
lotevan® 
Amlodipine 1 Valsartan Tablets 

Pregnancy: 
Due to the mechanism of action of angiotensin Il antagonists, a 
risk to the letus cannat be ruled out. Fetal in jury and death have 
baen reported during the second and third trimaslers in 
pregnant women using ACE inhibitors {a specifie class of drugs 
that aets on the renin-angiotensin-aldosterone system (RAASll_ 
Latavan must not be used du ring pregnancy or in women 
planning to become pregnant. 
Healthcare professionats prescribing any medicinal products 
that aet on the RAAS should inform women of childbearing 
potential about the potential risk of thase products during 
pregnancy. 
When pregnancy 1s detected, discontinue Lotevan as saon as 
possible. Drugs that aet directly on the renin·angiotensin system 
cao cause in jury and even death ta the developing fatus. 
Lactation: 
Il is not known whether valsartan and/or amlodipine are 
excreted in human milk. Valsartan was excreted in the milk of 
lactating rats. Use is therefore contraindicated in women who 
are breast-feeding. 

Composition: 
Lotevan 5 mg/16D mg: Each film coated tablet cantains: 
Valsartan 160 mg and Amlodipine besylate equivalent to 5 mg 
Amlodipine. 
Lateven 10 mg/16D mg: Each film coated tablel contains : 
Valsartan 160 mg and Amlodipine besylate equivalent to 10 mg 
Amlodipine. 
Lotevan 5 mg/320 mg : Each film coated tablel contains: 
Valsartan 320 mg and Amlodipine besylate equivalent to 5 mg 
Amlodipine. 
LOleve" 10 mg/320 mg: Each film coated tablel contains: 
Valsartan 320 mg and Amlodipine besylate equÎvslent to 10 mg 
Amlodipine . 
Excipients: Cellulose microcrystalline, crospovidone, colloidal 
silicone dioxide, magnesium stearate, HPMC, PEG, titanium 
dioxide and ferric oxide yellow. 

Properties: 
Lotevan combines two antihypertensive active substances with 
complementary mechanism to control blood pressure in patients 
with hypertension: Amlodipine belongs ta the calcium channel 
blocker class, and valsartan to the angkltensin Il antagonist class 
of medicines. The combination of these substances has an 
additive antihypertensive effect, reducing blood pressure ta a 
greater degree than either component alone. 
Valsartan and amlodipine exhibit linear pharmacokinetics. 
Absorption: 
Following oral administration of Lotevan, peak plasma 
concentrations of valsartan and amlodiplne are reached in 3 and 
6·8 hours, respectively. The rate and axlent of absorption of 
Lotevan are equivalent 10 the bioavailability of valsartan and 
amlodipine when administered as separata tablets, (Amlodipine: 
Absalute bioavailability is 64% and 80%, Valsartan : Absolute 
bioavailability is 23% (range 23±7» . 
Distribution : 
Amlodipine: 
The volume of distribution is approximately 21 Utreslk.g. In vitro 
studies with amlodipine have shown that approximately 97.5% of 
circulating drug is bound to plasma protains in hypertenslva 
patients. 
Valsartan: 
Valsartan is extensively (94·97%) bound to serum proteins, 
primarily albumin. Steady·state is reached within 1 week. The 
volume of distribution at steady·state is approximately 17 litres. 
Plasma clearance is relatively slow (about 2 litres/hour) 
compared with hepatic blood fiow (about 30 litreslllour). 
Elimination : 
Amlodlplne: 
Amlodipine elimination from the plasma is biphaslc, with a 
terminal elimination half·life of approximately 30 ta 50 heurs. 
Steady·state plasma levels are reached after continuous 
administration for 7.a days. 10% of original amlodipine and 60% 
of amlodipine metabolites are excreted in the urine. 

---

Vals.rtan: 
Valsartan displays multiexponential decay kinetics (primary, alpha 
half·life <1 hour; terminal, beta haU·life approximately 9 hours). 
Approximately 70% of absorbed valsartan is excreted in the 
faeces and 30% in the urine, mainly as unchanged compound. 

Indications: 
Lotevan is indicated for the treatment of essential hypertension. 
Lotevan Is indicated in patients whose blood prassure is not 
adequately controlled by monotherapy. 

Contraindications: 
Latavan is contraindicated for patients with known 
hypersensitlvtty to any of its components. 
Lolevan ts contraindicated in patients with hereditary 
angioedema or in these in whom angioedema developed during 
earlier treatment with an ACE inhibitor or an angiotensin Il 
receptor antagonisl. 

Precautions: 
Effects on ablIIty to drive and use machines: 
Due to possible adverse effects, caution is required when using 
machines or driving. 

Interactions with other drugs: 
Amlodlplne: 
Amlodipine may be concomitantly admlnistered with thiazide 
diuretics, alpha·blockers, beta·blockers, ACE inhibitors, 
long-acting nitrates, sublingual glyceryl trtnitrate (nitroglycerin), 
NSAIDs, antibiotics and oral antidiabetics. 
Valsartsn: 
Valsartan is only metabolized to a slight extent, sa no clink:ally 
relevant drug interactions·in the lorm of metabolie induction or 
inhibition of the cytochrome P450 system-are to be expected. 
There is no experience with concomitant use 01 valsartan and 
lithium. Regular monitoring of serum lithium levels is therelore 
recommended in the event of concomitant administration of 
lithium and valsartan. 
Concomitant administration of potassium·sparing diuretics (e.g. 
spironolactone, triamterene, amiloride), potassium supplements 
or salt substitutes containing potassium may lead ta increases in 
serum potassium and, in heart failure patients, to increases ln 
serum creatinine. Caution is theretore indicated when such 
co·medication is glven. 

Warnings : 
Sodium - and/or volume - depteted patients 
Excessive hypotension was seen in 0.4% of patients with 
uncomplicated hypertension treatad with Latevan in 
placebo·controlled studies. Symptomatic hypotension may occur 
in patients with an activated renin·angiotensin system (such as 
volume • and/or salt-depleted patients receivîng high doses of 
diuretics) who are given angiotensin Il antagonists. Correction of 
this condition prior ta administration of Lotevan, or close medical 
supervision at the start of treatment, is recommended. 
If hypotension occurs with Lotevan, the patient shouki be placed 
in the supine position and, if necessary, given an intravenous 
Infusion of normal saline. Treatment can be continued once blood 
pressure has been slabilized. 
Hyperkataemla 
Concomitant use with potassium supplements, 
potassium·sparing diuretics, salt substitutes containing 
potassium, or other medicinal products that may increase 
potassium levels (heparin, etc.) should be undartaken with 
caution and with trequent monitoring 01 potassium levels. 
Beta-blocker withdrawal 
Amlodipine is not a beta·blocker and therefore provides no 
protection against the risks of abrupt beta·blocker withdrawal. 
Any such withdrawal should be by graduai reduction of the dose 
01 the beta-blocker. 
Kldney transplantation 
No data are currently available on the sale use of Loteven in 
patients who have recently undergone kidney transplantation. 
Hepatic Impalnnent 
Valsartan is mostly eliminated unchanged via the bile, whereas 
amlodipine is extensively metabolized by the liver. Particular 
caution is required when administering Lotevan ta patients with 
hepatic impairment or biliary obstructive disarders. 

Renal Impalrment 
No dosage adjustment of Lotevan is required in patients ith 
mild to moderate renal impairment. However, no data are 
available on severe renal impairment (creatinine clear ce 
<10 mVmlnute) and caution is therefore required. 
Aortlc and mitral valve stenosls, obstructive hypertro hic 
cardlomyopathy 
As with ail other vasodilators, special caution is require in 

1 patients with aortic or mitral stenosis, or obstructive hypertr ~hic 
cardiomyopathy. 

Dosage and Administration: 
Patients whose blood pressure is not adequately controlle by 
~:t:~~.rapy may be switched ta combination therapy twith 

The recommended dose ls one tablel per day (5 mg amlod pine 
and 160 mg valsartan, or 10 mg amlodipine and 160 mg 
valsartan, 5 mg amlodipine and 320 mg valsartan, or 1 mg 
amlodipine and 320 mg valsartan). When clinically appropri a, a 
direct switch from monotherapy to the fixed·dose combin tian 
may be considered. 
Patients recelving valsartan and amlodipine separately m be 
switched to the corresponding dose of Lotevan. 
60th amlodipine and valsartan monotherapy can be taken w th or 
without food. It is recommended la take Lotevan with ~me 
water. 
Etderty patients 
Since bath components of the combination were equally weil 
tolerated when used at similar doses in elderly or yo nger 
patients, normal dosage regimens are recommended. 
Chlldren and adolescents 
Loteyan is not recommended for use in palients aged ~Iow 

18 years due to a lack of data on safety and eff~cy. 

Overdosage: 
There is no experience to date of overdose with Lotevar The 
major symptom of overdose with valsartan is pro ably 
hypotension with dizziness. Overdose with amlodipine may esult 
in excessive peripheral vasodilation and , possibly, eflex 
tachycardia. Marked and potenlially prolonged sys emic 
hypotension, up to and including shock with fatal outcome have 
baen reported. 
If ingestion is recent, induction of vomiting or gastrie lavag may 
be considered. Administration of activated charcoal ta h althy 
volunteers immediately, or up to two hours after ingest pn of 
amlodipine, has been shown to significantly decrease a":,k> ipine 
absorption. Clinically significant hypotension due to Lo eyan 
overdose caUs for active cardiovascular support, including close 
monitoring of cardiac and respiratory function , elevat n of 
extremities, and attention to circulating f1uid volume and urine 
output. A vasoconstrictor may be helpful in restoring v cular 
tone and blood pressure, provided that there no 
contraindicatkln 10 ils use. Inlravenous calcium gluconate r ay he 
benelicial in reversing the effects of calcium channel blo kade. 
Bath valsartan and amlodipine are unlikely to be rema ~ by 
haemodialysis. 

Side Effects: 
Adverse effects are listed according to their frequency. 
Frequency 
Very common (> 1110), comman (> 1/100 to < 1110), une< mmon 
(> 111000 to < 1/100), rare (> 1/10000 ta < 111000), vey rare 
« 1/10000). 
Withln each frequency grouping, adverse effects are liste in the 
arder of decreasing severity. 
Infections 
Common : Nasopharyngitis, influenza. 
Immune Iystem dllorders 
Rare: Hypersensitivity. 
Nervous system dlsorders 
Common : Headache. 
Uncommon: Dizziness, drowsiness, postural diz iness, 
paraesthesia. 
Eye dlsorders 
Rare: Disturbed vision. 
Cardlac dlsorders 
Uncommon: Tachycardia, palpitations. 
Rare: Syncope. 
R_plratory trect 
Uncommon: Cough, laryngeal pain. 
Gastrolntatlnal dlsorclers 
Uncommon: Diarrhea, nausea, abdominal pain, constipa on, dry 
mouth. 
Amtodlplne: 
Gynecomastia has baen reported infrequently and a causal 
relationship is uncertain. Jaundice and hepatic nzyme 
elavations (mostly consistent with cholestasis or hepa itis), in 
sorne cases severe enough to require hospitalization, ha e been 
reported in association with use of amlodipine. 
Valsartan: 
The following additional adverse reaetions have baen re ~rted in 
post marketing experience with valsartan: 
Slood and Lymphatic: There are very rare rep rts of 
thrombocytopenia. 
Hypersensitivity: There are rare reports of angioedema. 
Digestive: Elevated liver enzymes and very rare re orts Of 
hepatilis. 
Renal : Impaired renal function. 
Clinlcal Laboralory Tests: Hyperkalemia. 
Dermatologie: Alopecia. 
Vascular: Vasculitis. 
Rare cases of rhabdomyolysis have been reported in patients 
receiving angiotensin Il receptor blockers. 
Consult your Pharmacist or Physician if any side flect is 
observed. 

Pharmaceutical Precautions: 
Keep at room temperature (1S·30·C). 
Do not use beyond the expiry date or if the product sil ws any 
sign of deterioration. 

Presentations: 
Lotevan 5 mgf160 mg: Packs of 30 Film Coated Tablets 
Lotayan 10 mgf160 mg: Packs of 30 Film Coaled Table 
Lotevan 5 mgl320 mg: Packs of 30 Film Coated Tablet 
Lotevan 10 mg/320 mg: Packs 0130 Film Coated Table 
Hospital packs are available. 

® is a trademartt 

Council ot Arab Heanh Minlslers & Union of Arab Pharmacists. 

® Manufacturee! by: 
TABUK PHARMACEUTICAL MANUFACTURtNG OMPANY, 
P_O_ Box 3633, TABUK-SAUDI ARABtA. 
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