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TEKTURNA® and TEKTURNA HCT® Home Page Menu

Site Map ID#: 0.0

Notes:

Example Messaging: What can | discuss
with you today that would help bring value
to you and your practice?

Market Access and Affordability

Pivotal Trials TEKTURNA Local Access
Pivotal Trials TEKTURNA HCT National Coverage
TEKTURNA and TEKTURNA HCT $15 Co-Pay

Case Studies

Other Study Data

DRI +RAAS BP Dose Response

MOA (RAAS) Dosing and Adverse Reactions

RAAS Cascade Cardio-renal outcomes

| Document Library|
Messaging goes here TOOLBOX | Patient Profilef]
| Summary Builder]

Indications and | References
Important Safety | and study Surveys
Information descriptions

Prescribing
Information
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Patient Care




TEKTURNA® and TEKTURNA HCT®| PATIENT CARE > Piotal Trials -- TEKTURNA

Site Map ID#: 1.1

Notes:

Animation will drop down.

Local navigation for 4-Day Post dose
toggle is TBD.

‘ Pivotal Trials-- ’ ‘ Pivotal Trials-- ’ ‘ TEKTURNA and ’ ‘ S ’

Tekturna Tekturna HCT TEKTURNA HCT

Pivotal trial data demonstrate BP-lowering efficacy

In patients with mild to moderate hypertension at baseline
Placebe

TEKTURMA  TEXTURNA
E 10 mg T g
E " T 1. In 6 randomized, double-blind, placebo-
é = 3to 10 controlled, 8-week clinical trials, TEKTURNA
“ was studied in patients with mild-to-moderate
g 40 hypertension (msDBP 95-109 mm Hg)
B
5 -5
|
-2
E
F=
]

39 Sto10* 9to12*
Range of subtractsd
DEP reductions aoroes 6 trials [mm Hg)

* P<.05 vs placebo by ANCOVA with Dunnett’s procedure for multiple comparisons in 4 studies.
Black patients tended to have smaller reductions than Caucasians and Asians with TEKTURNA,

consistent with what has been seen with ACEIs and ARBs.

ISI and Indications

Indications and | References
Important Safety | and study Surveys
Information descriptions

Prescribing
Information
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TEKTURNA® and TEKTURNA HCT® | PATIENT CARE > Pivotal Trials -- TEKTURNA > 4-Day Post Dose

Site Map ID#: 1.1.1 Notes:

We will require a build similar to EXALT study in
EXFORGE, ie. 3 screens plus 80% conclusion
overlay] (Please note: this 4-day post-dose chart and
copy are identical to 4.1.2 on the site map).

Pivotal Trials-- Pivotal Trials- TEKTURNA and Case Studies
Tekturna Tekturna HCT TEKTURNA HCT .

Chose TEKTURNA for enduring BP control

Once-Daily Treatment for Your Patients _

Who Can Benefit from persistent BP Efficacy

Baseline msSBP: 153 mm Hg (TEKTURNA 300 mg)
Baseline msSBP: 151 mm Hg (placebo)

After 8 weeks of treatment®1 After 4d ithout treatment® . .
o terwecks of freatmen "4 deys withor ™™« BP reductions continued after last dose
n=163 n=134 and gradually returned toward baseline

Placebo Placebo levels®

— TEKTURNA 300 mg: -15 mm Hg
after 8 weeks of treatment, -12

mm Hg msSBP 4 days post last dose

— Placebo: -4 mm Hg msSBP after 8
weeks of treatment, -4 mm Hg msSBP.
4 days post last dose

4 DAYS without medication — TEKTURNA 300 mg: -11 mm Hg

Day1 | Day2 | Day3 | Day4 msDBP after 8 weeks of treatment, -
10 mm Hg msDBP 4 days post last
dose

- Placebo: -6 mm Ha msDBP after 8

n=1
TEKTURNA

300 mg

-10

Change from baseline in msSBP (mm Hg)

-16

Study 2308: In this double-blind trial, 672 hypertensive patients with msDBP =95 mm Hg and <110 mm Hg
were randomized to TEKTURNA 150 mg gd, 300 mg gd, or placebo. The primary end point of this study was
change in msDBP from baseline to week 8. After 8 weeks, all study medications were discontinued. BP was
measured 4 days later. Results rounded to the nearest whole numbers.

Data are from a clinical trial that measured rebound hypertension.3

Indications and ISI Box

Indications and | References
Important Safety | and study Surveys
Information descriptions

Prescribing
Information
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TEKTURNA® and TEKTURNA HCT® | PATIENT CARE > (ALT) Pvotal Trials -- TEKTURNA > 4-Day Post Dose

Site Map ID#: 1.1.1

Notes:
ALTERNATE: OVERLAY FOR 4-DAY POST DOSE

Toggle TBD

Message TBD: Chose TEKTURNA for

Pivotal Trials~ | [ Pivotal Trials- | [ TEKTURNAand | [ . .. . enduring BP control.
Once-Daily Treatment for Your Patients X
. . . 1. BP reductions continued after last dose
WhO Can Beneﬁt from perSIStent BP Efﬁca and gradually returned toward baseline
Baseline msSBP: 153 mm Hg (TEKTURNA 300 mg) levels®
Baseline msSBP: 151 mm Hg (placebo) 1. TEKTURNA 300 mg: -15 mm Hg msSBP
after 8 weeks of treatment, -12 mm Hg msSBP
After 8 weeks of treatment® After 4 days without treatment? 4 days post last dose
0 2. Placebo: -4 mm Hg msSBP after 8 weeks of
n=163 n=134 treatment, -4 mm Hg msSBP 4 days post last
Placebo Placebo dose

3. TEKTURNA 300 mg: -11 mm Hg msDBP
after 8 weeks of treatment, -10 mm Hg msDBP
4 days post last dose

4. Placebo: -6 mm Hg msDBP after 8 weeks of
treatment, -5 mm Hg msDBP 4 days post last

)
4 DAYS without medication 80 f)

Day1 | Day2 | Day3 | Day4 msSBP reductions
maintained®

-10

Change from baseline in msSBP (mm Hg)

-15

Study 2308: In this double-blind trial, 672 hypertensive patients with msDBP =95 mm Hg and <110 mm Hg were
randomized to TEKTURNA 150 mg qd, 300 mg qd, or placebo. The primary end point of this study was change in
msDBP from baseline to week 8. After 8 weeks, all study medications were discontinued. BP was measured

4 days later. Results rounded to the nearest whole numbers.

Data are from a clinical trial that measured rebound hypertension.’

= ibi Indications and | References
o) I rfescn t!ng Important Safety | and study Surveys
ntormation Information descriptions
Tue Nov 27 2012 7
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TEKTURNA® and TEKTURNA HCT®| PATIENT CARE > Piotal Trials -- TEKTURNA HOT

Site Map ID#: 1.2 Notes:

Pivotal Trials-- Pivotal Trials-- TEKTURNA and Case Studies
Tekturna Tekturna HCT TEKTURNA HCT .

TEKTURNA HCT pivotal trial data
Select TEKTURNA HCT for proven BP reductions

Mean baseline SBP 153-155 mm Hg (TEKTURNA HCT)

TEKTURSA BOT TEKTURMNA HCT TEKTURMA HCT TEKTURNA BCT 1. TEKTURNA HCT was studied in an 8-week,
multicenter, randomized, double-blind, placebo-

HBWELS mg HBOIF my 0025 myg 200/25 myg

controlled, parallel-group, multifactorial study in
patients with mild-to-moderate hypertension
(msDBP 95-109 mm Hg)

. The mean baseline SBP/DBP range was 153-
155/99-100 mm Hg

. The primary end point in these trials was change
in msDBP from baseline to week 8

12 13 14 14
Mean non-placebo-subtracted DBP in study (mm Hg)

w N

* P<.05 vs placebo by ANCOVA with Dunnett’s procedure for multiple comparisons in 4 studies.
Black patients tended to have smaller reductions than Caucasians and Asians with TEKTURNA,
consistent with what has been seen with ACEIs and ARBs.

ISI
Prescribin Indications and | References
o) | fes " 9 Important Safety | and study Surveys
nformation Information descriptions
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TEKTURNA® and TEKTURNA HCT® | PATIENT CARE > TEKTURNA and TEKTURNA HCT

Site Map ID#:

1.3

Pivotal Trials-- ’ ‘ Pivotal Trials-- ’ ‘ TEKTURNA and

Tekturna

Tekturna HCT

TEKTURNA HCT

Change from baseline in msSBP (mm Hg)

at primary end point (LSM)

Demonstrated efficacy for patients with stage 2 hypertension

Select TEKTURNA HCT for additional proven BP reductions®*

Baseline msSBP 167 mm Hg*

TEKTURNA TEKTURNA HCT
300 mg® 300/25 mg®

n=335 n=346

-30 P<.0001

I

*Patients with stage 2 hypertension.

Stu

dy 2353

A 12-week, double-blind, randomized,
parallel-group, multicenter study to evaluate
the efficacy and safety of the combination of
aliskiren 300 mg and hydrochlorothiazide 25
mg compared to aliskiren 300 mg in
patients with stage 2 hypertension

The primary efficacy variable was the
change from baseline (visit 2/day 1) in
msSBP at end point

For each patient, the last postbaseline
measurement during the double-blind

period was carried forward to week 12 as
the end point measurement?

At week 12, change from baseline in
msDBP was -8 mm Hg for aliskiren 300 mg
and -13 mm Hg for aliskiren 300 mg and
HCTZ 25 mg

} ‘ Case Studies ’

ISI

Indications and | References
Important Safety | and study
Information descriptions

Prescribing
Information

Surveys

Notes:

Tue Nov 27 2012
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TEKTURNA® and TEKTURNA HCT®| PATIENT CARE > Case Studies

Site Map ID#: 1.4 Notes:

Case Studies TBD.
How to navigate from case study to case study.

Video may live outside of DMV.

Pivotal Trials-- Pivotal Trials-- TEKTURNA and Case Studies _ _ _
Tekturna Tekturna HCT TEKTURNA HCT : Bite sized video, under 30 seconds.
Case Study Title
Cras | Proin
auctor t amet
accums
Duis d assa.
Fusce ( uat ac,
mollis ] auctor
semper Video 16:9 onubia
nostra,
’ ——
= ibi Indications and References
o) I rfescn t!ng Important Safety | and study Surveys
ntormation Information descriptions
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TEKTURNA® and TEKTURNA HCT®| DRI + RAAS > MOA (RAAS)

Site Map ID#: 2.1

MOA (RAAS) RAAS Cascade UERTUL
Indications

Discover the novel MOA of TEKTURNA (aliskiren)

The RAAS is 1 of 3 key regulators of blood pressure?

Aliskiren mediates vascular tone and sodium

excretion by entering the kidney and binding
to renin where it is produced in the JG cells'**

Whether aliskiren affects other RAAS components,
eg, ACE or non-ACE pathways, is not known'

HCTZ indirectly reduces
plasma volume?®
Sympathetic

Na* and H,0

*  Retention Nervous
System

ISI
Prescribin Indications and | References
0 | fe i 9 Important Safety | and study Surveys
niormation Information descriptions

Chart should build in at least 3 steps

Tue Nov 27 2012
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TEKTURNA® and TEKTURNA HCT®| DRI + RAAS > RAAS Cascade

Site Map ID#: 2.2

Notes:

3 or 4 part chart build;

Video/animation?

MOA (RAAS) RAAS Cascade ULENUGRL S
Indications

TEKTURNA works at the first and rate-limiting step of the RAAS3

The renin-angiotensin-aldosterone system?;5.¢

1. Direct renin inhibition with TEKTURNA
works at the first and rate-limiting step of

Angiotensinogen the RAAS, limiting the formation of
angiotensin .72

o ._Om. 2. Because DRI reduces angiotensin | levels,
Y akren) ks there is less angiotensin | available to be
TR -0 Remin """ . converted to angiotensin Il.!

] : 3. Reduced angiotensin Il levels primarily
decrease vasoconstriction and secondarily
decrease aldosterone secretion and
sodium/water retention.2
4. HCTZ in TEKTURNA HCT complements
aliskiren and indirectly reduces plasma

'
'
'
'

'
Negative

¢ i el > - volume.s
! The clinical implications of differences
L) '
UW =D H in effect on RAAS components are not
' known.?!
0 (3] :
arB—_© i
""""" Contraindications: Do not use aligkiren with
angiotensin receptor blockers (ARBs) or ACE
m ] Vowowstiton inhibitors (ACEIs) in patients with diabetes

' because of increased risk of renal

impairment, hyperkalemia, and hypotension.
BLOOD Because of the HCTZ component,
af] Msommﬂ PRESSURE TEKTURNA HCT is contraindicated in
HCTZ— . patients with anuria or hypersensitivity to

sulfonamide-derived druas like HCTZ.

ISI/PI
= ibi Indications and | References

o) I rfescn t!ng Important Safety | and study Surveys
ntormation Information descriptions
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TEKTURNA® and TEKTURNA HCT®| DRI + RAAS > TEKTURNA Indications

Site Map ID#: 2.3

MOA (RAAS) ’ ‘ RAAS Cascade ’ ‘

TEKTURNA

TEKTURNA works at the first and rate-limiting step of the RAAS

Take advantage of the only direct renin inhibitor (DRI)

FDA-approved for the treatment of hypertension

Use TEKTURNA as an:

‘ + Effective complement to HCTZ or a CCB!
e Alternative RAAS agent to lower BP!

Indications and ISl

Prescribing
Information

Indications and References

Important Safety | and study
Information descriptions

Surveys

Tue Nov 27 2012
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Market

Access and
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TEKTURNA® and TEKTURNA HCT® | MARKET ACCESS AND AFFORDABILITY > L ocal Access

Site Map ID#: 3.1

all AT&T 3G

=z (

Formulary Status: Change County

Comparative preferred formulary status

Brand Specific Message

I
T ———

/A 7 7 Z
Variable Field 7 Variable Field Variable Fielc //

Variable Field : | Variable Field Variable Field

Variable Field . Variable Field Varisble Eeld

Variable Field | Variable Fiew Variable Field 77
Variable Field 7 | Variable Field Variab[e Field

Variable Field 7 | \Variable Field Variable Field

Variable Field 7 | Variable Field Variable Field

Variable Field 7 ; | Variable Field Variable Fie,ld,,_

Variable Field Variable Field Variable Field

Variable Field Variable Field Variable Field

Formulary data provided by Fingertip Formulary® and current as of this month. Tier status is representative of the national formularies. Because formularies are subject to change, and many health plans
offer more than one formulary, please check with the health plan directly to confirm coverage for individual patients.

Novartis Pharmaceuticals Corporation does not endorse any particular plan. Inclusion on formulary or formulary status does not imply superior clinical safety or efficacy Includes plans listing products in
any cost-sharing tier, and certain plans may have quantity limits, prior authorizations, or step edits in place. Patient costs may vary significantly among plans. The information provided is not a guarantee
of coverage or payment (partial or full). Actual benefits are determined by each plan administrator in accordance with its policy and procedures. Provider communication only—not approved for
distribution to plan members. Please verify coverage and updated information with plan sponsors.

T-EXR-XXXXX

[ ]
| pam—. Indications RS

~ ) NOVARTIS Informatingn & Important &Study. Surveys
Safety Information ~ Descriptions

Notes:

The top navigation, in order to be consistent
with the other sections, should be Local
Access, National Coverage, and $15 Co-Pay
instead of Brand/Brand HCT. The brands
would be tabs below the top nav. There is less
screen real estate available when using this
approach however.

This would result in one less click and avoids
the practice of having users go back to the
main menu and then down again in order to
toggle between Market Access and
Affordability subcategories.

Tue Nov 27 2012 16
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TEKTURNA® and TEKTURNA HCT® | MARKET ACCESS AND AFFORDABILITY > National Coverage

Site Map ID#: 3.2 Notes:

There is no brand to compare. Could be a pie
chart that reveals TEK coverage with toggle for
TEK HCT coverage.

Broad preferred brand access may mean fewer
callbacks and prior authorizations for you to process,
which may minimize hassles.12

Inclusion on formulary or formulary status does not imply
superior efficacy or safety

“National formulary data are provided by Fingertip Formulary®
and are accurate as of June 2012, Data from the Department of
Veterans Affairs, Department of Defense, Indian Health Service,
Kaiser Permanente, and HealthTrans are not included. Please
note that formularies are subject to change and many health
plans offer more than one formulary. Please check with the
heaith plan directly to confirm coverage for individual patients.
Tier status may include step edits and/or prior authorizations.

~70%

UNRESTRICTED
ACCESS

prior
z‘mmm.mmmmmmu

Azor (amlodkpine and olmesartan medoxomil) tablets is a
registered trademark of Dalichi Sankyo, Inc.

IMPORTANT SAFETY INFORMATION (cont)

Avold use of EXFORGE HCT iIn patients with severe hepatic Impairment. In patients with impaired hepatic function or progressive liver disease, minor alterations of fluid and
electrolyte balance, such as those resulting from diuretic use, may precipitate hepatic coma. In patients with mild to moderate hepatic impalrment, including patients with
biliary obstructive disorders, monitor for worsening of hepatic or renal function, including fluld status and electrolytes, and adverse reactions

Please tap on the tab below for Indications and additional Important Safety Information
Please tap on the tab below for accompanying full Prescribing Information, including Boxed WARNING, for EXFORGE and EXFORGE HCT

Reference: 1. Data on file. Fingertip Formulary, [Month Year|. Novartis Pharmaceuticals Corporation

Indications and | References
Important Safety | and study
Information descriptions

Prescribing
Information

Tue Nov 27 2012 17 l' NOVARTIS



TEKTURNA® and TEKTURNA HCT® | MARKET ACCESS AND AFFORDABILITY > $15 Co-Pay

Site Map ID#: 3.3.1

Notes:

ALTERNATE NAVIGATION (This chart is FPO = We will offer separate access

data for TEK and TEK HCT. Headline will adjust.

L $15 Co-Pay ]
For patients not eligible for co-pay assistance
woo R

Rely on broad preferred brand status with TEKTURNA* ’
. S

L Local Access ’ tNational Coverage

Impaired renal Function

Prescribin Indications and References
o |nfe rmati OE Important Safety | and study Surveys
© I Information descriptions
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TEKTURNA® and TEKTURNA HCT® | MARKET ACCESS AND AFFORDABILITY > $15 Co-Pay

Site Map ID#: 3.3.1

Notes:

ALTERNATE NAVIGATION (This chart is FPO = We will offer separate access

data for TEK and TEK HCT. Headline will adjust.

[ e TR

— ————

Rely on broad preferred brand status with TEKTURNA*

Reference: 1. Data on file. Fingertip Formulary, [Month Year]. Novartis Pharmaceuticals Corporation

Impaired renal Function _‘
= ibi Indications and References
o) I rfescn t!ng Important Safety | and study Surveys
niormation Information descriptions
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TEKTURNA® and TEKTURNA HCT® | MARKET ACCESS AND AFFORDABILITY > Reduced Patient Cost

Site Map ID#:

3.3.2

Reduced Patient

Cost
Reduced costs for patients not eligible for co-pay assistance

Average national Medicaid/Medicare Part D co-payments for all drugs® Data are accurate as of June 2012.
Formulary information based on PBM Web sites and
Fingertip Formulary®.

or payment (partial or full). Actual benefits are
with its respective policy and procedures.

*Some large retail pharmacies offer $4 co-pays for selected,
8 usually older, generics (eg. HCTZ)

B

Average Savings of More Than $30

IMPORTANT SAFETY INFORMATION (cont)

Monitor renal function periodically in patients recelving valsartan and non-steroidal anti-inflammatory drugs (NSAIDS) who are also elderly, volume-depleted (Including those
on diuretics), or who have compromised renal function due to potential reversible deterioration of renal function, Including acute renal failure

Potassium Supplements: Concomitant use of EXFORGE or EXFORGE HCT with drugs that increase potassium (eg, potassium-sparing diuretics) or salt substitutes containing
potassium may lead to increased serum potassium

The information provided is not a guarantee of coverage
determined by each plan administrator in accordance

Indications
= ibi Indications and | References
0 I rfescn t!ng Important Safety | and study Surveys
ntormation Information descriptions

Notes:

This FPO screen compares Generics vs
Preferred and non-preferred brands [by tier
level]. IT IS NOT SPECIFIC TO TEK or TEK
HCT. We may have to include 2 levels of
generics —as well as— preferred and non-
preferred brands—in our update; this will be
identical to the similar, updated screen on the
EXFORGE LaunchPad.

Tue Nov 27 2012
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Data




TEKTURNA® and TEKTURNA HCT®| OTHER STUDY DATA > BP Dose Response > Pivotal Trials -- TEKTURNA

Site Map ID#: 4.1.1

BP Dose
Response

Cardio-renal
Outcomes

Dosing and
Adverse Reactions

Pivotal trial data demonstrate BP-lowering efficacy

Choose TEKTURNA for proven BP reductions

TEKTURNA pivotal trial data from 6 clinical trials in patients with
mild-to-moderate hypertension'?

Placebo

SBP reductions* 010
DBP reductions' 09

Pivotal trials: TEKTURNA was studied in 6 randomized, double-blind, placebo-controlled,

TEKTURNA TEKTURNA -week clinical triasin patients with mild-to-moderate hypertension (msDBP 95109 mm Hg).
150 mg 300 mg The primary end point in thes triaks was change in msDBP from baseling to week 6.
*Change from basedine In mean SBP (mm Hg) from 0o -26,
It 131016 ‘onge f - Paceb ubtrated P euctions s s [ g
170,06 ¥s placebo by ANCOVA with Dunnatt's procedure for multph comparisons In 4 shudks
81010 Ot 12 Black patlonts e o have smalker rcuctons an Causeans and Astans wih TEXTURNA

consistent with what has been seen with ACES and ARBs

)

ISI and Warning Box

0 Prescribing
Information

Indications and | References
Important Safety | and study
Information descriptions

Surveys

Notes:

Please note: this is the tabular form of the
pivotal trials data; it’s an alternate way to
talk about the data presented in 1.1 MAP
requires an efficacy mention before we can

detail Study 2308.

Tue Nov 27 2012
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TEKTURNA® and TEKTURNA HCT®| OTHER STUDY DATA > BP Dose Response > 4-Day Post Dose

Site Map ID#: 4.1.2

BP Dose Dosing and
Response Adverse Reactions

Chose TEKTURNA for enduring BP control

Once-Daily Treatment for Your Patients
Who Can Benefit from persistent BP Efficacy

Baseline msSBP: 153 mm Hg (TEKTURNA 300 mg)
Baseline msSBP: 151 mm Hg (placebo)

After 8 weeks of treatment®1 After 4d ithout treatment® . .
o terwecks of freatmen "4 deys withor me BP reductions continued after last dose
n=163 n=134 and gradually returned toward baseline

Placebo Placebo levels®

— TEKTURNA 300 mg: -15 mm Hg
after 8 weeks of treatment, -12
RO mm Hg msSBP 4 days post last dose
300 mg — Placebo: -4 mm Hg msSBP after 8
weeks of treatment, -4 mm Hg msSBP.
4 days post last dose
4 DAYS without medication — TEKTURNA 300 mg: -11 mm Hg
Day1 | Day2 | Day3 | Day4 msDBP after 8 weeks of treatment, -
10 mm Hg msDBP 4 days post last
dose
- Placebo: -6 mm Ha msDBP after 8

n=1

Change from baseline in msSBP (mm Hg)

Study 2308: In this double-blind trial, 672 h pertensivedpatients with msDBP =95 mm Hg and <110 mm Hg
were randomized to TEKTURNA 150 mg gd, 300 mg gd, or placebo. The primary end point of this study was
change in msDBP from baseline to week 8. After 8 weeks, all study medications were discontinued. BP was
measured 4 days later. Results rounded to the nearest whole numbers.

Data are from a clinical trial that measured rebound hypertension.3

Cardio-renal
Outcomes *

ISI

Indications and | References
Important Safety | and study Surveys
Information descriptions

Prescribing
Information

Notes:

Chart should build in at least 3 steps

Tue Nov 27 2012
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TEKTURNA® and TEKTURNA HCT®| OTHER STUDY DATA > Dosing and Adv. Reac. > Dosing and Safety

Site Map ID#: 4.2.1

Notes:

3 or 4 part chart build;

Video/animation?

BP Dose Dosing and Cardio-renal
Response Adverse Reacrions Outcomes

THE FLEXIBILITY OF MULTIPLE DOSAGE
STRENGTH OPTIONS

The flexibility to customize dosing for your patients

EXFORGE tablets are available EXFORGE HCT tablets are available
in the following strengths: in the following strengths:

TEKTURNA tablets are available = TEKTURNA HCT tablets are available
in the following strengths: in the following strengths:

IMPORTANT SAFETY INFORMATION
150/25 m Avoid use of EXFORGE HCT in patients with severe hepatic impairment. In patients with impaired hepatic function or progressive liver disease, minor alterations of fiuid and
150/12.5 mg 300/12.5 mg clectrolyte balance, such as those resulting from diuretic use, may precipitate hepatic coma. In patients with mild 10 moderate hepatic impairment, Including patients with
biliary obstructive disorders, monitor for worsening of hepatic or renal function, including fluid status and electrolyles, and adverse reactions.
SATCRT CWn 2 1O MRN8 Piease tap on the tab below for additional Indications and Important Safety information.

Please see accompanying full Prescribing information, incluging Boxed WARNING, for EXFORGE and EXFORGE HCT
INDICATIONS

TEXTURNA and TEXTURNA HCT are indicated for he freatment of hyperisnsion in adults,  lower biood pressure. Lowenng biood pressurs raducss e nsk

of fatal and nontatal cardiovasculyr events, pamarily sokes and myocardial intarcions. Control of high biood pressure shoukd De part of compreensive o

CaHtOVasCL risk management, inclading, as appropriate, lipid control, Gabetes MAnagEMENt, ANVTFOMBONC Merapy. STOKING Cessaton, exrcise, and
limined sodium intake. Many patients will require more Than 0nNé drug 1 achieve bIcod pressure Qoals.

Use TEXTURNA HCT as initial therapy in patients who are likely to need muliple drugs to achieve their blood pressure guals. Switch 2 palient whose blood
pressure is not adequataly controlied with aliskiren or hydrochiorothiazide (HCTZ) monotherapy to TEXTURNA HCT.

TEXTURNA HCT may be substituted for £5 titatad components

Safiety and efficacy of aliskiren in pediatric patients have not been estatiished

Base the choice of TEKTURNA HCT as Initial therapy on an assessment of potential benefits and risks. Indwvidualic:s e decision  use 2 combination
as inftial therapy by weighing factors such as baseline blood pressure, the target goal, and the Incremental ikelihood of achieving goal with 2
combination compared t monotherapy.

IMPORTANT SAFETY INFORMATION

WARNING: FETAL TOXICITY

« When pregnancy is defected, discontinue TEXTURNA or TEKTURNA HCT as soon as possible. (5.1).

« Drugs that act directly on the renin-anglotensin system can cause injury and death 1o the developing fetus. (5.1).
Contraindications: Do not usé aliskiren with angiotensin receplor Diockers (ARBS) or ACE inhiditors (ACES) In patents wilh adetes Decause of nCreased
risk of renal impairment, hypérkalemia, and hypotension

Bacause of e HCTZ component, TEKTURNA HCT is confraindicated in patients with anuria or hypersensitivity o sulloramide-denived drugs ke HCTZ
Hypersensitivity reacions may range from urticaria % anaphytands.

Anaphytactic Reactions and Anglcedema: Hypersenatity raactions such as y reactions and angy of e face. axvemdes Ips
ongue, lottis and/or karynx have been 1eponed in patients reated with aliskiren and have neCessitated hospitaization and Nutation. This may ooy
At any time during treatment and has occurred in patients with and without 3 history of angioedema with ACEIS o angiotensin recepior 3ntagonists.
Discontinue TEXTURNA or TEKTURNA HCT immediately in patients who develop anaphyfactic reactions of g oo not
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EXFORGE EXAMPLE Please see EXFORGE pages for model =

Need to tab between TEK and TEK HCT for
Documented Adverse Reactions= table with
TEK and TEK HCT values to come.

BP Dose Dosing and Cardio-renal
Response Adverse Reacrions Outcomes *

Adverse Reactions

EXFORGE EXFORGE HCT s
Safety Profile Safety Profile

i ata rate of <2% of

patients treated with EXFORGE in placebo-controlied trials
. 7 Z : were cough (1.6%), fatigue (1.4%), erectile dysfunction

Adverse reactions occurring in 2% of patients {0.3%), orthostatic hypotension (0.3%), and hypokalemia

and in more patients than placebo in clinical trials'® ©.0%)
7 « In clinical trials, discontinuation due to side effects was
comparable between EXFORGE (1.8%) and placebo
2.1%)%

IMPORTANT SAFETY INFORMATION

Common Adverse Events: The most common adverse events that occurred more frequently with EXFORGE than placebo were peripheral edema (5% vs 3%),
nasopharyngitis (4% vs 2%), upper respiratory tract Infection (3% vs 2%), and dizziness (2% vs 1%).

The most frequent adverse events that occurred in *2% of patients treated with EXFORGE HCT were dizziness (8.2%), edema (6.5%), headache (5.2%), dyspepsia (2.2%),
fatigue (2.2%), muscle spasms (2.2%), back pain (2.1%), nausea (2.1%) and nasopharyngitis (2.1%).

Please tap on the tab below for additional Indications and Important Safety Information.
Please see accompanying full Prescribing Information, including Boxed WARNING, for EXFORGE and EXFORGE HCT.

i J
Prescribin Indications and References
o Infirmat' OE Important Safety | and study Surveys
I Information descriptions
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Notes:
EXFORGE HCT EXAMPLE

BP Dose Dosing and Cardio-renal
Response Adverse Reacrions Outcomes

Adverse Reactions

3',;()";(‘:,2“ e Mgﬂg‘ « Overall incidence of adverse reactions with EXFORGE HCT
— X was similar between younger (<65 years) and

older (265 years) patients?
/ 2% %
Adverse reactions occurring in 22% of the EXFORGE HCT treatment group - np and postral dTNee KO

(FORGE HCT Valsart 02 rlan Amiodipine/HC in 0.5% of patients treated with EXFORGE HCT 10/320/25
Mg (%) (Nn=582) 320/25 mg (* n=559) %) (n=566) 10/ 0 (%) (n= 5 mg"

In an active controlled trial, discontinuation because of
adverse reactions occurred in 4.0% of patients treated
with EXFORGE HCT 10/320/25 mg, 2.9% of patients
treated with valsartanvHCTZ 320/25 mg, 1.6% of
patients treated with amlodipine/valsartan 10/320 mg,
and 3.4% of patients treated with amlodipine/HCTZ

/’;’ 10/25 mg"

e
Adverse reactions wero generally mild and transient in
nature and have only Infrequently resulted in
discontinuation. '

IMPORTANT SAFETY INFORMATION

Common Adverse Events: The most common adverse events that occurred more frequently with EXFORGE than placebo were peripheral edema (5% vs 3%),
nasopharyngitis (4% vs 2%), upper respiratory tract infection (3% vs 2%), and dizziness (2% vs 1%).

The most frequent adverse events that occurred in 32% of patients treated with EXFORGE HCT were dizziness (8.2%), edema (6.5%), headache (5.2%), dyspepsia (2.2%),
fatigue (2.2%), muscle spasms (2.2%), back pain (2.1%), nausea (2.1%) and nasopharyngitis (2.1%).

Please tap on the tab below for additional Indications and Important Safety Information.
Please see accompanying full Prescribing Information, including Boxed WARNING, for EXFORGE and EXFORGE HCT.

Tue Nov 27 2012 27 (l NOVARTIS



TEKTURNA® and TEKTURNA HCT®| OTHER STUDY DATA > Cardio-renal Outcomes

Site Map ID#: 4.3

Notes:

Build chart from left to right

OBJECTIVE: To assess benefits of combination
treatment of aliskiren + an ARB or ACEI on CV and

BP Dose ’ ‘ Dosing and

. 1 L1
Cardio-renal ” renal morbidity and mortality
Response Adverse Reactions ‘ ’

Outcomes

Aliskiren Trial in Type 2 Diabetes Using Cardio-renal End Points

Hypertension was not part of Pationts #=0600y" Primary end point was not
inclusion criteria’ receive either: BP lowering'
Inclusion criteria: Aliskiren 300 mg Primary composite end point included the first
« Type 2 diabetes tablets qd + occurrence of one of the following events:
. an ARB or ACEI .
* Male or female patients >35 years of age (n=4300) * CV or resuscitated sudden death
« Patients remained concomitantly on prior, conventional o * Nonfatal Ml or stroke
ACEl or ARB theyapy without ;my_treatment adjustments Placebo qd + * Unplanned hospitalization for HF
for 24 weeks prior to randomization an ARB or ACE * Doubling of baseline serum creatinine concentration
* Patients with one or more of the following: (n=4300) to above the ULN (sustained for =1 month)
~Persistent macroalbuminuria or microalbuminuria * Onset of ESRD or renal death
~Diabetic nephropathy
—History of cardiovascular disease

Additional parameters:
« Study patients were high risk at baseline
* Majority of patients had adequately controlled BP at baseline

Indications and ISl

Prescribin Indications and | References
o) Infi?mat'og Important Safety | and study Surveys
: Information descriptions
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Build chart from left to right

BP Dose Dosing and Cardio-renal
Response Adverse Reactions Outcomes *

Aliskiren Trial in Type 2 Diabetes Using Cardio-renal End Points

4.3.1

Study results—incidence of selected AEs? Label implications from ALTITUDE?

* A contraindication against combined use of
Aliskiren n=4283 Placebo n=4296 aliskiren-based products with ARBs or ACEls

SAEs'(%) | AEs(%) | SAES'(%) | AEs (%) in patients with diabetes
Renal impairment’ 17 124 33 104 * A warning against the use of aliskiren-based

products in patients with moderate renal (kidney)
Hypotension$ 2.0 18.6 1.7 14.8 impairment (eGFR <60 ml/min) who are also

Hyperkalemia" 11 36.9 0.3 271 taking an ARB or ACEI

The risk of stroke (2.7% aliskiren vs 2.0% placebo) and death (6.9% aliskiren vs 6.4% placebo) were
also numerically higher in aliskiren-treated patients.

*Assuming a screenings failure rate of 60%."
'SAE is defined as an event which is fatal or life-th ing, results in persi or significant disability/incapaci ital anomaly/birth defect, requires inpatient hospitalization or prolongation of existing hospitalization,
or is medically significant (ie, defined as an event that jeopardlzes the patlent or may requ1re medical or surgical intervention to prevent one of the outcomes previously listed).?
*Renal failure, renal failure acute, renal failure chronic, or renal impairment.?
*Dizziness, dizziness postural, hypotension, orthostatic hypotension, presyncope, or syncope.”
'Given the variable baseline potassium levels of patients with renal insufficiency on dual RAAS therapy, reporting hyperkalemia was at the discretion of the investigator?

IMPORTANT SAFETY INFORMATION (cont)

Anaphylactic Reactions and Angioedema: Hypersensitivity reactions such as anaphylactic reactions and angioedema of the face, extremities, lips,
tongue, glottis and/or larynx have been reported in patients treated with aliskiren and have necessitated hospitalization and intubation. This may occur
at any time during treatment and has occurred in patients with and without a history of angioedema with ACEls or angiotensin receptor antagonists.
Discontinue TEKTURNA immediately in patients who develop anaphylactic reactions or angioedema, and do not readminister.

Hypotension: In patients with an activated renin-angiotensin-aldosterone system (RAAS), such as volume- and/or salt-depleted patients receiving high
doses of diuretics, symptomatic hypotension may occur in patients receiving RAAS blockers. Correct these conditions before administering TEKTURNA,
or start the treatment under close medical supervision.
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Notes:

BP Dose Dosing and
Response Adverse Reactions

Cardio-renal
Outcomes *

Aliskiren Trial in Type 2 Diabetes Using Cardio-renal End Points

TEKTURNA is approved for patients with

mild-to-moderate hypertension?

The data below are not derived from the ALTITUDE study

Discontinuation rates due to AEs comparable to placebo
TEKTURNA 2.2% of study population vs 3.5% placebo?
Hyperkalemia (increases in serum potassium >5.5 mEq/L) was infrequent with TEKTURNA alone

TEKTURNA  0.9% of study population vs 0.6% placebo?

Hyperkalemia: Monitor serum potassium periodically in patients receiving aliskiren. Drugs that affect the RAAS can cause hyperkalemia. Risk
factors for the development of hyperkalemia include renal insufficiency, diabetes, and combination use of aliskiren with ARBs or ACEls, NSAIDs,
potassium supplements, or potassium-sparing diuretics.

The safety of TEKTURNA has been evaluated in more than 6000 patients?

Prescribin Indications and | References
o) Infi?mat'og Important Safety | and study Surveys
: Information descriptions
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Patient Profiler
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One bullet summary per screen for
Rep's view only

Summary

Builder
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