Invokanar
canagliflozin tablets

We invite you to join your colleagues and
your Janssen Pharmaceuticals, Inc., Sales Representative for

INVOKANA":
Advancing Paradigm Changes in
Type 2 Diabetes Management

OUR GUEST SPEAKER WILL BE
Humberto Bruschetta, MD

President, Humberto R. Bruschetta, MD, PA
Kingsville, TX

Dr. Bruschetta is a paid speaker for Janssen Pharmaceuticals, Inc.

Tuesday, February 24, 2015 at 6:30 PM

The Iron Horse Hotel

500 West Florida Street, Milwaukee, WI 53204
Phone: (414) 374-4766

Please RSVP to your Janssen Representative by Tuesday, February 17, 2015

Jenny Coghlan
Phone: (414) 807-0300 or visit http://www.medforcereg.net/SOMP64511

In adherence with PhRMA guidelines, spouses or other guests are not permitted to attend company-sponsored programs.

For all attendees, please be advised that information such as your name and the value and purpose of any educational item, meal or
other items of value you receive may be publicly disclosed. If you are licensed in any state or other jurisdiction, or are an employee or
contractor of any organization or governmental entity, that limits or prohibits meals from pharmaceutical companies, please identify
yourself so that you (and we) are able to comply with such requirements.

Please note that the company prohibits the offering of gifts, gratuities, or meals to federal government employees/officials. Thank you
for your cooperation.

This promotional educational activity is not accredited. The program content is developed by Janssen Pharmaceuticals, Inc. Speakers
present on behalf of the company and are required to present information in compliance with FDA requirements for communications
about its medicines.

The personal information you provide may be used to contact you about your request to attend the Janssen Pharmaceuticals, Inc.
educational program using your preferred method of communication as indicated by you. This information may be shared with
Janssen Pharmaceuticals, Inc., its affiliates, and a third party for the sole purpose of completing your registration for this program and
as required by law.

INVOKANA® (canagliflozin) is indicated as an adjunct to diet and exercise to improve glycemic control in adults with
type 2 diabetes mellitus.
INVOKANA® is not recommended in patients with type 1 diabetes or for the treatment of diabetic ketoacidosis.

IMPORTANT SAFETY INFORMATION
CONTRAINDICATIONS
« History of a serious hypersensitivity reaction to INVOKANA®.

« Severe renal impairment (eGFR <30 mL/min/1.73 m?),
end stage renal disease, or patients on dialysis. e
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Canagliflozin is licensed from Mitsubishi Tanabe Pharma Corporation. Please see accompanying Full Prescribing Information
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IMPORTANT SAFETY INFORMATION (continued)
WARNINGS and PRECAUTIONS

* Hypotension: INVOKANA® (canagliflozin) causes intravascular volume
contraction. Symptomatic hypotension can occur after initiating
INVOKANA®, particularly in patients with impaired renal function (eGFR
<60 mL/min/1.73 m?), elderly patients, and patients on either diuretics or
medications that interfere with the renin-angiotensin-aldosterone system
(eg, angiotensin-converting-enzyme [ACE] inhibitors, angiotensin receptor
blockers [ARBs]), or patients with low systolic blood pressure. Before
initiating INVOKANA® in patients with one or more of these characteristics,
volume status should be assessed and corrected. Monitor for signs and
symptoms after initiating therapy.

» Impairment in Renal Function: INVOKANA® increases serum creatinine
and decreases eGFR. Patients with hypovolemia may be more susceptible
to these changes. Renal function abnormalities can occur after initiating
INVOKANA®. More frequent renal function monitoring is recommended in
patients with an eGFR below 60 mL/min/1.73 m?.

* Hyperkalemia: INVOKANA® can lead to hyperkalemia. Patients with
moderate renal impairment who are taking medications that interfere with
potassium excretion, such as potassium-sparing diuretics, or medications
that interfere with the renin-angiotensin-aldosterone system are more likely
to develop hyperkalemia. Monitor serum potassium levels periodically after
initiating INVOKANA® in patients with impaired renal function and in
patients predisposed to hyperkalemia due to medications or other medical
conditions.

* Hypoglycemia With Concomitant Use With Insulin and Insulin
Secretagogues: Insulin and insulin secretagogues are known to cause
hypoglycemia. INVOKANA® can increase the risk of hypoglycemia when
combined with insulin or an insulin secretagogue. Therefore, a lower dose
of insulin or insulin secretagogue may be required to minimize the risk of
hypoglycemia when used in combination with INVOKANA®,

* Genital Mycotic Infections: INVOKANA® increases the risk of genital
mycotic infections. Patients with a history of genital mycotic infections and
uncircumcised males were more likely to develop genital mycotic
infections. Monitor and treat appropriately.

* Hypersensitivity Reactions: Hypersensitivity reactions (eg, generalized
urticaria), some serious, were reported with INVOKANA® treatment; these
reactions generally occurred within hours to days after initiating
INVOKANA®. If hypersensitivity reactions occur, discontinue use of
INVOKANA®; treat per standard of care and monitor until signs and
symptoms resolve.

* Increases in Low-Density Lipoprotein (LDL-C): Dose-related increases
in LDL-C occur with INVOKANA®, Monitor LDL-C and treat per standard
of care after initiating INVOKANA®,

* Macrovascular Outcomes: There have been no clinical studies
establishing conclusive evidence of macrovascular risk reduction with
INVOKANA® or any other antidiabetic drug.

DRUG INTERACTIONS

* UGT Enzyme Inducers: Rifampin: Co-administration of canagliflozin with
rifampin, a nonselective inducer of several UGT enzymes, including
UGT1A9, UGT2B4, decreased canagliflozin area under the curve (AUC)
by 51%. This decrease in exposure to canaglifiozin may decrease efficacy.
If an inducer of these UGTs (eg, rifampin, phenytoin, phenobarbital,
ritonavir) must be co-administered with INVOKANA® (canagliflozin),
consider increasing the dose to 300 mg once daily if patients are currently
tolerating INVOKANA® 100 mg once daily, have an eGFR greater than 60
mL/min/1.73 m2, and require additional glycemic control. Consider other
antihyperglycemic therapy in patients with an eGFR of 45 to less than 60
mL/min/1.73 m? receiving concurrent therapy with a UGT inducer and
requiring additional glycemic control.

* Digoxin: There was an increase in the area AUC and mean peak drug
concentration (Cmax) of digoxin (20% and 36%, respectively) when
co-administered with INVOKANA® 300 mg. Patients taking INVOKANA®
with concomitant digoxin should be monitored appropriately.

USE IN SPECIFIC POPULATIONS

* Pregnancy Category C: There are no adequate and well-controlled
studies of INVOKANA® in pregnant women. Based on results from rat
studies, canagliflozin may affect renal development and maturation. In a
juvenile rat study, increased kidney weights and renal pelvic and tubular
dilatation were evident at 20.5 times clinical exposure from a 300-mg dose.

These outcomes occurred with drug exposure during periods of animal
development that correspond to the late second and third trimester of
human development. During pregnancy, consider appropriate alternative
therapies, especially during the second and third trimesters. INVOKANA®
should be used during pregnancy only if the potential benefit justifies the
potential risk to the fetus.

* Nursing Mothers: It is not known if INVOKANA® is excreted in human
milk. INVOKANA® is secreted in the milk of lactating rats, reaching levels
1.4 times higher than that in maternal plasma. Data in juvenile rats directly
exposed to INVOKANA® showed risk to the developing kidney (renal
pelvic and tubular dilatations) during maturation. Since human kidney
maturation occurs in utero and during the first 2 years of life when
lactational exposure may occur, there may be risk to the developing
human kidney. Because many drugs are excreted in human milk, and
because of the potential for serious adverse reactions in nursing infants
from INVOKANA®, a decision should be made whether to discontinue
nursing or to discontinue INVOKANA®, taking into account the importance
of the drug to the mother.

* Pediatric Use: Safety and effectiveness of INVOKANA® in pediatric
patients under 18 years of age have not been established.

* Geriatric Use: Two thousand thirty-four (2034) patients 65 years and
older, and 345 patients 75 years and older were exposed to INVOKANA®
in nine clinical studies of INVOKANA®, Patients 65 years and older had a
higher incidence of adverse reactions related to reduced intravascular
volume with INVOKANA® (such as hypotension, postural dizziness,
orthostatic hypotension, syncope, and dehydration), particularly with the
300-mg daily dose, compared to younger patients; more prominent
increase in the incidence was seen in patients who were 275 years of age.
Smaller reductions in HbA1C with INVOKANA® relative to placebo were
seen in older (65 years and older; -0.61% with INVOKANA® 100 mg and
-0.74% with INVOKANA® 300 mg relative to placebo) compared to
younger patients (-0.72% with INVOKANA® 100 mg and -0.87% with
INVOKANA® 300 mg relative to placebo).

* Renal Impairment: The efficacy and safety of INVOKANA® were
evaluated in a study that included patients with moderate renal impairment
(eGFR 30 to <50 mL/min/1.73 m?). These patients had less overall
glycemic efficacy and had a higher occurrence of adverse reactions
related to reduced intravascular volume, renal-related adverse reactions,
and decreases in eGFR compared to patients with mild renal impairment
or normal renal function (eGFR 260 mL/min/1.73 m?); patients treated with
INVOKANA® 300 mg were more likely to experience increases in
potassium.

The efficacy and safety of INVOKANA® have not been established in
patients with severe renal impairment (eGFR <30 mL/min/1.73 m?), with
end-stage renal disease (ESRD), or receiving dialysis. INVOKANA® is not
expected to be effective in these patient populations.

* Hepatic Impairment: No dosage adjustment is necessary in patients with
mild or moderate hepatic impairment. The use of INVOKANA® has not
been studied in patients with severe hepatic impairment and it is therefore
not recommended.

OVERDOSAGE

* There were no reports of overdose during the clinical development
program of INVOKANA® (canagliflozin).

In the event of an overdose, contact the Poison Control Center. It is also
reasonable to employ the usual supportive measures, eg, remove
unabsorbed material from the gastrointestinal tract, employ clinical
monitoring, and institute supportive treatment as dictated by the patient's
clinical status. Canagliflozin was negligibly removed during a 4-hour
hemodialysis session. Canagliflozin is not expected to be dialyzable by
peritoneal dialysis.

ADVERSE REACTIONS

» The most common (25%) adverse reactions were female genital mycotic
infections, urinary tract infections, and increased urination. Adverse
reactions in 22% of patients were male genital mycotic infections,
vulvovaginal pruritus, thirst, nausea, and constipation.

Please see full Prescribing Information and Medication Guide
provided by your Janssen Sales Representative.
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