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THANH PHAN: MGi vién bao phim chix: THUGC BAN THED BN SDK  Reg No. :

- Hoat chdt Simvastatin________20mg BE XA TAM TAY TRE EM

- T4 duges vira 08 1 vién, BOC KY HUUNG DAN SU DyNG TRUGC kHi DNg 5610 SX Lot No. :

CHl BJNH - CACH DUNG - CHONG CHi BjNH: NSX  Mid Date:

Xem t hung din sif dung. San st bdi: GTY THEHH IP SHINPOENE DAEWOO

BAO QUAN: Trong bao bi kin, & nd khd, trinh 58 13, Buling 9A KCN Bién Hoa 2, Béng Nai, Vigt Nam HD Exp. Date :

dnh sang, nhigt 69 dudi 30'C. Nhugng quyén cisa: SHIN PIUING PHARM. G LTIL A ——

TIEY CHUKN: USP 32 434-4, Moknae-dong, Danwon-gu, Ansan-si, Gyeonggi-do, Korea. I SN
Antihypercholesterolemia and antilipidemia agents [GMP - wHO| // N
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B Sold only by prescription

. SIMTEROL

Simvastatin 20mg =

SIMTERO

§ SHINI‘[I[INI} DAEWOD PHARMA GO..LTD.
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COMPOSITION: Each film - coated tablet contains SOLD DMLY BY PRESCRIPTION

- Active ingredient” Simvastatin_____..... 20mg KEEP OUT OF REACH OF CHILDREN

- Bl 45 148 READ CAREFULLY THE LEAFLET BEFORE USE

INDICATION - USAGE - CONTRAINDICATION: See insert Manufactured by: SHINPRENEG BAEWID FHARMA BIL LTI,
STORAGE: In a tight container, at dry place, protected from Bien Hoa Industrial Zone No.2, Dong Mai, Viet Nam

light, temperature below 30°C. Under license of: SHIN PRONG PHAIM. G LT,
SPECIFICATION: USP 32 434-4, Moknae-dong, Danwon-gu, Ansan-si, Gyeonggi-do, Korea.




THANH PHAN: Mdi vién chira:

- Hogt chdr: Simvastatin .........c.cc......
hydroxypropyl cellulose, colloidal silicon=g:
glycolat, povidon K30, natri lauryl sulfat, “Tmagnest stearat, acid ascorbic,
butylhydroxyltoluen, mau vang Opadry 03B62869, polyethylen glycol 6000.

DANG BAO CHE; Vién bao phim

QUY CACH DPONG GOI: Hop 3 vi x 10 vién.

CHI PINH

- Tiing cholesterol méu: H trg ché d6 an udng dé giam cholesterol toan phin va
cholesterol LDL & ngudi bénh ting cholesterol mau tién phat (typ Ifa va IIb),
triglycerid giam it.

- Dy phong tién phat bién cé mach vanh: lam gidm nguy co nhdi mau co tim,
giam nguy co phai 1am cac thi thudt tai tao mach vanh, giam nguy co tir vong
do bénh tim mach & ngudi ting cholesterol méu chua c6 biéu hign lim sang 1o
rét vé mach vanh.

- Xo vira ddng mach: lam chéim tién trién xo vira mach vanh, giam nguy co bién
o6 mach vanh cp & ngudi ting cholesterol mau co biéu hién 1dm sing vé bénh
mach vanh, k& ca nhdi mau co tim trwde do.

LIEU LUQNG VA CACH DUNG

- Liéu thong thuomg & ngudi 16n: khi du 5 — 10 mg = 1 1dn/ngay, ubng vio bira
téi. Didu chinh liéu mdi 4 tudn.

- Liéuduy tri: 5—40 mg * 1 lAn/ngay, udng vao bira tdi.

* Laeu y:

- Cd thé ubng thude vio bita an hofic khi doi.

- Nguoi bénh cin tuin theo ché d9 an it cholesterol trrde khi dicu tri va phai duy
tri ché d6 an nay trong sudt thoi gian didu tri. :

- Diéu chinh lidu lrgng simvastatin theo nhu céu va dap img ciia timg ngudi bang
cich tang liéu timg dot cach nhau khéng dudi 4 tuin cho téi khi dat dwoc nong
6 cholesterol LDL mong mudn hoiic khi dat liéu toi da.

- Vi téng hop cholesterol & gan xdy ra chit yéu vio ban dém, ding thude vao bira
t6i s lam ting hiéu lye cia thudc.

- Han ché phéi hop Simvastatin véi cac thude ha lipid khac vi kha ndng ting
nguy co bénh co.

- Nurde ép budi lam ting sinh kha dung cia simvastatin nén lam ting nguy co
bénh co.

CHONG CHI BINH

- Quéd min véi simvastatin hodc véi bit ky thanh phin nao cia thude.

- Bénh gan hoat dong hodc ting transaminase kéo dai ma khong rd nguyén nhén.

- _Phuy nir ¢6 thai, cho con bi.

SU DUNG THAN TRONG

- Trudc va trong khi diéu trj véi simvastatin, can phai loai trir cdc nguyén nhin
giy tang cholesterol mau (ddi thao dudmg kém kliém sodt, thiéu ning giap, hji
chimg thin hu, réi loai protein mau, bénh gan tic mat, do ding mdt s6 thube
khdc, nghién nrou) va rjn dinh lugng cholesterol todn pbén, cholesterol LDL,
cholesterol HDL va triglycerid. Phai tién hanh dinh luong lipid dinh ky, véi
khoang cach khéng dudi 4 tuln va diéu chinh liéu theo dap (mg cia ngwdi bénh
véi thude. Myc tiéu didu trj 1 giam cholesterol LDL, vi viy cin sir dung nong
6 cholesterol LDL dé bt dAu diéu tri va danh gia dap img diéu tri. Chi khi
Khéng xét nghiém duge cholesterol LDL, méi ding cholesterol toan phin dé
theo doi diéu trj.

- Trong céc thir nghiém lim sang, mét sb it nguéi bénh ubng simvastatin thay
tang ré rét transaminase huyét thanh (> 3 n giéi han binh thuong). Khi ngim
thude & nhimg ngwdi bénh ndy, nong 46 transaminase thuimg ha tir tir tro
mire trirdre didu tri. Mot vai ngudi trong sb nay trude khi diéu trj vi simvastatin
d 6 xét nghiém chirc nang gan bét thudmg va/hodc udng nhiéu rugu. Vi vy,
cAn tién hanh xét nghiém enzym gan trudc khi bit diu diéu trj bing statin va
trong chi dinh 1dm séng yéu clu xét nghiém sau do. Cén sir dung thude thin
trong & ngudri bénh udng nhiéu rugu vishodic ¢ tién sir bénh gan.

- Cién nhdc theo i creatin kinase (CK) trong truémg hop:

o Trude khi didu tri, nén xét nghiém CK trong nhimg trrdmg hop sau: suy
giam chirc nang thin, nhuge gidp, tién sir ban than hay gia dinh méc bénh co
di truyén, tién sir bj bénh co do sir dung statin hay fibrat tnuée do, tién sir
bénh gan vashoje ubng nhidu rrgu, bénh nhén cao tudi (> 70 tudi) co nhimg
yéu rﬁguy co bj tiéu co van, kha nang xdy ra twong tic thudc va cdc dbi
tirgng bénh nhan dac biét. Trong nhimg trwomg hop ndy, nén can nhic lgi
ich/nguy co va theo dai lam sang khi diéu tri bing statin. Néu két qua xét
nghiém CK > 5 lan gi6i han trén cia mic binh thudng, khong nén bit ddu
diéu trj bing statin.

« Trong qua irinh diéu tri bing statin, bénh nhan cin théng bao khi ¢6 céc biéu
hién vé co nhir dau co, cimg co, yéu co, ... Khi ¢ cdc biéu hién nay, bénh
nhan céin 1dm xét nghiém CK dé co cac bién phap can thigp phu hop.

T statin phai tam ngimg hodc thoi hin & bét cir ngudi bénh nao co biéu

#R.cip va nang hofic ¢6 yéu td nguy co dé bi suy thin cép do tiéu co

[\MghiZm khudn cip ning, ha huyét 4p,phiu thudt va chan thwong
én héa, ndi tiét, dién giaihodc co giat khong kiém soat
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Chi ding statin cho phu nit & 4 tudi sinh dé khi ho chic chn khéng mang thai
va chi trong truémg hop ting cholesterol mau rét cao ma khang dép (mg vai che
thude khac.

U’ DUNG O PHU NI’ CO THAI VA CHO CON BU

T

Thuée statin lam giam téng hop cholesterol va co thé co nhiéu chét khdc ¢ hoat
tinh sinh hoc déin xuit tir cholesterol, nén c6 thé giy hai cho thai nhi. Vi vy,
chéng chi dinh simvastatin & phy nit ¢ thai hogc dang nghi ngdr o thai.
Thube statin co thé phan bd vao sira me. Do tiém nang co tac dung phy nghiém
trong cho tré b sira me, chéng chi dinh simvastatin & ngudi cho con bil,

AC PONG LEN KHA NANG LAI XE VA VAN HANH MAY MOC

Simvastatin khéng hodic ¢é anh huémg khéng déng ké lén kha ning lii xe va sit
dung méy moc. Tuy nhién, c6 thé xdy ra tinh trang chong mét nhung rt hiém gip.
TUONG TAC THUOC

P
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Chéng chi dinh phdi hop véi simvastatin véi cic thude ire ché manh CYP3A4
nhir itraconazol, ketoconazol, erythromycin, clarithromycin, telithromycin,
thudc tre ché protease ciia HIV, boceprevir, telaprevir, nefazodon, posaconazol,
gemfibrozil, ciclosporin hodic danazol.
Khéng ding qua 10mg simvastatin/ngay khi phoi hop véi Verapamil, diltiazem,
dronedaron. Chéng chi dinh phdi hop cde thude nay véi simvastatin 20mg/ngiy.
Khéng ding qua 20 mg simvastatin /ngay khi phdi hop véi Amiodaron,
amlodipin, ranolazin.
Gemfibrozil, thuéc ha cholesterol mau nhom fibrat, niacin lidu cao (>1 g/ngay),
acid colchicin: ting nguy co ton thuong co.
Simvastatin co thé lam tang tac dung cia warfarin. Phai xdc dinh thoi gian
prothrombin trudc khi bit dau ding simvastatin va theo ddi thudmg xuyén trong
giai doan du diéu tri dé dam bao khéng c6 thay dbi nhidu vé thoi gian
prothrombin
Nuée ép budi: Tranh ding chung simvastatin voi nuée ép budi do lam tang
nguy co bénh co. .
Cic nhya gin acid mit c6 thé lam giam rd rét kha dung sinh hoc cia
simvastatin khi uong ciing, thoi gian ding 2 thubc nay phai cach xa nhau.

HAN UNG PHU

6i chung cdc thude statin dung nap tét, ty 1& phai ngimg thude thap hon so véi

céc loai thude ha lipid khac.

Thuimg gap:

Tiéu héa: tiéu chay, tao bon, diy hoi, dau bung, budn nén

Thén kinh: dau dAu, chéng mat, nhin mé&, mat ngi, suy nhuge.

Co xuong: dau co, dau khip

Gan: ting transaminase nhung phén Iém khong c6 trigu chimg va héi phye khi
ngimg thude.

ft gap : Bénh ca, ban da, viém mili, viém xoang, viém hong, ho.

Hiém gap: viém co, tidu co van, din dén suy thin cdp thir phat do myoglobin
niéu,

Tiic dung phu khdc ¢6 thé xay ra: Suy giam nhn thire (mét tri nhé, 1 lan, ...),
ting dwdmg huyét, tang HbAlc.

Théng bdo cho bde sT nhitng tic dung phy gip phai khi si dung thubc.

D

UQC LUC HQC
Simvastatin thuée nhém thube statin, 14 thudc irc ché canh tranh véi HMG-CoA
reductase, 14 enzyme xtc téc chuyén déi HMG-CoA thanh mevalonat, mét tién
chiit cila cholesterol.
Simvastatin irc ché HMG-CoA reductase lam giam tbng hop cholesterol trong
gan, kich thich tdng hop thy thé LDL, qua d6 lam ting vin chuyén LDL tir méu
va lam giam ndng dé cholesterol trong huyét tuong.

- Simvastatin lam gidm triglycerid huyét twong & mirc 6 thip hon bing cich lam

DUQC DPONG HOC

tang thanh thai VLDL tén du nhér thy thé LDL.
Simvastatin ciing c6 vai tro trong dyr phong tién phat (Cép 1) bénh mach
ngudi bénh ting cholesterol cé nguy co cao mic bién cd mach vanh.

"

Hdp thu: Simvastatin duoc hip thu tét va chuyén hoa Iin diu qua gan. Néng d9
dinh trong huyét twong ciia chit ¢ hoat tinh dat duge sau 1,3 - 2,4 gity. Thirc an»
khéng anh huémg dén sy hip thu cia thude. e
Phdn bé: Sau khi ubng, simvastatin duge phin bd chii yéu vao gan. Ty 12 lién
két protein huyét tuong 95%. I

Simvastatin cé thé ]:S:la dirgre hing rio mdu ndo.

. Thai tri: Sau khi uéng, thude duoe dao thi qua than khoang 13%, sau d§
nhiéu qua phin _ i
QUA ugu VA XU TRI

Cé vai trromg hop qué liéu simvastatin da dirge bio cdo. Khéng co ngurdi bénh ndo
¢6 triéu chimg djic bidt va tit ca déu hdi phyuc khdng dé lai di chimg.

N

&u xay ra qué liéu, cin didu trj triu chimg va h3 tro khi can thiét.

KHUYEN CAO:
- Trinh xa tim tay tré em.

Thufc nay chi diing theo sy ké don ciia thiy thubc.
ch 7 hwémg dfin sir dung trwée khi diing.
Néu cin thém théng tin, xin héi ¥ kién béc si.

BAO QUAN: Trong bao bi kin, & noi khé, tranh 4nh sang, nhiét 6 dwdi 30 °C.

HAN DUNG: 36 thang ké tir ngay san xuat,
TIEU CHUAN: USP 32,

CONG TY TNHH DP SHINPOONG DAEWOO
Nha may : Sé 13, Pudng 9A, KCN Bién Hoa 2, Dong Nai, Viét Nam
Vin phong: Phong 7, Liu 9, Thip R1-Toa nha Everrich, 968 Butmg 3/2, P. 15, Q. 11, Tp. HCM
Fax : (08) 22250682

Email : shinpoong@spd.com.vn
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Antihypercholesterolemia and antihyperlipidemia agents

SIMTEROL Film-coated tablets

Simvastatin 20 mg

COMPOSITION: Each tablet contains:

- Active ingredient: Simvastatin v 20 Mg

- Excipients: Lactose monohydrate, microcrystalline cellulose PH 101, low-
substituted hydroxypropyl cellulose, colloidal silicon dioxid, citric acid
anhydrous, sodium starch glycolate, povidone K30, sodium lauryl sulfate,
magnesium stearate, ascorbic acid, butylhydroxytoluene, Opadry 03B62869
Yellow, polyethylene glycol 6000.

DOSAGE FORM: Film-coated tablet.

HOW SUPPLIED: Box of 3 blisters x 10 tablets.

INDICATIONS

- Hypercholesterolaemia: As an adjunct to diet to reduce elevated total
cholesterol and LDL-cholesterol in patients with primary hypercholesterolaemia
(type Ia and IIb), triglyceride reduction is at lower level.

- Prevention of primary coronary events: reduce the risk of myocardial infarction,
coronary revascularization proi i lar di deaths in patients
with hyperchol laemia without cl lly evident of coronary heart disease.

- Coronary atherosclerosis: slow developing of artherosclerotic progress, reduce
the risk of acute coronary events in patients with clinical evidence of coronary
heart diseases including previous myocardial infarction.

DOSAGE AND ADMINISTRATION

- The usual dosage range in adults is 5 — 10 mg once daily, given orally in the
evening. Adjustments of dosage every 4 weeks.

. Maintenance dose is 5 — 40 mg once daily, given orally in the evening.

* Note:

- Drug can be administered with or without food.

- The patient should be placed on a standard cholesterol-lowering diet before and
during the treatment

- Adjust si in dosags ding to the demand and the response of the
patient by increasing dosage at the interval not less than 4 weeks until
achievement LDL-cholesterol target or maximum dose.

- As cholesterol synthesis in the liver occurs mainly at the night, the potency of
the drug will be increased when taking it in the evening.

. Concomitant administration simvastatin with other lipid-lowering drugs has
been restricted because of increased risk of myopathy.

- Grapefiuit juice increases the bioavailability of simvastatin, result in increasing
risk of myopathy.

CONTRAINDICATIONS

- Hypersensitivity to simvastatin or to any excipients.

- Active liver disease or unexplained persistent elevati

- Pregnancy and breast-feeding.

PRECAUTIONS

- Before starting treatment, should eliminate the of hyper lemia
(poorly controlled diabetes mellitus, hypothyroidism, nephrotic syndrome,
blood protein disorders, liver disease, biliary obstruction, certain medical
products, consuming substantial quantities of alcohol) and perform the test for
total cholesterol, LDL-C, HDL-C and triglycerides. Should perform lipid tests
periodically, at least every 4 weeks and adjust dosing according to patient’s
response. The goal of treatment is to reduce LDL-C, therefore, the start of the
treatment and the evaluation of the response should be based on LDL-C levels,
if LDL-C levels can not be tested, total cholesterol could be alternative to
evaluate the treatment,

. In clinical studies, a significant increase (more than 3 times of the limit of
normal) in serum transaminases have occurred in a few patients receiving
simvastatin. When simvastatin was discontinued in these patients, the
transaminase levels usually fell slowly to pre-treatment levels. A few of these
patients have had liver function test abnormalities and/or alcohol consumption
prior treatment. Therefore, liver enzyme tests should be performed before
treatment begins and thereafter when clinically indicated. Use with caution in
patients with alcohol abuse and/or a history of liver disease.

- Consider monitoring creatine kinase (CK) in the case of:

« Before starting treatment: CK level should be measured in the following
cases: Renal impairment; Hypothyroidism; Personal or familial history of
hereditary myopathy; Previous history of myopathy caused by using statin or
fibrate; Previous history of liver disease and/or alcohol abuse; In elderly (age
>70 years) with predisposing factors for rhabdomyolysis; potential drug
interactions and special populations. In such situations, the risk of treatment
should be considered in relation to possible benefit, and clinical monitoring
is recommended. If CK levels are significantly elevated (=5 times of the
upper limit of normal) at baseline, treatment should not be started.

« Whilst on treatment, patients must be asked to promptly report muscle pain,
cramps, or weakness. If such symptoms occur, their CK levels should be
measured in order to have suitable interventions.

- Statin therapy should be temporarily withheld or discontinued in any patient
with an acute, serious condition suggestive of a myopathy or having a risk
factor predisposing to the development of acute renal failure due to
rhabdomyolysis, for example, severe acute infection, hypotension, major
surgery and trauma, severe metabolic, endocrine and electrolyte disorders, and
uncontrolled seizures.

- Simvastatin should be administered to women of childbearing age only such
patients are highly unlikely to conceive and have very high blood cholesterol
levels which not response to other medicines.

, caraio

of serum transaminases
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USE DURING PREGNANCY AND NURSING MOTHERS

- Statin reduce cholesterol synthesis, there may have many other active
substances derived from cholesterol which can be harmful to the fetus.
Therefore, simvastatin is contraindicated in women who are pregnant or suspect
they are pregnancy. : . ;

- Statin can in h milk. B of potential serious side effects for
breastfeeding, simvastatin is contraindicated in nursing mothers

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES

Simvastatin has no or negligible influence on the ability to drive and use machines.

However, dizziness may rarely occur.

DRUG INTERACTIONS

. Potent CYP3A4 inhibitors (itraconazole, ketoconazol, erythromycin,
clarithromycin,  telithromyein, ~ posaconazole, HIV protease inhibitors,
boceprevir, telaprevir, nefazodone posaconazol, gemfibrozil, ciclosporin or
danazol): Contraindicated with simvastatin.

- Verapami, diltiazem, d daron: Do not
Contraindicated with 20 mg of simvastatin daily

- Amiodarone, amlodipin, ranolazin: Do not exceed 20 mg of simvastatin daily.

- Gemfibrozil, other fibrates, high-dose niacin (more than 1g daily), cholchicine:
increased risk of myopathy.

. Simvastatin can increase the effects of warfarin. Prothrombin time should be
determined before starting simvastatin and monitored frequently during
therapy.

- Grapefruit juice: Avoid when taking simvastatin b of i
myopathy. o

. The bile acid resins can reduced bioavailability of simvastatin significantly
when used in conjunction, these drugs should be far administered.

SIDE EFFECTS

Generally, statins are well tolerated, discontinuous rate is lower than other lipid-

lowering drugs.

- Common:

Gastrointestinal disorders: diarrhea, constipation, flatulence, abdominal pain,

nausea.

Nervous system disorders: headache, dizziness, blurred vision, insomnia,
100,

Musculoskeletal: myalgia, arthralgia

Hepatic: elevated transaminases, but most of cases have no symptoms and

recovery when discontinuing drugs

- Rare: myopathy, skin rash, rhinitis, sinusitis, pharyngitis, cough.

- Very rare: myositis, thabdomyolysis

- Other side effects may occur: cognitive impairment (memory loss, confusion,
...), hyperglycemia, increased HbAlc.

Inform the doctor of side effects when using medicine.

PHARMACODYNAMIC PROPERTIES

- Simvastatin belongs to the statins group, an inhibitor of HMG-CoA reductase, a
catalyst of mevalonate production from HMG-CoA, an early derivative of
cholesterol.

. Simvastatin inhibits HMG-CoA reductase, reduces cholesterol synthesis in
liver and stimulates the synthesis of LDL receptors, result in increasing LDL
cholestero! transportation from the blood and reducing LDL cholesterol levels
in plasma.

- Simvastatin reduces plasma triglyceride at lower levels by increasing the

1 of VLDL resid by LDL ptor.

. Simvastatin also have a role in prevention of primary coronary events, in
hypercholesterolemia patients with risk of coronary heart diseases.

PHARMACOKINETIC PROPERTIES

- Absorption: Simvastatin is well absorbed and undergoes extensive first-pass
metabolism in the liver. Maximum plasma concentrations of active substances
(Cmax) be achieved within 1.3 — 2.4 hours. Food does not affect the absorption
of drugs.

- Distribution: Following an oral dose, simvastatin is mainly distributed in liver.
The ratio of protein binding of simvastatin is 95%.

- Simvastatin can cross the blood-brain barrier.

- Elimination: Following an oral dose, 13% was excreted in urine and the rest
was excreted in faeces.

OVERDOSE AND TREATMENT

To date, a few cases of overdosage have been reported. All patients have recovered

without sequele. There is no specific treatment in the event of overdose. In this

case, symptomatic and supportive measures should be adopted.

RECOMMENDATION

- Keep out of reach of children.

- This drug is used only by doctor’s prescription.

- Read carefully the leaflet before use.

- Contact your doctor for further information.

STORAGE: In a tight container, at dry place, protected from light, temperature

below 30°C.

EXPIRY DATE: 36 months from the manufacturing date.

SPECIFICATION: USP 32.

d 10 mg of simvastatin daily.

ing risk of
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