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Di ung allopurinol: Cac phwong phap du phong hiéu qua

Allopurinol allergy: Prevention effects

Hoang Thi Lam™* ** *** *Bénh vién E,
**Pai hoc Y Ha Noi,
***Beénh vien Pai hoc Y Ha Noi

Tém tat

Allopurinol la thuéc gidm acid uric trong mau hiéu qua, dung dé diéu tri bénh gout, séi than urate
tai dién, héi chiing ly gidi khéi u trong diéu tri ung thu. Tuy nhién, day la mét trong nhiing thuéc hang
dau gay ra tén thuong da nang do thudc vdi ty 1é ti vong cao. Cé nhiéu yéu t6 anh huédng dén nguy co
di Ung allopurinol & ngudi bénh. Sang loc HLA-B*580 & ngudi chau A, hodc chau Phi la mét trong nhiing
bién phap hiéu qua. Két qua, sang loc duong tinh, ngudi bénh sé dugc sir dung thuéc thay thé hoac
gidm man cam vdi thudc trudc khi diéu tri la mot phuong phéap hiéu qua va it tén kém so véi viéc diéu tri
bénh nhan di iing thudc. Thay déi liéu thuéc, dua vao muic thanh thai creatinin cdng thém han ché cac
phuong phéap lam tang nguy co di Ung thuéc nhu st dung kém thudc lgi ti€u v.v... cling la mét trong
nhimng phuong phap phong tranh di ting thudc allopurinol. S dung cac test chdn doan di ting thuéc
trudc khi dung thudéc cling han ché nguy ca di tng allopurinol.

Tir khéa: Allopurinol, di tng thudc, HLA-B*5801.

Summary

Allopurinol is very effective at reducing uric acid levels, commonly used to treat Gout, recurrent
kidney stones, and tumor lysis syndrome in cancer patient during treatment. However, it is one of the
leading drugs causing severe drug-induced skin damage with a high mortality rate. There are many
factors affecting the risk of allopurinol allergy in patients. HLA-B*5801 screening in Asian, or African have
been proven to be effective. When positive with this gene, patient will need to use alternative drugs or
undergo drug desensitization protocol before treatment. It is an effective and less expensive method
compared to treating patients after drug allergies happen. Changing the dose, based on the creatinine
clearance plus the restriction on methods that increase the risk of drug allergies such as the use of
diuretics, etc., is also one of the allopurinol drug allergy prevention methods. Use of drug allergy
diagnostic tests before medication also limits the risk of allopurinol allergy.

Keywords: Allopurinol, drug allergy, HLA-B*5801.

1. D&t van dé

Allopurinol la thuéc ha acid trong mau, dugc chi
dinh diéu tri bénh gout, soi than urate tai dién hoac
hoi ching ly giai khoi u trong diéu tri ung thu.
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Hinh 1. Co ché tac dung cta allopurinol

Thudc ré tién, san c6 va hiéu qua nén day la
thu6c dugc st dung rat rong rai. Thuéc tac dong lén
xanthin oxidase, dan dén uUc qua trinh hinh thanh
acid uric tU nhan purine (Hinh 1). Tuy nhién,
allopurinol lai 1a thudc hang dau gay tén thuong da
nang do thuéc [1]. Theo tac gid Jean-Claude R, tap
chi The New England Journal of Medicine, 1995 cho
biét ton thuong da nang do di Ung allopurinol
(Severe Cutanous cause of Allopurinol Reactions-
SCAR) la 5% cac trudng hap [2]. Cac tén thuong da
do allopurinol, chl yéu gap la héi ching Stevens-
Johnson, héi ching Lyell va héi chiing Dress, hoi
chiing AGEP, héng ban da dang, ban dat san (Hinh
2) v.v....Ngoai cac triéu chiing vé da, bénh nhan con
c6 s6t, ndi hach ngoai bién, tén thuong gan than
nang, bién loan vé sé lugng bach cau mau ngoai
bién dac biét la s6 lugng bach cau ai toan. Ty 1é mac
cla tén thuong da nang do allopurinol 1a 0,4 - 1
truong hgp trong 1000 ngudi/nam [3]. Mac du, ty 1é
mac hang nam khéng cao nhung tén thuong da
nang do allopurinol thudng két hop vdi ty & ti vong
cao, vai ty |é 1én dén 30% theo mot s6 tac gia [1-3].
Dién bién bénh nang, khai phat kéo dai hang tuan
sau khi dung thudc, 1a mét trong nhiing yéu t6 dan
dén viéc phét hién nguyén nhan kha khé khan. Mot
sO yéu té nguy co cla di Ung allopurinol lién quan
dén liéu lugng thudc, thai gian dung thuéc, yéu to
genes va mét sé yéu t6 khac nhu bénh than man
tinh di kém, s&r dung thuéc loi tiéu dong thai.... Tuy
nhién, cac yéu t6 nay khong xuat hién riéng ré ma di
cung vdi nhau, lién quan dén nhau, chinh vi vay dé
phong tranh dugc cac tic dung cbé hai cula
allopurinol dén ngudi bénh dac biét la tac dung phu
trén dap ng mién dich can xem xét tong thé tat ca
cac yéu t6é nguy co lién quan dén ngudi bénh ciing
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nhu cach dung thudéc. Bai viét nay c6 muc tiéu: Pua
ra cdc yéu té lién quan dén dj ung allopurinol tir doé
dé ra cdc bién phdp phong tranh hiéu qua giup cac
béc si gidm thiéu téi muc téi da di ung do st dung
allopurinol & nhing bénh nhan can ding thudc.

2. Thei gian dung thuéc

Di (ng allopurinol thudng xay ra sau vai tuan
dén vai thang dung thuéc. Thai gian trung binh la 3
tuan va 90% cac truong hgp xay ra cac triéu ching
di ung trong 8 - 9 tuan sau khi dung thuéc
allopurinol [4]. Nguy cd qua man vdi allopurinol
tang lén & nhitng bénh nhan s dung allopurinol ma
¢6 bénh tim hodc than di kem. Gido duc nhan viény
té va bénh nhan vé tai bién di iing do allopurinol rat
quan trong vi da phan cac tai bién di ing nay la cac
tén thuong da nang do allopurinol, bénh nang can
c6 ché d6 cham séc diéu tri dac biét cliing nhu ty lé
t& vong cao. Bénh nhan cling can dugc huéng dan
vé thai gian xuat hién bénh sau dung thudc, cac
triéu ching cla bénh, cling nhu lic nao thi nén
ngling thudc va tim sy ho trg ti nhan vién y té. Cac
bénh nhan nay, can dugc dua dén cac bénh phong
¢6 chuyén khoa di ting, mién dich 1am sang dé bénh
nhan dugc chan doéan xac dinh that su ¢6 di Ung vai
allopurinol hay khéng dé bénh nhan c6 dugc phac
do diéu tri thich hogp.

>

>
Qué& man voi
allopurinol
\

Héi chirng Dress
do allopurinol

SJS/TEN do
allopurinol

Hinh 2. Céc loai hinh lam sang tén thuong da nang
do di ung allopurinol
3. Yéu t6 di truyén
Vi su phat trién cda cdng nghé sinh hoc, viéc
phat hién mai lién quan gilta cac ki€u hinh genes véi
di iing thudc da dua y hoc tién [én mét budc tién dai
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trong viéc phong tranh bénh di ting do thuéc. Tu
nam 2005, cac nha khoa hoc da phat hién dugc méi
lién quan gitta HLA-B*5801 véi t6n thuong da nang
do dj ung allopurinol & ngudi dan tdc Han, Trung
Quéc [5]. Su phéi hgp nay con quan sat thdy & cac
ching toc khac & chau A nhu Thai Lan, Han Qudc
v.V... [6, 71 Nhiing ngudi mang hai allele HLA-
B*5801 c6 nguy co mac tén thuong da nang do
allopurinol cao hon so v&i nhiing ngudi mang 1
gene nay. Tan suat mang gene HLA-B*5801 khac
nhau giira cac chiing toc khac nhau. Nhitng ngudi &
cac nuéc Dong Nam A mang gene nay kha cao, vi du
nhu ngudi Trung Quéc 13,3 - 20,4%, Han Quéc la
12,2% va Thai Lan la 8,1% [5-7]. Ching téc da trang
mang gene nay vdi ti 1& kha thap 1,5 - 5,2% [8]. Xét
nghiém sang loc gene HLA-B*5801 hién nay kha dé
dang thuyc hién, mot sé nudc tién tién con yéu cau
sang loc gene HLA-B*5801 trudc khi ké don cho
nhiing ngudi c6 ngudn géc chau A dé du phong di
Ung vdGi allopurinol. Theo moét sé nghién ciu dugc
tién hanh & My, va mét sé nuéc chau A, chi phi cho
xét nghiém sang loc gene hiéu qua hon chi phi diéu
tri bénh nhan t6n thuong da nang do allopurinol [6].
Nam 2020 hudng dan diéu tri gout cia Hoi Khdp
hoc Hoa Ky da khuyén cdo, can sang loc gene HLA-
B*5801 cho tat ca cac bénh nhan c6 nguén goéc chau
A trudc khi ké don allopurinol, dic biét & nhiing
Nnguadi cé bénh than man giai doan 3 (CKD3) trg Ién
[9]. Theo m6t nghién ctu dugc tién hanh & Dai Loan
trén 2339 ngudi, sang loc gene HLA-B*5801, nhiing
ngudi khéng c6 gene nay, khdng mét ai di ing véi
allopurinol khi dung thuéc [10]. Chinh vi vay, nhiing
ngudi c6 gene HLA-B*5801 dugc khuyén cao khéng
st dung allopurinol. Trong truéng hgp bénh nhan
van nhat thiét phai st dung allopurinol thi can gidm
man cam trudc khi dung. Tuy nhién, HLA-B*5801 chila
mat trong nhing yéu t6 quyét dinh tén thuong da
nang do allopurinol. Nhitng nghién citu gan day cho
thay, allele ABCG2 rs2231142 thudng két hop véi dap
ung kém do thudc allopurinol cho du dung liéu
300mg/ngay. Su két hgp nay cé y nghia sau khi danh
gia thém cac méi lién quan vdéi tudi, gidi tinh, chi s
BMI, chling tdc cling nhu ndng dé urate huyét thanh.

4. Cac yéu to lién quan dén thuéc

Mot s6 yéu t6 anh hudng dén néng do thudc
trong mau nhu d6 thanh thai thudc, liéu thudc,
dudng dung thudc, va chuyén hoa thudc. Cac yéu toé
nay cling bi tac dong bdi chiic nang than, chi s6 BMI
cla co thé, tudi, va cac thudc dung keém. Allopurinol
rat nhanh chéng dugc chuyén thanh oxypurinol, c6
thé do dugc trong huyét thanh. Oxypurinol bai tiét
chi yéu qua than va nong d6 oxypurinol trong
huyét thanh phu thuéc vao dé thanh thai creatinin.
Nhiéu bénh nhan dung nap dugc véi nong do
oxypurinol cao trong mau ma khéong cé tdc dung
phu cling nhu cac triéu ching di ng thudc, trong
lic d6 c6 nhiing bénh nhan xuat hién di Ung vai
nong dé oxypurinol trong mau rat thap. Tuy nhién, &
nhiing bénh nhan di ung allopurinol c6 néng d6
oxypurinol cao thuang kém theo tién lugng xau [4].

Theo cac nha khoa hoc, liéu khdi dau cla
allopurinol cang cao thi nguy co di ting thuéc ciing
cang cao. Khi so sanh hai nhém di ung thuéc
allopurinol va nhém khong di Ung thudc, cho thay
liéu dung khéi dau cua allopurinol 8 nhém di tng
thuéc cao han han nhom khéng di tng thudc
(183,5, 112,2, p<0,001) [2]. Diéu nay cling dung khi
danh gia kém véi cac yéu t6 nguy cc khac nhu tudi,
gidi tinh, chi s6 BMI, muc do suy than va dung kém
thudc lgi tiéu. Nam 2020, phac d6 diéu tri cha Hoi
Khép hoc Hoa Ky cling nhu Héi Khép hoc chau Au
da khuyén céo nén bat dau véi liéu < 100mg cho cac
bénh nhan mac bénh gout can s dung allopurinol
[9]. VGi nhitng bénh nhan mac bénh than man tinh
nén st dung liéu tuan thu theo muc loc cau than va
tang liéu dan.

5. Bénh than man tinh

Bénh than man la bénh di kém hay gap nhat &
bénh nhan mac bénh gout. Theo nghién ctu cla
NHANES, 71% bénh nhan mac bénh gout c6 bénh
than man tu giai doan 2. Mét nghién cdru khac vé cac
bénh nhan di Ung allopurinol cho thay cé 48% so
bénh nhan nay c6 kém theo bénh than man [4].
Nghién clu nay clng cho thay, nhitng bénh nhan
gout c6 kém theo mac bénh than man sé tang nguy
cd tén thuong da nang do di Ung allopurinol hon so
vGi ngudi binh thudng. Vi nhiing bénh nhan mac
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bénh than man, t6t nhat van nén sang loc gene
HLA-B*5801 tru@ c khi diéu tri allopurinol. Chi dinh
st dung allopurinol nén dua ra trong trudéng hop
tang acid uric c6 kém theo dgt cap gout tai dién,
hoac c6 hat tophi hodc bénh nhan c6 viém khép. Cé
rat nhiéu liéu phap thay thé allopurinol dé lam gidm
acid uric nhu st dung febuxostat, dugc si dung
trong trudng hgp bénh nhan khdong dung nap
allopurinol hodac khéng dap Ung véi thudc nay.
Giong nhu allopurinol, febuxstat la thu6c lam gidm
acid uric bang cach Uc ché xanthine oxidase ctia qua
trinh chuyén hoa nhan purine thanh acid uric.

6. Diéu tri kém, thudc lgi ti€u

S dung thuéc Igi tiéu & nhiing bénh nhan gout
la thudng gdp. Tuy nhién, thuéc loi tiéu lam ting
nguy co tén thuong da nang do allopurinol [12].
Hon thé nira, thudc lgi tiéu lam tang nang acid uric
trong mau. Chinh vi vady, 8 nhitng bénh nhan cé
tang huyét ap di kém véi bénh gout, nén can nhac
nhing nhém thu6c khac khéng lam tang nguy co di
ung allopurinol cling nhu khéng lam tang nong d6
acid uric trong mau nhu losartan hodc chen kénh
canxi.

7. Xét nghiém di tng thuéc

Di Ung allopurinol da phan la phan (ng di Ung
cham [12]. Bénh nhan dung thuéc trong thai gian tu
vai ngay dén vai tuan tham chi vai thang lic d6 mai
xuat hién cac triéu ching di ing. Tén thuong xuat
hién cham nén viéc nghi ngd thudc gay di Ung
nhiéu Iic bi bo qua. Chinh vi vay, viéc phat hién
nguyén nhan la thuéc rat kho khan. Xét nghiém
sang loc gen HLA-B*5801 hién van chua phai la xét
nghiém phd bién, nén viéc du phong di (ng
allopurinol cling chua phai dé dang. Khai thac tién
st di Ung, tién st dung thuoc trudce khi ké don cling
la cach dé dang gidm thiéu nguy co di Ung. Gui
bénh nhan dén cac chuyén khoa Di (ing - Mién dich
dé bénh nhan dugc thuc hién test di Ung véi
allopurinol 1a can thiét. Cac bac six sé tly vao tiing
trudng hgp ngudi bénh dé dua ra cac chi dinh lam
test phu hgp. Test 4p da hay chuyén dang lympho
bao dugc chi dinh trong cac truong hgp nghi ngo di
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Ung typ cham. Test lay da, IgE dac hiéu hay BAT test
sé dugc chi dinh khi bénh nhan c6 cac dau hiéu cla
di ing typ nhanh [2].

8. Gidm méan cam dic hiéu

Pay la phuong phap dac hiéu chuyén khoa
dugc ap dung & cac chuyén nganh Di Ung - Mién
dich Iam sang. Muc dich cla phuong phap nay la tao
ra dung nap tam thdi vai thudc, d€ bénh nhan cé
thé dung thudc cho du bi di tng [12]. Pay la phuong
phap di kém véi nhiéu rdi ro nén chi thuc hién & cac
don vi chuyén khoa, tai cac trung tam khoa phong
€6 cac bac sy dugc dao tao vé gidam man cam cling
nhu cé cac phuong tién hé trg cap ctu thich hagp.

Két ludn: Bénh gout va tang acid uric trong mau
rat phé bién, va mac du di ting do allopurinol it khi
xay ra nhung cé thé ngan nglia bang cach gido duc
ngudi bénh cling nhu nhan vién y té vé cach nhan
biét cac triéu ching cua di ing allopurinol cling nhu
cac bién phap hiéu qua gitp gidm thiéu téi da tai
bién di Ung thuéc nay. Ngung thuéc khi co triéu
chung di ting la mot cach dé gidm muc dé ndng cla
bénh. Sang loc gene HLA-B*5801 & nhitng d6i tuong
nguy cd nhu ngudi chau A, chau Phi ciing la bién
phap thich hgp, dac biét & nhiing d6i tugng c6 bénh
than man. Bat dau liéu diéu tri thap cling lam gidam
nguy cd di Ung vdi allopurinol. Than trong khi si
dung lgi tiéu & nhing bénh nhan c6 ding
allopurinol dé gidm acid uric mau. Test di (ing hodac
gidm man cam vdi thuéc trudc khi diéu tri cling la
phuong phap hiéu qua du phong di tng allopurinol.
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