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FOREWORD TO THE 69th EDITION 
About PDR Network, LLC 
PDR Network, LLC (PDR Network) is committed to ensuring that 
prescribers have access to the right drug labeling, safety, and 
other clinically relevant information at the point of prescribing. 
PDR Network distributes this information through the PDR® 
suite of digital and print services, which includes: (1) the 
Physicians' Desk Reference® (PDR®), the most highly trusted 
drug information reference available in the U.S., now available 
in multiple formats ; (2) PDR interactive drug information 
services for prescribers embedded in their Electronic Health 
Record (EHR) systems; (3) PDR.net®, the Internet home of 
the PDR; (4) mobi/ePOR®; and (5) PDR Drug Alerts , the only 
specialty-specific service that provides electronic delivery of 
U.S. Food and Drug Administration (FDA)-approved Drug Alerts 
to physicians and other healthcare professionals. 

By improving the communication of important medication 
information and FDA-approved Drug Alerts , PDR Network's 
unique services enhance patient safety and may help to 
reduce prescribers ' medical liability. For more information or to 
sign up for electronic PDR Drug Alerts, visit PDR.net. 

About the Physicians' Desk Reference (PDR) 
The PDR book and related products are produced by PDR 
Network in cooperation with participating manufacturers, 
and contains FDA-approved product labeling. In accordance 
with current FDA policies, PDR also includes prescribing 
information provided by manufacturers for products marketed 
without FDA approval , as well as information on some dietary 
supplements and other products. PDR Network makes this 
information available in multiple formats , including both the 
classic print edition and the new digital eBook version . 

For ease of use, PDR includes color-coded indices (designated 
with white, pink, or blue pages at the front .of the book), and a 
Generic/Brand Cross-Reference Table in Section 2. This table 
can help prescribers quickly locate the brand names associated 
with specific active ingredients as well as their product 
indications. In addition, manufacturer-supplied information on 
dietary supplements is listed separately in Section 6 . 

Each full-length product information entry in PDR provides you 
with an exact, formatted copy of the product's FDA-approved 
or other manufacturer-supplied label ing. Under the Federal 
Food, Drug, and Cosmetic (FD&C) Act, a drug approved for 
marketing may be labeled, promoted, and advertised by 
the manufacturer for only those uses for which the drug's 
safety and effectiveness have been established. The Code 
of Federal Regulations [Title 21 Section 201.100(d)(1)] 
pertaining to labeling for prescription products requires 
that for PDR content " indications, effects , dosages, routes , 
methods, and frequency and duration of administration , 
and any relevant warnings , hazards, contraindications , side 
effects, and precautions" must be the "same in language and 
emphasis " as the approved labeling for the products . The FDA 
regards the words same in language and emphasis as requ iring 
VERBATIM use of the approved labeling when providing such 
information. Furthermore, information that is emphasized in 
the FDA-approved labeling by the use of type set in a box, 
or in capitals, boldface, or italics, must be given the same 
emphasis in PDR. 

The FDA has acknowledged that the FD&C Act does not limit 
the manner in which a physician may use an approved drug. 
Once a product has been approved for marketing, a physician 
may choose to presqribe it for uses, treatment regimens, or 
patient populations that are not included in the approved 
labeling. The FDA also observed that accepted medical 
practice includes drug use that is not reflected in approved 
drug labeling. In addition, the dietary supplements listed in 
Section 6 are marketed under the Dietary Supplement Health 
and Education Act of 1994 (OSHEA). Products marketed 
under the OSHEA do not receive formal evaluation or approval 
from the FDA. The following disclaimer applies to all product 
information listed in Section 6, as mandated by the federal 
government: These statements have not been evaluated by the 
Food and Drug Administration. This product is not intended to 
diagnose, treat, cure, or prevent any disease . 

The function of PDR Network is the compilation, organization , 
and distribution of this information. All product information 
appearing in PDR is made possible through the courtesy 
of the manufacturers whose products appear in it. The 
information concerning each product has been provided 
by its manufacturer and in each instance fully approved by 
such manufacturer prior to publication by PDR Network. In 
organizing an(j presenting the material in PDR, PDR Network 
does not .warrant or guarantee any of the products described, 
or perform any independent analysis in connection with any 
of the product Information contained herein. PDR Network 
does not assume, and expressly disclaims, any obligation to 
obtain and include any information other than that provided 
to it by the manufacturers. It should be understood that by 
making this material available, PDR Network is not advocating 
the use of any product described herein , nor is PDR Network 
responsible for the use of a product, or the use andjor misuse 
of a product due to typographical error. Additional information 
on any product may be obtained from the manufacturer. 

Updates to PDR 
The book edition of PDR contains the latest information 
available when the edition closes for new material. As new 
drugs are relea·sed and new research data, clinical findings, 
and safety information emerge throughout the year, it is the 
responsibility of the manufacturer to prOvide that information to 
the medical community and revise that information accordingly 
in PDR's database. These revisions are distributed in PDR 
Updates, on PDR.net, mobilePDR, and within EHR systems and 
other healthcare IT systems where integrated. To be certain 
that prescribers have the most current data, they should 
always consult the PDR Updates , PDR.net, mobilePDR, and 
the eDrug Updates or the applicable PDR modules in their EHR 
before prescribing or administering any product described in 
the following pages. 

Elect ronic PDR Resources 

PDR.net 
PDR.net, a web portal designed specifically for prescribers , 
provides trusted, professional drug information, including full 
FDA-approved labeling as well as concise point-of-care drug 
information. PDR.net provides prescribers with online access 
to the authoritative drug information they need to support thei r 
treatment decisions. 



mobilePDR 
mobilePDR provides the only source for FDA-approved full 
product labeling and concise point-of-care drug information 
from the PDR database directly on a mobile device. 
Prescribing information on more than 2,500 drugs, full-color 
product images, and frequent updates provide up-to-date drug 
information. mobllePDR is free for U.S.-based MDs, DOs, NPs, 
and PAs in full-time patient practice and can be downloaded 
for all major mobile platforms from PDR.net. A new version of 
mobilePDR is currently in development and scheduled to be 
released this spring. Visit PDR.net for more information on the 
new mobile product, including the launch announcement and 
directions for downloading (when available). 

PDR Drug Alerts 
FDA-approved Drug Alerts are delivered electronically to 
physicians and other prescribers who register to receive them 
at PDR,net, through participating medical societies, or by 
returning the verification form distributed with complimentary 
copies of PDR. 

Electronic Health Records 

PDR Network's services for EHRs offer prescribers a 
comprehensive suite of free, interactive EHR tools-including 
drug labeling information, boxed warnings, drug safety alerts, 
and patient education and financial support programs that 
deliver critical drug information to help prescribers provide 
optimal patient care. 

PDR Network's services for EHRs are convenient arid readily 
accessible for prescribers within their workflow at no cost 
to prescribers or their patients. Many medical societies and 
medical insurance and malpractice carriers have endorsed the 
use of such services to their prescribing members and clients. 
To request PDR Network's services in their EHR, prescribers 
should contact their EHR vendor. PDR Network services for 
EHRs include: 

PDR® BRIEF 
PDR BRIEF offers an intuitive dashboard of full labeling 
information and provider resources delivered within the 
prescriber's EHR system to support their treatment 
decisions within their workflow. PDR BRIEF surfaces when a 
medication is selected, to ensure prescribers have the most 
current full prescribing information, label updates, boxed 
warnings, patient education, financial support, adherence, 
and other clinically reJevant resources available . . 

PDR®+ for Patients 
PDR+ for Patients drug education guides are designed 
to help patients understand the drugs prescribed by their 
physicians. Available in the EHR workflow, the guides 
are easy to print and hand out during an office visit or 
automatically send to the Patient Portal. By addressing 
potential concerns early on and sharing PDR+ for Patients, 
physicians can help their patients start and stay on therapy. 

PDR® Search 
PDR Search delivers an unparalleled interactive and 
searchable drug database of drug labeling and safety and 
product support information. PDR Search supplies full drug 
prescribing information and prescribing summaries with 
access to FDA and PDR Drug Alerts, as well as patient 
education , financial support, adherence and other clinically 
relevant resources, directly through their EHR application. 

Patient Financial Support 

PDR® Pharmacy Discount Card , 
This free program provides patients with access to medications 
at discounted prices, helping them save up to 75% and an 
average of 38% on their prescriptions at more than 60,000 
pharmacies nationwide. PDR Network distributes this program 
via healthcare provider offices, allowing them to share the 
program with their patients directly. The program is offered 
at no cost to participating providers or their patients. If 
prescribers are not already enrolled, they can call 800-232-
7379 or visit PDR:net;PharmacyDiscountCard. 

For more information on these or any other PDR Network 
products, please call toll-free 800-232-7379; fax 201-722-2680; 
or visit PDRNetwork.com. To order a PDR Network publication, 
visit PDRBooks.com. 

Any portion of PDR Network's products that is reproduced , 
duplicated; copied, downloaded, sold, resold, or otherwise 
exploited for any commercial purpose without the express 
written consent of PDR Network, is prohibited . Any use of 
trademarks, logos, or other proprietary information (including 
images, text, page layout, and form) of PDR Network's products 
and/or its affiliates without the express written consent of 
PDR Network is also prohibited. For more information about 
licensing PDR Network content, please contact Gary Lubin at 
(201) 358-7161 or. Gary.Lubin@PDR.net. 
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dal anti-inflammatory agents are used concomitantly, ob
serve the patient to determine if the desired effect of the 
diuretic is obtained. 
Ion exchange resins: Staggering the dosage of 
hydrochlorothiazide and resin (e.g., cholestyramine, colesti
pol) such that hydrochlorothiazide is administered at least 4 
hours before or 4-6 hours after the administration of resins 
would potentially minimize the interaction {see Clinical 
Pharmacology (12.3)}. 

8 USE IN SPECIFIC POPULATIONS 
8.1 Pregnancy 
Pregnancy Category n· . 
Use of drugs that act on the renin-angiotensin system dur
ing the second and third triroesters of pregnancy reduces 
fetal renal function and increases fetal and neonatal mor
bidity and death. Resulting oligohydramnios can be associ
ated with fetal lung hypoplasia and skeletal deformations. 
Potential neonatal adverse effects include skull hypoplasia, 
anuria, hypotension, renal failure, and death. When preg
nancy is detected, discontinue Amturnide as soon as possi
ble. These adverse outcomes are usually associated with use 
of drugs in the second and third trimesters of pregnancy. 
Most epidemiologic studies examining fetal abnormalities 
after exposure to antihypertensive use in the first trimester 
have not distingnished drugs affecting the renin
angiotensin system from other antihypertensive agents. Ap
propriate management of maternal hypertension during 
pregnancy is important to optimize outcomes for both 
mother and fetus. In the unusual case that there is no ap
propriate alternative to therapy with drugs affecting the 
renin-angiotensin system for a particular patient, apprise 
the mother of the potential risk to the fetus. Perform serial 
ultrasound examinations to assess the intra·amniotic envi
ronment. If oligohydramnios is observed, discontinue 
Amturnide, unless it is considered lifesaving for the mother. 
Fetal testing may be appropriate, based on the week of 
pregnancy. Patients and physicians should be aware, how
ever, that oligohydramnios may not appear until after the 
fetus has sustained irreversible injury. Closely observe in
fants with histories of in utero exposure to Amturnide for 
hypotension, oliguria, and hyperkalemia [see use in Specific 
Populations (8.4)). 
Animal Data 
No reproductive toxicity studies have been conducted with 
the combination of aliskiren, amlodipine besylate and 
HCTZ. However, these studies have been conducted for 
aliskiren, amlodipine besylate and HCTZ alone. 
Aliskiren 
In developmental toxicity studies, pregnant rats and rabbits 
received oral aliskiren hemifumarate during organogenesis 
at doses up to 20 and 7 times the maximum recommended 
human dose (MRHD) based on body surface area (mg/m2

), 

respectively, in rats and rabbits. (Actual animal doses were 
up to 600 mg/kg/day in rats and up to 100 mg/kg/day in rab
bits.) No teratogenicity was observed; however, fetal birth 
weight was decreased in rabbits at doses 3.2 times the 
MRHD based on body surface area (mg/m2). Aliskiren was 
present in placentas, amniotic fluid and fetuses of pregnant 
rabbits. 
Amlodipine 
No evidence of teratogenicity or embryo/fetal toxicity was 
found when pregnant rats and rabbits were treated orally 
with amlodipine maleate at doses up to 10 mg amlodipine/ 
kg/day during their respective periods of major organogen
esis. However, Jitter size was significantly decreased (by 
about 50%) and the number of intrauterine deaths was sig
nificantly increased (about 5-fold). Amlodipine has been 
shown to prolong both the gestation period and the duration 
of labor in rats at this dose. 
HCTZ 
When pregnant mice and rats were given HCTZ 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. 
Thiazides can cross the placenta, and concentrations 
reached in the umbilical vein approach those in the mater
nal plasma. Hydrochlorothiazide, like other diuretics, can 
cause placental hypoperfusion. It accumulates in the amni
otic fluid , with reported concentrations up to 19 times 
higher than in umbilical vein plasma. Use of thiazides dur
ing pregnancy is associated with a risk of fetal · or neonatal 
jaundice or thrombocytopenia. Since they do not prevent' or 
alter the course ofEPH (Edema, Proteinuria, Hypertension) 
gestosis (pre eclampsia), these drugs should not be used to 
treat hypertension in pregnant women. The use of 
hydrochlorothiazide for other indications (e.g. heart disease) 
in pregnancy should be avoided. 
8.3 Nursing Mothers 
It is not known whether aliskiren or amlodipine is excreted 
in human milk, but thiazides are excreted in human milk. 
Both aliskiren and amlodipine are secreted in the milk of 
lactating rats. Because of the potential for serious adverse 
reactions in human milk-fed infants from Amturnide, a de-

cision should be made whether to discontinue nursing or 
discontinue Amturnide, taking into account the iroportance 
of the drug to the mother. 
8.4 Pediatric Use 
Safety and effectiveness of Amtumide in pediatric patients 
have not been established. 
Neonates wi.th a history of in utero exposure to Amturnide: 
If oliguria or hypotension occurs, direct attention towards 
support of blood pressure and renal perfusion. Exchange 
transfusions or dialysis may be required as a means of re
versing hypotension and/or substituting for disordered re
nal function. 
8.5 Geriatric Use 
As individual components, exposure to aliskiren, 
amlodipine and hydrochlorothiazide is increased in elderly 
patients, thus consider lower initial doses of Amturnide [see 
Clinical Pharmacology (12.3)]. 
In the short-term controlled clinical trial of Amturnide, 19% 
of patients treated with Amtumide were ~ 65 years. No 
overall differences in safety or effectiveness were observed 
between these subjects and younger subjects. Other re
ported 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. 
8.6 Hepatic Impairment 
Exposure to amlodipine is increased in patients with he
patic insufficiency, thus consider using lower doses of 
Amturnide (see Clinical Pharmacology (12.3)]. 
Hydrochlorothiazide 
Minor alterations of fluid and electrolyte balance may pre
cipitate hepatic coma in patients with impaired hepatic 
function or progressive liver disease. 
8.7 Renallmpairment 
Exposure to hydrochlorothiazide increases in patients with 
renal insufficiency, thus consider using lower doses of 
Amturnide (see Clinical Pharmacology (12.3)]. 
Safety and effectiveness of Amturnide in patients with se
vere renal impairment (creatinine clearance <30 mUmin) 
have not been established as these patients were excluded 
in clinical trials (see Warnings and Precautions (5. 6), Clini
cal Pharmacology (12.3) and Clinical Studies (14)]. 

10 OVERDOSAGE 
Aliskiren 
Limited data are available related to overdosage in humans. 
The most likely manifestation of overdosage would be hypo
tension. If symptomatic hypotension occurs, provide sup
portive treatment. 
Aliskiren is poorly .dialyzed. Therefore, hemodialysis is not 
adequate to treat aliskiren overexposure (see Clinical Phar
macology (12.3)]. 
Amlodipine 
Overdosage might be expected to cause excessive peripheral 
vasodilation with marked hypotension and possibly a reflex 
tachycardia. Marked and potentially prolonged systemic hy
potension up to and including shock with fatal outcome 
have been reported. In humans, experience with intentional 
overdosage of amlodipine is limited. 
Single oral doses of amlodipine maleate equivalent to 40 mg 
amlodipinelkg and 100 mg amlodipinelkg in mice and rats, 
respectively, caused deaths. Single oral amiodipine maleate 
doses equivalent to 4 or more mg amlodipinelkg or higher in 
dogs (11 or more times the maximum recommended human 
dose on a mg/m2 basis) caused a marked peripheral vasodi
lation and hypotension. 
If massive overdose occurs, initiate .active cardiac and res
piratory monitoring. Freq11ent blood pressure measure
ments are essential. If hyp'otension occurs, provide cardio
vascular support including elevation of the extremities and 
the judicious administration of fluids. If hypotension re
mains unresponsive to these conservative measures, con
sider administration of vasopressors (such as phenyleph
rine), with attention to circulating volume and urine output. 
As amlodipine is highly protein bound, hemodialysis is not 
likely to be of benefit. Administration of activated charcoal 
to healthy volunteers iromediately or up to two hours after 
ingestion of amlodipine has been shown to significantly de
crease amlodipine absorption. 
HCTZ 
The most common signs and symptoms of overdose observed 
in humans are those caused by electrolyte depletion (hypo
kalemia, hypochloremia, hyponatremia) and dehydration 
resulting from excessive diuresis. If digitalis has also been 
administered, hypokalemia may accentuate cardiac ar
rhythmias: The degree to which HCTZ is removed by hemo
dialysis has not been established. The oral LD50 of HCTZ is 
greater than 10 glkg in both mice and rats. These doses are 
1946 and 3892 times, respectively, the MRHD of 25 mg/day, 
when based on a mg/m2 basis of a 60-kg individual. 

11 DESCRIPTION 
Amturnide is a single tablet for oral administration of 
aliskiren hemifumarate (an orally active, nonpeptide, po-

AMTURNIDE • NOVARTIS/1819 

tent direct renin inhibitor), amlodipine besylate (a dihydro
pyridine calcium channel blocker) and HCTZ (a diuretic). 
Aliskiren hemi{umarate 
Aliskiren hemifumarate is chemically described 
as (2S,4S,5S,7S)-N-(2-carbamoyl-2-methylpropyl)-5-amino-
4-hydroxy-2, 7 -diis opropy 1-8-[ 4-methoxy-3~( 3-methoxypro
poxy)phenyl] -octanamide hemifumarate, and its structural 
formula is 

Molecular formula: C3off53N30 6 • 0.5 C4H40 4 
Aliskiren hemifumarate is a white to slightly yellowish 
powder with a molecular weight of 609.8 (free base- 551.8). 
It is highly soluble in water, and freely soluble in methanol, 
ethanol and isopropanol. 
Amlodipine 
Amlodipine besylate, USP is chemically described as 3-ethyl 
5-methyl (±)-2-[(2-aminoethoxy)methyl]-4-(o-chlorophenyl)-
1,4-dihydro-6-methyl-3,5-pyridinedicarboxylate, rnonoben
zenesulfonate and its structural formula is 

Molecular formula: C2JI25CIN20 5•C6H60 3S 
Amiodipine besylate is a white to pale yellow crystalline 
powder with a molecular weight of 567.1. It is slightly sol
uble in water and sparingly soluble in ethanol. 
HCTZ 
HCTZ, USP is a white, or practically white, practically odor
less, crystalline powder. It is slightly soluble in water; freely 
soluble in sodium hydroxide solution, in n-butylamine, and. 
in dimethylformamide; sparingly soluble in methanol; and 
insoluble in ether, in chloroform, and in dilute mineral ac-· 
ids. HCTZ is chemically described as 6-chloro-3,4-dihydro-
28-1,2, 4-benzothiadiazine-7 -sulfonamide 1,1-dioxide. 
HCTZ is a thiazide diuretic. Its empirical formula is 
C7H8CIN30 4S2, its molecular weight is 297.73, and its struc
tural formula is 

The inactive ingredients for all strengths of the tablets may 
contain colloidal silicon dioxide, crospovidone, hypromel
lose, i~on oxide red, iron oxide yellow, iron oxide black, mag
nesium stearate, micr.Ocrystalline cellulose, polyethylene 
glycol, povidone, talc, and titanium dioxide. 

12 CLINICAL PHARMACOLOGY 
12.1 Mechanism of Action 
Amturnide 
The effects of combined treatment of aliskiren, amlodipine 
and HCTZ arise from the actions of these three agents on 
different but complementary mechanisms that regulate 
blood pressure. Together, inhibition of the renin
angiotensin-aldosterone system (RAAS), inhibition of cal
cium channel-mediated vasoconstriction, and increase of so
dium chloride excretion -lowers blood pressure to a greater 
degree than the individual components. 
Aliskiren 
Renin is secreted by the kidney in response to decreases in 
blood volume and renal perfusion. Renin cleaves angioten
sinogen to form the inactive decapeptide angiotensin I 
(Ang !). Ang I is converted to the active octapeptide angio
tensin II (Ang II) by angiotensin-converting enzyme (ACE) 
and non-ACE pathways. Ang II is a powerful vasoconstric
tor and leads to the release of catecholamines from the adre
nal medulla and prejunctional nerve endings. It also pro
motes aldosterone secretion and sodium reabsorption. 
Together, these effects increase blood pressure. Ang II also 
inhibits renin release, thus providing a negative feedback to 
the system. This cycle, from renin through angiotensin to 
aldosterone and its associated negative feedback loop, is 
known as the renin-angiotensin-aldosterone system 
(RAAS). Aliskiren is a direct renin inhibitor, decreasing 
plasma renin activity (PRA) and inhibiting the conversion of 
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Impact ol co-administered drugs on the pharmacokinetics (PK) of aliskiren 

Interacting drug PK Fold Change and 90% Cl Recommendation 

CYP3A4/P-gp Inhibitors 

llraconazole 100 mg, twice daily 

Cyclosponne 600 mg 

Cyclosporine 200 mg 

Ketoconazole 200 mg, twice daily' 

Verapamil 240 mg, onCll daily 

Antihypertensives 

Hydrochlorothiazide 25 mg. once daily 

Ramipril10 mg, once daily 

Amlodipine 10 mg. once daily 

Valsartan 320 mg, once daily 

Furosemide 20 mg, once daily 

lrbesartan 300 mg, once daily 

Atenolol100 mg 

Others 

Metlormin 1000 mg, once daily 

Celecoxib 200 mg 

Cime1idine 800 mg, once daily 

Digox;n 0.25 mg, once daily 

Atmvastatin 80 mg, once daily 

Lovastatin 40 mg 
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Figure 1: The impact of co-administered drugs On the pharmacokinetics of aliskiren. 

angiotensinogen to Ang I. Whether aliskiren affects other 
RAAS components, e.g., ACE or non-ACE pathways, is not 
known. 
All agents that inhibit the RAAS, including renin inhibitor's, 
suppress the negative feedback loop, leading to a compen
satory rise in plasma renin concentration. When this rise 
occurs during treatment with ACE inhibitors and ARBs, the 
result is increased levels of PRA. During treatment with 
aliskiren, however, the effect of increased renin levels is 
blocked, so that PRA, Ang I and Ang II are all reduced, 
whether aliskiren is used as monotherapy or in combination 
with other antihypertensive agents. 
Amlodipine 
Amlodipine is a dihydropyridine calcium channel blocker 
that inhibits the transmembrane influx of calcium ions into 
vascular smooth muscle and cardiac muscle. Experimental 
data suggest that amlodipine binds to both dihydropyridine 
and nondihydropyridine binding sites. The contractile pro
cesses of cardiac muscle and vascular smooth muscle are de
pendent upon the movement of extracellular calcium ions 
into these cells through specific ion channels. Amlodipine 
inhibits calcium ion influx across cell membranes selec
tively, with a greater effect on vascular smooth muscle cells 
than on cardiac muscle cells. Negative inotropic effects can 
be detected in vitro but such effects have not been seen in 
intact animals at therapeutic doses. Serum calcium concen
tration is not affected· by amlodipine. Within the physiologic 
pH range, amlodipine is an ionized- compound (pKa=8.6), 
and its kinetic interaction with the calcium channel recep
tor is characterized by a gradual rate of association and 
dissociation with the receptor binding site, resulting in a 
gradual onset of effect. 
Amlodipine is a peripheral arterial vasodilator that acts 
directly on vascular smooth muscle to cause a reduction in 
peripheral vascular resistance and reduction in blood pres
sure. 
HCTZ 
The mechanism of action of the antihypertensive effect of 
thiazides is unknown. 
HCTZ is a thiazide diuretic. Thiazides affect the renal tubu
lar mechanisms of electrolyte reabsorption, directly increas
ing excretion of sodium and chloride in approximately 
equivalent amounts. Indirectly, the diuretic action of HCTZ 
reduces plasma volume, with consequent increases in 
plasma renin activity, increases in aldosterone secretion, in
creases in urinary potassium loss, and decreases in serum 

potassium. The renin-aldosterone link is mediated by angio
tensin II, so coadministration of agents that block the pro
duction or function of angiotensin II tends to reverse the po
tassium loss associated with these diuretics. 
12.2 Pharmacodynamics 
Amturnide 
In an active-controlled trial which established the clinical 
efficacy of Amturnide in hypertensive patients, Amturnide 
was associated with a 34% reduction in PRA compared to a 
63% reduction with aliskiren/amlodipine, 64% reduction 
with aliskiren/HCTZ and a 170% elevation with amlodipine/ 
HCTZ. 
Aliskiren 
PRA reductions in clinical trials ranged from approximately 
50% to 80%, were not dose-related and did not correlate 
with blood pressure reductions. The clinical implications of 
the differences in effect on·PRA are not known. 
Amlodipine 
Following administration of therapeutic doses to patients 
with hypertension, amlodipine pro.duces vasodilation result
ing in a reduction of supine and standing blood pressures. 
These decreases in blood pressure are not accompanied by a 
significant change in heart rate or plasma catecholamine 
levels with chronic dosing. Although the acute intravenous 
administration of amlodipine decreases arterial blood pres
sure and increases heart rate in hemodynamic studies of pa
tients with chronic stable angina, chronic oral administra
tion of amlodipine in clinical trials did not lead to clinically 
significant changes in heart rate or blood pressures in nor
motensive patients with angina. 
With chronic once-daily administration, antihypertensive 
effectiveness is maintained for at least 24 hours. Plasma 
concentrations correlat.e with effect in both young and el
derly patients. The magnitude of reduction in blood pres
sure with amlodipine is also correlated with the height of 
pretreatment elevation; thus, individuals with moderate hy
pertension (diastolic pressure 105-114 mmHg) had about 
50% greater response than patients with mild hypertension 
(diastolic pressure 90-104 mmHg). Normotensive subjects 
experienced no clinically significant change in blood pres
sure ( + 11-2 mmHg). 
In hypertensive patients with normal renal function, thera
peutic doses of amlodipine resulted in a decrease in renal 
vascular resistance and an increase in glomerular filtration 
rate and effective renal plasma flow without change in fil
tration fraction or proteinuria. 
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As with other calcium channel blockers, hemodynamic mea
surements of cardiac function at rest and during exercise (or 
pacing) in patients with normal ventricular function treated 
with amlodipine have generally demonstrated a small in
crease in cardiac index without significant influence on 
dP/dt or on left ventricular end diastolic pressure or volume. 
In hemodynamic studies, amlodipine has not been associ
ated with a negative inotropic effect when administered in 
therapeutic dose range to intact animals and man, even 
when co-administered with beta-blockers to man. Similar 
findings, however, have been observed in normal or well
compensated patients with heart failure with agents pos
sessing significant negative inotropic effects. 
Amlodipine does not change sinoatrial nodal furiction or 
atrioventricular conduction in intact animals or man. In pa
tients with chronic stable angina, intravenous administra
tion of 10 mg did not significantly alter A-H and H-V con
duction and sinus node recovery time after pacing. Similar 
results were obtained in patients receiving amlodipine and 
concomitant beta-blockers. In clinical studies in which 
amlodipine was administered in combination with beta
blockers to patients with either hypertension or angina, no 
adverse effects of electrocardiographic parameters were ob
served. In clinical trials with angina patients alone, 
amlodipine therapy did not alter electrocardiographic inter
vals or produce higher degrees of AV blocks. 
Amlodipine has indications other than hypertension, which 
can be found in the Norvasc® package insert. 
HCTZ . 
After oral administration of HCTZ, diuresis begins within 2 
hours, peaks in about 4 hours, and lasts about 6 to 12 hours. 
Drug Interactions 
Hydrochlorothiazide 
Alcohol, barbiturates, or narcotics: Potentiation of ortho
static hypotension may occur. 
Skeletal muscle ~loxants: Possible increased responsive
ness to muscle relaxants such as curare" derivatives. 
Digitalis glycosides: Thiazide-induced hypokalemia or hy
pomagnesemia may predispose the patient to digoxin toxic
ity. 
12.3 Pharmacokinetics 
Absorption and Distribution 
Amturnide 
Following oral administration of the fixed combination of 
aliskiren, amlodipine, and HCTZ, peak concentrations were 
achieved within 1-2 hours, 6-12 hours, and 1-4 hours for 
aliskiren, amlodipine and HCTZ, respectively. The rate and 
extent of absorption of aliskiren, amlodipine, and HCTZ fol
lowing administration of the fixed combination are similar 
to when they are administered as individual dosage forms. 
When Amturnide is taken with food, mean AUC and Cmu of 
aliskiren are decreased by 78% and 89%, respectively. There 
is no impact of food on the exposures of amlo~ipine and 
HCTZ. 
Aliskiren 
Aliskiren is poorly absorbed (bioavailability about 2.5%). 
Following oral administration, peak plasma concentrations 
of aliskiren are reached within 1 to 3 hours. When tsken 
with a high fat meal, mean AUC and Cmax of aliskiren are 
decreased by 71% and 85% respectively. In the clinical trials 
of aliskiren, it was administered without requiring a fixed 
relation of administration to meals . 
Amlodipine 
Peak plasma concentrations of amlodipine are reached 6-12 
hours after an oral administration of amlodipine. Absolute 
bioavailability has been estimated to be between 64% and 
90%. The bioavailability of amlodipine is not altered by the 
presence of food. 
The apparent volume of distribution of amlodipine is about 
21 Ukg. Approximately 93% of circulating amlodipine is 
bound to plasma proteins in hypertensive patients. 
HCTZ 
The estimated absolute bioavailability df hydro
chlorothiazide after oral administration is about 70%. Pesk 
plasma hydrochlorothiazide concentrations (Cm.,) are 
reached within 2 to 5 hours after oral administration. There 
is no clinically significant effect of food on the bioavailability 
of hydrochlorothiazide. 
Hydrochlorothiazide binds to albumin (40 to 70%) and dis
tributes into erythrocytes. Following oral administration, 
plasma hydrochlorothiazide concentrations decline hi
exponentially, with a mean distribution half-life of about 2 
hours and an elimination half-life of about 10 hours. 
Metabolism and Elimination 
Aliskiren 
The effective half-life for aliskiren is 24 hours. Steady state 
blood levels are reached in about 7 - 8 days. About one
fourth of the absorbed dose appears in the urine as parent 
drug. How much of the absorbed dose is metabolized is un
known. Based on the in vitro studies, the major enzyme re
sponsible for aliskiren metabolism appears to be CYP 3A4. 
Aliskiren does not inhibit the CYP450 isoenzymes (CYP 
1A2, 2C8, 2C9, 2C19, 2D6, 2E1, and 3A) or induce CYP 3A4. 
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Traru;porters: Pgp (MDR1/Mdr1a/1b) was found to be the 
major ef!lux system involved in absorption and disposition 
of aliskiren in preclinical studies. The potential for drug in· 
teractions at the Pgp site will likely depend on the degree of 
inhibition ofthis transporter. 
Amlodipine 
Amlodipine is extensively (about 90%) converted to inactive 
metabolites via hepatic metabolism, with 10% of. the parent 
compound and 60% of the metabolites excreted in the urine. 
Elimination of amlodipine from the plasma is biphasic, with 
a terminal elimination half-life of about 30-50 hours. Steady 
state plasma levels are reached after once-daily dosing for 
7-8 days. 
HCTZ 
About 70% of · an orally administered dose of 
hydrochlorothiazide 'is eliminated in the urine as un
changed drug. 
Drug interactions: 
Aliskiren 
The effects of co-administered drugs on the pharmacokinet
ics of aliskiren, and vice versa, were studied in several sin
gle and multiple dose studies. Pharmacokinetic measures 
indicating the magnitude of these interactions are pre
sented in Figure 1 (impact of co-administered drugs on 
aliskiren) and Figure 2 (impact on co-administered drugs). 
[See figure 1 at top of previous pa15el · 
Warfarin: There was no clinically significant effect of a 
single dose of warfarin 25 mg on the pharmacokinetics of 
aliskiren. 
[See figure 2 above] 
Furosemide: In patients with . heart failure, co
administration of aliskiren (300 mg/day) reduced plasma 
AUG and Cmax of oral furosemide (60 mg/day) by 17% and 
27%, respectively, and reduced 24 hour urinary furosemide 
excretion by 29%. This change in exposure did not result in 
statistically significant difference in total urine volume and 
urinary sodium excretion over 24 hours. However, a tran
sient decrease in urinary sodium excretion and urine vol
ume effects up to 12 hours were observed when furosemide 
was co-administered with aliskiren 300 mg/day. 
Amlodipine 
In vitro data in human plasma indicate that amlodipine has 
no effect on the protein binding of digoxin, phenytoin, war
farin , and indomethacin. 
Cimetidine: Co-administration of amlodipine with cimeti
dine did not alter the pharmacokinetics of amlodipine. 
Grapefruit juice: Co-administration of 240 mL of grape
fruit juice with a single oral dose of amlodipine 10 mg in 20 
healthy volunteers had no significant effect on the pharma
cokinetics of amlodipine. 
Maalox® (antacid): Co-administration of the antacid 
Maalox with a single dose of amlodipine had no significant 
effect on the pharmacokinetics of amlodipine. 
Sildenafil: A single 100 mg dose of sildenafil in subjects 
with essential hypertension had no effect on the pharmaco
kinetic parameters of amlodipine. When amlodipine and 
sildenafil were used in combination, each agent indepen
dently exerted its own blood pressur~ lowering effect. 
Atorvastatin: Co-administration of multiple 10 mg doses 
of amlodipine with 80 mg of atorvastatin resulted in no sig
nificant change in the steady-state pharmacokinetic param
eters of atorvastatin. 
Digoxin: Co-administration of amlodipine with digoxin did 
not change serum digoxin levels or digoxin renal clearance 
in normal volunteers. 
Ethanol (alcohol): Single and multiple 10 mg doses of 
amlodipine had no significant effect on the pharmacokinet
ics of ethanol. 
Warfarin: Co-administration of amlodipine with warfarin 
did not change the warfarin prothrombin response time. 
Simvastatin: Co-administration of multiple doses of 10 mg 
of amlodipine with 80 mg simvastatin resulted in a 77% in
crease in exposure to simvastatin compared to simvastatin 
alone. 
CYP3A inhibitors: Co-administration of a 180 mg daily 
dose of diltiazem with 5 mg amlodipine in elderly hyperten
sive patients resulted in a 60% increase in amlodipine sys
temic exposure. Erythromycin co-administration in healthy 
volunteers did not significantly change amlodipine systemic 
exposure. However, strong inhibitors of CYP3A4 (e.g. keto
conazole, itraconazole, ritonavir) may increase the plasma 
concentrations of amlodipine to a greater extent. 
Hydrochlorothiazide 
Drugs that alter gastrointestinal motility: The bioavail
ability of thiazide-type diuretics may be increased by anti
cholinergic agents (e.g. atropine, biperiden), apparently due 
to a decrease in gastrointestinal motility and the stomach 
emptying rate. Conversely, pro-kinetic drugs may decrease 
the bioavailability of thiazide diuretics. 
Cholestyramine: In a dedicated drug interaction study, 
administration of cholestyramine 2 hours before 
hydrochlorothiazide resulted in a 70% reduction in exposure 
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Figure 2: The impact of aliskiren on the pharmacokinetics of co-administered drugs. 

to hydrochlorothiazide. Further, administration of 
hydrochlorothiazide 2 hours before cholestyramine, resulted 
in 35% reduction in exposure to hydrochlorothiazide. 
Antineoplastic agents (e.g. cyclophosphamide, methotrexate): 
Concomitant use of thiazide diuretics may reduce renal ex
cretion of cytotoxic agents and enhance their myelosuppres
sive effects. 
Special Populations 
Pediatric Patients 
The pharmacokinetics of Amturnide have not been investi
gated in patients <18 years of age. 
Geriatric Patients 
Impact of aging on aliskiren pharmacokinetics has been as
sessed. When compared to young adults (18-40 years), 
aliskiren mean AUC and Cm., in elderly subjects (> 65 
years) are increased by 57% and 28%, respectively. In the 
elderly, clearance of amlodipine is decreased with resulting 
increases in peak plasma levels, elimination half-life and 
area-under-the-plasma-concentration curve. Limited data 
suggest that the systemic clearance of hydrochlorothiazide 
is reduced in both healthy and hypertensive elderly subjects 
compared to young healthy volunteers [see Use in Specific 
Populations (8.5)]. 
Race 
With Amturnide, pharmacokinetic differences due to race 
have not been studied. The pharm'acokinetic differences 
among Blacks, Caucasians, and Japanese are minimal with 
aliskiren therapy. 
Hepatic Impairment . . 
The pharmacokinetics of aliskiren is not significantly af
fected in patients with mild-to-severe liver disease. Patients 
with hepatic insufficiency have decreased clearance of 
amlodipine with resulting increase in AUC of approximately 
40%-60% [see Warnings and Precautions (5.6) and Use in 
Specific Populations (8. 6)]. 
Rena/Impairment 
The pharmacokinetics of aliskiren were evaluated in pa
tients with varying degrees of renal impairment. Rate and 
extent of exposure (AUC and Cmaxl of aliskiren in subjects 
with renal impairment did .not show a consistent correlation 
with the severity of renal .impairment. 
The pharmacokinetics of aliskiren following administration 
of a single oral dose of 300 mg was evaluated in patients 
with End Stage Renal Disease (ESRD) .undergoing hemodi· 
alysis. When compared to matched healthy subjects, 
changes in the rate and extent of aliskiren exposure (Cmax 
and AUCI in ESRD patients undergoing hemodialysis was 
not clinically significant. Timing of hemodialysis did not sig
nificantly alter the pharmacokinetics of aliskiren in ESRD 
patienta. 
The pharmacokinetics of amlodipine is bot significantly in
fluenced by renal impairment. 
In a study in individuals with impaired renal function, the 
mean elimination half-life of hydrochlorothiazide was dou· 
bled in individuals with mild/moderate renal impairment 

(30 < CLcr < 90 mUmin) and tripled in severe renal impair
ment ($ 30 mUmin), compared to individuals with normal 
renal function (CLcr > 90 mUmin) [see Warnings and Pre
cautions (5. 7) and Use in Specific Populatioru; (8. 7)]. 

13 NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of 
Fertility 
Studies with Aliskiren hemifumarate, Amlodipine besylate 
andHCTZ 
No carcinogenicity, mutagenicity or fertility studies have 
been conducted with the combination of aliskiren hemifu
marate, amlodipine besylate and HCTZ. However, these 
studies have been conducted for aliskiren hemifumarate, 
amlodipine besylate and HCTZ alone. 
Studies with Aliskiren Mmifumarate 
Carcinogenic potential was assessed in a 2-year rat study 
and a 6-month transgenic (rasH2) mou~e study with 
aliskiren hemifumarate at oral doses of up to 1500 mg 
aliskiren/kg/day. Although there were no statistically signif· 
icant increases in tumor incidence associated with exposure 
to aliskiren, mucosal epithelial hyperplasia (with or without 
erosion/ulceration) was observed in the lower gastrointesti- · 
nal tract at doses of 750 or more mg!kg/day in both species, 
with a colonic adenoma identified in one rat and a cecal ad
enoca.rcinoma identified in another, rare tumors in the 
strain of rat studied. On a systemic exposure (AUCa-24h) ba
sis, 1500 mg!kg/day in the rat is about 4 times and in the 
mouse about 1.5 times the maximum recommended human 
dose (300 mg aliskiren/day). Mucosal hyperplasia. in the 
cecum or colon of rats was also observed at doses of 
250 mg!kg/day (the .lowest tested dose) as well as at higher 
doses in 4- and 13-week studies. 
Aliskiren he~ifumarate w-as devoid of genotoxic potential in 
the Ames reverse mutat.ion assay with S . typhimurium and 
E. coli, the in vitrp Chinese l)amster ovary cell chromosomal. 
aberration assay, the in vitro Chinese hamster V79 cell gene. 
mutation test and the in uiuo rat bone marrow micronucleus 
assay. 
Fertility of male and female rats was unaffected at doses of 
up to aliskiren 250 mg/kg/day (8 times the maximum recom
mended human dose of aliskiren 300 mg/60 kg on a mg/m2 

basis). 
Studies with Amlodipine besylate 
Rats and mice treated with amlodipine maleate in the diet · 
for up to two years, at concentrations calculated to provide 
daily dosage levels of 0.5, 1.25, ·and 2.5 mg amlodipine/kg/ 
day, showed no evidence of a carcinogenic effect of the drug. 
For the mouse, the highest dose was, on mg/m2 basis, simi
lar to .the maximum recommended human dose IMRHD) of . 
10 mg amlodipine/day. For the rat, the highest dose was, on : 
a mg/m2 basis, about twice the MRHD. 
Mutagenicity studies conducted with amlodipine maleate 
revealed no drug-related effects at either the gene or chro
mosome level. 
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There was no effect on the fertility of rats treated orally 
with amlodipine maleate (males for 64 days and females for 
14 days prior to mating) at doses of up to 10 mg amlodipine/ 
kg/day (about 8 times the MRHD of 10 mg/day on a mg/m2 

basis). 
Studies with HCTZ 
TWo-year feeding studies in mice and tats conducted under 
the auspices of the National 'Ibxicology Program (NTP) un
covered no evidence of a carcinogenic potential of HCTZ in 
female mice (at doses of up to approximately 600 mglkg!day) 
or in male and female rats (at doses of up to approximately 
100 mg/kg!day). These doses in mice and rats are about 117 
and 39· times, respectively, the MRHD of 25 mg!day, when 
based on a mg/m2 basis of a 60 kg individual. The NTP, how
ever; found equivocal evidence for hepatocarcinogenicity in 
male mice. 
HCTZ was not genotoxic in uitro in the Ames mutagenicity 
assay of S. typhimurium strains TA 98, TA 100, TA 1535, TA 
1537, and TA 1538 and in the Chinese Hamster Ovary 
(CHO) test for chromosomal aberrations, or in uiuo in as
says using mouse germinal cell chromosomes, Chinese ham
ster bone marrow chromosomes; and the Drosophila sex
linked recessive lethal trait gene. Positive test results were 
obtained only in the in uitro CHO Sister Chromatid Ex
change (clastogenicity) and in the Mouse Lymphoma Cell 
(mutagenicity) assays, using concentrations of HCTZ from 
43 to 1300 mcg/mL, and in the Aspergillus Nidulans nondis
junction assay at an unspecified con.centration. 
HCTZ was not teratogenic and had no adverse effects on the 
fertility of mice and rats of either sex in studies wherein 
these species were exposed, via their diet, to doses of up to 
100 and 4 mg!kg, respectively, prior to mating and through
out gestation. These doses of HCTZ in mice and rats repre-

sent 19 and 1.5 times, respectively, the maximum recom
mended human dose on a mg/m2 basis. (Calculations 
assume an oral dose of 25 mg/day and a 60-kg patient.) 
13.2 Animal Toxicology and/or Pharmacology 
Reproductive Toxicology Studies 
{See Use in Specific Populations (8.1).] 

14 CLINICAL STUDIES 
14.1 Amturnide 
Amturnide was studied in a double-blind, active-controlled 
study in 1181 treated hypertensive patients, of whom 
773 were classified as moderately hypertensive 
(SBP 160-180 mmHg) and 408 as severely hypertensive 
(SBP 180-200 mmHg) at baseline. The mean baseline sys
tolic/diastolic blood pressure for all randomized patients 
was approximately 173/105 mmHg. A total of 61% of pa
tients were male, 19% were 65 years or older, 84% were 
Caucasian, and 10% were Black. 
At study initiation, patients assigned to the dual combina
tion treatments received lower doses of their treatment 
combination · (aliskiren 150 mg plus amlodipine 5 mg, 
aliskiren 150 mg plus HCTZ 12.5 mg, or amlodipine 5 mg 
plus HCTZ 12.5 mg), while patients assigned to the 
Amturnide arm received aliskiren!HCTZ 150/12.5 mg. After 
3 days, Amturnide patients were titrated to aliskirenl 
amlodipine!HCTZ 150/5/12.5 mg, while all other patients 
continued receiving their initial doses. After 4 weeks, all pa
tients were titrated to their full target doses of aliskirenl 
amlodipine!HCTZ 300/10/25 mg, aliskirenlamlodipine 
300/10, aliskiren!HCTZ 300/25 mg, or amlodipine!HCTZ 
10/25 mg. 
Amturnide produced greater reductions in blood pressure 
than did any of the 3 dual combination treatments (p<0.001 
for both diastolic and systolic blood pressure reductions). 
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The reductions in systolic/diastolic blood pressure with 
Amturnide were 9.9/6.3 mmHg greater than with aliskiren! 
HCTZ, 7.2/3.6 mmHg greater than with amlodipine!HCTZ, 
and 6.6/2.6 mmHg greater than with aliskirenlamlodipine. 
In the severe hypertensive patients, Amturnide produced 
greater reductions in blood pressure than each of the 3 dual 
combination treatments (p<0.001 for both diastolic and sys
tolic blood pressure reductions). The reductions in systolic/ 
diastolic blood pressure with .Amturnide were 
16.3/8.2 mmHg greater than with aliskiren!HCTZ 
9.6/4.8 mmHg greater than with amlodipine!HCTZ, and 
11.4/4.9 mmHg greater than with aliskiren!amlodipine. 
The distribution of reductions in blood pressure on each 
treatment are shown in Figure 3 for diastolic blood pressure 
and in Figure 4 for systolic blood pressure. For example, 
Figure 3 shows that 50% of patients on Amturnide had 
more than 20.2 mmHg reduction in diastolic blood pressure 
compared to 18.7 mmHg on aliskiren/amlodipine combina
tion, 12.7 mmHg on aliskiren!HCTZ combination, and 
15.3 mmHg on amlodipine!HCTZ combination. Similarly, 
Figure 4 shows that 50% of patients on Amturnide had 
more than 36.3 mmHg reduction in systolic blood pressure 
compared to 30.8 mmHg on aliskiren/amlodipine combina
tion, 28.3 mmHg on aliskiren!HCTZ combination, and 
31.0 mmHg on amlodipine!HCTZ combination. The time 
course over which blood pressure effects developed is shown 
in Figures 5 and 6. As the trial had no placebo control, the 
treatment effects shown in Figures 3-6 include a placebo ef
fect of unknown size. 
The antihypertensive effect of Amturnide was similar in pa
tients with and without diabetes, obese and non-obese pa
tients, in patients ;,65 years of age and <65 years of age, and 
in women and men. 
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[See figure 5 above] 
[See figure 6 above] 
There are no trials of the Amturnide triple combination tab
let demonstrating reductions in cardiovascular risk in pa
tients with hypertension, but two of the components, 
amlodipine and hydrochlorothiazide, have demonstrated 
such benefits. 
14.2 Aliskiren in Patients with Diabetes treated with 
ARB or ACEI (ALTITUDE study) 
Patients with diabetes with renal disease (defined either by 
the presence of albuminuria or reduced GFR) were random
ized to aliskiren 300 mg daily (n=4296) or placebo (n=4310). 
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All patients were receiving -background therapy with an 
ARB or ACE!. The primary efficacy outcome was the time to 
the first event of the primary composite endpoint consisting 
of cardiovascular death, resuscitated sudden death, non-
fatal myocardial infarction, non-fatal stroke, unplanned 
hospitalization for heart failure, onset of end stage renal 
disease, renal death, and doubling of serum creatinine con-
centration from baseline sustained for at least one month. 
After a median follow up of about 32 months, the trial was 
terminated early for lack of efficacy. Higher risk of renal im· 
pairment, hypotension and hyperkalemia was observed in 
aliskiren compared to placebo treated patients, as shown in 
the table below. 
(See table 2 above] 
Th 
d 

e risk of stroke (3.4% aliskiren vs 2. 7% placebo) and 
eath (8.4% aliskiren vs. 8.0% placebo) were also numeri-
ally higher in aliskiren treated patients. 

6 1 
Ta 
an 

HOW SUPPLIED/STORAGE AND HANDLING 
blets are convex ovaloid with a beveled edge, film-coated, 
d unscored, in the following strengths and packages: 

( See second table above] 
tors e ~ s tore at 25'C (77'F); excursions permitted to 15-30' C 

( 59-86'F) in original container. 
otect from heat and moisture. Pr 

D ispense in original container. 

1 7 PATIENT COUNSELING INFORMATION 
s ee FDA-Approved Patient Labeling (Patient Information) 
I nstruct patients to read the Patient Package Insert before 
s tarting Arnturnide and to reread each time the prescrip-
ion is renewed. Instruct patients to inform their doctor or t 

p harmacist if they develop any unusual symptom, or if any 
own symptom persists or worsens. 

re nanc 
kn 
~ 
F emale patients of childbearing age should be told about 
th e consequences of exposure to Arnturnide during preg-
n ancy. Discuss treatment options with women planning to 
b ecome pregnant. Patients should be asked to report preg-
n ancies to their physicians as soon as possible. 
s r.me.tomatic Hr_eotension . 

aution patients receiving Arnturnide that lightheadedness c 
ca n occur, especially during the first days of th,erapy, and 
th at it should be reported to the prescribing physician. Tell 
p atients that if syncope occurs, disc0ntinue Arnturnide until 
th e physician has been consulted. 
c aution all patients that inadequate fluid intake, excessive 
p erspiration, diarrhea, or vomiting can lead to an excessive 
fa II in blood pressure, with the same consequences of light-
h eadedness and possible syncope. . . 
nae_h~lactic Reactions and Anflioedema · 
dvise patients to report immediately any signs or symp-

A 
A 
to ms suggesting a severe allergic reaction (difficulty breath-
in g or swallowing, tightness of the chest, hives, general 
ra sh, swelling, itching, dizziness, vomiting, or abdominal 
pa in) or angioedema (swelling of face, extremities, eyes, 
lip s, tongne, difficulty in swallowing or breathing) and to 
ta ke no more drug until they have consulted with the pre, 
sc ribing physician. Angioedema, including laryngeal edema, 
m ay occur at any time during treatment with Arnturnide. 
Po tassium SuPf!.lements . . 
Te II patients receiving Arnturnide not to use potassium 
su pplements or salt substitutes containing potassium with-
ou t consulting the prescribing physician. 
Re /ationship to Meals 
Pa tient should establish a routine pattern for taking 
Am turnide either with or without a !!leal.. High-fat meals 
de crease absorption substantially. 
T2 014-21 
M arch 2014 
FD A-Approved Patient Labeling 
Pa tient Information 
Am turnide m (AM-turn-ide} 

Am turn ide 
Ia I iskiren, amlodipine and hydrochlorothiazide) 
Ta blets 
Re ad the Patient Information leaflet that comes with 
Am turnide before you start taking it and each time you get 
ar efill. There may be new information. This leaflet does not 
tak e the place of talking with your doctor about your medi-

1 condition and treatment. If you have any questions ca 
ab 
w 
ab 
Am 
Ta 
pre 
na 
Wh 
Am 
pre 
firs 
Am 

out Arnturnide, ask your doctor or pharmacist. .. 
hat is the most important information I should know 
out.Amturnide7 
turnide can cause harm or death to an unborn baby. 

lk to your doctor about other ways to lower your blood 
ssure if you plan to become pregnant. If you get preg-

nt while taking· Amturnide, tell your doctor right away. 
at is ·Amturnide7 
turnide is a prescription medicine US"ed to lower blood 
ssure (hypertension). Arnturnide is not for use as the 
t medicine to treat your high blood pressure, 
turnide c ntains 3 .different p rescri tion medicines: p 
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Table 2: Incidence of Selected Adverse Events During the Treatment Phase in ALTITUDE 

Aliskiren Placebo 
N=4272 N=4285 

Serious Adverse Adverse Events (%) Serious Adverse Adverse Events (%) Events• (%) Events*(%) 

Renal impairment t 5.7 14.5 4.3 12.4 

Hypotension tt 2.3 19.9 1.9 16.3 

Hyperkalemia ttt 1.0 38.9 0.5 28.8 

t renal failure, renal failure acute, renal failure chronic, renal impairment 
ttdizziness, dizziness postural, hypotension, orthostatic hypotension, presyncope, syncope 
t tt Given the variable baseline potassium levels of patients with renal insufficiency on dual RAAS therapy, the reporting 
of adverse event of hyperkalemia was at the discretion of the investigator. 
* A Serious Adverse Event (SAE) is defined as: an event which is fatal or life-threatening, results in persistent or 
significant disability/incapacity, constitutes a congenital anomaly/birth defect, requires inpatient hospitalization or 
prolongation of existing hospitalization, or is medically significant (i.e. defined as an event that jeopardizes the patient or 
may require medical or surgical intervention to prevent one of the outcomes previously listed). 

Aliskiren/ AmlodipineJHCTZ Embossing 
lmg) 

Color Side 1/side 2 NDC 0078-XXXX-XX 

Bottle/30 Bottle/90 Blister/100 

150/5112.5 Violet white YIYINVR 0610-15 0610-34 0610-35 

300/5/12.5 Light pink LILINVR 0611-15 0611-34 0611-35 

Pale orange 
300/5/25 brown 

OIOINVR 0612-15 0612-34 0612-35 

300/10/12.5 Light red UIUINVR 0613-15 0613-34 0613-35 

300/10/25 Brown VIVINVR 0614-15 0614-34 0614-35 

• aliskiren, a direct renin inhibitor (DRI) o cholestyramine (Questran, Questran Light, 
• amlodipine, a calcium channel blocker (CCB) and Cholestyramine Light, Locholest Light, Locholest, 
• hydrochlorothiazide (HCTZ), a diuretic (water pill) Prevalite) 
It is not known if Arnturnide is safe and works in children ' colestipol (Colestipol hydrochloride, Colestid, Flavored 
under 18 years of age. Coles tid) 
Who should nqt take Amturnide 7 • medicines used to treat diabetes, including insulin 
Do not take Arnturnide if you: • lithium, a medicine used to treat-some types of depression. 
• If you get pregnant, stop taking Arnturnide and call your You should not takeArnturnide if you are taking lithium. 

doctor right away. If you plan to become pregnant, talk to • nonsteroidal anti-infiaminatory (NSAIDs) medicines. Ask 
your doctor about other treatment options for your high your doctor if you are not sure if you are taking one of 
blood pressure. these medicines. 

• have diabetes and are taking a kind of medicine called an • sleeping. pills and anti-seizure medicines called barbitu-
angiotensin-receptor-blocker or angiotensin-converting- rates 
enzyme-inhibitor. • medicines used to treat AIDS or HIV infections (such as 

• have low or no urine output ritonavir, indinavir) 
• are allergic to any ingredients in Arnturnide or other • narcotic pain medicines. 

medicines that contain sulfonamide. See the end of this Ask your doctor if you are not.sure whether you are taking 
leaflet for a complete list of ingredients in Arnturnide. one of the medicines listed above. 

What should I tell my doctor before taking Amturnide7 Know the medicines you take. Keep a list of them to show 
Before taking Amturnide, tell your doctor if you: your doctor or pharmacist when you get a new medicine. 
• have kidney problems Your doctor or pharmacist will know what meqicines are 
• have liver problems_ safe to take together. 
• have lupus How should I take Amturnide7 
• have had an allergic reaction to another blood pressure • Take Arnturnide exactly as prescribed by your doctor. It is 

medicine: Symptoms may include: swelling .of the face, important to take Arnturnide every day to control your 
lips, tongue, throat, arms and legs, and trouble breathing. blood pressure. 

• suffer from heart disorders or if you experienced a heart • Take Arnturnide one time a day, at about the same time 
attack each day. 

; have any other medical problems • Take Arnturnide . the same way every day, either with or 
• are pregnant or planning to become pregnant. See "What without a meal. 

is the moSt important information I should know about • Your doctor may change your dose of Arnturnide if needed. 
Amturnide7" Do not change the amount of Ainturnide you take without 

• are breast-feeding. It is not known if Arnturnide passes talking to your doctor. 
into your breast milk and if it can harm your baby. You • If you miss a dose of Arnturnide, take it as soon as you 
and your doctor should decide if you will t¥e Arnturnide remember. If it is close to your next dose, do not take the 
or breastfeed. You should not do both. missed dose. Just take the next dose at your regular time. 

Tell your doctor about all the medicines you take including • If you take too much Arnturnide, call your doctor or a Poi-
prescription and nonprescription · medicines, vitamins and son Control Center, or go to the nearest hospital emer-
herbal supplements. Arnturnide and certain other medi- gency room. 
cines may affect each other and cause side effects . What should I avoid while taking Amturnide7 
Especially tell your doctor if you are taking: Drinking alcohol. Drinking alcohol during treatment with 
• a kind of medicine called angiotensin receptor blocker or Amturnide can cause you to have low blood pressure. See 

angiotensin converting enzyme inhibitor "What are the possible side effects of Amturnide7" 
• water pills (also called "diuretics") What are the possible side effects "of Amturnide7 
• medicines for treatin~ fungus or fungal infections 
• cyclosporine (Gengra , Neoral, Sandimmune), a medicine 

Amturnide may cause serious side effects, including: 
• Harm to an unborn baby causing injury or death. See 

used to suppress the immune system "What is the most important information I should know 
• potassium-containing medicines, potassium supplements, about Amturnide7" 

or salt substitutes containing potassium • Severe Allergic Reactions and Angioedema. Aliskiren, 
• cholesterol lowering medicines one of the medicines in Arnturnide, can cause difficulty 

o simvastatin (Zocor®) or atorvastatin (Li itor®) breathin or swallowin ti htness of the chest hives e -p g g, g , g n 

Look for PDR® Services in Your EHR with PDR® BRIEF and PDR® + 




