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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

Bolus Injection
90 micrograms/kg
(n=12)

10 (4-15)*

38 (36-42)
0(0-3)

237.5

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

For the latest PDR product information,

Continuous Infusion
50 micrograms/kg/h
(n=12)

10 (2-116)
15(0-7)

0 (0-4)

2922

Efficacy by Dose Group, for Patients Receiving Doses Ranging from <61 to >90 micrograms/kg NovoSeven,

Compassionate Use Programs and HTRS Registry

Outcome* Unknown <61
Effective N (%) 1(33) 3 (75)
Partial N (%) 1(33) 0 (0
Ineffective N (%) 0 (0) 1(25)
Unknown N (%) 1(33) 0(0)
No. of Bleeding Episodes’ 3 4

61-69
5(63)
0(0)
3(38)
0(0)

8

NovoSeven Dose {micrograms/kg)

70-80 81-89
10 (63) 12 (67
3 (19) 3(14)
2(13) 2 (10}
1(6) 4(19)
16 21

Outeome assessed at end of treatment. last observation carried forward

7 N (%) do not add up to 100 due to rounding

90 >90 Total
10 (67) 26 (58) 67
2(13) 11 (24) 20
2013 7 (16) 17

(N 1(2) 8

15 45 1127

I Onc patient in the HTRS registry was excluded from efficacy analysis since NovoSeven was used to maintain

hemostasis after bleeding had been controlled

License Number: 1261

Novo Nordisk® is a registered trademark of Novo Nordisk

AlS.
NovoS
Health .
© 1998-2010 Novo Nordisk A/S
For information contact:

Novo Nordisk Inc.

100 College Road West
Princeton, NIJ 08540, USA
1-877-NOVO-777
www.NovoSevenRT.com
Manufactured by:

Novo Nordisk A/S

2880 Bagsvacrd, Denmark

VICTOZA®

\VIC-tow-za)

(liraglultide (rDNA origin} injection)
Solution for Subcutaneous Use

Bl
ncl ion
eff scri

Victoza® (liraglutide (rDNA origin) injection)

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

a registered trademarl of Novo Nordisk

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

-WARNINGS AND
DA E REACTIONS, ¢
-877 69 or FDA at 1-8003:[.1;;t
med .

See 17 for PATIENT COUNSELING INFORMATION

and Medication Guide

Revised: 04/2010

FULL PRESCRIBING INFORMATION: CONTENTS*
WARNING: RISK OF THYROID C-CELL TUMORS

1

[N S

10

* Inject subcutaneously in the abdomen, thigh or upper ;9

arm (2).

* The injection site and timing can be changed without dose

adjustment (2).

Apotex v. Novo - IPR2024-00631
Petitioner Apotex Exhibit 1039-0002
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All Victoza
N = 497

28 4
17.1
109
99

9.5

91

60
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2670/NOVO NORDISK e VICTOZA

Dizziness 58 52 ‘ Table 2 Adverse events reported in =5% of Victoza-treated patients and occurring more frequently with Victoza
j compared to placebo: 26-week combination therapy trials
Sinusitis 56 60 ‘
! Add-on to Metformin Trial
Nasopharyngitis 52 52 '
phanme All Victoza + Placebo + Glimepiride +
Back Pain 50 44 Metformin Metformin Metformin
N =724 N =121 N =242
Hypertension 30 60
Adverse Event Term (G} (<
{See table 2 at right] Nausea 152 41 33
Gastrointestinal adverse events
In the five clinical trials of 26 wecks duration or longer, gas-  Diarrhea 109 41 37
trointestinal adverse events were reported in 41¢¢ of
Victoza-treated patients and were dose-related Gastroin- Headache 90 66 95
testinal adverse events occurred in 177 of comparator-
treated vents co Vomiting 63 08 0.4
among ed pat ,V
diarrhe and co tri Add-on to Glimepiride Trial
weeks duration or longer, the percentage of patients who re- . L
ported nausea over time. Approximately 137 of All Victoza + Placebo + Rosiglitozon
Victoza-treated and 25 of comparator-treated pa- Glimepiride Gh{nepmdo Ghmem‘nde
tients reported nausca during the first 2 wecks of treat- N =695 N =114 N =231
ment .
Adverse Event Term (‘) &2}
the potentially immunogenic properties of Nausea 75 18 26
Diarrhea 72 1.8 22
presence of anti-liraglutide antibodies at the end of treat- Constipation 53 08 17
ment. Low titers (concentrations not requiring dilution of : 0e
serum) of anti-liraglutide antibodies were detccted in 8 6% Dyspepsia 52 09 26
of these V.ictoza-treated patienﬁs. Sampling was not per- Add-on to Metformin + Glimepiride
formed uniformly across all patients in the clinical trials,
and this may have resulted in an underestimate of the ac- Victoza 18 + Placebo + Glardine +
Metformin + Metformin Metformin
Glimepiride + Glimepiride + Glimepiride
N =230 N =114 N =232
and in 4.8 of the Victoza-treated patients in the 26-week  Adverse Event Term ) )
add-on combination therapy trials These cross-reacting an-
tibodies were not tested for ncutralizing effect against na-  Nausea 139 35 13
tive GLP-1, and thus the potential for clinically significant
neutralization of native GLP-1 was not asseszed Antibodies Diarrhea 100 53 13
that had a neutralizing cffect on liraglutide in an in vitro
assay occurred in 2 8¢ of the Victoza-treated patients in the Headache 96 79 36
52-weck monotherapy trial and in 107 of the Victoza-
treated patients in the 26-week add-on combination therapy Dyspepsia 65 09 17
trials
Vomiting 65 35 0

For the latest PDR product information, visit PDR.nét
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Add-on to Metformin + Rosiglitazone

these patients compared to 367, 847 and 35 of antibody-

negative Victoza-treated, placebo-treated and active- Placebo + Mettormin -

All Victoza + Metformin

control-treated patients, respectively. The specific infections + RoTsiglitazone Rosivghtnrz_or.u
which occurred with greater frequency among Victoza- N =355 N=17
treated anti tive patients were primarily nonseri- » .
ous upper ry tract infections. which occurred Adverse Event Term 0 )
among 117 of Victoza-treated antibody-positive patients; N .
and among 7% 7% and 5% of antibody-negative Victoza- Nausea 346 86
treated, placebo-treated and active-control-trcated patients. Diarrh 141 63
respectively. Among Victoza-treated antibody-negative pa- ! ca °
tients, the most common category of adverse cvents was Vomitin 124 29
that of gastro al events. which occurred in 4377, 18 g -
and 19% of v-negative Victoza-treated, placebo-  p :

: Y . > . ecreased Appetite 93 11
treated and active-control-trcated patients. respectively. PP
Anti'body formation was not associated with reduced emcac_s Anorexia 9.0 00
of Victoza when comparing mean HbA,. of all antibody-
positive and all antibody-negative patients. However. the 3 Headache 802 46
patients with the highest titers of anti-liraglutide antibod-
ies had no reduction in HbA;, with Victoza trcatment. Constipation 51 11
In clinical trials of Victoza. events from a composite
of adverse cvents potentially related to immunogenicity Fatigue 51 17

(e g. urticaria, angioedema) occurred among 0 &7 ot
Victoza-treated patients and among 0 47 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 sitc reactions

Injection site reactions (c 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

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

Hvpoglyeemia

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 these 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=-

cranial hemorrhage and uncertain food intake?

[Sce table 3 at top of next pagel

In clinical trials of Victoza there werc 6 reported cases of  pitalization and sulin i ) (Table 31. Two addi-

papillary thyroid carcinoma in patients treated with Vietoza tional cases of cemia ng the assistance of m net
and 1 casc in a comparator-treated patient (19 vs 0 6 cases another person for treatment huve subscquently been re- of to
per 1000 patient-years). Most of these papillary thyroid car-  ported in patients who were not taking o concomitant sul- 07: pi

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

Apotex v. Novo - IPR2024-00631
Petitioner Apotex Exhibit 1039-0004
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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/
ke'day.
Pregnant rabbits given subcutaneous doses of 0,01, 0.025
ind 0,05 mg/kg/day liraglutide from gestation day 6
tirough day 18 inclusive, had estimated systemic exposures
lss than the human exposure at the MRHD of 1.8 mg/day
it all doses, based on plasma AUC, Liraglutide decreased
f2al weight and dose-dependently increased the incidence
i total major fetal abnormalities at all doses. The incidence
o malformations exceeded concurrent and historical con-
wls at 0.01 mg/kg/day (kidneys, scapula), = 0.01 mg/kg/
¢:y (eyes, forelimb), 0.0256 mg/kg/day (brain, tail and sacral
sertebrae, major blood vessels and heart, umbilicus),
20025 mg/kg/day (sternum) and at 0.05 mg/kg/day (pari-
¢al bones, major blood vessels). Irregular ossification
=dlor skeletal abnormalities occurred in the skull and jaw,
sertebrae and ribs, sternum, pelvis, tail, and scapula; and
{::e-dependent minor skeletal variations were observed.
\izzeral abnormalities occurred in blood vessels, lung, liver,
ud esophagus. Bilobed or bifurcated gallbladder was seen
izall treatment groups, but not in the control group,
Jnpregnant female rats given subcutaneous doses of 0.1,
02 and 1.0 mg/kg/day liraglutide from gestation day 6
trough 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
pzsma AUC. A slight delay in parturition was observed in
L2 majority of treated rats. Group mean body weight of
rzepatal rats from liraglutide-treated dams was lower than
iwnatal rats from control group dams. Bloody scabs and
auated behavior occurred in male rats descended from
¢ups treated with 1 mg/kg/day liraglutide, Group mean
ludy weight from birth to postpartum day 14 trended lower
n F; generation rats descended from liraglutide-treated
ris compared to F, generation rats descended from con-
but differences did not reach statistical significance
L any group,
3 Nursing Mothers
isnot known whether Victoza is excreted in human milk.
Bxause many drugs are excreted in human milk and be-
cuze of the potential for tumorigenicity shown for
irzglutide in animal studies, a decision should be made
shether to discontinue nursing or to discontinue Victoza,
pking into account the importance of the drug to the

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- | 11 ~ DESCRIPTION

changed in milk at concentrations approximately 50% of
maternal plasma concentrations.

8.4 Pediatric Use

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

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 (2,85) 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

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)].

8.8 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 overdose of Victoza 17.4 mg subcutaneous (10
times the maximum recommended dose), Effects of the over-
dose included severe nausea and vomiting requiring hospi-
talization. No hypoglycemia was reported. The patient re-
covered without complications, In the event of overdosage,
appropriate supportive treatment should be initiated ac-
cording to the patient’s clinical signs and symptoms.

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 Cy7,H,65N 4305, and the molec-
ular weight is 3751.2 Daltons. The structural formula (Fig-
ure 1) is:

Vitgwea! RtructlsdForsldelokagitidion. Each 1 mL of Victoza
solution contains 6 mg of liraglutide. Each pre-filled pen
contains a 3 mL solution of Victoza equivalent to 18 mg
liraglutide (free-base, anhydrpus) and the following inactive
ingredients: disodium phosphate dihydrate, 1.42 mg; prop-
ylene glycol, 14 mg; phenol, 5.5 mg; and water for injection,
12 = CLINICAL PHARMACOLOGY

124 Mechanism of Action

Liraglutide is an acylated human Glucagon-Like Peptide-1
(GLP-1) receptor agonist with 97% amino acid sequence ho-
mology to endogenous human GLP-1(7-37). GLP-1(7-37)
represents <20% of total circulating endogenous GLP-1.
Like GLP-1(7-37), liraglutide activates the GLP-1 receptor,

Visit PDR.net to register for Product Safety Alerts and to download mobilePDR? - free to U.S. prescribers

Apotex v. Novo - IPR2024-00631
Petitioner Apotex Exhibit 1039-0005
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2672/NOVO NORDISK ¢ VICTOZA

Table 4 Results of a 52-week monotherapy trial*

Victoza 1.8 mg Victoza 1.2 mg
Intent-to-Treat Population (N) 246 251
HbA, (%) (Mean)
Baseline 82 82
Change from baseline (adjusted mean)’ -1.1 -0.8
Difference from glimepiride arm (adjusted mean} 0.3
95% Confidence Interval (-0.8,-04) (-0.5,-01)
Patients (¢7) achieving A;, <7‘¢ 51 43
Fasting Plasma Glucose (mg/dL} (Mean)
Baseline 172 168
Change from baseline (adjusted mean' -26 -15
Difference from glimepiride arm (adjusted mean)’ -20* -10%
95% Confidence Interval (-29, -12) (-19, -1)
Body Weight (kg) (Mean)
Baseline 92.6 921
Change from baseline (adjusted mean)’ 2.5 -2.1
Difference from glimepiride arm (adjusted mean)’ -36° -3 2%
95% Confidence Interval (-4.3,-29) (-3.9, -2.5)
* Intent-to-treat population using last observation on study
+ Least squares mean adjusted for bascline value
i p-value <0 0001
§ p-value <0.05
a membrane-bound cell-surface receptor coupled to adenylyl voo veoma
cose concentrations decrease and approach euglycemia. oo ot it

JUPREIE of sett

Pasa Ghoote (g )

on
le-
pe
Glucose Infusion
12.3 Pharmacokinetics
ofile is
d after
ered fa
postprandial glucose throughout the day /sce Clinical Phar-
lower after Victoza 18 mg
Gluco ndent insulin secretion ous 55%
The e a single dose of 7.5 meg/kg (~ 07 mg) Victoza  Dis ume
on insulin secretion rates (ISR} was investigated in 10 pa-  ter Vict
sion.
s in-

[See figure at top of next column]

od glucose by stimulating insulin secre-
glucagon secretion. A single dose of
Victoza 7.5 meg/kg (~ 0 7 mg) did not impair glucagon re-
sponse to low glucose concentrations. route of elimination.
elay
post

c emptying, ther

glucose appears

lation

Cardiac Electrophys )

The effect of Victoza repolarization was tested in
a QTc study. Victoza at steady state concen with
daily doses up to 1.8 mg did not produce QTc ation.

For the latest PDR product information, visit PDR.net

pation half-life of approximately 13 hours, making Victoza
suitable for once daily administration

Glimepiride 8 mg

248

82

28

172

in patients with body weight >160 kg.
Pediatric—Victoza has not been studied in pediatric pa-

drug-drugio-
) and plaswd

se
(~0.7 mg)
g Graded

of the co-administered drugs

to15h.

ion af-

is ap-  was delayed from 1hto3h with Victoza

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

Apotex v. Novo - IPR2024-00631
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o we from placebo + metformin arm
fusted mean)®

- (onfidence Interval

é.rence from glimepiride = metformin arm
:ted mean)”

= (Cenfidence Interval

s ;value <0.0001
,alue <0 05

-13

(-20.-02)
38 =35
-15,-30) -3 -28)

States dose

3

131

NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fer-

Figure 3 Mcan HbA, for catients who completad the 52-week trial
and for tne Last Obsarvation Carned Forward (LOCF, intent-to-treat)
dz'a al Week 52 (Monotharapy)

142 Combination Therapy

Add-or tv Me!jormin

In this 26-wcck trial 1091 patients were randomized to
Victoza 0 6 mg Victoza 12 mg, Victoza 1 8 mg. placcbo, or
glimepiride 4 mg {anc-half of the maximal approved dose in
the United Statesy, all as add-on to metformin Randomiza-
tion veeurred after 2 8-week run-in period conzisting of a
3.week initial forced metformin titration period followed by
2 maintenance period of another 3 weeks During the titra
tion period, doses of metformin vere incrcasced up to
2000 mg/duy

Trc atment with Victoz: 1.2 mg and add-on to met-
formin resulted in a reduction rela-
tive to placeho ndd-on to metformin and resulted in a simi-
lur mean HbA, veduction relative to glimepiride -+ mg
add-on to metfornmn (Table ) The pereentage of patients
who discontinued duc to ineffective therapy was 5 47 in the
Victoza 18 mg + metformin treatment group, 3 3¢ in the
Vietoza 1.2 my + metformin treatment group, 23 8¢ in the
placebo + metformin treatmont group, and 3 77 in the
glimepiride + metformin treated group

Visit PDR.net to register for Product Safety Alerts and to download mobilePDR- - iree ta U S. prescribers

Apotex v. Novo - IPR2024-00631
Petitioner Apotex Exhibit 1039-0007
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For the latest PDR product informaﬁnn

Table 6 Results of a 26-week trial of Victoza as add-on to sulfonylurea®

[See table 5 at top of previous
Add-on (o Sulfonylures Rage]
In this 26-week trinl, 1041

Victoza 1.8 mg + | Victoza 1.2 mg + Placebo + Rosiglitazone . Patienty
Glimepiridag Glimepiride Glimepiride dmgt + E“F"ﬂuﬂ's e Victoza 1.2 mg, Victy,y 18
Glimepiride | [oSigltazone £ ME (one-half of the g
p in the United States), all as add-gp y,, 8?11-";
Al = 7 L1
intent-to-Treat Population (N) 234 228 114 231 ;”:tig?ﬁﬁf‘;?;&i“%;‘;aﬁ_:ﬁkw 2 Pering.
lowed by a maintenance period of an ou‘f"
HbA, (%) (Mean} the titration period, doses of gu"“epi:id:if
. 4 mg/day. The doses of glimepirig e
Hesle 2D £ e gt discretion of the fnvestigator) e, T;';g‘:
. . - i 2 mglday (minimum) after randomim. .
Change from baseline (adjusted mean) -1.1 11 +0.2 0.4 unnoce‘ptail;ﬂa :ip erg]}mw“ s 'J}‘Iﬁfza?itl::;p ;
F T B P Treatment with Victoza 1.2 mp anq ; A
aﬁ;ﬁe nf:;zl::)glacebo + glimepiride arm 14 1.3 glimepiride resulted in a statistically 5 g;:f&" a
in mean HbA,, compared to placehy add.on
95% Confidence Interval (16, -11) (15, -11) (Table 6). The percentage of patients whe et
to meﬁ‘aut:_v_u therapy was 3.0% in g Vict un
Patients (%) achieving A,, <7% 42 35 7 22 glimepiride treatment group, 3.5% in g yo 0ot
glimepiride treatment group, 17.5% in ¢y, n!n%
Fasting Plasma Glucose (mg/dL) (Mean) iride treatment group, and 6.9% in thy et
glimepiride freatment group, gl
Baseline 174 177 171 179 {See table 6 at left]
Add-on to Metformin and Sulfonylure,
Change from baseline (adjusted mean)* -29 -28 +18 -16 In this 26-week trial, 581 patienty were iy
Vietoza 1.8 mg, placebo, ar insulin glarging ulll-‘ :
Difference from glacebo + glimepiride arm 478 -46¢ metformin and glimepiride. Randomizatipy toolg
(adjusted mean) a G-week run-in period conzisting of 5 S-wagl g
formin and glimepivide titration period falloweq i
95% Confidence Interval (-58, -35) (-58, -35) tenance period of mnother 3 weaks. During iy, ti
riod, doses of metformin and Elimepiride Were
Body Weight (kg) (Mean) increased up to 2000 mg/day and 4 mg/day, respect]
: ter randomization, patients randamized 1o Virto
Baseline 83.0 80.0 819 80.6 underwent a 2 week period of titration with Victoy
y : ; " the trial, the Victoza and metformin doses were fi
Change from baseline (adjusted mean) -0.2 +0.3 -0.1 +2.1 though glimepiride and insulin glargine doses cotld
= = — justed. Patients titrated glargine twice-wedlly gy,
Difference from ?lacebo + glimepiride arm -0.1 04 first 8 weeks of treatment based on sellmeasure
(adjusted mean) pl glucose on the day of titration. Afier Week g
frequency of insulin glargine titration wag 164 (g (je ¢
95% Confidence Interval (-0.9, 0.6) {-0.4, 1.2} tion of the investigator, but, at 4 minimum, t.h:ha

* Intent-to-treat population using last observation on study

T For rosiglitazone,; one-half of the maximal approved United States dose.

1 Least squares mean adjusted for baseline value
§ p-value <0.0001

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

_specified target fasting plasma glucose of =10

dose was to be revised, if necessary, at Weoks 12 gt
Only 20% of glargine-treated patients achicved fha v

Therefore, optimal fitration of the insulin glargine L
not achieved in most, patients, -
Treatment with Victoza as add-on to glimepiride snd g

formin resulted in a stafistically significant mean Tedutin

5 = = — in HbA,;_ compared to placeho add-on to. glimepiride und
Vlc'JI::fa 1.8i:‘ng + Placetg)r+ Mti?:if:;mm + Ins;::lmg)lr:"si;:‘ne + m.etfnrmin (Table 7). The percentage of patients wh disces
G"m";".: i d: _—y Glims irid: tinued due to ineffective therapy was 0.9% in the Vidtos
A B L8 mg + metformin + glimepiride treatment group, (4%
P F the insulin glargine + metformin + glimepiride treatmes).
Intent-to-Treat Population {N) 230 114 232 group, windl 11:9% it the-placube 4 metlarmin + ghmep&'hﬁ =
treatment group. -
H M i
Ron-{ ) (Mpan) [See table 7 at lof] E
Baseli ] . L Add-on to Metformin and Thiazolidinedione A b
=g i) 54 i In this 26-week trial, 533 patients were randommed‘h
Change from baseline (adjusted mean)* -1.3 -0.2 11 Victoza 1.2 mg, Victoza 1.8 mg or placebo, all as addont g
rosiglitazone (8 mg) plus metformin (2000 mg). Patientzur §0
Difference from placebo + metformin + 118 derwent a 8 weak rin-in period (3-week forcod dose % E.
glimepiride arm (adjusted mean)* “tion followed by a 6-week dose maintenance phase) wil 4
rosiglituzone (starting at 4 mg and increasing to 8 ms!ﬂ‘l
95% Confidence Interval (-1.3, -0.9) within 2 weeks) and metformin (starting at 500 mg “'1'-?-‘7,‘5
creasing weekly inerements of 500 mg (o 2 final dﬂ,ﬂe.ﬂ'
Patients (%) achieving A, <7% 53 15 46 2000 mg/day). Only patients who tolerated the fina dose il
rosiglitazone (8 mg/day) and metformin (2000 mg/day)
Fasting Plasma Glucose {mg/dL} (Mean) completed the 6-week dose maintenance phase wen: eUES
: for randomization into the trial. ] -F;ﬂ"'
Baseline 165 170 164 Treatment with Vietoza as add-on to metformin 'lrldmm
azone produced a statisticelly significant reduction 0T it
Change from baseline (adjusted mean)* -28 +10 -32 HbA;, compared to placebo add-on to metformin rl.'ld_ i
- = azone (Table 8). The percentage of patients who disoat {4
Difference from placebo + metforfnm + -38¢ ued due to ineflective therapy was 1.7% in the Vieto#
glimepiride arm (adjusted mean)* 1.8 mg + metformin + rosiglitazone treatment RTET‘-";' i
in the Victoza 1.2 mg + metformin + rosiglitnzone [es=0
95% Confidence Interval (48, -30) group, a]m] 16.4% ;ﬁhe placeho + mai.fcrrgmin + rosiglitasné
’ treatment group.
Body Weight {kg) (Mean) [See table 8 at top of next pagel %
Baseline 85.8 85.4 85.2 16 HOW SUPPLIED/STORAGE AND HANDI‘JN
161 How Supplied ) i
Change from baseline (adjusted mean)* -1.8 -0.4 1.6 Victoza is available in the following packnge sizes gi'v‘iﬂ"!
ing disposable, pre-filled, multi-dose pans. Each i lﬂ““ﬁ
Difference from placebo + metformin + 1.4 pen delivers doses of 0.6'mg, 1.2 mg, or 1.8 mg (Ch
glimepiride arm (adjusted mean)* 3 mL).
2 X Victoza pen NDC 0169-4060-12
95% Confidence Interval (-2.1,-0.7) 8 % Victoza pen NDC 0169-4060-13 -
- 7 Each Vietoza pen is for use by a single patient. A Viel sl
* Intent-to-treat population using lust observation on study Houldnerar b chaodd bt patients, even if the
t For insulin glargine, optimal titration regimen was not achieved for 80% of patients. is changed.

} Least squares mean adjusted for baseline value
§ p-value <0.0001
f p-value <0.05

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

otex v. Novo - IPR2024-00631

162 Recommended Storage l .
Prior to first use, Victoza should be stored in a rvfr’&"mm
between 36°F to 46°F (2°C to 8°C) (Tahle 9). Do nob
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Medication Guide
Victoza® (VIC-tow-za)

provider or pharmacist.
What is the most important informatio
about Victoza?

Scrious side effects may happen in people who take Victoza.

have had:

e pancreatitis

o stones in your gallbladder (gallstones)
e 3 history of

o high blood t levels

n | should know

T ¥0 get

P wn on-
d of itis
while taking Victoza
symptom of pancreatitis
W
. t

d

n

creise.

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

s Victoza is not insulin.

» Tt is not known if Victoza is safe and effective when used

. diabetes or

in children.
o

Who should not use Victoza?

have any of these conditions.
What should | tell my healthcare provider before using

\

B th
A4 n
1
Victoza?"

de or any of the other ingredients
of this Medication Guide for a list

za.

. with your stomach, such as slowed

mach (gastroparesis) or problems

e are allergic to
in Victoza. See

to register for Product Safety Alerts and to download mobilePDR” - free to U.S. prescribers

Apotex v. Novo - IPR2024-00631
Petitioner Apotex Exhibit 1039-0009
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® have or have had kidney or liver problems,

¢ have any other medical conditions.

¢ are pregnani or plan to become pregnant. Tt i nat known
if Victoza will harm your unborn baby, Tell your health-
care provider if you become pregnant while taking
Victoza,

¢ are breastfocding or plun to breastfoed. Tt is not known if
Victoza passes into vour breast milk. You and vour health-
care provider should decide if you will take Victoza or
breastfeed. You should not do both without talking with
your healtheare provider first

Tell your healtheare provider about all the medicines you

take including preseription and non-preseription medicines,

vitamins, and herbal supplements, Victoza slows stomach

emptying und can affect medicines that need to pass

through the stomach quickly. Vietoza may affect the way

some medicines work and some other medicines may affect

the way Victoza works. Tull your healtheare provider if you

take other dinbetes medicines, especially sulfonylurea medi-

cines or insulin,

Know the medicines you take. Keep a list of them with you

to show your healtheare provider and phurmaeist each time

you get a new medicine.

How should | use Victoza?

o Use Vickoza exadtly as preseribed by yoir healthecire pro-
vider. Your dose should be increasod afier using Vieloza

for one week. After that, do not change your dose unless |

your healtheare provider tells you to.
Vietoza iz injected 1 time each day, at any time during the
da;

Ll

\ 4

You can take Victoza with or without food.

Vietoza comes in a prefilled pen,

Your healtheare provider must teach you how to inject

Victoza before you use it for the first time, It you have

quetions or do not understand the instructions. talk to

your healtheare provider or pharmacist, See the Patient

Instruetions for Use that come with this Medieation

Guide for detailed information about the right way to use

your Victoza pen.

Pen needles are not included. You miy need a prescription

to get pen needles from your pharmacist. Ask your health-

care provider which noedle size is best for you.

¢ When starting a niw prefilled Vietozn pen; you must fol-

low the “First Time [se for Each New Pen” (sce 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 Each New Pen” be-

fore each injection, you will run ot of medicine too soon.

Injeet your dose of Victora under the skin (subcutanegus

injection) in your stomnach araa (abdomen), upper leg

(thigh), or upper arm, as instructoed by your healtheare

provider. Do not inject into a vein or muscle.

If you tuke too mueh Vietoza, call your healtheare pro-

vider right away, Too much Victdzn MY CAUSS BEVETe NAG-

senand vomiting,

Fallow your healtheare provider's instruetions for diet, ex-

ervige, how often to test vour blood sugar, and when to gel

your HbhA;, checked. If you stop using Vietoza your hleod

sugar levels may increase, First talk to your healtheiive

provider if you want' to stop taking Victoza.

Your dusa of diabetes medivines may need to be changod if

your body is under certain types of stress. Tell your

healtheare provider if you:

* have fover

* have trauma

* have an infection

* plan to have or have had surgety

Never share your Victoza pen or needles with another per-

son- You may give an infection to them, or get an infection

from them.

What are the possible side effects of Victoza?

Victoza may cause serious side gffects, including:

® See “What is the most impartarnt ‘information I should
know about Victoza?®

* Low blood sugar (hypeglycemia). Your risl for getting
low blood sugar is higher if you take Victozs with another
medicine that can cause low blosd sugmr, such'as & salfo-
nylures. In seme people, the blood slgar may get so low
thet they need another person to help thent, The dose of
your sulfonylurea medivine may need to be lowered wiile
you use Victoza, Signs and symptoma of low blood sugar
may inelude:

* shakiness

® sweating

* headache

¢ drowsiness

* weakness

® dizziness

* confusion

¢ irritability

* hunger

¢ fast heartheat

¢ feeling jittery

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

Talk to your healtheare provider abaut how to recognize and
treat Jow blood sugrar. Make sure that your family and other
people who are around you i lot know how to reécognize and
treat low blood sugar,

Common side effects of Victoza inelude:

* headache

* nausca

 diarrhea

Nausea ia most common when first starting Vietozn, but de-
creases over time in most people as their hody gets used to
the medicine. Tell your healthedre provider if you have any

| side effoct that bothers you or that doas not BD BWAY.

Theae are not all the side effects with Victoza, For more in-
formation; ask your healtheare provider or pharmaeist.
Call your doctor for medical advice about side effects: You
may report side offects to FDA at 1-800-FDA-1088,

How should | store Victoza?

Before use:

¢ Storc your new, unused Victoza pen in the refrigerator at
36°F to 46°F (2°C to 8°C).

* Do nol frecze Victoza or use Victoza if it has been frozen.
Do nat store Vietoza near the refrigerator cooling element.

Pen in use:

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

° When earrying the pen away from home, store the pen at
a temperature between 59°F to 86°F (15°C to 30°C) and
keop 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.

* Keop the pen cap on when your Vietoza pen is not in use.

® Use your Victoza pen within 30 days after the first day it
15 atored outdide the refrigerator. Aftor these 30 days,
throw away your Victoza pen'oven if some medicing is left
in the pen, p

¢ Do not use Victoza after the expiration date printed on the
carton.

Do not store the Victoza pen with the needle attached, Al-
ways aafely remove and safely throw away the needle after
each injection. This may help prevent contamination, infee-
Lion and leakage, It also helps to make sure that you get the
correct dose of Victoza. See the Patient Instructions for Use
Aor information about how to dispose of used pen necdles
and used Vietoza pens.
Keep your Victoza pen, pen needles, and all r
of the reach of children.
General information about Victoza
Medicines are sometimes prescribed for purposes other than
those listed in a Medication Guide, Do not uge Victoza for a
condition for which it was not prescribed. Do not give
Vicioza to-other people, even if they have the same symp-
toms you have. It may harm them.
This Medication Guide summarizes the most important in-
formation you should know about using Victoza. If you
would like more information, tall with your healtheare pro-
vider. You can ask your pharmacist gr healtheare provider
for information about Victoza that is written for health pro-
fessionals,

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

2869.

What are the ingredients in Victoza?

dicines out

Active Ingredient: liraglutide

Inactive Ingredients: disodium phosphate dihydrate, prop-
ylene glyeol, phenol and water for ijection

Manufactured by:

Novo Nordisk A/S

DK-2880 Bagsvaerd, Denmark

For information about Victoza contact:

Novo Nordisk Inc,

100 College Road West

Princeton, NJ 08540

1-877-484-2869

Issued: January 2010

Version: 1

This Medication Guide has beon approved by the U.S. Food
and Drug Administration.

Victoza® is a registered trademark of Nove 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 af top of next column]

First read the Medication Guide that comes with your
Victoza pen and then read these Pationt Instruetions for
Use for information about how to use your Victoza pen the
right way.

t.
Update Insert. For monthly email updates, register at PDR.né

Victoza* Pan
Puacap

RAuder Craizje To Cirtradgy
stoppor sca

These instructions do not take the
healtheare provider about your m!:,l;f:a?h“lh
treatment, tond;
Your Vietoza pen containg 3 ml, of Vittos,
doses of 0.6 mg, 1.2 mgor 1.8 mg. Tha
you can take with a Victoza pen depends oy
icine that is prescribed for yoy, Your healthp:
will tell you how much Victoza 1n tudee; |
Victoza pen should be used with Nowvg Nopdis
needles. Talk to your healtheare prov
more information about needles fur v
Important Information {
¢ Do not share your Victoza pen o T00elleg s
else. You may give an infoection 1o them gr ge:'.‘.
from them.
¢ Always use a now needle for each Wjeetion,
® Keep your Vietoza pen and all tiedicings gyp
of children, L
* If you drip your Victozs pen, re at “Firat T pei
Each New Pen” (stops Athrnugl?el] ), iy Tine Ug
® Be careful not to bend or damage the negdle,
* Do nat use the cartridge scale o measure gy
Victoza to inject. o -
¢ Be careful when handling used needles ol
stick injuries, d 0 avoid nefc{le--
¢ You can use your Victoza pen for u to 30 day; i
use it the ﬁrgt time. ; P AL ﬂﬁer.ygu
Caring for your Victoza pen !
* After removing the needle, put the pen °ap on your
Victoza pen and store your Victoza pen without the neele
attached. ¥

ider gp
our Victosy o

® Do not try to refill your Victoza pen - it is prefilled and is I
disposable;
* Donot fry to repair your pen pr pull it apart. '
¢ Keep your Victoza pen away from dust, dirt und liquids.
* If cleaning is néeded, wipe the outside of the pen witha
clean, damp cloth.
How should | store Victoza?
Before use: ) s
® Store your new, unused Victoza pen in the refrigeralot
36°F to 46°F (2°C to 8°C). ..
¢ If Victoza is stored outside of refrigerntion (by mﬁ.tﬂ]_.mul

prior to first use, it should be used or thrown away W
30 days. frozaDy
* Do nat freeza Victoza or use Vietoza if it has .}Ji‘ﬂl i
Do not store Victoza near the refrigerator cooling ¢
Pen in use: o1 (151
* Stare your Victoza pen for 80 dava at 59°F “'ja.f I;P;J
to 30°C), or in & refrigerator at 36°F to 46°F (2'C ':ﬂn
© When carrying the pen away from heme, store th% ,.
a temperature betwean 59°F to 86°F (16°0 to 30 o 88T
® If Victoza has been exposed to (emperatures abo
{80°C), it should be thrown away. "
* Protect your Vietoan peni from heat and sunlight s
* Keep the pen cap on when your Victoza pen is nof a
* Use a Victoza pen for only 30 days. Throw 299 §
Victoza pen after 30 days, even if some medicin® ¥
the pen.
First Time Use for Each New Pen
Step A. Check the Pen
® Take your new Victoza pen out of the refrigerato”
* Wash hands with soap and water before use. ¢ s yOUr
® Check pen labe] before each use to make sure !
Victoza pen.




.5, Dial to the Flow Check Symbol
alector until flow check symbol {--) lines up

Flow check
symbol
selectad

froD. Prepare the Pen i

il pen with needle pointing up.

iTpartridge gently with your finger & few times to bring
gy eir bubbles to-the top of the cartridge,

o

o Check Victoze in thé cartridge. The liquid should be clear,
colorless and free of particles. If not, do not use.

o Wipe the rubber stopper with an uleohol swrab.

Step F. Attach the Needle

o Remove protective tub from outer necdle cap.

+ Push outer needle cap containing the needle straight onto
the pen, then screw nesdle on until secure.

Visit PDR.net to register for Product

e Pull off inner negdle cap and throw away A small drop of
liquid may appear. This is normal.

Apotex v. Novo - IPR2024-00631
Petitioner Apotex Exhibit 1039-0011

Safety Aleris and to download mobilePDR® - free to U.S. prescribers

o You will hear = *click” every time you turn the dose sclec-
tar. Do not set the dose by counting the number of clicks
you hear.

o If you select a wrong dose, change it by turning the dose
selector hackwards or forwards until the correct dose lines
up with the pointer. Be careful not to press the dose but-
ton when turning the dose selector. This may cause
Victoza to come out,

Step H. Injecting the Dose

o Insert needle into your skin in the stomach, thigh or up-
per arm, Use the injection technique shown te you by your
healtheare provider. Do not inject Victoza into a vein or
muscle.

o Press down on the center of the dose button to inject until
0 mg lings up with the pointer.

o Be careful not to touch the dosz display with vour other
fingers, This may block the injection.

o Keop the dose button pressed down and make sure that
you keep the needle under the skin for a full count of &
seconds to make sure the full dose is injected, Keep your
thumb on the injection button until you remove the needie

trom vour skin.

Step . Withdraw Needle

o 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 after you take the needle out of sour skin,
apply light pressure, but do not rub the area.

MPI EXHIBIT 1039 PAGE 11
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Step Dispose of the Needle
* Ca outer necdle eap over the needle Un-
ser

* Safely remove the needle from your Victoza pen after each
use.

Ortho-McNeil-Janssen

Pharmaceuticals, Inc.

RARITAN, NJ 08 and
TITUSVILLE, NJ 00

In Emergencies:

(908, 218-7325

For Patient Education Materials Contact:
877-323-2200

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

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

Ortho-MeNeil-Junssen Pharmaceuticals Inc

1000 Route 202 South

PO Box 300

Raritan, NJ 08569-0602

AXERT Tablets
DORIBAX Injection
ELMIRON Capsules
HALDOL Injection
ccanoate IM Injection
Tablets
NATRECOR for Injection
ORTHO-CEPT Tablcts
ORTHO-CYCLEN Tablets
ORTHO Diuphragm Kits
ORTHO MICRONOR Tablets
ORTHO-NOVUM 1/50 Tablets
ORTHO-NOVUM Tablets
ORTHO TRI-CYCLEN Tablets
EN LO Tablets
DSsC
RAZADYNE Oral Solution
RAZADYNE Tablets
clease Capsules
olution. M-Tab

For the latest PDR product information, visit PDR.net

TERAZOL 3 Vaginal Suppositories
TERAZOL 7 Vaginal Cream
TOLECTIN 200/400/600

TOPAMAX Sprinkic Capsules
TOPAMAX Tablct«

TYLOX Capsules

ULTRACET Tableis

ULTRAM Tablots

ULTRAM ER Extended-Release Tublets

CONCERTA®

[kon SER-ta)
(methylphenidate HCI)
Extended-Release Tablets ("

HIG

The on needed
tou Il prescrib-
ing

CONCERTA® {methylphenidate HCI) Extended-Release Tah-
lets Cl

Initial U.S. Approval: 2000

WARNING: DRUG DEPENDENCE
See full prescribing information for complete boxed
warning.

FORMS AND STRENGTHS—___
Tablets: 18, 27, 36, and 54 mg (3)

Known hypersensitivity to the product (4 1)

Marked anxety, tension, or agitation (4 2)

* Glaucoma (4 3)

¢ Ticz or a family history or diagnosis of Tourette’s syn-
drome (4.4)

° re wth: rd
ric in ped 4
. ob th pre- -

¢ Hematologie monitoring:  Perindic CBC,
platelet counts are advised during pro
(5.7

To report REACTIONS, contact
McNeil Pe or FDA at 1-800-FDA-
1088 or w

SPECIFIC P NS—

exercised if d to nursizz

¢ Safe s not been cstablizhed in chiides

less or elderly patients wreater tha 6
year .3)

See 17 for PATIENT COUNSELING INFORMATION
and Medication Guide
Revised: 01/2010

FULL PRESCRIBING INFORMATION: CONTENTS
DRUG DEPENDENCE
1 INDICATIONS AND USAGE

1.1  Spe

1.2 Nee L Prozrin
2 DOSAGE

21 Gen

2.2 Patients New to Methylphenidate
2.3 Patients Currently Using Methviphenidaz:
2.4 Dose Titration
2.5 Maintenance/Extended Treatment
26  Dose Reduction and Discontinuation
3 DOSAGE FORMS AND STRENGTHS
4 CONTRAINDICATIONS
4.1 Hypersensitivity tn Methylphenidate
12 Agitation
43  Glaucoma

44 Ties
45 Mono
5 WARNING

51  Serious Cardiovascular Exents

52 Psychiatric Adverse Events

53  Seizures

54  Long-Term Suppression of Growth

55 Visual Disturbance

56  Potential for Gus trointestinal Obstructicn

5.7 Hematologic Monitoring

6 ADVERSE REACTIONS

61 Commonly-Observed Adverse  Reactions 1
Double-Blind, Placebo-Controlled Clinial Tnzl

62 Other Adverse  Reactions Obsermed 1
CONCERTA® Clinical Trials

6.3 Discontinuation Due to Ady erec Reactinns

6.4  Tics
6.5 Heart Rate Increases
6.6 erience

7 DRU

71 MAO Inhibitors

72  Vasopressor Agents

7.3 ants, Antidepres:z
cuptake [nhibitors

7.4

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

Apotex v. Novo - IPR2024-00631
Petitioner Apotex Exhibit 1039-0012
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