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Vasocontrol plus
Film coated tablets /’}
Composition
Active ingredients: \
Nebivolol hydrochloride 5.45 mg (eq. to 5 mg Nc‘bwalo + Iy dr chlorothiazide 25 mg
Nebivolol hydrochloride 5.45 mg (eq. to{) mg Ncbu’vgl hydroc\%}loroﬂuamde 12.5 mg
Excipients:
Polysorbate 80, Lactose monohydrate, Malzq starch, Cm canﬂe]log&r_sadlum Microcrystalline
Cellulose PH102, Colloidal Silicon Dioxide Magneéium stearatc yprb{ncllose E5
Film coat ingredients:
Hypromellose E15, polyethylene glycol 6000, Tallc pow‘der *Titaniurn*d{ox e.
Dosage form 3
Film coated tablets 's‘
Indications : R .V %
Vasocontrol plus is indicated as a replacement therapy i m panents wm@ essential hypertension
who are already receiving nebivolol and hydmchlorothlamdc as separa(q IaBl;ts at thig same dose
level. e Wy
Dosage & Administration: : ’-,f}, .“-JL- Y
Usual dosagc K 5P
The dose is 1 tablet Vasocontrol plus 5/12.5 or 5\25 daily, accordmgm 'Jgse previously

administered with separate tablets. It is preferably taken at the same:tife each day. The film-
coated tablets can be taken with a meal.

Special dosage instructions:

Renal Insufficiency: The dose of Vasocontrol plus should be carefully adjusted in patients with
mild to moderate renal insufficiency (creatinine clearance> 30 ml/ min). The daily dose
prescribed for the separate use of nebivolol and hydrochlorothiazide should not be

exceeded. Severe renal insufficiency (creatine clearance <30 ml/ min) see section
«Contraindications».

Hepatic insufficiency: Vasocontrol plus is contraindicated in patients with hepatic insufficiency.
Geriatrics: The dosage of Vasocontrol plus should be carefully adjusted in elderly patients. The
daily dose prescribed for the separate use of nebivolol and hydrochlorothiazide should not be
exceeded.

Paediatrics: No studies have been conducted with children and adolescents under the age of 18
and therefore the use in children and adolescents under the age of 18 years is not recommended.
Contraindications

Hypersensitivity to any of the active substances (nebivolol, hydrochlorothiazide), o
hypersensitivity to any of the excipients or sulfonamides

hepatic insufficiency o

acute heart failure

Cardiogenic shock or episodes of decompensated heart failure requiring inotropic treatment  «
Sick sinus syndrome including sino-atrial block
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AV block 2nd and 3rd degree (without pacemaker)

Bradycardia (heart rate before treatment under 60 beats per minute)
Hypotension (systolic blood pressure <90 mmHg) «

severe peripheral circulatory disorders

anuria =

severe renal insufficiency (creatine clearance <30 ml /min)
Bronchospasm and bronchial asthma in the anamnesis

untreated pheochromocytoma = o
metabolic acidosis » BN
Refractory hypokalemia = =" g;" ¥
Hyponatraemia and hypercalcaemia R )

4

symptomatic hyperuricemia (gout or unnary‘;stones %1 the anamnesis)
pregnancy and breast feeding'period o - Y. 3

Warnings and Precautions PR

This preparation contains lacto'Se Pat@ntg wuh _garact se intolerance, Lapp lactase deficiency or
glucose-galactose malabsorptmq s%ouid n&t take vasoc%mroi plus.

nebivolol i

The following notes generally appl§/ jo’éeta‘-receptorblo ers.

Anesthesia:

Maintaining beta-blockade rcducci the risk ef arrﬁyihﬁn during induction and intubation. If the
beta-blockade is interrupted in pre atmrt fm" surgery, thc eta-receptor antagonist should be
discontinued at least 24 hours prior tp the ap itidtion of anes esia.

Caution should be exercised with ccrgm aﬁ{csthgtlc%l af caitse myocardial damping, such as

cyclopropane, ether or trichlorethylerig. The pat ignt ay be protected from a vagal reaction by
intravenous administration of atropin

Cardiovascular: éf 3 %

Beta receptor blockers should generall mot bc usedun pat:cnts%xuth untreated heart failure until
their condition is stabilized. e

In patients with ischemic heart disease, té;mt U’Fﬁ:ta-blockcr therapy should be gradual -
over one to two weeks. If necessary, repI:I’cement therapy should be initiated at the same time to
prevent worsening of angina pectoris.

Beta-receptor blockers can trigger bradycardia. If the resting heart rate drops below 50 to 55 bpm
and / or the patient has suspicious symptoms (vertigo, postural dyspepsia, blurred vision), the
dose should be reduced.

In patients with the following diseases and disorders, beta-adrenergic blocking agents should be
used with caution: peripheral circulatory disorders (Raynaud's disease or syndrome, intermittent
claudication), 1st degree AV block, Prinzmetal angina.

The combination of nebivolol with calcium channel blockers of the verapamil or diltiazem type,
with class I antiarthythmic drugs or centrally effective antihypertensive drugs is generally not
recommended (see "Interactions").

Metabolic / Endocrine:

Vasocontrol plus does not affect the glucose level. However, caution should be exercised in
diabetic patients as vasocontrol may mask certain symptoms of hypoglycemia (tachycardia,
palpitations).
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Beta-receptor blockers can mask tachycardic symptoms in hyperthyroidism. Abrupt
discontinuation of therapy may increase these symptoms.

Respiratory:

In patients with chronic obstructive pulmonary disease, beta-receptor blockers should be used
with caution as airway constriction can be increased.

Other:

Patients with a history of psoriasis should be treated with beta-blockers only after careful
consideration.

Beta-receptor blockers can increase sensitivity to allergens as well as potentiate anaphylactic
reactions.

hydrochlorothiazide

Limited kidney function: 3

In patients with renal impairment, thlazlﬁ'eS h@y cause azotemia. In case of impaired renal
function, the drug may accumulate /lf ‘increaseds on-proteinogenic nitrogen levels indicate a
progressive deterioration of rena)” funcfion, a carcful reassessment of treatment should be given
or, if necessary, diuretic treamfcnt chsconuﬁned(sec a,lso Dosage / Use and Contraindications).
Special precaution: & e ; e

Choroidal effusion, acute myopla and sébondmy angle—closure glaucoma.

Generic name, a su]fonamndé, can cause an“ldlosyﬁ,cratrc ;cz?hpon that can lead to choroidal
effusion with visual field defect; Sacute transmht myopla, and.-a'éuge% angle-closure glaucoma.
Adverse reactions: (Frequency no%‘knpyvn) % i ™ ¢

Accumulation of fluid in the vascularel@yer of the eye (chormdal <
Metabolic / Endocrine: % .
Thiazides can reduce glucose tolerance. lfﬂcccssary', the dosage of msuh or oral antidiabetics
must be adjusted. Latent diabetes mellitus can,} beooms manifest. -

Elevated cholesterol and triglyceride serum icvﬁls have‘bccn asgsocmted with diyretic thiazide
therapy. In certain patients, thiazides can cause hyp&rurlccmla of, goul a4, >
Electrolytes: g T i
During each diuretic therapy, the serum electrolytes sl%uld be contrc?l!ed in’ ‘due course.
Thiazides, including hydrochlorothiazide, can cause lmbaianee in the ﬂuld or electrolyte balance
(hypokalaemia, hyponatremia, hypochloremic alkalosis, hyﬁercarcaemla,

hypomagnesemia). Warnmgs include dry mouth, thirst, weaknéss; fethargy, drowsiness,
restlessness, muscle pain or cramps, muscle weakness, hypotensmn oliguria, tachycardia, and
gastrointestinal disturbances such as nausea and vomiting.

There is an increased risk of hypokalaemia in cirrhotic patients with very severe diuresis,
inadequate electrolyte substitution or concomitant corticosteroid or ACTH therapy.
Hyponatraemia can occur in edematous patients during hot weather. A chloride deficiency is
generally mild and does not require specific treatment.

Thiazides can reduce urinary calcium excretion and cause an intermittent slight increase in serum
calcium. Severe hypercalcaemia may be the sign of latent hyperparathyroidism. Before any
analysis of the parathyroid function, thiazides should be discontinued. Thiazides have been
shown to increase urinary excretion of magnesium.

Lupus erythematosus:

The use of thiazides has been reported to exacerbate or activate systemic lupus erythematosus.
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Non-melanocytic malignancies of the skin

In two epidemiological studies based on the Danish National Cancer Registry, an increased risk
of non-melanocytic skin malignancies (NMSC) in the form of basal cell and squamous cell
carcinomas (BCC and SCC) was observed with increasing cumulative hydrochlorothiazide
(HCTZ) exposure. The photosensitizing effect of HCTZ may be a potential mechanism involved
in NMSC development.

Patients who use HCTZ should be educated about the NMSC risk and advised to check their skin
regularly for new lesions and to report any suspicious lesions immediately. Patients should be
advised of preventive measures such as limited sunlight / UV exposure and adequate exposure to
sun protection to minimize the risk of skin cancer. Suspicious lesions should be investigated
promptly, if necessary by histological analysis;0f biopsies. It may be necessary to reconsider the
use of HCTZ in patients with a history of NMS (sec also section "Adverse effects").

Doping tests:

The hydrochlorothiazide contamcd ift Vasocqn[rol p s may give positive results to a doping test.
Other: X Y

Hypersensitivity reactions may occur m‘p_aucnts.wlth orwithout an allergic or bronchial asthma
history. : Xz ¢ e

Vasocontrol plus contains Lactose : G v NN
Patients with rare heredltary galad ‘sc mtoleraﬂce Lapp ]actas\ deficiency or glucose

Drug interactions 5 e -
nebivolol L.
The following interactions generally apply to, beta—féccptor blockersi
Antiarrhythmics: Betareceptor blockers should be used WIth caupon ‘dondyrrently with class I
or amiodarone antiarrhythmic agents for potennal potentqauon.»of thigjr effectign atrial conduction
time and their negative inotropic effects. " i
Central antihypertensives (clonidine, moxomdme, methyldopa) corgqom
adrenergic blocking agents may increase the risk of heart failure duto ce
(decreased heart rate and discharge rate, vasodilation). *
Beta-receptor blockers increase the risk of rebound hypcrtensmn after abrupt discontinuation of
long-term treatment with clonidine.

Calcium antagonists of the verapamil / diltiazem type: Cautson should be exercised when co-
administering verapamil or diltiazem for their negative effects on contractility and atrio-
ventricular conduction. Patients receiving beta-blockers are contraindicated because of the risk of
severe hypotension and atrio-ventricular block.

Calcium antagonists of the dihydropyridine type (amlodipine, felodipine, lacidipine,
nifedipine, nimodipine, nitrendipine): concomitant use may increase the risk of

hypotension. The risk of further deterioration of ventricular pumping function in patients with
heart failure cannot be excluded.

Digitalis glycosides: concomitant use with beta-receptor blockers may delay the atrioventricular
conduction. Clinical trials with nebivolol have not shown any clinical evidence for

interaction. Nebivolol does not affect the kinetics of digoxin.

use of beta-




Central Administration for Pharmaceutical care

General Administration of Scientific Reference and Medical Inserts

Medical Inserts Administration

Approval Date:7/4/2021 Revised by: DR/Zeinab Talaat  According to : Nevilob plus approved from
swiss compendium

Anesthetics (halogenated) : Concomitant use with beta-receptor blockers can suppress reflex
tachycardia and increase the risk of hypotension. In general, an abrupt withdrawal of the beta-
blocker should be avoided. The anesthesiologist must be informed about treatment with
vasocontrol plus.

Antipsychotics, antidepressants (tricyclic, barbiturates, phenothiazines): the concomitant
use may increase the antihypertensive effect.

Non-steroidal anti-inflammatory drugs (NSAIDs): no effect on hypotensive effect was noted.
Sympathomimetic drugs can counteract the action of beta-receptor blockers. Beta-receptor
blockers can lead to unhindered alpha-adrenergic activity of sympathomimetics with both alpha
and beta adrenergic effects (risk of hypertension, severe bradycardia, and heart block).
Baclofen (anti-spasticity), amifostine: with concomitant therapy with oral baclofen and beta-
blocker an increased blood pressure drop is expected. Therefore, the blood pressure should be
monitored and the dosage of the beta-blocker should be adjusted accordingly.

Insulin and oral hypoglycemic agents: Although nebivolol does not affect glucose levels,
certain symptoms of hypoglycaemia may be masked.

Nebivolol is metabolised via the CYP2D6 isoerizyme. The concomitant use of inhibitors of this
isoenzyme, such as paroxetine, ﬂuoxetlnp" thiaridazine and quinidine, may result in increased
nebivolol plasma levels and, consequentiy;,an increased risk of severe bradycardia and other
adverse effects.

Concomitant administration of\grf’netldmg_{ncreascs fhc plagma levels of nebivolol without
altering the clinical effect. Administration Qﬁ,rg.mtldmc ‘does"not affect the phannacokmencs of
nebivolol. An antacidmay be prescribed at the same t1me when Vasocontrol plus is taken with
meals and the antacid between meals. d

The combination of nebivolol with mt:a.rdnpme sllghtly mcrcased Lh )
substances without altering the clinical’ effects oo N Ty ‘A

lasma levels of both

hydrochlorothlazm N\ -
Lithium: since the renal excretion of lithium is redued by thtazuiés» mcre;ases by sﬂmullaneous
administration of the risk of toxic side effects of lithiur, Should a combmat;eg of the two
substances nevertheless be necessary, a careful mon 1t0r|ng¢of the lithium-levels is indicated.
Medicinal products that affect the potassium balance (eg*kaimretlc diuretics, laxatives,
corticosteroids, ACTH, amphotericin, salicylic acid derivatives);, the: -potassium-spilling effect of
thiazides may be potentiated by the concomitant use of other med{g;m.es ‘that may cause
potassium loss and hypokalemia.

Medicinal products affected by potassium balance disorders: periodic monitoring of serum
potassium levels and an ECG are indicated for concomitant use with the following medicinal
products:

digitalis glycosidesand antiarrhythmics ; Drugs with the potential for torsades de

pointes (ventricular tachycardia) for which hypokalemia may be a triggering factor; Class I1I
antiarrhythmics (eg, amiodarone, sotalol, ibutilide), some antipsychotics , chlorpromazine,
levomepromazine, sulpiride, amisulpride, tiapride, haloperidol,

droperidol ); Others (eg diphemanil, erythromycin, mizolastine, pentamidine, vincamine ).
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Digitalis glycosides : Hypokalaemia or hypomagnesaemia possibly caused by thiazides may
favor the onset of digitalis-induced cardiac arrthythmias.

Other antihypertensive drugs: the antihypertensive effect can be increased or even potentiated.
Beta-Blockers and Diazoxides: Thiazides can potentiate the hyperglycemic effects of beta-
receptor blockers (except nebivolol) and diazoxides.

Oral hypoglycaemic agents and insulin: the use of thiazides may influence glucose

tolerance. Dose adjustment of the diabetes medication may be required.

Nonsteroidal anti-inflammatory drugs (NSAIDs, e.g. acetylsalicylic acid>3 g / d, COX-2
inhibitors, non-selective NSAIDs): NSAIDs m:typduce the antihypertensive effect of
thiazides.

Salicylates: At higher doses of sahcylates hydrochlorot azides may increase their toxic side
effects in the central nervous system:™ v, NX‘

Gout therapy (probenecid, allufmrmol) smcc thc level of uric acid can be increased by
hydrochlorothiazide, it may be necégsary to adjust the dosagéspf uricosuric acid. A dose increase
for probenecid may become necess: Concomrtant u’§e of. allb%unnol with thiazides may
increase the risk of hypersensitivity. % e

Ciclosporin : the risk of hyperuricemiatand gdut cornplamts Isjnsreased

Tetracycline: there is an increased risk bt A tetracycl me-mduch ingrease in urea. This
interaction may not occur with doxycycli
Amantadine: Thiazides may increase the Sl‘c{vcfse eﬁ'ects of amangad e.
Barbiturates, narcotics, alcohol: there is a risk,of orﬂ'\ostanc hypoteﬁsn ;
Colestyramine, colestipol: The absorption ofhydrochloromlazlde 1'_{'1m aired in the presence of
anion exchange resins.
Calcium salts: Thiazides may increase serum calgium Icvels due% ,de:(éi'e d excretion. In case
of a simultaneous calcium substitution, the calclurﬁ,gcvels mus‘tbe checked and, if necessary, the
dosage adjusted. % o it
Metformin: due to the risk of lactic acidosis due to ﬂ%az{de-mductgd ref,ral im,

irment,
metformin should be used with caution at the same tim
Methyldopa: Haemolytic anemia has been reported in 190Iat;:d casgslﬁ en co—admmlstered with
hydrochlorothiazide. "5 £

Non-depolarizing muscle relaxants (curaretype) the effect of non-depolarizing muscle
relaxants can be potentiated by thiazides.

Norepinephrine: the effect of vasoconstrictive amines can be reduced.

Cytostatic agents: in concomitant use of hydrochlorothiazide with cytotoxic drugs

(e.g. cyclophosphamide, fluorouracil, methotrexate) increased bone marrow toxicity (especially
granulocytopenia) is expected.

Pregnancy / Breastfeeding

Use in pregnancy

Vasocontrol plus is contraindicated in pregnancy. The pharmacological properties of nebivolol
may have deleterious effects on pregnancy and / or the fetus or the newborn.

Beta-receptor blockers generally reduce the placental blood flow, which can lead to growth
retardation, intrauterine death, abortion, or premature birth. Adverse effects (e.g. hypoglycaemia
and bradycardia) may occur in the fetus or neonate.
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Hydrochlorothiazide can reduce plasma volume as well as uteroplacental blood flow. Thiazides
penetrate the placental barrier and were found in the umbilical cord. They may cause electrolyte
disturbances in the fetus and possibly further reactions observed in adults. After treatment of the
mother with thiazides, thrombocytopenia has been reported in neonates and in fetal or jaundice
in neonates.

Use during lactation

Animal studies have shown that nebivolol is excreted in breast milk, but in humans this has not
been studied. Most beta-receptor blockers, especially lipophilic substances such as nebivolol and
its active metabolites, enter human breast milk to varying degrees.

Hydrochlorothiazide enters the breast milk in humans and may affect lactation.

Vasocontrol plus is therefore contraindicated during breast-feeding.

Effect on the ability to drive and use machines
no impairment of psychomotor function was found by vasocontrol plus . Because Vasocontrol
plus can cause dizziness and fatigue, it can affect the.ability to drive or use machines.

&

Side effects —"“

The adverse effects are listed separately fgr’éach act,lve 1n§:ed|ent They are listed by organ
system class and ordered by frequency; jith tire foﬂowmg c[ﬁ.gs:ﬁcatmn common (> 1/100,
<1/10), occasionally (> 1/1000, <l/100) very rare (<1 ! 10 000)‘
nebivolol

The observed side effects, which were' mlld to moderate in’ mostqc,
and incidence as follows: e TR
Immune system disorders L
Isolated cases: Angioneurotic edema, hypersensmwty h 75
Psychiatric disorders
Uncommon: nightmares, depression. \ X,
Diseases of the nervous system 3
Common: headache, dizziness, paresthesia.
Very rare: syncope.

eye diseases

Uncommon: blurred vision.

heart disease ;

Uncommon: bradycardia, heart failure, heart failure, slowed AV Qondqctlonl AV block.
vascular disease
Uncommon: Hypotension, (amplification of) intermittent claudicatio
Respiratory, thoracic and mediastinal disorders

Common: dyspnea.

Uncommon: bronchospasm.

Diseases of the gastrointestinal tract

Common: constipation, nausea, diarrhea.

Uncommon: dyspepsia, flatulence, vomiting,.

Skin and subcutaneous tissue disorders

Uncommon: pruritus, rash.

, are ordered by organ class
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Very rare: aggravation of psoriasis.

Isolated cases: urticaria.

Diseases of the reproductive organs and the mammary gland
Uncommon: Impotence.

General disorders and administration site conditions
Common: fatigue, edema.

[n addition, the following side effects have been reported with other beta-blockers, which may

also occur with vasocontrol plus: hallucinations, psychosis, confusion, cold / cyanotic

extremities, Raynaud's syndrome, dry eyes, and Practolol-type oculo-mucocutaneous toxicity.

hydrochlorothiazide .

Benign, malignant and nonspecific neoplasms.(ific T dmg cysts and polyps)
Frequency unknown: non-melanocytic skin mallg;n
and squamous cell carcinoma [SEC]). .+ %
Diseases of the blood and lymphatic systf;@ 4
Rare: thrombocytopenia, isolat d with purgura
Very rare: leukopenia, agranulodytosis, bone’ rna.rrow dep%essmn hemolytic anemia.
Immune system disorders % - T

Very rare: hypersensitivity. \i
Metabolic and nutritional disorders§, -
Common: Increased blood lipids. L ¢ i
Uncommon: Hypomagnesaemia. : oy oW
Rarely: hyperglycemia, glycosuria, wc}mmng of the dlabetlc m abolic state. Very rare:
Hypochloremic alkalosis. ""&:; L

Psychiatric disorders ; 4 wh el 8T {
Rarely: depression. T C %’m
Diseases of the nervous system 5
Rarely: drowsiness. ﬁ\ = g 2
heart disease %& " . 2,
Rarely: arrhythmias. 8 e
Respiratory, thoracic and mediastinal disorders % -
Very rare: pneumonitis, pulmonary edema. ‘:’,‘
Diseases of the gastrointestinal tract b
Uncommon: loss of appetite.

Rarely: constipation.

Very rare: pancreatitis.

Affections of the liver and gallbladder

Rare: intrahepatic cholestasis, jaundice.

Skin and subcutaneous tissue disorders
Uncommon: Rash, urticaria.

Rare: Photosensitivity reactions.

Very rare: Lupus erythematosus-like reactions of the skin, reactivation of cutaneous lupus
erythematosus, necrotizing vasculitis and toxic epidermal necrolysis.

Overdose

There are no specific data on overdosc with vasocontrol plus.

%

ies [NMSC] (basal cell carcinoma [BCC]
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The symptoms of overdose with beta-blockers are bradycardia, hypotension, bronchospasm, and
acute heart failure.

Signs of hydrochlorothiazide overdose are dizziness, nausea, drowsiness, hypovolemia,
hypotension, and electrolyte imbalances. Hypokalaemia may cause muscle spasms, and

concomitant use of digitalis glycosides or certain antiarrhythmic drugs may increase arrhythmias.

In case of overdose, the patient should be kept under constant observation and treated with
intensive care. Blood glucose levels, serum electrolytes and creatinine should be monitored
frequently.

Gastric lavage and administration of activated charcoal and laxatives can inhibit the absorption
of active substance still present in the gastrointestinal tract. Artificial respiration may be
required. Bradycardia or increased vagal tone should be treated by administration of atropine or
methylatropine. Hypotension and shock can be treated with plasma/ plasma substitutes and, if
necessary, with catecholamines. Imbalances in the electrolyte balance should be

compensated. The beta-blocking effect may be counteracted by slow intravenous administration
of isoprenaline hydmchloride starting at a dose of about 5 pg / min or from dobutamine, starting
at a dose of 2.5 pg/ min, until the expected effect has l;;n achyfved In refractory cases,
isoprenaline can be combined with dopamine. o b

If this procedure does not show the desired effect; ‘the Jv ag:lmmls ation of 50-100 pg glucagon /
kg may be considered. If necessary, the i mjec ion shauld be repeated,within one hour and then, if
necessary, an intravenous infusion of 70 pg glucagon’ /\kg / ]{shoql‘,d ¢ given. In extreme cases
of therapy-resistant bradycardia, a pacemaker could be used

‘\‘\ "/

Properties / Effects X e
Mechanism of action / pharmacodynamics: Lk v

Vasocontrol plus is a combination of the beta—b!ockcr npbwolol and the Eh;azﬁlg diuretic
hydrochlorothiazide. The two substances act additive,when combmcd The e{omb{aatlon
produces a stronger hypotensive effect than the mdmdual compon&nts 5
nebivolol %

Nebivolol is a competitive and selective beta-1 receptor blqckcr that also hay |fd Jf&gdﬂatory
properties. Nebivolol is a racemate and the two additive activities are met;l!ated by one'of the
enantiomers: the inhibition of the beta-1 receptors is mainly due to the d-form (SRRR %&e
enantiomer), the vasodilation via the NO modulation mainly of’ the I-form (RSS§ »enantiomer).
Nebivolol reduces heart rate and blood pressure at rest and dunng\exe-rcsse m‘ho/th normotenswc
and hypertensive patients. The antihypertensive effect is retained even with long-term’
treatment. During acute and chronic treatment with nebivolol, left véntneular furlcnon is
maintained.
Pharmacokinetics
Co-administration of nebivolol and hydrochlorothiazide does not affect the bioavailability of
each component. The combined film-coated tablet is bioequivalent to simultaneous
administration of the active substances in separate dosage forms.

nebivolol

Absorption:

Bioavailability varies widely between fast and slow metabolizing individuals. The absolute oral
bioavailability of nebivolol is 12% in fast metabolizers and is practically complete in slow

|.,
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metabolizers, the maximum plasma levels are reached 0.5 to 2 and 3 to 6 hours after ingestion of
the film-coated tablet.

In rapid metabolizers, the plasma level of the RSSS enantiomer is slightly elevated over that of
the SRRR enantiomer, and the difference is more pronounced in slow metabolizers.

At steady state, the maximum plasma concentration of nebivolol is approximately 23-fold higher
in slow metabolizers than in fast metabolizers, and only 1.3-1.4 fold for the unaltered substance
and active metabolites.

The steady-state plasma levels of nebivolol are reached within 24 hours in most patients (fast
metabolizers) and those of hydroxy metabolites within a few days.

In the range of 1 to 30 mg nebivolol plasma concentrations are proportional to the dose.

The absorption of nebivolol is not affected by food 555

Distribution:

Both enantiomers of nebivolol arg. predommantly bound to albumin in plasma. Plasma protein
binding is about 98% for both forms. The volume{of dtsm ution is on average 681 1 (Vd s ).
Metabolism: rg} Y y

Nebivolol is partially metabolized fo active metabolltes via a‘hcychc and aromatic hydroxylation,
N-dealkylation, and glucuromdatlor\:‘ The aromatic hydroxy!anon is partially catalyzed by the
isoenzyme CYP2D6, which has a gcntcnc p[}lymorphlsm (\abo"gt 10% of the population are slow
metabolizers). Because the hydroxymetabolites are acnve ‘freﬁ}_ment with nebivolol has a similar
effect in fast and slow metabolizing patients. - % * "2 3

Elimination: L% L% =
The elimination half-life of nebivolol cn\ﬁvnttomérs is on averagt; hours in fast metabolizers
and 3-5 times longer in slow metabolizers; In thqfast metabolizérs, the elimination half-lives of
the hydroxyrnctabohtes of both ena.ntnomc‘i's are on average 24h and approximately twice as
long in the slow metabolizers. g .
One week after administration, fast metabolizers e)tcreted 38@ oﬁ
excreted via the facces. The renal excretion of unchanged nebavo
hydrochlorothiazide
Absorption: 'y
Maximum plasma concentrations are reached wqhm 1to 5110ur5ﬂﬂer
After oral administration hydrochlorothiazide is absorbed 10 63= 75%.
The absorption of the active substance depends ort.the residence time in the gastrointestinal tract
and is increased if the preparation was taken during a meal.

The plasma concentrations achieved are dose-linear.

Distribution:

Hydrochlorothiazide is 68% bound to plasma proteins. The apparent volume of distribution is
between 4-8 1/ kg.

Metabolism:

Hydrochlorothiazide is virtually metabolized.

Elimination:

Hydrochlorothiazide is eliminated mainly via the kidneys, 95% of them in unchanged form. The
half-life is 9.5-13 hours.

Kinetics of special patient groups:

nebivolol

dose renally and 48%
ess than 0.5% of the dose.

gx{ﬂ

inistration.
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Age: The pharmacokinetics of nebivolol is not affected by age.

Renal impairment: Although the plasma levels of the enantiomers and the hydroxymetabolites
were significantly increased, blood pressure, heart rate, and ECG parameters did not show
clinically relevant differences.

Hepatic impairment: Limited data from patients with hepatic dysfunction. Therefore,
Vasocontrol plus is contraindicated in these patients .

hydrochlorothiazide

Age: Hydrochlorothiazide concentration is higher in steady state and systemic clearance is
significantly slower in older patients than in younger patients.

Renal impairment: In renal impairment, the mean plasma maximum and AUC values of
hydrochlorothiazide are increased and urinary excretion reduced. As a result of the significantly
reduced renal clearance, the mean half-life of elimination is almost doubled in patients with renal
insufficiency (creatinine clearance 30-70 ml/ p 27?9%

Hydrochlorothiazide can be eliminated by dialysis.

Hepatic impairment: Liver disease docsffot stg_,mf‘ ca&ﬂ alter the pharmacokinetics of
hydrochlorothiazide. w4 “." "N «

Other notes :‘»)) N
Reporting of suspected adverse reactions N Vo ol
Reporting suspected adverse reactions after authonzapr oﬁgle edicinal product is important.
It allows continued monitoring of the benefit/risk ance of the medicinal product. Healthcare
professionals are asked to report any su: ected adverse reactions to Falk to your doctor or you
can report directly via The Egyptian Pharma“sgvfgllance%Center
Address: 21 Abd El Aziz Al Soud Street, E[Mama] Calro, Egypt, And ;
Telephone: (+2) 02 25354100, Extension: 1303 X W |
Fax: +202 — 23610497 N ‘ s
Email: pv.center@eda.mohealth.cov.eg ke
Online reporting: http://www.epvc.gov.eg LN
Or Zeta pharma PV Email: pv(@zeta-pharma.com :
Storage :

Store at temperature not exceeding 30° C in a dry place
Package :

Carton box contammg 1,2 or 3 (Al/transparent triplex PVC- PE—PVbC)eeﬁ‘lps each of 10 film
coated tablets & an inner leaflet
Shelf life :

2 years

Manufactured by: Atco Pharma for pharmaceutical industries for Zeta pharma for
pharmaceutical industries.

Box: 11451
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