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CONG TY CO PHAN DUO'C PHAM AN THIEN

ANTHIENPHARMA 314 Bdng Sao, Phudng 5, Quén 8, TP. HCM [4 ?Z(S-g BSI

-

) MAU NHAN HOP, Vi XIN DANG KY
1 - Mau nhén hép chira 2 vi (Al - PVC)

2 - Mau nhan vi (Al - PVC) 10 vién nén
(Sé 16 SX, Ngay SX, Han ding duoc dép néi trén vi)
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- & PRESCRIFTION DRUG

Box 2 blisters x 10 tablets

ANZe!
P’us Simvastatin /

o AR A

avnem s 314 Bong Sao Street, Ward 5, District 8, HOMC
Thinh phin: Bio quin: Nol kho rao, nhigt 80 S30°C, tranh anh séng.
m ,Lg'"' Han diing: 24 thang ké tir ngay san xult
Ta duge vira d0 1 vien - DE XA TAM TAY CUA TRE EM
o am - Cadng ol ann L i ki 20 N A T
xin xem trén 1 HDSD kém theo 1 KHONG DUNG THUOC QUA HAN SU" DUNG GHI TREN HOP
Thing béo cho bic si nhimng tic dung khdng mong
mubdn gép phai khi siF dung thude.

BUTHUOCBANTHEOBON
HOp 2 vi x 10 vién nén

AliZe! e
Plus Simvastatin /

(‘ﬂ CONG TY CO PHAN DUGIC PHAM AN THIEN
aov e mussan. 314 Bdng Sao, Phurdmg 5, Quén 8, TF. HOM

TIEU CHUAN: TCCS $6 16 5X:
SBK: (Bateh na)

5 TY CO PHAN DUOC PHAM AN THIEN (Mfg.date)
(Exp.date)
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CONG TY CO PHAN DU'Q'C PHAM AN THIEN
ANTHIEN PHARMA 314 Bbng Sao, Phudng 5, Quén 8, TP. HCM

) MAU NHAN HOP, Vi XIN BANG KY
1 - Mau nhén hép chira 3 vi (Al - PVC)

2 - Mau nhén vi (Al - PVC) 10 vién nén
(S6 16 SX, Ngay SX, Han dung duoc dép néi trén vi)

B6 M BX: Nghy X Han ding
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EU PRESCRIPTION DRUG

 —
Box 3 blisters x 10 tablets
[_]
I e Ezetimibe
Plus Simvastatin /
Q\ﬂ AN THIEN PHARBACELUMICAL CORPORKATION
sevsen asia. 314 Bong Sao Street. Ward 5, District 8, HCMC
Thanh phéin: Bao quén: Noi kho rao, nhigt 60 $30°C, tranh 4nh sang.
Ezetimib: 10mg s,
8 20 mg mm.nhml&wmﬁy::‘m
Ta duere vira 80 1 vign . ﬁlﬂ;::;;‘f Tﬂ‘m
Chi o - Chdng ci i - Libu ding v cich dang - (B0C A THEM THOND TI X HOL Y KIEN GUA BAC S .
bbby Ao Joaly KHONG DUNG THUOC QUA HAN SU DUNG GHI TREN HOP .
Théng béo cho béc si nhimg téc khéng
mudn gép phai khi sir dung thude. e =
EU THUOC BAN THEO BON
- HOp 3 vi X 10 vién nén
@
l e Ezetimib
o 3 =
§ £ Simvastatin
i O Plus
3 N
o
g < W CONG TY CO PHAN DU'QC PHAM AN THIEN
& st rassea 314 Bong Sao, Phumg 5, Qugn 8, TP. HOM
TIEU CHUAN: TCCS 881 8x:
SBK: (Balch no)
Ngay 8X:
(Mfg.date)
Han ding:
(Exp.date)
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CONG TY CO PHAN DUQ'C PHAM AN THIEN
AN THIEN PHARMA 314 BAng Sao, Phurdng 5, Quén 8, TP. HCM

MAU NHAN HOP, Vi XIN DANG KY
1 - Mau nhén hép chira 5 vi (Al - PVC)

2 - Mau nhan vi (Al - PVC) 10 vién nén
(S6 16 SX, Ngay SX, Han ding duoc dép néi trén vi)
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B6 14 SX: MNghy BX: Han diing

N’
Box 5 blisters x 10 tablets
&
I e Ezetimibe
PIUS Simvastatin /
Thanh phin: Bdo qudn: Noi kho rao, nhigt 40 $30°C, tranh anh sang.
m ;g'“’ Han diing: 24 thang ké tir ngay sdn xudt
Té duge vira 401 vidn - DE XA TAM TAY CUA TRE EM
Ghi dinh - Chéng chi dinh - Libu ding va céch dimg - 20C K7 HUUNG RN STOUNG TRUCTE K8 0UNG
-Téc va céc tin chi tiét khae:
m'mu&‘mm s KHONG DUNG THUOC QUA HAN SUF DUNG GHI TREN HOP
Théng béo cho bic si nhimg tic khéng
mubn gép phai khi sir dung thude. i il
& THUOC BAN THEQ BON
S

Hép 5 vi x 10 vién nén

AliZe!
P’US imvastatin /

e e, 314 Biing Sao, Phurdmg 5, Quan 8, TP. HCM

TIEU GHUAN: TCCS 5616 8%:
SBbK: (Batch no)

Ngay §X:
(Mfg.date)
Han diing:
{Exp.date)
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CONG TY CO PHAN DUQC PHAM AN THIEN
AN THIEN PHARMA 314 Béng Sao, Phudng 5, Quén 8, TP. HCM

) MAU NHAN HOP, Vi XIN DANG KY
1 - M&u nhéan hép chira 10 vi (Al - PVC)

2 - Mau nhan vi (Al - PVC) 10 vién nén
(S8 16 SX, Ngéy SX, Han ding duoc dap néi trén vi)
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— BU PRESCRIPTION DRUG Y

Box 10 blisters x 10 tablets

AliZe!
Plus dddiaidiciieiird

w A THIEN PHARMACE MICAL CORRORATION
sy raases 314 Bong Sao Streel, Ward §, District 8, HCMC v
Thinh phén: 2 Bio quan: Noi kho raio, nhigt 40 <30°C, tranh anh sang.
Eseticr o )
Simvastatin 20mg ' d0ng: 24 thing bl 1 nghy sdn suske
Ta duve vira 40 1 vien R ﬁm&&:&voﬂammm
Chi dinh - Chéng chi dinh - Libu ding vi cich ding - o7 CAN 1EM THONG TIN XIN HOI Y KIEN CUA BAG ST

mm:“l |nms:u".:qn:*mhd““& KHONG DUNG THUOC QUA HAN SU DUNG GHI TREN HOP

Théng béo cho béc si nhimg tic dung khéng mong
mudn gip phai khi str dung thudc.

& THUOC BAN THEO BON
Hop 10 vi x 10 vién nén

AliZe! e
Plus Simvastatin /

;!_‘!; CONG TY CO PHAN DUQT PHAM AN THIEN
o P 314 Boing Sao, Phardmg 5. Quan 8, TP, HOM

TIEU GHUAN: TCCS séisax:
SBK: (Batch no)
S T o Ngay 8X:
0 PHAN DU'CC PHAM AN THIEN (Mig.dats)

Han diing:
(Exp.date)
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PHAN DUQ'C PHAM AN THIEN

AN THIEN PHARMA 314 Bbng Sao, Phuéng 5, Qudn 8, TP. HCM

MAU NHAN, HOP XIN DANG KY

1 - Mau nhén hép chira 1 chai x 30 vién nén
2 - Mau nhan chai chira 30 vién nén

____;g: CHAI 30 VIEN NEN Hah 80ng: 26 thing kb 10 nghy sdn xudt
nmmmm Tiu chuln: TCCS
&MMMW - T dyng izet ey
nuneﬁmuwﬁ = "‘l """ “wa
Xepenmuin 0 HOSDimbee XATAM TAY CUA TRE EM.
Bio quin: Not kha rio, nhist 85 <30°C, ?mmwymm
| e - - T
561 5X: iy KHONG DUNG THUOC QUA HAN SiF
’us Nody SX Simvastatin DUNG G TREN MR
Han ding:
S xubt tal cha may
Shis {@'7 CONG TY CO PHAN PHAM AN THIEN
Ezetimib CONG TY CO PHAN DUTIC PHAM AN THIEN mo.ﬁammmnm:w
: : ot smsms 314 Bling S0, Phurdng 5, Qudn 8, TR, HCM
Simvastatin ﬁ/
&
&mmmm %
PRESCRIPTION DRUG
o mmum“»muﬂuﬂ
e S— ] ] e Tiéu chudn: TCCS
nmn-ﬁﬁm
Chi dinh - Lidu diing va cach ding - e — T
Plus Solg iay. Wiy et # SRR T By cuh T
N iy va cic théng tin chi tiét khic: DOC K¥ HUONG DAN SUF DUNG
Ezetimib i i e Ezetimibe mmmtﬂgnenumm
Sy y Thong bédo cho béc si nhimg tic dung ] . ¥ KiEN cUA BAC SI
Simvastatin khéng mong mudn gip phéi khi sé Simvastatin KHONG DUNG THUOG QUA HAN SUF
dyng Sslke. DUNG GHI TREN HOP
Ban quan: 3
Noi kho rio, nhigt 6 €30°C, trdnh dnh séng. Sk walt iy e ey
Hop 1 chal x 30 vién nén Box of 1 bottle x 30 tablets CONG TY CO PHAN DUGIC PHAM AN THIEN
& i& €16, D958 KCN Hip Phustre, HINNi B#, To HOM
S516 8%
W (Batch no) K"“_g;
AT N PYAESA m A TN AN
cows Y0 et P e S

Han ding:
314 Bong Sao, Phwimg 5, Qudn 8, TR HOM 00 L0
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€0 PHAN DUQ'C PHAM AN THIEN
AN THIEN PHARMA 314 Béng Sao, Phurdng 5, Qudn 8, TP. HCM

MAU NHAN, HOP XIN DANG KY
1 - Mau nhén hdp chira 1 chai x 60 vién nén

2 - Mau nhan chai chira 60 vién nén

Simeastabin
Ti duge vira 80 1 vidn

Gl Ginh - Ching chi dinh - Libu ding
deﬂm-mrwxl‘hm
guvlduﬂhhu khic:

&mmmm

Bao quan: Noi khd rio, nhist 46
trinh dnh séng

568 BX:
Ngay SX:
Han d¢lng:

Atizet
Plus

k"‘"“" CHAI 80 VIEN NEN

AtiZet

Ezetimib

Simvastatin

Han dung. 24 thang kb thr npay sdn xubt
Tibu chudn: TCCS
[ SRS

BE XA TAM TAY CUA TRE EM.
00C KT HUONG DN S DUNG TRUGGC

Ezetimib
Simvastatin

&mﬂca&nmmu
T
W
Ati zet = 5
Simvastat 20mg
P’ Té duoc vim 4i 1 vien
us Chi dinh - Lidu ding va céch ding -
Chéng chi dinh - - Téc
ma&?‘n%‘&"’m i
i Xin xem trén t& HDSD kém theo
Ezetimib
- , Théng béo cho béc si nhing tic dung
Simvastatin khong mong muén gép phéi khi sir
dyng thude.
Béo quin:
Noi kho ro, nhigt 3 S30°C, trainh énh séng.
Hop 1 chal x 60 vién nén
&
W S8 15 5X:
iy (Balch no)
M THIEN P ABA Ngay 58X
m“feuam:nwmum Han dong:
314 Béng Sao, Pharimg 5, Quin 8, TP. HOM Exp.daie)
j —

[ESEasaali=c o ot ol
Ezetimibe
Simvastatin
® Box of 1 bottle x 60 tablets /
(v

A R PYARMA
AN THIEN PHARMALCELMICAL CORPORATION
314 Bong Sa0 Street. Yvaed 5. Destnct 6. HCMC

Tiéu chudn: TCCS

2 |
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TY €O PHAN DUQ'C PHAM AN THIEN
AN THIEN PHARMA 314 Bdng Sao, Phuéng 5, Quén 8, TP. HCM

MAU NHAN, HOP XIN DANG KY

1 - Mau nhén hép chira 1 chai x 100 vién nén
2 - Mau nhan chai chira 100 vién nén

Thinh Phin: Ezetimt. . 10mg

- iy 20mg Han diing: 24 thang k& tir ngiry sin xulit
& nmmmmﬂ Tiéu chuln; TCCS
A e R S R -
P’ D XA TAM TAY CUA TRE EM,
mq:mmmnmqm ﬁ&lﬁﬂnﬂmm
sing R s e o b e
e - Ezetimib e v
S8 1 8X: ezelmi
3 . KHONG DUNG THUOC QUA HAN SUr
’us Ngay SX: Simvastatin DUNG GHI TREN HOP.
Han ding:
Sdin xult tai nhi may:
o W CONG TY CO PHAN DUGIC PHAMAN THIEN
Ezetimib “' CBNG TY CO PHAN DUTC PHAM AN THIEN mnga,ummmmmm
2 : s et 314 BOng S20, Phudng 5. Quin 8, TR HCM :
Simvastatin {"/

P

- & PRESCRIFTION DRUG
Thanh phan:
e Han diing: 24 thang ke tir ngay sén xudt
e Simvastatin. ..o 20mMg Tiéu chudn: TCCS
Té duge vira & 1 vidn
P,us Chi dinh - Lidu ding va cach ding - P’us 80K
g o - T o T N B& XA TAM TAY COA TRE &4
ST ), va cac thang tin chi tikt khac: DOC K¥ HUONG DAN SU DUNG
Ezetimib Xin xem trén t&r HDSD kam theo Ezetimibe i TRUGT KHI DUNG i
5 SIS Thong béo cho béc sl nhimg tc dung e . AN COARAC
Simvastatin khong mong mubn gip phéi khi s Simvastatin KHONG DUNG THUOC QUA HAN SUF
dyng thube. DUNG GHI TREN HOP
Béo quan:
Noi kha rio, nhigt 39 <30°C, trinh anh sang. Sén xudl tai i .
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TO HUONG DAN SU DUNG THUOC

o - Vién nén ATIZET PLUS

ATIZET PLUS
Vién nén
Thinh phiin

Ta duge vira da 1 vién
(Lactose, avicel 102, PVP K30, natri lauryl sulfat, talc, primellose, magnesi stearat)
Céce ddce tinh duge Iy

Durge liee hoe

Atizet Plus (ezetimib/simvastatin) 14 mdt thude ha lipid mau c6 tic dung irc ché chan loc su hip thu cholesterol, cac sterol thyc vit lién quan tai rugt
v tre ché su tong hyp cholesterol ni sinh.

Cholesterol huj_,régl trong duoc tao thanh tir hdp thu & rudt va tng hop ndi sinh. Atizet Plus chira ezetimib va simvastatin, hai thanh phan ha lipid voi co
ché tac dung bd sung, Atizet Plus lam giam cholesterol toan phén, LDL-C. Apo B, TG va non-HDL-C, va lam ting HDL-C thong qua tre ché kép su hip
thu va téng hop cholesterol.

Ezetimib: Ezetimib ire ché hép thu cholesterol tir ruél. Ezetimib c6 tac dung khi ding dutng udng va c6 co ché tac dung khac voi nhimg thude ha
cholesterol ciia cac nhom khac (nhir cAc statin, céc thubc irc ché tiét acid mat [resin], c4c ddn xudt acid fibric, va cac stanol c6 nguén gdc thire vét), c.h)d
trach nhiém hép thu cholesterol va phytosterol trrugt. ) . sl 2l
Ezetimib khu trii tai bo ban chai thanh rudt non va (¢ ché hdp thu cholesterol, din dén giam vén chuyén cholesterol tir rudt vao gan: céc statin lam giam

N tong hop cholesterol & gan va hai co ché rigng biét nay bo sung cho nhau cang lam giam cholesterol. )

Trong mdt nghién ciru 1dm sang kéo dai 2 tudn trén 18 bénh nhin ting cholesterol mau, ezetimib (e ché hiip thu cholesterol & rudt khodng 54% so vin
placebo. Mat loat nghién cinu tién 1dm sang da durge tién hanh dé xac dinh sir e ché hdp thu cholesterol chon loc ciia ezetimib. Ezetimib irc ché hdp thu
[''C] - cholesterol ma khong anh hudng toi hép thu triglycerid, cdc acid béo, acid mél, progesteron, ethinylestradiol, hofic cac vitamin A va D tan trong
dau.

Simvastatin: Simvastatin 12 mgt lacton khong hoat tinh. Sau khi uéng. simvastatin bj thuy phan ¢ gan thanh B-hydroxyacid dang hoat dong urong
img, cb tac déng manh dén sur irc ché enzym khir HMG - CoA (enzym 3 hydroxy-3 methylglutaryl CoA reductase). Enzym nay xic tac chuyén dbi
HMG-CoA thanh mevalonat, 1a budc déu vi la bude gion han tbc d¢ trong qua trinh sinh tong hgp cholesterol.

Simvastatin durge chimg minh 12 1am gidm nong dé L.DL-C cd & mirc binh thurdmg va khi tang cao. LDL-C dugce hinh thanh tir protein trong lugng phén
tir réit thdp (VLDL) v duge di hoa chua yéu bai thu thé LDL ai lue cao. Co ché giam LDL cua simvastatin ¢6 thé do giam nong do cholesterol VLDL
(VLDL-C) va kich img thy thé LDL, din dén giam san xuét va tang dj hoa LDL-C. Apolipoprotein B cling giam déng ke trong qua trinh dicu trj v
simvastatin. Hon nita, simvastatin lam tang vira phai HDL-C va giam TG huyét trong Két qua cua cde thay doi nay 13 lam giam ti 1€ cholesterol toan
phén HDL-C v ti 18 LDL-C/HDL-C

Durge dijng hoc
, Hp thu ' _ ‘
| Ezetimib: Sau khi ubng ezetimib dugc hip thu nhanh va lién hap manh thanh chét c6 tac dung dwoc hoc ezetimib-glucuronid. Nong df huyét trong
16i da trung binh (Cya,) dat durge khoang 1 dén 2 gitr déi vai ezetimib - glucuronid va 4 dén 12 gio 461 vai ezetimib. Khong xac dinh dugc sinh kha dung
tuyét ddi cua ezetimib do hoat chét nay khéng tan trong dung méi dé tiém

Diing ciimg thirc &n (bira an nhiéu chit béo hogc khong chit béo) khong anh huong tdi sinh kha dung duomg udng cla ezetimib khi ding liéu :
ezetimib 10 mg. ' , ) ) )
Simvastatin: Sw hién dién cta -hydroxyacid trong vong twén hoan sau khi udng simvastatin duge tim thay dudi 5% lieu ding. phil hep véi chuyén ;
hoa buoe diu manh tai gan. Céc chat chuyén hoa chinh cia simvastatin trong huyét nrong ngudi la B - hydroxyacid va cac chit chuyén hoa ¢o hoat tinh
bé sung. Khi doi, ca chét (rc ché hoat tinh va téng chét ire ché trong huyét twong khong bi anh hudng néu ding simvastatin ngay trirdc bira &n
E-etimib: Ezetimib va ezetimib-glucuronid lién k&t véi protein huyét tuong ngudi tuong (mg 99.7% (ezetimib) va &8 dén 92% (ezetimib- '
o glucuronid).

Simvastatin: Ca simvastatin va B-hydroxyacid déu lién két véi protein huyét thanh ngusi (95%) Dugc déng hoc khi ding liéu don va da liéu
simvastatin khong thdy tich lily thude. Trong nhimg nghién ciru durge ddng hoc & trén, ndng d6 huyét thanh 6 da cua céc chat ire che xuat hign 1.3 giér
dén 2.4 pitr sau khi ding.

Chuyén hoa :

E=etimib: Ezetimib dwoc chuyén hoa co ban @ rudt non va gan nhir lién hop vdi glucuronid (phan img giai doan [1) va sau do bai tiét qua mat. Ba
thly chuyén hoa oxy hoa téi thiéu (phan img giai doan 1) & tét ca cic loai nghién clru. Ezetimib va ezetimib-glucuronid I thanh phan chuyén hoa chinh
cia thude x4c dinh duge trong huyét tuong, chiém tuong img khoang 10 dén 20% va 80 dén 90% tdng sb thude trong huyét trong. E;el{mlb vil e.:et_lmlb-
glucuronid duge dao thai khoi huyét tiremg chim voi ddu hiéu tai sir dung ding k& & rudt gan. Thoi gian ban thai cia ezetimib va ezetimib-glucuronid
khoang 22 gio. : )

anvasgra:m: Simvastatin 14 mdt lacton khéng hoat tinh, nhanh chong dugc thiy phan in vivo thanh B-hydroxyacid trong img, mdt chat (¢ ché manh
enzym HMG-CoA reductase. Su thuy phan dién ra chu yéu & gan: ti 1& thiy phan & huyét twrong ngubi rit chdm. O ngudi, simvastatin dugc hap thu tot
v chuyén hoa budc ddu manh & gan. Si chuyén hoa & gan phy thude lru lugng mau trong gan. Gan 1 noi phan (mg chinh cia thudc, sau d6 céc chit
trong duong duye bai biét vao mat. Két qua la sy hién dign cia thudc hoat tinh trong tuéin hoan méu thap. Thoi gian ban thai cua chat chuyén hoa f-
hydroxyacid sau khi tiém tinh mach trung binh la 1.9 gio.

Thai trir ) ) .

E=etimib: & nguoi, sau khi udng "“C-ezetimib (20 mg), ezetimib toan phdn chiém khoang 93% téng hoat chiit danh dau phéng xa trong huyet twong.
Dé tim thdy turong tmg 78% va 11% hoat chét danh déu phong xa trong phén va mude tiéu thu dwgce trong 10 ngay. Sau 48 giv. khong thay hoat chét danh
diu phong xa trong huyét tuong. _ ‘ » -

Simvastatin: O ngubi, sau khi ubng mot liéu simvastatin dénh du phong xa, 13% hoat chit danh dau phong xa dugc bai tiét vao nude tiéu va 60%
viio phin trong vong 96 gidr. Lugng tim thAy trong phan thé hién lugng thude duoc hip thu va bai tiét thanh cée chdt trong dwong vao mét cing nh
lwong thube khong duoc hip thu. Sau mét liéu tiém tinh mach chat chuyén hoa B-hydroxyacid, chi co trung binh 0,3% liéu tiém tinh mach duge bai tict
vao nudc tigu dudi dang cac chit (rc ché.

Dugc dong hoc trén dbi twong dic bidt ‘ ‘ ) o ~

Bénh nhan cao téi: Nong 00 huyét tuong ciia ezetimib toin phdn & ngudi cao wdi (> 65 tubi) cao hon khodng 2 lin so véi ngudi tré woi (18 dén 45
tudi). Giam LDL-C va dir li¢u an todn & ngudri cao twdi va tuong duong ngudi tré tudi dimg ezetimib.
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Suy gan nhe: Sau mdt lidu duy nhét 10 mg ezetimib, dién tich dudi dudmg cong (AUC) trung binh cia ezetimib toan phén tang khoang 1,7 lén &
bénh nhdn suy gan nhe (diém Child Pugh 5 hoic 6) so vai ngudi khoe manh. Trong mét nghién cir da liéu, kéo dai 14 ngay (10 me mdi ngay) & nhimg
bénh nhén suy gan vira (diém Child Pugh tir 7 dén 9). AUC trung binh cua tong lugng ezetimib ting khoang 4 1in vao ngdy 1 va ngdy 14 so vai ngudi
khoe manh. Khéng cin dicu chinh liéu & bénh nhén suy gan nhe. Khong nén ding ezetimib cho nhimg bénh nhén suy gan vira dén nang (diém Child
Pugh; 9’;} do chura biét anh hudng cia tang néng dé ezetimib toan thin & nhimg bénh nhén nay,

Suy than:

Ezetimib: Sau mdt liéu duy nhét 10 mg ezetimib & nhimg bénh nhan suy than ning (n=8; trung binh CrCl < 3 ml/phit/1.73m’), AUC trung binh cua
ezetimib toan phan tang khoang 1,5 lan so vo1 nguii khoe manh (n=9).

_ Stmvastatin: Trong mit nghién ciru & nhimg bénh nhéan suy thin nang (49 thanh théi creatinin < 30ml/phit), ndng dé huyét trong cia toan b cac
a :Ihi! u;: che sau lieu duy nhat cta chit rc ché lién quan dén enzym khnir HMG-CoA cao hon khoang 2 ldn so voi nguoi tinh nguyén khoe manh.
in

Tang cholesterol mdu nguyén phat:

Atizet Plus (ezetimib/simvastatin) dugc chi dinh nhur diéu tri bd sung cing ché d0 an kiéng dé gidm hién trong tang cholesterol toan phan (C-toan
phén), cholesterol lipoprotein ti trong thap (LDL-C), apolipoprotein B (Apo B), triglycerid (TG). va cholesterol lipaprotein ti trong khong cao (non-

khong cd tinh chat gia dinh) hoac tang lipid mau hén hop:

- Diéu tri voi bénh nhin da dicu tri statin don trj liéu nhumg chua kiém soat dirge hoan toin.

- Bénh nhén da diing mét statin va ezetimib.

Tang cholesterol mdu d&ng.hop fur gia dinh (HoFH):

Atizet Plus dugc chi dinh dé gidm su tang cao ctia cholesterol toan phin va LDL-C trén b¢nh nhdn ngudi 1ém co HoFH. Atizet Plus nén sir dung bd
trgr cho céc phuoang phap didu tri gidm lipid méu khéc (nhur loc bo LDL) & nhimg bénh nhan nay hodc néu nhimg diéu tri nay khéng co sin.

Liéu lrgng va cach ding
Céch ding:
Chi ding Atizet Plus cho ngudi lén, khong ding cho tré em.
_ Bénh nhan nén c6 che 6 &n kiéng cholesterol tnrde khi bt ddu ding Atizet Plus va nén tiép tuc an kiéng trong thoni gian diéu tri. Lidu ding nén cu

thé hoa cho timg bgnh nhén dyra trén ndng d LDL-C ban dau. muc dich diéu tri va dap img cua bénh nhan.

Nen uong Atizet Plus mét lin duy nhét vao budi téi, cing hoiic khéng ciing thirc in.

Khuyén céo bat du diéu trj voi liéu thip nhat ma thude co tac dung. Liéu Atizet Plus (ezetimib/simvastatin twong img 10/20 mg) uéng 1 vién 1 ldn
duy nhat vao budi to1. .

Biéu tri do’ng theri var ede thuoe khde:

Atizet Plus nén sir dung trudc > 2 gio hofie sau > 4 gidr khi sir dung mot thube gin vdi acid mét.

5 bénh nhan ding amiodaron. amlodipin, verapamil, diltiazem dong thoi voi Atizet Plus, liéu Atizet Plus khdng nén virgt qua 1 vién/ngay
(ezetimib/simvastatin tvong tmg 10/20 mg)

(3 nhimg bénh nhan diing liéu niacin ha lipid (> | g/ngay) dong thii véi Atizet Plus, liéu Atizet Plus khong nén vugt qua 1 vién/ngay
(ezetimib/simvastatin tuong img 10/20 mg)

Bénh ﬂhr.fn suy than:

Khéng cdn chinh liéu 0 nhimg bénh nhin suy thin mirc d¢ vira phai. Khéng nén ding thude cho nhimg bénh nhén suy thin néng (dd thanh thai
creatinin < 30 mL/phut). o i )

Bénh nhdn suy gan: Khong cdn di€u chinh lidu & nhimg b¢nh nhén suy gan nhe (diém Child - Pugh 5 hodc 6). Khéng nén diing Atizet Plus cho
nhimg bénh nhén suy gan vira (diém Child-Pugh 7 dén 9) hodc suy gan nang (diém Child-Pugh > 9).

Bénh nhdn cao 1uoi: Khdng cdn diéu chinh liéu & bénh nhan cao wdi,

Tré em: Khong diing cho tré em durdii 10 tudi nhumg thude ciing co thé duge xem xét diéu tri cho tré em trén 10 tudi.

Chéng chi dinh

Qua man vai hoat chét hofic bit ky ta durge ndo ciia thude

Bénh gan the hoat déng hodc tang transaminase huyet tuong kéo dai khong rd nguyén nhin,

Phu nir mang thai va phu ni cho con bil. ) )

Dung két hop vai cac thude e ché manh CYP3A4 (nhur itraconazol, ketoconazol, posaconazol, thude (re ché HIV protease, boceprevir, telaprevir,
erythromycin, clarithromycin, telithromycin va nefazodon).

Dung két hop v6i gemfibrozil, cyclosporin, hodic danazol.

Bénh co thir phat do ding céc thubce ha lipid khac.

Thin trong . .
Bénh b covtiéu cor van: Ciing nhu cic thude trc ché men khir HMG-CoA khac, nguy co b¢nh Iy co/tiéu co van lién quan dén lidu simvastatin. ()
nhimg bénh nhan bat dau ding Atizet plus nén théng bao cho bénh nhén nguy co bénh 1y co va khuyén bénh nhin théng béo ngay bét ky dau co. moi co

ho#c yéu co khdng xéc dinh duge nguyén nhin. Nén ngimg ding Atizet plus ngay tirc thi néu chin doén hofic nghi ngér bénh 1y co.

Giam chire ndng cua protein van chuyén: 3

¢ (iam chirc ning cua protein vin chuyén OATP gan ¢6 thé 1am ting tiép xtc voi h¢ théng cia acid simvastatin va lam ting nguy co bénh co, tiéu
co vin. Giam chirc nang c6 thé 12 két qua sir irc ché ciia tuomg tac thude (vi du ciclosporin) hodc & nhimg bénh nhn nguii mang kigu gen SLCO1BI
c.521T>C.

+ Bénh nhan mang gen SLCO1BI alen (c 521T> C) ma héa cho mét protein OATP1BI it hoat dng, c6 nghia 14 tang tiép xte (AUC) cua )
simvastatin acid va ting nguy co bénh co. Nguy co ciia lidu cao simvastatin (80 mg) lién quan bénh co la khoang 1%, khong cén xét nghiém di truyen.
Dura trén cac két qua thir nghiém 1dm sang, & ngudi mang gen ddng hop ti alen C (CC) duoe didu tri bing liéu simvastatin 80 mg ¢o nguy co bi bénh co
1a 15% trong vong mot nim, trong khi & nguei mang gen di hop tir (CT) 14 1,5%. Neuy co twomg img 14 0,3% & nhimg bénh nhén c6 kiCu gen phd bién
nhit (TT). Kiéu gen mang alen C dugc coi nhu mét phin cia viée danh gid lot ich - nguy co trude khi ké don simvastatin 80 mg cho timg bénh nhan va
tranh diing liéu cao & nhimg bénh nhan ¢6 kiéu gen CC. Tuy nhién, su ving mét cia kiéu gen nay khong logi trir b¢nh co véin co thé xdy ra.

Do nong d¢ creatin kinase (CK): Khong nén do ndng do CK sau khi vén dong gang sirc hay c6 sur hién dién ciia mjt nguyén nhén nao d6 1am tang_
CK vi diéu nay cé thé 1am sai l¢ch két qua. Néu ndng dp CK trude khi diéu tri > 3 1dn gidi han trén cia mic binh thuong (ULN) thi khdng nén bat dau diéu
tri bang simvastatin.

Cdn nhdc theo dbi creatin kinase (CK) trong iruimg hop. i

+ Trudre khi didu tri. xét nghiém CK nén dugc tién hanh trong nhimg truémg hop: Suy gidm chire néing thén, nhuge giap.llién sir ban thén hodc tien
st gia dinh méic bénh co di truyén, tién sir bi bénh co do sir dung statin hosic fibrat trrée dé, tién sir bénh gan va/hogc udng nhiéu rugu, bénh nhan cao woi
(> 70 tudi) c6 nhimg yéu 1 nguy co bj tiéu co vin, khi ning Xay ra wong tic thude va mot 6 ddi twong bénh nhéan dac biét. Trong nhimg trrong hop nay
nén cin nhac lgi ich/nguy co va theo ddi bénh nhan trén ldm sang khi diéu trj bing statin. Néu két qua xét nghi¢ém CK > 5 ldn gi6i han trén coa mirc binh
thuong. khong nén bit dau diéu tri bang statin. . _ . . i

+ Trong qué trinh diéu tri biing statin, b¢nh nhan cdn thong bao khi co cdc biu hién vé co nhu dau co, cimg co, yeu co .. Khi co céc biéu hién nay,

HDL-C), vi de tang cholesterol lipoprotein ti trong cao (HDL-C) & bénh nhén ¢6 tang cholesterol mau nguyén phat (dj hgp tir ¢6 tinh chér gia dinh %,—-
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i

bénh nhan cén lam xét nghiém CK @€ c6 cac bi¢n phap can thi¢p phi hop.

Ddnh gid nguy co anh eomg dén co vin do teong tie thudc:

+ Nguy co bénh co vi tiéu co viin ting 1én dang ké khi sir dung ddng thivi Atizet Plus vdi chit irc ché manh CYP3A4 (nhu itraconazol, ketoconazol,
posacenazol, voriconazol, erythromycin, clarithromycin, telithromycin, thude irc ché protease HIV ( nelfinavir), boceprevir, telaprevir, nefazodon, thudc ¢o
chira cobicistat), ciing nhu ciclosporin, danazol, va gemfibrozil. Chéng chi dinh khi sit dung déng thsi vai cac thuée nay.

+ Do thanh phén cia ghué-c chira simvastatin, nguy co bénh co va tidu cu vin cling ting 18n déng ké khi sir dung ddng thr voi cac fibrat khic. niacin
(= 1 g/ngay) hotic sir dung dong thoi voi amiodaron, amlodipin, verapamil hojc diltiazem. Nguy co cia bénh co bao gom ca tiéu co van co thé tang |én khi
dung ddng thor vor acid fusidic. DAi voi bénh nhan HoFH. nguy co nay co thé tang lén khi si dyng ddng thoi voi lomitapid.

+ Do lién quan dén cic chat trc che CYP3A4, nén tranh sir dung déng thiri Atizet plus va nudc ép budi, cac hoa qua ho cam chanh.

+ Bé¢nh nhin dang udng céc loai thudc ¢ tac dung irc ché vira phai CYP3A4 dong thon voi Atizet Plus, dfic bit 1 Atizet Plus lidu cao, ¢6 thé c6
nguy co cao bi bénh co. Khi sir dung dong thin Atizet Plus voi mdt chdt e ché CYP3A4 vira phai (1am tang AUC khoang 2 - 5 1dn), diéu chinh liéu co thé
cin thiét. BSi voi mot s6 thube tre ché CYP3A4 vira phai (vi du diltiazem), liéu 16i da cia Atizet Plus 1a 10/20 mg.

+ Sy an toan va higu qua caa Atizet Plus khi su dung dong then vai fibrat chua duge nghién cira. Nguy co bénh co gia tang khi simvastatin duoc sir
dung ddng thdi v6i cac fibrat (dac bidt 14 gemfibrozil). Vi vay. chéng chi dinh khi sir dung dong thasi Atizet Plus voi gemfibrozil va viée ding dong thai vo
cac fibrat khac khong duge khuyén cao,

Bénh nhdn mac bénh phoi ké: Néu ding simvastatin, dac biét 1a dung lau dai co nguy co mic viém phdi k& véi céc triéu chimg kho tha, ho khan, suy

giam sirc khoe tong quat (mét moi, giam cén, sot). Neu phat hién bénh nhan phat trién bénh phdi ke thi cdn ngumg thudic statin,

Ddnh gid chire ndng gan:

+ Xét nghiém chirc néing gan duge thuc hién trude khi bit diu diéu trj vai Atizet Plus va sau do khi cé chi dinh 1im sang. B¢nh nhan tang dén liéu

10/80 mg nén duge xét nghi¢m trude khi chinh 1iéu, 3 thang sau khi chinh liéu 10/80 mg va dinh k¥ sau d6 (mira nam mot lin) trong nam dau tién diéu
tri. Bac biét chi y & nhimg bénh nhan c6 nong dd transaminase huyét thanh cao. va o nhimg bénh nhén nay, céc phép do phai dwge 13p di 13p lai kip thirig
vi t;m‘mg xuyén hon sau d6. Néu 6 tién trién ting ndng d transaminase, dac biét 1a néng g transaminanse tang 1én 3 x ULN va dai dang, nén ngung
thude.

+ Néu tdn thuong gan nghiém trong vén cac tridu chimg 1dm sang va/hodc tang bilirubin mau hodc vang da trong khi diéu tri véi Atizet Plus, nén

tam thiri ngumg thude. Néu mot bénh nguyén thay thé khong duoc tim thiy, khéng bat dau diéu tri lai vai Atizet Plus. k
+ Atizet Plus nén dugc sir dung than trong & nhimg bénh nhén uéng nhiéu rugu. [
Bénh nhdn suy gan: Do chira biét anh huémng cia s tang tiép xiic ezetimib ¢ bénh nhan suy gan vira hoc nang. Atizet Plus khong dirge khuyén cdo

str dung & nhom bénh nhén nay. I

Bénh nhdn ddi thdo dwimg: Statin c6 thé 1am ting dudmg huyét, ddi véi bénh nhin c6 nguy co cao nhir ditmg huyét lic doi 5.6 dén 6.9 mmol/l, BMI
> 30 kg/m?, tiing triglycerid, ting huyét ap cén theo ddi ca vé sinh hoa va lam sang, 9

Tre em: =

+ Hiéu qua va an toan cua ezetimib phoi hgp voi simvastatin @ bénh nhin tir 10 ¢én 17 tudi c6 tang cholesterol mau gia dinh di hop tir da duye danh

gid trong mot thir nghiém 14m sang c6 kiém sodt & cac bé trai wdi vi thanh nién va & nhimg bé gai it nhdt sau mot nam ddy thi. Két qua, thude thudmg

khong tac déng dén sy tang truong hay truong thanh tinh duc trong thanh thiéu nién nam hay ni¥, hodic bat ky anh huang dén chu ky kinh nguyét & it

Tuy nhién, anh hwémg ciia ezetimib cho mét dgt diéu trj > 33 tudn ddi V@i sur tang trudmg va truong thanh tinh dyuc chura duge nghién ciru.

+ Sy an todn va hidu qua cia ezetimib phéi hop voi simvastatin liéu trén 40 mg hang ngay khéng duge nghién ciru & bénh nhi tir 10 dén 17 tuéi.

+ Ezetimib chura duge nghién ciru ¢ nhimg b¢nh nhi nhé hon 10 tudr. )

+ Hiéu qua ldu dai cua viéc diéu tri vai ezetimib & bénh nhan dudi 17 téi dé lam giam ty 1& mac bénh va tir vong & tudi trudmg thanh chua duge

nghién cinu.

Fibrat: Sy an toan va hiéu qua cia viéc sir dung déng théri ezetimib vai fibrat chira dirgc chimg minh. )

Thudc ching dong mdu: Néu Atizet Plus duge sir dung dng thin voi warfarin, thude chéng dong coumarin, hoge fluindion, ty sd binh thuong hoa

qube té (INR) cén duge theo ddi mat cach hop 1i. . , '

Cinh bdo td duwge: Ta duge ¢o chia lactose, khing nén sir dung cho bénh nhéin khong dung nap galactose, thicu hut Lapp lactase, roi loan hap thu

glucose - galactose.

Sir dyng cho phy nir cd thai va cho con bi )

Atizet Plus chong chi dinh cho phu nir c6 thai. Khéng c6 dir liéu 1am sang vé viée sir dung Atizet Plus trong khi mang thai. )

Atizet Plus chéng chi dinh sir dung trong thoi gian cho con bi. Cac nghién ciru trén chudt dd cho thiy rang ezetimib dirge bai tiét vao sita me. Neudi

ta khong biét lidu cdc thanh phin 6 hoat tinh ciia Atizet Plus c6 duge bai tiét vao sita mg hay khong.

Téc ddng cia thube khi 14i xe v vin hinh mdy moc ) :

Atizet khong anh huéng hodc anh hirimg khéng dang ké dén kha nang 14i xe hodic vin hanh may méc. Tuy nhién, mét s0 tac dung khong mong

mudn nhir chong mat ¢6 thé xay ra, thin trong khi lai xe hodic véin hanh may moc khi dang ding thudc
Twong tac thude ) ) )

Twong tde duge lue hoe: Tuong tac vai cic thude ha lipid huyet co the giy ra bénh co khi ding don ri:

+ Nguy co ctia bénh co. bao gdm ¢ tiéu co vén, ting 1én trong qua trinh dung dong thoi simvastatin vai fibrat. Ngoai ra, cd twong tée dirge dong

hoc ciia simvastatin voi gemfibrozil din dén tang nong do simvastatin trong huyét twemg. Trudmg hop hiém cua bénh co/tiéu co van 42 dugc quan sat khi
simvastatin phoi hop véi thude ha lipid niacin liéu cao (> 1 g/ngay).

+ Fibrat c6 thé lam tang su bai tiét cholesterol vao mat, din dén soi mat. Trong mot nghién ciru tién 1dm sang & cho. ezetimib lam ting cholesterol

trong tai mat. Mac du lién quan dén nguoi chira rd, dung chung Atizet Plus vai fibrat khong duge khuyen cdo

Tueong tac dwge dng hoc: ) ) ) )

+ Tuong tac chong chi dinh: chét ire ché manh CYP3A4 (nhu itraconazol, ketoconazol, posaconazol, voriconazol, erythromyein, clarithromycin,

telithromycin, thudc irc ché protease HIV (nelfinavir). boceprevir, telaprevir, nefazodon, thude ¢6 chira cobicistat). ciing nhir ciclosporin, danazol, va

emfibrozil. X

g + Tuong téc khong khuyén cao ding chung: Cac fibrat khac, acid fusidic. niacin voi liéu > 1 g/ngay (ddi vai ngudi chau A).

+ Tuong téc cin theo ddi diéu chinh liéu dung: .

Amiodaron, amlodipin, verapamil, diltiazem, niacin (=1 g/ngay): Liéu Atizet Plus hang ngdy khong qua 10/20 mg.
Lomitapid: Déi vi bénh nhan HoFH, lidu Atizet Plus hang ngay khong qué 10/40 mg.
Nudée ép budi va hoa qua ho cam chanh: Tranh uéng khi ding Atizet Plus. ) _

Céc thude vec ché trung binh CYP3A44: Bénh nhan ding cac thude khac duoe cho 1a ¢6 tac dung ire ché trung binh CYP3A4 két hop vai Atizet plus.

dfic biét khi dung Atizet plus liéu cao, co thé tang nguy co bénh Iy ca. ) ’

Céc fibrat khdc: Sit dung két hup voi fenofibrat lam tang tong nong do ezetimib khoang 1,5 - 1,7 lan nhumg khong ¢ y nghia lim sang. Da danh gid

tinh an toan va hiéu qua cia ezetimib két hgp véi cée fenofibrat chua duge thiét lap. Céc fibrat co the gay tang thai trir cholesterol vao mit, gdy soi mdt.

Acid fusidic: Nhimg bénh nhén dang diéu tri acid fusidic két hgp véi Atizet plus cd the ting nguy co bénh Iy co. Nén theo ddi chat che bénh nhin

dang diing Atizet plus véi acid fusidic. Nén cin nhiic ¢o thé tam ngimg Atizet plus.

Simvastatin lam ting tac dung ciia warfarin va ndng d¢ digoxin trong méu, Bénh nhén dung simvastatin va warfarin hay digoxin nn dugc theo ddi

A

cén than.
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Cholestyramin lim gigm hdp thu cua ezetimib do d6 Atizet Plus nén duge ding hai gio trude hoic it nhét 12 bdn gits sau khi ding cholestyramin.

Tang nguy co thn thirong co khi sir dung statin dong thavi véai colehicin

Thude e ché protein vén chuyén: Lam ting ndng do caa simvastatin trong hmél tuong do do lam ting tac dung khong mong mudn 1én co.

Viéc sir dung dong th cac thude ha lipid mau nhom statin voi cac thude diéu tri HIV va viém gan siéu vi C (HCV) ¢6 thé lam tang nguy co géy ton
thuong co, nghiém trong nhét la tiéu co vin, than hu ddn dén suy thin va co thé gay tr vong.

Thc dung khang mong mudn

Thieomg gap. 1/100 ADR < 1/10

- Xétnghiém: Tang AST, ALT. CK mau

It gap. 1/1000 < ADR < 1/100 ‘

- Xét nghiém: Tang bilirubin, acid uric, gamma — glutamyltransferase mau; tang ty s6 binh thudmg hda quéc té (INR), protein nudc tiéu, giémﬂ':,w/

trong lugng.

- Thén kinh: Nhirc ddu, chong mat _ .

- Hé tiéu hoa: dau bung, dau bung trén. dau bung dudi, rdi loan tiéu hoa, déy hoi.budn ndn, nén.

- Dava md dudi da: Ngira, phat ban ) )

- Co xwong khdp va mé lién két: Dau khap, co thit co, yéu o, khé chiu co xuong, dau co.

- Tam thin: Réi loan gide ngu

Chung: Suy nhuroc, met mdi, khé chiu, phii ngoai bién

Ngoiu ra, khi sir dung thude cd chim statin con c6 mot 58 tac dung khong mong mudn sau:

- Suy giam nhén thirc

- Tang duing huyét

- Tang HbAlc . ) N ) )

THONG BAO NGAY CHO BAC ST NHUNG TAC DUNG KHONG MONG MUON GAP PHAI KHI SU DUNG THUOC,
Qud lidu va cich xir tri
Cac nghién ciru da chi ra rang liu cao simvastatin cé thé gdy chét & chudt. mac di khdng cd cde triéu chimg cp thé Tuy nhién, cac nghién ciru trén
h — ché cho ring qua héu 16m ezetimib/simvastatin (10/20 mg) khong c6 kha niing giy ra vén dé nthEm lrongéhoic ldu dai (cdc triéu chimg chi thdy ¢6 non
mira va di tiéu phan séng). DA ¢6 vai trwémg hop qua liéu simvastatin trén nguiri. Khéng c6 bién chimg vé ldu dai. LDy ciia ezetimib > 1000 madk
simvastatin > 1000 mgfkg.
Trong céc nghién ciru, liéu cao ezetimib ciing khong gy ra vin dé nghiém trong. (5 dong vat, khong c6 doc tinh xay ra sau khi uéng hgu on
ezetimib 5000 mg/kg ¢ chudt va 3000 mg/kg o ché. Trong s it cde trudng hop qua lidu da duoc bao cdo, cac triéu chimg nay hodc la nhe hod
16n tai. Khong cé van dé nao nghiém trong xay ra,
Simvastatin: Mot vai truimg hop qua liéu da dirge bao cdo, lidu tm da dimg 14 3.6 g Tat ca cac bénh nhan hdi phuc ma khong dé lai di chu'ng
Néu bj qué lidu Atizet Plus, ¢o thé "rira da day" hofic dung thube gdy non. Loc méu o thé s€ khong thé loai bo dugc thude. Viée diéu tri3
thé lién quan dén cham soc hd trg, trong do bao gém digu tri céc tridu chimg xay ra do hau qua cia tinh trang qué lidu, bao gbm:
- Theo ddi chit ch@ luru lugng tim, huyét &p, va nhip the
- Truyén dich tinh mach (IV) .
- Phuong phap diéu tri khac dya trén cac bién chimg xay ra.
Bao quin

Bao quan noi kho rao, nhi¢t 46 khong qué 30°C, tranh anh sang,
Tiéu chuan: TCCS
Quy cich ding goi

Hop 02 vix 10 vién nén.

Hop 03 vix 10 vién nén,

Hép 05 vi x 10 vién nén.

Hép 10 vi x 10 vién nén

Hop 1 chai x 30 vién

Hop 1 chai x 60 vién

Hop 1 chai x 100 vién

Hgn ding: 24 thang ké tir ngay san Xudt.
\ DE XA TAM TAY CUA TRE EM

DOC KY HUONG DAN SU DUNG TRUGC KHI DUNG
NEU CAN THEM THONG TIN XIN HOI Y KIEN CUA BAC SI
KHONG SU DUNG THUOC QUA HAN DUNG GHI TREN NHAN
THUOC NAY CHI SU DUNG THEO BON BAC Si

&
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