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Tuong tac thuoc allopurinol va azathioprine
nguy co Uc ché tuy xuong nang: Bdao cao ca
lam sang va diém lai y van

Drug interaction between allopurinol and azathioprine - risk of
myelosuppresion: Case report and literature review
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Tom tat

Tuong tac thuoc allopurinol - azathioprine la tuong tdc mic dé nghiém trong, gay
(c ché tly xuong, gidm bach cau, ti€u cau va thiéu mau, khéi phadt mudn da duoc ghi
nhan trong y van. Cap tuong tac nay can quan ly nguy co khi k& don phoi hgp. Tém
tat ca lam sang: B&nh nhan nam, 63 tudi c6 tién st tang huyét ap, dai thdo dudng
type Il diéu tri thuong xuyén bang thudc, lao phdi diéu tri theo chuong trinh chéng lao
quéc gia va hdi ching than hu dap ng khong hoan toan véi corticoid, dugc st dung
thém azathioprine. Ngay 17/02/2017, bénh nhan kham dinh ky do cé chi s6 acid uric
tang cao nén dugc ké don thém thudéc allopurinol. Sau 1 thang diéu tri, bénh nhan
phai nhap vién trong tinh trang thi€éu mau nang do héng céau, ti€u cau va bach cau
gidm nang. Tinh trang nay dugc cai thién sau khi ngling hai thuéc. Két ludn: Ca lam
sang nay nhan manh nhiing nguy hiém cha cap tuong tac thudc allopurinol -
azathioprine va kha nang (c ché tdy xuong mudn sau khi phéi hop thudc. Anh hudéng
cla cap tuong tac nay trén tuy xuong cé thé hoi phuc sau khi ngirng thuéc. Can gidm
liéu azathioprine va theo doéi xét nghiém cong thirc mau thuong xuyén khi phéi hop
cung allopurinol.

Tir khéa: Tuong tac thudc, allopurinol, azathioprine, &c ché tdy xuong, giam bach
cau.

Summary

Introduction: Drug interaction between allopurinol and azathioprine is a major
severity, may be myelosuppresion including leukopenia, thrombocytopenia, anemia,
may be delayed in onset have been reported in the literature. This drug interaction
need to have management the risk of myelosuppression when using them together.
Case summary: Male patient, 63 years of age with a history of hypertension, type Il
diabetes mellitus for routine treatment with drugs, tuberculosis treated under national
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tuberculosis program and nephrotic syndrome complete with corticosteroid, added
with azathioprine. On February 17, 2017, patients with periodic medical examination
due to high uric acid index should be prescribed allopurinol. After one month of
treatment, the patient was hospitalized with severe anemia because red blood cell,
platelet and leukocyte counts reduced. After discontinuation of concomitant therapy,
the blood parameters have been improved. Conclusion: This clinical case highlights
the seriousness of the drug interaction between allopurinol and azathioprine and the
potential for late suppression of bone marrow after concomitant. The risk of
myelotoxicity can be reversed following discontinuation of drugs. Reduction of
azathioprine dosage and closely haematological monitoring need to be considered

when given concomitantly with allopurinol.
allopurinol,
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leucopenia.

Drug interaction,

1. bat van dé

Azathioprine, mot dan chat thuéc nhém
thiopurin cé tadc dung Gc ché mién dich
dugc st dung cho mét s6 truong hgp nhu
chéng thai ghép, bénh Crohn, héi ching
than hu khdong dap Ung hoan toan véi
corticoid. Allopurinol, mét chat (c ché
xanthin oxidase dugc s dung dé€ ha acid
uric trong diéu tri gout, thuong tranh phéi
hop clng céac thiopurin. Khi s&t dung dong
thoi hai thudc nay cé thé lam tang doc tinh
cla azathioprine nhu buén noén, nén, gidm
bach cau va thi€u mau [7]. Tuy nhién,
trong trudng hgp can phdi hgp thi cadc nha
ldam sang can nam rd cap tuong tac nay va
c6 bién phdp quan ly nguy co nham lam
gidm tac dung bat Igi cla chidng trén bénh
nhan.

azathioprine, myelosuppresion,

2. Ca lam sang

Bénh nhan nam, 63 tudi, cé tién sur tang
huyét ap diéu tri thuong xuyén bang
Coversyl 5mg (perindopril) 01 vién/ngay. Dai
thdo duong type Il diéu tri bang Lantus
Solostar 100IU/ml (insulin glargine)
8Ul/ngay. HOi ching than hu da diéu tri
bang corticoid nhung dap Ung khong hoan
toan nén phdi sir dung thém thudc Uc ché
mién dich la Imurel 50mg (azathioprine) 02
vién/ngay. Trén nén bénh nhan lao phdi
thang th& 4 dang dung thu6c chong lao theo
chuong trinh chéng lao quéc gia bao gom
Turbe (Rifampicin + isoniazid) 04 vién/ngay
va ethambutol 300mg (Ethambutol HCI) 03
vién/ngay.

Ngay 17/02/2017, bénh nhan téi kham
dinh ky tai khoa kham bénh va dugc ké
don bao gom céac thuéc theo Bang 1. So Vi
cac thang truéc bénh nhan dugc ké thém
allopurinol (Sadapron 300mg) v&i muc dich
gidm acid uric mau do két qua xét nghiém
c6 acid uric huyét thanh tang 500mcmol/I.

Bang 1. Pon thuéc bénh nhan s dung tu ngay 17/02

Tén thudéc va ham

STT
luong

Hoat chat

Liéu dung
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01 | Lantus Solostar 100IU/ml | Insulin glargine Tiém dudi da 8Ul/ngay

02 | Coversyl 5mg Perindopril 1 vién/ngay sau an sang

1,5 vién/ Ian sau bira an

03 | Medrol 4mg sang

Methyl prednisolon

Magnesi aspart, kali

04 | Panangin 1 vién/ngay sau an

aspastat
05 | Babesoft Vitamin B1, B6, B12 1 vién/lan x 2 lan/ngay
06 | Cadimarin 70mg Silymarin 1 vién/lan x 2 lan/ngay
07 | Sadapron 300 allopurinol 1 vién/ngay sau an

08 | Imurel 50mg azathioprine 2 vién/ngay

09 | Turbe Rifampicin + isoniazid 4 vién/ngay

Ethambutol HCI

10 | Ethambutol 300mg 3 vién/ngay

Sau 1 thang bénh nhan dugc diéu tri véi don thudc trén, ngay 17/03/2017 bénh nhan
kham dinh ky trong tinh trang mét maéi, da xanh, nié€m mac nhot, an uéng kém. Két qua
xét nghiém can lam sang giam ca 3 dong mau ngoai vi, bach cau, hong cau, ti€u cau
(Bang 2). Bénh nhan duogc chi dinh nhap vién trong tinh trang thi€u mau nang.

Bang 2. Két qua xét nghiém cua bénh nhan ngay 17/02 va ngay 17/03

Xét nghiém 17/02 17/03 Chi sé binh thuong Pon vi
WBC 3,15 0,82 4-10 G/L
RBC 3,17 1,84 3,8-5 T/L
HGB 111 69 120 - 150 g/L
HCT 0,331 0,180 0,335-0,45 L/L
PLT 120 12 140 - 350 G/L

Acid uric 500 180 142 - 416 mcmol/I

Do bénh nhan cé tinh trang gidm manh cad 3 dong mau ngoai vi nén da dugc chi dinh
st dung thudc kich thich tang truéng dong bach cau hat Gran 30Ul (filgrastim) 2 lo/ngay
tlr ngay 17/03 dén ngay 22/03, dong thoi bénh nhan dugc truyén khéi hong cau va khoi
ti€u cau. Sau 1 tuan diéu tri, cac chi s6 vé hong cau, hemoglobin, hematocrit dugc cai

thién nhanh chéng nhung bach cau, ti€éu cau hau nhu khéng thay déi (Bang 3).

Bang 3. Két qua xét nghiém tu ngay 17/03 - ngay 23/03

Xét nghiém 17/03 18/03 19/03 20/03 21/03 22/03 bon vi
WBC 0,82 0,73 0,77 0,65 0,79 1,44 G/L
RBC 1,84 2,18 2,44 2,80 2,81 2,82 T/L
HGB 0,180 0,206 0,225 0,249 0,257 0,260 g/L
HCT 69 73 79 92 91 90 L/L
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Bénh nhan cé chi dinh lam tay do, két qua cho thay: Cé hinh anh giam san tdy nang
nhung khdong gap té bao bat thudng va Alips. TU ngay 23/03, bénh nhan cat thuéc kich
bach cau, cac thuéc allopurinol va azathioprine da dirng dugc 1 tuan thi bach cau, ti€u

cau lai tang dan tré lai vé ngudng binh thuong (Bang 4).

Bang 4. Két qua xét nghiém tir ngay 23/03 - ngay 27/03

Xét nghiém 23/03 24/03 25/03 26/03 27/03 Pon vi
WBC 4,77 10,58 10,22 8,22 7,24 G/L
RBC 2,99 2,68 2,87 2,84 2,70 T/L
HGB 0,275 0,248 0,274 0,269 0,253 g/L
HCT 98 89 96 89 89 L/L
PLT 26 27 28 31 41 G/L

3. Ban luan

Xem xét cac thuéc bénh nhan da dung
trong moét thang trudc khi nhap vién, da ghi
nhan 3 cap tuong tac: Allopurinol -
azathioprine, allopurinol - perindopril va
rifampicin - isoniazid. Trong dé, 2 cap tuong
tac gilta azathioprine - perindopril, rifampicin
- isoniazid la 2 cap tuong tac da c6 san trong
don thuéc ma bénh nhan da dugc s dung
trong nhiéu thang, cac chi s6 xét nghiém
clia bénh nhan van nam trong giéi han cho
phép. Cap tuong tac gilta allopurinol véi
azathioprine la cap tuong tdc méi xuat hién
trong don khi bénh nhan dugc ké thém
allopurinol dé diéu tri tinh trang tang acid
uric huyét thanh.

Cap tuong tac thudc allopurinol va
azathioprine dugc mé ta lan dau tién vao
nam 1963 béi Gertrude Elion, nha khoa hoc
doat gidi Nobel nam 1988, la mot trong
nhiing tuong tac thuéc da duoc ghi nhan
va cé y nghia lam sang. Tuong tac nay lam
tdng néng dd6 6-mercaptopurine dan dén
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tang doc tinh cua azathioprine trén tay
xuong va cac mo [3], [8], [9]... Cac bdo céo
vé tinh trang thi€éu mau, gidm bach cau,
ti€u cau tham chi t& vong khi sir dung déng
thai hai thuéc nay da dugc ghi nhan trong
y van. Mot s6 bénh nhan dang diéu tri
bang azathioprine da cé tinh trang thiéu
mau, gidm bach cau va tiéu cau xuat hién
khi b6 sung allopurinol vao phac d6 diéu
tri. Sau khi ngung phoi hgp hai thuoc, cac
chi s6 hematocrit, hemoglobin, hong cau,
bach cau va ti€éu cau tang trd lai [9]. Trong
moét bao cao nam 1990, nam trudng hop
gap tuong tac allopurinol va azathioprine
gay Uc ché tuy xuong d& dugc bdo cdo. O
tat cad cac truong hop nay, tinh trang Uc
ché tay xuong déu xay ra sau khi bat dau
dugc k& don phoi hgp allopurinol va
azathioprine trong vong mét dén ba thang.
Nhimng bdo cdo ca lam sang mét lan n(ra
nhac lai mdc do6 nghiém trong cua tuong
tac thuoc nay. Do vay, can theo doi thuong
xuyén cac chi s6 huyét hoc va gidm 75%
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liéu azathioprine ban dau khi ké don déng
thai véi allopurinol [3]. M6t nghién cliu hoi
cu 24 bénh nhan sau ghép than duogc
dung azathioprine va allopurinol da dugc
ti€n hanh. Khi bat dau bé sung allopurinol,
lieu azathioprine da dugc diéu chinh giam
tlr 0% dén 90%, trung binh la 73,3%. Trong
vong 3 thang sau khi sir dung dong thai hai
thuoc, 46% bénh nhan cé xuat hién giam
bach cau, 30% thiéu mau muic do trung
binh va 22% cé gidm tiéu cau. Nguy co dbc
tinh trén tdy xuong da khong danh gia
dugc trén nhitng bénh nhan dugc dung
azathioprine vdi liéu gidm 2/3 lan hoac hon
khi bat dau diéu tri dbéng thai vdi
allopurinol [8].

Co ché cla cap tuong tac allopurinol -
azathioprine cé thé do khad nang UGc ché
xanthin oxidase cla allopurinol dan téi giam
chuyén hda 6-mercaptopurin (mét chat
chuyén hda cla azathioprine) thanh chat
khong c6 hoat tinh [1], [2].

Azathioprine la thuéc &rc ché mién dich,
dan chat thiopurin, la tién thuéc dugc
chuyén hdéa qua gan lan dau tao thanh 6-

mercaptopurin (6-MP) va sau d6 duogc tiép
tuc chuyén hda theo 3 con duong khéac
nhau tao thanh:

6-thio-guanine nucleotides (6-TGNSs):
Chiu trach nhiém chinh cho tac dung (c
ché& mién dich, déng thoi cling la chat gay
(rc ché tuy xuong khi & néng do cao.

6-methylmercaptopurine nucleotides
(6-MMP) la chat chuyén hda chinh gay déc
tinh trén gan.

6-thiouric acid la san pham duogc tao
thanh bdi ezym xanthine oxidase, khong cé
hoat tinh va dugc thai trir ra khoi co thé.

Allopurinol (c ché& cac enzym chuyén
héa xanthine oxidase va thiopurine
methyltransferase, Gc ché qua trinh
chuyén héa 6-MP thanh 6-thiouracil va 6-
methyl mercaptopurine nucleotid dong thoi
lam tang chuyén hda azathioprine theo con
duong tao thanh 6-TGNs, tang nong do 6-
TGNs dan dén tang tac dung (c ché mién
dich nhung ciling tang cac doc tinh trén tay
xuong nhu gidm bach cau, giam tiéu cau
(Hinh 1) [2].
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Hinh 1. Co ché tuong tac allopurinol - azathioprine

Trong truong hgp bénh nhan nay: Tinh
trang giam bach cau, ti€u cau va hong cau
va thi€u mau dién ti€én sau mot thang su
dung dong thoi azathioprine va allopurinol
ma khong cé su diéu chinh liéu dung cua
azathioprine. S6 lugng bach cau khoéng
thay d6i mac du bénh nhan duogc st dung
thuoc kich thich tang trudng dong bach
cau hat 1 tuan. K&t qua tuy dé cho thay
bénh nhan khéng mac bénh ly vé mau. Sau
khi ngimng hai thuéc c6 tuong tac, thi bach
cau, ti€éu cau lai tang vé ngudng binh
thuong. Nhu vay, qua trinh dién tién vé
lam sang va chi s6 xét nghiém cua bénh
nhan hoan toan phu hgp véi co ché cua
cap tuong tac allopurinol va azathioprine,
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phU hop véi cac bang ching dé dugc ghi
nhan trong y van.

Thoéng thuong, khéng khuyén céo su
dung déng thoi allopurinol va azathioprine.
Bién phap quan ly chinh cda tuong tac nay
trong trudng hop bat budc phdéi hop, bao
gom gidm liéu azathioprine t&r 67% - 75%
so V@i liéu binh thuong va gidm sat chat
ché bénh nhan sau khi ké don ph6i hgp 2
thuoc. Bénh nhan can dugc gidm sat cac
chi s6 hematocrit, hemoglobin, héng cau,
bach cau va ti€u cau dé theo ddi doc tinh
trén tly xuong va hiéu chinh liéu hoac
ngung thudc khi can [6].



TAP CHi Y DUQC LAM SANG 108

Tap 13 -S6 1/2018

Qua ca lam sang nay, ching t6i xin dua
ra mét s6 diém can luu y trong thuc hanh
[am sang nhu sau:

Ludon kiém tra ky tién s dung thudc
(azathioprine hoac allopurinol) truéc khi ké
don phoi hgp dong thoi hai thudc nay.

Tu van cho bénh nhan vé céc dau hiéu
lién quan dén hau qua cla tuong téac, tac
dung khéng mong muén khi ké& don
azathioprine.

Gidm sat cong thic mau dinh ky it nhat
tuan mot lan trong 4 tuan dau tién khi phoi
hop hai thudc.

Can can nhac céac thudc chi dinh thém
déi vGi bénh nhan mac nhiéu bénh, dlung
nhiéu thudc. Can cé su phoéi hgp chat ché
gilta cac chuyén khoa trong quan ly bénh
nhan ngoai trd (hdi ky bénh nhan vé tién
si¢ dung thudc, cac thudc chuyén khoa
bénh nhan dang dung, ting chuyén khoa
can tu van cho bénh nhan vé tac dung
khéng mong muén c6 thé xay ra khi su
dung thudc...).

4. Két luan

Ca lam sang nay moét lan nira khang
dinh tuong tac thuoc gilta allopurinol va
azathioprine cé thé gay ra cac téc dung
khong mong mudén nguy hiém trén tay
xuong.

Cap tuong tac allopurinol va
azathioprine xay ra theo co ché dugc dong
hoc, lién quan dén giai doan chuyén hda
qua gan lan dau cua azathioprine, c6 tinh
chat khai phat cham. Cap tuong tac nay cé
héi phuc sau khi ngung thu6c hoac giam
liéu.
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