VELVET PLUS rabet

(USP Specification)

Velvet Pi
Amlodipine, Valsartan and Hydrochlorothiazide.

(USP Specification)

10/160/25mg Tablets,5/160/12.5mg Tablets,5/160/25mg Tablets, 10/320/25mg Tablets,
10/160/12.5mg Tablets

Velvet Plus Tablets may forthe

indvidualy tirated ccmponems Use vilh other ani-typerienisive crugs: Velvet Plus Tablet
blets may be administered with other

an«hypeﬂensweagents

Missed

Ifyou m\ss % dose, take it as soon as you remember. If it is close to your next dose, do not take the

missed dose. Just take the next dose af the regular time.

Special Population

Renal Impairment:

No dosage adjustment is required for patients with mild to moderate renal impairment. Monitoring of

creatinine and potassium levels is advised for patients with moderate renal impairment. Hepatic
In patients with mild to moderate hepatic impairment without cholestasis the maximum

COMPOSITION
Velvet Plus Tablet pi
administration as:

Velvet Plus Tablet 5mg+160mg+12.5mg Each film-coated tablet contains:
Amlodipine as besilate 5mg Valsartan... 160m; mg (USP
Velvet Plus Tablet Tablets 5mg+160mg+25mg Each film-coated tablet contains:
2

+ Valsartan + Tablets are available for oral

recommended dose is 80mg valsartan, and therefore, this combination is not suitable in this group of
patients. Heart Failure and Coronary Artery Disease: Caution is advised in patients with heart failure
and coronary artery disease, particularly at the maximum dose of Velvet Plus Tablet (Amlodipine +
Valsartan + Hydrochlorothiazide) Tablets is 10mg + 320mg + 25mg. Elderly (age 65 or above):
Caution, mc\udmg more r equem mannonng of blood pressure, is recommended in elderly patients,
particularly at t dose of Velvet Plus Tablet (Amlodipine + Valsartan +
Hydmchlcrc\mazlde) Tabiets 10mg + 320mg + 25mg, since avallable data n s pationt popuiation

verse ith amlodipine, val;

is dizziness, oedema peripheral, headache, dyspepsia, fatigue, muscle spasm back pain, nausea

Amlodipine: With amlodipine,
a causal re\allunshlp Is uncertan. Jaundice nd hepatic enzyme clevations (Mosly consistent wh

patits). Valsartan: valsartan or

Amlodipine as besilate 5mg Valsartan. 160 mg 5mg (USP arelimited.
VelvetPlus Tablet Tablets 5mg Eachfil ntain ADVERSE REACTIONS
Amlodipine as besilate 10mg Valsartan.. 160mg 12.5mg (USP The most common adh
VelvetPhs TabletTabeta

s besiate 10mg Valsartan. . 160mg 25mg (USP
vElvexplusTablenable«s
Amlodipine as besilate 10mg Valsartan... 320mg 25mg (USP

CLINICAL PHARMACOLOGY

valsanan/hyumcmom«maz.de are decrease in hemoglobin, decrease in hemalocm neulropema
elevated liver enzymes and reports of hepat

Mechanism of Action The active ingredients of Velvet Plus Tablet isartan +
Hydrochlorothiazide) Tablets target three separate mechanisms involved in mocd pressure
regulation
Amlodnpme,

heral art

I vasodilator that tocausea

function, renal failure, alopecia, bullous dermatitis, vasculitis and syncope. Hydrochloro(mazlde.
Acute renal failure, renal disorder, aplastic anemia, erythema multiforme, pyrexia, muscle spasm,
asthenia, acute angle-closure glaucoma, bone marrow failure, worsening of diabetes control,
hypokalemia, blood lipids increased, 5

cular
reduotion n pefipheral vascula roditance and recuclon n b1ood proseure. I 1
calcium channel blocker that inhibits the transmembrane influx of calcium ions into vascular smooth

Valsartan is an orally active, potent and specific angiotensin II (Ang Il) receptor antagonist. It acts
selectively on the AT1 receptor subtype, which is responsible for the known actions of angiotensin II.

Angiotensin l is the principal presser agent of the renin-angiotensin system, with effects that include
vasoconstriction, stimulation of synthesis and release of aldosterone, cardiac stimulation, and renal
reabsorption of sodium. Valsartan blocks the vasoconstrictor and aldosterone-secreting effects of
angiotensin Il by selectively blocking the binding of angiotensin Il to the AT1 receptor in many tissues,
such as vascular smooth muscle and the adrenal gland. Its action is therefore independent of the
pathways for angiotensin synthesis.

Hydrochlorothiazide

nal tubular electrolyte

reabsorption, directly increasing excretion of sodium and chloride in approximately equivalent
mounts. Indiectly, the diuretic action of hydrochlorothiazids reduces plasma volume, with

consequent

potassium loss, and decreases in serum palassmm The renin-aldosterone link is mediated by

angiotensin I, so coadministration of an angiotensin Il receptor antagonist tends to reverse the

potassium loss associated with these diuretics.

Amlodipine:

Peak plasma concentrations of amlodipine are reached 6 to 12 hours after administration of

amlodipine alone. Absolute bioavailability has been estimated to be between 64% and 90%. The

apparent volume of distribution of ipi 21 Lkg. f

CONTRAINDICATIONS

The combination of Amlodipine, Velsartan and Hydrochlorothazide is contraindicated in

« Patient with lerivatives, other
sulfonamide-derived drugs, or to any of the exmp.em of the product.

+ Patient with severe hepatic impairment; biliary cirthosis and cholestasis

 Patent it severe renal mpairment (GFR<30mimin/1.73m2 ), anria and patients undergoing

ialysis.
Pationt with refractory and
hyperuricemia.
« Pregnanc,
« Concomitant use with aliskiren in patients with Type 2 diabetes mellitus
« Children and adolescents (below the age of 18 years).
PRECAUTIONS

When pregnancy is detected, discontinue the product as soon as possible. Drugs that act directly on
fetus. In fetaltoxicity Use of
drugs that act on the renin angiotensin system during the second and third trimesters of pregnancy
reduces fetal renal function and increases fetal and neonatal morbidity and death. Resulting
oligohydramnios can be associated with feta lung hypoplasia and skeletal deformations. Potentil

ypoplasia, anuria, renal failure, and death. When

pr ] bl
Thiazides cross the placenta, and use of thiazides during pregnancy is associated with fetal or
neonatal jaundice, thrombocytopenia, and possibly other adverse reactions that have occurred in
adults. Do not initiate treatment with Amlodipine + Valsartan + Hydrochlorothiazide in patients with
aortic or mitral stenosis or obstructive hypertrophic cardiomyopathy. Hypotension in Volume- or Salt-
Depleted Patients: In patients with an actvated renin-angiotensin system, such as volume or salt

to inactive metabolites via hepatic metabolism with 10% of the parent compound and 60% of the

depleted pati high doses of diuretics, symptomatic hypotension may occur. Correct this
condition prior to administration oﬂhepm uct.
If

it

y
Tto8daysof Consecive uauy dosing.
Valsartan:

I

Valsartan place the patient
in a supine position and, if necessary, give intravenous norml saline. A transiont hypotensive
response is not a contraindication to further treatment, which usually can be continued without
dificulty once the blood pressire has stabiized. Increased Angina andior Myocardial Infarclon
starting or vncreasvng the dose of

n
2104 hours. Absolute bicavailability is about 25% (Range 10% to 35%). The steady state volume of
distribution of valsartan after intravenous administration is 17 L indicating that valsartan does not
distribute into tissues extensively. Valsartan is highly bound to serum proteins (95%), mainly serum
albumin. Valsartan shows biexponential decay kinetics following intravenous administration with an
average elimination half-life of about 6 hours. The recovery is mainly as unchanged drug, with only
about 20% of dose recovered as metabolites. The primary metabolite, accounting for about 9% of
dose, s valeryl 4-hydroxy valsartan. Valsartan, when administered as an oral solution, is primarily
recovered in feces (about 83% of dose) and urine (about 13% of dose). Following intravenous
istration, plasma clearance of valsartan is about 2 L/h and its renal clearance is 0.62 L/h (about
30% oftotal clearance).

Hydrochlorathiazide:

amlodipine, p:

Impaired Renal Function:

Changes in renal function, lnc\udlng acute renal failure e be caused by drugs that inhibit the renin-
diu pend in part on the activity

of the renin- angmlensm system (e g., patients with renal arlery nosie, chronic kidney disease,

severe congestive heart failure, or volume depletion) may be at particular risk of developing acute

renal failure. Monitor renal function periodically in these patients. Consider withholding or

therap:

Pot:

heart e

Isartan. These effects are usually minor and transient, and they are more likely to occur in patients
with pre-existing renal impairment. Dosage reduction and/or discontinuation of the diuretic and/or
valsartan may be required.

of after oral is about 70%.
Peak plasma hydroch\orolhlaz\de concentrations (Cmax) are reached within 2 to 5 hours after oral
admlmslrallon Hydrochlorothiazide binds to albumin (40% to 70%) and mslnbutes mm erythrocytes.

n result in
hypokalemia which appears difficultto treat despite potassium repletion. Drugs that inhibit the renin-
angitensin system can cause hyperalemia. Morior serum eletrotes perodcaly. f hpokalemia

Following or plasma
with amean dlsmbullcn half-life of about 2 hours and an elimination haff-fife Dl aboul 10 hours. About
70% of an orally administered dose of hydrochlorothiazide is eliminated in the urine as unchanged

drug.
Special Population
Elderly populatiol
Elderly patients have decreased clearance of amlodipine with a resulting increase in peak plasma
levels, elimination half-life, and AUC. Exposure (Measured by AUC) to valsartan s higher by 70% and
the half-lfe is longer by 35% in the elderly population. Clearance of hydrochlorothiazide is reduced in
both healthy and hypertensive elderlies.

Renal impairment:

‘The pharmacokinetics of amlodipine are not significantly influenced by renal impairment. There is no
apparent correlation between renal function (measured by creatinine clearance) and exposure
(measured by AUC) to valsartan in patients with different degrees of renal impairment. With impaired
renal function,the mean slimination half-if of hydrochiorothiazids was doubled i indviduals with
mild/moderate renal impairment (30 < CrCl < 90 mLimin) and tripled in

by clinical swgns 1eg muscular weakness, paresis, or ECG alterations), treatment
shoula be dscontinued. of hypokalemia and any coexisting hypumagnesemla is
recommended prior to e ntation o hiazde
Hypersensmvlly Reacti on

action may occur in patients with or without a history of
alargy or bronchiat asihma, bot are more likely in patients with such a history. Systemic Lupus

lupus. Metabolic may alter glucose tolerance and
raise serum levels of cholesterol and triglycerides. Hydrochlorothiazide may raise the serum uric acid
level due to reduced dlearance of uric acid and may cause or exacerbate hyperuricemia and

y Monitor

can cause an reaction, resulting in acute transient myopia and

nary treatment

<30mUimin), Cl>90 mLmin).
Hepaticimpairment:

resulting increase in
AUC of approximately 40% 0 60%. On average, patients with mild-to-moderate chronic Iver disease

THERAPEUTIC INDICATIONS
Velvet Plus Tablet + Valsartan +
hypertension to lower blood pressure.
DOSAGE & ADMINISTRATION
General Consideration
e recommended daily dose is once-daily. The dosage may be increased after 2 weeks of therapy.
The full blood pressure lowering effect was achieved 2 weeks after being on the maximal dose of
Velvet Plus Tablet Valsartan + Tablets. The maximum
recommended dose of Velvet Plus Tablet Valsartan + Tabletis

is indicated for the treatment of

as posslb\e Risk factors for developing acute angle-closure glaucoma may include a mslory o
or penicillin allergy. , including swelling of the larynx and
glottis, causing airway obstruction and/or swelling of the face, lips, pharynx, and/or tongue has been
reported in patients treated with valsartan; some of these patients previously experienced
angioedema with other drugs including ACE inhibitors Amlodipine + Valsartan + Hydrochlorothiazide
should be immediately discontinued in patients who develop angioedema, and should not be re-
administered.
Primary Hyperaldoslemnism'

il not generally, respond

through the renn -angiotensin-aldosterone system therefore use of Amlodipine + Valsaﬂan +
Hydrochlorothiazide in these patients is not recommended. Photosensitivity: Cases of
photosensitivity reactions have been reported with thiazide diuretics. If photosensitivity reaction
oceurs during treatment with, Amlodipine + Valsartan + Hydrochlorothiazide, it is recommended to
stop the treatment. If a re-administration of the diuretic is deemed necessary. itis recommended to
protect exposed areas {0 the sun orto artfiial UVA. Hopaticnjry: Cases o lnical signifcantver

disease have occurred with some angiotensin Il receptor antagonists. Hepatitis has been reporte

10mg + 320mg + 25mg. Add-on/Switch Therapy: Velvet Plus Tablet + Valsartan +
Hydrochlorothiazide) Tablets may be used for patients not adequately controlled on any 2 of the
following antihypertensive classes: calcium channel blockers, angiotensin receptor blockers, and
diuretics or in patient who experiences dose-limiting adverse reactions to an individual component
while on any dual combination of the components of Velvet Plus Tablet (Amlodipine + Valsartan +
Hydrochlorothiazide) Tablets may be switched to Velvet Plus Tablet (Amlodipine + Valsartan +
Hydrochlorothiazide) Tablets containing a lower dose of that component to achieve similar blood
pressure reductions.

Non.melanoma Skin Cancer:

was predominantly for squamous cell carcinoma (SCC) The risk for non-melanoma skin cancer

appears to increase with long-term use. Possible preventive measures such as limited exposure to
sunlight and UV rays and, in case of exposure, adequate protection should be advised to the patients
in order to minimize the risk of skin cancer. Suspicious skin lesions should be promplly examined,
potentially




The uso of ydrochiorothiazide may also need to be reconsidered inpatints who have previously
experienced non-melanoma skin cancer
Effects on ability to drive and use machlnes When driving vehicles or using machines it should be

Nursing Mothers
itis not in human milk. |
human m\lk Hydrochlorothiazide crosses the placenta and \$ excreied in human milk. It is therefore

DRUG INTERACTIONS CYP3A Inhibitors:
Coadministration with CYP3A inhibitors (moderate and strong) results in increased systemic
exposure to amlodipine and may require dose reduction. Monitor for symptoms of hypotension and
e e amecRine i et i e L HICYR3A i Rsiocs o datemine e e ass
adjustmer

CYP3A Inducers: Blood pressure shouid be dlosely moniored when amiodpine s co-adminsered
with CYP3A inducers (e.g., ifampicin, St. John's Wort). Sildenafil: Monitor for hypotension when
Sidenali s co-admnitersdwit amiodipine

Simvastatin:

Camaminéiationlflsimyesioi uih{cmiadioneibersesceliheleyziamic eromeslctiaiiues i
Limitthe dos
Immunosuppressant

levels of i dadjust
lhedosewhen appropriate.

Grapefruit Juice:

Administration of amlodipine with grapefruit or grapefrut uice is not recommended as bioavalabity

Agents Increasing Serum Potassium:
Goncomitant use of vaisartan wih ofher agents that bk the renn-anglaensin system, ptassium
sparing diuretics (e.g., spironolactone, triamterene, amiloride), potassium supplements, salt
suaiutas contabing potasskam or thar crugs that iy Incrsase potassium levela (g, hapari)

\ead 10 increases in serum polass\um and in heart failure patients Io increases in serum

NSAIDS (cox 2 Inhibitors):

In patients who are elderly, volume-depleted (Including those on diuretic therapy), or with
compromised renal function, coadministration of NSAIDs, including selective COX-2 inhibitors, with
angiotensin Il receptor antagonists, including valsartan, may result in deterioration of renal function,
including possible acute renal failure. The antihypertensive effect of angiotensin Il receptor
antagonists, including valsartan, may be attenuated by NSAIDs including selective COX-2 inhibitor.
Dual Blockade of the Renin-Angiotensin System (RAS): Dual blockade of the RAS with angiotensin
receptor blockers, ACE inhibitors, or aliskiren is associated with increased risks of hypotension,

Closely monitor blood pressure, renal function and electrolytes in patients on valsartan and other
agents thataffect the RAS.

Lithium Interactio
Increases in serum lithium concentrations and lithium toxicity have been reported with concomitant
use of valsartan or thiazide diuretics. Monitor lthium levels in such patients.

Antidiabetic Drugs (oral agents and insulin):

D

q

Carbamazepine:
May lead to symptomatic hyponatremia. lon Exchange Resins: Staggering the dosage of
hydrochlorothiazide and ion exchange resins (e.g., cholestyramine, colestipol) such that
hydrochlorothiazide is administered at least 4 hours before or 4 o 6 hours after the administration of

Cyclosporine:

Concomitant treatment with cyclosporine may increase the risk of hyperuricemia and gout-type

complications.

Drugs thatalter Gastrointestinal Motility:

The bioavailability of thiazide-type diuretics may be increased by anticholinergic agents (e.g.,

atropine, biperiden), apparently due to a decrease in gastrointestinal motiity and the stomach
Conversey,

Concommant use of lhnaznde dlurehcs may reduce renal excreuon of cytoioxn: agents and enhance
icohol, of orthostatic

hypolenslon may oceur.
Skeletal Muscle Relaxants:

Digitalis Glycosides:

OVERDOSAGE

The most lkely of uld be

could occur from parasympa(hslm (vagah simulaton. I symplomaic hypotensmn should occur,
lnsﬂlu(e suppomvelreatme nt.

lodipine:

Over dosage migf

and possibly reﬂex lachycardla Experience with intentional overdosage oramlompme is nmned w

‘monitoring. Fr
I i i ikl o b6 of
benefit. Adminisiration of activated charcoal immediately or up to two hours after ingestion of

Deprossed levelof consciousness, iraulatorycollapse, and shock have bocn ropored. Valsartan s
not removed from e plas by lysis. Hydrochiorotlazide: The degres 1o which

has not been estabiished. The ommon signs
and symptoms obsered in | panems are those caused by electrolyte dep\eﬂon (ypokalemia

STORAGE
Do not store above 30°C. Protect from
comecty storedatth recommendsdconditons

moisture. i fers to the prod:

Cimied oo v avalible related 0 over dosage i humans, The mos kely marifestations of over
josage woul potension and tachycardia; bradycardia could occur from parasympathetic
(vaga) stimulation. ' ymplomatic. hypbtension shoud oGeur, supporive roatiment should be

instituted

HOW SUPPLIED

Velvet Plus Tablet + Valsartan +
are available in the pack of 14 and 28's.
Velvet Plus Tabl + Valsartan +
are available in '.he pack of 14's and 28's.
Velvet Plus Tablet pine + Valsartan +
are availablo in the pack of 14's and 28's
Velvet Plus Tablet Valsartan +
are available in me pack of 14's and 28's.
Velvet Plus Tabl + Valsartan +
are available in the pack of 14's,

Tablets 5mg+160mg+12.5mg

Tablets Smg+

Tablets 10mg+160mg+12.5mg

Tablets 10mg+

Tablets 10mg

Dosage & ions: L . For detals, Tobe sold
on the proscrplion of a regitered medicalpraciitoner only. Keop al medicines ol ofth reach of
children. Store at 20-25°C. Py 1015°C-30°C).

Lactose & Gluten Free

Manufactured by:
NEXT Pharmaceutical Products (Pvt.) Ltd.
Plot no. 44-A&B, Sunder Industrial Estate Lahore-Pakistan
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