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2668/NOVO NORDISK ¢ NOVOSEVEN RT 

Study 4: Dosing by Treatment Group

« For the latest PDR product information

 
 Visitp

 

—— 
Continuous Infusion
50 micrograms/kg/h

Bolus (njection
90 micrograms/kg
 

 

 

 

(n = 12) (n = 12)

Days of dosing, median (range) 10 (4-15) 10 (2-116)

No.bolus injections, median (range) 38 (36-42) 15 (0-7)

No. of additional bolus injections, median (range) 0 (0-3) 0 (0-4)

Meantotal dose, mg 237.5 292.2 

“Includes dosing during the follow-up period after the 10-day study period, 
 

Efficacy by Dose Group, for Patients Receiving Doses Ranging from <61 to >90 micrograms/kg NovoSeven,
Compassionate Use Programs and HTRS Registry 

NovoSeven Dose {micrograms/kg} 

    
    

    
  
 
   

Outcome* Unknown <61 61-69 70-80 81-89

Effective N (%) 1 (43) 3 (75) 5 (63) 10 (63) 12 57) 67

Partial N (%} 1(33) 0 (0) 0 (0) 3 (19) 3 (14) 20

Ineffective N (%. 0 (0) 1 (25) 3 (38) 2 (13) 2 (10) 17

Unknown N (%) 1 (33) 0) 0 (0) 1 (6) 4 (19) 8

No.of Bleeding Episodes' 38 4 8 16 21 45 tlle 112"    
* Outcome assessed at end of treatment, last observation carried forward.
7 N (@) do not add up to 100 due to rounding
= One patient in the HTRS registry was excluded from efficacy analysis since NovoSeyen was used to maintain
hemostasis after bleeding had beencontrolled, 

The diluent for reconstitution of NovoSeven RT ia a 10
mmo) solution of L-histidine in water for injection and is
supplied asa clepr colorless solution, and referred to aa the
histidine diluent, The vials are madeofglass closed with a
latex-free, chlorobutyl rubberdiac, and covered with an alu-
minum cap: ‘The closed yials are equipped with a tamper
evident snap-aff eap which is made of polypropylene.
Prior to reconstituiivn, keep refrigerated or store between
2-25°C/36-77°F. Do not freea:. Store protected from light. Do
Hot Wee past the expiration date.
After reconstitution. NoveSeven RT may be stared either at
room temperature or refrigerated for up to 3 hours. Do not
fresze reconstituted NovoSeven RT or store it im syringes.
17 =PATTENT COUNSELING INFORMATION
Patients recetving NovoSeven RT should be informed of the
benefits and risks associated with treatment. Patients
should be warned about the early signs of hyperaensitivity
reactions, including hives, urticaria, tightness of the chest,
wheezing, hypotension, and anaphylaxis. Patienty should
also be warned about the:signs of thrombosis, including new
onzet swelling and-pnin in the limbs or abdomen, new onset
chest pain, shortness of breath, loss of sensation or motor
power, or altered consciousness or speech. Patients should
be told to immediately seok medical help if any of the above
signs or symptoms occur.
Date of issue: August 6, 2010
Version: 4
License Number: 1261
Novo Nordisk® is a registered trademark of Novo Nordisk
A/S.
NovoSevea® is a registered trademark of Novo Nordisk
Health Care AG.
© 1998-2010 Novo Nordisk A/S
For information contact:
Novo Nordisk Ine.
100 College Road West
Princeton, NJ 08540, USA
1-877-NOVO-777
www.NovoSevenRT.com
Manufactured by:
Novo Nordisk A/S
2880 Bagsvaerd, Denmark

VICTOZA®
| VIC-tow-za\
(liraglultide (yDNA origin} injection)
Solution for Subcutaneous Use

HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlightsdo not include all the information needed
to use Victoza safely and effectively. See full prescribing in-formation for Victoza. .
Victoza® (liraglutide {((DNA origin) injection)

 
IMPORTANT NOTICE: Updated drug information is sent bi-monthly via the PDR® UpdateInsert. For monthly email updates, register 4t pp

solution for subcutaneous use
Initial U.S. Approval: 2010 

WARNING: RISK OF THYROID C-CELL TUMORS
See full prescribing information for complete boxed
warning.
* Liraglutide causes thyroid C-cell tumors at clinically

relevant exposures in rodents. It is unknown
whether Victoza causes thyroid C-call tumors, includ-
ing medullary thyroid carcinoma (MTC), in humans,
as human relevance could not be determined by clin-
ical or nonclinical studies (5.1).

* Victoza is contraindicated in patients with a personal
or family history of MTC or in patients with Multiple
Endocrine Neoplasia syndrome type 2 (MEN 2) (5.1). 
 

INDICATIONS AND USAGE—————
Victoza is a glucagon-like peptide-1 (GLP-1) receptor ago-
nist indicated az an adjunct, to diet and exercise to improve
glycemic control in adults with type 2 diabetes mellitus (1).
Important Limitations of Use (1.1);
® Not recommended as first-line therapy for patients inad-

equately controlied on diet and exercise (5.1),
* Has not been studied sufficiently in patients with a his-

tory of pancreatitis. Use caution (6,2),
* Not for treatment of type 1 diabetes mellitus or diabetic

ketoacidosis. :
© Has not been studied in combination with insulin,

DOSAGE AND ADMINISTRATION:
* Adminiater once daily at any timeofday, independently of

meals (2).
e Inject subcutaneously in the abdomen, thigh or upper

arm (2).
* The injection site and timing can be changed without dose

adjustment (2).
* Initiate at 0.6mg per dayfor one week, This dose is in-

tended-to:reduce gastrointestinal symptoms during initial
titration, and is not effective for glycemic control, After
one week, increase the dese to 1.2 mg, Ifthe 1.2 mgdose
does not reault in acceptable glycemic control, the: dose
can be increased to 1.8 mg (2),

® When initiating Vietoza, congider reducing the dose of
concomitantly-administired insulin secretagogues to, re-
duce the risk of hypoglycemia (2),

DOSAGE FORMS AND STRENGTHS—¥—
* Solution tor subeutaneous injection, pre-filled, multi-dose

pen that delivers doses of 0,6.mg, 1.2 mg, or 8.m¢_(f mgt
mL,3 mb)(3),

—_—_—_——_CONTRAINDICATIONS—_—____—_
Do not use in patients with a personal or! family history of
medullary thyroid carcinomaor in patients with Multiple
Endocrine Neoplasia syndrome type 2 (4),

  

 

  
 
 

 

  

 
 

 
  
 
 
  
 
 
 
 

 
  
 
 

‘WARNINGS AND PRECAUTIO© Thyroid C-cell tumors in avimals: H
known. Counsel patients regarding thea rely

* Pancreatitis: In clinical trials, there we
pancreatitis among Victoza-trented patianie
comparator-treated patients, If Pancreatitie
Vietoza and other potentially suspect diy.
continued. Victoxa should not bu Testurter :
is. confirmed. Use with caution in. patients «tM
of pancreatitis (5.2), With’

« Serious hypoglycemia: Can octeur when Vi
with an insulin secretagogue (e.g, 4 eulfonay
sider lowering the dose ofthe insulin Sarat
duee the risk of hypoglycemia (5.3), i:

* Macrovascular outcomes: There have beep.
establishing contlusive evidence of MAcrovagey ls
duction with Vietout or any other antidiabetieds

ADVERSE REACTIONS“!
® The most common adversereactions, reported jy,

patients treated with Victoza and more eq nee
patients treated: with placebo, are: headache, ny
arrhes and anti-liraghitide antibody formation 6

+ Immunogenicity-related events, including urticg
more common among Victoxa-treated patients (0,
among comparator-treated pationts (0.4%) jn nieals (6), ’

To report SUSPECTED ADVERSE REACTIONS,
Novo Nordisk Inc, at 1-877-484-2869 or FDA at 1.8
1088 or www.fda.gov/medwatch.,

DRUG INTERACTIONS

* Vietoza delays gastric emptying. May impact: abisorgiigy
af concomitantly administered oral medications, Uaetion (7), ‘.

———-USE IN SPECIFIC POPULATIONS——__
* There are no data in patients below 18 yearsaf igs(Aa)
* Use with caution in patients with renal or hopativimp

ment. Limited data (86, 8.7), v
See 17 for PATIENT COUNSELING INFORMATION
and Medication Guide m

 

ak

 

*
Contact
O0-FDAL

Revised: 04/2010 

FULL PRESCRIBING INFORMATION: CONTENTS* » /
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treatment ofdiabetic ketonvidosia, as it would not be cf-
fective in, these settings.

Theee uke of Victoza and insulin has not beenvuntied,

1 DOSAGEAND ADMINISTRATION
\itoze con be administered once daily at any time of day,
independently ofmeals,andcanbe injected subcutaneously
athe abdomen, thigh or upper arm. The injectionsite and
liming ean be changed without dose adjustment.
fir all patients,Victoza should he initiated with « doseaf
Gmg per day for dne week. The 0.6 mg dose is a starting
ties intended toweduesgastrointestinal symptoms during
intial titration, ands noteffective for glycemic control. AF
wrone weekot 0.6 mg per day, the doge should be increased
wlimg. Tithe 1.2mgdese does not result in acceptable
syremic control, thedosecan be increased to1.8 mg,
Vien initiating Victozn, considerreducing the dese of con-
onitantly administeredinsulinsecretagogues (such as sul-
tovlareas) to reduce the risk of hypoghyeamia fee Warn-
nerond Precautions (0:2) and Arverse Reactions (6)].
Vietezxa soltution should be inspected prior to each injection,
int the solution shouldbeused only if it is clear, colorless,
ud contains mo particles,
) DOSAGE FORMS AND STRENGTHS
idution for subeutancuus Injection, prefilled, multi-dose
ear that delivers doses of 0.6:mg, 12 mg, or 18mg (6 mg/’al, 3 mb).

} CONTRAINDICATIONS
Vitoriscontraindicated in patients with a personal or
‘uly history ofmedullarythyroid carcinoma (MTC) or in
pitiente with Multiple Endocrine Neoplasiasyndrome. type’DIMEN2)

} WARNINGS AND PRECAUTIONS
#1] Risk of Thyroid C-cellTumors:
liregiutide ea dosé-dependentandtreatment-duration-
daendent thyroid O-cell tumors (adenomas:and/or carcino-
ri) at clinically relevant exposuresinbath genders of rata
und niew (SeeNontlinieal‘Toxicology (13.1)}, Madignant, thy-nid C-cell carcinomasware detectedin rats andmice. Asta-
iittully Bignifitrnt ingrease m cancer was Observed in rata
reviving liraglotide at B-times clinical exposure conipared
woattalé, Tt is unknown whetherVietdzs will eausethy-
wad Celltumors, including medullary’ihiyroidcarcinoma
ANC), inctamans,as the humin relevance of liraglutide-

 

  
eeboandactivecontral,,respectively.
Otherwise, Victoza did not produce’ congistent dose-

weeSe pee

dependent or time-dependent increases in serum caleitonin,
Patients withMTC usually have calcitonin values >50 ng/L
In Vietoza clinical trials, among patients with pre-
‘treatment serum calcitonin <50 ng/L, one Victoza-treated
patient and no comparator-tréated patients developed
serum calcitonin>50 ng/L, The Vietoze-treated patient wha
developed serum calcitonin >50 ng/L had an-elevated pre-
treatment serum calcitonin of 10.7 ng/L that increased to
30,7 ng/L at Week 12 and 53.5 ng/L ot the end of the
6-month trial. Follow-up serum calcitonin was 22.8 ng/L
more than 2,5 years after the last dose of Vietoza. The larg-
estincrease in serum calcitonin in a comparator-treatedpa-
fientwaz seen with glimepiride in a patient whose serum
calcitonin increased from19.3 ng/L at baseline to 44.8np/L
atWeek 65 and 38.1ng/L at-Weck 104. Among patients who
began with serum calaitonin <20ng/L, calcitonin elevations
to >20 ng/L. ocourred! in 0.7% of Victoza-trented patients;
0.8% of placebo-treated patients, and 0.5% of active-
cormparator-treated patients, with an incidence of 1.1%
among patientstreated with 1.8 mg/dayof Victozs. Theclin-
ical significance ofthesefindings is unknown.
Counsel patients regarding the risk for MTC and the aymp-
toms of thyroid tumors (e.g. a muss in the neck, dysphagia,
dyspnes-or persistent hoarseness), It is amknown whether
monitoring with servm calcitonin orthyroid ultrasound will
mitigate the potential risk of MTC, and such monitoring
mayincrease theriskofunnecessary procedures, due to low
testspecificity forserum calcitonin“and o high background
incidence ofthyraid disease, Patients with thyroid nodules
noted onphysicalexamination orneckimagingobtainedfor
other reasons should bereferred to.an. endocrinologist tor
furtherevaluation.Although routine monitoring ofserum
edleitoninig of tincertainvalue inpatients treated with
Victozs, if serum calcitonin izmeasured and found to be el-

sented thepatient should be referred to anendocrinologistfor further evaluation,
5.2. Pancreatitia

Tnclinical trialsofVietoza, therewere7casesofpancreati-
tis) among Victoza-treated patients and 7 case: aming
comparator-treatedpatients(2.2 ve.0.6 cases por1000
patient-years),Five caseswithVictozaworereported as
acute pancreatitis indtwo cases with Victozaworereported
aschronic pancreatitis, In onecaseinaVietoan-treated pa-
‘tient, pancreatitis, with necrosis, was observedand led to

 
MONS Were [ested WILM VICTOZA 1.5 Mg, PIRCebe, OFMs
giargine. In the add-on to metformin + rosiglitazone trial,
pitients were treated withVictoza 1.2 mg, Victoza 118 mg or
Placebo /ste Clinical Studies (14)),
Withdrawals
Theincidence ofwithdrawal due to adverse events was 7.8%
for Victoza-treated patients and’ 3.4% for comparator-
treated patients in five controlled trials of 26 weeks du-
ration or longer. This difference was drivenby withdrawals
due ta gastrointestinaladverse Yeactions, whicho¢curred in
4.0% of Vietoza-treated patients and.,5% of comparator-
treated patients. The most common ‘adverse reaction4 lead-
ing to withdrawal for Victoza-treatedpatients were nausea
(2.8% yersus 0% for comparator)and vomiting (1.5% versus
0.1% for comparator). Withdrawal due to gastrointestinal
adverse events mainly occurred during’ thefirst 2-3montha
af the trials.
Tables Land 2 summarize the adverse avents' reportedin.
=AofVieloza-treated patients inthe five controlled trials
of26 weeks duration or longer,

Table 1 Adverseevents reported in =5% of
Victoza-treated patients or =5%of glimepiride-treated
patients:52-week monotherapytrial

  
 
  
  

All Victoza
N = 497

Adverse Event Term

Vomiting /  
Constipation.

 

Urinary Tract Infection 

Visit PDR,net to register forProduct Safety Alertsandto downloadmobilePDR" - free'to U.S. prescribers
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2670/NOVO NORDISK ¢ VICTOZA

Dizziness 

Sinusitis
 
 
 

Nasopharyngitis

Back Pain

Hypertension 
{See table 2 at right]
Gastrointestinal adverse events
In thefiveclinical trials of 26 weeks duration or longer, gas-
trointestinal adverse events were reported in 41% of
Victoza-treated patients and were dose-related, Gastroin-
testinal adverse events occurred in 17%of comparator-
treated patients. Events that occurred more commonly
among Victoza-treated patienta inchided nauses, vomiting,
diarrhea, dyspepsia and constipation. In clinical trials af 26
weeks duration or longer, the percentageof patients who re-
ported nausea declined over time. Approximately 13% of
Victoza-treated patients and 2% of comparator-treated pa-
tients reported nausva during the first 2 weeks of treat-ment.
Immunogenicity
Consistent with the potentially immunogenic properties of
protein. and peptide pharmaceuticals, patients treated with
Victoza may develop anti-liraglutide antibodies, Approxi-
mately 50-70% ofVictoza-treated patients in thefiveclinical
trials of 26 weeks duration or longer were tested. for the
presenceof anti-liraglutide antibodies at the end of treat-
ment. Lowtiters (concentrations not requiring dilution of
serum) of anti-liraglutide antibodies were detected in 8.6%
of these Victoza-treated patients. Sampling was not per-
formed uniformly across all patients in the clinical trials,
and this may have resulted in an underestimate of the ac-
tual percentage of patients who developed antibodies.
Cross-réacting anti-liraglutide antibodies to native
glucagon-like peptide-1 (GLP-1) occurred in 6.9% of the
Victora-treated patients in the 52-veek monotherapy tnal
and in 4.8%of the Victoza-treated patients in the 26-week
add-on combination therapytrials, These cross-reacting an-
tibodies were not tested for neutralizing effect against na-
tive GLP-1, and thus the potential for clinically significant
neutralization of native GLP-1 was not assessed, Antibodies
that had a neutralizing effect on liraghutide in an in yitra
assay occurred in 2.3%of the Victoza-treated patients in the
52-week monotherapytria] and in 1,0% of the Victoza-
treated patients in the 26-weck add-on combination therapytrials,

Among Victoza-treated patients who developed anti-
liraglutide antibodies, the most common tategory of adverse
events was that of infections, which occurred among 4D% of
these patients compared to 36%, 84% and 35%of antibody-
negative Victoza-treated, placebo-treated and active-
control-treated patients, respectively. The specific infections
which occurred with greater frequency among Victoza-
treated antibody-positive patients were primarily nonseri-
ous upper respiratory tract infections, which occurred
among 11% of Victoza-treated antibody-positive patients,
and among 7%, 7% and 5% of antibody-negative Victoza-
treated, placebo-treated and active-control-treated patients.
respectively. Among Victoza-treated antibody-negative pa-
tients, the most common categorv of adverse events was
that of gastrointestinal events, which occurred in 43%, 18%
and 19% of antibody-negative Victoza-treated, placebo-
treated and active-control-treated patients, respectively.
Antibody formation wasnot associated with reduced efficacy
of Victoza when comparing mean HbA,, of all antibody-
positive and all antibody-negative patients. However, the 3
patients with the highest titers of anti-liraglutide antibod-
ies had no reduction in HbA,, with Victozz treatment.
In clinical trials of Victozu, events from a composite
of adverse events potentially related to immunogenicity
(e.g. urticaria, angioedema) occurred among 0.8% of
Victoza-treated patients and among 0.4% of comparator-
treated patients, Urticaria accounted for approximately
one-half of the events in this composite for Victoza-treated
patients. Patients who developed anti-liraglutide antibodies
were not more likely to develop events from the immunoge-
nicity events composite than were patients who did not de-
velop anti-liraglutide antibodies.
injection stte reactions
Injection site reactions (¢.g., injection site rash, erythema)
were reported in approximately 2%of Victoza-treated pa-
tients in thefive clinical trials of at least 26 weeks duration.
Less than 0,2% of Victoza-treated patients discontinued duc
to injection site reactions.
Papillarythyroid carcinuma
In clinical trials of Vietoza, there were 6 reported cases of
papillarythyroid carcinoma in patients treated with Victoza
and 1 case in a comparator-treated patient (1.9 vs, 0.6 cases
per 1000 patient-years). Mostof these papillary thyroid car-

 

  

_. For the latest PDR product information, visit PDR.net

Table 2 Adverse events reported in =5%of Victoza-treated patients and occurring more frequently withVictoza
compared to placebo: 26-week combination therapytrials

Add-on to MetforminTrial 

 All Victoza +
Metformin

N = 724

Placebo +
Metformin
N=121 

 

 
   

  

 

Glimepiride +Metformin
N = 242

 

 

 
 

Adverse Event Term
 
  
   

 
 

Diarrhea 

Headache 

Vomiting 
] Add-on to Glimepiride Trial 

All Victoza + Placebo + Rosiglitazone =
Glimepiride Glimepiride GlimepindeN = 695 N=114 N 5231ce

 

 
 
 
  
   

 
 
 
 

  Adverse Event Term (%) (%)

Nausea a5)

Diarrhea 72 18 Dad

Constipation 5.3 0.9 Wi

 
 

 
 

 
 

Adverse Event Term

 Nausea

Dyspepsia 5.2 | 0.9 | 26
Add-on to Metformin + Glimepiride 

Victoza 1,8 + Placebo + Glargine +
Metformin + Metformin Metformin
Glimepiride + Glimepiride + GlimepirideN = 230 N=114 Nua ope

 

Diarrhea 

Headache 

Dyspepsia

 10.0

Vomiting 6,5|

Add-on to Metformin + Rosiglitazone 
All Victoza + Metformin

  
 

 
 
 
 
 

 

 

  
Placebo + Metform+

 
 

 

   

 

 

 
Headache 

Constipation 

 
Fatigue

cinomas were <1 cm in greatest diameter and were diag-
nosed in surgical pathology specimens after thyroidectomy
prompted by findings on protocol-specified screening with
serum calcitonin or thyroid ultrasound,
Hypogiyeumia
In the clinicaltrials of at least 26 weeks duration, hypogly-
cemia requiring the assistance of another person for treat-
mont occurred in 7 Victoza-treated patients (2.6 cases per
1000 patient-years) and in no comparater-treated patients.
Six of these 7 patients treated with Vietoza were also taking
a sulfonylurea. One other pitient was taking Victoza in
combination with metformin but had another likely expla-
nation for the hypoglycemia(this event occurred during hos-
pitalization and after insulin infusion) ‘Table 3). Two addi-
tional cases of hypoglycemia requiring the assistance of
another person for treatment have subsequently been re-

| ported in patients who were not. taking a concomitant sul-

 
IMPORTANT NOTICE: Updated drug information is sent bi-monthly via the PDR® UpdateInsert. For monthly email updates, register at PDR.net.

+ Rosiglitazone Hopilites’
N = 855 N= 175

Adverse Event Term (G1

Nausea 34.6

Diarrhea 14.1

Vomiting 12.4

Decreased Appetite 9,3|

Anorexia | 9.0

  
 

 
 

 
 
 

fonylurea. Both patients were receiving Victoza, one a
monotherapy and the other in combination with metform.
Both patients had another likely explanation for the ayye
glycemia (one receivedinsulin during a frequently-samplel
intravenous glucose tolerance test, and the other had inte
cranial hemorrhave and uncertain food intake).
[Sce table 3 at top of next pagel
In a:pooled analysis ofclinical trials, the incidence ratelpt
1,000 patient-years) for malignant neoplasms (based
investigator-reported events, medical history, pathology r=
norts, and surgical reports from both blinded-and open-label
study poriods) was 10,9 for Vietoza, 6.3 for placebs, and 72
for active comparator. After excluding papillarythyroid a>
cinoma events [see Adverse Reactions (6.1)), no particule
cancer cell type predominated. Seven malignant ncophsem
events were reported beyond 1 year of exposure to Hudy
medication, six events among Victoza-treated, patlestt
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incidence of fetal malformations in liraglutide-treated
goups exceeding concurrent and historical controls were
misshapen oropharynx and/or narrowed openinginto larynx
20,1 mg/kg/day and umbilical hernia at 0.1 and 0.25 mg/
iiday.
Pregnant rabbits given subcutaneous doses of 0,01, 0.025
ad 0,05 mg/kg/day liraglutide from gestation day 6
though day 18 inclusive, had estimated systemic exposures
lee than the human exposure at the MRHD of 1.8 mg/day
stall doses, based on plasma AUC, Liraglutide decreased
fzal weight and dose-dependently increased the incidence
ditotal major fetal abnormalities at all doses, The incidence
malformations exceeded concurrent and historical con-
cs at 0.01 mg/kg/day (kidneys, scapula), = 0.01 mg/ke/
gy(eyes, forelimb), 0.025 mg/kg/day (brain,tail and sacral
setebrae, major blood vessels and heart, umbilicus),
20,025 mg/kg/day (sternum) and at 0.05 mg/kg/day (pari-
gal bones, major blood vessels). Irregular ossification
sdor skeletal abnormalities occurred in the skull and jaw,
ratebrae and ribs, sternum,pelvis, tail, and scapula; and
dse-dependent minor skeletal variations were observed.
\ceral abnormalities occurred in blood vessels, lung,liver,
ad esophagus. Bilobed or bifurcated gallbladder was seen
inall treatment groups, but not in the control group,
In pregnant female rats given subcutaneous doses of 0.1,
(25 and 1.0 mg/kg/day liraglutide from gestation day 6
tough weaning or termination of nursing onlactation day
ij, estimated systemic exposures were0,8-, 3-, and 11-times
human exposure at the MRHDof 1.8 mg/day, based on
tama AUC.A slight delay in parturition was observed in
te majority of treated rats. Group mean body weight of
etatal rats from liraglutide-treated dams was lower than
tnatal rats from control group dams. Bloody scabs and
atated behavior occurred in male rats descended from
ins treated with 1 mg/kg/day liraglutide, Group mean
bay weight from birth to postpartum day 14 trended lower
nF, generation rats descended from liraglutide-treated
i: compared to F, generation rats descended from con-

tls. but differences did not reach statistical significance
i any group,
43 Nursing Mothers
his not known whether Victoza is excreted in human milk,
Bxause maany drugs are excreted in human milk and be-
que of the potential for tumorigenicity. shown for
tglutide in animal studies, a decision should be made
snether to discontinue nursing or to discontinue Victoza,

pking into account the importance of the drug to the

 

 
 
  Patient not able to self-treat   

 
 

  

27.4 (1.16) 28.9 (1.29)

DESCRIPTION

Victoza containsliraglutide, an analog of haman GLP-1 and
acts as a GLP-1 receptor agonist. The peptide precursor of

| liraglutide, produced by a process that includes expression
| of recombinant DNA in Saccharomyces cerevisiae, has been

engineered to be 97% homologous to native human GLP-1
by substituting arginine for lysine at position 34.
Liraglutide is made by attaching a C-16 fatty acid (palmitic
acid) with a glutamic acid spacer on the remaining lysine
residue at position 26 of the peptide precursor. The molecu-
lar formula of liraglutide is C,,.Hog5N430;, and the molec-
ular weight is 3751.2 Daltons. The structural formula (Fig-ure 1) is:

 

  
 
Patient able to self-treat. 16.7 (0.95) 

  Notclassified
 

mother. In lactating rats, liraglutide was excreted un-|11
changed in milk at concentrations approximately 50% of
maternal plasma concentrations.
3.4 Pediatric Use
Safety and effectiveness of Victoza have not been estab-
lished in pediatric patients, Victoza is not recommended for
use in pediatric patients,
85 Geriatric Use
In the Victoza clinical trials, a total of 797 (20%) of the pa-
tients were 65 years of age and over and 113 (2,8%) were 75
years of age and over. No overall differences in safety or ef-
fectiveness were observed between these patients and
younger patients, but greater sensitivity of some older indi-
viduals cannot be ruled out.
3.6 Renal Impairment
Thereis limited experience in patients with mild, moderate.
and severe renal impairment, including end-stage renal dis-
ease. Therefore, Victoza should be used with caution in this
patient population, No dose adjustmentof Victoza is recom-
mended for patients with renal impairment {see Clinical
Pharmacology (12.3).
87 Hepatic Impairment
There is limited experience in patients with mild, moderate
or severe hepatic impairment. Therefore, Victoza should be
used with caution in this patient population. No dose ad-
justment of Victoza is recommended for patients with
hepatic impairment/see Clinical Pharmacology(12.3)).
88 Gastroparesis
Victoza slows gastric emptying. Victoza has not been stud-
ied in patients with pre-existing gastroparesis.

10 OVERDOSAGE |
In a clinical trial, one patient with type 2 diabetes experi-
enced a single overdoseofVictoza 17,4 mg subcutaneous (10|12 CLINICAL PHARMACOLOGY
times the maximum recommendeddose), Effects of the over-|12.1 Mechanism of Action
dose included severe nausea and vomiting requiring hospi-|Liraglutide is an acylated human Glucagon-Like Peptide-1
talization. No hypoglycemia, was reported. The patient re-|(GLP-1) receptor agonist with 97% amino acid sequence ho-
covered without complications, In the event of overdosage.|mology to endogenous human GLP-1(7-37), GLP-1(7-37)
appropriate supportive treatment should be initiated ac-|represents <20% of total circulating endogenous GLP-1.
cording to the patient’s clinical signs and symptoms. Like GLP-1(7-37), liraglutide activates the GLP-1 receptor,

 
Vitaweal Birachleabroceldslebaaitidton. Each 1 mL of Victoza
solution contains 6 mg of liraglutide. Each pre-filled pen
contains a 3 mLsolution of Victoza equivalent to 18 mg
liraglutide (free-base, anhydrous) andthefollowing inactive
ingredients: disodium phosphate dihydrate, 1.42 mg; prop-
ylene glycol, 14 mg; phenol, 5.5 mg; and waterfor injection,
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Table 4 Results of a 52-week monotherapytrial*

 

For the latest PDR product information,visit PDR.net

 
Victoza 1.8 mg Victoza 1.2 mg | Glimepiride 8 mg 

Intent-to-Treat Population (N) =I

HbA,, (%) (Mean)

251 248
246 | —

 
Baseline
 —

Change from baseline (adjusted mean)’

Difference from glimepiride arm (adjusted mean)

8.2 8.2 8.2

-1.1 | -0.8 -0.5
0.6" -0.38
 
95% Confidence Interval (-0.8, -0.4) | (-0.5, -0.1)

51 43 —
 

 

 

 

   Patients (%) achieving Ay, <7% 28Sa

Fasting Plasma Glucose (mg/dL) (Mean)

Baseline 172 168 172

Change from baseline (adjusted mean)’ | -26 | -15 | 5
Difference from glimepiride arm (adjusted mean)" -207 -10° 
95% Confidence Interval

Body Weight (kg) (Mean)

| (-29, -12) | (-19, -1) |
 

=Baseline

Changefrom baseline (adjusted mean)’

92.6

-2.5
 

Difference from glimepiride arm (adjusted mean)’
-3.6°
 

95% Confidence Interval

* Intent-to-treat population using last observation on study
; Least squares mean adjusted for bascline value
= p-value <0.0001
§ p-value <0.05

92.1 93.3

21 +11

3.23

i= (-4.3, -2.9) (-8.9, -2.5)

 

a membrane-boundcell-surface receptor coupledto adenylyl
eyclast by the stimulatery G-protein, Gs, in pancreatic beta
cells, Liraglutide increases intracellular cyelic AMP (cAMP)
leading to insulinrelease in the presence of-elevated glucose
coricentrations. This insulinsecretion subsides as blood glu-
cose concentrations decrease and approach euglycemia.
Liraglutidé also decreases glucagon secretion in a glucoge-
dependent manner. The mechanism of blood glucose lower-
ing also involves a delay in gastric emptying
GLP-1(7-37) has « halflife of 1.5-2 minutes due to degrada-
tion by the ubiquitous endogenous enzymes, dipeptidy]
peptidase IV (DPP-IV) and neutral endopeptidases (NEP),
Unlike native GLP-1, liraglutide is stable against metabolic
degradation by both peptidases and has a plasma hall-life af
13 hours after subcutaneous administration. The pharma-
cokinetic profile of liraglutide, which makes it suitable for
once-daily administration,is a resultofself-nssoviation that
delays shsorption, plasma protein binding and. stability
against, metabolic. degradation by DPP-TV and NEP;
12:2 Pharmacodynamics.
Victoza’s pharmacodynamic profile is cansistent with its
pharmacokinetic profile observed after single subcutaneous
administration as Victoza lowered fasting, premeal and
postprandial glucose throughout the day/sce Clinical Phar-
macology (12.3)].
Fasting and postprandial glucose was measured before and
up to.6 hours after a standardized meal after treatmentto
steady state with 0.6, 12°and 18 mg Vietoza or: placebo.
Compared to placeho, the postprandial plasma glucose
AUCp-sonain WHS 36% lower after Victoza 12mg and 35%lower after Victoza 1,8 mg,
Glucose-dlependent insulin secretion
The effect of a single dose of 7.5 meg/kg (~~ 0,7 mg) Victoza
on insulin secretion rates (ISR) was investigated in 10 pa-
tients with type 2 diabetes during graded glucose infusion.
In these patients, on average, the ISR response was in-
creased in a glucose-dependent manner (Figure 2),
[Sce figure at top of next column]
Glucagon, secretion
Vietoza lowered blood glucose by stimulating insulin secre-
tion and lowering glucagon secretion. A single dose of
Victoza 7.5 mcg/kg (~ 0.7 mg) did not impair glucagon re-
sponse to low glucose concentrations.
Gastric emptying
Victoza causes a delayofgastric emptying, thereby reducing
the rate at which postprandial glucose appears in the eireu-lation.
Cardiac Electrophystolagy (QTe)
The effect of Victoza on cardiac repolarization was tested in
a QTe study. Victoza at steadystate concentrations with
daily doses up to 1.8 mg did not produce QTc prolongation.

IMPORTANT NOTICE: Updated drug information is sent bi-monthly via

 
 

Passa Gane (792)

Figure 2 Mean Insulin Secretion Rate (ISR) versus Glucose
Cancantration Following Single-Dose Victoza 7.5 mica/kg (-0.7 mg)
or Placebo In Patients with Type 2 Diabetes (N=10) During GradedGlucoseInfusion

12.3 Pharmacokinetics

Absorption—Following subcutaneous administration, maxi-
mum concetitrations of liraglutide are achieved at 8-12
hours post dosing. The mean peak (C,,..) and total (AUC)
exposures of liraglutide were 35 ng/mL and 960 ng-h/mL.,
respectively, for.a subcutaneous single dose of 0.6 mg. After
subcutaneous single dose administrations, (,,,. and AUC of
liraglutide increased proportionally over the therapeutic
dose range of 0,6 mg to 1.$.mg. At 1.8 mg Victoza,the aver-
age steady state concentration ofliraglutide over 24 hours
was approximately 128 ng/mL. AUC)... was equivalent be-
tween upper arm and abdomen, and between upper arm
and thigh. AUC,... from thigh was 22% lower than that from
abdomen. However, liraglutide exposures were considered
comparable among these three subcutaneous injection sites.
Absolute bionvailability of liraglutide following subeutane-
ous administration is approximately 55%.
Distribution—The mean apparent velumeofdistribution af-
ter subcutaneous administration of Victoza 0.6 mg is ap-
proximately 13 L. The mean volume of distribution after
intravenous administration of Victoza is 0.07 Lkg.
Liraglutide is extensively bound to plasma protein (>99%).
Metabolism—During the initial 24 hours following adminis-
tration of a single (“H[-liraglutide dose to healthy subjects,
the major component in plasma was intact liragiutide.
Liraglutide is endogenously metabolized in a similar man-
ner to large proteins without a specific organ as a majorroute ofelimination.
Elimination—Following a [*H)-liraglutide dose, intact
Mraglutide was not detected in urine ar feces. Only a minor
part of the administered radioactivity was excreted as
liraglutide-related metabolites in urine or feces (6% and 5%,
respectively). The majority of urine and feces radioactivity
was excreted during the first 6-8 days. The mean apparent
clearance following subcutaneous administration of a single
dose ofliraglutide is approximately 1.2 Wh with an elimi-

 
nation half-life of approximately 13 hours, making Victoza
suitable for/once daily administration.
Specific Populations
Elderly—Age had no effect on the pharmacokinetic: of
Victozabasedonapharmacokinetic atudy inhealthy elderly
subjects (65:t0 83 years)and population pharmacokinetic
analyses ofpatients 18 to 80 years of age[sex Use tn Specie
Populations (8.4)].
Gender—Based-on the results of population pharmacoli-
netic analyses, females have 34% lower weight-adjusted
clearanceof Victoza compared to males.-Based on the expe
sure response data, no dose adjustment is necessary based
on. gender,
Race and Ethnicity—Race andethnicity hud no effect on the
pharmacokinetics of Victoza based onthe resultsofpopule
tion pharmacokinetic analyses thet included Caucasian,
Black, Asinn und Hispanic/Non-Hispanic subjects.
Body Weight—Body weight significantly affects the pharm
eokineties ofVictoza based on results ofpopulation pharm
eokineti¢ analyses) The exposure of liraglutide decrease
with an increase in baseline body weight. However, the
1.2 mg and 1.8 mg daily doses of Victozaprovided adequate
systemic exposures overthe body weight range of 40-160iat
evaluated in the clinical trials, Liraglutide was not studied
in patients with body weight >160 kg.
Pediatric—Victoza has not been studied in pediatric pa
tients [see Use in Specific Populations (8.4),
Renal Impeirment—The single-dose pharmacokinetics of
Victoza were evaluated in subjects with yarying degrees of
renal impairment. Subjects with mild (estimated creatinine
clearance 50-80 mL/min) to severe (estimated creatinine
clearance <30 mL/min) renal impairment and subjects will
end-stage renal disease requiring dialysis were included in
the trial, Compared to healthy subjects, liraglutide AUG im
mild, moderate, and severe renal impairment and in end-
stage renal disease was on average 35%, 19%, 29% and 30%
lower, respectively [see Use in Specifie Populations (eal)
Hepatic Impairment—The single-dose pharmacoldnetics af
Victoza were evaluatedin subjects with varying degrees of
hepatic impairment, Subjects with mild (Child Pugh sort.
5-6) to severe (Child Pugh score > 9) hepatic impairment
were included in the trial. Compared to healthy subjects
litaghitide AUC in subjects with mild, moderato and sevet
hepatic impairment was on average 11%, 14% and 425
lower, respectively [see Use in Specific Populations (8.7L.
Drug Interactions
In vitro assessment of drug-drug interactions
Victoza has low potential for pharmacokinetic drug-drug io
teractions related to cytochrome P44() (CYP) and plasma
protein binding.
In vivo assessmentofdrug-drug interactions
The drug-drug interaction studies were performed at stanilp
state with Victoza 1.8 mg/day, Before administration of
comitant treatment, subjects underwent a 0.6 mg wrestle
dose increase to reachthe maximum doseof 1.8 me/day. A
ministration ofthe interacting drugs was timed so thst Coa
of Vietoza (8:12h) would coincide with the absorption peti
of the co-administered drugs,
Digoxin
A gingle dose of digoxin 1 mg wasadministered 7 hours af
ter the dose of Victoza atsteady state. The conpomitatt
administration with’ Victoza resulted in a reduction afait
goxin AUC by 16%; C,,... decreased by 31%. Digoxin medita
time to maximal concentration (T,,..) was delayed from lhto 1,5 h.
Lisinopril
A single dose oflisinopril 20 mg was administered 4 mie
ites after the dose of Victozn at steady state The
administration with Vietoza resulted in a reduction of
lisinopril AUC by 15%; C,,,, decreased by 27%. Lisinopel
median T,,,. was delayed fram 6 h to 8 h with Virteza ”
Atorvastatin .
Vietoza did not change the overall exposure (AUC) of sum
vestatin following a single dose of atorvastatin 40 mz, ub
‘mimstered 5 hours after the dose of Victozaat steady stat
Atorvastatin C,,,,. Was decreased by 38% and median Tos
was delayed from 1hto 3 h with Victoza.
Acetaminophen
Victozadid not change the overall exposure (AUC) of aretie
minophen following a single dose of acetaminophen
1000 mg, administered 8 hours after the dose of Victor a
steady state. Acetaminophen C,,,, was devreased by #19
and median T,,,. was delayed up to 15 minutes.
Griseofulvin
Victoza did not change the overall exposure (AUC) of gre
eofulvin following co-administration ofa single dose of:‘etl
eofulvin 500 mg with Victoza at steady state. ‘Griseofubia
Cre increased by 37% while median T,,,, did not chani=,
Oral Contraceptives
A single dose of an oral contraceptive combination predudt
containing 0:03 mg ethinylestradiol and 0.15 mglevonte
gestrel was administered under fed conditions and7 hoary
after the dose of Victoza at steady state. Victora
ethinylestradiol and levonorgestrel C,,.. by 12% and 10
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seputively. There was noeffect of Victoza on the oyerall
apsure (AUC).of ethinylestradiol. Vietoza increased the
snnangestrelAUCo.. by 18%,VietoradelayedTy...for hath

onorgestrel by1.5b.

43. NONCLINICAL TOXICOLOGY
, Mutagenesis, Impairment of Fer-

jetion yielding: systemic exposures 0.2-,2-, 10- and 45-
“due the humen exposure, respectively, at the MRHDof

plasma AUC comparison. A dose-
slited increase in benign ‘thyroid C-cell_ adenomas was
a inthe 1,0 and the 4,0 mg/kg/day groups with inci-
“ealis, respactively, C-

‘inings during.

nentration in the
Ingkglday liraglutide
fis mb/ml.

fnes of 19% and 19% in qnalesand 6% and 20% in fe-
iv C-gelladenomas didnotoccur in'control

poups or 0.03 and 0.2 mg/ke/day groups. ‘Treatment-related
qulgnant C-tell carcinomas ‘gecurred-in 3% of femeles in
ie 3.0 we/kp/day-group.| Thyroid C-cell tumors are rare: : icity testinginmice. A treatment
nisted increase in fibrosarcomas was seen on the dorsal
ginand subeutis, the bodysurface used for, druginjection,
fmailes in the3 mg/kp/daygroup. ‘These: fibrosarcomas
see attributed to thehighlocal: concentrationof drug near
Ye injection site. The liraglutide. concentration in the
gicalformulation (6 mg/mL)is 10-times higher than the

formulation used: to- administer
to mice in the carcinogenicity: study

+ metformin arm -1,3! =f

| (-2.2, -0.4) (-2.0, -0,2)

rence from glimepiride + metformin arm 3.3? “35

] (4,5, -3.0) (4.3, -2.8)  

 
iy

roved United States dose.

 

A 104-week carcinogenicity study was conducted in male
and female Sprague Dawley rats at doses of 0.075, 0.25 and
0.75 mp/kp/day liraglutide administered by bolus subcuta-
neous injection with exposures 0.5-, 2- and 8-times the hu-
man exposure, respectively, resulting from the MRHD based
on plasma AUC comparison. A treatment-related increase in
benign thyroid C-cell adenomas was seen in males in 0.25
and 0.75 mg/kg/day liraglutide groups with incidences of
12%, 16%, 42%, and 46% and in all female liraglutide-
treated groups with incidences of 10%, 27%, 38%, and 56%
in 0 (control), 0.075, 0.25, and 0.75 mg/kg/day groups, re-
spectively. A treatment-related increase in malignant thy-
roid C-cell carcinomas was abserved in all msle liraglutide-
treated groups with incidences of 2%, 8%, 6%, and 14%and
in females at 0.25 and 0.75 mg/kg/day with incidences of
0%, O%, 45, and 6% in O (control), 0.075, 0.25, end 0.75 mg/
kg/day. groups, respectively. Thyroid C-cell carcinomas are
rare findingsduring carcinogenicity testing in rata.
Human relovance of thyroid C-cell tumors in mice and rats
is unknown and could not be determined by clinical studies
or_nontlinical studies [see Boxed Warning and Warnings
and Precautions (5.1)).
Liraglutide was negative with and without metabolic acti-
vation in the Ames-test: for mutagenicity and in a human
peripheral blood lymphocyte chromosome aberration test
for clastogenicity. Liraglutide was negative in repeat-dose
in vivo micronucleus tests in rats. ;
In rat fertility studies using subcutaneous doses Of0.1, 0.25
and 1.0 mg/kg/day liraglutide, males were treated for 4
weeks prior to and throughout mating and females were
treated 2 wecks prior to and throughout mating until ges-

 
due te INSMeCUIVE WoerEpy es wee ee eee or

treatment group, 6.0% in the Victoza 1.2 mg treatment
group, and 10.1% in the glimepiride-treatment group.
{See table 4 at top of previous pagel
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Figure 3 Mean HbA, for patienls who campieted the 52-weektrialand for tne Last Observati
 
tion Carried Forward (LOCF, intent-to-treat)

dala al Week 52 (Menotharapy)

44.2 Combination Therapy
Add-on tu Metformin
In this 26-week trial, 1091 patients were randomized to
Victoza 0.6 mg, Victoza 1.2 mg, Victoza 1.8 mg. placebo, or
glimepiride 4 ae-half of the maximal approved dose in
the United Sta Il as add-on to metformin, Randomiza-
tion oceurred after a 6-week run-in period consisting of a
3..veek initial forced metformintitration period followed by
2 maintenance period of another 3 weeks. During the titra-
tion period, doses of metformin were inercased up to
2000 mg/day).
Treatment with Victoza1.2 mgand 1,8.mg.as add-on to met-
formin resulted in a significant mean HbA,, reduction rela-
tive to plavebo add-on to metformin and resulted in a simi-
lar mean HbA,, reduction relative to glimepiride 4 mg
add-on to metformin (Table 5), The percentage of patients
who discontinued due to inetiective therapy was 5.4% in the
Victozz 1.8 mg + metformin treatment group, 3.3%in the
Vietoza 1.2 me + metformin treatment group, 23.8% in the
placebo + mettormin treatment group, and 3.7% in the
glimepiride + metformin treated group.
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Table 6 Results of a 26-weektrial of Victoza as add-on to sulfonylurea*

 
 
 

Victoza 1.8 mg +
Glimepiride

Intent-to-Treat Population {N)

HbA,, (%) (Mean)

 
 
Baseline 8.5

Change from baseline (adjusted mean)*

Difference from -1.48placebo + glimepiride arm(adjusted mean)

95% Confidence Interval

 
 

 

 
Patients (%) achieving A,, <7% 
Fasting Plasma Glucose (mg/dL) (Mean}

Baseline

  Change from baseline (adjusted mean)?

Difference from
(adjusted mean)

 

Pace + glimepiride arm

95% Confidence Interval 
Body Weight(kg) (Mean)

Baseline 

  
 

Victoza 1.2 mg +
Glimepiride

8.5 8.4

(-15, -1.1)

 

  

Placebo +
Glimepiride

Rosiglitazone
4 mgt +

Glimepiride
 
 

 

  
  

  
 

  
 

 

Change from baseline (adjusted mean}   

 
Difference from placebo + glimepiride arm(adjusted mean)

95% Confidence Interval (-0.9, 0.6)

 
* Intent-to-treat population using last observation on study
1 For rosiglitazone, one-half of the maximal approved United States dose.
¢ Least squares mean adjusted for baseline value ;
§ p-value <0.0001eeeee

Table 7 Results of a 26-weektrial of Victoza as add-on to metformin and sulfonylurea*

  
Glimepiride

 

Victoza 1.8 mg +
Metformin +

(-0.4, 1.2)

   
230 Intent-to-Treat Population (N)

HbA,, (%} (Mean}

Baseline 8.3

Changefrom baseline (adjusted mean)t -13 

114

 

 
 

 

Difference from placebo + metformin + 118
glimepiride arm (adjusted mean)*

95% Confidence Interval | (-1.3, -0.9)
Patients (%) achieving A,, <7% 53

 
 

Placebo + Metformin +
Glimepiride

 
  

 
 
  

80.6

 
 

 
 

 

 
 

 
 

 Insulin glargine’ +
Metformin +
Glimepiride

 

   

 

 

 
 

 

Fasting Plasma Glucose (mg/dL) (Mean)

Baseline  

Change from baseline (adjusted mean)* 

Difference from placebo + metformin +
glimepiride arm (adjusted mean)*  

95% Confidence Interval

 
 

Body Weight (kg) (Mean}  

  

 

Specified target fasting plasma glucose pf =109

-tion followed by a 6-week dose maintenance phase)wit

 
 
 

  

 

Baseline 85.8

Change from baseline (adjusted mean)? -18

Difference from placebo + metformin + -1.4!
glimepiride arm (adjusted mean)?

95% Confidence Interval {-2.1, -0.7)

  
   

* Intent-to-trent population using last observation on study
t For insulin glargine, optimal titration regimen was not achieved for 80% of patients.
¢ Least squares mean adjusted for baseline value
§ p-value <0.0001
{ p-value <0.05

 
 
 

Nation,
[See table 4 attop of‘previo
Add-on to Sulfonglurea 8")
In this 26-week trial, 1041 Patients
Vietoza 0.6 mg, Victoza 1.2 mg, Vien.
rosiglitazone 4 mg(one-half of the ct
in the United States), all as add-on tg08
izationoccurred after a 4-weak ronie
an initial, 2-week, foreed-glimepir;do de
lowed by a maintenance period of anoth x
the titration period, doses of elimepirid rey
4 mg/day. The doses of glimepiride equi 1”
discretion of the investigator) from 4 mel i2 mg/day (minimum) after randomizat; aay 4
unacceptable hypoglycemia or other saya n
Treatment with Victoza 12mg ang 18
glimepiride resulted in a statistically ,:
in mean HbA;, compared to placeby add.
(Table 6), The pervontage of patients whial
to ineffective therapy was 3.0% in the Vj
glimepiride treatment group, 2.5% jn the Ve
glimepiride treatment group, 17.5% in the9
iride treatment group, and 6.9% jn the ns
glimepiride treatment group. TOeig
[See table 6 at left] :
Add-on to Metformin and Sulfonylurea
In this 26-week trial, 581 patients were
Vietoza 1.8 mg, placebo, or insulin glarging aly
metformin and glimepiride. Randomization tool
a G-week run-in period consisting of a S-weak .
formin and glimepiridetitration period followed|
tenance period ofanother 3 weeks. During tiie
tiod, doses ofmetformin and glimepiride
increased up to 2000 mg/day and 4 me/d AY, resp
ter randomization, patients randomized to yj
underwent a 2 week period oftitration with
the trial, the Victoza and metformin
though glimepiride and insulin glargine doses
justed. Patients titrated glargine’ twice-weekly dy
first 8 weeks of treatment based on self-measured
plasma glucose on the day. of titration. After W,
frequency ofinsulin glargine titration was lef, to
tion of the investigator, but, at a minimum,the
doze wasto be revised, if necessary, at Weeks 19
Only 20%. of glargine-treated patients achieved¢
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Therefore, optimal titrationoftheinsulin glargine
not achieved in mostpatients, i
‘Treatment with Victozaas add-on to glimepiride »
formin resulted in a statistically significant, mean redu
in HbA,. compared to placeho add-on to. glimepin
metformin (Table 7), The pereentage of patients who di
tinued due to ineffective therapy was 0.9% in the’
L8mg + metformin+glimepiride treatment group,
the insulin glargine + metformin + glimepiride t
group, and 11.3% in the placebo + metformin + glim
treatment group.
[See table 7 atleft]
Add-on to Metformin and Thiazolidinedione i
In this 26-week trial, 533 patients were randomizedto
Victoza 1.2 mg, Victoza 1.8 mg orplacebo,all as add-on
rosiglitazone (8 mg) plus metformin (2000 my). Patientsan
derwent a 9 week run-in period (3-week forcad dose escalie

rosiglitazone (starting at 4 mg and increasing to Smpyay
within 2 weeks) andmetformin (starting at 500 mg wi Oe creasing weekly increments of 500 mg to 2 final dow,
2000 mg/day). Only patients who tolerated the finai]rosiglitazone (8 mg/day) and metformin (2000 mg/day)
completed the 6-weekdose maintenance phase went eligible
for randomization into the trial. u ileTreatment with Victoza as add-on tometformin andre
azone produceda statistically significant reduction 0 men
HbA). compared to placeboadd-onto metformin aad ‘ite
azone (Table 8). The percentage of patients whodee)
ued due to ineffective therapy was 1.7% in the ae
1.8.mg + metformin + rosiglitazone treatment relee
inthe Victoza 1.2 mg + metformin + rosiglitazone eegroup, and 16.4% in the placebo + metformin + rosigl!@""
treatment group.

[See table 8 at top of next pagel t 6
16 HOW SUPPLIED/STORAGE AND HANDLIN®
46.1. How Supplied: ate
Victoza is available in the following ‘package sizes oeial
ing disposable, pre-filled, multi-dase-pens. Each i!ugpen delivers dosesof0.6 mg, 1.2 mg, or 1.3mg 63 mL),
2 X Victoza pen NDC 0169-4060-12
3 * Victoza pen NDC 0169-4060-13°

 
 eeNo

Each Victozapen is for use by a single patient. Avie p20
should never be shared between patients, even if the ad
is changed. i ( ie No162 Recommended Storage Pye Cat,rateHyeCal]
Prior to first use, Victoza should be gtored in arls iebetween 36°F to 46°F (2°C to.8°C) (Table 9), Do nob

IMPORTANTNOTICE: Updated drug informationis sent bi-monthly via the PDR® Update Insert. For monthly email updates, register at ppR.net-
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otean

betiveen patients may pose A Msi ur pussuccnes

d be informed ofthe potential risks and ben-
‘and ofalternative modes oftherapy: Patients

j informedabout the importanceof adherence
dietary instructions, regular physical activity, periddic
\bet glucose monitoring and A,, testing, recognition and
ssnigement of hypoglycemia: and hyperglycemia, and as-
gament for dinbotes complications. During periods of
ies euch asfever, trauma, infection, or surgery, medica-
ain requirements may change and patients should bo ad-
jel to.seek medical advice promptly.
 

ea time in the majority of patients
snguire discontinuation of Vietoza. ‘Jiscians should instruct their patients to.read the Patient

ion Guide before starting Victoza therapyand to re-
ime the preseription is renewed. Patients should

to inform their doctor or pharmacist if they
if any Imown symptom

5 Laboratory Tests
ftients should be’ informed that responseto all diabetic
Sqgpies should be monitored by perindic measurements of
Und glucose and Aj, levels, with a goal of decreasing these
(nds towards the normal range. Aj, js especiallyuseful for
malgating long-term glycemic control.
‘8  FDA-Approved Medication Guide

g ate leaflet.

 

 
  
 
 
 
 
  
 

  

 

Versiain:
Jeneall in’ registered trademark of Nove Nordisk A/S.
fier is covered byUS Patent Nos, 6,268,343, 6,458,924
in¢ 7,235,627 and other patents pending.
Ta Pen is covered: by US: Patent Nos. 6,004,297,
£935,004, 6,582,404 and other patents pending.
$2010 Novo Nordisk AS
VWanuiactured by:  ‘ooNordisk A/S

(0 Bagsvaerd. Denmark:
rmation about Vietezs contact:

Yeo Nordisk Inc:

 
Visit PDR.net to register for Product

Medication Guide
Victoza® (VIC-tow-za)
(liraglutide [rDNA origin)Injection
Read this Medication Guide and Patient Instructions ‘for
ae that come with Victoza before you start using Victoza
and each time youget atefill. There may be new informa-
tion. This Medication Guide-does-not take the place of talk-
ing with your healthcareprovider about your medical. con-
dition or your treatment. If you have questions about
Victoza after readingthis information, ask your healtheare
provider or pharmacist.
What is the most important information | should know
about Victoza?
Serious side effects may happen in people who take Victoza,
including:
1. Possible thyroid tumors, including cancer. During the

drug testing process, the medicine in Victoza caused rats
and mice to develop tumors of the thyroid gland. Some of

"these tumors were cancers. It is not knownifVicteza will
cause thyroid tumors or a type ofthyroid cancer ‘called
medullary thyroid cancer in people. If medullary thyroid
cancer oceurs, it may lead to death if not detected and
treated curly. If you develop tumors or cancer of the thy-
roid, your thyroid may have to be surgically removed.

* Before you start taking Victoza, tell your healthcare
provider if you or any of your family members have had
thyroid cancer, especially medullary thyroid cancer, or
Multiple Endocrine Neoplasia syndrome type 2. Do not
take Vietoza if you or any of your family members have
medullary thyroid cancer, or if you have Multiple Endo-
crine Neoplasia syndrome type 2. People with these con-
ditions already have a higher chanceof developing med-
ullary thyreid cancer in general and should not takeVictoza.

* While taking Victoza,tell yeur healthcare provider if you
get a lump or swelling in your neck, hoarseness, trouble
swallowing, or shortness of breath, These may be symp-
toms of thyroid cancer.

2. Inflammation of the pancreas (pancreatitis), which may
be severe and lead to death.

Before taking Victoza, tell your
have had:
® pancreatitis
* stones in your gallbladder (gallstones)

healthcare providerif you

These medical conditions.can make you more likely to. get
pancreatitis in general. It is not known if having these con-
ditions will lead to a higher chance of getting pancreatitis
while taking Victoza.
While taking Victoza: 7
Stop taking Victoza andcall your healtheareproviderright
away if you have pain inyour stomach area (abdomen) that
is severe andwill not go away. The pain may happen with or
withoutvomiting. The pain maybefelt going from your ab-
domen through to your back. This type of pain may be a
symptom of pancreatitis.
What is Vietoza?
° Victoza is an injectable prescription medicinethat may

improve blood sugar (giucose} in adults with type 2-dinbe-
tes mellitus, and should he used along with diet and ex-erceise.

* Victoza is not recommended as the first choice of medica-
tion for treating diabetes. .

* Victoza is not insulin. 1
* It is not knownif Victoza is safe and effective when used

with insulin.
* Victoza is not for use in people with type 1. diabetes or

people with diabetic ketoacidosis.
° Tt is not known if Victoza is safe and effective in children.

Victoza is not for use inchildren.
Whoshould not use Victoza?
Do not use Victoza iff
* you.or anyofyour family members have a history ofmed-

ullary thyroid cancer.
* you have Multiple Endocrine Neoplasia syndrame type 2

{MEN 2). This is adisease where people have tumors.in
more than one gland in their body. wi

Talk with your healthcare provider if you arenotsure ifyou
have any of these conditions.
What should | tell my healthcare provider before using
Victoza?
Before taking Vietoza, tell your healthcare provider if you:
* have any of the conditions listed in the section “Whatis

the most important infermation | should know about
Victoza?”

* are allergic to hraglutide or any of the other ingredients
in Vietoza. Sce the end of this Medication Guide for a list
of ingredients in Victoza.

* have severe problems with your stomach, such as slowed

 
* a history of alcoholism
* high blood triglyceride levels

Safety Alerts and to download mobilePD

MPI

emptying of your gtamach (gastroparesis) or problems
with digesting food.

R® - free to U.S. prescribers
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* haveor have had kidneyorliver problems,
* have anyother medical conditions.
* are pregnant or plan to become pregnant. It ia nat known

if Vietoza will harm your unborn baby, Tell your health-
eare provider if you become pregnant while takingVictoza,

* are breasfeeding or plun to breastfoed. It is not known if
Victoza passes into your breast milk. You and your health-
care provider should decide if you will take Vietoza or
breastfeed. You should not do both without talking with
your healthcare providerfirst,

Tell your healtheare provider about-all the medicines you
take including prescription and non-prescription medicines,
Vitamins, and herbal supplements, Victoza-slows stomach
emptying und can affect medicines that need to pass
through the stomach quickly. Vietoza mayaffect the way
some medicines work and some other medicines may affect
the way Victoza works. Tell your healthtare provider if you.
take other diabetes medicines, especially sulfonylurea medi-eines or insulin,

Knowthe medicines you take. Keepa list of them with you
toshow your healthcareprovider and pharmacist each timeyou get anew medicine.
How should | use Victoza?

° Use Victoza exactly as preseribed by your healthcare pro-
vider. Your dose should be increasoil after using Vietoza
for‘one week. After that, do not change your dose unless
your healthcare provider talls you to,

* Victoza.is injected 1 time cach day, at any time during the

* You can take Victoza with or without food.
* Victoza comes in a prefilled pen,
* Your healtheare provider must: teach you how to inject

Victoza before you use it for the first time. If you have
questions or do not understand the instructions. tale to
your healthcare provider or pharmacist, See the Patient
Instructions for Use that come with thia Medication
Guide for detailed information about the right way to useyour Victoza pen.

* Pen needles are not included. You Mayneed a prescription
to get pen needles from your pharmacist. Ask your health-
care provider which needle size is best far you.

* When starting a new prefilled Victoza pen, you must fol-
low. the “First Time Use for Each New Pen" (see the de-
tailed Patient Instructions for Use that comes with this
Medication Guide). You only need to do-this 1 time with
each new pen: You should also do this if you drop your
pen. If you do the “First Time Use for Bach New Pen” he-
fore each injection, you will rin out ofmedicine too soun.

* Inject your dose of Victoxd under the skin (subcutaneous
injection) in your stomach fron (abdomen), upper leg
(thigh), or upper arm; as instructed by your healtheare
provider. Do not inject into a vein ormuscle.

* Tf you take too much Victoza, call your healthcare pro-
vider right away, Too much Victdait' may cause severe naus
sen and vomiting:

* Follow your healthcare provider's instructions for diet, ex-
ercise, how often to test your blood sugar, and whento get
your HbA,. checked. If you stop using Vietoza your blood
sugar levels may imerease, First talk to. your healtheure
provider if you want! to stop taking Victoza.

® Your doseofdiabetes medicines may need to be changed if
your body is under certain types of stress, Tell your
healthcare provider if you:
* have fover
® have trauma
° have an infection
* planto have or have had surgery

* Never share your Victozapenor needles with another per-
son. You may give an infectionto them, orget an infectionfrom them. t

What are the possible side effects of Victoza?
Victoza may cause serious side eifects, including:
* See “What is ‘the most impdftant information I shouldknow about Victoza?”

* Low blood sugar (hypoglycemia), Your risk for getting
low blood sugar ia higherifyou take Victoza with another
medicine that can-cause low blood suger, suchas pa sulis
nylures. Inseme people, the blood Sligar mayget so low
that they need another: person to helpthem. The dose of
your sulfonylurea medicine may need to be lowarad while
you use Victozn, Signs and symptoma of law bleed sugarmay include:

* shakiness
® sweating
* headache
* drowsiness
* weakness
° dizziness
* confusion
* irritability
* hunger
® fast heartbeat
° feeling jittery

IMPORTANT NOTICE: Updated drug information is sent bi-monthly via the PDR®

  
Talk to your healthcare provider about howto recognize and
treat low blood sugar. Make sure that your family and other
people who are around you'a lot know how to recognise andtreat. low blood sugar.
Commonside effects of Victoza include:* headache
* nausea
* diarrhea

Nausea is most common when first starting Victoza, but de-
creases over time in most people as their body gets used to
the medicine. Tell your healtheare provider if you have any
side effect that bothers you or that doesnot go away.
These are notall the side effects with Victoza. For more in-
formation, ask your healthcare provider or pharmacist.
Call your doctor for medical advice about sida effects: You
may report side affects to FDA at. 1-800-FDA-1088.How should | store Victoza?
Before use:

¢ Store your new, unused Victoza pen in the refrigerator at36°F to 46°F (2°C to 8°C).
* Donot freeze Victoza or use Victuzaif it has been frozen.

Do not store Vietoza near the refrigerator cooling clement.Penin use:

* Store your Victoza pen for 30 days either at 59°F to 86°F
(15°C to 30°C), or in a refrigcrator at 36°F to 46°F (2°Cto 8°C),

¢ When carrying the pen away from home,store the pen at
a temperature between 59°F to 86°F (15°C to 30°C) and
keep.it dry.

° If Victoza has been exposed to temperatures above 86°F
(30°C), it should be thrown away,

* Protect your Victoza pen from heat’ and sunlight.
¢ Keep the pen cap on when your Vietoza pen is not in use.
* Use your Victoza pen within 30 days after the first day it

is stored outside the refrigerator. After these 30 days,
throw awayyour Victoza pen even ifsome medicine is left
sa the pee : —

* Do not use Victozaafter the expiration date printed on the
carton. .

Do not store the Victoza pen with the needle attached, Al.
ways safely remove and safely throw awaythe needle after
each injection. This may help prevent contamination, infec-
tion and leakage. It alsohelps to make sure that you get the
correct dose of Victoza, See the Patient Instructionsfor Use
for information about how-to dispose of used penneedles
and used Vietiza pens,
Keep your Victoza pen, pen needles, and all medicines outof the reach ofchildren.
General information about Victoza
Medicines are sometimes prescribed for purposes otherthan
those listed-in a Medication Guide, Do not use Victoza for a
condition: for which it was not prescribed: Do not give
Victoza to-ether people, even if they have the same symp-toms you ‘have. It may harm them,
This Medication Guide summarizes the most important jn-
formation you should know about using Victoza. If-you
would like more information, talk with your healthcare pro-
vider. You can ask your pharmacist or healthcare provider
for information about Victoza thatis written for health:pro-fessionals,

For more information, go to victoza.com or call 1-877-484-2869.

Whatare the ingredients in Victoza?

Active Ingredient: liraglutide
Inactive Ingredients: disodium phosphate dihydrate, prop-
ylene glycol, phenol and water for injection
Manufactured by:
Novo Nordisk A/S
DK-2880 Bagsvaerd, Denmark
For information about Victoza contact:
Novo Nordisk Ine,
100 College Road West
Princeton, NJ 08540
1-877-484-2869
Issued: January 2010Version: 1

This Medication Guide has been approved bythe U.S. Foodand Drug Administration.

Victoza® is a registered trademark of Nova ‘Nordisk A/S.
Victoza® is covered by US Patent Nos, 6,268,343,6,458,924
and 7,235,627 and other patents pending. ;
Victoza® pen is covered by US Patent Nos. 6,004,297,
6,235,004, 6,582,404 and other patents pending.© 2010 Novo Nordisk A/S
PATIENT INSTRUCTIONS FOR USE
Victoza (liraglutide [rDNA origin) injection
[See figure at top of next column]
First read the Medication Guide that comes with your
Victoza pen and then read these Pationt Instructions for
Use for information about how to use your Victoza pen the
Tight way, j

For the latest PDR product information J

¢ When carrying the pen away from home, slore

 
 

 
 
 
 

These instructions do not take the pl .
healtheare provider about your sedistally
treatment, — Tere
Your Victoza pen contains3 ml, of Vietoza a
doses of 0.6 mg, 1.2 mg or 1.8 mg. Tha numba
you can take with a Victoza pen depends on,
icine that ispreseribed for yon. Your healthwill tell you how much Vietoza to tike
Victoza pen should be used with Novo Nog,
needles, Talk to yourhealtheare provider gp
more information about needles far your Vietan
Important Information Ona
* Do-not shareyour Vietoza pen or Needles

else, You maygive an infection to them gy eofrom them. :
®* Always use a ‘new needle for each injection, i
® Keep your Victoza pen and all Medicings op

of children,
* If you drop your Victoza pen, repeat. “Firat‘fj

Each New Pen”(steps A through D).
® Be carefulnot to bend or damage the needle,
* Do not use the cartridge scale to Measure hayVietoza to inject. “i

* Be careful when handling used needles to avoi
stick injuries, >

* You can use your Victoza pen for up to 30 days afte
use it the first time. 7

Caring for your Victoza pen { ,
° After removing the needle, put the Pen cap onyour

Victoza pen andstore your Victoza Pen without the needleattached. ik

f

 
* Do nottry to refill your Victoza pen- it is prefilled and is

disposable: ‘
¢ Donot try to repair your pen‘or pull it apart. ak
¢ Keep your Victozapen away from dust, dirt andliquids.
* If cleaning is needed, wipe the outside of thepen with a

clean, dampcloth.How should | store Victoza?

Before use: " ! “it® Store yournew, unused Victoxa pen in the refrigeralar®
56°F to 46°F (2°C to 870), rnistake)* If Vietoza is stored outside of refrigeration (by1 hinprior to first use, it should be usecor thrown away With!

30 days. ; frozen* Do notfreeze Vietoza or use Vietoza ifit has beeteeDo not store Victozanear the refrigerator coaling ole™
Pen in usa: ole eRe* Store your Vietoza pen for 30 daya at Bo°Ftos67R GEY

to 30°C), or in-a refrigerator at 96°F to 46°F Oat
070):
eet

 

a temperature between 59°F to 86°F(19°C to 30°C
° Tf Vietoza has been exposed ta temperatures ab0

(80°C),it should be thrown away. :
* Protect your Vietouapen from heat and sunlight ae
* Keep the pen cap on when your Victoza pen 6 an aused
* Use a Victoza pen for only 30 days. Throwawayoft

Vietoza pen after 30 days, even if some medicine1"~
the pen. :

First Time Use for Each New Pen
Step A. Check the Pen
° Takeyour new Victoza pen outof the refrigerate”

* Wash handswith soap and waterbefore use. it is you!° Checkpen label before each use to make sure !
Victoza pen.

t.
Update Insert. For monthly email, updates, register at PDR-"®

ww eS
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Dial to the Flow Check Symbol

selector until flow check symbol ‘--) lines up

Flow check

symbol
selecis
 

fo 0, Prepare the Pen i
‘iid pen with needle pointing up.
martridge gently with your finger a few times to bring
" gyair bubbles to the top ofthe cartridge,

 
Visit PDR.net to register for Product Safety Alerts and te download mobilePD

 
 

  gS 2¢ of particles, If not, do not use.
e Wipe the rubberstopper with an alcohol swab.
Step F. Attach the Needle
° Remove protective tub from outer needle cap.

Pushouter needly cap containing the needle straight onto
the pen, then screw needle on until secure.

 

 
@ Pull off outer needle cap. Do not throw eway,

 
© Pull off inner neédle cap and throw avray. A smell drop of

liquid may appear. This is normal,

> You will hear a “clicx” every time you turn the dosesclee-
tor, Do notset the dose by counting the numberof clicks
you hear.

o Hf you select a wrong dose, change it by turning the dose
selector backwards or forwards until the correct dose lines
up with the pointer. Becareful not to press the dose but-
ton when turning the dose selector. This may causeVictoza to come out,

Step H. Injecting the Dose
> Insert needle into your skin in the stomach, thigh or up-

per arm. Use the injection technique shownto you by your
healthcare provider. Do not inject Victoza into a vein ormuscle.

© Press down on the center of the dose button to inject until
Omg lings up with the pointer.

© Be careful not to touch the dose display with your other
fingers, Thismayblock the injection.

° Keep the dose button pressed down and make sure that
you keep the needle under the skin for a full count of6
seconds to make sure the full dose is injected, Keep your
thumb on the injection button until you remove the needle
trom your skin,

 
Step |. Withdraw Needle
° You may see a drop of Victoza at the needle tip. This is

normal and it does not affect the dose you just received. If
blood appears afteryou take the needle out of your skin,
apply light pressure, but do not rub the area.

 
R® - free to U.S. prescribers
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Step J. Remove and Dispose of the Needle ,
* Carefully put the outer needle cap over the needle. Un-screw the needle.

 
® Safely remove the needle from your Victoza pen after eachuse,

* Place used needles iti a closcable, puncture-resistant con-
tainer, If your Victoza, pen is empty or if you have been
using it for 30 days (even if it is not empty), throw away
the used pen. You, may use a sharps container (such ag p
red hiohnzard container), a hard plastic container (such as
an empty detergent bottle), or metal container with a
screw top (such as an empty cofive ean).

* Ask your healthcare provider far instructions on the right
way to dispose of your used needles, pang, and the can-
tainer. Do not throw the disposal container in the house-
hold trash. Do not reeyelo.

Shown in Prodwet identification Guide: page 316

Ortho-McNeil-Janssen
Pharmaceuticals,Inc.
RARITAN, NJ 08869-0602 and
TITUSVILLE, NJ 08560-0200

aemenelipediatrices. netwww.ortho-meneilneurolegies.com
For Medical information Contact:(800) 692.6552
In Emergencies:
(908) 218-7325

For Patient Education Materials Contact:877-323-2200

For Customer Service (Sales and Ordering):800-631-5273

To obtain Preseribing Information on the following prod-ucts, please contact:

Ortho-MeNeil-Janssen Pharmaceuticals, Inc.1000 Route 202 South
PO Box 300
Raritan, NJ 08869-0602
AXERTTablets
DORIBAX Injection
ELMIRONCapsules
HALDOLInjection
HALDOL Decanoate IM Injection
MODICON Tablets
NATRECOR for Injection
ORTHO-CEPT Tablets
ORTHO-CYCLENTablets
ORTHO Diaphragm Kits
ORTHO MICRONORTablets
ORTHO-NOVUM1/30 Tablets
ORTHO-NOVUMTablets
ORTHO TRI-CYCLEN Tablets
ORTHO TRI-CYCLEN LO Tablets
PARAFON FORTE DSC
RAZADYNE OralSolution
RAZADYNETablets

RAZADYNE ER Extended-Release Capsules
RISPERDAL Tablets, Oral Solution, M-Tab

For the latest PDR product information, visit PDR.net
TERAZOL 8 Vaginal Suppositories
TERAZOL 7 Vaginal Cream
TOLECTIN 200/400/600
TOPAMAX Sprinkle Capsules
TOPAMAX Tablets
TYLON Capsules
ULTRACET Tablets
JLTRAMTablets

ULTRAM ER Extended-Reluase Tubletsate

CONCERTA®
kon SER-ta]
(methylphenidate HCI)
Extended-Release Tablets(ir

HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights de not include all the information needed
to use CONCERTA® safely and effectively, See full prescrib-ing information for CONCERTA®.
CONCERTA® (methylphenidate HCI) Extended-Release Tab-lets CH

Initial U.S. Approval: 2000

 
WARNING: DRUG DEPENDENCE
See full Prescribing information for complete boxedwarning.

CONCERTA® should be given cautiously to patients
with a history of drug dependenca or alcoholism.
Chronic abusive use can Jead to marked tolerance and
Psychological dependence, with varying degrees of ab-normal behavior,
 

INDICATIONS AND UsAGE——___
CONCERTA® is a CNS stimulant indicated for the treat-
ment ofAttention Deficit Hyperactivity Disorder (ADHD)in
children 6 years of age and older. adolescents, and adults upto the age of 65. (1)

DOSAGE AND ADMINISTRATION
* CONCERTA® should be taken ance daily in the morning

and swallowed whole with the aid of liquids.
CONCERTA® should not he chewed or crushed,
CONCERTA® may be taken with or without food, (2,1)

* For children and adolescents new to methylphenidate, the
recommended starting dosage is 18 mg once daily. Dosage
maybe increased hy 18 mg/day st weekly intervals and
should not exceed 54 mp/day in children and 72 mg/dayinadolescents. (2.2)

* For adult patients new to methylphenidate; the recom-
mended startingdose is:18 or 36 mg/day. Dosage may ba
increased by 18 mp/day at weekly intervals and should
fot exceed 72 mp/day for adults, (2.2)

* For patients currently using methylphenidate, dosing is
hased on current dose regimen and clinical judgment.(2:3) .

 

 
 

 
DOSAGE FORMS AND STRENGTHS——_

Tablets: 18, 27, 36, and 54 mg (3)
SCONnTRAINDICATIONS—___
Known hypersensitivity to the product (4,1)
Marked anxiety, tension, or agitation (4.2)
* Glaucoma (4,3)

* Ties or a family history or diagnosis of Tourette’s syn-drome (4.4)

* Do not use GONCERTA® in patients currently using or
within 2 weeks offasing an MAOinhibitor(4.5)

‘WARNINGS AND PRECAUTIONS—__
* Serious Cardiovascular Events:.Sudden death has been

reported in associstion with CNS stimulant treatment, at
usual doses in children and adolescents with structural
cardiac abnormalities or other serious heart problems.
Sudden death, stroke, and myocardial infarction have
boon reparted in adults taking stimulant drugs st usual
doses for ADHD. Stimulant products generally should not
be used in patients with known structural cardiae abnor-
malities, cardiomyopathy, serious heart rhythm abnor-
malities, coronary artery dikeasé, or other serious heart
probleme. (5,1) “

* Increase in Blood Pressure: Monitor patients for
changes in heart-rate-and blood pressure and use with
caution in patients for whom an increase in blood pres-
sure or heart rate would be problematic, (5,1)
Psychiatric Adverse Events: Use of stimulants may
cause treatment-einergent psychotic.or manic symptoms
in patients with no prior history. or exacerbation of symp-
toms in patients with pre-existing psychiatric jliness.
Clinical evaluation for Bipolar Disorder is recommended

  
TERAZOL 3. Vaginal Cream

IMPORTANT NOTICE: Updated drug information is sent bi-monthly via the PDR®

prior to: stimulant use. Monitor for Sggressive behavior.(5.2)

7 DRUG INTERACTIONSgel

 
 
 
 
 

 
 
 

 
 
 
 
 

 
 
 

 
 
 

 
 

* Seizures: Stimulants may lower the convulsive F
ald. Discontinue in-the presence of seizures. (5.3)

¢ Visual Disturbance; difficulties with accammodatiitast
blurring af vision have been reported with sth
treatment. (5.5) }

+ Long-Term Suppression of Growth: moniter height td
weight at appropriate intervals in pediatric patients (B+

» Gastrointestinal obetractitin with pro-extating Gl namiing. (5,6)

¢ Hematologic monitoring: Perindic CBC. differest:
platelet counts are advised duriny prolonged the(5.7)
 

ADVERSE REACTION:
The most common adverse reaction in double-blind
trials (>5%)in- children and adolescents was abdominal
upper, The most comnion adverse reactions it double
clinical trials (>5%) in adult Patients were decreiced ?
tite, headache, dry mouth, naugen, insomnin, erodes, Hie
ness, weight decreased, irritability, and hyperhidrosis; G0)
and 6,2) J
The most common adyerse reactinns associated with disae
tinuation (=1%) from cithar pediatric or adult clinioal fra
were anxiety, irritability, insomnia, and blood pressuniecreased, (6,3) i
To report SUSPECTED ADVERSE REACTIONS, contact”
McNeil Pediatrics at; 1-888-440-7903 or FDA at 1-800-FDL
1088 or www,fda.gov/medwatch.

——————DRUGINTERACTIONS =
* Do not use CONCERTA® in patients currently usngar

within 2 weeks of using an“MAQ inhibitor (7.1)
* CONCERTA® may increase blood pressure; wee Cie

tiously with vasopreszora (7.2)
* Inhibition of metabolism of coumarin aAnticosgulest a

Giconvulsants, and some antideprossants (7.3) /
* Serious adyerse events when using methylphenidate a

combination with clonidine (7,4)
USEIN SPECIFIC POPULATIONS

Caution should be exercised if administared to nutnothers (8.3)

* Safety and effitacy Has nut been established in child:
less than six years old or elderly patients ereater thin 55)
years of age ($.4 and 8.5)

See 17 for PATIENT COUNSELING INFORMATIONand Medication Guide

 

 

 

Revised: 01/2010

FULL PRESCRIBING INFORMATION: CONTENTS
DRUG DEPENDENCE
1 INDICATIONS AND USAGE

1.1 Special Diagnostic Considerations
12 Need far Comprehensive Treatment Progen

2 DOSAGE AND ADMINISTRATION
2.1 General DosingInformation
2.2 Patients Newto MethyIphenidate
2.3 Patients Currently. Using Methyiphenidaze2.4 Dose Titration
2.5 Maintenance/Extended Treatment
2.6 Dose Reduction and Discontinuatioa

3 DOSAGE FORMS AND STRENGTHS
4 CONTRAINDICATIONS

4.1 Hypersensitivity to Methylphenidate
4.2 Agitation
4.3 Glaucoma
4.40 Tics

4.5 Monoamine Oxidasé Inhibitors
5 WARNINGS AND PRECAUTIONS

5.1 Serious Cardiovascular Events
5.2 Psychiatrie Adverse Events5.3 Seizures

5.4 Long-Term Suppression of Growth
5.5 Visual Disturbance
5.6 Potential for Gas trointestinal Obstructien
5.7 Hematologic Monitoring

6 ADVERSE REACTIONS
61  Commonly-Observed Adverse Renctians

Double-Blind. Placeho-Controlled Clinival Tr!
6.2 Other Adverse Reattions Observed inCONCERTA®Clinical Trials
6.3 Discontinuation Dueto Adverse Reactiins6.4 Tics

6.5 Blood Presstire and Heart Rate Increazes
6.6 Post-Marketing Experionce

MAOInhibitors

 
Update Insert. For monthly email updates, register at PDR.net.

 

7.2 Vasopressor Agents
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Selective Serotonin Reuptake Inhibitor:74 Clonidine —  
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