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THANH PHAN: M3i vién nén chira: \

- Hoat chdt: Enalapril maleat...............

- Td duge: Flowlac 100, Cellulose vi
hydroxypropy! cellulose, Natri starch glycolat; Collordat-siticon di
behanat. s ==

DANG BAO CHE: Vién nén.

QUY CACH PONG GOI: Hop 3 vi Al - Al * 10 vién nén,

CHI PINH

- Ting huyét ép.

- Suy tim (gidm i vong va bién chimg & nguéri suy tim co tri¢u chimg va nguréri
loan nang thét trai khéng trigu chimg).

- Sau nhoi mau co tim (huyét dong hoc da én dinh).

- Bénh than do dii thao duomg (tang hodc khéng ting huyét ap).

- Suy than tudn tién man.

LIEU LUQNG VA CACH DUNG

+ Nguwir lim;

1) Ting huyét ap vi ciin:

- Liéu khai ddu thong thiémg: 2,5 — Smeg/ngay. Didu chinh lidu theo dap img vé
huyét ap ciia nguéri bénh.

- Liéu duy tri théng thwomg: 10 - 20mg/lan/ngay.

- Liéu gioi han théng thuomg : 40mg/ngay.
Khi diing déng thoi vai thude loi tiéu: ngimg thube lgi tiéu (néu ¢6 thé) trong 1-
3 ngay trude khi bt dau dang Shinapril, Ligu khéi ddu thip, Smg hodic it hon
trong 24 git. Tang dén liéu mét cich than trong theo dap img diéu trj.

2) Suy tim: Nén ding Shinapril déng thn véi thude loi tidu,

- Liéu khoi diu thong thuimg: 2,5mg/lin/ngay trong 3 ngdy diu. 2,5mg x
2lin/ngy trong 4 ngay tiép theo.

- Liéu duy tri la 20mg/ngiy chia lam 2 lin vao budi sang va téi. Lidu téi da 13
40mg, diéu chinh lidu trong 2-4 tuin.

3) Suy chire ning thit trii khong trigu chimg
- Liéu khéi ddu: 2,5mg x 2 lan/ ngay vio budi sang va téi.

- Diéu chinh lidu lién tuc cho téi liéu 10mg x 2lén/ngay vio budi sang va téi.

* Ddi véi bénh nhan suy giam chire nang than;

D thanh thai Creatinin (ml/ Liéu khéi diu (mg/ngiy)
phiit)
80-30 5-10 mg
29-10 2,5-5mg
<10 2,5 mg
Enalapril duge loai trir bang thim tach mau. Diing 2,5 mg enalapril trong ngay

thim tach mau cho ngudi bénh giam chire nang than duge diéu trj bing thim
tach mau. Nhimg ngay tiép theo diéu chinh liéu theo huyét ap.

* Tré em: Chua c6 chimg minh vé sy an toan va higu qua khi ding thude cho tré
em.

CHONG CHI DINH

- Dj g hodic qua min vai thude.

- Phit mach khi mdi bét diu diéu trj nhur cac chit ire ché ACE néi chung.

- Hep dong mach than hai bén thin hodic hep déng mach thin & ngudi chi e mat
thin.

- Hep van dong mach chi, va bénh co tim tic nghén nang,

- Ha huyét 4p cé trée,

THAN TRONG

- N%u’bi giam chire nang thén.

- Dot voi ngudi nghi bi hep déng mach thén, can phai dinh luong creatinin mau
trrdre khi bt diu diéu trj.

SU'DUNG O PHY NI CO THAI VA CHO CON BU

- Thai ky mang thai: Giéng cac chat irc ché ACE khéc, enalapril ¢6 thé gay bénh va
tir vong cho thai nhi va tré so sinh khi nguéi me mang thai sit dung thude.
Sir dung thude trong 3 thang gitra va 3 théng cudi ciia thai kv ¢6 thé gdy bénh din
dén chét thai va ton throng cho tré so sinh, gdm: Ha huyél dp, giam sin so so
sinh, suy thin hoi phuc hoge khéng héi phuc va tir vong.
Phai ngimg ding enalapril cang som cang tét sau khi phat hién co thai,

- Thdi ky cho con bii: Enalapril bai tiét vao sira mg. Vi liéu diéu trj théng thuimg,
nguy co vé tic dung cé hai cho tré bi sita me rat thap.

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

Khi dang 1di xe hay van hanh may méc, nén chi y vi thude thinh thoang co thé xay

ra chong mat hodic mét moi.

TUONG TAC THUOC

Sie dung enalapril déng thi véi mt sé thudce:

Thudc gign mach khdc (vi du nitrat) hodgc cde thude gdy mé: co thé gy ha huyét

ap trém trong. Nén theo doi ngutsi bénh chat ché va diéu chinh bing tang thé tich

tudn hoan (truyén dich).

- Thude lgi tiéu: thinh thoang c6 thé giy ha huyét ap qua mire sau khi bat diu didu

trj véi enalapril. Nén ngimg ding thudce loi tiéu hodic tang ding mudi 1én trrde khi

bit diu diéu trj v&i enalapril.

Thudc gy gidi phdng renin: Tac dung ha huyét p ciia enalapril ting lén boi cac

thude gdy gidi phong renin c6 tac dung chéng tang huyét ap (vi dy thude lgi tidu),

- Thude lam ting kali huyét thanh, vi du cde thude loi nigu giwe kali, cde chdt bé

sung kali hodc mudi chira kali: ¢6 thé giy ting kali huyét thanh, déc biét & nguéi

suy thin, do do nén theo di ngurdi bénh chat ch@ va thutmg xuyén theo dai néng

d6 kali huyét.

Lithi: ¢o thé 1am tang nong do lithi huyét din dén nhidm déc lithi.

Thudc gian phé quan kiéu giao cam, cdc thude chéng viém khing steroid

ISAID): 6 thé lam giam tac dung ha huyét 4p cia enalapril.

BT : (08) 222 50683
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- Thude udng tranh thai: giy ting nguy co tén thuong mach va kho kidm soat huyét
ap.

- Thude chen beta - adrenergic, methyldopa, cdc nitral, thuée chen calci,
hydralazin, prazosin, va digoxin: khong cho thy tac dung phu co ¥ nghia ldm
sang,

TAC DUNG PHU :

- Tac dung phy thuong nhe va thoing qua, nhung cé khoang 3% dén 6% ngubi
diing thu6e phai ngimg didu tri,

- D4 c6 biéu hién ha huyét ap trigu chimg kha nang sau khi ding liéu enalapril diu

tién; co dén 2 - 3% s6 ngwdi trong cac thir nghiém 1am sang phai ngimg diéu tri,

ddc bigt voi nhimg nguwon suy tim, ha natri huyét, va véi nguéni cao tudi duge diéu
trj dong théri véi thude loi tiéu,

Chirc nang thin xéu di (tang nhit thoi uré va ting néng dd creatinin huyét thanh)

di xay ra & khodng 20% nguini ting huyét dp do bénh thin, dic biét & nhimng

ngudi hep dong mach than hai bén hoge hep dong mach thin & ngudi chi co mét

thén.

Thiromg gap, ADR > 1/100

- Hg thén kinh: Nhirc dau, chéng mit, mét méi, mét ngd, dj cam, loan cam.

- Tiéu hoa: Réi loan vi gidc, tigu chay, budn nén, nén va dau bung.

- Tim mach: Phit mach, ha huyét ap ndng, ha huyét ap tr thé dimg, ngdt, danh
trong ngye, va dau ngyre.

- Da: Phit ban,

- H hip: Ho khan, ¢é thé do tang kinin & mé hodic prostaglandin & phéi.

- Khée: Suy thin.

« ftgap: 171000 < ADR < 17100
- Huyét hoc: Giam hemoglobin vi hematocrit, gidm bach ciu hat, giam bach cu

trung tinh.
- Niéu; Protein nigu.
- Hé than kinh trung wong: Hét hodng, kich déng, trim cam ndng.

* Hiém gap, ADR <1/1000
- Tiéu héa: Téc ruét, viem tuy, viém gan nhiém déc « mat, ting cam niém mac

miéng.
- Khée: Qua man, trdm cam , nhin mé, ngat mii, dau co, co thit phé quan vi hen.
* Thing bdo che bdc sT cde tic dung phy gap phai khi ditng thudc.

DUGC LU'C HOC

- Enalapril li thuéc irc ché men chuyén angiotensin, c6 tac dung nhér enalaprilat 13
chit chuyén hoa cia enalapril sau khi uéng. Enalapril lam giam huyét ap & nguii
huyét dp binh thuomg, nguai tang huyét 4p, va c6 tac dung tt dén huyét dong &
nguini suy tim sung huyét, chi yéu do \re ché hé renin - angiotensin - aldosteron,
Enalapril ngan can angiotensin I chuyén thanh angiotensin II (chét gy co mach
manh) nhé ire ché men chuyén angiotensin (ACE).

- O nguéi suy tim sung huyét, enalapril, thuemg phéi hop véi glycosid tim vé thude
I tiéu, lam giam sirc can toan b ngoai vi, dp lvc dong mach phdi bit, kich thude
tim, v ép lire dong mach trung binh va ap lye nhi phai.

- Luu lugng mau thin cé thé tang, nhung 6 loc cu thin thirong khén‘g déi trong
qué trinh diéu trj bing enalapril. Nito uré mau (BUN) va creatinin huyét thanh déi
khi tang khi diéu tri bing enalapril lau dai, nhung hay gip hon & ngudi ¢é ton
thirong than tir tnrée hodic & ngudi ting huyét ap do mach thin. Ngoai ra, chire
nang than c6 thé xdu di r6 rét trong khi diu trj bing thude irc ché ACE & ngudi
cd thin tuéi mau kém bi niing tir trrée. O nguiri déi thao duwémg, enalapril da
chimg té lam giam bai tiét protein - nigu. Enalapril ciing da chimg to lim tang d¢
nhay cam voi insulin & nguéni ting huyét ap bj hodc khéng bi déi thio duong.

DUQC PONG HQC

- Sau khi udng, khoang 60% liéu enalapril dwgc hip thu tir duomg tiéu hoa. Néng dé
dinh cia thuoce trong huyét thanh dat duge trong vong 0.5 - 1,5 it Nira déi thai
trir ciia thude khoang 11 gid. Tac dung huyét déng hoe kéo dai khoang 24 piér,
Thirc an khéng anh huéng téi hip thu thude. Sau khi hép thu, enalapril dugc thiy
phin nhiéu & gan thanh enalaprilat. Néng dd dinh cia enalaprilat trong huyét
thanh xuat hién trong vong 3 dén 4 gio.

- Uéng mét liéu enalapril thuimg lam ha huyét ap rd khoang 1 giér sau khi uéng, ha

téi da trong 4 - 6 gitr va thuimg kéo dai trong vong 12 - 24 gis. Huyét ap co the

gidm tir tir v phai diéu tri mét s6 twén méi dat dugc téc dung ddy di.

Tic dung huyét dong cua enalapril bit diu chim hon va kéo dai hon so véi

captopril. O ngudi suy tim sung huyét, tic dung huyét dong cia enalapril 1o f;ﬁ/

*

vong 2 - 4 gitr va cd thé kéo dai 24 gids sau khi udng mét liéu.
Khoing 50 - 60% enalapril lién két véi protein huyét trong.
Khoang 60% lidu uéng bai tiét vio nwde tidu & dang enalaprilat va d.a{lg khing
chuyén hoa, phin con lai cia thude dao thai theo phén,

QUA LIEU VA CACH XU'LY

- Triéu chimg: Tai ligu vé qua liéu cua enalapril & ngudi con han ché. Dic diém nbi
biit cia qud liéu enalapril 1a ha huyét 4p nang.

Xir 2 Khi qua lidu xdy ra, nén ngimg diéu trj bing enalapril va theo ddi nguoi
bénh chit che, 4p dung céc bién phap diéu trj trigu chirng va h trg nhir gay nén,
rira da ddy, truyén tinh mach huyét twong vi natri clorid dé duy tri huyét 4p va
diéu trj mét cdn bing dién giai. Thim tach méu cé thé loai enalapril khoi tudn
hoidn,

KHUYEN CAO

- Trinh xa tim tay tré em.

- Thube niy chi diing theo sy k& don ciia thiy thuéc,

- I)gc § hwdmg diin sir dyng trrée khi ding,

- Néu cin thém thong tin, xin héi ¥ kién béc si.

BAO QUAN: Trong bao bi kin, & noi khé, tranh anh sang, nhiét dj dudi 30°C,
HAN DUNG: 24 thang ké tir ngay san xuét.

TIEU CHUAN: USP 37

CONG TY TNHH DUGC PHAM SHINPOONG DAEWOO
Nhi mdy : $6 13, Dudng 9A, KCN Bién Hoa 2, Déng Nai, Viét Nam
Van phéng: Phong 5 & 7, Lau 9, Thap R1-Toa nha Everrich, 968 Butmg 3/2, P. 15, Q. 11, Tp. HCM
Fax : (08) 222 50682

Email : shinpoong@spd.com.vn
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COMPOSITION: Each tablet contains

- Active ingredient: Enalapril maleate ... ai

- Excipients: Flowlac 100, Microcrystnﬂlne- cetlulose pH- 102, /[’.uw substituted
hydroxypropyl cellulose, Sodium starch glyculate, Eqﬂ'ﬁﬁﬁfﬁilicﬂﬂe dioxide, Glyceryl
behenate. e =

DOSAGE FORM: Tablets.

HOW SUPPLIED: Box of 3 blisters Al — Al = 10 tablets.

INDICATIONS

- Hypertension.

- Heart failure (reduction of mortality and morbidity in patients with symptom-giving

heart failure, reduction of morbidity in pati with non-symptom-giving left

ventricular dysfunction).

Reduction of mortality in patients with myocardial infarction (patients with

hemodynamic stable condition).

Diabetic renal disease (with or without hypertension)

- Chronic kidney disease

DOSAGE AND ADMINISTRATION

= Adults

1) Essential hypertension

- The usual initial dosage 2.5mg-5mg once daily. Dosage should be adjusted according to
blood pressure response.

+ The usual maintained dosage: 10mg-20mg once daily, once per day.

The usual maximum dosage : 40mg daily.

Patients already receiving a diuretic: if possible, the diuretic should be discontinued for

1-3 days before initiating therapy with Shinapril. The usual initial dosage: Smg or less

than, once daily. Dosage should be increased carefully according to the patients” blood

pressure response.

2) Heart failure: Should concomitant administration Shinapril with diuretics

- The usual initial dosage: 2.5mg once daily for the first 3 days, 2.5mg twice daily for the

next 4 days of the initial week.

The usual maintained dosage: 20mg daily, divided into two times in the moming and

evening, In rare cases, a daily dose as high as 40mg can be needed. Dose-titration takes

2-4 weeks.

3) Non-symtom giving left ventricular dysfunction

- The initial dosage: 2.5mg twice daily in the morming and evening.

Dosage should be adjusted continuously up to 20mg daily, divided into two times

(moming or evening),

FPaiients with renal impairmen:

#*

-

Creatinine clearance (ml/min) Initial dose (mg/day)
80-30 5 - 10mg
29-10 25-5mg
<10 2.5mg

Enalapril is eliminated by hemodialysis. Patients with severely decreased kidney
function, who are treated with hemodialysis shall given 2.5mg of enalapril during the
day when dialysis is done. Other days, the dose is titrated to a level which gives the
wanted blood pressure result,

® Children use: safety and effectiveness in pediatric patients have not been established.
CONTRAINDICATION

Allergy or hypersensitivity to enalapril,

Angioedema during earlier treatment with ACE-inhibitors.

Bilateral renal artery stenosis or unilateral renal artely stenosis in a solitary kidney.
Aortic stenosis and severe obstructive cardiomyopathy.

- Pre-existing hypotension.

PRECAUTION

- Patients with reduced kidney function.
- Patients with 1 renal artery stenosis, serum should be determined

before initiating therapy.

PREGNANCY AND BREASTFEEDING

- Pregnancy: like other ACE inhibitors, enalapril can cause fetal and neonatal morbidity
and death when administered to pregnant women.

Use of the drug during the third and second trimesters of pregnancy can cause fetal
mortality and I injury, including hype 1 skull hypoplasia,
reversible or ireversible renal failure and death.

Enalapril should be di d as soon as | when preg) v is detected,

- Breastfeeding; Enalapril has been detected in human breast milk, The risk of effects on
children is considered very small at normal therapeutic doses.

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES
When driving vehiches or operating machines it should be taken into account that
occasionally dizziness or weariness may occur.

DRUG INTERACTION
C itant use of enalapril and the drug:

- Vasodilating agents (e.g., nitrates) or anaesthetics: may cause exaggerated hypotension
response. Therefore, in that case, patients should be observed closely for possible
additive hypotension effects which can be corrected through increasing the plasma
volume (infusion solution).

- Diuretics: may occasionally result in an excessive reduction of blood pressure after
initiation of analapril therapy; in this case, the diuretic should be discontinued or
inerease the salt intake prior to initiation of enalapril therapy.

- Agens causing remin release: the antihypertensive effect of is augmented by

antihypertensive agents that cause renin release (e.g., diuretics).

Agents increasing serum potasstum levels (potassium sparing dinretics, polassium

il or | fm ¢ ining salt substitutes): may lead to significant
increasein serum potassium, especially in pati with impaired renal function. These
drugs should be used with caution and with frequent monitoring of serum potassium.

Lithium: may cause increased lithium levels, leading to increased lithium toxicity.

1

Ui

Tel : (08) 2225 0683

SHINPOONG DAEWOO PHARMA Co., Ltd.

Factory: No. 13 - Street 9A Bien Hoa Industrial Zone No. 2, Dongnai Province, Viet Nam}

Office: Room 5 & 7, Floor 9", Tower R1, Everrich Building, 968 Street 3/2, Ward 5, Dist. 11, Ho Chi'Min&
Fax : (08) 2225 0682

G TY Xn{ihypertensive agent
(/<. SHINPRIL Tablets

| Enalapril maleate 10 mg

- Sympaithomimetic bronchodilators or oidal anti-infl
can sometimes reduce the antihypertensive effect of enalapril,

= Oral contraceptives: causes the increased risk of vascular damage and difficulty in
controlling blood pressure.

- Beta adrenergic blocking agents, methyldopa, nitrates, calcium-blocking agents,
hydralazine, prazosin, and digoxin: without evid of i of clinically
significant adverse interaction,

SIDE EFFECTS:

- Adverse reactions usually are mild and transient but have required discontinuance of

therapy in about 3 to 6% of patients treated.

Symptomatic hypotension after the first dose of enalapril has been so severe that 2-3%

of the patients in clinical trials needed to stop This is particular in patients

with heart failure, hyponatremia, and with the elderly, who are treated concomitantly
with diuretic agent.

Deterioration in renal function (tr in blood urea nitrogen and serum

ceatinine concentrations) has occurred in about 20% of patients with renovascular

hypertension, especially those with bilateral renal-artery stenosis or those with renal-
artery stenosis in a solitary kidney.

Common, ADR>1/100

- Nervous system: H , fatigue, i paresthesia, dysesthesia.

= Gastrointestinal: taste disturbance, diarrhea, nausea, vomiting and abdominal pain.

v drugs (NSAIDs):

*

fanha

- Cardiovascular: angioedema, severe hyp n, orth hyp ion, syncope,
palpitation, and chest pain.

— Skin: rashes.

= Respiratory: dry, nonproductive cough may be caused by potentiation of tissue kinins

or prostaglandin in the lung,
— Other: renal failure.
Less common, 11000 < ADR< 17100

— Hematology: decrease in hemoglobin and h rit, agranulocytosis, p
- Urology: proteinurea.
— Nervous central system: agitation, panic, extr depression.

-

Rare, ADR< /1000

— Gastrointestinal: ileus, pancreatitis, cholestatic hepato-toxicity, hyperesthesia of the
oral mucosa,

- Other: hypersensitivity, CNS depression, blurred vision, nasal obstruction, muscle
pain, bronchospasm, and asthma.

Inform the doctor about the side effects when using the drug.

PHARMACODYNAMIC PROPERTIES

- Enalapril is an angiotensi werting, enzyme (ACE) inhibitor. It owes its activity to
enalaprilat to which it is converted after oral administration. It reduces blood pressure in
normotensive individuals and hypertensive patients, and produces beneficial
hemodynamic effects in patients with congestive heart failure mainly by suppressing
the renin-angi in ald one system, Enalapril prevents the conversion of
angiotensin | to angiotensin 11 (a potent vasoconstrictor) through inhibition of ACE.

- In patients with congestive heart failure, enalapril, usually in ion with cardiac
glycosides and diuretics, decreases total peripheral resistance, pulmonary capillary
wedge pressure, heart size and mean arterial and right atrial pressures, 1

- Renal blood flow may increase, but glomerular filtration rate is usually unchan
during  enalapril therapy. Blood urea nitrogen (BUN) and serum creatinine
concentrations have occasionally increased during longterm enalapril therapy, but more
frequently in patients with preexisting renal impairment or in patients with renovasculang
hypertension. In addition, renal function can markedly deteriorate during therapy with
an ACE inhibitor in patients with preexisting, severely compromised renal perfusion, /

PHARMACOKINETIC PROPERTIES €]

- Following oral administration about 60% of a dose of enalapril is absorbed from
gastrointestinal tract. Peak serum concentration of enalapril appears within about 0,
1.5 hours, its elimination half-life is about 11 hours, The hemodynamic action lasts for
about 24 hours. Absorption is unaffected by the p of food. Following absorption,
enalapril is extensively hydrolyzed in the liver to enalaprilat, Peak serum concentration
of enalaprilat appears within about 3-4 hours,

- The hypotensive effect of a single oral dose of enalapril is usually apparent within 1
hour and maximal in 4-6 hours and persists generally for 12-24 hours. The reduction in
blood pressure may be gradual, and several weeks of therapy may be required before
the full effect is achieved.

- About 50 to 60% of enalapril is bound to plasma proteins.

= About 60% of an oral dose is excreted in urine, as enalaprilat and unchanged drug, the
rest, in the feces. i\

OVERDOSE AND TREATMENT I

- Symptoms: limited data are available for overdosage in humans. The m:fsl prominent
features of overdose are marked hypotension,

= Treaimeni: when o occurs, therapy with enalapril should be discontinued. The
treatment is usually symptomatic and supportive, and the patient observed closely,
Suggested measures include induction of emesis and/ or gastric lavage, management of
electrolyte imbalance and hypotension by intravenous infusion of plasma and sodium
chloride. Enalapril can be removed from the general circulation by haemodialysis.

RECOMMENDATION

- Keep out of the reach of the children.

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

- Read carefully the leaflet before use.

- Contact your doctor for further information.

STORAGE: In a tight container, at dry place, protegtéd

io°C.

EXPIRY DATE: 24 months from the manufact

SPECIFICATION: USP 37

Email ; shinpoong@spd.com.vn
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