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THANH PHAN: M3i vién chira\"%
~ Hogt chdt: Caplopril ...\ .
= Td durge: Lactose, flowlac 100, ci
stearat.
DANG BAO CHE: Vién nén
QUY CACH DONG GOI: Hop 10 vi x 10 vién, Hop 3 vi x 10 vién.
CHi DINH
Tang huyét ap, suy tim, sau nhéi mau co tim (khi huyél dng da én djnh).
LIEU LUQNG VA CACH DUNG
*Nguwdi ldn:
1) Tdng huyét dp: 25 mg x 2 - 3 lAn/ngay.
* Licu ban ddu c6 thé thdp hom (6,25 mg, 2 lin/ngay dén 12,5 mg, 3 lin/ngay)
ciing c6 thé co hi¢u qua, diic biét & ngudi dang ding thudc lgi tidu,
= Néu huyét 4p khong kiém sodt duge sau 1 - 2 tudn, c6 thé tang lidu t6i 50 mg,
2 - 3 lin/ngdy. Thuong khdng cin thiét virgt qua 150 mg/ngay. Khi dé, cd thé
cho thém thuoc lgi tiéu thiazid liéu thip (thi dy hydroclorothiazid 15 mg/ngay).
2)  Com ting huyét dp (khi cin phai giam huyét ap trong vii gid): 12,5 — 25 mg udng
13p lai 1 -2 lan néu cin, cich nhau khoang 30 — 60 phit hodc 13u hom, nhung cin
ding mét cich thin trong.
3)  Boi vai suy than:

Hé 50 thanh thai creatinin | Liéubandau | Néu chva dat tc dung
ml/phit/m? mg/ngay sau 2 tudn
<50 12,5mgx=3 25 mg x 3
<20 6,25 mg = 3 125 mgx 3

Suy tim: Nén phdi hop véi thudc loi tiéu. Liéu thuémg ding 13 6,25 ~ 50 mg, 2

9
. lan/ngay.
o Khi cin, c6 thé tang dén 50 mg, 2 lin/ngay.

e Nguti bénh gidm thé tich tudn hoan hoic ndng do natri mau dudi 130
mmol/lit, cdn ding li¢u ban d3u thip hon.,
5)  Rdi loan chiee ndng tht tréi sau nhéi mdu co tim:
= C6 thé bit dau ding captopril sém 3 ngay sau nhdi mau co tim kém rdi loan
chirc nang that trai.
Sau khi ding licu ban ddu 6,25 mg, c6 thé tiép tuc véi lidu 12,5 mg x 3
lin/ngdy, sau dé tang Ién 25 mg x 3 lAn/ngdy trong vai ngay tiép theo va niing
1én liu 50 mg x 3 lan/ngdy trong nhimg tun tiép theo néu ngudi bénh dung
nap duge thude,
* Co thé két hop véi nhimg ligu phap sau nhdi méu co tim, nhu thudc tan huyét
khoi, aspirin, thudc chen beta.
6)  Bénh thén do ddi thdo ducng: 25 mg, 3 I':xm’ngay, ding lau dai. Néu chua dat
duoc tic dung mong mudn, c6 thé thém cac thude chdng ting huyét ap (thi dy lgi
tiew, ...),

"+ 773 em: Litu ban diu: 0,3 mg/ke, 3 lan/ngdy, lidu ¢6 thé tang thém 0,3 mg/kg, cir 8

— 24 gis ting mot 1 dén lidu thip nhit c6 tic dung.

* Cdch ding: Uong caplopril 1 gi¢ trudc bira an. -

* Chii y:

~ Phoi hop véi thude lgi tidu ldm tang nguy co ha huyét dp, nhat 1a khi suy tim, ha
natri méu va 6 ngudn cao tudi. Nén ngimg thudc lgi tiéu 3 ngdy truée khi ding céc
chéit irc ché ACE va c6 thé ding lai sau khi da diing cic chét trc ché ACE.

= Nguti méc bénh ty mién mé lién két hofic suy thin vi creatinin huyét thanh < 175
micromol/lit hodc khi didu trj vai chat irc ché mién dich, cin phai kidm tra bach cAu
hai tudn mét lan trong 3 thing du tién. Can gap thiy thudc néu thiy dau hong, sét
hodc ¢6 dau hiéu nhiém khudn.

CHONG CHi DINH
.— Qué min véi captopril hojc voi bét ky thanh phan ndo ciia thuéc,

Tién st phit mach.

— Sau nhdi méu co tim néu huyét dong khang én dinh,

— Hep dong mach thin 2 bén hojc hep ddng mach thin & thiin doc nhat,

— .Hep dong mach chil hodc hep van 2 14, bénh co tim tic nghén njng.

SU DUNG THAN TRONG

—~ Suy gidm chirc nang thin, thim tich mau, mat nuée vi/hodic dang diéu trj thudc lgi
tiéu manh: nguy co ha huyét 4p ning.

~ Captopril co thé gdy tang nhe kali huyét, tranh két hop véi cic thube lgi tidu gitr
kali nhu spironolacton, triamteren, amilorid; néu ding thudc loi tidu thi cin phai rit
thin trong. Thin trong khi diing c4c mudi c6 chira kali va phai kiém tra cin béng
di¢n gidi thudmg xuyén,

-0 ngudi bénh ting hoat dé renin manh, co thé xdy ra ha huyét dp n{ing sau khi dung
liéu captopril ddu tién, Khi d6, cdn tiém truyén tinh mach natri clorid 0,9%. Piéu
ndy khdng cin tré vie tiép tyc sir dung captopril, Néu lidu ban diu thip (6,25 mg
hagic 12,5 mg) thi thoi gian ha huyét &p néing s& giam.

= Dai phau hoge khi gdy mé vdi thudc ha huyét ap: giy ha huyét 4p kich phat, cdn
dicu chinh bing cdich tang thé tich tuin hoan,

~ Nguy co tang manh céc phan dmg phan vé khi sir dung déng thei cdc chit ite ché
ACE va mang thim tach c6 tinh thim cao, loc m4u, rit bét LDL va trong khi giai
min cim - chéng dj img,

= Caplopril gdy phin img duong tinh gi khi xét nghiém aceton nude tidy,

SUDUNG O PHY NU'CO THAI VA CHO CON BU

~ Sir dung cdc chat rc ché ACE trong 3 théng giira va 3 thing cudi cia thai ky cé thé
din dén thuong tn cho thai nhi va tré so sinh (ha huyét ap, gidm sin so so sinh, vd
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nigu, suy thin héi phuc hofic khdng hdi phuc va tr vong), it nude i, chim phat
trin thai, dé non va con dng déng mych. Vi viy khang dugc ding captopril trong
théi ky mang thai.

Captopril bii tiét vao sita me, gy nhiéu téc dung cé hai cho tré bi sira me, Khéng
dugc ding captopril va cdc chit irc ché ACE khéc khi dang cho con bu.,

TAC DONG LEN KHA NANG LAl XE VA VAN HANH MAY MOC

Thudc cd thé lam gidm kha ndng I4i xe va vin hanh may méc, nhit 14 khi bit diu didu
tri, khi di¢u chinh liéu hodc khi ung nrou. Tuy nhién, nhimg anh hudng nay con phy
thuge vdo sy nhay cim cia timg ngurdn,

TUONG TAC THUOC

Furosemid: gdy tic dung hi¢p ddng ha huyét ap.

Khing viém khéng steroid (dfic biét indomethacin): giam tic dung ha huyét ap.

Lithi: 6 thé 1am tang néng d3 lithi huyét thanh d3n dén 1am tAng ddc tinh.

Cdc chat cutmg giao cam: lam giam tdc dung ha huyét 4p cia captopril.
yelosporin, cic thude loi tiéu giir kali: c6 thé gay tang kali,

PHAN UNG PHY

Hau hét cdc phan img phy Ia chéng mat va ngoai ban (khoang 2%). Céc phan img ndy
thuéng phy thuge liéu va lién quan dén nhimg yéu t§ bién chimg nhw suy thin, bénh
m lién két & mach mau, -

Thuomg gdp: chéng mét; ngoai ban, ngira; ho.

It gap: ha huyét 4p ning; thay déi vi gic, viém miéng, viém da diy, dau bung, dau
thugng vi.

Hiém gdp: min cam, may day, dau co, sét, ting bach ciu wa cosin, bénh hach
lympho, sit cin; viém mach; vii to & din ong, Phu mach, phdng méi, phong Iudi;
gigng khin do phu day thanh dm, phi chan tay. Di¢u niy c6 thé de doa tinh mang,
Min cdm 4nh séng, phat ban kiéu pemphigus, héng ban da dang, hji chimg Stevens
— Johnson, viém da tréc viy; vang da, viém tyy; co thit phé quan, hen ndng lén; dau
ca, dau khop; di cdm; trdm cam, 14 Idn; protein ni¢u, hoi chimg than hu, ting kali
mau, giam chire niing thin.

Théng bdo cho bdc st nhitng tic dung phy piip phai khi siv dung thudc.
DUQC LYC HQC :
~ Caplopril I chdt irc ché enzym chuyén dang angiotensin I, dugc ding trong didu tri

D

QUA LIEU VA XU TRi
~ Trigu chitng: Sét, nhirc dau, ha huyét 4p,

BAO QUAN: Trong bao bi kin, & noi khol
HAN DUNG: 36 thang ké tir ngdy sdn xul
TIEU CHUAN: USP 30,
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KHUYEN CAO: R AT
-

tang huyét 4p, va suy tim. Tic dung ha huyét dp cia thudc lién quan dén e ché hé
renin - angiotensin - aldosteron. Renin la enzym do thin sin xuat, khi vio mau tic
dyng trén ca chat globulin huyét twong sin xuit ra angiotensin I, 14 chét decapeptid
€0 it hoat tinh. Nhér vai trd cua enzym chuyén dang (ACE), angiolensin I chuyén
thinh angiotensin I1. Chit sau lam co mach ngi sinh rit manh, déng théi lai kich
thich vo thirgng thin tiét aldosteron, cé tac dung gifr natri va nuwde. Captopril ngan
chiin duge sir hinh thanh angiotensin I1.
Tde dung ching tang huyét dp: Captopril lam giam sirc cin dng mach ngoai vi,
thuée khéng tac dong Ién cung lugng tim. Téc dung ha huyét dp xdy ra trong
khoing 60 - 90 phit sau khi uéng licu thir nhat. Théi gian tac dung phy thude vio
liéu: Sau mét liéu binh thuong, tdc dung thuéme duy tri it nhét 12 gid. Trong didu tri
tang huyét 4p, dap img didu trj téi da dat duoc sau 4 tuln didu tr,
Diéu trj suy tim: Captopril ¢é tic dung tét chéng ting san co tim do (rc ché hinh
thanh angiotensin 11, la chit kich thich tang truémg quan trong cia co tim. Téc dung
huyét dgng va 1dm sang thuémg xdy ra nhanh va duy tri trong khi diéu trj. Cai thién
lim sang thdy cd & ngudi bénh c6 tic dung huyét dong kém. Tuéi mau thin c6 thé
tang nhanh téi 60%, tic dung nay thutmg dat dugce tir 60 - 90 phitt sau khi u6ng mat
liéu va dat tic dyng tdi da sau 3 - 8 gidr, duy tri trong khoang 12 gidr.
Co thé [;héi hop captopril véi digitalis va cdc thudc lgi tiéu, Khéng nén phéi hop véi
cde thuoe lgi ticu gilr kali nhur spironolacton vi c6 thé diin dén tang kali méu ning,
Diéu trj nhéi mdu co tim: Lgi ich cia cic chat irc ché ACE I3 lam gidm ty 1¢ tai
phat nhdi mau co tim, ¢4 thé do lam chim tién trién xo vira déng mach, Caplopril
lam gidm ty 1§ chét sau nhdi mau co tim, Nén ding thudc sém trong con nhoi mau
ca tim c4p tinh cho moi ngudi bénh, ngay ca khi ¢6 ddu higu nhét théi réi loan chirc
ning that trai,

UQC BONG HQC

Sinh khi dung duéng uong khodng 65%, nong 49 dinh trong mau dat dugc sau khi
udng mt gid. Thirc an khdng dnh hudng dén hdp thu cua thubc.

Thé tich phén bé 12 0,7 livkg. Nira dési sinh hoc trong huyét twong khodng 2 gitr. D %
thanh thii todn phén 14 0,8 livkg/git, &9 thanh thi cia thin 14 50%, trung binh I3
0.4 likg/gid. 75% thudc duoc dio thai qua nude tidu, 50% duéi dang Khong'
chuyén héa va phin con Iai 12 chdt chuyén héa captopril cyslein va din chit disulfid
ciia captopril. Suy chirc ning thin cé thé gdy ra tich liy thude, i3

Xir frf: Diéu tri phit mach anh huong dén ludi, thanh mén hodc thanh quin,
gom céc bién phap sau: ngimg ding captopril v dua ngudi bénh vao bénh vien;
tiém adrenalin dudi da; tiém tinh mach diphenhydramin hydroclorid: tiém tinh mach
hydrocortison. Truyén‘ﬁnh mach dung dich natri clorid 0,9% dé duy tri huyét ap. Cg
thé logi bo captopril bing thdm téch mau. v P,

Trinh xa tim tay tré em.

Thudc ny chi ding theo sy ké don cii

Doc k§ huémg diin sir dung trurée khi
Néu ciin thém théng tin, xin hoi y kié

Email :shinpooug@spd.com.vn&wg CUC TRUC}NG
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Angiotensin — converting enzyme inhibitor

CAPTORIL Tablet

(Captopril 25 mg)
%

COMPOSITION

= Active ingredient; Captopril ........cocovmmmmiissssiissiininin e 25 mg.

— Excipients; Lactose, flowlac 100, crospovidone, microcrystalline cellulose PH 102,

magnesium stearate,

DOSAGE FORM: Tablet

HOW SUPPLIED: Box of 10 blisters x 10 tablets, Box of 3 blisters x 10 tablets,

INDICATIONS

Treatment of hypertension, heart failure, post-myocardial inf;

paticnis),

DOSAGE AND ADMINSTRATION

* Adult:

1) Hyperiension: 25 mg x 2 - 3 times daily.

» Lower initial doscs (6.25 mg, twice daily to 12.5 mg, 3 times daily) could be
cffective, particularly in patients with concomitant diuretic treatment.

o If blood p is not adequately lled after | — 2 weceks, the dose can be
increased to 50 mg, 2 - 3 times daily, Usually, it is not necessary Lo exceed 150 mg
daily, but a thiazide diurctic should also be administered in a low dosage (eg. 15 mg
hydrochlorothiazide daily).

2)  Hypertensive crises (1o reduce blood pressure within a few hours): 12.5 — 25 mg
repeated once or twice if necessary at intervals of 30 — 60 minutes or longer, but should
be used with caution.

3)  Renal impairment;

[ dy ically stable

Creatinin clearance Initial dose | If insufficient effect
ml/min/m’ mp/day after 2 week
<350 125 mg = 3 25mgx 3
<20 6.25 mg x 3 125mgx3

) Heart failure: Should be given in combination with a diuretic. Normal dose is 6.25 — 50
mg twice a day.
¢ Ifneeded , the dose can be increased up 1o 50 mg twice daily.

* Patients with hypovolemia or with serum sodium {Na") level below 130 mmol/itre
are given lower starting dose

3} Lefi ventricular dysfunciion afier myocardial infarction:

* Captopril may be initiated as early as three days following a myocardial infarction
with left ventricular dysfunction.

* Afler an initial dose of 6.25 mg, following with 12.5 mg, 3 times daily, then should
be increased to 25 mg, 3 times daily during the next several days and to a target dose
of 50 mg, 3 times daily over the next several weeks as tolerated.

* May be given in combination with other post myocardial infarction therapy e.g.
thrombolytics, aspirin, beta-blockers.

6)  Diabetic nephropathy: 25 mg, 3 times daily for long-term treatment. If adequate control
of blood pressure is not attained, additional hypotensive agents (e.g. diuretics) may be
administered concomitantly,

* Children: Initial dose is 0.3 mg/kg, 3 times daily, dosage may be increased if necessary in

increments of 0.3 mg/kg at interval of 8 — 24 hours, to the minimum effective dose,

* Administration: Orally, taken | hour before meals,

* Note: .

— Concomitant use with diuretics may increases the risk of hypotensive, especially in case of
heart failure, hyponatremia and in the clderly. Interrupt ongoing diuretics 3 days before
starting of ACE inhibitors and may restant diuretics when use of ACE inhibitors is
established

= In patients with ¢ ive tissue discase and/or in patients with low kidney
function with serum creatinine below 175 micromoles/litre, or if treated with immune
suppressive drugs, regular control of white blood cell count every 2 weeks during the first
three months is necessary. Contact the doctor in case of sore throat, fever or other signs of
infection.

CONTRAINDICATION

- Hypersensitivity to captopril or any component of the product,

— History of angioedema. )

= In post myocardial infarction patients with hemodynamic instability

- Bilateral renal artery stenosis, unilateral renal artery stenosis in a solitary kidney.

= Aortic stenosis or bicuspid valve stenosis, severe obstructive cardiomyopathy.

PRECAUTION

*= Decreased kidney function, dialysis, dehydrated and/or severely diuretic treated patients;
risk of severe hypotension.

— Captopril may cause mild elevation of serum potassium (K+), Advoid using concomitantly
potassium sparing diuretics such as spironolactone, triamterene or amiloride. If such
diuretics need to be used, severe precaution should be taken. Be caution when using salt-
substitution ing ium and itor the electrolyte balance frequently,

~ Patients with elevated renin-activity may develop severe hypolension after the first dose of
caplopril. If hypotension occurs, intravenous infusion of NaCl 0,9% is recommended,
However, there is no hind for continuation of tr with captopril. If the initial
dose is low (6.25 mgor 12.5 mg), the duration of the severe hypotension is reduced.

= In case of major swgency or during hesia with hyp ive drugs, severe hypotension
may occur and need to correct by increasing the plasma volume

— Severe increased risk of anaphylactic feactions has been seen during concomitant use of
ACE inhibitors and high permeable dialysis membrancs, hemo-filtration, LDL-aferesis
and during anti-allergy — hyposensibilisation.

— Captopril can also give false positive reaction in analysis for acetone in urine.

USE DURING PREGNANCY AND NURSING MOTHERS

= The use of ACE inhibitors during lbﬁ. second and third trimesters of pregnancy has been

associated with fetal_s:}d onatalginjury (hypol L 1 skull hypoplasia, anunia,
reversible o imevegible et gu'g}'m death),  oligohydramnios, intrauterine growth
WA S S -
LR )
oAt

%
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retardation, prematurity and patent ductus arteriosus, Therefore, captopril should never be
used in pregnancy.

— Captopril is excreted into breast milk and cause harm to nursing infant. Should not use
captopril and other ACE inhibitors in breast feeding.

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES:

The ability to drive and use incs may be reduced, ly at the start of the treatment, or

when posology is modified, and also when used in combination with alcohol, but these effects

depend on the individual's susceptibility.

DRUG INTERACTION

— Furosemide: producing additive hyp ive effects

= NSAID (esp. indomethacin): may reduce the antihypertensive effect,

= Lithium: reversibly increased serum lithium concentration and toxicity.

— Sympathomimetics: may reduce the antiiypertensive effect of captopril,

— Cyclosporin, potassium sparing diuretics: may cause hyperkalemia.

SIDE EFFECTS

Most common ADRs arc vertigo and exanthema (about 2%), The ADRs are usually dose-

dependent, and related to the occurrence of complicating factors, sush as reduced kidney

= 4
h ve-lissue

~ C vertigo; a, itch; cough.
~ Lessc severe hyp ion; altered taste perception, stomatitis, gastritis, abdominal
pain/epigastralgia,

— Rare: hypersensitivity reactions, urticaria, muscle pain, fever, ecosinophilia,
lympadenopathy, weight loss; vasculitis; gynecomastia, Angioedema with swollen lips;
swollen tongue, swollen vocal cord with hoarse voice, swollen airways and swollen arms

and legs. This can be life-th g. Pl itivity, pemphigus-like, erup i
erythema multiforme, Stevens - Jol 's synd: , exfoliative dermatitis; jaundice,
i itis, bronchospasm, ing of asthma; myalgia, arthralgia; paresthesias;
depression, confusion; proteinuria, nephrotic syndrome, hyperkalemia, decreased kidney
function.

Inform doctors with side effects when using medicine.

PHARMACODYNAMIC PROPERTIES

~ Captopril is an angi in-converting enzyme inl which is used in the treatment of
hypertension and heart failure. The blood pressure reducing cffect appears to be related to
inhibition of the rennin-angi in-ald system. Renin is an enzym synthesized by
the kidneys, is released into the circulation where it acts on a plasma globulin substrate to
produce angiotensin I (an inactive decapeptide), Angiotensin | is converted to angiotensin
Il by angi i ting enzyme (ACE). Angiotensin Il is a potent endogenous
vasoconstrictor e, it also stimul 1d secretion from the adrenal cortex,
thereby contributing to sodium and fluid ret Captopril prevents the formation of
angiotensin II.

= The anti hypertensive effect; in treatment of hypertention, captopril decreases the
peripheral arterial resistance. Captopril gives a blood pressure reduction within 60-90
minutes after first dose. The effect duration is dose dependent, and afier a normal dose the
effect is usually maintained for at least 12 hours, In case of anti-h YF ive

imal treatment resp is not achieved until afier 4 weceks of treatment,
= Effect against heart failure: the good effect of captopril against heart muscle hyperplasia is

through inhibition of the formation of 11, since I1 is an imp
growth-stimulant for the heart le. These h dynamic and clinical effects usually
develop very fast and during continued tr Clinical imy ent has been

observed even in patients where the acute hemodynamic effects have been small. Renal
perfusion can increase acutely to 60%. The effecr is usually attained within 60 — 90
minutes after dose and maximal effect after 3 - & hours, Average duration is 12 hours,
Captopril can be combined with digitalis and diuretics. The combination with P i
sparing diuretics should be caution due to he severe hyperkalemia.

= Treatment of myocardial infarction: the benefits of ACE inhibitors have included an
unexpected reduction in the rate of recurrent myocardial infarction, This may be the
consequence of a previously unrecognized effect of these drugs in delaying the
progression of atheroma. A reduction in post myocardial infarction mortality has been
observed in paticnts using captopril. Captopril should be administered carly in the cours
of acute myocardial infarction to all patients with even transient signs of left ventricular
dysfunction.

PHARMACOKINETIC PROPERTIES

= The peroral bicavailability is approximately 65%. Maximal blood concentration are
reached 1 hour afler dose. Food does not affect the absorption of the drug,

= The volume of distribution is 0.7 litre/kg. The half:life in plasma is about 2 hours, Total
clearance is 0.8 litre/kg/hour, renal clearance is 50%, with on average is 0.4 litre/kg/hour,
75% of given drug is excreted into the urine, where of 50% in the unchanged form and the
rest is the metabolites: captopril cysteine and the disulfide-derivative of caplopril,
Reduced renal function may lead to the risk of acumulation.

OVERDOSE AND TREATMENT

~ Symy Fever, headache, hyp

= Treatment: Treatment of angioedema involving the tongue, glottis or larynx may include
the following: withdrawal of captopril and hospitalization of the patient; subcutancous
epinephrine; intravenous diphenhydramine hydrochloride; i hydrocortisone.
Intravenous infusion of NaCl 0,9% is helpful to restore the blood pressure. Captopril is
removable by hemodialysis.

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: Store in a tight container, at dry place, temperature under 30°C.
EXPIRY DATE: 36 months from the manufacturing date.
SPECIFICATION: USP 30
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