cac phan trng
quéa man va phan (ng da nghiém trong, trong khi
vi tri N1 chju trach nhiém cho cac phan rng qua
trung gian IgE. Vi vay, cac chét &c ché COX-2
thwdng khéng gay ra cac phan &ng cé hai.’® Co
mot bao cao vé phan trng chéo gitra hai nhém,
nhirtng bénh nhan co tién s di rng véi thubc
khang sinh sulfonamid dwoc dung celecoxib.
Khéng cé bénh nhan nao cé phan (rng chéo.
Tuy nhién, cé mét treong hop cé phan trng chéo
gitra rofecoxib va khang sinh sulfonamid,™ va
mot trwdng hop phan trng chéo gilra celecoxib
véi glyburide.2 Can thém nhiéu nghién ctu va
bao cao dé lam rd van dé nay.

Ngay cang cé nhiéu bao cdo vé céac trudng
hop phén trng da do celecoxib gay ra. Str dung
test 4p da gilp chan doan nguyén nhan, dic
biét trong trwong hop bénh nhan dung nhiéu
thudc kém theo. Theo tai liéu y khoa, cac thr
nghiém miéng dan véi ndng d6 cao hon 10%
celecoxib c6 thé gay ra phan &ng kich &ng.
Dé tranh két qué dwong tinh gid do kich ng,
ther nghiém miéng dan da dwoc thuc hién voi
celecoxib pha lodng & mirc 5% va 10% trong
petrolatum. Do d6, néng dé thtr nghiém thubc
thich hop rat quan trong trong viéc xac dinh
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chéat gay di rng thudc nghi ngd.322 Chang toi
da thwc hién test kich thich v&i etoricoxib dé
tim thubc thay thé cho bénh nhan. Phan (ng
chéo trong qua man mudn gitta cac NSAID
da dwoc bdo cdo, va chi yéu xay ra gilra cac
thudc chira nhém oxicam, phan trng chéo cling
xay ra & cac thubc NSAID cé cac nhém céu
tric khac nhau. Dbi véi cac thube trong nhom
coxib, da cé bao cédo vé lya chon thubc thay
thé cung nhém sau khi test ap da va test kich
thich am tinh.2® Do d6, sau khi test ap da va test
kich thich v&i etoricoxib am tinh, bénh nhan cta
chung t6i da st dung duwgc etoricoxib.

IV. KET LUAN

Ca |am sang cho thay phat ban dat san do
celecoxib gay ra, day la phan (rng di trng hiém
gap trén lam sang. Can cé céach tiép can chan
doan dya trén viéc khai thac tién s dung thubc,
tham kham lam sang va céc test chan doan phu
hop nham tim ra thubc gay di tng.
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SUMMARY

CELECOXIB-INDUCED MACULOPAPULAR EXANTHEMA
WITH A POSITIVE PATCH TEST

Non-steroidal anti-inflammatory drugs (NSAIDs) are among therapeutics most frequently causing
pseudoallergic and allergic cutaneous adverse reactions. Celecoxib represents a class of coxibs
that selectively inhibit cyclooxygenase 2 (COX-2). This medication has been associated with
several severe drug-induced skin reactions and maculopapular exanthemas. We present a case
of maculopapular exanthemas diagnosed by patch testing. A 39-year-old woman with no history of
allergies presented to our outpatient clinic with a maculopapular rash on her trunk after 9 days of
taking celecoxib and other medications. She was treated with methylprednisolone and antihistamines.
The symptoms cleared after 2 weeks of discontinuing Celecoxib. Patch testing was performed on
her back four weeks after the hypersensitivity reaction. Patch testing was performed with celecoxib
diluted at 5% and 10% concentrations in petrolatum to avoid false-positive results due to irritation.
Celecoxib patches at both concentrations gave positive results after 48 and 96 hours. Therefore,
appropriate drug test concentrations are important in identifying suspected drug allergens.

Keywords: Celecoxib allergy, drug allergy, maculopapular exanthema drug NSAIDS, patch test.
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