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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use TEKTURNA
HCT safely and effectively. See full prescribing information for TEKTURNA HCT.

Tekturna HCT (aliskiren and
hydrochlorothiazide) tablets, for
oral use Initial U.S. Approval: 2008

WARNING: FETAL TOXICITY

See full prescribing information for

complete boxed warning

- When pregnancy is detected,
discontinue Tekturna HCT as soon as
possible. (5.1)

- Drugs that act directly on the renin-
angiotensin system can cause injury
and death to the developing fetus. (5.1)

INDICATIONS AND USAGE

Tekturna HCT is a combination of aliskiren, a

renin inhibitor, and hydrochlorothiazide

(HCTZ), a thiazide diuretic, indicated for the

treatment of hypertension, to lower blood

pressure:

* In patients not adequately controlled with
monotherapy

- As initial therapy in patients likely to need
multiple drugs to achieve their blood
pressure goals (1) Lowering blood pressure
reduces the risk of fatal and nonfatal
cardiovascular events, primarily strokes and
myocardial infarction.

DOSAGE AND ADMINISTRATION

- The antihypertensive effect is largely
manifested within 1 week, with maximal
effects seen at around 4 weeks. If blood
pressure remains uncontrolled after 2 to 4
weeks of therapy, titrate up to a maximum
of 300/25 mg. (2.2)

- Order of increasing mean effect: 150/12.5
mg, 150/25 mg or 300/12.5 mg, and
300/25 mg (2.1)

- One tablet daily, with a routine pattern
with regard to meals. (2.7)

DOSAGE AND
ADMINISTRATION (Cont)

+ Add-on or Initial therapy: Initiate with
150/12.5mg. Titrate as needed up to a
maximum of 300/25 mg. (2.3, 2.5)

- Replacement therapy: May be substituted
for titrated components (2.4)

DOSAGE FORMS AND
STRENGTHS

Tablets (mg aliskiren/mg HCTZ):
150/12.5, 150/25, 300/12.5, 300/25 (3)

CONTRAINDICATIONS

Do not use with angiotensin receptor blockers
(ARBs) or ACE inhibitors (ACEIs) in patients
with diabetes (4) Anuria (4) Hypersensitivity to
sulfonamide-derived drugs (4)

WARNINGS AND PRECAUTIONS

+ Avoid concomitant use with ARBs or ACEls in

patients with renal impairment (GFR<60 mL/
min) (5.2)

- Anaphylactic Reactions and Head and Neck

Angioedema: Discontinue Tekturna HCT and
monitor until signs and symptoms resolve.
(5.3)

+ Hypotension: Correct volume depletion

prior to initiation. (5.4)

+ Impaired renal function: Monitor serum

creatinine periodically. (5.5)

* Hypersensitivity Reactions: May occur

from HCTZ component (5.6)

+ Hyperkalemia: Monitor potassium

levels periodically. (5.9)

- Hydrochlorothiazide has been associated with

acute angle-closure glaucoma (5.11)

@ Tekturnarcr

(aliskiren and hydrochlorothiazide) tablets
150 mg/12.5mg « 150 mg/25 mg + 300 mg/12.5mg « 300 mg/25 mg

AVERSE REACTIONS

The most common adverse reactions 2 Full PI: Contents
(incidence =1.5% and more common than

with placebo) are: dizziness and diarrhea.
(6.1) WARNING

To report SUSPECTED ADVERSE
REACTIONS, contact Novartis
Pharmaceuticals Corporation at
1-888-669-6682 or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch.

Indications and Usage

Dosage and Administration

Dosage Forms and Strengths

DRUG INTERACTIONS

- Cyclosporine: Avoid concomitant use
(7,12.3)

* ltraconazole: Avoid concomitant use
(7,12.3)

- NSAIDs use may lead to increased
risk of renal impairment and loss of
antihypertensive effect (7)

- Antidiabetic Drugs: Dosage adjustment of
antidiabetic may be required (7)

+ Cholestyramine and Colestipol:
Reduced absorption of thiazides (7)

+ Lithium: Increased risk of lithium
toxicity when used with diuretics.
Monitor serum lithium concentrations
during concurrent use. (7)
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Warnings and Precautions

Adverse Reactions

Drug Interactions
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12 Clinical Pharmacology
USE IN SPECIFIC
POPULATIONS

Nursing Mothers: Nursing or drug
should be discontinued. (8.3)
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14 Clinical Studies

See 17 for PATIENT
COUNSELING INFORMATION
and FDA - approved patient
labeling

Revised: 09/2012

16 How Supplied/Storage
and Handling

17 Patient Counseling
Information

xid 966°£9.

Created by Michael Tsivin

Confidential | Do not reproduce with out permission

Annotations

1. Toxicity Warning

2. Full Prescribing Information will take user to full PI
website

3. Section heading
4. Overall height

5. Overall width




TOC Table of Contents
@

1023.998 pix

PI Highlights

WARNING: FETAL TOXICITY

* When pregnancy is detected, discontinue Tekturna HCT as soon as possible. (5.1)
- Drugs that act directly on the renin-angiotensin system can cause injury and death to the developing fetus. (5.1)

WARNING 5 WARNINGS AND PRECAUTIONS

5.1

1 INDICATIONS AND USAGE Fetal Toxicity

2 DOSAGE AND ADMINISTRATION 5.0

Renal Impairment/Hyperkalemia/
Hypotension when Tekturna HCT
is given in combination with ARBs

or ACEls

2.1 Dose Selection

2.2 Dose Titration

2.3 Add-On Therapy Anaphylactic Reactions and Head

and Neck Angioedema

2.4 Replacement Therapy

5.4 Hypotension

2.5 Initial Therapy

5.5 Impaired Renal Function

2.6 Use with other

Antihypertensive Drugs 5.6 Hypersensitivity Reactions

5.7 Systemic Lupus Erythematosus

2.7 Relationship to Meals

5.8 Lithium Interaction

3 DOSAGE FORMS AND STRENGTHS

5.9 Serum Electrolyte Abnormalities

4 CONTRADICATIONS

5.10 Cyclosporine or Itraconazole

5.11 Acute Myopia and Secondary
Angle-Closure Glaucoma

5.12 Metabolic Disturbances
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* When pregnancy is detected, discontinue Tekturna HCT as soon as possible. (5.1)
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* When pregnancy is detected, discontinue Tekturna HCT as soon as possible. (5.1)
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8 USE IN SPECIFIC POPULATIONS - @ Tekturnas~cr
(aliskiren and hydrochlorothiazide) tablets

8.1 Pregnancy 150 mg/12.5 mg + 150 ma/25 g » 300 mg/12.5mg « 300 mg/25mg

Pregnancy Category D Full PI: Contents

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 fetal lung hypoplasia and skeletal WARNING
deformations. Potential neonatal adverse effects include skull hypoplasia, anuria, hypotension, renal failure, and death. When pregnancy is
detected, discontinue Tekturna HCT as soon as possible. These adverse outcomes are usually associated with use of these drugs in the Indications and Usage
second and third trimester of pregnancy. Most epidemiologic studies examining fetal abnormalities after exposure to antihypertensive use in
the first trimester have not distinguished drugs affecting the renin- angiotensin system from other antihypertensive agents. Appropriate Dosage and Administration
management of maternal hypertension during pregnancy is important to optimize outcomes for both mother and fetus.

In the unusual case that there is no appropriate alternative to therapy with drugs affecting the renin-angiotensin system for a particular Dosage Forms and Strengths
patient, apprise the mother of the potential risk to the fetus. Perform serial ultrasound examinations to assess the intra-amniotic
environment. If oligohydramnios is observed, discontinue Tekturna HCT, unless it is considered lifesaving for the mother. Fetal testing may Contraindications
be appropriate, based on the week of pregnancy. Patients and physicians should be aware, however, that oligohydramnios may not appear
until after the fetus has sustained irreversible injury. Closely observe infants with histories of in utero exposure to Tekturna HCT for Warnings and Precautions
hypotension, oliguria, and hyperkalemia. [see Use in Specific Populations (8.4)]
Adverse Reactions

Thiazides cross the placenta, and use of thiazides during pregnancy is associated with a risk of fetal or neonatal jaundice,

thrombocytopenia, and possible other adverse reactions that have occurred in adults. .
Drug Interactions

Reproductive toxicity studies of aliskiren hemifumarate did not reveal any evidence of teratogenicity at oral doses up to 600 mg aliskiren/kg/

day (20 times the maximum recommended human dose[MRHD] of 300 mg/day on a mg/m2 basis) in pregnant rats or up to 100 mg 8 Use in Specific Populatigns

2
aliskiren/kg/day (seven times the MRHD on a mg/m ~ basis) in pregnant rabbits. Fetal birth weight was adversely affected in rabbits at 50 10 Overdosage

2
mg/kg/day (3.2 times the MRHD on a mg/m basis). Aliskiren was present in placenta, amniotic fluid and fetuses of pregnant rabbits.
11 Description

When pregnant mice and rats were given hydrochlorothiazide at doses up to 3000 and 1000 mg/kg/day, respectively (about 600 and 400
times the MRHD) during their respective periods of major organogenesis, there was no evidence of fetal harm. 12 Clinical Pharmacology

Hydrochlorothiazide
13 Nonclinical Toxicology
Thiazides can cross the placenta, and concentrations reached in the umbilical vein approach those in the maternal plasma.

Hydrochlorothiazide, like other diuretics, can cause placental hypoperfusion. It accumulates in the amniotic fluid, with reported 14 Clinical Studies
concentrations up to 19 times higher than in umbilical vein plasma. Use of thiazides during pregnancy is associated with a risk of fetal or

neonatal jaundice or thrombocytopenia. Since they do not prevent or alter the course of EPH (Edema, Proteinuria, Hypertension) gestosis 16 How Supplied/Storage
(pre eclampsia), these drugs should not be used to treat hypertension in pregnant women. The use of hydrochlorothiazide for other and Handling
indications (e.g. heart disease) in pregnancy should be avoided.
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8 USE IN SPECIFIC POPULATIONS - @ Tekturnas~cr
(aliskiren and hydrochlorothiazide) tablets

8.3 Nursing Mothers 150mg/12.5 g « 150 mg/25 mg » 300 mg/12.5mg + 300 mg/25 mg

It is not known whether aliskiren is excreted in human milk, but aliskiren was secreted in the milk of lactating rats. Thiazides appear in Full PI: Contents
human milk. 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.

WARNING
8.4 Pediatric Use

. ) - ) . . ) ) Indications and Usage
Safety and effectiveness in pediatric patients have not been established. Neonates with a history of in utero exposure
to Tekturna HCT: Dosage and Administration

If oliguria or hypotension occurs, direct attention toward support of blood pressure and renal perfusion. Exchange transfusions or dialysis

may be required as a means of reversing hypotension and/or substituting for disordered renal function. Dosage Forms and Strengths

8.5  Geriatric Use Contraindications
In the short-term controlled clinical trials of Tekturna HCT, 325 (19.6%) patients treated with Tekturna HCT
were =65 years and 53 (3.2%) were =75 years. Warnings and Precautions

No overall differences in safety or effectiveness were observed between these subjects and younger subjects, and other reported clinical
experience has not identified differences in responses between the elderly and younger patients, but greater sensitivity of some older
individuals cannot be ruled out.

Adverse Reactions

xid 96629/

Drug Interactions

8.6 Renal Impairment

8 Use in Specific Populatigns
Safety and effectiveness of Tekturna HCT in patients with severe renal impairment (CrCl < 30 mL/min) have not been established. No dose
adjustment is required in patients with mild (CrCl 60-90 mL/min) or moderate (CrCl 30-60) renal impairment. 10 Overdosage

8.7 Hepatic Impairment 11 Description

Aliskiren 12 Clinical Pharmacology

No dose adjustment is necessary for patients with mild-to-severe liver disease.
13 Nonclinical Toxicology
Hydrochlorothiazide

Minor alterations of fluid and electrolyte balance may precipitate hepatic coma in patients with impaired hepatic function or progressive liver 14 Clinical Studies

disease.
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