
Valsartan 

 

Category: 

Angiotensin II antagonist 

 

Mechanism of action: 

Angiotensin II is formed from angiotensin I in a reaction catalyzed by angiotensin-converting 

enzyme (ACE, kininase II). Angiotensin II is the principal pressor agent of the 

reninangiotensin 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 II by selectively 

blocking the binding of angiotensin II 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 II synthesis. There is also an AT1 receptor found in many tissues, but AT1 is not 

known to be associated with cardiovascular homeostasis. Valsartan has much greater affinity 

(about 20,000-fold) for the AT1 receptor than for the AT1 receptor. The primary metabolite 

of 

valsartan is essentially inactive with an affinity for the AT1 receptor about one 200th that of 

valsartan itself. Blockade of the renin-angiotensin system with ACE inhibitors, which inhibit 

the biosynthesis of angiotensin II from angiotensin I, is widely used in the treatment of 

hypertension. ACE inhibitors also inhibit the degradation of bradykinin, a reaction also 

catalyzed by ACE. Because valsartan does not inhibit ACE (kininase II), it does not affect the 

response to bradykinin. Whether this difference has clinical relevance is not yet known. 

Valsartan does not bind to or block other hormone receptors or ion channels known to be 

important in cardiovascular regulation. 

Blockade of the angiotensin II receptor inhibits the negative regulatory feedback of 

angiotensin II on renin secretion, but the resulting increased plasma renin activity and 

angiotensin II circulating levels do not overcome the effect of valsartan on blood pressure. 

 

Pharmacokinetics: 

Valsartan peak plasma concentration is reached 2 to 4 hours after dosing. Valsartans half-life 

is about 6 hours. Absolute bioavailability for valsartan is about 25% (range 10%-35%). Food 

decreases the exposure (as measured by AUC) to valsartan by about 40% and peak plasma 

concentration (Cmax) by about 50%. AUC and Cmax values of valsartan increase 

approximately linearly with increasing dose over the clinical dosing range. Valsartan does not 

accumulate appreciably in plasma following repeated administration. 

Valsartan is primarily recovered in feces (about 83% of dose) and urine (about 13% of dose). 

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, is valeryl 4-hydroxy 

valsartan. The enzyme(s) responsible for valsartan 

metabolism have not been identified but do not seem to be CYP 450 isozymes. 

Valsartan is highly bound to serum proteins (95%), mainly serum albumin. 



 

 

Indications: 

Valsartan is indicated for the treatment of hypertension. It may be used alone or in 

combination with other antihypertensive agents. 

 

Administration and Dosage: 

The recommended starting dose of valsartan is 80 mg or 160 mg once daily when used as 

monotherapy in patients who are not volume-depleted. Patients requiring greater reductions 

may be started at the higher dose. Valsartan may be used over a dose range of 80 mg to 320 

mg daily, administered once-a-day. 

The antihypertensive effect is substantially present within 2 weeks and maximal reduction 

is generally attained after 4 weeks. If additional antihypertensive effect is required over the 

starting dosage range, the dose may be increased to a maximum of 320 mg or a diuretic may 

be added. Addition of a diuretic has a greater effect than dose increases beyond 80 mg. 

No initial dosage adjustment is required for elderly patients, for patients with mild or 

moderate renal impairment, or for patients with mild or moderate liver insufficiency. Care 

should be exercised with dosing of valsartan in patients with hepatic or severe renal 

impairment. 

Valsartan may be administered with other antihypertensive agents. 

Valsartan may be administered with or without food. 

 

Contraindications: 

Valsartan is contraindicated in patients who are hypersensitive to any component of this 

product. 

 

Precautions: 

Impaired Hepatic Function: As the majority of valsartan is eliminated in the bile, patients 

with mild-to-moderate hepatic impairment, including patients with biliary obstructive 

disorders, showed lower valsartan clearance (higher AUCs). Care should be exercised in 

administering valsartan to these patients. 

Impaired Renal Function: As a consequence of inhibiting the renin-angiotensin-aldosterone 

system, changes in renal function may be anticipated in susceptible individuals. In patients 

whose renal function may depend on the activity of the renin-angiotensin-aldosterone system 

(e.g., patients with severe congestive heart failure), treatment with angiotensin-converting 

enzyme inhibitors and angiotensin receptor antagonists has been associated with oliguria 

and/or progressive azotemia and (rarely) with acute renal failure and/or death. 

 

 



Pregnancy and breast feeding: 

Pregnancy Categories C (first trimester) and D (second and third 

trimesters)  

It is not known whether valsartan is excreted in human milk, but valsartan was excreted in the 

milk of lactating rats. Because of the potential for adverse effects on the nursing infant, a 

decision should be made whether to discontinue nursing or discontinue the drug, taking into 

account the importance of the drug to the mother. 

 

Drug Interactions: 

No clinically significant pharmacokinetic interactions were observed when valsartan was 

coadministered with amlodipine, atenolol, cimetidine, digoxin, furosemide, glyburide, 

hydrochlorothiazide, or indomethacin. The valsartan-atenolol combination was more 

antihypertensive than either component, but it did not lower the heart rate more than atenolol 

alone. 

Coadministration of valsartan and warfarin did not change the pharmacokinetics of 

valsartan or the time-course of the anticoagulant properties of warfarin. 

CYP 450 Interactions: The enzyme(s) responsible for valsartan metabolism have not 

been identified but do not seem to be CYP 450 isozymes. The inhibitory or induction 

potential of valsartan on CYP 450 is also unknown. 

 

Side effects: 

 

Headache, dizziness, viral infection, fatigue, abdominal pain, upper respiratory infection, 

cough, diarrhea, hyperkalemia 

 

 

Storage: 

 Store below 30 °C 

 Protect from moisture and light 

 Keep out of the reach of children 

 

 

Packaging: 

Valsartan  is available as 80 and 160 mg F.C tablets in box of 30 tablets. 

 

 

 

 


