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BISOLOC Plus

Bisoprolol Fumarate 5 mg va Hydrochlorothiazide 6,25 mg
Thude Chen Beta 1-Adrenergic/ Lgi tiéu/ Diéu tri cao huyét ap
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BISOLOC Plus

Bisoprolol Fumarate 5 mg va Hydrochlorothiazide 6,25 mg
Thudc Chen Beta 1-Adrenergic/ Lgi tidu/ Diéu tri cao huyét ap
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Chi dinh, liéu dung, chdng chi dinh va cdc thang tin khdc, xin DE XA TAM TAY TRE EM
xem toa hudng dan st dung. BOC K¥ HUGNG DAN SU DUNG TRUGC KHI DUNG
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& Thudc bén theo dan
BISOLOC Plus

Bisoprolol mg va Hydrochlorothiazide
Vién bao phim
Thudc chen Beta 1-Adrenergic/ Lai tiéu / Digu tri cao huyét ap

THANH PHAN

M&i vién bao phim chia:

Bisoprolol fumarate 2,5mg heodc 5 mg
Hydrochlorothiazide 6,25 mg

T4d duge: Dibasic Calcium Phosphate, Micracrystalline Cellulose, Tinh bét, Crospovi-
done, Colloidal Silicon Dioxide, Tinh bot tién gelatin, Magnesium Stearate, Opadry.

DUgc LY

Duge Iye hoe

Bisoprolol: 14 thuéc tic ché chon loc trén thy thé B1-adrenergic, khong cé hoat tinh dn
dinh mang va khang cd hoat tinh kich thich giao cam ndi tai. Bisoprolol it cé &i lyc vdi thy
thé B2 trén co tron ph& quan va thanh mach clng nhu Ién sy chuyén héa, Do dg,
bisoprolol it anh hudng Ién sic can dudng dan khi va it cd tac dong chuyén haa trung
gian qua thy thé B2,

Hydrochlorothiazide: 1 thudc Igi tiéu thiazide cd t4c dyng ha huyét ap, Téc dyng lgi tidu;
Thiazides Uc ché tai hap thu dién gidi & dng than va lam tang bai tiét natri va clor véi
lugng gén tudng dudng. Tdc dyng ha &p: hydrochlorothiazide cé tic dung ha huyét 4p
trudc tién la do gidm thé tich dich ngoai bao va huyét tuong din dén lam gidm cung lugng
tim; cudi cing cung lugng tim trd vé binh thudng va hydrochlorothiazide lam gidm sic
cén ngoai bign bing céc tac ddng ngoai bién tryc tiép 1&n cac mach mau.

Dugc déng hoc

Bisoprolol duge hap thu va dat sinh kha dung khodng 90% sau khi udng. Bisoprolol lién
két vdi protein huyét tuong khoang 30%. Thai gian ban thai trong huyét tudng tir 10-12
gid, cho higu qua sudt 24 gid sau khi udng 1 liéu 1 ngay. Bisoprolol dugc bai tiét qua 2
dudng: 50% thude chuyén hda qua gan thanh dang khéng cé hoat tinh va cudi cing dugc
thai qua than, 50% con lai dugc thdi qua than & dang khang déi. Vi sy dao thai xay ra &
than va gan & cing mic d§ nén khong cdn diéu chinh liéu cho céc bénh nhan suy gan
hodc suy than nhe va trung binh,

Hydrochlorothiazide: dugc hap thu tét (65%-75%) sau khi udng. Néng dé dinh trong huyét
tuong dat dugc trong khodng 1-5 gid sau khi udng. Gan két vdi protein huyét tucng
khoang 40% d&n 68%. Thdi gian ban thai trong huyét tuong khoang 6-15 gia, 95% lidu
hap thu duge bai xust qua nudc tigu & nguyén dang.

cHi BINH
Bisoloc Plus dugc chi dinh trong diéu trj tang huyét ap.

LIEU LUGNG VA CACH sU DUNG

Ligu dung phai thich tng vdi tiing b&nh nhan. Nén ding budi sang, ¢6 thé ung ciing vai
thifc &n. N&n udng nguyén vién véi nudc, khdng duge nhai.

Nguai Idn: liéu khdi dau higu qua 1a 1 vién 2,5 mg/ 6,25 mg ngay 1 1an. N&u khang do
higu qua, cé thé tang 1én 1 vién 5 mg/ 6,25 mg ngay 114n hozc Ién liéu cao han nda tiy
theo dép Ung cda bénh nhan.

Bénh nhéan suy than hodc suy gan: khang cén diéu chinh liéu cho bénh nhan coé réi
loan chuc nang gan hodc than nhe hay trung binh.

Bénh nhan Idn tudi: khang nhat thiét phéi didu chinh liéu theo tudi, tril khi cé rdi loan rd
rét chic nang than hodc gan.

Tré em: chua co kinh nghiém ding Biscloc Plus cho tré em,

CHENG CHI BINH

Bisoloc Plus dugc chdng chi dinh cho cdc bénh nhan: suy tim khang kidm sodt duge
béing thudc; nhip tim cham dudi 50 nhip/ phit; huy&t &p thép; hen phé quén nang hoic
bénh phai tac nghén man tinh nang; bénh tac nghén déng mach ngoai vi gial doan mudn
va héi ching Raynaud; u tuyén thugng than chua diéu tri; con dau thit ngyc Prinzmetal;
suy gan hoac than nang; man cdm vdi bisoprolol, hydrocholorthiazide hozc bat el thanh
phén nao cla thudc.

THAN TRQNG
Bisoloc Plus nén dugc diing cdn trong vdi cdc bénh nhan: bi banh tim, bi b&nh ding

mach (d&c biét 14 héi ching Raynaud), cé tién sd bénh hen phé quan, bi bénh dai thag

dudng, réi loan tuyén gidp, bénh théng phong, bénh vay nén, suy gidm chuc nand'g
va than, dang diéu tri cac ching di u.‘rng bénh nhan dugc gay mé hay lién hanh

b&nh nhan cat bd thén kinh giao cam. f
Tét ca bénh nhan nén dugc theo dai cac du hiéu cda réiloan nudc dién g|a atal'n lt&c
hién theo dinh ki xét nghiém dién giai da. g ! Iﬂi

Phy nif mang thal: khéng co cac nghlén cliu c dai chung ki Iur,ing va day df uma
Plus trén phy nit mang thai. Thudc lgi tidu thiazide cé thé gay rdi loan dién gid, g%—l
céu va vang da & tré sd sinh, vi vay khang ding nhém thudc nay trong 3 tharg,cusi
ky. Chi nén ding Bisoloc Plus sau khi c&n nhic gida lgi ich va nguy cd cho baoh hai(

Phy nir cho con bui: khang nén cho con bi trong thai gian ding Bisoloc Plus.

Lél xe va vdn hanh mdy mdc: Biscloc Plus cé thé &nh hudng dén kha nang 13i xe va van
hanh may mdc vi nguy cd gay ha huyét p va gay chéng mat.

.,Iqw;m ff’c

531_'5
Udn

PHO CUC TRUONG

TAC DUNG PHY

Cac tac dyng khéng mong mudn thudng g&p: lanh chi, budn nén, nén, tidu chay va tao
bon; mét mdi, chéng mat, dau dau; giam kali huy&t, tang acid uric huyél, 1ang glucose
mau, tang lipid mau (d ligu cao). Céc trigu ching nay thudng nhe, va chl yéu xdy ra
trong vong 1 dén 2 tudn sau khi bat ddu didu tri.

it gap: cham nhip tim, réi loan din truy&n nh that, suy tim néng han va ha huyét dp tu
thé ding; chan an, may day, phat ban; ha magnesi huyét, ha natri huyét, tang canxi
huygt, kiém hod mau gidm clor huyét, ha phosphat huy&t; yéu cd, vop bé; réi loan gidc
ngd, trdm cdm. N&u bénh nhan dang bi hen phé& quan hay bénh phdi tic nghén man
tinh, bisoprolol c6 thé gay co thét co trdn phé quan nhung it gip.

Higm gép: t8n thuang thinh gidc, gidm thi gidc; viém mdi di Ung, ngia, dé biing mat, di
cam; rdi loan cudng duong hay bat lyc; 4c méng, 4o gi4c; tang men gan, viém gan, vang
da U mat; viém tuy; phan ung phan vé, sét; gidm bach ciu, mét bach céu hat, gidm tidu
cdu, thigu mau tan huy&t; suy than, vigém than ké.

Xin théng bédo cho béc sT nhiing tac dyng khéng mong mudn gap phai khi dung thufc,

QUA LIEU VA CACH XU TRI

Dii ligu vé qua lidu khi ding Bisclae Plus can han ché. Tuy nhién, mét & truding hop
qué liéu bisoprolel da dugc bao cdo, Céc trigu ching thudng gép nhal khi diing qué liéu
cdc thudc chen B 1a cham nhip tim, tut huy#t 4p, co thit phé quan, suy tim cip va ha
dudng huyét. Nhin chung, khi xay ra qué liéu, nén ngung dung bisoprolol va bénh nhan
nén duge diéu tri hd trg va diéu tri trigu ching, khéng co thudc gidi déc dac hidu. Cac
dd liéu han ché cho thay bisoprolol khé thdm phan duge,

Nhip tim cham: tiém tinh mach atropine.

Ha huyét dp: dung isoproterenol hodc mét thudc chi van alpha- adrenergic. Trong
trudng hep khong dap Ung cé thé dung norepinephrine 4 mg/L tiém truyén tinh mach
cham hay dopamine vdi liéu ban ddu 5 meg/kg/phut,

Bldc tim (dd 2 ho#c 3): theo dbi can thén, tiém truyén isoproterenol hodc may tao nhip
tim,

Suy tim sung huyét: diing digitalis, thude Igi tiéu, thude 1am tang lyc co co, thudc gidn
mach,

Co that phé quan: ding mdt thudc gian phé qudn nhu isoproterenal va/ hoic
aminophylin.

Ha glucose huyét: tiém finh mach glucase.

Chéng kiém hod méu: diing amoni chloride trdl khi ngudi mac bénh gan.

BU lai nhanh chéng lugng nudc va dién gidi da mat.

TUONG TAC THUGC
Khéng duge phdl hgp bisoprolol va hydrochlorothiazide véi cac thudc chen beta khéc.
Thudc chen calci: cé thé 1am giam tinh co thit co tim va 1am cham din truyén nhi thit
va tyt huyét ap.

Clonidine: lam tang nguy cd “tang huy&t 4p héi Ung" clng nhu gidm nhip tim va giam
dan truyén nhi th&t néu ngling thudc dot ngét.

Thuéc chéng loan nhip tim nhém | (nhu disopyramide, quinidine): cé thé 1am tang
thdi gian dén truyén nhi that va gidm sdc bop cd tim.

Thudc chéng loan nhip tim nhém Hil (nhur amiodarone): cé thé 1am 1ang thai gian dén
truyén nhi thét,

Thude kich thich pho giao cam (lacrine): ding déng thai cé thé lam tang thai gian din
truyén nhi that va lam cham nhip tim.

Insulin va céc thudc diéu tri dal thdo dudng dang udng: tang tac dyng ha dudng
huyét.

Thuéc gdy mé: gidm bdt nhip tim nhanh do phan xa va ting nguy co tyt huyét ap.
Thudc digitalis glycoside: lam gidm nhip tim, ting théi gian din truyén nhi that,
Thudc kich thich glao cdm: phéi hgp vdi bisoprolol c6 thé lam gidm tac dung cliaca 2
loai thudc,

Thude chéng trdm cém 3 vong, barbiturate, phenothiazine vé cac thuéc diéu trf cao
huyét ép khac: tang tiém Iyc ha huyét dp tu thé ding.

Mefloguine: tang nguy cd cham nhip tim.

Ritampicin: lam tang sy thanh thai va chuyén hda, dan dén rit ngan thdi gian ban thai
cla bisopralol. Tuy vay, thudng khdng phai tang lidu.

Corticosrerold, ACTH: |am ting mét dién giai, dac biét 1a gidm kali huyét.

Amin téng huyét dp (thi dy norepinephrin): c6 thé lam gidm dap dng véi amin tang
huyét &p nhung van cé thé dung dugc.

Thuée gian cd (thi dy tubocurarin): c6 thé 1am ting dép dng véi thudc gian cd.
Lithium: lam tang déc tinh cla chét nay.

Thude chéng viém khéng steroid: 1am gidm tac dyng cla thiazide,

Quinidine: d& gay xoén dinh,

Thudc chéng déng, thudc chifa bénh gout: thiazide lam gidm tac dyng céc thude rfc
Thudc gdy mé, glycoside, vitamin D: thiazide lam tang tac dyng. ;
Cholestyramin hay colestipol: giam hap thu cac chat nay qua dudng tidu hod.

TRINH BAY
Hop 3 vix 10 vién. Hép 1 vl x 10 vién.

BAO QUAN
Béo qudn noi kho rdo, tranh nh séng, & nhiét dd khang qué 30°C, [LECEETEE
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B( Prescription medicine
BISOLOC Plus

Bisoprolol and Hydrochlorothiazide
Film-Coated Tablet
Beta 1-Adrenergic blocker/ Diuretic / Antihypertensive

COMPOSITION
Each Film-Coated tablet contains:
Bisoprolol fumarate
Hydrochlorothiazide

25mgor5mg
6.25 mg

Excipients: Dibasic Calcium Phosphate, Microcrystalline Cellulose, Starch,
Crospovidone, Colloidal Silicon Dioxide, Pregelatinized Starch, Magnesium Stearate,
Opadry.

PHARMACOLOGY

Pharmacodynamics

Bisoprolol: is a highly B1-selective-adrenoceptor blocking agent, lacking jltin;
sympathomimelic and membrane stabilizing activity, It only shows low aﬂin'fb e
B2-receptor of the smooth muscles of bronchi and vessels as well as to the BE&E,& org
concerned with metabolic regulation. Therefore, bisoprolol is generally dt)
expected to influence the airway resistance and 32-mediated metabolic effecises
Hydrochlorothiazide: is a thiazide diuretic which has a hypotensive effec
hydrochlorothiazide inhibits renal tubular mechanisms of electrolyte reabso
increase excretion of sodium and chloride in approximately equivalent g
Antihypertensive: hydrochlorothiazide lowers blood pressure initially by reducing'plagma
and extracellular fluid volume lead to cardiac output also decrease; eventually 3‘-- 2

output returns to normal and hydrochlorothiazide decrease peripheral resistance b
direct peripheral effects on blood vessels.

Pharmacokinetics

Bisoprolol is abserbed and has a bioavailability of about 90% after oral administration.
The plasma protein binding of bisoprolol is about 30%. The hall-life in plasma of 10-12
hours gives a 24 hour effect after dosing once daily. Bisoprolol is excreted from the bady
by two routes: 50% is metabolized by the liver to inactive metabelites which are then
excreted by the kidneys; the remaining 50% is excreted by the kidneys in an unchanged
form, Since the elimination takes place in the kidneys and the liver to the same extent, a
dosage adjustment is not required for patients with mild and moderate impaired liver
function or renal insufficiency.

Hydrochlorothiazide: is well absorbed (65%-75%) following oral administration, Peak
plasma concentrations are observed within 1-5 hours of dosing. Plasma
protein-binding is approximately 40% to 68%. The plasma elimination half-life is

about 6-15 hours. 95% of the absorbed dose is excreted in urine as unchanged drug.

INDICATIONS
Bisoloc Plus is indicated in the management of hypertension.

DOSAGE AND INSTRUCTION FOR USE

The dose should be individualized for each patient. The tablets should be taken in the
mormning and can be taken with food. They should be swallowed with some liquid and
should not be chewed.

Adults: the effective starting dose is one 2.5 mg/ 6.25 mg tablet once daily, If the
antihypertensive effect of this dose is not sufficient, the dose may be increased to one
5 mg/ 6.25 mg tablet once daily or to a higher dose depending on patients' response.
Patients with Renal or Hepatic Impairment: dose adjustment is not necessary in
patients with mild and moderate hepatic or renal impairment,

Geriatric Patients: dosage adjustment on the basis of age is not usually necessary,
unless there is also significant renal or hepatic dysfunction.

Pediatric Patients: there is no pediatric experience with Bisoloc Plus.

CONTRAINDICATIONS

Bisoloc Plus is contraindication in patients who are hypersensitive with any of the
components.

Bisoprolol Plus is contraindicated in patients with: acute heart failure or during episodes
of decompensated heart failure requiring i.v. inotropic therapy; cardiogenic shock; AV
block of second or third degree (without a pacemaker); sick sinus syndrome; sinoatrial
block; bradycardia with less than 50 beats/min before the start of therapy; hypotension
(systolic blood pressure less than 100 mmHg); severe bronchial asthma or severe
chronic obstructive pulmonary disease (COPD); late stages of peripheral arerial
occlusive disease and Raynaud's syndrome; untreated phasochromocytoma; metabolic
acidosis; sulfonamide- derived drugs hypersensitivity; gout history; hyperuricemia;
anuria; Addison disease; hypercalcemia; hypokalemia; severve renal or hepatic failure,

PRECAUTIONS

Bisoloc Plus should be used with caution in patients with: heart diseases, peripheral
arterial disease (especially Raynaud's syndrome), history of bronchial asthma, diabetes
mellitus, thyroid dysfunction, gout, psoriasis, hepatic or renal failure, the treatment of
allergic diseases, anesthesia and major surgery, sympathectomy.

All patients should be observed for signs of fluid or electrolyte disturbances and periodic
determination of serum electrolytes should be performed,

Pregnancy: Pregnancy: There are no adequate and well-controlled studies with Bisoloc
Plus in pregnant women. Thiazide diuretics can cause electrolyte disorders, jdundice,
thrombocytopenia in neonatal; use of thiazide should be avoided in last 3 menths of

SIDE - EFFECTS

Commaon adverse reactions: cold extremities: nausea, vomiting, diarrhea, constipation;
fatigue, dizziness, headache; hypokalemia, hyperuricemia, hyperglycemia, hyperlipid-
emia (at high dose). These adverse reactions are usually mild, and mainly occur within
the first one to two weeks of treatment,

Uncomman adverse reactions: bradycardia, AV conduction disturbances, worsening of
heart failure and orthostatic hypotension; anorexia, uricaria, rash; hypomagnesemia,
hypanatremia, hypecalcemia, hypochloremic alkalemia, hypophosphatemia; muscular
weakness and cramps; sleep disturbance, depression. If a patient is suffering from
bronchial asthma or other chronic obstructive lung diseases, bisoprolol may
uncommonly cause bronchospasm.

Rare adverse reactions: hearing impairment, decreased visual acuity; allergic rhinitis,
itching, flush, paresthesia; potency disorders ar impotence: nightmares, hallucinations:
increased liver enzymes, jaundice, hepalitis; pancrealitis; anaphylaxis, fever; lsucope-
nia, agranulocytosis, thrombocytopenia, hemolylic anemia; renal failure, interstitial
nephritis,

Please inform your doctor of all undesirable effects upon drug administration,

OVERDOSAGE AND TREATMENT

There are limited data on overdose with Bisoloc Flus. However, several cases of

overdose with bisoprolol have been reported, The most common signs expected with

overdosage of a -blocker are bradycardia, hypotension, bronchospasm, acute cardiac
isulficiency, and hypoglycemia. In general, if overdose accurs, bisoprolal treatment

CONG ﬁ;ﬁ otension:\isoproterencl or alpha- adrenergic agonist. In case of poor response to
£ gsy I should be administered norepinephring 4 mg/L by slow intravenous
rmina with the initiate dose of 5 meg/kg/minutes.

¢ond or third degree: monitoring carefully, intravenous isoproterenol or

alkalemia management: using amonium chloride, not to perform in patients with liver
disease.
Fluid and electrolyte replacement should be performed quickly.

DRUG INTERACTIONS

Do not combine bisoprolol with other beta blockars.

Calcium antagonists: negative influence on contractibility, atrio-ventricular conduction
and blood pressure.

Clonidine: increased risk of “rebound hypertension® if the drug is stopped suddenly as
well as an exaggerated decrease in heart rale and cardiac conduction.

Class-l antiarrhythmnic drugs (e.g. disopyramide, quinidine): effect on atrio-ventricular
conduction time may be potentiated and negative inotropic effect increased.

Class-lll antiarrhythmic drugs (e.g. amiodarone): efiect on atrio-ventricular conduction
time may be potentiated.

Parasympathomimetic drugs (including tacrine): concomitant use may increase
alrio-ventricular conduction time and the risk of bradycardia.

Insulin and oral antidiabetic drugs: inter tion of blood sugar lowering effect.
Anesthetic agents: attenuation of the reflex tachycardia and increase of the risk of
hypotensipn.

Digltalis glycosides: decrease of heart rate, increase of atrio-ventricular conduction
time.

Sympathomimetic agents: combination with bisoprolol may reduce the effect of both
agents.

Tricyclic antidepressants, barbiturates, phenothiazines as well as other antihypertensive
agents: increased blood pressure lowering effect.

Mefloquine: increased nisk of bradyeardia,

Rifamplcin: increase elimination and metabolism of bisoprolol and cause decrease
hall-life of bisoprolol. However, an increase in dose is generally unnecessary.
Corticosteroid, ACTH: intensified electrolyte depletion, particularly hypokalemia,
Pressor amine (e.g. norepinephrine): possible decreased response to pressor amines
but not sufficient to preclude their use.

Muscle relaxants (eg, tubocurarine): possible increased responsiveness to the muscle
relaxants,

Lithium: add a high risk of lithium toxicity.

idal anti- imfl; tory drugs: reduce effects of thiazides.

Quinidine: can cause torsade.

Anticoagulants, gout treatment drugs: thiazides reduce effects of these drugs.
Anesthetic drugs, glycoside, vitamin D: thiazides increase eifects of these drugs.
Chall ine or colestipol: impaired the absarption of these drugs in the gastrointestinal
tract.
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PRESENTATION
Box of 3 blisters x 10 tablets. Box of 1 blister x 10 tablets.

STORAGE
Store in a dry place, out of the light, at temperatures not exceeding 302C,

SHELF-LIFE
24 months from manufacturing date.

USE UPON DOCTOR'S PRESCRIPTION ONLY
KEEP OUT OF REACH OF CHILDREN
READ THE PACKAGE INSERT CAREFULLY BEFORE USE
FOR MORE INFORMATION, PLEASE ASK FOR DOCTOR'S ADVICE

pregnancy. The benefits of using Bisoloc Plus during pregnancy should be weighted

against the possible hazard to mother & fetus,

Nursing mother: Breaslfeeding is not recommended during administration of Biscloc
Plus. ;

Effect on ability to drive or operate machinery: Biscloc Plus may affect ability to drive
ar operate machinery due to the risk of hypotension and dizziness.

Manufactured by
UNITED PHARMA VIETNAM, INC,
150 9001:2008, WHO-GMP, GLP, GSP
Commune 2, Binh Chanh, HCMC, Vietnam
Tel: 0B-38100800

INVIEVO74000BLO1

Size: 196 x 280 mm




