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3 Blis. x 10 Tabs.

B Sold only by prescription

Treatment for Hypertension and Angina

CARVESYL

Carvedilol 25mg

SHINPOONG DAEWOD PHARMA GO LTD.

COMPOSITION : Each tablet contains 25mg of Carvedilol
INDICATION - USAGE - CONTRAINDICATION : See insert.
STORAGE : In a tight container at temperature below 30°C,
dry and light-resistani palce.

SPECIFICATION : Manufacturer

Manufactured by: SHINFONG DAEWDH PHARMA G0 LT0L
Bien Hoa Industrial Zone No.2, Dong Nai, Vigt Nam
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3Vix 10 Vién nén

Thudc tri cao huyét ap va dau that nguc

By Thuéc bén theo don

CARVESYL

Carvedilol 25mg
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THANH PHAN : M3i vién chia 25mg Carvedilol
CHI BINH - CACH DUNG - CHONG CHi BINH :
Xem td hudng din sif dung.

BAO QUAN : Trong bao bi kin, & nhiét d du6i 30°C,
nai khd, tranh Anh séng.

TIEU CHUAN : TCCS

THUGC BAN THEO DON
DE XA TAM TAY TRE EM

DOC KV HUGNG DAN SU DYNG TRUGC KHI DUNG

San st bai: GTY TNHH OP SHINPODNG DAEWDO
56 13-Bubng 9A KCN Bign Hoa 2,06ng Nai Vigt Na
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Thube tri ting huyét 4p va dau thiit n . 1
vién nén CARVESYL
(Carvedilol 25 mg)

THANH PHAN: Méi vién co chita
Hogt chit: CArvedilo] ..o s 25 mg
Td diegre: Low hydroxypropyl cellulose, Lactose, Tinh bdt ngo, Acid citric
khan, Colloidal silicon dioxid. Natri starch glycolat, Magnesi stearat, Povidon.
DANG BAO CHE: Vién nén
QUY CACH DONG GOI: 3 Vi x 10 Vién
CHI PINH
| CARVESYL duge ding diéu trj tang huyét p; cd thé dimg mjt minh hodc
két hop véi thude khic, dc bigt voi thude lgi tiéu logi Thiazid.
. CARVESYL dirge ding diéu tri con dan thilt ngye.
 CARVESYL duge dimg di¢u tri suy tim sung huyét nhe hodic vira do thiéu
mau cye b hoie bénh co tim; két hop vai Digitalis, thudc lgi tiéu va thude
{rc ché enzym chuyén angiotensin dé gidm tién trién cia bénh.
LIEU LUGNG VA CACH DUNG ) .
Udng clng voi thire an de giam tiém nang nguy co giam huyét ap the dimg.
Diing Carvesyl 2 gitr tnrde khi ding thube trc ché enzym chuyén dé giam bicu
hién gidn mach & ngudi bénh ding déng thisi thube (re ché enzyme chuyén.
Khing tang lidu hoje ngung ding thuéc khi khéng cé su hudng din cia bic si.
1 Tang huyét dp: .
12.5mg x | lan/nghy trong 2 nghy déu; sau do, 25mg x Uin/ngay.
Cach khac, dung liéu 6,25mg x 2 lan/ngay trong 1 - 2 tudin, co thé ting
12,5mg x 2 lan/ngay uéu can. Lidu téi da: 25mg/lan; 50mg/ngay. Bénh nhin
1ém tudi ¢ 12,5mg x | lan/ngay .
Licu co thé tAng néu sau 2 twin ding thude chua dat duge ket qua
2 Dau thii ngc:
12.5mg x 2 lan/ngay trong 2 ngay dhu; Sau do - 25mg x 2 lin/ngay .
3 Suy tim:
3,125 mg x 2 ln/ngay trong 2 tuin. Néu dung nap dugc, liéu co thé tang
6.25mg x 2 lin/ngay. Liéu co thé tiing cach nhau it nhat 2 fudn. Liéu toi da
25 mg, ngay udng 2 lin doi voi nguli bénh can ning dudi 85 kg hojc 50
mg, ngay uong 2 Jan, déi vl ngudi can ning trén 85 ke
Khong diéu chinh licu & ngudi suy than,
CHONG CHI BINH
1) Bénh nhan suy tim sung huyét khang bit (NYHA dg 111 - IV),
2) Bénh nhin hen phé quan hodc bénh co thit phé quan (co thé din dén con
hen).
Bénh nhin sée do tim. nhip tim chim nang hoge bloe nhi - thit dd 11 hojc
do 1l
4) Bénh gan cé triéu chimg, suy gidm chic nang gan.
5) Bénh nhin man cim vai bl cir thanh phin nao clia thudc.
SU DUNG THAN TRONG
1) Negudi bénh suy tim sung huyét didu tri voi digitalis, thude loi tidu, hogc
thudc e ché enzym chuyén angiotensin vi din truyén nhi - thit co thé bi
cham lai. )
Bénh nhin dai thao duémg khong hogc kho kiém soat, vi thudc chen thu the
beta co thé che lip tri¢u chimg giam glucose huyét,
3) Phai ngimg diéu tri khi thiy xuat hi¢n dau higu thuong ton gan.
4) Ngudi co bénh mach miu ngoai bién, ngudi bénh gay mé, ngudi co ting
ning tuyen giap.
Néu ngudi bénh khong dung nap cée thube chong ting huyét ap khie, cd
thé dimg thin trong licu rit nho carvedilol cho ngudi co bénh co that phé
quan. )
Tranh ngimg thuoe dét ngdt, phai ngimg thuéc trong ths gian 1 - 2 tudn.
Ding carvedilol dong thoi vai ngiri thubc mé phai cin nhie nguy co loan
nhip tim. o
8) Phai can nhiic nguy co néu két hop carvedilol vasi thude chong loan nhip tim
nhom L
9) Chua xéc dinh duge tinh an toan va higu hye cia carvedilol & tré em.
TAC DONG LEN KHA NANG LAIXE VA VAN HANH MAY MOC
Cian than trong khi 14i xe va vin hinh may méc vi thude cé dnh hudmg trén kha
nang nhin thire ciia bénh nhan, dac bigt khi mdi bit diu ding thube, thay doi
liéu, thay d6i ché d¢ diu tri hofic ubng nrou.
SU DUNG 0 PHY NT' CO THAT VA CHO CON BU
— Carvedilol da gdy tac hai lam sang trén thai. Chi ding thuf}g: nay trong thin
ky mang thai néu lgi ich mong doi 16n hon nguy co cd the xay ra. Khong
ding trong ba thing cudi cia thoi ky mang thai hofic gan lie sinh.
_ Carvedilol ¢6 thé bi tiét vao sita me. Khong cé nguy co tic dung khong
mong mudn & tré b me.
TUONG TAC THUOC
* Gaam tde dung:
_ Rifampicin co thé giam ndng dd huyét wong cia carvedilol tdi T0%.
— Tae dung cia cée thudc chen beta khic giam khi két hop voi mudi nham,
barbiturat, mudi calei, cholestyramin, colestipol, thude chen khong chon loc
thy thé a;, penicilin (ampicilin), salicylat, va sulfinpyrazon do giam kha
dyng sinh hoc va nong do huyét tuomg.
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* Teing tdc dung: W

— Carvedilol cb thé ting thc dingeis thubc chén
kénh - calci, digoxin. 40

— Tuong tac cua carvedilol vai clonid
huyét dp va gidm nhip tim.

_ Cimetidin lam tang tac dung v kha dung sinh hoe cua carvedilol.

—  Nhimg thude khic ¢ kha ning lam tang néng do va tic dung ctia carvedilol
bao gom quinidin, fluoxetin, paroxetin, v propafenon vi nhimg thudc niy
{re ché CYP2D6.

- Carvedilol lam ting néng o digoxin khoang 20% khi ubng ciing mét lic,

TAC DUNG PHY

Phin 1om tac dung khéng mong mudn c6 tinh chat tam thoi va hét sau mt thiri

gian. Thuémg gap nhat 1 chong mat (khodng 10%) va nhirc dau (khoang 5%).

1) Tiring gap, ADR = 1 100

— Toan than: Nhire ddu, dau co, mét moi, kho the.

— Tuan hoan: Chong mat, ha huyét &p tu thé,

— Tiéu hoa: Buén nén.

2y ft gap, 1/100 > ADR > 1/1000

— Tuiin hoan: Nhip tim chim.

— Tiéu hoa: Tiéu chay, dau bung.

3) Hiém gap, ADR = 111000

— Mau; Tang tiéu cdu, gidm bach chu.

_ Tudn hoan- Kém diéu hoa tuin hoan ngoai bién, ngdt.

_ Thin kinh trung wong: Trim cam, roi loan gidc ngd, di cam.

— Tiéu hoa: Non, tao bon,

— Da: Miy day, ngira, viy nen.

— Gan: Tang transaminase gan.

— Mit Gidm tiét nudc mit, kich img.

— Ho hap: Ngat mii,

Théng bdo cho bdc sT cdc tdc dung phy gdp phai khi diing thude.

PUGC LYC HQC

Carvedilol 1a mot hén hep racemic 6 tac dyng chen khong chon loc thy thé

cta - adrenergic nhung co tac dung chen chon lgc alpha, . adrenergic.

Carvedilol ¢6 hai co ché tac dung chinh chong tang huyét dp. Mot co ché tac

dyng 1a lam giin mach, cho yéu do chen chon loc thy the alpha;, do do lam

gidm sirc can mach miu ngoai bién. Carvedilol con cd tac dyng chen khing

chon lge thy thé beta. Tde dung gidn mach va chen thu theé beta xdy ra trong

cling mirc 4 lidu lugng. Con thay tac dung chen kénh - calci nhe, Carvedilol

Khong c6 tac dung chi van - beta, ma chi cd tac dung yéu én dinh mang.

Nghién ciru lim sang da chimg minh két hop chen thu thé alpha, v beta lam

tin sb tim hoi giam hodc khang thay déi khi nghi ngoi, duy tri phin sb thé tich

phut va luu hegng méu o thin va ngoai bién.

DUQC BONG HOC

Kha dyng sinh hoc ciia carvedilol trung binh 20 - 25% vi hip thy khong hoan

toan vi vi chuyén héa manh ban déu.

Sau khi uéng mét liéu khodng 1 -3 gid, nong 46 trong huyét twong dat toi da.

Néng do trong huyét tuong ting tuyen tinh véi liéu, trong pham vi liéu khuyén

diing, Thé tich phin bo khoang 2 livkg. D thanh thii huyet tuong binh thwong

khoang 590 ml/phat.

Ba chat chuyén hoa déu co hogt tinh chen thy thé beta, nhung tac dung gidn

mach yéu. Tuy nhién nong o céc chiit chuyén hoa nay thdp, va do d6 khong

gop phin vio tac dyng cia thudc.

Nira din thai trir coa carvedilol 1a 6 - 7 gidr sau khi udng. Mét ty 1§ nhd khoing

15% litu ubng dugce bai tiet qua thin,

QUA LIEU VA CACH XU TRI )

Nhimg triéu ehimg ngd doc carvedilol gom rbi loan vé tim, nhiém dgc hé than

Kinh trung wong, co thit phé quan, ha glucose huyét va tang kali huyét. Tri¢u

chimg ve tim thuong gip nhét gdm ha huyét ap va chim nhip tim. Bloc nhi -

thét, rdi loan din truyén trong tht vi choang do tim ¢6 thé xay ra khi qua liu

nghiém trong, dic bigt voi nhimg thude dre ché mang (vi dy: propranolol). Téc

6ng 16 thin kinh tung womg gom co gidt, han mé va ngimg hé hip thudng

gip vai propranolol va vai thuoe tan trong m@ va irc ché mang khac.

Tri liéu gom diéu trj tri¢u chimg con dong kinh, gidm huyét ap, ting kali huyét

va giam glucose huyét. Nhip tim chim va giam huyét 4p khang voi atropin,

isoproterenol, hofic voi may tao nhip c6 thé dung glucagon. QRS gidn rgng do

ngd dic thube de ché mang cé thé ding natri bicarbonat uu truong, Cho than

hoat nhiéu litu, thim tich méu co thé chi giip logi b nhimg thude phong b -

beta ¢ the tich phin bé nhé, 6 nira doi dai, hofe do thanh thi ndi tai thap

(acebutolol, atenolol, nadolol, sotalol).

KHUYEN CAO

- DE thude xa thm tay tré em

- b r.kg mwémg diin sir dyng trwdc khi dang.

. Niucin thém thang tin, xin héi y kién béc si.

- Thude niy chi ding theo sy ké don cia thiy thube

BAO QUAN:

Trong bao bi ki, & nhiét o dudi 30°C, noi kho- trinh énh sing.

HAN DUNG : 36 thang ke tir ngay san xuat,

TIEU CHUAN : Nha sin xuat.

o dugmg, thudc chen

din dén tic dung lam ting

CONG TY TNHH DP SHINPOONG DAEWOO

)

BT : (08) 22250683

Nhi miy: S5 13, Duimg 9A KCN Bién Hoa 2, Déng Nai, VN
Van phéng: Phong 5 & 7, LAu 9, Thap R1-Téa nha Everrich, 968 Puimg 3/2, P. 15,

Q.11, Tp. HCM
Fax : (08) 22250682

Email : shinpoong@spd.com.vn
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Treatment for Hypertension and Angina

CARVESYL Tablets
(Carvedilol 25 mg)

COMPOSITION: Each tablet contains

Active ingredients: Carvedilol ... 25 mg

Non-active ingredients: Low hydroxypropyl cellulose, Lactose, Com starch,

Anhydrous citric acid, Colloidal silicon dioxide, Sodium starch glycolate,

Magnesium stearate, Povidone,

DOSAGE FORM: Tablet

HOW SUPPLIED: 3 Blisters x 10 Tablets.

INDICATION

I. CARVESYL is indicated for the management of essential hypenensmn
Carvedilol can be used alone or in combination with other antihyp ive
agents, especially thiazide-type diuretics.

2. CARVESYL is indicated for the treatment of angina pectoris.

3. CARVESYL is indicated for the treatment of mild-to-severe chronic heart
failure of ischemic or cardiomyopathic origin, usually in addition to
diuretics, ACE inhibitors, and digitalis, to increase survival and, also, to
reduce the risk of hospitalization.

DOSAGE AND ADMINISTRATION

To potentianally decrease the nisk of orthostatic hypotension, it 1s

recommended that carvedilol should be administered with food, In addition, the

manufacturer suggests that manifestations of vasodilation in patients receiving
concomitant therapy with an ACE inhibitor may be reduced by administering
carvedilol 2 hours prior to the latter drug,

1. Hypertension
Initial dose 12.5my, once daily, increase after 2 days to 25mg, once daily.
Alternatively, an initial dose of 6.25mg is given, twice daily, increase after
one to two weeks to 12.5mg, twice daily. The dosage may be increased
further, if necessary, at intervals of at least 2 weeks, up to 50mg/day. A
dose of 12.5mg, once daily, may be adequate for elderly patients.

2. Angina pecioris:

Initial dose 12.5mg, twice daily; increased after 2 days to 25mg, twice
daily.

. Heart failure: 3,125mg, twice daily, for 2 weeks. The dose may then be
increased, if tolerated, to 6.25mg, twice daily. The dosage should be
increased as tolerated at intervals of at least 2 weeks to a maximum
recommended dose of 25mg, twice daily, for patients weighing less than
85kg or 50mg, twice daily, for patients weighing more than 85kg.

Dose adjustment in renal impairment: not necessary,

CONTRAINDICATIONS

1) Uncompensated congestive heart failure (NYHA class 111-1V)

2) Asthma or bronchospastic disease (status asthmaticus may result),

3) Cardiogenic shock, severe bradycardia or second or third degree heart
block.

4) Symp ic hepatic d decreased liver function,
5) Hypersensitivity lo any component.
PRECAUTIONS

1) Carvedilol should be used with caution in patients with congestive heart
failure treated with digitalis, diuretics, or ACE-inhibitors since
atrioventricular conduction may be slowed,

2) It should be used cautiously in uncontrolled or difficult to control diabetes,
when beta-receptor blockers may disguise hypoglycemic symptoms.

3) The therapy should be discontinued if any evidence of liver injury occurs.

4) The use should be cautious in patients with peripheral vascular disease,

those undergoing anesthesia, and in hyperthyroidism.

If no other antihypertensive is tolerated, very small doses may be cautiously

used in patients with bronchospastic disease.

6) Abrupt withdrawal of the drug should be avoided, the drug should be

discontinued over 1-2 weeks.

Consider risk for arrhythmia if it is concwrrently used with inhalation

anaesthetics. Consider risk if it is combined with class-I-antiarhythmic

drugs.

8) The safety and efficacy in children have not been established.

9) Contact lens wearers may experience dry eyes.

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES

Caution when driving or operating machinery due to effects on cognitive

ability of the patient, particularly when starting, changing dose or treatment and

in conjunction with alcohol.

PREGNACY AND BREAST-FEEDING

— Carvedilol has produced clinical effects on the fetus. It should only be used
during pregnancy if the potential benefit justifies the risk, and as a rule not
during the third trimester or in connection with partus,

~ There is possible excretion in breast milk. There is no risk for adverse
effects in child.

SIDE EFFECTS

Most adverse reactions are ient and disappear with time. Most common

are vertigo (approximately 10%) and headache (approximately 5%).

1) Common, ADR = 1100

— General: headache, muscle pain, fatigue, dyspnoea,

~ Circulation: vertigo, postural hypotension,

— Gastrointestinal: nausea

2) Less common, 11000 < ADR < 1100

— Circulation: brachycadia,

— Gastrointestinal: diarrhea, abdominal pain,

— Rare, ADR = 11000
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— Blood: brombocytl ia, 1

~ Circulation: malregulalmn ufpcrlph:ral circulation, syncope.

~ Central nervous system: depression, sleep disturbances, paresthesia.

— Gastrointestinal: vomiting, constipation.

~ Skin: urticaria, itch, psoriasis.

— Liver: elevated liver transaminases.

- Eyes: decreased tear production, irritation.

— Other: blocked nose.

Inform doctors with side effects when using medicine.

DRUG - DRUGS INTERACTION

* Decreased effect:

- Rifampicin may reduce the plasma concentration of carvedilol by up to
70%.

— Decreased effect of Ulher beta-blockers has also occurred with aluminium
salts, barbiturates, cal salts, cholestyramine, colestipol, noselective
alpha depressant drugs, penicillins (ampicillin), salicylates, and
sulfinpyrazone due to decreased bioavailability and plasma levels.

* Inereased effect:

- Carvedilol may enhance the action of ntidiabetic agents,
blocers, digoxin,

~ Clonidine and carvedilol interaction may result in augmented blood
pressure and heart rate lowering effects, Cimetidine increases the effect and
bioavailability of carvedilol.

— Other drugs, likely to increase carvedilol levels and effects, include
quinidine, fluoxetine, paroxetine, and propafenone since these drugs inhibit
CYP2Da6.

— Carvedilol i the digoxin
case of oral intake at the same time,

PHARMACODYNAMIC PROPERTIES

As a racemix mixture, Carvedilol has lective bet

selective alpha, . adrenergic.

Carvedilol has two main activities, giving its antihypertensive effect. One

effect mechanism 1s through vasodilatation, mediated mainly through a

selective alphal receptor blockade, thereby decreasing the peripheral vascular

resistance. Carvedilol is also,a non-selective beta-receptor bloker. The
vasodilating and beta-receptor blocking effects occur within the same dose
range. A mild calcium-channel blocking effect has also been observed.

Carverdilol has no beta-agonistic properties but only, a weak membrance-

stabilising effect. Clinical studies have shown that the combination of alpha,

and beta-receptor blockade gives a slightly decreased or unchanged heart-beat
frequency at rest, with a maintained ejection-volume fraction and maintained
renal and peripheral blood flow.

PHARMACOKINETIC PROPERTIES

The bioavailability of carvedilol is on average 20-25% because of imcomplete

absorption and because of an extensive first-pass metabolism.

Maximal plasma concentration is reached approximatedly 1-3 hours after an

oral dose. The plasma concentration increases linearly with dose, within

recommended dose range. The volume of distribution is approximately
2litres/kg. Plasma clearance is normally in the range of 590ml/min.

Three active metabolites have beta-receptor blocking effect, but weak

vasodilating effect. The cc ion of the bolites is however low, and

therefore, these metabolites do not contribute to the effect of the drug. The

half-life for elimination of carvedilol is 6-7 hours after perodal dosage. A

miner prpotion ~15% of given dose is excreted through the kidneys.

OVERDOSAGE

The symptoms of carvedilol intoxication include cardiac disturbances, central

nervous system toxicity, bronchospasm, hwug,lyccmm, and hy] perkalema The

most common cardiac symptoms include hyp ion and bradycardia.

Atrioventricular  block, intraventricular conduction  disturbances and

cardiogenic shock may oceur with severe overdose, especially with membrance

depressant drugs (e.g. propanolol), CNS effects include convulsions, coma, and
respiratory amest which are commonly see with propanolol and other
membr lep and lipid-soluble drugs.

The treatment includes symptomatic treatment of seizures, hypotension,

hyperkalemia, and hypog,l}cemia Bradycardia and hypotension resistant to

atropine, isoproterenol, or pacing may respond to glucagons. Wide QRS
defects caused by the me ing may respond to
hypertonic sodium bicarbonate. Repeat dose of cha.rcoal hemoperfusion, or

hemadialysis may be helpful in removal of only those beta-blockers with a

small volume of distribution, long half-life, or low intrinsic clearance

{acebutolol, atenolol, nadolol, sotalol),

RECOMMENDATION :

- Keep out of the reach of children.

- Read carefully the leaflet before use.

- For further information, please contact your doctor.

- This drug is used only by doctor’s prescription

STORAGE : Store in a tight container at temperature below 30 °C, at dry and

light-resistant place.

EXPIRY DATE : 36 hs from the factured date.

SPECIFICATION : Manufacturer.

1ot % 1

ation with approximately 20% in

ceptor and

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 9th , Tower R1, Everrich Building, 968 Street 3/2, Ward 5,
Dist. 11, Ho Chi Minh City
Tel : (08) 22250683 Fax : (08) 22250682
Email : shinpoong@spd.com.vn

G



