
Mechanism of action
Valsartan
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 
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 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.

Valsartan + Hydrochlorothiazide
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. Blockade of the angiotensin II 
receptor inhibits the negative regulatory feedback of 
angiotensin II on renin secretion.
Hydrochlorothiazide is a thiazide diuretic. Thiazides affect 
the renal tubular mechanisms of electrolyte reabsorption, 
directly increasing excretion of sodium and chloride in 
approximately equivalent amounts. Indirectly, the diuretic 
action of hydrochlorothiazide reduces plasma volume, with 
consequent increases in plasma renin activity, increases in 
aldosterone secretion, increases in urinary potassium loss, 
and decreases in serum potassium. 

Pharmacokinetics
Valsartan
Peak plasma concentrations are reached 2 to 4 hours after 
dosing. Valsartan is highly bound to serum protein (94-97%), 
mainly serum albumin.The primary metabolite is valeryl 
4-hydroxy valsartan, which is pharmacologically inactive. 
After oral dosing, 83% of the dose is excreted in the faeces 
and 13% in the urine, mainly as unchanged compound.

Hydrochlorothiazide
The absorption of hydrochlorothiazide after an oral dose is 
rapid (tmax about 2 hours). Absolute Bioavailability of 
hydrochlorothiazide is 60-80% after oral administration 
half-life is about 6-15 hours. Greater than 95% of the 
absorbed dose is excreted as unchanged compound in the 
urine. The systemic availability of hydrochlorothiazide is 
reduced by about 30% when co-administered with valsartan. 
Co-administration of hydrochlorothiazide decreased peak 
concentrations of valsartan by 13% and systemic exposure 
to valsartan by 17%.

INDICATIONS
Valsartan is indicated alone or in combination with other 
antihypertensive agents in treating essential hypertension 
the treatment of heart failure (NYHA class II-IV) inpatients 
intolerant to angiotensin converting enzyme (ACE) inhibitors

DOSAGE AND ADMINISTRATION
Valsartan:
Indications Starting Dose Range Target Maintenance Dose.

COMPOSITION
Listan 80mg Tablet 
Each film coated tablet contains:
Valsartan (USP) ......................................................... 80mg

Listan 160mg Tablet 
Each film coated tablet contains:
Valsartan (USP) …………......................................... 160mg

Listan-HT 80mg/12.5mg Tablet 
Each film coated tablet contains:
Valsartan (USP) ......................................................... 80mg
Hydrochlorothiazide (USP) ..................................... 12.5mg

Listan-HT 160mg/12.5mg Tablet 
Each film coated tablet contains:
Valsartan (USP) ....................................................... 160mg
Hydrochlorothiazide (USP) ..................................... 12.5mg

DESCRIPTION
Valsartan
Valsartan is a nonpeptide, orally active, and specific 
angiotensin II receptor blocker acting on the AT1 receptor 
subtype. Its structural formula is

Hydrochlorothiazide
Hydrochlorothiazide is a thiazide diuretic. Its empirical 
formula is C7H8ClN3O4S2  its molecular weight is 297.73, 
and its structural formula is:

Valsartan/Hydrochlorothiazide
Valsartan/Hydrochlorothiazide is a combination angiotensin 
II receptor blocker and diuretic. The angiotensin II receptor 
blocker works by relaxing the blood vessels.

PHARMACOLOGICAL 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 
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 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.

(Valsartan 80mg & 160mg Tablets) 

(Valsartan & Hydrochlorothiazide
80/12.5mg & 160/12.5mg Tablets)

(R002)

Adult Hypertension
80 or 160mg once daily
80-320mg once daily

Pediatric Hypertension
(6-16 Years) 1.3mg/kg once daily (up to 40mg total) 1.3 - 
2.7mg/kg once daily (up to 40mg total) Heart Failure 40mg 
twice daily 40-160mg twice daily 160mg twice daily Post 
myocardial infarction 20mg twice daily 20-160mg twice daily 
160mg twice daily.

Valsartan +Hydrochlorothiazide
The recommended dose of Valsartan +Hydrochlorothiazide 
is one tablet per day. Valsartan +Hydrochlorothiazide 
160/12.5mg may be administered in patients whose blood 
pressure is not adequately controlled after 4 weeks of 
treatment by valsartan 160mg monotherapy. Treatment with 
Valsartan + Hydrochlorothiazide 160/12.5mg is limited to 
those patients who do not show adequate blood pressure
reduction with Valsartan + Hydrochlorothiazide 160/12.5mg 
after at least 4 weeks of treatment.

Renal or Hepatic Impairment: No dosage adjustment is 
required for patients with mild to moderate renal impairment 
(creatinine clearance > 30 mL/min). In patients with mild to 
moderate hepatic impairment without cholestasis the daily 
dose of valsartan should not exceed 80mg. Patients with 
severe renal or hepatic impairment, biliary cirrhosis or 
cholestasis must not take Valsartan +Hydrochlorothiazide.

OVERDOSAGE
Treatment should be supportive and symptomatic. Valsartan 
cannot be eliminated by means of haemodialysis because it 
is strongly bound to plasma proteins.

CONTRAINDICATIONS
Hypersensitivity to any of the components of Valsartan 
+Hydrochlorothiazide and to other sulfonamide derived 
drugs, pregnancy, severe hepatic impairment, biliary 
cirrhosis and cholestasis, anuria, severe renal impairment 
(creatinine clearance < 30 mL/min), refractory hypokalaemia, 
hyponatraemia, hypercalcaemia, and symptomatic 
hyperuricaemia.

PRECAUTIONS
Precaution should be taken in patient with liver disease, 
heart problems, severe loss of body fluids (through excessive 
sweating, vomiting, or diarrhea), mineral/electrolyte 
problems (e.g. imbalance of sodium, potassium, 
magnesium, calcium), diabetes, gout, high levels of fats in 
the blood (high or triglycerides), any allergies (especially to 
sulfa drugs).This medication should be used only when 
clearly needed during the first three months of pregnancy.

SPECIAL WARNING
Concomitant use with potassium supplements, potassium- 
sparing diuretics, salt substitutes containing potassium or 
other agents that may increase potassium levels (heparin) is 
not recommended. Hypokalaemia has been reported under 
treatment with thiazide diuretics, including hydrochlorothia-
zide. Frequent monitoring of serum potassium is 
recommended.

SIDE EFFECTS
Lightheadedness, blurred vision or tiredness, nausea, 
vomiting or cough, unusual thirst, weakness, confusion, fast 
heartbeat, decreased sexual ability. Unusual change in the 
amount of urine, signs of infection (e.g. fever, chills, 
persistent ), seizures, chest pain, yellowing eyes or skin, 
stomach/abdominal pain, dark urine, unusual fatigue. An 
allergic reaction to this drug is unlikely. Symptoms of an 
allergic reaction include: itching, swelling (especially of the 
face, lips, tongue, or throat).

DRUG INTERACTION
Valsartan
No clinically significant pharmacokinetic interactions were 
observed when valsartan was co-administered with 
amlodipine, atenolol, cimetidine, digioxin, 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. Co-administration of Valsartan and warfarin 
did not change the Pharmacokinetics of valsartan or the 
time- occurs of the anticoagulant properties of warfarin.

Valsartan +Hydrochlorothiazide
Lithium, Potassium sparing diuretic: Concomitant use with 
Valsartan +Hydrochlorothiazide is not recommended.
Antihypertensive agent, laxatives, ACTH, Pencilline G, 
Salicylic acid: Co-Administration with Valsartan + 
Hydrochlorothiazide require caution.

STORAGE
Store below 30°C.
Protect from light, heat and moisture
Keep out of the reach of children.

PRESENTATION
Listan (Valsartan) 80mg Tablet: 
Pack of 14’s in Alu-Alu blister.
Listan (Valsartan) 160mg Tablet: 
Pack of 14’s in Alu-Alu blister.

Listan HT (Valsartan + Hydrochlorothiazide) 80/12.5mg 
Tablet: Pack of 14’s in Alu-Alu blister.

Listan HT (Valsartan + Hydrochlorothiazide) 160/12.5mg 
Tablet: Pack of 14’s in Alu-Alu blister.
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