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TO HUONG DAN SU DUNG THUOC
Vién nén
ZURYK

Thubc ban theo don
Pé xa tam tay tré em
Poc ki hwéng dan sir dung trwéc khi dung
Thong béo ngay cho bac sy nhirng tac dung khéng mong muén khi sir dung thuéc

PHAN 1. HUONG DAN SU DUNG THUOC CHO NGU Ol BENH

1.

Thanh phan, ham lwong caa thudc:

MJdi vién nén chira:

Allopurinol ...........cccooveiiiiiiienn, 300 mg

Ta duoc: Lactose monohydrat, povidon (kollidon 30), natri starch glycolat, natri lauryl
sulfat, talc, magnesi stearat, silicon dioxyd.

M@ ta san pham: Vién nén dai, mau trang, hai mit tron.
Quy cach dong géi: Hop 10 vi (PVC - Nhém) x 10 vién.

Thuéc dung cho bénh gi?

San pham ZURYK chua thanh phan chinh c6 tac dung duoc Iy 1a allopurinol, thuéc nhém

thudc goi 1a Thube chdng gut.

ZURYK duoc sir dung dé:

> Piéu tri gt va cac tinh trang khac lién quan dén qua nhiéu acid uric trong co thé nhu
bénh than, rdi loan chuyén hoa, mot sé bénh vé da, ung thu va diéu trj véi thude loi tiéu.

» Mot sb loai soi than.

Nén dung thudc nay nhu thé nao va liéu lugng?

Lubn dung thude chinh xac nhu hudng dan cua bac sy hodc duoc sy. Néu ban chwa 1, hiy
hoi lai cho chic chan.

Liéu dung:

Nguwoi Ién: Lidu khoi dau khuyén céo 1a 100 - 300 mg x 1 1an/ ngay. Liéu nay cd thé ting
Ién 200 - 600 mg/ ngay, chia thanh nhiéu liéu. Liéu ti da 800 mg/ ngay.

Tré em (thuong ding diéu tri bénh vé chuyén hoa hodc ung thu): 10 - 20 mg/ kg thé trong/
ngay.

Ngueoi cao tusi hogc bénh than: Béc sy ¢6 thé cho ban dung liéu thap hon.

Cach dung: ) ) ) ) i

Thudc dung duong udng. Udng thude trong cac blra an, nén udng voi nhiéu nude.

Vi céac licu khong phu hop véi ham luong cta ché pham, thdo luan véi bac sy dé chon
dang bao ché khéac phu hop hon.

Trudce khi bat dau dung thudc, bac sy c6 thé cho ban dung mot thudc khang viém hodc
colchicin dé tranh xay ra con gut ‘cép. L
Néu ban udng allopurinol dé diéu tri ung thu, viéc sir dung allopurinol s& duoc bat dau
trude khi diéu tri voi cac thude ung thu.

Khi ndo khong nén ding thudc nay?

Khong nén ding thudc nay néu ban:

- Man cam véi allopurinol hodc v&i bat ky thanh phan nao cua thube.

- Pang bi con gt cép.

- Xét nghiém tang acid uric huyét nhung khong c6 tridu ching.

Khong dung thudc néu ban gip phai bat ky truong hop nao ¢ trén. Tham khao y kién cua
bac sy néu ban chua chic chan.
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Téc dung khéng mong mudn:

Nhu céc thube khac, ZURYK c6 thé gay tac dung khéng mong mudn, nhung khéng phai ai

cling gap phai.

Neung ding thuéc va lién hé trung thm y té gan nhdt néu ban gap céc phan ing sau:

- Phan ung di tng.

- Bandagay ngu:a hoac ndi man, phdng rop, troc da hoic dau moi va miéng.

- Phu mét, moi, ludi hoac hong hodc kho tho hoac kho nubt, sung tdy nang.

- Thay dbi s6 luong té bao mau (xem trong két qua xét nghiém té bao mau); Gay tang bam
tim, chay méau miii, dau hong ho#c nhiém trung.

- Sét, sung hach bach huyét, dau khép, phi mach, viém gan, ton thuong than (mau trong
nudc tiéu) hodc ngat.

- Phan ung qua man do thubc bao gom sot, phat ban va nhiing bat thuong vé mau (Phét
ban do thuoc kém tang bach cau ai toan va céc triéu ching toan than - DRESS).

- S6tva 6n lanh, nhirc dau, dau co (triéu chiing giéng clim) va cam thay khong khoe.

- Bét ky thay ddi trén da nhu loét miéng, hong, mili, co quan sinh duc va viém két mac
(mét sung do) phong rop hodc bong da rong.

- Phan tng qua man nghiém trong bao gdbm sét, ban da, dau khop va bt thudng trong xét
nghiém mau va xét nghiém chirc ning gan (day c6 thé la dau hiéu cua réi loan cam giac
da co quan). ) )

- Ban da kém ngtra do dj tng - moc cac nét hdng nhat bat thuong trén da kém ngtra dit doi
(phét ban).

- Ban da nang c6 kha ning de doa tinh mang (hoi ching Stevens-Johnson, hoai tir biéu bi
nhiém doc) da dugc béo céo.

Céc tac dung khdng mong mugsn khéc:

Thuong gap:

Phat ban.

It gap:

Budn ndn, n6n (doi khi c6 mau).

Thay d6i céac chi s6 xét nghi€ém chirc nang gan.

Hiém gap:

Viém gan (bao gdm hoai tir gan va viém gan u hat).

Rat hiém gap:

Mit diéu hoa, mit y thirc, nhirc dau, dau than kinh, di cam, té liét, ngu ga, vi giac sai léch,

con co giat, dong kinh, giat co, giam truong lyc, nhdi mau ndo, loan treong luc co, run.

Nhot.

U lympho nguyén bao mién dich - mach mau.

bai thao duong, tang lipid huyet

Tram cam, kich dong, thay doi tinh trang tdm than, 13n 16n, mat ngd, suy nhuoc.

Duc thuay tinh thé, thay d6i diém vang, rdi loan thi giac, viém day than kinh thi giac.

Chong mat.

Pau thit nguc, nhip tim cham.

Ha huyét ap.

Thay d6i thoi quen dai tién, viém miéng, chimg phan md, non ra mau.

Rung toc, toc d6i mau.

Tiéu ra mau, tang ure huyet

N hoa tuyen va, bat luc, vo sinh.

Suy nhuoc, sot, khé chiu toan than, phu.

Chua 16 tan Sucft.'

bau khop

Tang cac dot ght cap.

Choéng vang.

Viém mach (gdy phat ban, s6t, d6 md hoi, mét moi va sit can).

Ti€u chdy, dau bung.

Séi than.
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Mong tinh.
Thuac cé thé gay ra cac tac dung khong mong muén khac, thong bao ngay cho bac sy néu
gap phai nhirng tac dung khéng mong muon sau khi su dung thuoc.

8. Nén tranh ding nhimg thudc hoic thuc pham gi khi dang sir dung thudc nay?
Thdng bao cho bac sy hodc duoc sy cia ban ve tat ca cac loai thu6c ma ban dang sir dung
hoac sir dung gan day, bao gém ca cac thudc ké don hodc khong ké don, cac vitamin hoic
thudc tir dugc liéu.
Thong bao cho bac sy hode dirot sy néu ban dang sir dung céc thuoc sau:
Azathioprin (dleu tri viém khop dang thap va sau ghep cO quan).
Cyclosporin (diéu tri vay nén, viém khop dang thap va sau ghép co quan).
6-mercaptopurin (diéu tri mot s6 bénh ung thu va duong rudt).
Cyclophosphamid, doxorubicin, bleomycin hogc procarbazin (diéu tri bénh bach cau va
mot s6 bénh ung thu).
Adenin arabinosid.
Probenecid (diéu trj gut).
Phenytoin (diéu tri dong kinh).
Theophylin (diéu tri hen phé quan).
Ampicillin hoac amoxicillin (khang sinh).
Aspirin hoic cac thude tuong ty (salicylat).
Thudc ngan hinh thanh cuc mau doéng (nhu warfarin).
Clopropamid (diéu tri dai thao duong).
Didanosin (khang virus).
Thudc lgi tiéu hozc thudc e ché ACE nhu captopril (diéu tri ting huyet ap).
Thude diéu tri kho tiéu (Udng céach thoi diém udng allopurinol it nhat 3 tiéng).
Néu ban gép bdt ky rrweong hop nao ¢ trén (hogc ban khong chdc chan), hay thdo lugn véi
bac sy truoc khi uong thuoc.
Sur dung ZURYK vai thire an
Uéng thudc trong hoic ngay sau bita an.

9. Can lam gi khi mét lan quén khong dung thudc?
Néu ban quén khong dung 1 licu, uong thudc ngay khi ban nhé lai, udng lidu tiép theo nhu
lich trinh cii. Khong udng gap d6i liéu dé bu vao liéu di quén.

10. Néu ban muén ngirng thubc:
Tiép tuc sir dung thudc cho dén khi bac sy bao ban ngimg. Khong duoc tu y ngung thude.
Ludn lam theo chi dan cua bac sy.
Néu ban c6 thic mic gi khi st dung thudc nay, hay lién hé véi béac sy hoic duoc sy.

11. Can bao quan thudc nay nhu thé nao? )
Gitr thuoc trong bao bi goc ctia nha san xuat, day kin. ‘
Dé thudc noi khé rdo, tranh anh sang, nhiét d6 khéng qua 30°C, va ngoai tam vai cua tré
em.
Khong sir dung thudc sau ngay hét han in trén bao bi (hop va vi thubc).

12. Nhirng dau hiéu va triéu chirng khi ding thudc qua lidu:
Dung thudc chinh xac nhu huorng dan cua béc sy. Neu ban dung qua lidu hozc tré em nubt
phai thudc, lién hé ngay véi béac sy va trung tam y té gan nhét.

13. Cén phai lam gi khi ding thudc qua lidu khuyén cdo?
Ngung dung thubc va lién lac ngay véi béac sy hoic trung tam y té gan nhat. Khong ty l4i xe
dén bénh vién, hdy nho ai d6 dua ban di hodc goi ngay cho xe cap cuu. Mang theo vién
thudc cling véi bao bi dé bac sy biét ban da ubng thubc gi va c6 bién phap xtr Iy kip thoi.

14. Nhirng diéu cin than trong khi dung thudc nay
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15.

16.

Truéc khi dung thudc nay, thdng bao cho bac sj néu ban dang cé cdc vin d@é vé sirc khoe

sau ddy:

- Ban dang bi bénh vé gan hoic than ning hoic c6 van dé vé than, ban cd thé duoc cho
dung liéu thap hon.

- Pang trong tinh trang c6 thé khién nong do urat trong co thé ban gia ting (nhu hoi ching
Lesch-Nyhan).

Ban da nang (héi chtring qua man, hoi chung Stevens-Johnson, hoai tur bjéu bi nhiém doc)

da duoc bao céo khi sir dung allopurmol Thong thuong, phat ban c6 the kem loét mi¢ng,

hong, mii, co quan sinh duc va viém ket mac (mat sung do). Nhiing loai ban da nghiém

trong nay thuong cd cac trieu ching sbt glong cim, nhtc dau, dau co thé (triéu ching

gidng ctm). Phat ban c6 thé tién trién gay phdng rop va tréc da rong. Nhitng phan ng trén

da nghiém trong nay c6 thé thuong gap hon & nguoi gbc Han hoic Thai. Néu ban bj phat

ban hoac cé nhiing triéu ching trén da nay, ngung uong allopurinol va lién hé ngay véi bac

sy cua ban.

ZURYK c6 chta lactose, thdng bao cho bac sy néu ban timg duoc cho biét rang ban khong

€0 kha nang dung nap bat ky loai duong nao.

Néu ban gdap phdi cdc triong hop trén (hodc néu ban khong chdc chan), hay thao lugn véi

béc sy cuia ban triede khi dung thuac.

Phu ni mang thai hogc cho con bu:

Thong béo cho bac sy néu ban dang mang thai hoic dang cho con b, nghi rang minh mang

thai hoac co6 du dinh mang thai. Tham khao y kién béc sy trudc khi ding thudc.

Lai xe va vdn hanh my mac:

Thudc cb thé gay budn nga, hoa mat, chdng mat va rdi loan thi giac. Néu ban gap phai,

khong nén lai xe hoac van hanh may mac.

Khi ndo cin tham van bac sy, duge s§?

Can lién lac ngay véi bac sy hoac trung tam y té gan nhat khi dung thudc qua liéu chi dinh.
Thong thuong bao gior ciing phai hoi y kién bac sy hodc duoc sy trudc lic dung bat ky
thudc nao khi mang thai hoac cho con bu.

Théng bao ngay cho béc sy hodc duoc sy nhitng tac dung khéng mong muén giap phai khi
sir dung thudc.

Néu can thém thong tin xin hoi y kién bac sy hoac dugc s¥.

Han dung caa thudc: 36 thang ké tir ngay san xuat.
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PHAN 2. HUONG DAN SU DUNG THUOC CHO CANBQ Y TE

1.

PAC TiNH DUQC LUC HQC:

Nhém dwgc ly: Thudc chong gut.

Ma ATC: M0O4AAOL.

Allopurinol va chat chuyén hda oxipurinol 1am giam san xuat acid uric do tc ché xanthin
oxidase 1a enzym chuyén hypoxanthin thanh xanthin va chuyén xanthin thanh acid uric. Do
d6, allopurinol 1am giam noéng do6 acid uric ca trong huyét thanh va trong nudéc tiéu. Nong
d6 xanthin oxidase khong thay doi khi dung allopurinol keo dai. Allopurinol ciing lam tang
tai st dung hypoxanthin va xanthin dé tong hop acid nucleic va nucleotid, két qua lam ting
nong d6 nucleotid din t6i tc ché nguoc lan nixa tong hop purin. Nong d6 acid uric trong
huy€t thanh thuong giam co y nghla trong vong 2 - 3 ngay sau khi dung thudc, dat nong do
thap nhat sau 1 - 3 tuan diéu tri va tr lai gia tri nhu trude khi diéu tri sau khi ngung thuéc
1 - 2 tuan. Luong purin nuéc tiéu binh thuong hau nhu hoan toan la acid uric, nhung sau
khi diéu tri bang allopurinol, nudc tiéu thai ra acid uric, xanthin va hypoxanthin, mi chat
ndy co do tan riéng ré. Nhu vay, nguy co bai niéu tinh thé giam, nguy co niy cang giam
néu kiém hoa nudc tiéu. ”

Do lam giam ndng d6 cua acid uric trong ca huyét thanh va nudc tieu ¢ dudi gidgi han do
tan, allopurinol ngin ngira hoac lam giam sy Iang dong urat, do d6 ngdn nglra su Xxay ra
hozc tién trién cua ca viém khép trong bénh gat va bénh than do urat. O bénh nhan bj gut
man tinh, allopurinol c6 thé ngan ngira hozc 1am giam sy hinh thanh san urat (hat tophi) va
cac thay dol man tinh & khép. Sau vai thang diéu trj, 1am glam tan suit cua cac con gt cap,
lam giam ndng do urat trong nudc tiéu, ngan ngira hoic giam su hinh thanh caa soi acid
uric hoac calci oxalat ¢ than. )

Allopurinol khéng cé tac dung lam giam dau va chong viém nén khong dugc dung trong
diéu tri cac dot gut cap. Thudc c6 thé lam viém kéo dai va niang 1én trong dot cap.
Allopurinol c6 thé lam tang tan suat cac dot cap trong 6 - 12 thang dau diéu tri, ngay ca khi
da duy tri duoc nong do6 urat huyet thanh binh thudng hoic gan binh thudng. Do do, can
phai colchicin |Ieu du phong ddng thoi trong 3-6 thang dau liéu phap allopurinol. Mic du
vdy, con cap van co thé Xay ra, nhung con ngan hon va nhe hon. Van phai tiép tuc diéu tri
allopurinol, khong thay d6i liéu. Allopurinol khong dugc dung trong ting acid uric huyét
khbng co triéu chang.

PAC TINH DUQC PONG HOQC:

Hdp thu:

Sau khi ubng, khoang 80 - 90% liéu udng dwoc hip thu nhanh qua dudng tiéu héa. Nong
do6 dinh trong huyét twong dat duoc sau 2 - 6 gio o liéu thuong dung. Sinh kha dung thay
doi tir 67% dén 90%.

Sau khi udng liéu 300 mg, ndng do cao nhét trong huyét twong cta allopurinol khoang 2 - 3
microgam/ mL va cua oxipurinol khoang 5 - 6,5 microgam/ mL, ¢6 thé tang 1én dén 30 - 50
microgam/ mL & bénh nhén suy than.

Phan bé:

Ca allopurinol va chat chuyén hoa cua n6, oxipurinol, khong gan véi protein huyét twong.
Thé tich phan b biéu klen cua allopurinol xap xi 1,6 L/ kg cho thay su hap thu tuong doi
rong rai boi cac md. Nong do allopurinol trong cac mO ¢ nguoi van chua dugc bao cao, tuy
nhién, cé thé allopurinol va oxipurinol s& c6 nong d6 cao nhat & gan va niém mac rudt (noi
¢0 hoat tinh xanthin oxidase cao).

Ca allopurinol va oxipurinol déu dugc tim thay trong sira me.

Chuyén hoa:

Khoang 70 - 76% allopurinol dugc chuyén héa chi yéu ¢ gan thanh oxipurinol con hoat
tinh.

Ca allopurinol va oxipurinol duoc lién hop thanh dang ribonucleosid tuong ang cia ching.
Chat chuyén héa khac cua allopurinol bao gom allopurinol-ribosid va oxipurinol-7-ribosid.
Thadi trie:
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Khoang 20% liéu dung allopurinol duoc thai trir qua phan. Sy thai trir caa allopurinol chu
yéu do su chuyén hoa thanh oxipurinol boi xanthin oxidase va aldehyd oxidase, véi dudi
10% thudc dugc thai trir qua nudc tiéu dudi dang khong doi.

Thoi gian ban thai trong huyet tuwong cua allopurinol khoang 1 - 2 gio. Oxipurinol la mot
chat e ché xanthin oxidase yéu hon allopurinol nhung c6 thoi gian béan thai trong huyét
tuong dai hon, thay doi trong khoang tir 13 dén 20 gio. Do @6, hiéu qua tc ché xanthin
oxidase dugc duy tri dén 24 gio véi |Ieu duy nhét allopurinol., Benh nhan co chirc nang than
binh thuong sé tich iy oxipurinol dan dan cho den khi dat nong d6 OXIpurInOI huyet tuong
¢ trang thai 6n dinh. O nhitng b¢nh nhan nay, udng 300 mg allopurinol/ ngay dan dan s& cd
ndng do oxypurinol huyét twong tir 5 - 10 mg/ L.

Oxipurinol duoc thai trir dudi dang khong d6i trong nudc tiéu nhung c6 thoi gian ban thai
kéo dai do c6 qua trinh tai hap thu ¢ rudt. Céc gia tri dugc béo céo vé thoi gian béan thai
bién d6i tir 13,6 gio dén 29 gid. Sy chénh léch dang ké cua nhiing gié tri ndy c6 thé dugc
giai thich bai su khac nhau vé thiét ké nghién ctru va/ hoidc thanh thai creatinin ¢ bénh nhan.
Duwoc dpng hoc trén cdc déi twong dic biét:

Suy thdn:

Do thanh thai allopurinol va oxipurinol giam dang ké & bénh nhan c6 chie nang than kém,
lam ndng do trong huyét twong cao hon khi diéu trj 1au dai. O bénh nhan suy giam chirc
nang than c6 Cler tir 10 - 20 mL/ pht, néng do OX|pur|n0I huyet tuong khoang 30 mg/ L
sau khi diéu tri kéo dai véi allopurlnol 300 mg/ ngay, gan bang nong do dat duoc khi dung
liéu 600 mg/ ngay & bénh nhan c6 chirc néng than binh thuong. Vi vay, can giam liéu khi
diing thubc cho bénh nhén suy than.

Nguroi cao tudi:

Duoc dong hoc cua thudc gan nhu khong thay ddi ngoai trir khi chirc ning than suy giam
(xem dugc dong hoc & bénh nhan suy than).

3. CHIPINH:
Diéu tri lau dai ting acid uric huyét do viém khép gat man tinh,
Bénh soi than do acid uric (kém hoac khéng kem theo viém khop do gut).
Diéu trj soi calci oxalat tai phat & nam c6 bai tiét urat trong nudéc tiéu trén 800 mg/ ngay va
750 mg/ ngay.
Tang acid uric huyét khi ding hoa tri liéu diéu tri ung thu trong bénh bach cau, lympho, u
ac tinh dac.

4. LIEU DUNG - CACH DUNG:
Cach dung:
Thude dung duong uong
Uéng mét lan mai ngay sau bira an. Thudc duoc dung nap tét, nhat 1a sau khi an. Liéu trén
300 mg nén chia udng nhiéu lan trong ngay.
Véi céc liéu dung khong pht hop véi ham luong cia ché pham, khuyén céo chon dang bao
ché khéac phu hop hon.
Liéu dung:
Liéu dung cua allopurinol khac nhau tdy theo mirc d bénh va phai diéu chinh theo dap tng
va dung nap cta nguoi bénh.
Bénh gut:
Liéu khoi dau mdi ngay 100 - 300 mg, diéu chinh liéu dén khi nong do urat trong huyét
thanh giam XUOng 0,36 mmol/ L (6 mg/ 100 mL) hodc thip hon hodc cho téi khi dat t6i lidu
t6i da khuyén co 800 mg. Liéu thuong dung moi ngay ¢ ngudi 1én trong truong hop bénh
nhe la 200 - 300 mg/ ngay, gut co san urat (tophi) trung binh la 400 - 600 mg/ ngay. Liéu
dén 300 mg udng 1 lan trong ngay, licu trén 300 mg phai chia nhiéu lan dé giam nguy co
kich trng da day. Sau khi nong do urat huyét thanh da duoc klem soat, co thé giam liéu.
Liéu duy tri trung binh ¢ nguoi 16n 1a 300 mg/ ngay va lidu téi thiéu co tac dung la 100 -
200 mg/ ngay. Phai dung aIIopurlnoI lién tyc, ngung thudc c6 thé dan dén ting nong do urat
huyét thanh. Duy tri udng dii nuéc dé phong ngtra lang dong xanthin & than.
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Khi allopurinol dugc thém vao phac do diéu tri co colchicin, thubc bai acid uric niéu, va/
hodc thudc chéng viém, can phai c6 mét thoi gian chuyén tiép vai thang truéc khi cac
thudc do co thé ngung. Trong thoi gian nay céc thudc phai cho dong thoi, va liu luong
allopurmol duoc d1eu chinh cho t6i khi nong d6 urat trong huyét thanh binh thuong va
khong con con gut cap trong vai thang. Khi nging cac thudc bai acid uric niéu, phai giam
dan liéu trong vai tuan.

Tang acid uric huyet do héa trj ung thu:

Phong bénh than cip do acid uric khi dung héa tri liéu diéu tri mot s6 bénh ung thu, nguoi
I6n dung allopurinol 600 - 800 mg, trong 2 - 3 ngay trudc khi bat dau diéu tri ung thu.
Trong ting acid uric huyét thir phat do ung thu hoac hoa tri liéu ung thu, lidu duy tri cua
allopurinol twong tu lidu ding trong bénh git va dugc diéu chinh theo dap tng cua nguoi
bénh.

Soi thén calci oxalat tai phat: O bénh nhén c6 ting acid uric niéu: Liéu khai dau mdi ngay
200 - 300 mg, diéu chinh lidu ting hoic giam dya vao sy kiém soat acid uric niéu/ 24 gio.
Tré em: Su dung allopurinol ¢ tré em chu yéu la trong tang acid uric huyet do héa tri liéu
ung thu hodc rdi loan enzym, hoi ching Lesch-Nyhan (hoi ching réi loan chuyén hoa
purin).

Tré em dudi 15 tusi: Mdi ngay udng 10 - 20 mg/ kg, t6i da 400 mg/ ngay. Sau 48 gio diéu
tri, phai diéu chinh liéu theo dap tng cua ngudi bénh.

Nguoi cao tudi: Dung liéu thip nhat c6 hiéu qua dé duy tri ndng d6 urat huyét thanh va urat
ni¢u binh thuong.

Bénh nhan suy than: Do allopurinol va cac chét chuyén hoa cua né duoc thai trir qua than,
suy giam chirc nang than cé thé dan dén tich lity thuoc va/ hoac cac chat chuyén hoa cua nod
cuing vai kéo dai thoi gian ban thai trong huyét twong. Trong trudng hop suy than ning,
nén dung dudi 100 mg/ ngay hoic ding mét liéu 100 mg trong nhiing khoang thoi gian dai
hon mt ngay. ‘ ‘ o ‘

Néu cé thé theo dBi nong d6 oxipurinol, nén diéu chinh licu dé duy tri nong do oxipurinol
duai 100 memol/ L (15,2 mg/ L).

Allopurinol va chit chuyén héa caa né bi loai bo trong qua trinh tham tach méau. Néu can
thim tach mau thudng xuyén, can nhic dung liéu trinh thay thé véi liéu 300 - 400 mg sau
mdi 1an tham tach méau ma khéng can dung thudc giira cac lan tham tach.

Bénh nhan suy gan: Nén giam liéu cho bénh nhan suy gan. Khuyén cdo xét nghiém kiém
tra chirc nang gan dinh Ky trong giai doan dau diéu tri.

CHONG CHI PINH:

Qua man vai allopurlnol hodc bat ky thanh phan nao ctia thude.

Gt cap (néu co6 dot gt cap xay ra trong khi dang dung allopurinol, van tiép tuc dung
allopurinol va diéu tri dot cap riéng ré).

Tang acid uric huyét don thuan khong c6 triéu chimg.

CANH BAO VA THAN TRONG KHI DUNG THUOC:

Hoi chimg qua man, hdi chiing Stevens-Johnson (SJS) va hoai tie biéu bi nhzem doc (TEN)
Diéu trj nén ngung ngay 1ap turc neu xuét hién ban da hodc cac biéu hién man cam Xay ra vi
nhitng phan tmg nay c6 thé dan dén cac phan img qua man nghlem trong hon, bao gom hoi
chimg Stevens-Johnson (SJS), hoai tir biéu bi nhlem doc (TEN) va ho1 chimg qua man (hay
con goi 1a Phat ban do thudc kém ting bach cdu i toan va céc triéu ching toan thén,
DRESS).

Néu nhiing phan mg ndy xiy ra vao bit ky lic nao trong qué trinh diéu tri, ngung
allopurinol ngay lap tirc. Khong nén dung lai thudc ¢ nhimng bénh nhan c6 hoi chimg quéa
man va SJS/ TEN. Corticoid c6 thé ¢6 hiéu qua trong viéc khic phuc nhimg phan tmg qua
man trén da nay.

Alen HLA-B*5801

D3 thay alen HLA-B*5801 c¢6 lién quan dén nguy co xay ra hoi ching qua man va SJS/
TEN do allopurinol. Tan sut cta alen HLA-B*5801 rat khac nhau gita cac ching toc:
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Khoang 20% dan s6 ngudi Han, 12% dan sb nguoi Han Quéc va 1 - 2% dan sé goc Nhat

Ban hodc Chéu Au. Viée sir dung kiéu gen nhur mot cong cu sang loc dé dua ra quyét dinh

vé viée diéu tri voi allopurinol chua duoc thiét 1ap. Neu bénh nhan mang alen HLA-

B*5801, viéc su dung allopurinol ¢6 thé dugc can nhic neu lgi ich vuot trdi so voi nguy
co. Than trong véi nhung du hiéu cua hoi chimg qua man hodc SJS/ TEN, bénh nhén cén

duoc théng bao vé su can thiét ngung diéu tri ngay khi xuat hién nhimng triéu chimg dau

tién.

Bénh nhan suy than man

Bénh nhan suy than man va dung ph01 hop thuoc loi tleu dic biét 1a cac thiazid, c6 thé lam

tang nguy co gap phai cac phan ung qua man _bao gém SJS/ TEN do allopurinol. Thén

trong voi nhitng dau hi¢u cua hdi chung qua man hodc SIS/ TEN va bénh nhan can dugc

ngimg thudc ngay va vinh vién khi xut hién céc triéu chirng dau tién.

Bénh nhan suy gan hodc suy thdn

Theo doi thuong xuyén chirc ning gan, than, mau. Giam lidu & bénh nhan suy gan hoic suy

than. Luu y nhing bénh nhén dang diéu tri bénh ting huyét ap, suy tim hodc dai thao

dudng, ngudi cao tu01 vi cung cd thé c6 suy than.

Tang acid uric huyét khong cd triéu chirng

Téng acid uric huyet khong c6 triu chung thuong khong cén nhic chi dinh ding

allopurinol. Thay d6i ché do an ubng kém diéu tri nguyén nhin co ban c6 thé cai thién

duoc tinh trang nay.

Con gut ccfp ) ) i

Luc dau nong do urat va acid uric trong huy€t twong c6 thé tdng do hoa tan cac tinh thé

lang dong, diéu nay c6 thé gay ra hodc lam nang thém dot git céap, do do khong bt dau

dung allopurinol cho dén khi dot gut cp da giam hoan toan. Diéu tri nén bat dau véi licu

thap, tang tir tir. Dung colchicin hodc thudc chng viém khong steroid (nhung khong dung

aspirin hodc salicylat) tir khi bat dau dung allopurinol va tlep tuc cho dén it nhét 1 thang

sau khi tinh trang ting acid uric huyét da duoc diéu chinh vé binh thuong, thuong 14 trong

3 thang.

Néu bénh nhan dang duing allopurmol Xdy ra con gut cap, nén tiép tuc diéu tri voi cung liéu

lugng va diéu tri con git cap bang thudc khang viém thich hop.

Ldng dong xanthin ¢ thin

Trong bénh canh c6 sy gia ting dang ké téc do hinh thanh urat (nhu bénh 4c tinh va diéu trj

bénh éc tinh, hoi chung Lesch-Nyhan), trong mot sO truong hop hiém gip, nong do xanthin

trong nudce tiéu co thé tang 1én, du @é lang dong trong dudng ticu. Nguy co nay co thé duoc

giam thiéu bang cach ubng du nude dé lam lodng nude tiéu mot cach t6i wu.

Anh huéng ciia séi acid uric & thdn

Liéu phap diéu tri ddy du voi allopurinol c6 thé gay hoa tan cac soi acid uric 16n trong bé

than, kha nang tac nghén niéu quan it xay ra.

Canh bao lién quan ta duoc

ZURYK c6 chira lactose. Bénh nhan bi bénh di truyén hiém gap kém dung nap galactose,

thiéu hut Lapp lactase hoic réi loan hap thu glucose-galactose khong nén sir dung.

Dé xa tam tay tré em.

St dung cho phu nir ¢6 thai va cho con bu:

Phu ni# mang thai:

Mic du khong cd nhirng nghién ciru c6 kiém ching va day dua vé str dung allopurinol & phu
nit c6 thai nhung da thay quai thai trén chuot khi dung allopurinol tiém mang bung liéu 50
mg/ kg hoac 100 mg/ kg vao cac ngay 10 hoac 13 cua thoi ky mang thai. Allopurinol chi
nén sir dung trong thoi ky mang thai khi that sy can thiét.

Phu nir cho con bu:

AIIopurlnoI va oxipurinol dugc phan bd vao trong sita me, phai ding than trong ¢ phu nix
cho con bl. Mac du oxipurinol dugc tim thdy trong huyét tuong cua tré bl me, nhung
khong cd tac dung khdng mong muén nao dwgc ghi nhan ¢ tré bi me ma ngudi me da duoc

8/12

TOA201CBB



diéu tri bang allopurinol trong vong 6 tuan. Allopurinol duoc xem nhu dung duoc & nhitng
ngudi me cho con ba.

Anh h1r0'ng cia thudc ddi véi cong viéc (ngudi van hanh may moc, dang lai tau xe, ngudi
lam vigc trén cao va cic truO’ng hop khac): AIIopurlnoI c6 thé gay buon ngu, hoa mit,
chéng mat va rdi loan thi giac. Bénh nhan c6 cac dau hiéu trén khdng nén lai xe hoac van
hanh may madc.

TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG
TAC KHAC:

6-mercaptopurin va azathioprin: Azathioprin dugc chuyén hoa thanh 6-mercaptopurin va
bi mat hoat tinh bdi enzym xanthin oxidase. Néu dung dong thoi azathioprin hodc 6-
mercaptopurin voi allopurinol, liéu dung cta azathioprin hodc 6-mercapropurin chi nén
bang 1/4 liéu thong thudng do tac dung tre ché xanthin oxydase s& kéo dai tac dung cua
ching.

Vidarabin (adenin arabinosid): C6 bang chung cho rang thoi gian ban thai cta adenin
arabinosid trong huyét twong ting 1én khi c6 mit allopurinol va do d6 khi dung hai thudc
nay df)ng thoi, can than trong hon dé phat hién cac dau hiéu doc tinh tang lén.

Cdc thuéc nhém salicylat va tang acid uric niéu: Oxipurinol, chat chuyen héa chinh cua
allopurinol ¢6 hoat tinh, dugc thai trir qua thén twong tu nhu urat. Do do, cac thube ¢ hoat
tinh ting thai acid uric niéu nhu probenecid hodc liu cao salicylat c6 thé lam ting thai trir
oxipurinol. Diéu nay co thé lam giam tac dung diéu tri cta allopurinol. Tuy nhién, y nghia
cua tuong tac nay can duge danh gia tuy theo ting truong hop.

Thuoc chéng dong coumarin: Mac du chua c6 bang cht’rng veé ‘w:ong tac gilra allopurinol va
cac coumarin da dugc bao cdo trong cac thi nghiém c6 bat ky y nghia lam sang nao, can
luu y kha nang tuong tac nay co thé xay ra khi cho bénh nhan dang diéu tri v6i cac thude
chéng déng duong udng dung allopurinol. Allopurinol e ché chuyén héa qua gan cua
dicoumarol, lam ting thoi gian ban thai ctia thuc ndy. Phai theo ddi tac dung chéng dong
méu va thoi gian prothrombin ¢ nhitng bénh nhan dung dong thoi allopurinol va
dicoumarol.

Clopropamid: Dung ddng thoi allopurinol véi clopropamid & bénh nhan ¢ chire ning than
kém c6 thé 1am ting nguy co ha duong huyét kéo dai do allopurinol va clopropamid c6 thé
canh tranh thai trir & 6ng than.

Phenytoin: Allopurinol c6 thé tic ché qua trinh oxy héa phenytoin tai gan. Y nghia lam
sang cua tuong tac nay chua dugc chung minh.

Theophylin: Uc ché chuyén hoa theophylin da dugc bao cao. Co ché cua tuong tac nay c6
thé dugc giai thich boi xanthin oxydase dugc tham gia vao cac bién (‘101 sinh hoc cua
theophylin ¢ nguoi. Can theo doi nong do theophylin cho bénh nhén khi bt dau hodc khi
tang liéu allopurinol.

Ampicillin/ Amoxicillin: Tang tan sudt ban da da dugc bao cdo ¢ bénh nhan dang dung
dong thoi ampicillin hodc amoxicillin véi allopunnol so voi bénh nhan khong dung ca hai
thudc nay. Nguyén nhén lién quan bdo cdo nay chua dugc thiét 18p. Tuy nhién, khuyén céo
mot liéu phap thay thé cho ampicillin hodc amoxicillin néu c¢6 thé & nhimg bénh nhan dang
dung allopurinol.

Cyclophosphamid, doxorubicin, bleomycin, procarbazin, mecloroethamin: Tang tac dung
tric ché tiay xuong do cyclophosphamid va céc thubc doc té bao khac da duoc bio céo &
bénh nhan ung thu (trir bénh bach ciu) dang dung allopurinol. Tuy nhién, trong mot nghién
ciu co kiém soat 0 nhitng bénh nhan dang dwoc diéu tri véi cyclophosphamid,
doxorubicin, bleomycin, procarbazin va/ hodac mecloroethamin (meclorethamin
hydroclorid), khong thay allopurinol lam ting phan tmng ddc tinh ciia nhimg thudc doc té
bao nay.

Cyclosporin: Mot s bao céo cho thdy nong do cyclosporin huyét twong co thé ting 1én khi
dung dong thoi voi allopurinol. Can can nhéic nguy co ddc tinh cyclosporin ting 1én khi
ding dong thoi hai thude nay.
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Didanosin: O nguoi tinh nguyén khoe manh va bénh nhén HIV dung didanosin, Cmax Va

AUC didanosin huyét twong ting gan gap doi khi dung ddng thoi véi allopurinol (300 mg/

ngay) nhung khong éanh hudng dén thoi gian ban thai, Khong khuyen cao dung dong thoi

hai thudc nay. Néu bit budc dung dong thoi, co thé can giam lidu didanosin va bénh nhan
can dugc theo doi chit ché.

Thuéc khang acid: Allopurinol ¢ thé mét tac dung giam acid uric huyét khi sir dung cting

thoi diém v6i nhom hydroxyd. Can udng cac thudc khang acid va allopurinol cach nhau it

nhit 3 glor

Thuéc irc ché ACE: Dung dong thoi allopurmol va cac thude e ché ACE c6 thé lam tang

phan ng qua min va nguy co gip phai cac phan tmg huyét hoc nhu giam bach cau, dic

bi€t la ¢ nhiing bénh nhan bi suy than tr trude. ) .

Thuoc lam tang urat huyet thanh: Dung allopurinol cung cac thudc lam tang nong d¢ urat

huyét thanh nhu mot sé thude loi tiéu, pyrazinamid, diazoxid, rugu va mecamylamin cé thé

phai ting lidu allopurinol.

Tamoxifen: Dung dong thoi allopurlnol c6 thé lam tang doc tinh trén gan.

Pentostatin: Dung allopurinol v&i pentostatln ¢ thé gay viém mach di ung dan dén tir

vong, vi vy khong dung phéi hop hai thude nay.

Thuéc chong git: Benzbromazon dung dong thoi allopurinol lam giam khoang 40% nong

d6 oxipurinol trong huyét trong, c6 thé do tang thai trir oxipurinol qua than, mac du nong

dd cua allopurinol khong bi anh hudng. Phéi hop hai thudc trén s& lam giam nong do acid

uric trong huyet thanh tot hon khi dung allopurlnol riéng 18. .

Thuéc loi tiéu: Tuong tac allopurinol va furosemid 1am ting nong do urat va oxipurinol

huyét twong da dugc béao cao.

Thiazid va acid ethacrynic dung cung allopurinol c6 thé 1am ting néng do oxipurinol trong

huyét thanh, do d6 lam ting nguy co doc tinh nghiém trong cua allopurinol, bao gdm céac

phan ung qua man (dic biét la ¢ bénh nhan giam chirc nang théan). Tuy nhién, allopurinol

duoc dung an toan voi thiazid dé lam giam su ting acid uric huyét giy ra do thudc loi niéu.

Theo ddi chirc ning than va diéu chinh lidu allopurinol & bénh nhan dung dong thoi

allopurinol va thiazid.

Cotrimoxazol: Dung dong thoi véi allopurinol ¢6 thé 1am giam sb lwong tiéu cau.

8. TAC DUNG KHONG MONG MUON:
ADR thong thuong nhat ctia allopurinol la no6i ban trén da. Céc ban thuong 1a dat san hoic
ngua, thinh thoang la ban xuat huyét. Cac phan trng man cam tram trong hon c6 thé xay ra
bao gém ban tréc vay, hoi ching Stevens-Johnson va hoai tir biéu bi nhiém doc. Vi vay,
phai ngimg allopurinol ngay 1ap tirc néu ban xay ra. Phan mg qua man c6 thé ning, tham
chi gay tir vong, dac biét c6 nguy co cao ¢ bénh nhan suy gan hoac than.
Thuong gap, 1/100 < ADR < 1/10
Da va mo dudi da: Phat ban, bao gdm ngira, ban dat, doi khi ¢6 vay hoac xuat huyét, kém
troc da, sot, sung hach, dau khép va/ hodc tang bach cdu 4i toan gidng nhu hoi chimng
Stevens-Johnson (SJS), hoai tr biéu bi nhiém doc (TEN) va/ hodc Lyell. Nén ngung
allopurmol ngay khi nhitng phan ung nay xay ra.
It gp, 1/1.000 < ADR < 1/100
Mién dich: Phan ung qua man.
Tiéu hoa: Budn nén, non.
Gan - mat: Tang khong c6 triéu ching cac chi s6 xét nghiém chirc ning gan: Ting
phosphatase kiém, ALT, AST, gan to c6 hdi phuc, pha hily té bao gan, viém gan, suy gan,
ting bilirubin huyét, vang da.
Hiem gap, 1/10.000 < ADR < 1/1.000
Gan - mat: Viém gan (bao gdm hoai tir gan va viém gan u hat).
Rat hiém gap, ADR < 1/10.000
Nhlem trung va ky sinh trung: Nhot.
Huyet hoc: Giam tiéu cau, thiéu mau bat san, mat bach cau hat.
Mién dich: U lympho nguyén bao mién dich - mach méu, sdc phan vé.
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Chuyén hoéa va dinh dudng: Dai thao duong, tang lipid huyét.

Tam than: Tram cam.

Than kinh: Mat diéu hoa, hén mé, nhirc dau, bénh than kinh ngoai bién, di cam, té liét, ng
ga, loan vi giac. i

Mat: Puc thuy tinh thé, bénh 1y diém vang, rdi loan thi giac.

Tai va mé 16: Chong mat.

Tim: Dau that nguc, nhip tim cham.

Mach: Ha huyét 4 ap.

Ti€u hoa: Thay doi thoi quen dai tién, viém m1eng, chimg phidn m&, nén ra mau.

Da va m6 du6i da: Rung toc, phu mach, toc d6i mau, hong ban ¢b dinh do thude.

Than - tiét niéu: Tiéu ra mau, tang uré huyet

Sinh san va tuyen va: Nir hoa tuyén v, bat luc, vo sinh.

Toan than va noi ding thudc: Suy nhuoc, sbt, kho chiu toan than, phu.

Chura ré tan sudt:

Huyét hoc: Giam bach cAu, tang bach cAu i toan, thiéu mau tan huyét.

Mién dich: Réi loan qua man mudn da co quan (dugc goi 1a hdi chung qua man hodc
DRESS) ™, dau khép.

Chuyén hoa va dinh dudng: Tang cac dot gat cap.

Than kinh: Choang vang.

Mach: Viém mach.

Ti€u hoéa: Tiéu chay, dau bung.

Da va mo duéi da: Phan Gng trén da kém tang bach cdu 4i toan, may day. Phat ban do
thudc kém ting bach cau 4i toan va nhitng triéu chimg toan than da dugc bao cdo. Mot vai
truong hop gay tr vong.

Than - tiét ni¢u: Soi than.

Sinh san va tuyén vii: Mong tinh.

(@) : Phan tmg qua man nang bao gom s6t, phat ban, viém mach, hach to, gia u lympho, dau
khép, giam bach cau, ting bach cau ai toan, gan - lach to, xét nghlem chirc nang gan bét
ter(mg va hdi chimg huy hoai 6ng dan mat (pha hay va blen mat cac ong dAn mat trong
gan) xay ra trong nhiéu phéi hop khac nhau. Cac co quan khac cung c6 thé bi anh hu’orng
(nhu gan, phdi, than, tuy, co tim va dai trang). Néu nhiing phan tng nay xay ra, co thé vao
bat ky lac nao trong qua trinh dleu tri, nén ngung uong allopurmol ngay lap tuc va vinh
vién. Khi nhirng phan g qui man toan than xdy ra, thudng c6 roi loan gan va/ hodc than,
dac bict la trong cac trudong hop gay tir vong.

bap ung mo va viém mach di kém co thé duoc biéu hién theo nhiéu cach khac nhau bao
gém viém gan, viém thén k& va, rat hiém gap, dong kinh. Corticosteroid ¢ thé c6 hiéu qua
trong viéc khic phuc nhitng tac dung nay. Khi phan tmg qua man toan than xay ra, thuong
c6 101 loan gan va/ hodc than, ddc biét 1a trong céc truong hop gay tir vong.

Huwéng din cich xir tri ADR:

Phai ngimg ngay allopurmol khi thdy xuat hién ban ¢ da, kém theo cac triéu ching di ing
ning hon, nhat 1a & ngudi co ton thuong than hodc dang dung thudc loi tiéu thiazid. Khi
dung allopurinol lau dai phal chiy dén tuong tac thude.

Diéu tri phan ung qua man bang glucocortlcmd cdc phan Umg nang phai dung kéo dai. 0]
mot s6 bénh nhan, néu bi phan Gng da nhe c6 thé dung lai thudc mot cach than trong vai
lidu thap, nhung phai ngung ngay lap tirc va vinh vién n€u phan ing xuét hién lai.

Thudc cé thé gdy ra cdc tac dung khéng mong muén khac. Can theo doi chat ché va khuyen
cdo bénh nhan thdng bao cho bdc sy nhitng tic dung khéng mong mudn gap phdi khi sir
dung thuoc.

9. QuA LIEU VA XU TRI:
Triéu chung va ddu hiéu:
D3 c6 ghi nhan vé truong hop uong 22,5 g allopurinol ma khong c6 phan ng ¢6 hai. Triéu
chung va dau hiéu bao gdm budn nén, non mua, ti€u chdy, hoa mat da duoc ghi nhan ¢
bénh nhan udng 20 g allopurinol va di phuc hdi sau diéu tri hd tro co ban.
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Xur tri:

Su hap thu b at allopurinol c6 thé din td1 trc ché dang ké hoat tinh xanthin oxydase, diéu
nay co thé vo hai trir khi a&nh hudng dén cac thude sir dung dong thoi, dac biét voi 6-
mercaptopurin va/ hodc azathioprin.

Ngtmng thude ngay 1ap tirc. Rira da day néu udng luong thudce 16n. Co thé tham phan mau
hozc tham phan mang bung.

Theo doi chirc nang than va xét nghlem nudce tiéu néu nghl ngo ngd doc man (hmh thanh
s0i). Chi diéu tri triéu chimg khi c6 phan tmg c6 hai ctia thudc. Khong c6 thude giai doc
ddc hiéu. Cham soc hd tro, duy tri du nudc.

10. CAC DAU HIEU CAN LUU Y VA KHUYEN CAO: Khong ding qué liéu chi dinh.
Piéu kién bio quan: Noi kho réo, tranh anh sdng, nhi¢t do khong qua 30°C.
Han dung caa thudc: 36 thang ké tir ngay san xuat.

11. TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT:
San xudt tai:

DAVIPHARM

CONG TY CO PHAN DUQC PHAM DAT VI PHU

(DAVIPHARM)

L6 M7A, Puong D17, Khu Cong nghiép My Phudc 1, Phuong Théi Hoa, Thi xa Bén Cat,
Tinh Binh Duong, Vi¢t Nam

Tel: 0274.3567.687 Fax: 0274.3567.688

12. NGAY XEM XET SUA DOI, CAP NHAT LAI NOI DUNG HUONG DAN SU DUNG
THUOC: 30/03/2018
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