]{ THUOGC BAN THEO BON

TO HUONG DAN SU DUNG THUOC
Vién nén
COLCHICINE

Thudc nay chi ding theo don thudc
Pé xa tam tay tré em
Poc ki hwéng din sir dung truwéc khi dung
Thong bao ngay cho bac sy hode dwgc sy nhirng tac dung khéng mong muan khi sir dung thuac

1. THANH PHAN
MJbi vién nén chira:
Thanh phan hogt chat:
Colchicin .................. I mg
Thanh phdn td dwoc: Lactose monohydrat, cellulose vi tinh thé M101, povidon (kollidon
30), acid citric, mau erythrosin, natri starch glycolat, magnesi stearat, silicon dioxyd.

2. DANG BAO CHE: Vién nén dai mau hdng nhat, mot mat c6 dap logo -, mat kia c6 dap
gach ngang.

3. CHI PINH

. Giam dau trong cac dot gut cap.

- Phong tai phat viém khop do gat va diéu tri dai ngay bénh gut.

« Du phong con gout cap trong diéu tri khoi dau véi allopurinol va thude giy uric niéu.
Moi trj liéu dai ngay bang céc thudc l1am giam acid uric huyét va giam urat niéu do wc
ché tong hop acid uric (allopurinol, tisopurin, benzbromaron, trir azapropazon) can phai
duoc tién hanh bang trj liéu voi colchicin v/ hoic véi cac thubc chéng viém khong
steroid trudc d6 it nhat 1a mot thang dé tranh cac con cap do sy huy dong cac urat. Viéc
sir dung cac thudc giam acid uric huyét chi duoc bt dau sau khi diéu tri khoi dot gut cap
it nhat 1a 15 ngay va phdi hop véi colchicin liéu 1 mg/ ngay trong thoi gian tir 1 dén 6
thang. Diéu nay ciing c6 thé duoc ap dung trong cac truong hop b bit thudng vé tong
hop purin, cac bénh ung thu va hoa tri liéu gay thoai hda manh acid nucleic. Can cha y la
tang acid uric trong mau con xay ra trong suy than man tinh, vu nang can giap, nghién
rugu va nhitng bénh lam giam dao thai acid uric theo nuéc tiéu.

. Viém sun khop cap c6 calci hoa.

. biéu tri bénh sbt chu ky.

4. LIEUDUNG - CACH DUNG

Liéu diing

. Dot gat cip: Lidu ban dau 1a % - 1 vién, sau d6 cir cach 1 gio lai uéng Y hodc cir cach 2
gio lai uéng 1 vién cho dén khi hét dau hodc bi non hay ia chay. Tong liéu trung binh
colchicin udng trong mot dot diéu tri 1a 4 - 6 vién. Pau va sung khop thuong giam sau
12 gi6 va thuong hét han sau khi dung thudc 48 - 72 gio. Néu udng lai thi dot udng méi
phai cach 1an udng cii 2 - 3 ngay néu khong thi cac ton thwong do colchicin giy ra chua
kip khoi phuc va thudc co thé bi tich tu.

. Dé phong xuét hién con gt cap trong giai doan dau tri liéu voi allopurinol hay cac thude
tang dao thai acid uric: % vién, 2 - 3 1an mdi ngay.

. Dy phong con gt cap tinh/ viém sun khép cap ¢ calci hoa:
Uong 1 vién/ ngay, giam lieu xudng ¥4 vién/ ngay néu bi ticu chay.
Dbi v6i ngudi cao tudi va bénh nhan co nguy co ngd doc, khuyén cao khoi dau véi lidu
0,5 mg (%» vién) va diéu chinh liéu dwa vao dap tng trén 1am sang.

. Diéu tri bénh sét chu ky:
Nguwoi lon
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1 -2 vién/ ngay.
C6 thé tang lidu (mdi 1an 0,5 mg (V% vién)) 1én t6i da 2 mg/ ngay dua vao dap ung cia
bénh nhan.
Tré em
Liéu sir dung duoc diéu chinh dua vao tudi:
- Tré < 5 tudi: 0,5 mg/ ngay (%2 vién).
- Tré tir 5 - 10 tudi: 1 mg/ ngay (1 vién).
- Tré 2 10 tudi: 1,5 mg/ ngay (1,5 vién).
Liéu st dung s& duoc ting dan tir 0,5 mg dén tdi da 2 mg/ ngdy. Viée ting lidu nén di
kém vo1i theo doi kha nang dung nap ctia bénh nhan.
Bénh nhan suy than
Than trong khi stt dung cho bénh nhan suy than nhe. Ddi v6i bénh nhan suy than mtrc do
trung binh, giam liéu va tang thoi gian giita 2 1an dung thudc. Bénh nhéan can duoc theo ddi
chit ché cac tac dung khong mong mudn cua colchicin.
Chong chi dinh st dung colchicin cho bénh nhan suy than ning.
Bénh nhdn suy gan
St dung than trong d6i v4i bénh nhan suy gan nhe dén trung binh. Theo ddi chit ché cac
tac dung phu lién quan dén colchicin.
Chong chi dinh st dung colchicin cho bénh nhan suy gan ning.
Ngwoi cao tudi
Nén than trong khi st dung.
Céch dung
Str dung dudng udng.
Ubng nguyén vién voi mot ly nudc.

5. CHONG CHI PINH

. Man cam vai véi colchicin hoac bat ky thanh phan nao cua thudc.

. Bénh nhan bi rdi loan tao méu.

« Phu n&r mang thai.

« Phu nir cho con ba.

« Phu n@t c6 kha nang mang thai, khong dung cac bién phép tranh thai hiéu qua.

« Bénh nhan suy gan nang.

« Bénh nhan suy than nang (d6 thanh thai creatinin < 30 mL/ phut)

. Colchicin khdng nén sir dung cho nhiing bénh nhan dang diéu tri bang tham phan mau
bai vi thube khdng thé loai bo bang tham phan hoic truyén thay mau.

. Bénh nhan suy gan hoac suy than dang str dung céc chat @c ché P-glycoprotein hoic cac
chat tic ché CYP 3A4 manh.

. Dung két hop v6i mot macrolid (trir spyramycin).

. Dung két hop véi pristinamycin.

6. CAC TRUONG HQP THAN TRONG KHI DUNG THUOC
Colchicin c6 thé gay doc, do d6 khong nén dung qué liéu so véi liéu do béc sy chi dinh.
Colchicin 1a thubc c6 gidi han tri liéu hep. Nén ngung dung thudc néu cé céc triéu chung
ngd doc nhu budn ndn, ndn mira, dau bung, tiéu chay xay ra.
Colchicin c6 thé gay uc ché tuy xuong nghiém trong (giam bach cau hat, thiéu mau bat san,
giam tiéu cau). Su thay di s6 lwong té bao mau co thé la dan dan hozc rat dot ngot. Thiéu
méu bét san dic biét cd ty ¢ tir vong cao. Xét nghiém mau dinh ky 1a rat can thiét.
Néu bénh nhan xuét hién cac dau hiéu hoic triéu chirng cua réi loan tao mau nhu sét, viém
miéng, dau hong, xuit huyét kéo dai, cac vét bam tim hoic rdi loan trén da, nén ngung
dung colchicin va phai tién hanh cac xét nghiém vé huyét hoc ngay 1ap tuc.
Than trong trong cac truong hop sau:
. Bénh nhan suy gan hoac suy than.
« Bénh nhan tim mach.
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. RAi loan da day ruot.

. Ngudi cao tudi va ngudi c6 sic khoe kém.

. Bénh nhan c6 sb lugng té bao mau bat thuong.

Bénh nhan suy gan hoic than nén dugc theo ddi chit ch& cac tac dung khdng mong mudn
lién quan dén colchicin.

Str dung ddng thoi colchicin véi céc chat tc ché P-gp va/ hoic cac chit tc ché CYP3A4
trung binh hoic manh lam ting phoi nhidm colchicin, c6 thé dan dén doc tinh, ké ca tu
vong. Néu can diéu trj véi thudc e ché P-gp hoic thudc e ché CYP3A4 trung binh hoic
manh & bénh nhan cé chirc nang gan than binh thudng, nén giam lidu colchicin hoic ngung
dung colchicin.

Cdanh bdo lién quan dén ti dwoc

Vién nén COLCHICINE c6 chta lactose, bénh nhan khong dung nap galactose, thiéu Lapp
lactase hozc réi loan hap thu glucose-galactose khdng nén ding thudc nay.

7. SUDUNG CHO PHU NU CO THAI VA CHO CON BU
Phu nir c6 thai
Colchicin gay doc tinh di truyén ¢ in vitro va in vivo, gay quai thai trong cac nghién ctu
trén dong vat. Do d6 chdng chi dinh sir dung colchicin trong thai ky.
Phu nir c6 kha nang mang thai nén st dung cdc bién phap tranh thai hiéu qua trong thoi
gian diéu tri véi colchicin.
Phu né cho con bu
Colchicin dugc bai tiét vao sira me. Do d6, chdng chi dinh sir dung colchicin & phy nit dang
cho con ba.
Khd ndng sinh san
Str dung colchicin & dong vat lam gidm dang ké su sinh san.

8.  ANH HUONG CUA THUOC TREN KHA NANG LAI XE, VAN HANH MAY MOC
Chua c6 dir li¢u chi tiét vé anh huong cua colchicin dén kha nang lai xe va van hanh may
moc. Tuy nhién, can phai tinh dén kha nang gay budn ngu va chong mat.

9. TUONG TAC, TUONG KY CUA THUOC
Twong tac cia thudc:
Colchicin 1a chat nén cho ca CYP3A4 va protein van chuyén P-gp. V&i sy ¢ mat caa cac
chat ic ché CYP3A4 hoac P-gp 1am cho ndng d6 colchicin trong méu ting 1én. Doc tinh,
ké ca trudng hop tir vong, da duoc bao céo khi sir dung dong thoi colchicin véi cac chat tc
ché CYP3A4 hay P-gp nhu macrolid (clarithromycin va erythromycin), ciclosporin,
ketoconazol, itraconazoe, voriconazoe, chat tc ché protease HIV, thudc chen kénh calci
(verapamil va diltiazem) va disulfiram.
Colchicin dugc chng chi dinh & nhitng bénh nhan suy than hoic gan dang dung mot chat
trc ché P-gp (vi du ciclosporin, verapamil hodc quinidin) hoic mét chit tc ché CYP3A4
manh (vi du nhu ritonavir, atazanavir, indinavir, clarithromycin, telithromycin, itraconazol
hoac ketaconazol).
Giam liéu hozc ngumg diéu tri voi colchicin dugc khuyén cdo ¢ nhitng bénh nhéan c6 chic
ning than hoic gan binh thuong dang s dung mot chat uc ché P-gp hoac chat wc ché
CYP3A4 manh Ia can thiét.
Nén giam 4 lan liéu colchicin khi phdi hop véi thudc wc ché P-gp va/ hoidc thude wc ché
CYP3A4 manh. Giam 2 lan liéu colchicin duoc khuyén cao khi dung ddng thoi véi thude
trc ché CYP3A4 trung binh.
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Tam quan trong cua su tuong tac véi cac chat tc ché CYP3A4 manh va trung binh ciing
nhu vai cac chat uc ché P-gp tur thuc hién trong c&c nghién ciu in vivo duogc tdm tat trong

bang dudi day:

% thay doi cac thong

Liéu don 0,6 mg colchicin . x s6 dwge ddng hoc cia Hudéng dan
N < N . Co mau S A
kém hoac khéng kém: colchicin giam lieu:
Cmax AOCo-t
Chat wc ché 3A4 manh
Clarithromycin 250 mg x 2| N=23 297 339 4 lan
lan/ ngay trong 7 ngay Dot diéu tri lap
Ketoconazol 200 mg x 2 lan/ | N=24 190 287 lai con gout cap
ngay trong 5 ngay. tinh khdng sém
Ritonavir 100 mg x 2 lan/ ngay |  N=18 267 345 hon 3 ngay
trong 5 ngay
Chat tic ché 3A4 trung binh
Verapamil ER 240 mg x 1 lan/ | N=24 130 188 2 lan
ngay trong 5 ngay. Dot diéu tri lap
Diltiazem ER 240 mg x 1 lan/ |  N=20 129 177 lai con gout cap
ngay trong 7 ngay. tinh khéng som
Nudc budi chum 240 mL x 2 N=21 93 95 hon 3 ngay
lan/ ngay trong 4 ngay.
4lan
ChaticchéP-gp }‘Z?tcg;e;ogs :Zg
Cyclosporin 100 mg liéu don N=23 324 317 tinh khong sém
hon 3 ngay

Do tinh chat cua céc tac dung khéng mong mudn, nén than trong véi viéc sir dung thude
cung ldc ¢6 thé anh hudng dén so lugng té bao mau hoac cé anh huong tiéu cuc dén chuc

nang gan va/ hoac than.

Ngoai ra, cc chat nhu cimetidin va tolbutamid lam giam sy chuyén héa cua colchicin va
do d6 nong do colchicin trong huyét tuong tang lén.
Nuée ép buai chum cé thé 1am ting ndng do colchicin trong huyét tuong. Do d6, khong

nén dung nudce ép budi chum cung véi colchicin.

Sy giam hap thu cyanocobalamin (vitamin B12) ¢6 thé hoi phuc duoc do chirc ning thay doi

cua niém mac rudt.

Nguy co bénh vé co va hdi ching tiéu co van ting 1én khi sir dung két hop giira colchicin

Véi cac statin, fibrat, ciclosporin hoac digoxin.

Twong ky ciia thude:
Khong ap dung.

10. TAC DUNG KHONG MONG MUON

CA4c tac dung khdng mong muén theo tan suit va hé co quan

Thuong gap, 1/100 <ADR <1/10
Réi loan da day - rugt: Dau bung, budn nén, ndn va tiéu chay.

Khdng rd tan sudt

Mau va h¢ lympho: Uc ché tay xwong gay giam bach cau hat, thiéu méau bat san va giam

tiéu ciu

Than kinh: Viém than kinh ngoai bién, bénh than kinh.

Réi loan da day - rudt: Xuat huyét da day - ruét.

Gan mat: Ton thuong gan.

Da va mé duéi da: Rung téc, phat ban.

Co xuong va mo lién két: Bénh co va ching tiéu co van.
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Tiét niéu: Ton thuong than.

Sinh san: Sy mat kinh, chtng thdng kinh, giam hoac khdng c6 tinh tring.

Thuéc cé thé gdy ra cdc tac dung khéng mong muoén khdc. Can theo déi chdt ché va khuyén
cdo bénh nhdn thdng béao cho bdc sy nhitng tic dung khéng mong muén gdp phdi khi siv
dung thuoc.

11. QUA LIEU VA CACH XU TRi
Colchicin c6 gidi han tri liéu hep va rat doc néu st dung qué liéu. Bénh nhan c6 nguy co
ddc tinh dac biét [a nhitng nguoi bi suy than hoac suy gan, bénh tiéu héa hoac tim mach, va
bénh nhan cao tudi.
Sau khi dung quéa liéu colchicin, tat ca bénh nhan, ngay ca khi khdng c6 triéu chiing som,
nén duoc danh gid y té ngay.
Trigu chung
C4c triéu chung cua qué lidu cd thé bi tri hodn (trung binh khoang 3 gid sau khi ding
thudc): Budn ndn, ndn mia, dau bung, viém da day-rudt kém xuét huyét, giam thé tich dich,
réi loan dién giai, ting bach cau, ha huyét ap trong cac truong hop ning. Giai doan hai Véi
céc bién chimg de doa sw séng s& xay ra sau 24 dén 72 giv sau khi ding thuoc: R4i loan
chirc nang da co quan, suy than cap, ban loan, hon mé, dau than kinh van dong va cam giac
ngoai bién, ¢ ché co tim, giam toan thé huyet cau, loan nhip tim, suy ho hap, hoi ching
dong mdu tiéu huy. Tur vong thuong la két qua cua ching suy ho hap va truy tim mach.
Néu bénh nhan con SOng phuc hdi c6 thé di kém v6i sy tang bach cau va chiing rung toc
dao nguoc duoc bat dau khoang mot tuan sau khi udng thudc.
biéu tri
Khang c6 thudc giai doc.
Loai bo doc t6 bang cach rira da day trong vong mot gio sau ngd doc Cap
Xem xét st dung than hoat tinh duong uong ¢ ngudi I6n da su dung lidu nhiéu hon 0,1 mg/
kg thé trong trong vong 1 gio va & tré em di an bat ky sb liéu lugng nao trong vong 1 gid
sau khi ubng thudc.
Tham phan méu khéng c6 hiéu qua (thé tich phan b cao).
Theo dbi chat ché vé 1am sang va sinh hoc trong bénh vién.
Diéu tri triéu chang va hd tro: Kiém soat hd hap, duy tri huyét 4p va tuan hoan, diéu chinh
su mat can bang dich va dién giai.
Liéu gay chét rat khac nhau (7 - 65 mg liéu don) d6i voi ngudi 16n nhung noéi chung
khoang 20 mg.

12. DUQC LUC HQC
Méa ATC: M0O4ACO1.
Nhém dwge Iy: Nhom thude diéu tri gout khong c6 anh huong trén chuyén hoa acid uric.
Colchicin, mot dan chat cta phenanthren, lay duoc tir cay Colchicum (céy Ba cho). Tac
dung duogc ly chinh cua colchicin 1a chong bénh gout. Thudc ¢ tac dung chbng viém yeu
va khong c6 tac dung giam dau. Thubc khong c6 tac dung bai tiét acid uric qua nudc tiéu,
khong c6 tac dung d6i voi nong do, tinh hoa tan hodc gan vao protein huyét thanh cua urat
trong huyét thanh. Tuy co ché tac dung chdng gout cta colchicin chua duoc biét day du,
thudc 1am giam dap tmg viém dbi voi lang dong cac tinh thé mononatri urat 1én cic mé cua
khop, c6 thé bang cach trc ché chuyén hoa, di chuyén, hoa timg dong cia bach cdu da nhan
va/ hogc cac chirc nang cua cac bach cau khac. Colchicin cling ngan can natri urat ling
dong bang cach tryc tiép 1am bach cdu da nhan giam san xuét acid lactic va giam thyc bao
nén gian tiép giam tao acid (tinh acid tao thuan loi cho cac vi tinh thé urat lang dong). Khi
ubng colchicin trong vai gio ddu dot gout cap, trén 90% nguoi bénh dap ung t6t; Néu udng
mudn hon, sau 24 gio, chi 75% ngudi bénh dap Gng t6t. Tuy vay, colchicin dugc coi la
thudc dung hang thir hai, vi d& gay doc khi dung liéu cao, nén c6 thé dung dé diéu tri dot
gout cip khi bénh nhan khéng dap tng hodc khong dung nap duoc cac thude chdng viém
khong steroid nhu indometacin, ibuprofen, naproxen.
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Tac dung chéng phan bao: Colchicin tre ché giai doan giita (metaphase) va giai doan sau
(anaphase) cua qua trinh phan chia té bao do tic dong 1én thoi va 1én su bién d6i gel-sol. Su
bién d6i thé gel va thé sol & cac té bao chwa phan chia ciing bi trc ché.

Tac dong chong phan bao cia colchicin gdy ra cac tac dung c6 hai 1én cic md dang ting
sinh nhu tuy xuong, da va long toc.

Céc tac dung khac: In vitro, colchicin trc ché sy tiét ra protein amyloid 14 1 protein dugc té
bao gan tong hop va 1a thanh phan chil yéu ctia nhiém amyloid trong bénh sbt Dia trung hai
c6 tinh chét gia dinh.

Colchicin udng giy ra mot hoi ching kém hép thu hdi phuc dwoc nhu giam hip thu
cyanocobalamin (vitamin B12), md, natri, kali, nito, xylose va cac duong dugc van chuyén
tich cuc khac, nhu vay din dén giam ndng d6 cholesterol va caroten trong huyét thanh. Cac
tac dung nay do colchicin tac déng 1én niém mac héi trang. Colchicin 1am giam hoat tinh
cua lactic dehydrogenase va lam tang hoat tinh cua enzym lysosom cua ni€ém mac rudt.
Ngoai ra, colchicin con 1am giam than nhiét, &c ché trung tim hé hap, co thit mach méau
lam tang huyét ap thong qua kich thich trung tdm van mach.

13. DUQC PONG HOQC
Hdp thu:
Colchicin duoc hdp thu nhanh va gan nhu hoan toan sau khi dung dudng udng. Nong do
dinh trong huyét twong dat dwoc khoang 30 - 120 phat sau khi uéng.
Phan bé:
Colchicin gin két voi protein huyét twong khoang 30%. Colchicin tap trung ¢ bach cAu.
Thudc va cac chat chuyén hoa cling phén b6 vao cac mo khac bao goém than, gan, lach va
rudt trir tim, co xuong va ndo. Thudc phan b vao sira me néu udng dai ngay Voi lieu 1 -
1,5 mg/ ngay, nong do dinh cua thudc trong sira twong ty ndng do trong huyét thanh va dao
dong tur 1,9 - 8,6 ng/ mL.
Chuyén hoa:
Colchicin dugc chuyén héa mot phan ¢ gan.
Thai tre:
Thoi gian ban thai cua thudc tir 3 - 10 tiéng. Colchicin dugc bai biét phan I6n (khoang 80%)
duéi dang bién doi va khong bién doi qua phan. 10 - 20% duoc bai tiét qua nudc tiéu.
Dugc dpng hoc trén déi twong dic bigt
Suy thégn
Colchicin dugc bai tiét mot phan qua nudc tiéu ¢ nguoi khoe manh. Do thanh thai cua
colchicin giam & nguoi suy than. Do thanh thai toan phan cua colchicin giam 75% & bénh
nhan suy than giai doan cudi dang diéu tri bang thim phan mau.
Anh huong cua suy than dén duoc dong hoc cua colchicin dwgce danh gia trong mot nghién
ctru & bénh nhan mac bénh sét Pia Trung Hai c6 tinh gia dinh, 5 phu nit va 4 ngudi dan
ong, voi 4 ngudi suy than va 5 nguoi khong suy than. Tudi trung binh 1a 30 (khoang 19 -
42 tudi). Tat ca 5 bénh nhan bi suy than déu c6 chung amyloidosis, 4 bénh nhan duoc thim
tach mau dinh Ky va 1 ngudi c6 ndong do creatinin huyét thanh 15 mL/ phat. Do d6 ho ¢6
thé duoc phan loai 12 suy than ning. P6i twong nhan dugc 1 mg colchicin trir 1 dbi twong
bi xo gan, ngudi nhan duoc 500 microgam. P thanh thai cua colchicin giam 4 1an & nhiing
bénh nhan bi suy than so véi nhitng nguoi co chitrc nang than binh thuong (0,168 + 0,063
L/ h/ kg so véi 0,727 + 0,110 L/ h/ kg). Thai gian ban thai 1a 18,8 + 1,2 gior di vai nhiing
bénh nhan suy than nang va 4,4 + 1,0 gio ddi voi nhimg ngudi ¢6 chirc nang than binh
thuong. Thé tich phan b tuwong tu nhau gitta cac nhém. Bénh nhan bj xo gan c6 d6 thanh
thai thap hon 10 1an so véi nhitng ngudi ¢6 chirc nang than binh thuong.
Tréem
Khéng cé dir liéu trén tré em.

14. QUY CACH PONG GOI:
Hop 10 vi (Nhdm - Nhom) x 10 vién.
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15. PIEU KIEN BAO QUAN, HAN DUNG VA TIEU CHUAN CHAT LUQNG
Piéu Kién bao quan: Dé thudc noi kho rao, tranh anh sang, nhiét do khdng quéa 30°C va
ngoai tam vai caa tré em.
Han dung: 36 thang ké tir ngay san xuat.
Tiéu chuin chét lwong: Tiéu chuan Nha san xut.

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

DAVIPHARM

CONG TY CO PHAN DUQC PHAM PAT VI PHU

(DAVIPHARM)

L6 M7A, Puong D17, Khu Cong nghiép My Phuéc 1, Phuong Théi Hoa, Thi xa Bén Cét,
Tinh Binh Duong, Viét Nam

Tel: 0274.3567.687  Fax: 0274.3567.688

17. NGAY XEM XET SUA DPOI, CAP NHAT LAI NQI DUNG HUONG DAN SU DUNG
THUOC
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