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2668/NOVO NORDISK ¢ NOVOSEVEN RT

Study 4: Dosing by Treatment Group

Days of dosing, median (range)

No bolus injections, median (range}

No. of additional bolus injections, median (range)
Mean total dosc. mg

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

Efficacy by Dose Group, for Patients Receiving Doses Ranging from
Compassionate Use Programs and HTRS Registry

No
Outcome* Unknown <61 61-69
Effective N (%) 1(33) 3(75) 5(63)
Partial N (%) 1(33) 00 0(0)
Ineffective N (%) 0(0) 1(25) 3(38)
Unknown N (%) 1(33) 0(0) 0(0)
No. of Bleeding Episodes’ 3 4 8

Outcome assessed at end of treatment, lust observation carried for
7 N (¢) do not add up to 100 due to rounding
i One patient in the HTRS registry was excluded from efficac
hemostasis after bleeding had been controlled

solut
Initia
License Number: 1261
Novo Nordisk® is a registered trademark of Novo Nordisk
A/S
NovoS a registered trademark of Novo Nordisk
Health .
© 1998-2010 Novo Nordisk A/S e Inj
For information contact: arr
Novo Nordisk Inc. s Th
100 College Road West adj

Princeton, NJ 08540, USA
1-877-NOVO-777
www.NovoSevenRT.com
Manufactured by:

Novo Nordisk A/S

2880 Bagsvacrd, Denmark
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(liraglultide (rDNA origin} injection)

Solution for Subcutaneous Use
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Victoza® (liraglutide (rDNA origin) injection)
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patients with the highest titers of anti-liraglutide antibod-
ies had no reduction in HbA;. with Victoza trcatment.

In clinical trials of Victoza. events from a composite
of adverse events potentially related to immunogenicity

(e g. urticaria, angioedema) occurred among 0&7 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 Paticnts 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 sitc reactions

Injection site reactions (¢ g, injection site rash ervthema)
were reported in approximately 25 of Victoza-treated pa-
tients in the five clinical trials of at least 26 v ccks duration

Less than 0 24/ of Victoza-treated patients discontinued due
to injection site reactions

Papillary thyroid carcinoma

In clinical trials of Victoza there werc 6 reported cases of
papillary thyroid carcinoma in patients treated with Vietoza
and 1 casc in a comparator-treated patient (1 9 vs 0 6 cases
per 1000 patient-vears). Most of these papillary thyroid car-

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

L1CdUACIIC
Constipation

Fatigue

cinomas were <1 cm in greatest diameter and were diag-
noscd in surgical pathology specimens after thyroidectomy
prompred by findings on protocol-specified screening with
serum calcitonin or thiroid ultrusound

Hrpoglyeemia

In the clinical trials of at least 26 weeks duration. hypogly-
cemia requiring the assistance of another person for treat-
ment occurred in 7 Victoza-treated patients (2 6 cases per
1000 patient-years) and in no co treated paticnts.
Six of thesc 7 patients treated wi were also taking
a sulfonylurea One other patient was taking Victoza in
combination with metformin but had another likely expla-
nation for the hypoglycemia (this event occurred during hos-
pitalization and sulin 1 ) (Table 3\. Two addi-
tional cases of cemia ng the assistance of
another person for treatment huve subscquently been re-
ported in patients who were not taking a concomitant sul-

cranial hemorrhage and uncertain food intake!
[Sce table 3 at top of next pagel
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VICTOZA e NOVO NORDISK/2671

(4 colon, 1 prostate and 1 nasopharyngeal), no events with
placebo and one event with active comparator (colon). Cau-
sality has not been established.

Laboratory Tests ]

In the five clinical trials of at least 26 weeks duration,
mildly elevated serum bilirubin concentrations (elevations
tono more than twice the upper limit of the reference range)
occurred in 4.0% of Victoza-treated patients; 2.1% of
placebo-treated patients and 3.5% of active-comparator-
treated patients, This finding was not accompanied by ab-

rormalities in other liver tests. The significance of this iso- |

lated finding is unknown.

7 DRUG INTERACTIONS

11 Oral Medications

Victoza causes a delay of gastric emptying, and thereby has
the potential to impact the absorption of concomitantly ad-
ninistered oral medications. In clinical pharmacology tri-
s, Victoza did not affect the absorption of the tested orally
cdministered medications to any clinically relevant degree.
Nonetheless, caution should be exercised when oral medica-
tons are concomitantly administered with Victoza.

8 USE IN SPECIFIC POPULATIONS

81 Pregnancy

Pregnancy Category C.

There are no adequate and well-controlled studies of Victoza
in pregnant women. Victoza should be used during preg-
rancy only if the potential benefit justifies the potential risk
wthe fetus. Liraglutide has been shown to be teratogenic in
rets at or above 0.8 times the human systemic exposures
resulting from the maximum recommended human dose
(MRHD) of 1,8 mg/day based on plasma area under the
time-concentration curve (AUC). Liraglutide has been
stown to cause reduced growth and increased total major
snormalities in rabbits at systemic exposures below hu-
ran exposure at the MRHD based on plasma AUC.

female rats given subcutaneous doses of 0.1, 0.25 and
10mg/kg/day liraglutide beginning 2 weeks before mating
through gestation day 17 had estimated systemic exposures
08, 3-, and 11-times the human exposure at the MRHD
zsed on plasma AUC comparison. The number of early em-
brvonic deaths in the 1 mg/kg/day group increased slightly.
feral abnormalities and variations in kidneys and blood
sessels, irregular ossification of the skull, and a more com-
plete state of ossification occurred at all doses. Mottled liver
=d minimally kinked ribs occurred at the highest dose. The
incidence of fetal malformations in liraglutide-treated
goups exceeding concurrent and historical controls were
risshapen oropharynx and/or narrowed opening into larynx
0.1 mg/kg/day and umbilical hernia at 0.1 and 0.25 mg/
kay.

Pregnant rabbits given subcutaneous doses of 0,01, 0.025
wd 0.05 mg/kg/day liraglutide from gestation day 6
tough day 18 inclusive, had estimated systemic exposures
s than the human exposure at the MRHD of 1.8 mg/day
it all doses, based on plasma AUC, Liraglutide decreased
fzal weight and dose-dependently increased the incidence
ii total major fetal abnormalities at all doses. The incidence
o malformations exceeded concurrent and historical con-
s at 0.01 mg/kg/day (kidneys, scapula), = 0.01 mg/kg/
¢y (eyes, forelimb), 0.025 mg/kg/day (brain, tail and sacral
sertebrae, major blood vessels and heart, umbilicus),
2,025 mg/kg/day (sternum) and at 0.05 mg/kg/day (pari-
¢al bones, major blood vessels). Irregular ossification
w=d'or skeletal abnormalities occurred in the skull and jaw,
wertebrae and ribs, sternum, pelvis, tail, and scapula; and
{zze-dependent minor skeletal variations were observed.
Vizeral abnormalities occurred in blood vessels, lung, liver,
uad esophagus. Bilobed or bifurcated gallbladder was seen
ipall treatment groups, but not in the control group,

Jn pregnant female rats given subcutaneous doses of 0.1,
125 and 1.0 mg/kg/day liraglutide from gestation day 6
Erough weaning or termination of nursing on lactation day
i3 estimated systemic exposures were 0.8-, 3-, and 11-times
buman exposure at the MRHD of 1.8 mg/day, based on
izma AUC. A slight delay in parturition was observed in

Table 3 Incidence (%) and Rate {episodes/patient year) of Hypoglycemia in the 52-Week Monotherapy Trial and in the

26-Week Combination Therapy Trials

Victoza Active Placebo
Treatment Comparator Comparator
Monotherapy Victoza Glimepiride None
(N = 497) (N = 248)
| Patient not able to self-treat 0 0 -
Patient able to self-treat 9.7 (0.24) 25.0 (1.66) -
Not classified 1.2(0.03) 2.4 (0.04) -
Add-on to Metformin Victoza + Glimepiride + Placebo +
Metformin Metformin Metformin
(N =1724) (N = 242) (N =121)
Patient not able to self-treat 0.1(0.001) 0 0
Patient able to self-treat 3.6 (0.05) 22.3 (0.87) 2.5 (0.08)
Add-on to Glimepiride Victoza + Rosiglitazone + Placebo +
Glimepiride Glimepiride Glimepiride
(N =695) (N =231) (N =114)
Patient not able to self-treat 0.1 (0.003) 0 0
Patient able to self-treat 7.5 (0.38) 4.3(0.12) 2.6 (0.17)
Not classified 0.9 (0.05) 0.9 (0.02) 0
Add-on to Metformin + Rosiglitazone Victoza + Metformin + None Placebo + Metformin +

Rosiglitazone Rosiglitazone
(N = 355) (N =175)
Patient not able to self-treat 0 - 0
Patient able to self-treat 7.9 (0.49) - 4.6 (0.15)
Not classified 0.6 (0.01) - 1.1 (0.03)
Add-on to Metformin + Glimepiride Victoza + Insulin glargine + Placebo +
Metformin Metformin + Metformin
+ Glimepiride Glimepiride + Glimepiride
(N = 230) (N = 232) (N = 114)
Patient not able to self-treat 2.2 (0.06) 0 0
Patient able to self-treat 274 (1.16) 28.9 (1.29) 16.7 (0.95)
Not classified 1.7 (0.04) 0

mother. In lactating rats, liraglutide was excreted un-
changed in milk at concentrations approximately 50% of
maternal plasma concentrations.

84 Pediatric Use

Safety and effectiveness of Victoza have not been estab-
lished in pediatric patients. Victoza is not recommended for
use in pediatric patients,

8.5 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.

8.6 Renal Impairment

There is 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 adjustment of Victoza is recom-
mended for patients with renal impairment [see Clinical
Pharmacology (12.3)).

8.7 Hepatic Impairment
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11  DESCRIPTION

Victoza contains liraglutide, an analog of human 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;7,Hy45N,305; and the molec-
ular weight is 3751.2 Daltons. The structural formula (Fig-
ure 1) is:
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