
Twynsta® (telmisartan/amlodipine) Tablets

BRIEF SUMMARY OF PRESCRIBING INFORMATION

INDICATIONS AND USAGE
Twynsta® (telmisartan/amlodipine) tablets are indicated for the treatment of hypertension, alone or with
other antihypertensive agents.
TWYNSTA tablets may also be used as initial therapy in patients who are likely to need multiple drugs to
achieve their blood pressure goals.
Base the choice of TWYNSTA tablets as initial therapy for hypertension on an assessment of potential
benefits and risks including whether the patient is likely to tolerate the starting dose of TWYNSTA tablets.

CONTRAINDICATIONS
None.

WARNINGS AND PRECAUTIONS
Fetal/Neonatal Morbidity and Mortality
Telmisartan
Drugs that act directly on the renin-angiotensin system can cause fetal and neonatal morbidity and death
when administered to pregnant women. Several dozen cases have been reported in the world literature
in patients who were taking angiotensin converting enzyme inhibitors. When pregnancy is detected,
discontinue TWYNSTA tablets as soon as possible [see Boxed Warning].
The use of drugs that act directly on the renin-angiotensin system during the second and third trimesters
of pregnancy has been associated with fetal and neonatal injury, including hypotension, neonatal skull
hypoplasia, anuria, reversible or irreversible renal failure, and death. Oligohydramnios has also been
reported, presumably resulting from decreased fetal renal function; oligohydramnios in this setting has
been associated with fetal limb contractures, craniofacial deformation, and hypoplastic lung development.
Prematurity, intrauterine growth retardation, and patent ductus arteriosus have also been reported,
although it is not clear whether these occurrences were due to exposure to the drug.
These adverse effects do not appear to have resulted from intrauterine drug exposure that has been
limited to the first trimester. Inform mothers whose embryos and fetuses are exposed to an angiotensin
II receptor antagonist only during the first trimester that most reports of fetal toxicity have been associ-
ated with second or third trimester exposure. Nonetheless, when patients become pregnant or are consid-
ering pregnancy, physicians should have the patient discontinue the use of TWYNSTA tablets as soon as
possible.
Rarely (probably less often than once in every thousand pregnancies), no alternative to an angiotensin II
receptor antagonist will be found. In these rare cases, the mothers should be apprised of the potential
hazards to their fetuses, and serial ultrasound examinations should be performed to assess the intra-
amniotic environment.
If oligohydramnios is observed, TWYNSTA tablets should be discontinued unless they are considered life-
saving for the mother. Contraction stress testing (CST), a non-stress test (NST), or biophysical profiling
(BPP) may be appropriate, depending upon the week of pregnancy. Patients and physicians should be
aware, however, that oligohydramnios may not appear until after the fetus has sustained irreversible injury.
Infants with histories of in utero exposure to an angiotensin II receptor antagonist should be closely
observed for hypotension, oliguria, and hyperkalemia. If oliguria occurs, attention should be directed
toward support of blood pressure and renal perfusion. Exchange transfusion or dialysis may be required
as a means of reversing hypotension and/or substituting for disordered renal function.
Hypotension
Telmisartan
In patients with an activated renin-angiotensin system, such as volume- and/or salt-depleted patients
(e.g., those being treated with high doses of diuretics), symptomatic hypotension may occur after initia-
tion of therapy with TWYNSTA tablets. Either correct this condition prior to administration of TWYNSTA
tablets, or start treatment under close medical supervision with a reduced dose.
If hypotension does occur, the patient should be placed in the supine position and, if necessary, given an
intravenous infusion of normal saline. A transient hypotensive response is not a contraindication to further
treatment, which usually can be continued without difficulty once the blood pressure has stabilized.
Amlodipine
Since the vasodilation induced by amlodipine is gradual in onset, acute hypotension has rarely been
reported after oral administration. Nonetheless, observe patients with severe aortic stenosis closely when
administering amlodipine, as one should with any vasodilator.
Hyperkalemia
Telmisartan
Hyperkalemia may occur in patients on ARBs, particularly in patients with advanced renal impairment,
heart failure, on renal replacement therapy, or on potassium supplements, potassium-sparing diuretics,
potassium-containing salt substitutes or other drugs that increase potassium levels. Consider periodic
determinations of serum electrolytes to detect possible electrolyte imbalances, particularly in patients at
risk.
Patients with Impaired Hepatic Function
Telmisartan
As the majority of telmisartan is eliminated by biliary excretion, patients with biliary obstructive disorders
or hepatic insufficiency can be expected to have reduced clearance. Initiate telmisartan at low doses and
titrate slowly in these patients.
Amlodipine
Amlodipine is extensively metabolized by the liver and the plasma elimination half-life (t1/2) is 56 hours in
patients with impaired hepatic function. Since patients with hepatic impairment have decreased
clearance of amlodipine, start amlodipine or add amlodipine at 2.5 mg in patients with hepatic impair-
ment. The lowest dose of TWYNSTA is 40/5 mg; therefore, initial therapy with TWYNSTA tablets is not
recommended in hepatically impaired patients.
Renal Function Impairment
Telmisartan
As a consequence of inhibiting the renin-angiotensin-aldosterone system, anticipate changes in renal
function 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 or renal
dysfunction), treatment with angiotensin-converting enzyme (ACE) inhibitors and angiotensin receptor
antagonists has been associated with oliguria and/or progressive azotemia and (rarely) with acute renal
failure and/or death. Similar results may be anticipated in patients treated with telmisartan.
In studies of ACE inhibitors in patients with unilateral or bilateral renal artery stenosis, increases in serum
creatinine or blood urea nitrogen were observed. There has been no long term use of telmisartan in
patients with unilateral or bilateral renal artery stenosis, but anticipate an effect similar to that seen with
ACE inhibitors.
Dual Blockade of the Renin-Angiotensin-Aldosterone System
Telmisartan
As a consequence of inhibiting the renin-angiotensin-aldosterone system, changes in renal function
(including acute renal failure) have been reported. Dual blockade of the renin-angiotensin-aldosterone

system (e.g., by adding an ACE-inhibitor to an angiotensin II receptor antagonist) should include close
monitoring of renal function.
The ONTARGET trial enrolled 25,620 patients ≥55 years old with atherosclerotic disease or diabetes with
end-organ damage, randomized them to telmisartan only, ramipril only, or the combination, and followed
them for a median of 56 months. Patients receiving the combination of telmisartan and ramipril did not
obtain any additional benefit compared to monotherapy, but experienced an increased incidence of renal
dysfunction (e.g., acute renal failure) compared with groups receiving telmisartan alone or ramipril alone.
Concomitant use of telmisartan and ramipril is not recommended.
Risk of Myocardial Infarction or Increased Angina
Amlodipine
Uncommonly, patients, particularly those with severe obstructive coronary artery disease, have developed
documented increased frequency, duration or severity of angina or acute myocardial infarction on starting
calcium channel blocker therapy or at the time of dosage increase. The mechanism of this effect has not
been elucidated.
Heart Failure
Amlodipine
Closely monitor patients with heart failure.
Amlodipine (5-10 mg per day) has been studied in a placebo-controlled trial of 1153 patients with NYHA
Class III or IV heart failure on stable doses of ACE inhibitor, digoxin, and diuretics. Follow-up was at least
6 months, with a mean of about 14 months. There was no overall adverse effect on survival or cardiac
morbidity (as defined by life-threatening arrhythmia, acute myocardial infarction, or hospitalization for
worsened heart failure). Amlodipine has been compared to placebo in four 8-12 week studies of patients
with NYHA class II/III heart failure, involving a total of 697 patients. In these studies, there was no evidence
of worsening of heart failure based on measures of exercise tolerance, NYHA classification, symptoms, or
LVEF. In the PRAISE-2 study, 1654 patients with NYHA class III (80%) or IV (20%) heart failure without
evidence of underlying ischemic disease, on stable doses of ACE inhibitor (99%), digitalis (99%), and
diuretics (99%) were randomized 1:1 to receive placebo or amlodipine and followed for a mean of 33
months. While there was no statistically significant difference between amlodipine and placebo in the
primary endpoint of all cause mortality (95% confidence limits from 8% reduction to 29% increase on
amlodipine), there were more reports of pulmonary edema in the patients on amlodipine.

ADVERSE REACTIONS
Clinical Trials Experience
Because clinical studies are conducted under widely varying conditions, adverse reactions rates observed
in the clinical studies of a drug cannot be directly compared to rates in the clinical studies of another drug
and may not reflect the rates observed in practice.
TWYNSTA Tablets
The concomitant use of telmisartan and amlodipine has been evaluated for safety in more than 3700
patients with hypertension; approximately 1900 of these patients were exposed for at least 6 months and
over 160 of these patients were exposed for at least one year. Adverse reactions have generally been mild
and transient in nature and have only infrequently required discontinuation of therapy.
In the placebo-controlled factorial design study, the population treated with a telmisartan and amlodipine
combination had a mean age of 53 years and included approximately 50% males, 79% were Caucasian,
17% Blacks, and 4% Asians. Patients received doses ranging from 20/2.5 mg to 80/10 mg orally, once
daily.
The frequency of adverse reactions was not related to gender, age, or race.
The adverse reactions that occurred in the placebo-controlled factorial design trial in ≥2% of patients
treated with TWYNSTA and at a higher incidence in TWYNSTA-treated patients (n=789) than placebo-
treated patients (n=46) were peripheral edema (4.8% vs 0%), dizziness (3.0% vs 2.2%), clinically
meaningful orthostatic hypotension (defined as a decrease in DBP >10 mmHg and/or decrease in SBP
>20 mmHg) (6.3% vs 4.3%), and back pain (2.2% vs 0%). In addition, other adverse reactions that
occurred in more than 1% of the patients treated with TWYNSTA tablets (n=789) were dizziness (2.0% vs
2.2% on placebo) and headache (1.4% vs 4.3% on placebo).
In the placebo-controlled factorial design trial, discontinuation due to adverse events occurred in 2.2% of
all treatment cells of patients in the telmisartan/amlodipine-treated patients and in 4.3% in the placebo-
treated group. The most common reasons for discontinuation of therapy with TWYNSTA tablets were
peripheral edema, dizziness, and hypotension (each ≤0.5%).
Peripheral edema is a known, dose-dependent adverse reaction of amlodipine, but not of telmisartan. In
the factorial design study, the incidence of peripheral edema during the 8 week, randomized, double-blind
treatment period was highest with amlodipine 10 mg monotherapy. The incidence was notably lower
when telmisartan was used in combination with amlodipine 10 mg.
Table 1: Incidence of Peripheral Edema during the 8 Week Treatment Period

Telmisartan
Telmisartan has been evaluated for safety in more than 3700 patients, including 1900 treated for over 6
months and more than 1300 for over one year. Adverse experiences have generally been mild and
transient in nature and have only infrequently required discontinuation of therapy.
In placebo-controlled trials involving 1041 patients treated with various doses of telmisartan (20-160 mg)
monotherapy for up to 12 weeks, an overall incidence of adverse events was similar to the patients
treated with placebo.
Adverse events occurring at an incidence of ≥1% in patients treated with telmisartan and at a greater rate
than in patients treated with placebo, irrespective of their causal association, are presented in Table 2.
Table 2: Adverse Events Occurring at an Incidence of ≥1% in Patients Treated with

Telmisartan and at a Greater Rate than Patients Treated with Placebo

In addition to the adverse events in the table, the following events occurred at a rate of ≥1% but were at
least as frequent in the placebo group: influenza-like symptoms, dyspepsia, myalgia, urinary tract
infection, abdominal pain, headache, dizziness, pain, fatigue, coughing, hypertension, chest pain, nausea,
and peripheral edema. Discontinuation of therapy due to adverse events was required in 2.8% of 1455
patients treated with telmisartan tablets and 6.1% of 380 placebo patients in placebo-controlled clinical
trials.

WARNING: AVOID USE IN PREGNANCY
When used in pregnancy, drugs that act directly on the renin-angiotensin system can cause
injury and even death to the developing fetus. When pregnancy is detected, TWYNSTA tablets
should be discontinued as soon as possible. See Warnings and Precautions.

Telmisartan

Placebo 40 mg 80 mg

Placebo 0% 0.8% 0.7%

5 mg 0.7% 1.4% 2.1%

10 mg 17.8% 6.2% 11.3%Am
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Telmisartan
(n=1455) %

Placebo
(n=380) %

Upper respiratory tract infection 7 6

Back pain 3 1

Sinusitis 3 2

Diarrhea 3 2

Pharyngitis 1 0
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HSV Suppression Discredited for HIV Prevention
B Y  S H E R RY  B O S C H E R T

S A N F R A N C I S C O —  The use of acy-
clovir to suppress herpes simplex virus or
to prevent herpes transmission failed to
reduce transmission of HIV in several re-
cent international studies.

Previous data have shown that type 2
herpes simplex virus (HSV-2) infection in-
creases the risk for HIV acquisition and
transmission. Investigators had hoped

that medical suppression of HSV-2 reac-
tivation might reduce HIV transmission
rates in areas such as Africa, which has a
very high (90%) seroprevalence of HSV,
Dr. Diane V. Havlir said. The data, how-
ever, showed that HSV-2 suppression had
no effect on HIV. “This particular strate-
gy has been put on hold,” she said at a
meeting on the medical management of
HIV and AIDS sponsored by the Univer-
sity of California, San Francisco.

A 2008 study randomized 3,172 HIV-
negative, HSV-2 seropositive patients in
Africa, Peru, and the United States to 800
mg acyclovir or matching placebo for 12-
18 months (Lancet 2008;371:2109-19).
Although acyclovir reduced the likeli-
hood of developing genital ulcers com-
pared with placebo, the incidence of
HIV acquisition was similar between
groups (3.9 and 3.3 cases per 100 person-
years, respectively), noted Dr. Havlir,

professor of medicine at the university
and chief of the HIV/AIDS division at
San Francisco General Hospital.

Some of the same investigators report-
ed separate unpublished data at the 2009
International AIDS Society meeting in
Cape Town, South Africa, showing simi-
larly disappointing results in a study of
3,408 serodiscordant couples, Dr. Havlir
added. She reported having no conflicts of
interest related to these topics. ■


