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Hikma Pharmaceuticals USA, Inc.
703 Palomar Airport Road
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Carlsbad, CA 92011
Attention: Jonathan Endo
Regulatory Affairs Manager

Dear Jonathan Endo:

This letter is in reference to your abbreviated new drug application (ANDA) received for
review on September 8, 2021, submitted pursuant to section 505(j) of the Federal Food,
Drug, and Cosmetic Act (FD&C Act) for Liraglutide Injection, 18 mg/3 mL (6 mg/mL)
Single-Patient-Use Prefilled Pens.

Your product is a combination product as defined by 21 CFR 3.2(e) and is comprised of
drug and device constituent parts.

Reference is also made to the tentative approval letter issued by this office on
June 21, 2024, and to any amendments thereafter.

We have completed the review of this ANDA and have concluded that adequate
information has been presented to demonstrate that the drug meets the requirements
for approval under the FD&C Act. Accordingly the ANDA is approved, effective on the
date of this letter. We have determined your Liraglutide Injection, 18 mg/3 mL (6 mg/mL)
Single-Patient-Use Prefilled Pens to be bioequivalent and therapeutically equivalent to
the reference listed drug (RLD), Victoza Injection, 18 mg/3 mL (6 mg/mL), of Novo
Nordisk, Inc. (Novo), NDA - 022341.

The RLD upon which you have based your ANDA, Novo’s Victoza Injection, 18 mg/3 mL
(6 mg/mL), is subject to periods of patent protection. The following patents and
expiration dates (with pediatric exclusivity added) are currently listed in the Agency’s
publication titled Approved Drug Products with Therapeutic Equivalence Evaluations
(the “Orange Book”):
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U.S. Patent Number Expiration Date

8,114,833 (the '833 patent) February 13, 2026
9,265,893 (the '893 patent) March 23, 2033
9,968,659 (the '659 patent) July 9, 2037

Your ANDA contains paragraph 1V certifications to the '833 and '893 patents, under
section 505(j)(2)(A)(vii)(IV) of the FD&C Act stating that the patents are invalid,
unenforceable, or will not be infringed by your manufacture, use, or sale of Liraglutide
Injection, 18 mg/3 mL (6 mg/mL) Single-Patient-Use Prefilled Pens, under this

ANDA. You have notified the Agency that Hikma Pharmaceuticals USA. Inc, (Hikma)
complied with the requirements of section 505(j)(2)(B) of the FD&C Act. Litigation was
initiated within the statutory 45-day period against Hikma for infringement of the '833
and '893 patents in the United States District Court for the District of Delaware [Novo
Nordisk Inc. and Novo Nordisk A/S v. Hikma Pharmaceuticals USA Inc., Civil Action No.
21-01783]. You have also notified the Agency that this case was dismissed.

With respect to the '659 patent, your ANDA contains a statement under section
505(j)(2)(A)(viii) of the FD&C Act that this is a method-of-use patent that does not claim
any indication or other conditions of use for which you are seeking approval under your
ANDA.

Please note that if FDA requires a Risk Evaluation and Mitigation Strategy (REMS) for a
listed drug, an ANDA referencing that listed drug also will be required to have a
REMS. See section 505-1(i) of the FD&C Act.

COMPENDIAL STANDARDS

A drug with a name recognized in the official United States Pharmacopeia or official
National Formulary (USP-NF) generally must comply with the compendial standard for
strength, quality, and purity, unless the difference in strength, quality, or purity is plainly
stated on its label (see FD&C Act § 501(b), 21 USC 351(b)). FDA typically cannot share
application-specific information contained in submitted regulatory filings with third
parties, which includes USP-NF. To help ensure that a drug continues to comply with
compendial standards, application holders may work directly with USP-NF to revise
official USP monographs. More information on the USP-NF is available on USP’s
website as https://www.uspnf.com/.
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REQUIREMENTS AND RECOMMENDATIONS POST APPROVAL

Under applicable statutes, regulations, and guidances, your ANDA may be subject to
certain requirements and recommendations post approval, including requirements
regarding changes to approved ANDAs, postmarketing reporting, promotional materials,
and annual facility fees, among others. For information on post-approval requirements
and recommendations for ANDAs and a list of resources for ANDA holders, we refer
you to https://www.fda.gov/drugs/abbreviated-new-drug-application-anda/requirements-
and-resources-approved-andas.

Sincerely yours,
{See appended electronic signature page}

For Edward M. Sherwood

Director

Office of Regulatory Operations

Office of Generic Drugs

Center for Drug Evaluation and Research
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
LIRAGLUTIDE INJECTION safely and effectively. See full prescribing
information for LIRAGLUTIDE INJECTION.

LIRAGLUTIDE injection, 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 both genders of rats and mice. It is unknown
whether liraglutide injection causes thyroid C-cell tumors,
including medullary thyroid carcinoma (MTC), in humans, as
the human relevance of liraglutide-induced rodent thyroid C-
cell tumors has not been determined (5.1, 13.1).

. Liraglutide injection is contraindicated in patients with a
personal or family history of MTC or in patients with Multiple
Endocrine Neoplasia syndrome type 2 (MEN 2). Counsel
patients regarding the potential risk of MTC and the symptoms
of thyroid tumors (4, 5.1).

-------------------------- RECENT MAJOR CHANGES ~---eeemmmeeeeeeeeee
Warning and Precautions, Pulmonary Aspiration During General Anesthesia
or Deep Sedation (5.8).....vuiveinieiiiieiiee s 11/2024
--------------------------- INDICATIONS AND USAGE oo

Liraglutide injection is a glucagon-like peptide-1 (GLP-1) receptor agonist

indicated:

e asan adjunct to diet and exercise to improve glycemic control in adults
and pediatric patients aged 10 years and older with type 2 diabetes
mellitus (1).

Limitations of Use:

e Not for treatment of type 1 diabetes mellitus.

e  Should not be coadministered with other liraglutide-containing products.

---------------------- DOSAGE AND ADMINISTRATION -----mmmmmmmmmeeeeeeev

e  Adult Patients: Initiate at 0.6 mg injected subcutaneously once daily for
one week then increase to 1.2 mg daily. If additional glycemic control is
required, increase the dose to 1.8 mg daily after one week of treatment
with the 1.2 mg daily dose (2.1).

e  Pediatric Patients: Initiate at 0.6 mg injected subcutaneously once daily
for at least one week. If additional glycemic control is required increase
the dose to 1.2 mg daily and if additional glycemic control is still
required, increase the dose to 1.8 mg daily after at least one week of
treatment with the 1.2 mg daily dose (2.1).

. Inspect visually prior to each injection. Only use if solution is clear,
colorless, and contains no particles (2.3).

. Inject liraglutide injection subcutaneously once-daily at any time of day,
independently of meals, in the abdomen, thigh or upper arm (2.3).

e When using liraglutide injection with insulin, administer as separate
injections. Never mix. (2.3).

--------------------- DOSAGE FORMS AND STRENGTHS -——------meeeeeeeemm
Injection: 6 mg/mL solution in a pre-filled, single-patient-use pen that delivers
doses of 0.6 mg, 1.2 mg, or 1.8 mg (3).
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CONTRAINDICATIONS

. Patients with a personal or family history of medullary thyroid
carcinoma or in patients with Multiple Endocrine Neoplasia syndrome
type 2 (4).

. Patients with a serious hypersensitivity reaction to liraglutide or any of
the excipients in liraglutide injection (4).

----------------------- WARNINGS AND PRECAUTIONS  ----------mmmememm

. Pancreatitis: Postmarketing reports, including fatal and non-fatal
hemorrhagic or necrotizing pancreatitis. Discontinue promptly if
pancreatitis is suspected. Do not restart if pancreatitis is confirmed (5.2).

. Never share a liraglutide injection pen between patients, even if the
needle is changed (5.3).

. Hypoglycemia: Adult patients taking an insulin secretagogue or insulin
may have an increased risk of hypoglycemia, including severe
hypoglycemia. In pediatric patients 10 years of age and older, the risk of
hypoglycemia was higher with liraglutide injection regardless of insulin
and/or metformin use. Reduction in the dose of insulin secretagogues or
insulin may be necessary (5.4).

e  Acute Kidney Injury: Postmarketing, usually in association with nausea,
vomiting, diarrhea, or dehydration which may sometimes require
hemodialysis. Use caution when initiating or escalating doses of
liraglutide injection in patients with renal impairment (5.5).

. Hypersensitivity Reactions: Postmarketing reports of serious
hypersensitivity reactions (e.g., anaphylactic reactions and angioedema).
Discontinue liraglutide injection and promptly seek medical advice
(5.6).

e  Acute Gallbladder Disease: If cholelithiasis or cholecystitis are
suspected, gallbladder studies are indicated (5.7).

e  Pulmonary Aspiration During General Anesthesia or Deep Sedation:
Has been reported in patients receiving GLP-1 receptor agonists
undergoing elective surgeries or procedures. Instruct patients to inform
healthcare providers of any planned surgeries or procedures (5.8).

ADVERSE REACTIONS

e Most common adverse reactions (incidence >5%) in clinical trials are
nausea, diarrhea, vomiting, decreased appetite, dyspepsia,
constipation (6.1).

. Immunogenicity-related events, including urticaria, were more common
among liraglutide injection-treated patients (0.8%) than among
comparator-treated patients (0.4%) in clinical trials (12.6).

To report SUSPECTED ADVERSE REACTIONS, contact Hikma
Pharmaceuticals USA Inc. at 1-877-845-0689 or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch.

DRUG INTERACTIONS
e  Effects of delayed gastric emptying on oral medications: Liraglutide
injection delays gastric emptying and may impact absorption of

concomitantly administered oral medications (7).

----------------------- USE IN SPECIFIC POPULATIONS =-----mmmmmmmmmmeeeeee
e  Pregnancy: Liraglutide injection should be used during pregnancy only
if the potential benefit justifies the potential risk to the fetus (8.1).

See 17 for PATIENT COUNSELING INFORMATION and FDA-
Approved Medication Guide.

Revised: 11/2024
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FULL PRESCRIBING INFORMATION

WARNING: RISK OF THYROID C-CELL TUMORS

e Liraglutide causes dose-dependent and treatment-duration-dependent thyroid C-cell tumors at
clinically relevant exposures in both genders of rats and mice. It is unknown whether liraglutide
injection causes thyroid C-cell tumors, including medullary thyroid carcinoma (MTC), in humans, as
the human relevance of liraglutide-induced rodent thyroid C-cell tumors has not been determined [see
Warnings and Precautions (5.1) and Nonclinical Toxicology (13.1)].

e Liraglutide injection is contraindicated in patients with a personal or family history of MTC and in
patients with Multiple Endocrine Neoplasia syndrome type 2 (MEN 2). Counsel patients regarding the
potential risk for MTC with the use of liraglutide injection and inform them of symptoms of thyroid
tumors (e.g., a mass in the neck, dysphagia, dyspnea, persistent hoarseness). Routine monitoring of
serum calcitonin or using thyroid ultrasound is of uncertain value for early detection of MTC in
patients treated with liraglutide injection [see Contraindications (4) and Warnings and Precautions

(5.1)].

1 INDICATIONS AND USAGE

Liraglutide injection is indicated:
e asan adjunct to diet and exercise to improve glycemic control in adults and pediatric patients aged 10 years and older
with type 2 diabetes mellitus

Limitations of Use:
Liraglutide injection should not be used in patients with type 1 diabetes mellitus.
Liraglutide injection contains liraglutide and should not be coadministered with other liraglutide-containing products.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

Adult Patients

e The recommended starting dosage of liraglutide injection is 0.6 mg injected subcutaneously once daily for one week.
The 0.6 mg once daily dosage is intended to reduce gastrointestinal symptoms [see Adverse Reactions (6.1)] during
initial titration and is not effective for glycemic control in adults.

o After one week at the 0.6 mg once daily dosage, increase the dosage to 1.2 mg injected subcutaneously once daily.

o If additional glycemic control is required, increase the dosage to the maximum recommended dosage of 1.8 mg
injected subcutaneously once daily after at least one week of treatment with the 1.2 mg once daily dosage.

Pediatric Patients Aged 10 Years and Older

e The recommended starting dosage of liraglutide injection is 0.6 mg injected subcutaneously once daily.

o If additional glycemic control is required, increase the dosage in 0.6 mg increments after at least one week on the
current dosage.

e The maximum recommended dosage is 1.8 mg injected subcutaneously once daily.

2.2 Recommendations Regarding Missed Dose

e Instruct patients who miss a dose of liraglutide injection to resume the once -daily dosage regimen as prescribed with
the next scheduled dose. Do not administer an extra dose or increase the dose to make up for the missed dose.

Confidential



o If more than 3 days have elapsed since the last liraglutide injection dose, reinitiate liraglutide injection at 0.6 mg once
daily to mitigate any gastrointestinal symptoms associated with reinitiation of treatment. Upon reinitiation, liraglutide
injection should be titrated at the discretion of the healthcare provider.

2.3 Important Administration Instructions

e Inspect visually prior to each injection. Only use if solution is clear, colorless, and contains no particles.

e Inject liraglutide injection subcutaneously once daily at any time of day, independently of meals.

¢ Inject liraglutide injection subcutaneously in the abdomen, thigh or upper arm. No dosage adjustment is needed if
changing the injection site and/or timing.

e Rotate injection sites within the same region in order to reduce the risk of cutaneous amyloidosis [see Adverse
Reactions (6.2)].

e When using liraglutide injection with insulin, administer as separate injections. Never mix. It is acceptable to inject
liraglutide injection and insulin in the same body region but the injections should not be adjacent to each other.

3 DOSAGE FORMS AND STRENGTHS

Injection: 18 mg/3 mL (6 mg/mL) clear, colorless solution in a pre-filled, single-patient-use pen that delivers doses of 0.6
mg, 1.2 mg, or 1.8 mg.

4 CONTRAINDICATIONS

Liraglutide injection is contraindicated in patients with a:
o personal or family history of medullary thyroid carcinoma (MTC) or in patients with Multiple Endocrine
Neoplasia syndrome type 2 (MEN 2) [see Warnings and Precautions (5.1)].
e serious hypersensitivity reaction to liraglutide or to any of the excipients in liraglutide injection. Serious
hypersensitivity reactions including anaphylactic reactions and angioedema have been reported with liraglutide
injection [see Warnings and Precautions (5.6)].

5 WARNINGS AND PRECAUTIONS

5.1 Risk of Thyroid C-cell Tumors

Liraglutide causes dose-dependent and treatment-duration-dependent thyroid C-cell tumors (adenomas and/or carcinomas)
at clinically relevant exposures in both genders of rats and mice [see Nonclinical Toxicology (13.1)]. Malignant thyroid C-
cell carcinomas were detected in rats and mice. It is unknown whether liraglutide injection will cause thyroid C-cell
tumors, including medullary thyroid carcinoma (MTC), in humans, as the human relevance of liraglutide-induced rodent
thyroid C-cell tumors has not been determined.

Cases of MTC in patients treated with liraglutide injection have been reported in the postmarketing period; the data in
these reports are insufficient to establish or exclude a causal relationship between MTC and liraglutide injection use in
humans.

Liraglutide injection is contraindicated in patients with a personal or family history of MTC or in patients with MEN 2.
Counsel patients regarding the potential risk for MTC with the use of liraglutide injection and inform them of symptoms
of thyroid tumors (e.g., a mass in the neck, dysphagia, dyspnea, persistent hoarseness).

Routine monitoring of serum calcitonin or using thyroid ultrasound is of uncertain value for early detection of MTC in
patients treated with liraglutide injection. Such monitoring may increase the risk of unnecessary procedures, due to low
test specificity for serum calcitonin and a high background incidence of thyroid disease. Significantly elevated serum
calcitonin may indicate MTC and patients with MTC usually have calcitonin values >50 ng/L. If serum calcitonin is

Confidential



measured and found to be elevated, the patient should be further evaluated. Patients with thyroid nodules noted on
physical examination or neck imaging should also be further evaluated.

5.2 Pancreatitis

Based on spontaneous postmarketing reports, acute pancreatitis, including fatal and non-fatal hemorrhagic or necrotizing
pancreatitis, has been observed in patients treated with liraglutide injection. After initiation of liraglutide injection,
observe patients carefully for signs and symptoms of pancreatitis (including persistent severe abdominal pain, sometimes
radiating to the back and which may or may not be accompanied by vomiting). If pancreatitis is suspected, liraglutide
injection should promptly be discontinued and appropriate management should be initiated. If pancreatitis is confirmed,
liraglutide injection should not be restarted.

In glycemic control trials of liraglutide injection, there have been 13 cases of pancreatitis among liraglutide injection-
treated patients and 1 case in a comparator (glimepiride) treated patient (2.7 vs. 0.5 cases per 1,000 patient-years). Nine of
the 13 cases with liraglutide injection were reported as acute pancreatitis and four were reported as chronic pancreatitis. In
one case in a liraglutide injection-treated patient, pancreatitis, with necrosis, was observed and led to death; however
clinical causality could not be established. Some patients had other risk factors for pancreatitis, such as a history of
cholelithiasis or alcohol abuse.

Liraglutide injection has been studied in a limited number of patients with a history of pancreatitis. It is unknown if
patients with a history of pancreatitis are at higher risk for development of pancreatitis on liraglutide injection.

5.3 Never Share a Liraglutide Injection Pen Between Patients

Liraglutide injection pens must never be shared between patients, even if the needle is changed. Pen-sharing poses a risk
for transmission of blood-borne pathogens.

5.4 Hypoglycemia

Adult patients receiving liraglutide injection in combination with an insulin secretagogue (e.g., sulfonylurea) or insulin
may have an increased risk of hypoglycemia, including severe hypoglycemia. In pediatric patients 10 years of age and
older, the risk of hypoglycemia was higher with liraglutide injection regardless of insulin and/or metformin use. [see
Adverse Reactions (6.1), Drug Interactions (7.2)].

The risk of hypoglycemia may be lowered by a reduction in the dose of sulfonylurea (or other concomitantly administered
insulin secretagogues) or insulin. Inform patients using these concomitant medications and pediatric patients of the risk of
hypoglycemia and educate them on the signs and symptoms of hypoglycemia.

5.5 Acute Kidney Injury

Liraglutide injection has not been found to be directly nephrotoxic in animal studies or clinical trials.

There have been postmarketing reports of acute renal failure and worsening of chronic renal failure, which may
sometimes require hemodialysis in liraglutide injection-treated patients [see Adverse Reactions (6.2)]. Some of these
events were reported in patients without known underlying renal disease. A majority of the reported events occurred in
patients who had experienced nausea, vomiting, diarrhea, or dehydration [see Adverse Reactions (6.1)]. Some of the
reported events occurred in patients receiving one or more medications known to affect renal function or hydration status.
Altered renal function has been reversed in many of the reported cases with supportive treatment and discontinuation of
potentially causative agents, including liraglutide injection. Use caution when initiating or escalating doses of liraglutide
injection in patients with renal impairment [see Use in Specific Populations (8.6)].
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5.6 Hypersensitivity Reactions

There have been postmarketing reports of serious hypersensitivity reactions (e.g., anaphylactic reactions and angioedema)
in patients treated with liraglutide injection [see Adverse Reactions (6.2)]. If a hypersensitivity reaction occurs,
discontinue liraglutide injection; treat promptly per standard of care, and monitor until signs and symptoms resolve.

Anaphylaxis and angioedema have been reported with other GLP-1 receptor agonists. Use caution in a patient with a
history of anaphylaxis or angioedema with another GLP-receptor agonist because it is unknown whether such patients will
be predisposed to these reactions with liraglutide injection. Liraglutide injection is contraindicated in patients who have
had a serious hypersensitivity reaction to liraglutide or any of the excipients in liraglutide injection [see Contraindications

(4)].

5.7 Acute Gallbladder Disease

Acute events of gallbladder disease such as cholelithiasis or cholecystitis have been reported in GLP-1 receptor agonist
trials and postmarketing. If cholelithiasis is suspected, gallbladder studies and appropriate clinical follow-up are indicated
[see Adverse Reactions (6.1)].

5.8 Pulmonary Aspiration During General Anesthesia or Deep Sedation

Liraglutide injection delays gastric emptying [see Clinical Pharmacology (12.2)]. There have been rare postmarketing
reports of pulmonary aspiration in patients receiving GLP-1 receptor agonists undergoing elective surgeries or procedures
requiring general anesthesia or deep sedation who had residual gastric contents despite reported adherence to preoperative
fasting recommendations.

Available data are insufficient to inform recommendations to mitigate the risk of pulmonary aspiration during general
anesthesia or deep sedation in patients taking liraglutide injection, including whether modifying preoperative fasting
recommendations or temporarily discontinuing liraglutide injection could reduce the incidence of retained gastric
contents. Instruct patients to inform healthcare providers prior to any planned surgeries or procedures if they are taking
liraglutide injection.

6 ADVERSE REACTIONS
The following serious adverse reactions are described below or elsewhere in the prescribing information:

o Risk of Thyroid C-cell Tumors [see Warnings and Precautions (5.1)]

e Pancreatitis [see Warnings and Precautions (5.2)]

e Hypoglycemia [see Warnings and Precautions (5.4)]

e Acute Kidney Injury [see Warnings and Precautions (5.5)]

e Hypersensitivity Reactions [see Warnings and Precautions (5.6)]

e Acute Gallbladder Disease [see Warnings and Precautions (5.7)]

e Pulmonary Aspiration During General Anesthesia or Deep Sedation [see Warnings and Precautions (5.8)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials
of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed
in practice.

Common Adverse Reactions

The safety of liraglutide injection in patients with type 2 diabetes mellitus was evaluated in 5 glycemic control, placebo-
controlled trials in adults and one trial of 52 weeks duration in pediatric patients 10 years of age and older [see Clinical
Studies (14.1)]. The data in Table 1 reflect exposure of 1,673 adult patients to liraglutide injection and a mean duration of
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exposure to liraglutide injection of 37.3 weeks. The mean age of adult patients was 58 years, 4% were 75 years or older
and 54% were male. The population was 79% White, 6% Black or African American, 13% Asian; 4% were of Hispanic or
Latino ethnicity. At baseline the population had diabetes for an average of 9 years and a mean HbA;. of 8.4%. Baseline
estimated renal function was normal or mildly impaired in 88% and moderately impaired in 12% of the pooled population.

Table 1 shows common adverse reactions in adults, excluding hypoglycemia, associated with the use of liraglutide
injection for the treatment of type 2 diabetes mellitus. These adverse reactions occurred more commonly on liraglutide
injection than on placebo and occurred in at least 5% of patients treated with liraglutide injection. Overall, the type, and
severity of adverse reactions in pediatric patients 10 years of age and older and above were comparable to that observed in
the adult population.

Table 1 Adverse reactions reported in > 5% of Adult Patients Treated with Liraglutide Injection for Type 2
Diabetes Mellitus

Placebo Liraglutide 1.2 mg | Liraglutide 1.8 mg

N=661 N= 645 N= 1024
Adverse Reaction (%) (%) (%)
Nausea 5 18 20
Diarrhea 4 10 12
Headache 7 11 10
Nasopharyngitis 8 9 10
Vomiting 2 6 9
Decreased appetite 1 10 9
Dyspepsia 1 4 7
Upper Respiratory Tract Infection 6 7 6
Constipation 1 5 5
Back Pain 3 4 5

Cumulative proportions were calculated combining studies using Cochran-Mantel-Haenszel weights.

In an analysis of placebo- and active-controlled trials, the types and frequency of common adverse reactions, excluding
hypoglycemia, were similar to those listed in Table 1.

Other Adverse Reactions

Gastrointestinal Adverse Reactions

In the pool of 5 glycemic control, placebo-controlled adult clinical trials, withdrawals due to gastrointestinal adverse
reactions, occurred in 4.3% of liraglutide injection-treated patients and 0.5% of placebo-treated patients. Withdrawal due
to gastrointestinal adverse events mainly occurred during the first 2 to 3 months of the trials.

Injection site reactions

Injection site reactions (e.g., injection site rash, erythema) were reported in approximately 2% of liraglutide injection-
treated adult patients in the five double-blind, glycemic control trials of at least 26 weeks duration. Less than 0.2% of
liraglutide injection-treated patients discontinued due to injection site reactions.

Hypoglycemia

In 5 adult glycemic control, placebo-controlled clinical trials of at least 26 weeks duration, hypoglycemia requiring the
assistance of another person for treatment occurred in 8 liraglutide injection-treated patients (7.5 events per 1,000 patient-
years). Of these 8 liraglutide injection-treated patients, 7 patients were concomitantly using a sulfonylurea.
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Table 2 Adult Incidence (%) and Rate (episodes/patient year) of Hypoglycemia in 26-Week Combination Therapy

Placebo-controlled Trials

Placebo Comparator

Liraglutide Injection Treatment

Add-on to Placebo + Metformin Liraglutide Injection + Metformin
Metformin (N=121) (N =724)
Patient not able to self-treat 0 0.1 (0.001)
Patient able to self-treat 2.5 (0.06) 3.6 (0.05)
Add-on to Placebo + Glimepiride Liraglutide Injection + Glimepiride
Glimepiride (N=114) (N = 695)
Patient not able to self-treat 0 0.1 (0.003)
Patient able to self-treat 2.6 (0.17) 7.5 (0.38)
Not classified 0 0.9 (0.05)

Add-on to
Metformin + Rosiglitazone

Placebo + Metformin +
Rosiglitazone

Liraglutide Injection + Metformin +
Rosiglitazone

(N =175) (N = 355)
Patient not able to self-treat 0 0
Patient able to self-treat 4.6 (0.15) 7.9 (0.49)
Not classified 1.1 (0.03) 0.6 (0.01)
Add-on to Metformin + Placebo + Metformin + Liraglutide Injection + Metformin +
Glimepiride Glimepiride Glimepiride
(N =114) (N =230)
Patient not able to self-treat 0 2.2 (0.06)
Patient able to self-treat 16.7 (0.95) 27.4 (1.16)
Not classified 0 0

“Patient not able to self-treat” is defined as an event requiring the assistance of another person for treatment.

In a 26-week placebo-controlled clinical trial in pediatric patients 10 years of age and older with a 26-week open-label
extension, 21.2% of liraglutide injection-treated patients (mean age 14.6 years) with type 2 diabetes mellitus, had
hypoglycemia with a blood glucose <54 mg/dL with or without symptoms (335 events per 1,000 patient years). No severe
hypoglycemic episodes occurred in the liraglutide injection treatment group (severe hypoglycemia was defined as an
episode requiring assistance of another person to actively administer carbohydrate, glucagon, or other resuscitative
actions).

Papillary thyroid carcinoma

In adult glycemic control trials of liraglutide injection, there were 7 reported cases of papillary thyroid carcinoma in
patients treated with liraglutide injection and 1 case in a comparator-treated patient (1.5 vs. 0.5 cases per 1,000 patient-
years). Most of these papillary thyroid carcinomas were <1 cm in greatest diameter and were diagnosed in surgical
pathology specimens after thyroidectomy prompted by findings on protocol-specified screening with serum calcitonin or
thyroid ultrasound.

Cholelithiasis and cholecystitis

In adult glycemic control trials of liraglutide injection, the incidence of cholelithiasis was 0.3% in both liraglutide
injection-treated and placebo-treated patients. The incidence of cholecystitis was 0.2% in both liraglutide injection-treated
and placebo-treated patients.

Laboratory Tests

Bilirubin

In the five adult glycemic control trials of at least 26 weeks duration, mildly elevated serum bilirubin concentrations
(elevations to no more than twice the upper limit of the reference range) occurred in 4.0% of liraglutide injection-treated
patients, 2.1% of placebo-treated patients and 3.5% of active-comparator-treated patients. This finding was not
accompanied by abnormalities in other liver tests. The significance of this isolated finding is unknown.
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Calcitonin

Calcitonin, a biological marker of MTC, was measured throughout the clinical development program. At the end of the
adult glycemic control trials, adjusted mean serum calcitonin concentrations were higher in liraglutide injection-treated
patients compared to placebo-treated patients but not compared to patients receiving active comparator. Between group
differences in adjusted mean serum calcitonin values were approximately 0.1 ng/L or less. Among adult patients with
pretreatment calcitonin <20 ng/L, calcitonin elevations to >20 ng/L occurred in 0.7% of liraglutide injection-treated
patients, 0.3% of placebo-treated patients, and 0.5% of active-comparator-treated patients. The clinical significance of
these findings is unknown.

Lipase and Amylase

In one adult glycemic control trial in renal impairment patients, a mean increase of 33% for lipase and 15% for amylase
from baseline was observed for liraglutide injection-treated patients while placebo-treated patients had a mean decrease in
lipase of 3% and a mean increase in amylase of 1%.

The clinical significance of elevations in lipase or amylase with liraglutide injection is unknown in the absence of other
signs and symptoms of pancreatitis [see Warnings and Precautions (5.2)].

Vital signs
Liraglutide injection did not have adverse effects on blood pressure. Mean increases from baseline in heart rate of 2 to 3
beats per minute have been observed in adult patients treated with liraglutide injection compared to placebo.

6.2 Postmarketing Experience

The following additional adverse reactions have been reported during post-approval use of liraglutide injection. Because
these events are reported voluntarily from a population of uncertain size, it is generally not possible to reliably estimate
their frequency or establish a causal relationship to drug exposure.

e Gastrointestinal: Acute pancreatitis, hemorrhagic and necrotizing pancreatitis sometimes resulting in death, ileus

e General Disorders and Administration Site Conditions: Allergic reactions: rash and pruritus

o Hepatobiliary: Elevations of liver enzymes, hyperbilirubinemia, cholestasis, cholecystitis, cholelithiasis requiring
cholecystectomy, hepatitis

e Immune system: Angioedema and anaphylactic reactions

e Metabolism and nutrition: Dehydration resulting from nausea, vomiting and diarrhea

e Neoplasms: Medullary thyroid carcinoma

e Nervous system: Dysgeusia, dizziness

e Pulmonary: Pulmonary aspiration has occurred in patients receiving GLP-1 receptor agonists undergoing elective
surgeries or procedures requiring general anesthesia or deep sedation.

o Renal and urinary: Increased serum creatinine, acute renal failure or worsening of chronic renal failure,
sometimes requiring hemodialysis

e Skin and subcutaneous tissue: Cutaneous amyloidosis

7 DRUG INTERACTIONS

7.1 Effects of Delayed Gastric Emptying on Oral Medications

Liraglutide injection causes a delay of gastric emptying, and thereby has the potential to impact the absorption of
concomitantly administered oral medications. In clinical pharmacology trials, liraglutide injection did not affect the
absorption of the tested orally administered medications to any clinically relevant degree [see Clinical Pharmacology
(12.3)]. Nonetheless, caution should be exercised when oral medications are concomitantly administered with liraglutide
injection.
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7.2 Concomitant Use with an Insulin Secretagogue (e.g., Sulfonylurea) or with Insulin

Liraglutide injection stimulates insulin release in the presence of elevated blood glucose concentrations. Patients receiving
liraglutide injection in combination with an insulin secretagogue (e.g., sulfonylurea) or insulin may have an increased risk
of hypoglycemia, including severe hypoglycemia. When initiating liraglutide injection, consider reducing the dose of
concomitantly administered insulin secretagogues (such as sulfonylureas) or insulin to reduce the risk of hypoglycemia
[see Warnings and Precautions (5.4) and Adverse Reactions (6.1)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary
Based on animal reproduction studies, there may be risks to the fetus from exposure to liraglutide injection during

pregnancy. Liraglutide injection should be used during pregnancy only if the potential benefit justifies the potential risk to
the fetus.

Animal reproduction studies identified increased adverse developmental outcomes from exposure during pregnancy.
Liraglutide exposure was associated with early embryonic deaths and an imbalance in some fetal abnormalities in
pregnant rats administered liraglutide during organogenesis at doses that approximate clinical exposures at the maximum
recommended human dose (MRHD) of 1.8 mg/day. In pregnant rabbits administered liraglutide during organogenesis,
decreased fetal weight and an increased incidence of major fetal abnormalities were seen at exposures below the human
exposures at the MRHD [see Animal Data].

The estimated background risk of major birth defects for women with uncontrolled pre-gestational diabetes (Hemoglobin
Aic >7) is 6 to 10%. The major birth defect rate has been reported to be as high as 20 to 25% in women with a
Hemoglobin Aic >10. In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

Poorly controlled diabetes in pregnancy increases the maternal risk for diabetic ketoacidosis, pre-eclampsia, spontaneous
abortions, preterm delivery, and delivery complications. Poorly controlled diabetes increases the fetal risk for major birth
defects, still birth, and macrosomia related morbidity.

Animal Data

Female rats given subcutaneous doses of 0.1, 0.25 and 1.0 mg/kg/day liraglutide beginning 2 weeks before mating through
gestation day 17 had estimated systemic exposures 0.8-, 3-, and 11-times the human exposure at the MRHD based on
plasma AUC comparison. The number of early embryonic deaths in the 1 mg/kg/day group increased slightly. Fetal
abnormalities and variations in kidneys and blood vessels, irregular ossification of the skull, and a more complete state of
ossification occurred at all doses. Mottled liver and minimally kinked ribs occurred at the highest dose. The incidence of
fetal malformations in liraglutide-treated groups exceeding concurrent and historical controls were misshapen oropharynx
and/or narrowed opening into larynx at 0.1 mg/kg/day and umbilical hernia at 0.1 and 0.25 mg/kg/day.

Pregnant rabbits given subcutaneous doses of 0.01, 0.025 and 0.05 mg/kg/day liraglutide from gestation day 6 through day
18 inclusive, had estimated systemic exposures less than the human exposure at the MRHD of 1.8 mg/day at all doses,
based on plasma AUC. Liraglutide decreased fetal weight and dose-dependently increased the incidence of total major
fetal abnormalities at all doses. The incidence of malformations exceeded concurrent and historical controls at 0.01
mg/kg/day (kidneys, scapula), > 0.01 mg/kg/day (eyes, forelimb), 0.025 mg/kg/day (brain, tail and sacral vertebrae, major
blood vessels and heart, umbilicus), > 0.025 mg/kg/day (sternum) and at 0.05 mg/kg/day (parietal bones, major blood
vessels). Irregular ossification and/or skeletal abnormalities occurred in the skull and jaw, vertebrae and ribs, sternum,
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pelvis, tail, and scapula; and dose-dependent minor skeletal variations were observed. Visceral abnormalities occurred in
blood vessels, lung, liver, and esophagus. Bilobed or bifurcated gallbladder was seen in all treatment groups, but not in the
control group.

In pregnant female rats given subcutaneous doses of 0.1, 0.25 and 1.0 mg/kg/day liraglutide from gestation day 6 through
weaning or termination of nursing on lactation day 24, estimated systemic exposures were 0.8-, 3-, and 11-times human
exposure at the MRHD of 1.8 mg/day, based on plasma AUC. A slight delay in parturition was observed in the majority
of treated rats. Group mean body weight of neonatal rats from liraglutide-treated dams was lower than neonatal rats from
control group dams. Bloody scabs and agitated behavior occurred in male rats descended from dams treated with 1
mg/kg/day liraglutide. Group mean body weight from birth to postpartum day 14 trended lower in F, generation rats
descended from liraglutide-treated rats compared to F, generation rats descended from controls, but differences did not
reach statistical significance for any group.

8.2 Lactation

Risk Summary
There are no data on the presence of liraglutide injection in human milk, the effects on the breastfed infant, or the effects

on milk production. Liraglutide was present in milk of lactating rats [see Data].

Developmental and health benefits of breastfeeding should be considered along with the mother’s clinical need for
liraglutide injection and any potential adverse effects on the breastfed infant from liraglutide injection or from the
underlying maternal condition.

Data
In lactating rats, liraglutide was present unchanged in milk at concentrations approximately 50% of maternal plasma
concentrations.

8.4 Pediatric Use

The safety and effectiveness of liraglutide injection as an adjunct to diet and exercise to improve glycemic control in type
2 diabetes mellitus have been established in pediatric patients 10 years of age and older. Use of liraglutide injection for
this indication is supported by a 26-week placebo-controlled clinical trial and a 26-week open-label extension in 134
pediatric patients 10 to 17 years of age with type 2 diabetes mellitus, a pediatric pharmacokinetic study, and studies in
adults with type 2 diabetes mellitus [see Clinical Pharmacology (12.3) and Clinical Studies (14.1,14.2)]. The risk of
hypoglycemia was higher with liraglutide injection in pediatric patients regardless of insulin and/or metformin use [see
Adverse Reactions (6.1)].

The safety and effectiveness of liraglutide injection have not been established in pediatric patients less than 10 years of
age.

8.5 Geriatric Use

In the liraglutide injection treatment arms of the glycemic control trials, a total of 832 (19.3%) of the patients were 65 to
74 years of age and 145 (3.4%) were 75 years of age and over [see Clinical Studies (14.1)]. No overall differences in
safety or effectiveness for liraglutide injection have been observed between patients 65 years of age and older and
younger patients.

8.6 Renal Impairment

No dose adjustment of liraglutide injection is recommended for patients with renal impairment [see Clinical
Pharmacology (12.3)]. The safety and efficacy of liraglutide injection was evaluated in a 26-week clinical study that
included patients with moderate renal impairment (eGFR 30 to 60 mL/min/1.73m?) [see Clinical Studies (14.1)].
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There is limited experience with liraglutide injection in patients with end stage renal disease. There have been
postmarketing reports of acute renal failure and worsening of chronic renal failure, which may sometimes require
hemodialysis [see Warnings and Precautions (5.5) and Adverse Reactions (6.2)]. Use caution in patients who experience
dehydration.

8.7 Hepatic Impairment

There is limited experience in patients with mild, moderate or severe hepatic impairment. Therefore, liraglutide injection
should be used with caution in this patient population. No dose adjustment of liraglutide injection is recommended for
patients with hepatic impairment [see Clinical Pharmacology (12.3)].

8.8 Gastroparesis

Liraglutide injection slows gastric emptying. Liraglutide injection has not been studied in patients with pre-existing
gastroparesis.

10 OVERDOSAGE

Overdoses have been reported in clinical trials and post-marketing use of liraglutide injection. Observed effects have
included severe nausea, severe vomiting, and severe hypoglycemia. In the event of overdosage, appropriate supportive
treatment should be initiated according to the patient’s clinical signs and symptoms.

11 DESCRIPTION

Liraglutide Injection contains liraglutide, an analog of human GLP-1 and acts as a GLP-1 receptor agonist. Liraglutide
Injection contains chemically synthesized Liraglutide that 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 molecular formula
of liraglutide is Ci72H265sN430s;1 and the molecular weight is 3751.2 Daltons. The structural formula (Figure 1) is:

Figure 1 Structural Formula of liraglutide

Liraglutide Injection is a sterile, aqueous, clear, colorless or almost colorless solution for subcutaneous use. Each 1 mL of
Liraglutide Injection solution contains 6 mg of liraglutide and the following inactive ingredients: disodium phosphate
dihydrate, 1.42 mg; propylene glycol, 14 mg; phenol, 5.5 mg; and water for injection. Liraglutide Injection has a pH of
approximately 8.15, hydrochloric acid or sodium hydroxide may be added to adjust pH. Each pre-filled pen contains a 3
mL solution of Liraglutide Injection equivalent to 18 mg liraglutide (free-base, anhydrous).
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12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Liraglutide is an acylated human Glucagon-Like Peptide-1 (GLP-1) receptor agonist with 97% amino acid sequence
homology 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, a membrane-bound cell-surface receptor coupled to adenylyl
cyclase by the stimulatory G-protein, Gs, in pancreatic beta cells. Liraglutide increases intracellular cyclic AMP (CAMP)
leading to insulin release in the presence of elevated glucose concentrations. This insulin secretion subsides as blood
glucose concentrations decrease and approach euglycemia. Liraglutide also decreases glucagon secretion in a glucose-
dependent manner. The mechanism of blood glucose lowering also involves a delay in gastric emptying.

GLP-1(7-37) has a half-life of 1.5-2 minutes due to degradation by the ubiquitous endogenous enzymes, dipeptidyl
peptidase IV (DPP-1V) and neutral endopeptidases (NEP). Unlike native GLP-1, liraglutide is stable against metabolic
degradation by both peptidases and has a plasma half-life of 13 hours after subcutaneous administration. The
pharmacokinetic profile of liraglutide, which makes it suitable for once daily administration, is a result of self-association
that delays absorption, plasma protein binding and stability against metabolic degradation by DPP-IV and NEP.

12.2 Pharmacodynamics

Liraglutide injection’s pharmacodynamic profile is consistent with its pharmacokinetic profile observed after single
subcutaneous administration as liraglutide injection lowered fasting, premeal and postprandial glucose throughout the day
[see Clinical Pharmacology (12.3)].

Fasting and postprandial glucose was measured before and up to 5 hours after a standardized meal after treatment to
steady state with 0.6, 1.2 and 1.8 mg liraglutide injection or placebo. Compared to placebo, the postprandial plasma
glucose AUC.-300min Was 35% lower after liraglutide injection 1.2 mg and 38% lower after liraglutide injection 1.8 mg.

Glucose-dependent insulin secretion

The effect of a single dose of 7.5 mcg/kg (~ 0.7 mg) liraglutide injection on insulin secretion rates (ISR) was investigated
in 10 patients with type 2 diabetes mellitus during graded glucose infusion. In these patients, on average, the ISR response
was increased in a glucose-dependent manner (Figure 2).
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Figure 2 Mean Insulin Secretion Rate (ISR) versus Glucose Concentration Following Single-Dose Liraglutide
Injection 7.5 mcg/kg (~ 0.7 mg) or Placebo in Patients with Type 2 Diabetes Mellitus (N=10) During Graded
Glucose Infusion

Glucagon secretion
Liraglutide injection lowered blood glucose by stimulating insulin secretion and lowering glucagon secretion. A single
dose of liraglutide injection 7.5 mcg/kg (~ 0.7 mg) did not impair glucagon response to low glucose concentrations.
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Gastric emptying
Liraglutide injection causes a delay of gastric emptying, thereby reducing the rate at which postprandial glucose appears
in the circulation.

Cardiac Electrophysiology (QTc)
The effect of liraglutide injection on cardiac repolarization was tested in a QTc study. Liraglutide injection at steady state
concentrations with daily doses up to 1.8 mg did not produce QTc prolongation.

12.3 Pharmacokinetics

Absorption
Following subcutaneous administration, maximum concentrations of liraglutide are achieved at 8 to 12 hours post dosing.

The mean peak (Cmax) 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, Cmax and AUC of liraglutide
increased proportionally over the therapeutic dose range of 0.6 mg to 1.8 mg. At 1.8 mg liraglutide injection, the average
steady state concentration of liraglutide over 24 hours was approximately 128 ng/mL. AUCy... was equivalent between
upper arm and abdomen, and between upper arm and thigh. AUCo... from thigh was 22% lower than that from abdomen.
However, liraglutide exposures were considered comparable among these three subcutaneous injection sites. Absolute
bioavailability of liraglutide following subcutaneous administration is approximately 55%.

Distribution

The mean apparent volume of distribution after subcutaneous administration of liraglutide injection 0.6 mg is
approximately 13 L. The mean volume of distribution after intravenous administration of liraglutide injection is 0.07 L/kg.
Liraglutide is extensively bound to plasma protein (>98%).

Elimination
The mean apparent clearance following subcutaneous administration of a single dose of liraglutide is approximately 1.2
L/h with an elimination half-life of approximately 13 hours.

Metabolism

During the initial 24 hours following administration of a single [®*H]-liraglutide dose to healthy subjects, the major
component in plasma was intact liraglutide. Liraglutide is endogenously metabolized in a similar manner to large proteins
without a specific organ as a major route of elimination.

Excretion

Following a [*H]-liraglutide dose, intact liraglutide was not detected in urine or 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 to 8 days.

Specific Populations

Geriatric Patients

Age had no effect on the pharmacokinetics of liraglutide injection based on a pharmacokinetic study in healthy elderly
subjects (65 to 83 years) and population pharmacokinetic analyses of patients 18 to 80 years of age [see Use in Specific
Populations (8.5)].

Pediatric Patients

A population pharmacokinetic analysis was conducted for liraglutide injection using data from 72 pediatric patients (10 to
17 years of age) with type 2 diabetes mellitus. The pharmacokinetic profile of liraglutide injection in the pediatric patients
was consistent with that in adults.
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Male and Female Patients
Based on the results of population pharmacokinetic analyses, females have 25% lower weight-adjusted clearance of
liraglutide injection compared to males.

Race or Ethnic Groups

Race and ethnicity had no effect on the pharmacokinetics of liraglutide injection based on the results of population
pharmacokinetic analyses that included White, Black or African American, Asian and Hispanic or Latino/Non-Hispanic
or Latino subjects.

Body Weight

Body weight significantly affects the pharmacokinetics of liraglutide injection based on results of population
pharmacokinetic analyses. The exposure of liraglutide decreases with an increase in baseline body weight. However, the
1.2 mg and 1.8 mg daily doses of liraglutide injection provided adequate systemic exposures over the body weight range
of 40 to 160 kg evaluated in the clinical trials. Liraglutide was not studied in patients with body weight >160 kg.

Patients with Renal Impairment

The single-dose pharmacokinetics of liraglutide injection were evaluated in patients with varying degrees of renal
impairment. Patients with mild (estimated creatinine clearance 50 to 80 mL/min) to severe (estimated creatinine clearance
<30 mL/min) renal impairment and subjects with end-stage renal disease requiring dialysis were included in the trial.
Compared to healthy subjects, liraglutide AUC in 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 Specific Populations (8.6)].

Patients with Hepatic Impairment

The single-dose pharmacokinetics of liraglutide injection were evaluated in patients with varying degrees of hepatic
impairment. Patients with mild (Child Pugh score 5 to 6) to severe (Child Pugh score > 9) hepatic impairment were
included in the trial. Compared to healthy subjects, liraglutide AUC in patients with mild, moderate and severe hepatic
impairment was on average 11%, 14% and 42% lower, respectively [see Use in Specific Populations (8.7)].

Drug Interaction Studies

In vitro assessment of drug-drug interactions

Liraglutide injection has low potential for pharmacokinetic drug-drug interactions related to cytochrome P450 (CYP) and
plasma protein binding.

In vivo assessment of drug-drug interactions

The drug-drug interaction studies were performed at steady state with liraglutide injection 1.8 mg/day. Before
administration of concomitant treatment, subjects underwent a 0.6 mg weekly dose increase to reach the maximum dose
of 1.8 mg/day. Administration of the interacting drugs was timed so that Cnax Of liraglutide injection (8 to 12 h) would
coincide with the absorption peak of the co-administered drugs.

Digoxin

A single dose of digoxin 1 mg was administered 7 hours after the dose of liraglutide injection at steady state. The
concomitant administration with liraglutide injection resulted in a reduction of digoxin AUC by 16%; Cmax decreased by
31%. Digoxin median time to maximal concentration (Tmax) was delayed from 1 h to 1.5 h.

Lisinopril
A single dose of lisinopril 20 mg was administered 5 minutes after the dose of liraglutide injection at steady state. The co-

administration with liraglutide injection resulted in a reduction of lisinopril AUC by 15%; Cmax decreased by 27%.
Lisinopril median Tmax Was delayed from 6 h to 8 h with liraglutide injection.
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Atorvastatin

Liraglutide injection did not change the overall exposure (AUC) of atorvastatin following a single dose of atorvastatin 40
mg, administered 5 hours after the dose of liraglutide injection at steady state. Atorvastatin Cmax Was decreased by 38%
and median Tmax Was delayed from 1 h to 3 h with liraglutide injection.

Acetaminophen

Liraglutide injection did not change the overall exposure (AUC) of acetaminophen following a single dose of
acetaminophen 1,000 mg, administered 8 hours after the dose of liraglutide injection at steady state. Acetaminophen Cpax
was decreased by 31% and median Tmax Was delayed up to 15 minutes.

Griseofulvin

Liraglutide injection did not change the overall exposure (AUC) of griseofulvin following co-administration of a single
dose of griseofulvin 500 mg with liraglutide injection at steady state. Griseofulvin Crnax increased by 37% while median
Tmax did not change.

Oral Contraceptives

A single dose of an oral contraceptive combination product containing 0.03 mg ethinylestradiol and 0.15 mg
levonorgestrel was administered under fed conditions and 7 hours after the dose of liraglutide injection at steady state.
Liraglutide injection lowered ethinylestradiol and levonorgestrel Crmax by 12% and 13%, respectively. There was no effect
of liraglutide injection on the overall exposure (AUC) of ethinylestradiol. Liraglutide injection increased the
levonorgestrel AUC,. by 18%. Liraglutide injection delayed Tmax for both ethinylestradiol and levonorgestrel by 1.5 h.

Insulin Detemir

No pharmacokinetic interaction was observed between liraglutide injection and insulin detemir when separate
subcutaneous injections of insulin detemir 0.5 Unit/kg (single-dose) and liraglutide injection 1.8 mg (steady state) were
administered in patients with type 2 diabetes mellitus.

12.6 Immunogenicity

The observed incidence of anti-drug antibodies is highly dependent on the sensitivity and specificity of the assay.
Differences in assay methods preclude meaningful comparisons of the incidence of anti-drug antibodies in the studies
described below with the incidence of anti-drug antibodies in other studies, including those with liraglutide injection or
other liraglutide products.

A subset of liraglutide injection-treated patients (1,104 of 2,501, 44%) in five adult double-blind clinical trials of 26
weeks duration or longer were tested for the presence of anti-liraglutide antibodies at the end of treatment [see Clinical
Studies (14.1)] and 102/1,104 (9%) of liraglutide injection-treated patients developed anti-liraglutide antibodies. Of these
102 liraglutide injection-treated patients, 56 (5%) patients developed antibodies that cross-reacted with native GLP-1.
These cross-reacting antibodies were not tested for neutralizing effect against native GLP-1, and thus the potential for
clinically significant neutralization of native GLP-1 was not assessed. Antibodies that had a neutralizing effect on
liraglutide in an in vitro assay occurred in 12 (1%) of the liraglutide injection-treated patients. There was no identified
clinically significant effect of anti-liraglutide antibodies on effectiveness of liraglutide injection.

In five double-blind adult glycemic control trials of liraglutide injection, events from a composite of adverse events
potentially related to immunogenicity (e.g., urticaria, angioedema) occurred among 0.8% of liraglutide injection-treated
patients and among 0.4% of comparator-treated patients. Urticaria accounted for approximately one-half of the events in
this composite for liraglutide injection-treated patients. Patients who developed anti-liraglutide antibodies were not more
likely to develop events from the immunogenicity events composite than were patients who did not develop anti-
liraglutide antibodies.
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In a clinical trial with pediatric patients aged 10 years and older [see Clinical Studies (14.2)], anti-liraglutide antibodies
were detected in 1 (2%) liraglutide injection-treated patient at week 26 and 5 (9%) liraglutide injection-treated patients at
week 53. None of the 5 patients had antibodies cross reactive to native GLP-1 or had neutralizing antibodies.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

A 104-week carcinogenicity study was conducted in male and female CD-1 mice at doses of 0.03, 0.2, 1.0, and 3.0
mg/kg/day liraglutide administered by bolus subcutaneous injection yielding systemic exposures 0.2-, 2-, 10- and 45-times
the human exposure, respectively, at the MRHD of 1.8 mg/day based on plasma AUC comparison. A dose-related
increase in benign thyroid C-cell adenomas was seen in the 1.0 and the 3.0 mg/kg/day groups with incidences of 13% and
19% in males and 6% and 20% in females, respectively. C-cell adenomas did not occur in control groups or 0.03 and 0.2
mg/kg/day groups. Treatment-related malignant C-cell carcinomas occurred in 3% of females in the 3.0 mg/kg/day group.
Thyroid C-cell tumors are rare findings during carcinogenicity testing in mice. A treatment-related increase in
fibrosarcomas was seen on the dorsal skin and subcutis, the body surface used for drug injection, in males in the 3
mg/kg/day group. These fibrosarcomas were attributed to the high local concentration of drug near the injection site. The
liraglutide concentration in the clinical formulation (6 mg/mL) is 10-times higher than the concentration in the
formulation used to administer 3 mg/kg/day liraglutide to mice in the carcinogenicity study (0.6 mg/mL).

A 104-week carcinogenicity study was conducted in male and female Sprague Dawley rats at doses of 0.075, 0.25 and
0.75 mg/kg/day liraglutide administered by bolus subcutaneous injection with exposures 0.5-, 2- and 8-times the human
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%, 33%, and 56% in 0
(control), 0.075, 0.25, and 0.75 mg/kg/day groups, respectively. A treatment-related increase in malignant thyroid C-cell
carcinomas was observed in all male 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%, 0%, 4%, and 6% in O (control), 0.075, 0.25, and 0.75 mg/kg/day groups,
respectively. Thyroid C-cell carcinomas are rare findings during carcinogenicity testing in rats.

Studies in mice demonstrated that liraglutide-induced C-cell proliferation was dependent on the GLP-1 receptor and that
liraglutide did not cause activation of the REarranged during Transfection (RET) proto-oncogene in thyroid C-cells.

Human relevance of thyroid C-cell tumors in mice and rats is unknown and has not been determined by clinical studies or
nonclinical studies [see Boxed Warning and Warnings and Precautions (5.1)].

Liraglutide was negative with and without metabolic activation 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 of 0.1, 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 weeks prior to and throughout mating until gestation day 17.
No direct adverse effects on male fertility was observed at doses up to 1.0 mg/kg/day, a high dose yielding an estimated
systemic exposure 11- times the human exposure at the MRHD, based on plasma AUC. In female rats, an increase in early
embryonic deaths occurred at 1.0 mg/kg/day. Reduced body weight gain and food consumption were observed in females
at the 1.0 mg/kg/day dose.
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14 CLINICAL STUDIES

14.1 Glycemic Control Trials in Adults with Type 2 Diabetes Mellitus

In glycemic control trials in adults, liraglutide injection has been studied as monotherapy and in combination with one or
two oral anti-diabetic medications or basal insulin.

In each of the placebo controlled trials, treatment with liraglutide injection produced clinically and statistically significant
improvements in hemoglobin A;c and fasting plasma glucose (FPG) compared to placebo.

All liraglutide injection-treated patients started at 0.6 mg/day. The dose was increased in weekly intervals by 0.6 mg to
reach 1.2 mg or 1.8 mg for patients randomized to these higher doses. Liraglutide injection 0.6 mg is not effective for
glycemic control and is intended only as a starting dose to reduce gastrointestinal intolerance [see Dosage and
Administration (2)].

Monotherapy

In this 52-week trial, 746 adult patients with type 2 diabetes mellitus were randomized to liraglutide injection 1.2 mg,
liraglutide injection 1.8 mg, or glimepiride 8 mg. Patients who were randomized to glimepiride were initially treated with
2 mg daily for two weeks, increasing to 4 mg daily for another two weeks, and finally increasing to 8 mg daily. Treatment
with liraglutide injection 1.8 mg and 1.2 mg resulted in a statistically significant reduction in HbA:. compared to
glimepiride (Table 3). The percentage of patients who discontinued due to ineffective therapy was 3.6% in the liraglutide
injection 1.8 mg treatment group, 6.0% in the liraglutide injection 1.2 mg treatment group, and 10.1% in the glimepiride-
treatment group.

The mean age of participants was 53 years, and the mean duration of diabetes was 5 years. Participants were 49.7% male,
77.5% White, 12.6% Black or African American and 35.0% of Hispanic or Latino ethnicity. The mean BMI was 33.1
kg/m2,

Table 3 Results of a 52-week Monotherapy Trial in Adults with Type 2 Diabetes Mellitus?

Liraglutide Liraglutide Glimepiride
Injection Injection 8 mg
1.8 mg 1.2mg
Intent-to-Treat Population (N) 246 251 248
HbA:c (%) (Mean)
Baseline 8.2 8.2 8.2
Change from baseline (adjusted mean) ® -1.1 -0.8 -0.5
Difference from glimepiride arm (adjusted mean) ° -0.6** -0.3*
95% Confidence Interval (-0.8,-0.4) (-0.5,-0.1)
Percentage of patients achieving HbA1c <7% 51 43 28
Fasting Plasma Glucose (mg/dL) (Mean)
Baseline 172 168 172
Change from baseline (adjusted mean) ® -26 -15 -5
Difference from glimepiride arm (adjusted mean) ° -20%* -10*
95% Confidence Interval (-29, -12) (-19,-1)
Body Weight (kg) (Mean)
Baseline 92.6 92.1 93.3
Change from baseline (adjusted mean) ® -2.5 -2.1 +1.1
Difference from glimepiride arm (adjusted mean) ® -3.6%* -3.2%*
95% Confidence Interval (-4.3, -2.9) (-3.9, -2.5)

aIntent-to-treat population using last observation on study
b|_east squares mean adjusted for baseline value

*p-value <0.05

**p-value <0.0001
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“#~ Glimepiride
- Liraglutide Injection 1.2 mg
~#~ Liraglutide Injection 1.8 mg

‘pvalue 50,0014 for Lirsglutide Injaction 1.2 mg compared to glumepiride p-value

" < 0,0014 for Liraglutide Injaction 1.8 mg compared to glumapiride
P values derived from change from baseline ANCOVA model

Figure 3 Mean HbA:. for Adult Patients with Type 2 Diabetes Mellitus who Completed the 52-week Trial and for
the Last Observation Carried Forward (LOCEF, intent-to-treat) data at Week 52 (Monotherapy)

Combination Therapy

Add-on to Metformin

In this 26-week trial, 1,091 adult patients with type 2 diabetes mellitus were randomized to liraglutide injection 0.6 mg,
liraglutide injection 1.2 mg, liraglutide injection 1.8 mg, placebo, or glimepiride 4 mg (one-half of the maximal approved
dose in the United States), all as add-on to metformin. Randomization occurred after a 6-week run-in period consisting of
a 3-week initial forced metformin titration period followed by a maintenance period of another 3 weeks. During the
titration period, doses of metformin were increased up to 2,000 mg/day. Treatment with liraglutide injection 1.2 mg and
1.8 mg as add-on to metformin resulted in a significant mean HbA:. reduction relative to placebo add-on to metformin and
resulted in a similar mean HbA reduction relative to glimepiride 4 mg add-on to metformin (Table 4). The percentage of
patients who discontinued due to ineffective therapy was 5.4% in the liraglutide injection 1.8 mg + metformin treatment
group, 3.3% in the liraglutide injection 1.2 mg + metformin treatment group, 23.8% in the placebo + metformin treatment
group, and 3.7% in the glimepiride + metformin treated group.

The mean age of participants was 57 years, and the mean duration of diabetes was 7 years. Participants were 58.2% male,
87.1% White and 2.4% Black or African American. The mean BMI was 31.0 kg/m?.

Table 4 Results of a 26-week Trial of Liraglutide Injection as Add-on to Metformin in Adults with Type 2 Diabetes
Mellitus®

Liraglutide | Liraglutide | Placebo + [ Glimepiride
Injection Injection Metformin 4 mg'+
1.8mg + 1.2mg+ Metformin
Metformin [ Metformin

Intent-to-Treat Population (N) 242 240 121 242
HbA:: (%) (Mean)

Baseline 8.4 8.3 8.4 8.4

Change from baseline (adjusted mean) ® -1.0 -1.0 +0.1 -1.0

Difference from placebo + metformin arm (adjusted mean)® -1.1** -1.1**

95% Confidence Interval (-1.3,-0.9) (-1.3,-0.9)

Difference from glimepiride + metformin arm (adjusted mean) ° 0.0 0.0

95% Confidence Interval (-0.2,0.2) (-0.2,0.2)

Percentage of patients achieving HbA1c <7% 42 35 11 36
Fasting Plasma Glucose (mg/dL) (Mean)

Baseline 181 179 182 180

Change from baseline (adjusted mean) ° -30 -30 +7 -24

Difference from placebo + metformin arm (adjusted mean) ® -38** -37**

95% Confidence Interval (-48, -27) (-47, -26)

Difference from glimepiride + metformin arm (adjusted mean) ® -7 -6

95% Confidence Interval (-16, 2) (-15, 3)
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Body Weight (kg) (Mean)
Baseline 88.0 88.5 91.0 89.0
Change from baseline (adjusted mean) ® -2.8 -2.6 -1.5 +1.0
Difference from placebo + metformin arm (adjusted mean)® -1.3* -1.1*
95% Confidence Interval (-2.2,-0.4) (-2.0,-0.2)
Difference from glimepiride + metformin arm (adjusted mean) -3.8%* -3.5**
95% Confidence Interval (-4.5, -3.0) (-4.3, -2.8)

2Intent-to-treat population using last observation on study

®|_east squares mean adjusted for baseline value

tFor glimepiride, one-half of the maximal approved United States dose.
*p-value <0.05

**p-value <0.0001

Liraglutide Injection Compared to Sitagliptin, Both as Add-on to Metformin

In this 26-week, open-label trial, 665 adult patients with type 2 diabetes mellitus on a background of metformin >1,500
mg per day were randomized to liraglutide injection 1.2 mg once daily, liraglutide injection 1.8 mg once daily or
sitagliptin 100 mg once daily, all dosed according to approved labeling. Patients were to continue their current treatment
on metformin at a stable, pre-trial dose level and dosing frequency.

The mean age of participants was 56 years, and the mean duration of diabetes was 6 years. Participants were 52.9% male,
86.6% White, 7.2% Black or African American and 16.2% of Hispanic or Latino ethnicity. The mean BMI was 32.8
kg/m2,

The primary endpoint was the change in HbA;. from baseline to Week 26. Treatment with liraglutide injection 1.2 mg and
liraglutide injection 1.8 mg resulted in statistically significant reductions in HbA. relative to sitagliptin 100 mg (Table 5).
The percentage of patients who discontinued due to ineffective therapy was 3.1% in the liraglutide injection 1.2 mg group,
0.5% in the liraglutide injection 1.8 mg treatment group, and 4.1% in the sitagliptin 100 mg treatment group. From a mean
baseline body weight of 94 kg, there was a mean reduction of 2.7 kg for liraglutide injection 1.2 mg, 3.3 kg for liraglutide
injection 1.8 mg, and 0.8 kg for sitagliptin 100 mg.

Table 5 Results of a 26-week Open-label Trial of Liraglutide Injection Compared to Sitagliptin (both in
combination with metformin) in Adults with Type 2 Diabetes Mellitus?

Liraglutide Liraglutide Injection Sitagliptin
Injection 1.2mg+ 100 mg+
1.8 mg+ Metformin Metformin
Metformin
Intent-to-Treat Population (N) 218 221 219
HbA:: (%) (Mean)
Baseline 8.4 8.4 8.5
Change from baseline (adjusted mean) -1.5 -1.2 -0.9
Difference from sitagliptin arm (adjusted mean) ® -0.6** -0.3**
95% Confidence Interval (-0.8,-0.4) (-0.5, -0.2)
Percentage of patients achieving HbA1c <7% 56 44 22
Fasting Plasma Glucose (mg/dL) (Mean)
Baseline 179 182 180
Change from baseline (adjusted mean) -39 -34 -15
Difference from sitagliptin arm (adjusted mean)® -24** -19**
95% Confidence Interval (-31, -16) (-26, -12)

aIntent-to-treat population using last observation on study
b|_east squares mean adjusted for baseline value
**p-value <0.0001
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*p-value <0.0001 for Liraglutide Injection compared with sitagliptin
values derived from change from baseline ANCOVA model

Figure 4 Mean HbA. for Adult Patients with Type 2 Diabetes Mellitus who Completed the 26-week Trial and for
the Last Observation Carried Forward (LOCF, intent-to-treat) data at Week 26

Combination Therapy with Metformin and Insulin

This 26-week open-label trial enrolled 988 adult patients with type 2 diabetes mellitus with inadequate glycemic control
(HbA1 7-10%) on metformin (>1,500 mg/day) alone or inadequate glycemic control (HbA1c 7-8.5%) on metformin
(>1,500 mg/day) and a sulfonylurea. Patients who were on metformin and a sulfonylurea discontinued the sulfonylurea
then all patients entered a 12-week run-in period during which they received add-on therapy with liraglutide injection
titrated to 1.8 mg once-daily. At the end of the run-in period, 498 patients (50%) achieved HbA:c <7% with liraglutide
injection 1.8 mg and metformin and continued treatment in a non-randomized, observational arm. Another 167 patients
(17%) withdrew from the trial during the run-in period with approximately one-half of these patients doing so because of
gastrointestinal adverse reactions [see Adverse Reactions (6.1)]. The remaining 323 patients with HbA1c >7% (33% of
those who entered the run-in period) were randomized to 26 weeks of once-daily insulin detemir administered in the
evening as add-on therapy (N=162) or to continued, unchanged treatment with liraglutide injection 1.8 mg and metformin
(N=161). The starting dose of insulin detemir was 10 units/day and the mean dose at the end of the 26-week randomized
period was 39 units/day. During the 26 week randomized treatment period, the percentage of patients who discontinued
due to ineffective therapy was 11.2% in the group randomized to continued treatment with liraglutide injection 1.8 mg and
metformin and 1.2% in the group randomized to add-on therapy with insulin detemir.

The mean age of participants was 57 years, and the mean duration of diabetes was 8 years. Participants were 55.7% male,
91.3% White, 5.6% Black or African American and 12.5% of Hispanic or Latino ethnicity. The mean BMI was 34.0
kg/m?,

Treatment with insulin detemir as add-on to liraglutide injection 1.8 mg + metformin resulted in statistically significant
reductions in HbAcand FPG compared to continued, unchanged treatment with liraglutide injection 1.8 mg + metformin
alone (Table 6). From a mean baseline body weight of 96 kg after randomization, there was a mean reduction of 0.3 kg in
the patients who received insulin detemir add-on therapy compared to a mean reduction of 1.1 kg in the patients who
continued on unchanged treatment with liraglutide injection 1.8 mg + metformin alone.
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Table 6 Results of a 26-week Open-label Trial of Insulin detemir as add on to Liraglutide Injection + Metformin
Compared to Continued Treatment with Liraglutide Injection + Metformin alone in Adult Patients with Type 2

Diabetes Mellitus not Achieving HbA:c < 7% after 12 weeks of Metformin and Liraglutide Injection?

Insulin detemir + Liraglutide
Liraglutide Injection | Injection +
+ Metformin Metformin
Intent-to-Treat Population (N) 162 157
HbA:: (%) (Mean)
Baseline (week 0) 7.6 7.6
Change from baseline (adjusted mean) -0.5 0
Difference from Liraglutide Injection + metformin arm (LS mean) ° -0.5**
95% Confidence Interval (-0.7,-0.4)
Percentage of patients achieving HbA1c <7% 43 17
Fasting Plasma Glucose (mg/dL) (Mean)
Baseline (week 0) 166 159
Change from baseline (adjusted mean) -39 -7
Difference from Liraglutide Injection + metformin arm (LS mean) ° -31%*
95% Confidence Interval (-39, -23)

aIntent-to-treat population using last observation on study
b|_east squares mean adjusted for baseline value
**p-value <0.0001

Add-on to Sulfonylurea

In this 26-week trial, 1,041 adult patients with type 2 diabetes mellitus were randomized to liraglutide injection 0.6 mg,
liraglutide injection 1.2 mg, liraglutide injection 1.8 mg, placebo, or rosiglitazone 4 mg (one-half of the maximal
approved dose in the United States), all as add-on to glimepiride. Randomization occurred after a 4-week run-in period
consisting of an initial, 2-week, forced-glimepiride titration period followed by a maintenance period of another 2 weeks.
During the titration period, doses of glimepiride were increased to 4 mg/day. The doses of glimepiride could be reduced
(at the discretion of the investigator) from 4 mg/day to 3 mg/day or 2 mg/day (minimum) after randomization, in the event

of unacceptable hypoglycemia or other adverse events.

The mean age of participants was 56 years, and the mean duration of diabetes was 8 years. Participants were 49.4% male,
64.4% White and 2.8% Black or African American. The mean BMI was 29.9 kg/m?.

Treatment with liraglutide injection 1.2 mg and 1.8 mg as add-on to glimepiride resulted in a statistically significant
reduction in mean HbA. compared to placebo add-on to glimepiride (Table 7). The percentage of patients who
discontinued due to ineffective therapy was 3.0% in the liraglutide injection 1.8 mg + glimepiride treatment group, 3.5%
in the liraglutide injection 1.2 mg + glimepiride treatment group, 17.5% in the placebo + glimepiride treatment group, and

6.9% in the rosiglitazone + glimepiride treatment group.

Table 7 Results of a 26-week Trial of Liraglutide Injection as add-on to Sulfonylurea in Adult Patients with Type 2

Diabetes Mellitus?

Liraglutide | Liraglutide Rosiglitazone
Injection Injection Placebo + 4mg' +
1.8mg + 1.2mg+ Glimepiride Glimepiride
Glimepiride | Glimepiride
Intent-to-Treat Population (N) 234 228 114 231
HbA:c (%) (Mean)
Baseline 8.5 8.5 8.4 8.4
Change from baseline (adjusted mean)® -1.1 -1.1 +0.2 -04
Difference from placebo + glimepiride arm (adjusted mean) ® -1.4%* -1.3%*
95% Confidence Interval (-1.6,-1.1) (-15,-1.1)
Percentage of patients achieving HbA1c <7% 42 35 7 22
Fasting Plasma Glucose (mg/dL) (Mean)
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Baseline 174 177 171 179
Change from baseline (adjusted mean) ® -29 -28 +18 -16
Difference from placebo + glimepiride arm (adjusted mean) ® -4T7** -46**
95% Confidence Interval (-58, -35) (-58, -35)

Body Weight (kg) (Mean)
Baseline 83.0 80.0 81.9 80.6
Change from baseline (adjusted mean) ® -0.2 +0.3 -0.1 +2.1
Difference from placebo + glimepiride arm (adjusted mean) ° -0.1 0.4
95% Confidence Interval (-0.9, 0.6) (-0.4,1.2)

aIntent-to-treat population using last observation on study

b_east squares mean adjusted for baseline value

fFor rosiglitazone, one-half of the maximal approved United States dose.
**p-value <0.0001

Add-on to Metformin and Sulfonylurea

In this 26-week trial, 581 adult patients with type 2 diabetes mellitus were randomized to liraglutide injection 1.8 mg,
placebo, or insulin glargine, all as add-on to metformin and glimepiride. Randomization took place after a 6-week run-in
period consisting of a 3-week forced metformin and glimepiride titration period followed by a maintenance period of
another 3 weeks. During the titration period, doses of metformin and glimepiride were to be increased up to 2,000 mg/day
and 4 mg/day, respectively. After randomization, patients randomized to liraglutide injection 1.8 mg underwent a 2 week
period of titration with liraglutide injection. During the trial, the liraglutide injection and metformin doses were fixed,
although glimepiride and insulin glargine doses could be adjusted. Patients titrated glargine twice-weekly during the first
8 weeks of treatment based on self-measured fasting plasma glucose on the day of titration. After Week 8, the frequency
of insulin glargine titration was left to the discretion of the investigator, but, at a minimum, the glargine dose was to be
revised, if necessary, at Weeks 12 and 18. Only 20% of glargine-treated patients achieved the pre-specified target fasting
plasma glucose of <100 mg/dL. Therefore, optimal titration of the insulin glargine dose was not achieved in most patients.

The mean age of participants was 58 years, and the mean duration of diabetes was 9 years. Participants were 56.5% male,
75.0% White and 3.6% Black or African American. The mean BMI was 30.5 kg/m?.

Treatment with liraglutide injection as add-on to glimepiride and metformin resulted in a statistically significant mean
reduction in HbA. compared to placebo add-on to glimepiride and metformin (Table 8). The percentage of patients who
discontinued due to ineffective therapy was 0.9% in the liraglutide injection 1.8 mg + metformin + glimepiride treatment
group, 0.4% in the insulin glargine + metformin + glimepiride treatment group, and 11.3% in the placebo + metformin +
glimepiride treatment group.

Table 8 Results of a 26-week Trial of Liraglutide Injection as Add-on to Metformin and Sulfonylurea in Adult
Patients with Type 2 Diabetes Mellitus?

Liraglutide Insulin
Injection Placebo + larginet +
1.8 mg+ Metformin + g fg .
Metformin + Glimepiride Metformin +
. . Glimepiride
Glimepiride
Intent-to-Treat Population (N) 230 114 232
HbA:c (%) (Mean)
Baseline 8.3 8.3 8.1
Change from baseline (adjusted mean)® -1.3 -0.2 -1.1
Difference from placebo + metformin + glimepiride arm (adjusted mean) ® -1.1%*
95% Confidence Interval (-1.3,-0.9)
Percentage of patients achieving HbA1c <7% 53 15 46
Fasting Plasma Glucose (mg/dL) (Mean)
Baseline 165 170 164
Change from baseline (adjusted mean) ® -28 +10 -32
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Difference from placebo + metformin + glimepiride arm (adjusted mean) ® -38**
95% Confidence Interval (-46, -30)

Body Weight (kg) (Mean)
Baseline 85.8 85.4 85.2
Change from baseline (adjusted mean) ® -1.8 -0.4 1.6
Difference from placebo + metformin + glimepiride arm (adjusted mean) -1.4*
95% Confidence Interval (-2.1,-0.7)

aIntent-to-treat population using last observation on study

b|_east squares mean adjusted for baseline value

fFor insulin glargine, optimal titration regimen was not achieved for 80% of patients.
*p-value <0.05

**p-value <0.0001

Liraglutide Injection Compared to Exenatide, Both as Add-on to Metformin and/or Sulfonylurea Therapy

In this 26-week, open-label trial, 464 adult patients with type 2 diabetes mellitus on a background of metformin
monotherapy, sulfonylurea monotherapy or a combination of metformin and sulfonylurea were randomized to once daily
liraglutide injection 1.8 mg or exenatide 10 mcg twice daily. Maximally tolerated doses of background therapy were to
remain unchanged for the duration of the trial. Patients randomized to exenatide started on a dose of 5 mcg twice-daily for
4 weeks and then were escalated to 10 mcg twice daily.

The mean age of participants was 57 years, and the mean duration of diabetes was 8 years. Participants were 51.9% male,
91.8% White, 5.4% Black or African American and 12.3% of Hispanic or Latino ethnicity. The mean BMI was 32.9
kg/m2,

Treatment with liraglutide injection 1.8 mg resulted in statistically significant reductions in HbA1c and FPG relative to
exenatide (Table 9). The percentage of patients who discontinued for ineffective therapy was 0.4% in the liraglutide
injection treatment group and 0% in the exenatide treatment group. Both treatment groups had a mean decrease from
baseline in body weight of approximately 3 kg.

Table 9 Results of a 26-week Open-label trial of Liraglutide Injection versus Exenatide (both in combination with
metformin and/or sulfonylurea) in Adult Patients with Type 2 Diabetes Mellitus?

Liraglutide Injection Exenatide
1.8 mg once daily 10 mcg twice daily
+ metformin and/or + metformin and/or
sulfonylurea sulfonylurea
Intent-to-Treat Population (N) 233 231
HbA:c (%) (Mean)
Baseline 8.2 8.1
Change from baseline (adjusted mean) ® -1.1 -0.8
Difference from exenatide arm (adjusted mean)® -0.3**
95% Confidence Interval (-0.5, -0.2)
Percentage of patients achieving HbA1. <7% 54 43
Fasting Plasma Glucose (mg/dL) (Mean)
Baseline 176 171
Change from baseline (adjusted mean) ® -29 -11
Difference from exenatide arm (adjusted mean) ® -18**
95% Confidence Interval (-25, -12)

aIntent-to-treat population using last observation carried forward
b|_east squares mean adjusted for baseline value
**p-value <0.0001

Add-on to Metformin and Thiazolidinedione
In this 26-week trial, 533 adult patients with type 2 diabetes mellitus were randomized to liraglutide injection 1.2 mg,
liraglutide injection 1.8 mg or placebo, all as add-on to rosiglitazone (8 mg) plus metformin (2,000 mg). Patients
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underwent a 9 week run-in period (3-week forced dose escalation followed by a 6-week dose maintenance phase) with
rosiglitazone (starting at 4 mg and increasing to 8 mg/day within 2 weeks) and metformin (starting at 500 mg with
increasing weekly increments of 500 mg to a final dose of 2,000 mg/day). Only patients who tolerated the final dose of
rosiglitazone (8 mg/day) and metformin (2,000 mg/day) and completed the 6-week dose maintenance phase were eligible

for randomization into the trial.

The mean age of participants was 55 years, and the mean duration of diabetes was 9 years. Participants were 61.6% male,
84.2% White, 10.2% Black or African American and 16.4% of Hispanic or Latino ethnicity. The mean BMI was 33.9

kg/m2,

Treatment with liraglutide injection as add-on to metformin and rosiglitazone produced a statistically significant reduction
in mean HbA:. compared to placebo add-on to metformin and rosiglitazone (Table 10). The percentage of patients who
discontinued due to ineffective therapy was 1.7% in the liraglutide injection 1.8 mg + metformin + rosiglitazone treatment
group, 1.7% in the liraglutide injection 1.2 mg + metformin + rosiglitazone treatment group, and 16.4% in the placebo +

metformin + rosiglitazone treatment group.

Table 10 Results of a 26-week Trial of Liraglutide Injection as Add-on to Metformin and Thiazolidinedione in

Adult Patients with Type 2 Diabetes Mellitus?

Liraglutide Liraglutide
Injection Injection Placebo +
1.8 mg+ 1.2mg+ Metformin +
Metformin + | Metformin + | Rosiglitazone
Rosiglitazone | Rosiglitazone
Intent-to-Treat Population (N) 178 177 175
HbA:: (%) (Mean)
Baseline 8.6 8.5 8.4
Change from baseline (adjusted mean) ® -1.5 -1.5 -0.5
Difference from placebo + metformin + rosiglitazone arm (adjusted mean) ° -0.9** -0.9**
95% Confidence Interval (-1.1,-0.8) (-1.1,-0.8)
Percentage of patients achieving HbA1c <7% 54 57 28
Fasting Plasma Glucose (mg/dL) (Mean)
Baseline 185 181 179
Change from baseline (adjusted mean) ® -44 -40 -8
Difference from placebo + metformin + rosiglitazone arm (adjusted mean) ® -36** -32**
95% Confidence Interval (-44, -27) (-41, -23)
Body Weight (kg) (Mean)
Baseline 94.9 95.3 98.5
Change from baseline (adjusted mean)® -2.0 -1.0 +0.6
Difference from placebo + metformin + rosiglitazone arm (adjusted mean) ® -2.6** -1.6**
95% Confidence Interval (-3.4,-1.8) (-2.4,-1.0)

3Intent-to-treat population using last observation on study
b|_east squares mean adjusted for baseline value
**p-value <0.0001

Liraglutide Injection Compared to Placebo Both With or Without metformin and/or Sulfonylurea and/or Pioglitazone

and/or Basal or Premix insulin in Patients with Type 2 Diabetes Mellitus and Moderate Renal Impairment

In this 26-week, double-blind, randomized, placebo-controlled, parallel-group trial in adult patients with type 2 diabetes
mellitus, 279 patients with moderate renal impairment, as per MDRD formula (eGFR 30-59 mL/min/1.73 m?), were
randomized to liraglutide injection or placebo once daily. Liraglutide injection was added to the patient’s stable pre-trial
antidiabetic regimen (insulin therapy and/or metformin, pioglitazone, or sulfonylurea). The dose of liraglutide injection
was escalated according to approved labeling to achieve a dose of 1.8 mg per day. The insulin dose was reduced by 20%
at randomization for patients with baseline HbA:c < 8% and fixed until liraglutide dose escalation was complete. Dose
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reduction of insulin and SU was allowed in case of hypoglycemia; up titration of insulin was allowed but not beyond the

pre-trial dose.

The mean age of participants was 67 years, and the mean duration of diabetes was 15 years. Participants were 50.5%
male, 92.3% White, 6.6% Black or African American, and 7.2% of Hispanic or Latino ethnicity. The mean BMI was 33.9

kg/m?. Approximately half of patients had an eGFR between 30 and <45mL/min/1.73 m2,

Treatment with liraglutide injection resulted in a statistically significant reduction in HbA;. from baseline at Week 26
compared to placebo (see Table 11). 123 patients reached the 1.8 mg dose of liraglutide injection.

Table 11 Results of a 26-week Trial of Liraglutide Injection Compared to Placebo in Adult Patients with Type 2
Diabetes Mellitus and Moderate Renal Impairment?®

Liraglutide I:rjlg%'fgkgmg + insulin Placebo + insulin and/or OAD
Intent to Treat Population (N) 140 137
HbAlc (%)
Baseline (mean) 8.1 8.0
Change from baseline (estimated mean) ¢ -0.9 -04
Difference from placebo® ¢ -0.6*
95% Confidence Interval (-0.8, -0.3)
Proportion achieving HbA;c < 7% ¢ 39.3 19.7
FPG (mg/dL)
Baseline (mean) 171 167
Change from baseline (estimated mean) © -22 -10
Difference from placebo® -12**
95% Confidence Interval (-23,-0.8)

2 |ntent-to-treat population

b Estimated using a mixed model for repeated measurement with treatment, country, stratification groups as factors and
baseline as a covariate, all nested within visit. Multiple imputation method modeled “wash out” of the treatment effect for
patients having missing data who discontinued treatment.

¢ Early treatment discontinuation, before week 26, occurred in 25% and 22% of liraglutide injection and placebo patients,
respectively.

d Based on the known number of subjects achieving HbA1: < 7%. When applying the multiple imputation method
described in b) above, the estimated percents achieving HbAic < 7% are 47.6% and 24.9% for liraglutide injection and
placebo, respectively.

¢ Estimated using a mixed model for repeated measurement with treatment, country, stratification groups as factors and
baseline as a covariate, all nested within visit.

*p-value <0.0001

**p-value <0.05

14.2 Glycemic Control Trial in Pediatric Patients Aged 10 Years and Older with Type 2 Diabetes Mellitus

Liraglutide injection was evaluated in a 26-week, double-blind, randomized, parallel group, placebo controlled
multicenter trial (NCT01541215), in 134 pediatric patients with type 2 diabetes mellitus aged 10 years and older. Patients
were randomized to liraglutide injection once-daily or placebo once-daily in combination with metformin with or without
basal insulin treatment. All patients were on a metformin dose of 1,000 to 2,000 mg prior to randomization. The basal
insulin dose was decreased by 20% at randomization and liraglutide injection was titrated weekly by 0.6 mg for 2 to 3
weeks based on tolerability and an average fasting plasma glucose goal of <110 mg/dL.

The mean age was 14.6 years: 29.9% were ages 10 to 14 years, and 70.1% were greater than 14 years of age. 38.1% were
male, 64.9% were White, 13.4% were Asian, 11.9% were Black or African American; 29.1% were of Hispanic or Latino
ethnicity. The mean BMI was 33.9 kg/m? and the mean BMI SDS was 2.9. 18.7% of patients were using basal insulin at
baseline. The mean duration of diabetes was 1.9 years and the mean HbA1. was 7.8%.
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At week 26, treatment with liraglutide injection was superior in reducing HbA:. from baseline versus placebo. The
estimated treatment difference in HbA4c reduction from baseline between liraglutide injection and placebo was -1.06%
with a 95% confidence interval of [-1.65%; -0.46%] (see Table 12).

Table 12 Results at week 26 in a trial comparing Liraglutide Injection in combination with metformin with or
without basal insulin versus Placebo in combination with metformin with or without basal insulin in Pediatric
Patients Aged 10 Years and Older with Type 2 Diabetes Mellitus

Liraglutide Injection +

. . . Pl + metformin * linsulin
metformin * basal insulin acebo etio basal insu

N 66 68

HbA:c (%)

Baseline 7.9 7.7
End of 26 weeks 7.1 8.2
Adjusted mean change from baseline after 26 -0.64 0.42
weeks?

Treatment difference [95% CI] Liraglutide

- - L *
Injection vs Placebo 1.06 [-1.65; -0.46]

Percentage of patients achieving HbA . <7%" 63.7 36.5
FPG (mg/dL)

Baseline 157 147
End of 26 weeks 132 166
Adjusted mean change from baseline after 26 194 14.4
weeks?

. 5 . .
Treatment difference [95% Cl] Liraglutide -33.83 [-65.74: -11.92]
Injection vs Placebo

2 The change from baseline to end of treatment visit in HbAc and FPG was analyzed using a pattern mixture model with
multiple imputation. Missing observations (10.6% in the liraglutide injection, 14.5% in the placebo) were imputed from
the placebo arm based on multiple (x10,000) imputations. The data for week 26 was then analyzed with an ANCOVA
model containing treatment, sex and age group as fixed effects and baseline value as covariate.

b Categories are derived from continuous measurements of HbA:. using a pattern mixture model with multiple imputation
for missing observations.

* p-value <0.001

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

Liraglutide Injection: 18 mg/3 mL (6 mg/mL) clear, colorless solution in a pre-filled, single-patient-use pen that delivers
doses of 0.6 mg, 1.2 mg, or 1.8 mg is available in the following package sizes:

2 x Liraglutide Injection pen NDC 0143-9144-02

3 x Liraglutide Injection pen NDC 0143-9144-03

16.2 Recommended Storage

Prior to first use, Liraglutide Injection should be stored in a refrigerator between 36°F to 46°F (2°C to 8°C). Do not store in
the freezer or directly adjacent to the refrigerator cooling element. Do not freeze Liraglutide Injection and do not use
Liraglutide Injection if it has been frozen.

After first use of the Liraglutide Injection pen, the pen can be stored for 30 days at controlled room temperature (59°F to
86°F; 15°C to 30°C) or in a refrigerator (36°F to 46°F; 2°C to 8°C). Keep the pen cap on when not in use. Protect
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Liraglutide Injection from excessive heat and sunlight. Always remove and safely discard the needle after each injection
and store the Liraglutide Injection pen without an injection needle attached. This will reduce the potential for
contamination, infection, and leakage while also ensuring dosing accuracy. Always use a new needle for each injection to
prevent contamination.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Risk of Thyroid C-cell Tumors

Inform patients that liraglutide causes benign and malignant thyroid C-cell tumors in mice and rats and that the human
relevance of this finding is unknown. Counsel patients to report symptoms of thyroid tumors (e.g., a lump in the neck,
hoarseness, dysphagia, or dyspnea) to their physician [see Boxed Warning and Warnings and Precautions (5.1)].

Pancreatitis

Inform patients of the potential risk for pancreatitis. Explain that persistent severe abdominal pain that may radiate to the
back and which may or may not be accompanied by vomiting, is the hallmark symptom of acute pancreatitis. Instruct
patients to discontinue Liraglutide injection promptly and contact their physician if persistent severe abdominal pain
occurs [see Warnings and Precautions (5.2)].

Never Share a Liraglutide Injection Pen Between Patients
Advise patients that they must never share a liraglutide injection pen with another person, even if the needle is changed,
because doing so carries a risk for transmission of blood-borne pathogens [see Warnings and Precautions (5.3)].

Hypoglycemia
Inform patients that hypoglycemia has been reported when liraglutide injection is used with insulin secretagogues or

insulin and may occur in pediatric patients regardless of concomitant antidiabetic treatment. Educate patients or caregivers
on the signs and symptoms of hypoglycemia [see Warnings and Precautions (5.4)].

Acute Kidney Injury

Advise patients of the potential risk of dehydration due to gastrointestinal adverse reactions and to take precautions to
avoid fluid depletion. Inform patients of the potential risk for worsening renal function, which in some cases may require
dialysis [see Warnings and Precautions (5.5)].

Hypersensitivity Reactions

Inform patients that serious hypersensitivity reactions have been reported during postmarketing use of liraglutide
injection. Advise patients on the symptoms of hypersensitivity reactions and instruct them to stop taking liraglutide
injection and seek medical advice promptly if such symptoms occur [see Warnings and Precautions (5.6)].

Acute Gallbladder Disease
Inform patients of the potential risk for cholelithiasis or cholecystitis. Instruct patients to contact their physician if
cholelithiasis or cholecystitis is suspected for appropriate clinical follow-up [see Warnings and Precautions (5.7)].

Pulmonary Aspiration During General Anesthesia or Deep Sedation

Inform patients that liraglutide injection may cause their stomach to empty more slowly which may lead to complications
with anesthesia or deep sedation during planned surgeries or procedures. Instruct patients to inform healthcare providers
prior to any planned surgeries or procedures if they are taking liraglutide injection [see Warnings and Precautions (5.8)].

Missed Dose
Inform patients not to take an extra dose of liraglutide injection to make up for a missed dose. If a dose is missed, the
once-daily regimen should be resumed as prescribed with the next scheduled dose. If more than 3 days have elapsed since
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the last dose, advise the patient to reinitiate liraglutide injection at 0.6 mg to mitigate any gastrointestinal symptoms
associated with reinitiation of treatment. Liraglutide injection should be titrated at the discretion of the healthcare provider
[see Dosage and Administration (2.2)].

Manufactured by:
Hybio Pharmaceutical Co., Ltd. (Pingshan Factory)
2nd Ruhui Rd. Kengzi Jinsha Community, Pingshan District, Shenzhen, Guangdong 518118, China

Distributed by:

Hikma Pharmaceuticals USA Inc.
Berkeley Heights, NJ 07922
Revised November 2024
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Medication Guide

Liraglutide (lir-a-gloo-tide) Injection

(liraglutide) injection, for subcutaneous use

Read this Medication Guide before you start using liraglutide injection and each time you get a refill. There may be
new information. This information does not take the place of talking to your healthcare provider about your medical
condition or your treatment.

What is the most important information | should know about liraglutide injection?

Liraglutide injection may cause serious side effects, including:

e Possible thyroid tumors, including cancer. Tell your healthcare provider if you get a lump or swelling in your
neck, hoarseness, trouble swallowing, or shortness of breath. These may be symptoms of thyroid cancer. In studies
with rats and mice, liraglutide injection and medicines that work like liraglutide injection caused thyroid tumors,
including thyroid cancer. It is not known if liraglutide injection will cause thyroid tumors or a type of thyroid
cancer called medullary thyroid carcinoma (MTC) in people.

o Do not use liraglutide injection if you or any of your family have ever had a type of thyroid cancer called
medullary thyroid carcinoma (MTC), or if you have an endocrine system condition called Multiple Endocrine
Neoplasia syndrome type 2 (MEN 2).

What is liraglutide injection?

Liraglutide injection is an injectable prescription medicine used:

¢ along with diet and exercise to lower blood sugar (glucose) in adults and children who are 10 years of age and
older with type 2 diabetes mellitus.

Liraglutide injection is not for use in people with type 1 diabetes. It should not be used with other medicines that

contain liraglutide. It is not known if liraglutide injection is safe and effective to lower blood sugar (glucose) in

children under 10 years of age.

Who should not use liraglutide injection?

Do not use liraglutide injection if:

e you or any of your family have ever had a type of thyroid cancer called medullary thyroid carcinoma (MTC) or if
you have an endocrine system condition called Multiple Endocrine Neoplasia syndrome type 2 (MEN 2).

¢ you have had a serious allergic reaction to liraglutide or any of the ingredients in liraglutide injection. See the end
of this Medication Guide for a complete list of ingredients in liraglutide injection. Symptoms of a serious allergic
reaction include:

swelling of your face, lips, tongue or throat

problems breathing or swallowing

severe rash or itching

fainting or feeling dizzy

very rapid heartbeat

O O O O O
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What should I tell my healthcare provider before using liraglutide injection?

Before using liraglutide injection, tell your healthcare provider if you have any other medical conditions,

including if you:

e have or have had problems with your pancreas, kidneys, or liver.

¢ have severe problems with your stomach, such as slowed emptying of your stomach (gastroparesis) or problems
with digesting food.

e are scheduled to have surgery or other procedures that use anesthesia or deep sleepiness (deep sedation).

e are pregnant or plan to become pregnant. It is not known if liraglutide injection will harm your unborn baby. Tell
your healthcare provider if you become pregnant while using liraglutide injection.

o are breastfeeding or plan to breastfeed. It is not known if liraglutide injection passes into your breast milk. You
should talk with your healthcare provider about the best way to feed your baby while using liraglutide injection.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter

medicines, vitamins, and herbal supplements. Liraglutide injection may affect the way some medicines work and some

medicines may affect the way liraglutide injection works.

Before using liraglutide injection, talk to your healthcare provider about low blood sugar and how to manage it.

Tell your healthcare provider if you are taking other medicines to treat diabetes, including insulin or sulfonylureas.

Know the medicines you take. Keep a list of them to show your healthcare provider and pharmacist when you get a

new medicine.

How should I use liraglutide injection?

e Read the Instructions for Use that comes with liraglutide injection.

e Use liraglutide injection exactly as your healthcare provider tells you to.

e Your healthcare provider should show you how to use liraglutide injection before you use it for the first
time.

e Use liraglutide injection 1 time each day, at any time of the day.

e Liraglutide injection may be taken with or without food.

e Liraglutide injection is injected under the skin (subcutaneously) of your stomach (abdomen), thigh, or upper arm.
Do not inject liraglutide injection into a muscle (intramuscularly) or vein (intravenously).

¢ Change (rotate) your injection site within the area you choose with each injection to reduce your risk of getting
lumps under the skin (cutaneous amyloidosis). Do not use the same site for each injection.

¢ Do not mix insulin and liraglutide injection together in the same injection.

e You may give an injection of liraglutide injection and insulin in the same body area (such as your stomach area),
but not right next to each other.

o If you miss a dose of liraglutide injection, take the missed dose at the next scheduled dose. Do not take 2 doses of
liraglutide injection at the same time.

¢ If you take too much liraglutide injection, call your healthcare provider right away. Taking too much liraglutide
injection may cause severe nausea, severe vomiting, and low blood sugar (hypoglycemia).

¢ Do not share your liraglutide injection pen with other people, even if the needle has been changed. You may
give other people a serious infection or get a serious infection from them.

e The liraglutide injection pen you are using should be thrown away 30 days after you start using it.

Your dose of liraglutide injection and other diabetes medicines may need to change because of:

¢ change in level of physical activity or exercise, weight gain or loss, increased stress, illness, change in diet, or
because of other medicines you take.

What are the possible side effects of liraglutide injection?

Liraglutide injection may cause serious side effects, including:

e See “What is the most important information I should know about liraglutide injection?”

¢ inflammation of your pancreas (pancreatitis). Stop using liraglutide injection and call your healthcare provider
right away if you have severe pain in your stomach area (abdomen) that will not go away, with or without
vomiting. You may feel the pain from your abdomen to your back.

e |low blood sugar (hypoglycemia). Your risk for getting low blood sugar may be higher if you use liraglutide
injection with another medicine that can cause low blood sugar, such as a sulfonylurea or insulin. In children who
are 10 years of age and older, the risk for low blood sugar may be higher with liraglutide injection regardless of
use with another medicine that can also lower blood sugar.

Signs and symptoms of low blood sugar may include:
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blurred vision o anxiety, irritability, or mood

o dizziness or light-headedness o

o sweating o slurred speech changes
o confusion or drowsiness o shakiness o hunger

o headache o fast heartbeat o weakness

o feeling jittery
o kidney problems (kidney failure). In people who have kidney problems, diarrhea, nausea, and vomiting may
cause a loss of fluids (dehydration) which may cause kidney problems to get worse.
e serious allergic reactions. Stop using liraglutide injection and get medical help right away, if you have any
symptoms of a serious allergic reaction including:
o swelling of your face, lips, tongue or throat o fainting or feeling dizzy
o problems breathing or swallowing o Vvery rapid heartbeat
o severe rash or itching
e gallbladder problems. Gallbladder problems have happened in some people who take liraglutide injection. Tell
your healthcare provider right away if you get symptoms of gallbladder problems which may include:
o pain in your upper stomach (abdomen) o Yyellowing of skin or eyes (jaundice)
o fever o clay-colored stools
o food or liquid getting into the lungs during surgery or other procedures that use anesthesia or deep
sleepiness (deep sedation). Liraglutide injection may increase the chance of food getting into your lungs during
surgery or other procedures. Tell all your healthcare providers that you are taking liraglutide injection before you
are scheduled to have surgery or other procedures.
The most common side effects of liraglutide injection may include nausea, diarrhea, vomiting, decreased appetite,
indigestion and constipation.
Talk to your healthcare provider about any side effects that bothers you or does not go away. These are not all the
possible side effects of liraglutide injection.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

General information about the safe and effective use of liraglutide injection.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use liraglutide
injection for a condition for which it was not prescribed. Do not give liraglutide injection to other people, even if they
have the same symptoms that you have. It may harm them. If you would like more information, talk with your
healthcare provider. You can ask your pharmacist or healthcare provider for information about liraglutide injection that
is written for health professionals.

What are the ingredients in liraglutide injection?

Active ingredient: liraglutide

Inactive ingredients: disodium phosphate dihydrate, propylene glycol, phenol and water for injection, hydrochloric
acid or sodium hydroxide may be added to adjust pH

Manufactured by: Hybio Pharmaceutical Co. Ltd

Distributed by: Hikma Pharmaceuticals USA Inc.

For more information, contact Hikma Pharmaceuticals USA Inc. at 1-877-845-0689.
This Medication Guide has been approved by the U.S. Food and Drug Administration
Revised: 11/2024
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INSTRUCTIONS FOR USE
Liraglutide Injection

Liraglutide Injection Pen

Rubber Cartridge Trip  Canridge
- stopper scale Dose Dose
Pe \r‘\ [ 7 1 Display Pointer  button

Cartridge Dose selector g

Needle (example)
Outter lnncr If you are having problems using your Liraglutide

"“":V“ nocdle  Aesdls ""‘:";”"" Injection pen, contact Hikma Phanmaceuticals USA
e ca » e s
| ‘|F ‘ i Tnc. at 877-845-0689

First read the Medication Guide that comes with your liraglutide injection single-patient use pen and then read this Patient
Instructions for Use for information about how to use your liraglutide injection pen the right way.

These instructions do not take the place of talking with your healthcare provider about your medical condition or your
treatment.

Do not share your liraglutide injection pen with other people, even if the needle has been changed. You may give
other people a serious infection, or get a serious infection from them.

Your liraglutide injection pen is a disposable single-patient-use prefilled pen injector that contains 3 mL of liraglutide
injection and will deliver doses of 0.6 mg, 1.2 mg or 1.8 mg. The number of doses that you can take with a liraglutide
injection pen depends on the dose of medicine that is prescribed for you. Your healthcare provider will tell you how much
liraglutide injection to take.

Liraglutide injection pen should be used with compatible disposable needles. Talk to your healthcare provider or
pharmacist for more information about needles for your liraglutide injection pen.

Important Information

A Always use a new needle for each injection to prevent contamination.

A Always remove the needle after each injection, and store your pen without the needle attached. This reduces the
risk of contamination, infection, leakage of liraglutide, blocked needles and inaccurate dosing.

Keep your liraglutide injection pen and all medicines out of the reach of children.

If you drop your liraglutide injection pen, repeat “First Time Use For Each New Pen” (steps A through D).

Be careful not to bend or damage the needle.

Do not use the cartridge scale to measure how much liraglutide injection to inject.

Be careful when handling used needles to avoid needle stick injuries.

You can use your liraglutide injection pen for up to 30 days after you use it the first time.

= >~ * 2 > >

First Time Use for Each New Pen
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Step A.

Step C.

Check the Pen

Take your new liraglutide injection pen out of
the refrigerator.

Wash hands with soap and water before use.
Check pen label before each use to make sure it
is your liraglutide injection pen.

Pull off pen cap (See Figure A).

Check liraglutide injection in the cartridge. The
liquid should be clear, colorless and free of
particles. If not, do not use.

Wipe the rubber stopper with an alcohol swab.

Attach the Needle

Remove protective tab from outer needle cap
(See Figure B).

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

Pull off outer needle cap (See Figure C). Do not
throw away

Pull off inner needle cap and throw away (See
Figure D). A small drop of liquid may appear.
This is normal.

Dial to the Flow Check Symbol

This step is done only Once for each new pen
and is Only required the first time you use a
new pen.

Turn dose selector until the black line of flow
]

check symbol (= ) lines up with pointer
(See Figure E). The flow check symbol does not
administer the dose as prescribed by your
healthcare provider.

To select the dose prescribed by your healthcare
provider, continue to Step G under “Routine
Use”.

-

Flow check
symbol
selected




Step D. Prepare the Pen
e Hold pen with needle pointing up.
e Tap cartridge gently with your finger a few
times to bring any air bubbles to the top of the
cartridge (See Figure F).

o Keep needle pointing up and press dose button
until the black line of 0 mg lines up with pointer
(See Figure G). Repeat steps C and D, up to 6
times, until a drop of liraglutide injection
appears at the needle tip.

If you still see no drop of liraglutide injection, use a new
pen and contact Hikma Pharmaceuticals USA Inc. at 1-
877-845-0689.

Continue to Step G under ""Routine Use" 2>

Routine Use

Step E. Check the Pen 5
e Take your liraglutide injection pen from where
it is stored. [
Wash hands with soap and water before use. \ - .=
e Check pen label before each use to make sure it o= '
is your liraglutide injection pen.
B

Pull off pen cap (See Figure H). ,
o Check liraglutide injection in the cartridge. The N
liquid should be clear, colorless and free of
particles. If not, do not use.
e  Wipe the rubber stopper with an alcohol swab.

Step F. Attach the Needle

e Remove protective tab from outer needle cap. '/ll
e Push outer needle cap containing the needle
straight onto the pen, then screw needle on until
secure (See Figure 1).
N
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o Pull off outer needle cap. Do not throw away
(See Figure J).

o Pull off inner needle cap and throw away (See
Figure K). A small drop of liquid may appear.
This is normal.

Step G. Dial the Dose

e Liraglutide injection pen can give a dose of 0.6
mg (starting dose), 1.2 mg or 1.8 mg. Be sure
that you know the dose of liraglutide injection
that is prescribed for you.

e Turn the dose selector until the black line of
your needed dose lines up with the pointer (0.6
mg, 1.2 mg or 1.8 mg) (See Figure L).

e You will hear a "click" every time you turn the

dose selector. Do not set the dose by counting =

the number of clicks you hear. [ 06 0.6 mg selected J
e If you select a wrong dose, change it by turning —

the dose selector backwards or forwards until ( Fex | T ]

the black line of the correct dose lines up with =] &

the pointer. Be careful not to press the dose —

button when turning the dose selector. This may ( 1.8 1.8 mg selected ]

cause liraglutide injection to come out.

Step H. Injecting the Dose

e Insert needle into your skin in the stomach
(abdomen), thigh or upper arm. Use the
injection technique shown to you by your
healthcare provider. Do not inject liraglutide
injection into a vein or muscle.

e Press down on the center of the dose button to
inject until the black line of 0 mg lines up with
the pointer (See Figure M).

e Be careful not to touch the dose display with your other fingers. This may block the injection.
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o Keep the dose button pressed down and make
sure that you keep the needle under the skin for
a full count of 6 seconds to make sure the full
dose is injected. Keep your thumb on the
injection button until you remove the needle
from your skin (See Figure N).

e Change (rotate) your injection sites within the
area you choose for each dose. Do not use the
same injection site for each injection.

Step I. Withdraw Needle
e You may see a drop of liraglutide injection at 'IER
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 your
skin, apply light pressure, but do not rub the
area (See Figure O).

Step J. Remove and Dispose of the Needle

e Carefully put the outer needle cap over the Vi =N
needle (See Figure P). Unscrew the needle. SR
o Safely remove the needle from your liraglutide «
injection pen after each use. — &
e
. /

e Put your used liraglutide injection pen and needles in a FDA-cleared sharps disposal container
right away after use. Do not throw away (dispose of) loose needles and pens in your household
trash.

e If you do not have a FDA-cleared sharps disposal container, you may use a household container
that is:

o made of a heavy-duty plastic

o can be closed with a tight-fitting, puncture-resistant lid, without sharps being able to
come out

o upright and stable during use

o leak-resistant

o properly labeled to warn of hazardous waste inside the container

o When your sharps disposal container is almost full, you will need to follow your community
guidelines for the right way to dispose of your sharps disposal container. There may be state or
local laws about how you should throw away used needles and syringes. Do not reuse or share
your needles with other people. For more information about the safe sharps disposal, and for
specific information about sharps disposal in the state that you live in, go to the FDA’s website
at: http://www.fda.gov/safesharpsdisposal.

o Do not dispose of your used sharps disposal container in your household trash unless your
community guidelines permit this. Do not recycle your used sharps disposal container.

Caring for your liraglutide injection pen
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e After removing the needle, put the pen cap on
your liraglutide injection pen and store your /El
liraglutide injection pen without the needle
attached (See Figure Q).

e Do not try to refill your liraglutide injection pen \
- it is prefilled and is disposable. o

e Do not try to repair your pen or pull it apart.

e Keep your liraglutide injection pen away from
dust, dirt and liquids.

e If cleaning is needed, wipe the outside of the
pen with a clean, damp cloth.

How should I store liraglutide injection?
Before use:

Store your new, unused liraglutide injection pen in the refrigerator at 36°F to 46°F (2°C to 8°C).

If liraglutide injection is stored outside of refrigeration (by mistake) prior to first use, it should be used or
thrown away within 30 days.

Do not freeze liraglutide injection or use liraglutide injection if it has been frozen. Do not store liraglutide
injection near the refrigerator cooling element.

Pen in use:

Use a liraglutide injection pen for only 30 days. Throw away a used liraglutide injection pen 30 days after you
start using it, even if some medicine is left in the pen.

Store your liraglutide injection pen at 59°F to 86°F (15°C to 30°C), or in a refrigerator at 36°F to 46°F (2°C to
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).
If liraglutide injection has been exposed to temperatures above 86°F (30°C), it should be thrown away.

Protect your liraglutide injection pen from heat and sunlight.

Keep the pen cap on when your liraglutide injection pen is not in use.

Always remove the needle after each injection and store your pen without the needle attached. This reduces the
risk of contamination, infection, leakage and inaccurate dosing.

Revised: November 2024
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NDC 0143-9144-01 LIST XXXX
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Liraglutide Injection £

18 mg/3 mL -

(6 mg/mL)

Liraglutide Injection

Ingredients: Each mL contains liraglutide 6 mg
w and the following inactive ingredients: disodium
phosphate dihydrate, 1.42 mg; propylene glycol,

(6 mg/ml_) 14 mg; phenol, 5.5 mg; and water for injection.
Hydrochloric acid or sodium hydroxide may
Use as directed by your be added to adjust pH.
healthcare professional.
See enclosed product Sterile
literature. Subcutaneous DO NOT TRANSFER THIS MEDICATION
use ONLY. TO A SYRINGE
Rx Only Each prefilled pen contains 18 mg/3 mL
(6 mg/mL) and will deliver 30 doses of 0.6 mg
or 15 doses of 1.2 mg or 10 doses of 1.8 mg.
REFRIGERATE - DO NOT FREEZE
After first use, store at a temperature not Manufactured by
to exceed 86°F (30°C). Hybio Pharmaceutical Co. Ltd.
Shenzhen, China
3 7014397144027 1 Not a child-resistant container Distributed by
If the seal is broken before first use, contact Hikma Pharmaceuticals USA Inc.
your pharmacist. Berkeley Heights, NJ 07922
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Liraglutide Injection List XXXXX

For Single Patient Use Only

18 mg/3 mL

(6 mg/mL)

Each pen delivers
doses of 0.6 mg,
1.2 mg or 1.8 mg.
Subcutaneous use
ONLY.

Discard pen 30 days after first use Contains: 2 Liraglutide Injection Pens, Product Literature
REFRIGERATE - DO NOT FREEZE Dispense the enclosed Medication Guide

to each patient.

Intended for use with compatible disposable pen needles.
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18 mg/3 mL

(6 mg/mL)

Liraglutide Injection

Ingredients: Each mL contains liraglutide 6 mg
m and the following inactive ingredients: disodium
phosphate dihydrate, 1.42 mg; propylene glycol,

(6 mg/ml_) 14 mg; phenol, 5.5 mg; and water for injection.
Hydrochloric acid or sodium hydroxide may

Use as directed by your be added to adjust pH.
healthcare professional.
See enclosed product Sterile
literature. Subcutaneous DO NOT TRANSFER THIS MEDICATION
use ONLY. TO A SYRINGE
Rx Only Each prefilled pen contains 18 mg/3 mL

(6 mg/mL) and will deliver 30 doses of 0.6 mg
or 15 doses of 1.2 mg or 10 doses of 1.8 mg.

REFRIGERATE - DO NOT FREEZE
Hl‘ “I“ ‘ll ” After first use, store at a temperature not Manufactured by
to exceed 86°F (30°C). Hybio Pharmaceutical Co. Ltd.
3 01439114403 Not a child-resistant contsiner b
If the seal is broken before first use, contact Hikma Pharmaceuticals USA Inc.
your pharmacist. Berkeley Heights, NJ 07922 !
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Liraglutide Injection

For Single Patient Use Only

18 mg/3 mL

(6 mg/mL)

Each pen delivers
doses of 0.6 mg,
1.2 mg or 1.8 mg.
Subcutaneous use
ONLY.

Discard pen 30 days after first use Contains: 3 Liraglutide Injection Pens, Product Literature
REFRIGERATE - DO NOT FREEZE Dispense the enclosed Medication Guide

to each patient.

Intended for use with compatible disposable pen needles.
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Clinical Review of Comparative Analyses

Division of Clinical Review (DCR)

Office of Safety and Clinical Evaluation (OCSE), Office of Generic Drugs (OGD)
Center for Drug Evaluation and Research (CDER)

ANDA (215503
Drug Product / |Liraglutide Injection, Solution for Subcutaneous Use
Strength(s) |18 mg/3 mL (6 mg/mL)
ANDA Applicant |Hikma Pharmaceutical USA Inc.
RLD Product Name |Victoza (liraglutide recombinant) Injection, Solution for Subcutaneous Use,
18 mg/3 mL (6 mg/mL)
RLD #/ Approval Date |NDA 022341, Approved 01/25/2010
RLD Sponsor |Novo Nordisk Inc.
Primary Reviewer Denise Conti, PhD; DCR, OSCE
Y Senior Staff Fellow
Secondary Reviewer Amrita Ghosh, MD, PhD; DCR, OSCE
y Team Lead, Clinical Consult Team I
Tertiarv Reviewer Kimberly Witzmann, MD; DCR, OSCE
y Division Deputy Director (Acting)
e 09/08/2021: Comparative analyses report submitted in Module 5.3.5.4,
Seq. 0001, ORIG-1.
e 12/03/2021: Product samples submitted in response to Clinical
Information Request (IR) dated 11/16/2021; cover letter in Module 1.2,
Submission Date(s) Seq. 0004, ORIG-1.
e 01/13/2022: Revised proposed labeling submitted in Module 1.14, Seq.
0005, ORIG-1, in response to Labeling Discipline Review Letter (DRL)
dated 12/30/2021.
e 03/11/2022: Revised proposed labeling submitted in Module 1.14, Seq.
0009, ORIG-1, in response to Clinical IR dated 03/04/2022.
Date of Review |05/04/2022
GDUFA Goal Date |07/07/2022
O No Design Differences - Acceptable
Comparative Analyses Minor Design Differences - Acceptable
Conclusion Other Design Differences
Acceptable O Not acceptable
O Major
Deficiency = M?J 01_
Classification 1001 o
N/A (Review is Adequate)
Comments to the Applicant via:
O Complete Response Letter (CRL)
- P None
ecommendation
(see Section 6) INTERNAL Comments to:

O Division of Labeling Review (DLR)
O Office of Pharmaceutical Quality (OPQ)
None




ANDA 215503
Liraglutide Injection, Solution for Subcutaneous Use, 18 mg/3 mL (6 mg/mL)

1 INTRODUCTION AND BACKGROUND

This review evaluates the delivery device constituent part of the combination product intended to
administer the drug product and any associated product labeling and packaging. This review
focuses on the analysis of the user interface® for the drug-device combination product (drug and
delivery device intended to administer a drug) comparing the proposed generic and the reference
listed drug (RLD).

1.1 Summary of Drug Product Information Pertinent to Review

The RLD, Victoza (liraglutide recombinant) Injection, for Subcutaneous Use, Solution, 18 mg/3
mL (6 mg/mL), was approved on 01/25/2010 under NDA 022341; Applicant Holder: Novo
Nordisk Inc.? Victoza is a glucagon-like peptide-1 (GLP-1) receptor agonist indicated (i) as an
adjunct to diet and exercise to improve glycemic control in patients 10 years and older with type
2 diabetes mellitus, and (ii) to reduce the risk of major adverse cardiovascular events in adults with
type 2 diabetes mellitus and established cardiovascular disease. Victoza is supplied as a clear,
colorless solution in a prefilled, single-patient-use pen that delivers doses of 0.6, 1.2 or 1.8 mg,
it is available in two package sizes (2 pens or 3 pens, without pen needles) and it is intended for
administration by patients or caregivers.® Therefore, it is considered a drug-device combination
product (type 2).4

The latest RLD labeling,® approved on 11/20/2020, includes the Prescribing Information (P1). Full
Prescribing Information contains a boxed warning stating RISK OF THYROID C-CELL
TUMORS. The RLD labeling also includes Patient Counseling Information (Section 17 of PI),
Medication Guide and Instructions for Use (IFU). Users are instructed to use the supplied prefilled
pen to administer (via subcutaneous injection) the drug solution from the pen. Per RLD labeling,
Victoza should be administered as follows:

e Adult Dosage: Initiate at 0.6 mg daily for one week then increase to 1.2 mg daily. If
additional glycemic control is required, increase the dose to 1.8 mg daily after one week of
treatment with the 1.2 mg daily dose.

e Pediatric Dosage: Initiate at 0.6 mg daily for at least one week. If additional glycemic
control is required increase the dose to 1.2 mg daily and if additional glycemic control is
still required, increase the dose to 1.8 mg daily after at least one week of treatment with
the 1.2 mg daily dose.

Hikma Pharmaceuticals USA Inc. (the Applicant) submitted an abbreviated new drug application

1 User interface refers to all components of the combination product with which a user interacts. See FDA draft
guidance for industry, Comparative analyses and Related Comparative Use Human Factors Studies for a Drug-
Device Product Submitted in an ANDA (January 2017).

2 Per Orange Book, available at https://www.accessdata.fda.gov/scripts/cder/ob/index.cfm, accessed 02/10/2022.

3 NDA 022341 Last Approved Labeling in DARRTS, approved on 11/20/2020 via Supplement-36:
https://darrts.fda.gov/darrts/ViewDocument?documentld=090140af805af7f4. This supplement provides for the
addition of information regarding severe hypoglycemia to Prescribing Information and Medication Guide.

4 FDA website Combination Product Definition Combination Product Types (https://www.fda.gov/combination-
products/about-combination-products/combination-product-definition-combination-product-types; current as of
02/15/2018, accessed 02/10/2022). A type 2 combination product is when “Drug is filled into or otherwise
combined with the device AND the sole purpose of the device is to deliver drug.”
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ANDA 215503
Liraglutide Injection, Solution for Subcutaneous Use, 18 mg/3 mL (6 mg/mL)

(ANDA) 215503 on 09/08/2021 for Liraglutide Injection, Solution for Subcutaneous Use, 18 mg/3
mL (6 mg/mL). The Applicant seeks approval for the following indication only: “as an adjunct to
diet and exercise to improve glycemic control in adult patients with type 2 diabetes mellitus.”>®
The proposed product is supplied as a clear, colorless solution in a prefilled, single-patient-use
pen that delivers doses of 0.6, 1.2 or 1.8 mg, available in two package sizes (2 pens or 3 pens,
without pen-needles),’ i.e., a drug-device combination product (type 2) similar to the RLD.’ There
is no generic drug priority status granted for this application.” On 11/16/2021, DCR sent a Clinical
Information Request (IR) letter to the Applicant requesting Hikma to submit samples of the to-be-
marketed proposed product (liraglutide injection) including the to-be-marketed labeling and
samples of the RLD (Victoza Injection) for evaluation.® DCR evaluated the samples and reviewed
the comparative analyses report provided by the Applicant.®

1.2 Other Relevant Information

There are 11 pre-ANDA meeting packages and 102 valid controlled correspondences (CCs) for
this drug product,®® of which 2 pre-ANDA meeting packages®* and 13 CCs'? have comparative
analyses relevant to this review (see below for summary of these submissions).

e 13 CCs™ and 2 Pre-ANDA Meeting Packages'* — There were multiple minor design
differences identified between the proposed pens and the RLD pen including color,

5> ANDA 215503 Draft Labeling Text in Module 1.14.1.3, Seq. 0005, received 01/13/2022, ORIG-1, available at
\CDSESUB1\evsprod\anda215503\0005\m1\us\draft-labeling-text.pdf. The Applicant’s revised, proposed
labeling was submitted in response to a Labeling DRL sent 12/30/2021, available at
https://panorama.fda.gov/task/view?1D=61cdbe0a00451fc2cfc1b9eb5d002al4

& This proposed labeling® was revised by the Applicant according to the Labeling DRL dated 12/30/2021, available
at https://panorama.fda.gov/task/view?1D=61cdbe0a00451fc2cfc1b9eb5d002al4, which requested, among other
changes, to remove information related to new patient population exclusivities as noted in the Labeling Review
C1 dated 11/23/2021, available at https://panorama.fda.gov/task/view?1D=6139ff8d009943d1d11b2c72157¢2861.

7 ANDA 215503 Combination Product: 2-Prefilled Drug Delivery Device/System (syringe, patch, etc.) and
Prioritization Factor: [None], available at
https://panorama.fda.gov/project/view?1D=6139ff8c00994050753f29ecca75b34a

8 ANDA 215503 Clinical IR (A215503N000DCR InformationRequest01-PM11162021Samples.pdf) sent
11/16/2021, available at https://panorama.fda.gov/task/view?1D=619320fc00102980c41f0a637bc26cdd.

% ANDA 215503 Threshold Analyses submitted in Module 5.3.5.4, Seq. 0001, received 09/08/2021, ORIG-1,
available at \CDSESUB1\evsprod\anda215503\0001\m5\53-clin-stud-rep\535-rep-effic-safety-stud\treatment-of-
type-2-diabetes\5354-other-stud-rep\threshold-analyses-of-rld-and-generic\report-body-ta.pdf.

10 per Controls Search Report from Palantir, accessed 02/08/2022, available at
https://analytics.fda.gov/workspace/report/ri.report.main.report.bafcd4b7-dd6d-4c22-8172-d52126bfe2ce.

DCR reviewer searched “22341” as the RLD parameter.

11 Pre-ANDA meetings were filtered according to the following search parameters — Product Development: “PDEV”
and Pre-Submission: “PSUB”.

12 CCs were filtered according to the following search parameters — Valid Control: “Yes”, Discipline Category:
“Device Evaluation” and Review Discipline: “ORS”.

13 These CCs are in Panorama: CC 2852928 (completed 04/14/2016), CC 15778065 (completed 08/18/2017), CC
23229961 (completed 07/23/2018), CC 24705957 (completed 09/17/2018), CC 03398 (completed 07/15/2019),
CC 05390 (completed 12/16/2019), CC 05426 (completed 10/22/2019), CC 10691 (completed 06/04/2020), CC
13514 (completed 09/28/2020), CC 13751 (completed 10/09/2020), CC 19274 (completed 04/28/2021). These
CCs are in Nexus: CC 00020926 (completed 07/09/2021), CC 00039034 (completed 09/10/2021).

14 ® @
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ANDA 215503
Liraglutide Injection, Solution for Subcutaneous Use, 18 mg/3 mL (6 mg/mL)

dimensions, design of pen and components (e.g., cartridge holder, dose selector, dose
button, dose display window, dose pointer), mechanism for needle attachment (e.g., threat
and prints on extended dose selector plunger. In the pre-ANDA stage, firms were suggested
to consider addressing the following minor design differences in their proposed pens to
minimize differences from the RLD or provide adequate justification in their comparative
analyses:

O

O

There were other design differences identified in CC 19274 (completed 04/28/2021) so
that the proposed pen was found not eligible for an ANDA submission — pmmmmmmne®@

S () e, and (i) e

There are currently no approved generic Liraglutide Injection, Solution for Subcutaneous Use, 18

mg/3 mL (6 mg/mL) per Orange Book.** s s s )

All comparative analyses reviews

completed by DCR have been reviewed (see table below for summary of relevant submissions).

15 Per Orange Book, available at https://www.accessdata.fda.gov/scripts/cder/ob/index.cfm, accessed 02/19/2022.

16
17
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There is currently one pending NDA supplement to modify the RLD labeling. If/when approved,
this RLD labeling modification is not expected to impact this review.

2 COMPARATIVE ANALYSES REVIEW AND DISCUSSION

To evaluate if the proposed combination product is comparable with the RLD from a clinical use
perspective, DCR conducted a review of the submitted comparative analyses of the user interface
of the proposed generic combination product and its RLD, Victoza (liraglutide recombinant)
Subcutaneous Injection, NDA 022341. DCR also evaluated relevant device-related information
submitted in Module 3.2.P.7 (container closure system) and Module 1.14 (labeling).

2.1  Physical Comparison of the Proposed Product to the RLD

18

19

20 NDA 022341, DARRTS, COR-SNDAACK-02 (Acknowledge CBE Supplement), dated 12/23/2021:
https://darrts.fda.gov/darrts/faces/\ViewDocument?documentld=090140af806366fc& afrRedirect=49563099893
4692. Supplement-37, submitted as CBE on 12/13/2021, proposed a change to the Pl according to the
Supplement Request Letter (SRL) dated 10/29/2021, which requested addition of “hyperbilirubinemia” and
“cholestasis” in Section 6.3 PostMarketing Experience.
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Liraglutide Injection, Solution for Subcutaneous Use, 18 mg/3 mL (6 mg/mL)

e Therefore, this design difference does not affect
the safety or risk profile of the proposed product when compared to the RLD; DCR
considers this design difference is acceptable.

DCR classified the remaining physical design differences identified in Section 2.1 (e.g., color
schemes, dimensions, size and shape of the pen and its parts) as minor, acceptable as they are
unlikely to impact critical tasks for use of the proposed product when it is substituted for the RLD.

2.3  Labeling Comparison of Proposed Product to the RLD

The most current RLD labeling was approved on 11/20/2020 under Supplement-36.% The RLD
labeling includes Prescribing Information (PI), Medication Guide, and Instructions for Use (IFU).
The RLD labeling is available at
https://darrts.fda.gov/darrts/ViewDocument?documentld=090140af805af7f4.

For the labeling comparison of this drug-device combination product, DCR conducted a side-by-
side, line-by-line comparison of the relevant sections of the labeling for the RLD and the proposed
generic product that relates to the use of the device, specifically Dosage and Administration
(Section 2 of PI), Dosage Forms and Strengths (Section 3 of PI), How Supplied / Storage and
Handling (Section 16), IFU, container and carton labels. Except for the delivery device-related
part of labeling, the review of the remainder of the labeling is deferred to the Division of Labeling
Review (DLR).

27

28 DCR reviewer notes that this physical design difference (i.e., needle connector design) was present in the proposed
product submitted in separate ANDAS, but not assessed in the comparative analyses completed by DCR (Table 1).

2 The website Victoza Liraglutide Injection is available at https://www.victoza.com/fag/Using-the-Victoza-
Pen.html, accessed 02/23/2022.
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The Applicant performed a labeling comparison®® and concluded that the IFU for the proposed
product is in accordance with that of the RLD.’

Below is presented the current status of Applicant’s proposed labeling (Table 5) and a high-level
overview of differences in labeling noted by DCR reviewer (Table 6). The following tables present
a side-by-side comparison of the labeling differences only, including Reviewer’s Comments
under each table, where applicable.

Table 5: Applicant’s Proposed Labeling Status (Current as of 02/14/2022).

. . Yes/No or N/A
Milestone for Division of Labeling Review (DLR) (if yes include date)
Was a DLR’s Discipline Review Letter (DRL) / IR sent? Yes (12/30/2021)*
Applicant replied to DLR’s DRL / IR with modified proposed labeling? Yes (01/13/2022)°
Submission date of proposed labeling used for this review 01/13/2022°

N/A = Not Applicable.

Table 6: Labeling Comparison — Proposed Product to the RLD.

Delivery Device-Related Labeling Yes/No or N/A
(1) Any difference in the Dosage and Administration (Section 2 of PI)? Yes
(2) Any difference in the Dosage Forms and Strengths (Section 3 of PI)? No
(3) Any difference in the How Supplied/Storage and Handling (Section 16 of PI)? No
(4) Any differences in the IFU? Yes
(5) Any differences in the Container (Pen) Labeling? No
(6) Any differences in the Carton Labeling? Yes

N/A =Not Applicable.

Reviewer Comments:

Table 7 presents a side-by-side comparison of different figures in the IFU. For full IFU
comparison, including the text (which is the same between the RLD and proposed product), see:

WCDSESUBI1\evsprod\anda215503\0001\m5\53-clin-stud-rep\535-rep-effic-safety-
stud\treatment-of-type-2-diabetes\53 54-other-stud-rep\comparison-for-ifu\report-body-

compifu.pdf.

30 ANDA 215503 Comparison for IFU submitted in Module 5.3.5.4, Seq. 0001, received 09/08/2021, ORIG-1,

available at \CDSESUBI\evsprod\anda215503\0001\m5\53-clin-stud-rep\535-rep-effic-safety-stud\treatment-of-
type-2-diabetes\53 54-other-stud-rep\comparison-for-ifu\report-body-compifu.pdf.
31 ANDA 215503 Labeling DRL, approved on 12/30/2021, available at

https://panorama.fda.gov/task/view?ID=61cdbe0a00451fc2cfc1b9eb5d002al4
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Liraglutide Injection, Solution for Subcutaneous Use, 18 mg/3 mL (6 mg/mL)

4 DESIGN DIFFERENCES SUMMARY

There are physical design differences, as well as differences in tasks and labeling, observed
between the RLD and the proposed delivery device. The table below summarizes these differences
and applicable reviewer classification and comments before (“Initial”) and after (“Final”) the
assessment of Applicant’s response to clinical comparative analyses comments (see Section 3).

Table 10: Summary of Differences Between RLD and Proposed Product.

Applicant’s Initial Reviewer | Final Reviewer
Differences Classification Classification Classification
(Minor/Other) (Minor/Other) (Minor/Other)
1. Physical — Pen Body: color, dimensions Minor Minor Minor
2. Pllysmal - Cap: shape, color, dimensions, Minor Minor Minor
design of clip*
3. Physical — Cartridge Holder: shape,
dimensions, color of surrounding of rubber
stopper.* design of ridges (number and Minor Minor Minor
shape).* design of scale (thickness of lines
and digits)*
4. Physical and Task — Cartridge Tip: needle i .
connector design allows attachment of Oth?l (Physmal) Minor Minor
i ) Minor (task)
threaded screw-on needles only
5. Physical — Dose Selector: color, (©) (@) Minor Minor Minor
6. Phy51c‘al — Dose Display: prints and Minor Minor Minor
background color scheme, area*
7. Physical — Dose Display: design of prints
®® | No Difference Minor Minor
8. Physical — Pointer: (blw Minor Minor Minor
TPhysical. Task and Labeling (IFU) — Dose Other, Acceptable
Display: users need to line up the black line : ® @
of dose digit with the pointer to perform Not Identified Other, Acceptable
related tasks including selection of dose
10. Physical and Task — ®) @)
Not Identified | Other, Acceptable | Other, Acceptable
11.Labeling — IFU: figures show cartridge Minor Other. Not No Difference
scale (b)) Acceptable
12. Labeling — Carton| ®) @
Not Identified Other, Not Minor
Acceptable

= Difference not identified by the Applicant in their comparative analyses report.’

5 CONCLUSION

From a clinical safety perspective, there are minor and other acceptable design differences between
the RLD and the proposed drug delivery device (color, dimensions, shape of pen; design of pen
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comporents e

Therefore,
DCR concludes this generic combination product can be substituted for the RLD without the
intervention of a healthcare professional and/or without additional training prior to use of the
generic combination product, and that the design differences as compared to RLD do not alter the
clinical effect or safety profile of this proposed ANDA product under the conditions of use as
specified in the labeling. In summary, DCR finds the proposed drug-device user interface for the
proposed generic product acceptable.

6 RECOMMENDATION

The Clinical Discipline has completed its review of the comparative analyses and has no
recommendations/the following deficiencies:

0 Major
0 Minor
X N/A (Review is Adequate)

7 APPENDIX

Table A1: Task Analysis Comparison Provided by the Applicant
(differences 1n tasks between the proposed product compared to the RLD are highlighted in
yellow by DCR reviewer).?

Description of Task of | Description of Task Difference Potential Potential ee s Discussion and
Task RLD pen of generic pen identified use errors hazard Probability | Severity Justification
Check the Pen Check the Pen No difference Detailed Detailet! as Detailedas | Detailed Detailed as follows
as follows follows follows as follows
. Take your new
A N VO | et it | Numnssen | WEEE NA NA N/A WA
pen out of refrigerator. . error
pen out of refnigerator.
Does not Warning has been
Wash hands with soap | Wash hands with soap 2 wash Microbial i specified clearly 1
and water before use. and water before use. Bl e e hands with | contamination Low Low label and 1s same as
soap RLD
Chock oen label before | ChEck pen label before ig;e product
€k pen fabel bElore |- o1t use to make sure 2 Use the Medication LFEIAROmIS,
each use to make sure 1t : No difference Low Low specified clearly in
z - 1t 1s your Liraglutide wrong pen Errors 2
1s your Victoza pen. RS label and is same as
injection pen. RLD
User has The cap attachment
: No treatment, ? %
Pull off pen cap Pull off pen cap. No difference difficulty Delayed Low Low focce is det ed
femoving to not more than
treatment *
cap 9N.
Check Victoza in the Check lmgl}m?he se ﬁoei Microbial or T:f pen holder and
cartridge. The liquid isyection pesin the sotcheck | g roion matter cicattiidgciare
should be clear. cartridge. The liquid - 'h.e contamination: transparext, and
N should be clear. No difference cartridge 2 Low Low warning has been
colorless and free of No treatment; x g
: colorless and free of or the specified clearly 1
particles. If not. do not 5 Bpsgiyed Delayed :
S particles. If not, do not ltqm‘d in i, label and 1s same as
use. cartridge RLD.
) Wipe the rubber DQes not 3 : Watpmg has beep
Wipe the rubber stopper . wipe the Microbial . specified clearly 1n
with an alcohol swab. ?ﬁnﬁﬁf Nosiescnce rubber contamination Tow e label and is same as
tonner RID
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Description of Task of | Description of Task Difference Potential Potential . 2 Discussion and
Tk RLD pen of generic pen identified use errors hazard Erobabiity; | Seyerity Justification
Attach the Needle Attach the Needle . - .
e — Detailed Detailed as | Detailed as | Detailed Difalled astollGws
as follows follows follows as follows
Remove protective tab | Remove protective tab ’ No use z ‘
from outer needle cap. | from outer needle cap. Nodifference error NA NA N/A NA
Mimor desige needle is not
possible to be
Push outer needle cap Push outer needle cap Tt g:nmcpe:nwﬂl::n
oo Eren on ke difficulty | Dose delivery user use “twist-
straight onto the pen, straight onto the pen. oachin 3 Low Low i needlofo
then screw neadle on then screw needle on Z g L0t
il s — the needle atl'ach on thc )
B SECINE. " generic pen, in this
case, it will not
cause dose delivery
efror.
Pull off outer needle Pull off outer nesdle NG
cap. Do not throw cap. Do not throw No difference NA N/A N/A NA
away. away. EIToL
Pull off inner needle Pull off inner necdle
cap and throw away. A | cap and throw away. A No
small drop of liquid | small drop of liquid | No difference use NA NA N/A N/A
i R error
may appear. This is may appear. This 1s
normal normal.
Dial to the Flow Dial to the Flow . Detailed Detailed as Detailed as | Detailed §
Check Symbol Check Symbol No difference as follows follows follows as follows Detailed as follows
Description of Task of | Description of Task Difference Potential Potential 2 ; Discussion and
RLD pen of generic pen identified use errors hazard Probability | Severity Justification
This step 1s done only | This step is done only Forgetto | Thebubble is 5
Once for each new pen Once for eachnew priming or | not expelled or W i eg ?:;]:e:.
and is Only required pen and is Only No difference repeat the drug Low Low 1:‘1)::1 andis s
the firsttime youuse a | required the first time operation product is RLD
new pen. You use a new pen. of priming waste. :
Turn dose selector until Turn dose selector
flow check symbol () until flow check
lines up with pomter. symbol (--) lmes up The Warning has been
The flow check symbol | with pointer. The flow ; symbol () | Insufficient 2 < specified clearly in
does not administer the | check symbol does not No difference 1s taken as dose Low Low label and is same as
dose as prescribed by administer the dosc as adose. RLD.
your healthcare prescribed by your
provider. healthcare provider.
To select the dose To select the dose
prescribed by your prescribed by your Incorrect Insufficient e ki
healthcare provider. healthcare provider, | No difference | selection | dose or dose Low Low ; elscale matteu;g
continuc to Step G continuc to Step G of dosc delivery crror 15.cleatly; P
under “Routine Use”. under “Routme Use™.
i Detailed Detailed as | Detailed as | Detailed .
Prepare the Pen Prepare the Pen No difference el e oo e Detailed as follows
Forget to . Waming and the
Hold pen withneedle | Hold pen with needle holdpen | Toeltoe i
DLy PO No difference with i Low Low have been specified
ROMIE P RONUZ DR ncedle float to the clearly in label and
pomting up top- 1s same as RID.
Tap cartridge gently Tap cartridge gently 2 3
with your finger a few | with your finger a few Forget to -;he .‘:;"bble "t' w"i“ﬁ’:g i‘l"’s b]::."
times to bring any air times to bring any air No difference tap g;t::‘:fo Low Low I?;{iand carly m
bubbles to the top of the |  bubbles to the top of cartridge . € Rf]s)m a
cartndge. the cartnidge. op: :
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Tas!

k

Description of Task of

Description of Task

Difference

Potential

Potential

Discussion and

D pen of generic pen identified use errors hazard Probability | Severity Justification
Keep fle poicting Keep needle pointing
up and press dosc Docs not .
up and press dose i S S The bubble in
button uatil 0 mg lines z me pre cartridge 1s not Warning has been
up with pointer w with pointer. ! button | e andit specified clearly in
; Repeatsteps Cand D, | Nodifference | until 0 mg Low Low :
Repeat steps C and D, . - - causc label and is same as
- : up to 6 times, until a lines up - :
up to 6 times, until a 2 : ; insufficient RLD.
= drop of Liraglutide with
drop of Victoza appears | . . % e 1 dose.
attherieadle tip injection appears at pointers.
needle tip.
Dial the Dose Dial the Dose No difference erated Detaileq * Detaﬂeq uxi| Demted Detailed as follows
as follows follows follows as follows
» . Liraglutide injection
Victoza pen can give a 5
ot o 0.6 s (taating pen can give a dose of ]
arting | o6 mg (starting dose), ; Warning has been
dose), 1.2mgor1.8 Incorrect Insufficient .
1.2mgor1.8mg Be ’ : specified clearly 1n
mg._Be sure that you - No difference selection dose or Low Low %
tno sure that you know the 3 label and is same as
w the dose of dose of Li ide ofdose overdose
Victoza that 1s mest Lt RD;
bed injection that is
preser aryou: prescribed for you.
Turn the dose selector | Turn the dose selector User has
until your needed dose | uatil your needed dose difficulty | No treatment, Dose selection
lines up with the pomter lines up with the No difference | rotating the Delayed Low Low torque has been
(0.6mg.1.2mgor 1.8 | pointer (0.6mg, 1.2 mg dose treatment verified. *
mg). or 1.8 mg). selection
Description of Task of | Description of Task Difference Potential Potential e I Discussion and
RLD pen of generic pen identified use errors hazard Probability | Severity Justification
Youwill heara "click" | You will hear a "click" Cannot The “click™ can be
every time you tun the |  every time you tum k 111::3 heard clearly.
dose selector. Do not the dose selector. Do No difference 5 doge;r Medication T T Warning has been
set the dose by counting not set the dose by get SOy, Errors specified clearly 1n
the number of clicks counting the number counfing label and is same as
you hear. of clicks you hear. the m',mh“ RLD.
of clicks
If you select a wrong If you select a wrong
dose. change it by dose. change 1t by
turning the dose turning the dose
selector backwards or | selector backwards or
forwards until the forwards until the
correct dose lines up correct dose lines up No use
with the pointer. Be with the pomter. Be No difference N/A A N/A NA
carcful not to press the | carcful not to press the error
dose button when dose button when
turning the dose turning the dose
selector. This may selector. This may
cause Victoza to come cause Liraglutide
out. injection to come out.
Sa—— —— . Detailed Detailed as Detailed as | Detailed . .
Injecting the Dose Injecting the Dose No difference SHEge tolows olions e Detailed as follows
. Insert needle into your
e oy | e somach
thigh or upper arm. Use tl?}gsl; geug::;ﬁl User msert Warning has been
the injection technique techrique shown 1o No difference need_le into Medication B Low specified _clearlv in
shown to vou by vour vein or Errors label and 1s same as
= you by your healthcare
healthcare provider. Do e Do ey muscle. RLD.
t inject Victozaintoa | Pro. cor =0 not e
e Liraglutide injection

vein or muscle.

nto a vein or nmscle.
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ANDA 215503
Liraglutide Injection, Solution for Subcutaneous Use, 18 mg/3 mL (6 mg/mL)

Task

Description of Task of

Description of Task

Difference

Potential

Potential

Discussion and

RLD pen of generic pen identified use errors hazard Probability | Severity Justification
Press down on the Press down on the User does Warning has been
center of the dose centet of the dose not operate | Insufficient 1fied clearly 1n
button to myect untll 0 | button to mject untd 0 | No difference 29 Low Low Pec . o
ey s e il Toies ok ot O as pef'the dose label and 1s same as
mg mes) Ees labeling RLD.
poumter. powmter.
Users put
Be careful notto touch e to' fomch lheif Warning has been
the dose display with the dose display with Dose delivery specified clearly n
) 5 your other fingers. No difference fingers to A Low Low =0
vour other fingers. This e foaevih error label and 1s same as
e This may block the et
may block the injection. i FR RLD.
myection. P
Keep the dose b Keep the dose button
pressed down and
pressed down and make Sl that
sure that you keep the st yout Not
g keep the needle under 3
needle under the skin - holding -
the skin for a full : ‘Warning has been
for a full count of 6 device to - - :
count of 6 seconds to g Siate s Insufficient x specified clearly 1n
seconds to make sure No difference mjection Low Low :
L make sure the full 4 dose label and 1s same as
the full dose 1s injected. dose is injected K. site for RLD
Keep your thumb on the Sseasanjecied. Leen required
injection button until | Your thumb on the time
njection button until
you remove the needle
PR you remove the needle
¥y i from your skin.
Change (rotate) vour Change (rotate) vour User use
myection sites within injection sites within e Warning has been
the area you choose for | the area you choose : RENT for specified clearly 1
each dose. Donotuse | foreach dose. Do not N m!:c?m Caossimyucy, LW tow label and 1s same as
the same injection site | use the same injection b edor RLD.
for each injection. site for each myjection. Tjecon,
Withdraw Needle WithdrawNeedle | No difference | Defailed | Defailedas | Detailedas | Defailed | o, 00 5 follows
as follows follows follows as follows
Description of Task of | Description of Task Difference Potential Potential .8 ok Discussion and
RLD pen of generic pen identified use errors hazard Probability | Severity Justification
You may see a drop of
O e O | S i b
Victoza at the needle - )
: S the needle tip. This 1s
tip. This 1s normal and -
: normal and 1t does not
it does not affect the
dose you just recetved. e e o No use
© | justreceived. If blood No difference NA N/A N/A N/A
If blood appears after | - error
appears aficr you take
you take the needle out
: 5 the needle out of your
of your skin. apply light 5 ;
skin. apply light
pressure, but do not rub
(e area. pressure. but do not
rub the area.
Remove and Dispose | Remove and Dispose g Detailed Detailed as | Detailed as | Detailed :
of the Needle of the Needle No:difierenca as follows follows follows as follows Ditaliadasfollows
Carefully put the outer | Carefully put the outer
needle cap over the needle cap over the .
needle. Unscrew the needle. Unscrew the Noydiiererice
needle. needle.
Safely remove the Safely remove the
needle from your needle from your No difference )
Victozapen after each | Liraglutide injection TESSRES e Wariﬁnf hlzs been
use. pen after each use. disposal of | Tured by Low Low specified clearly 1n
needle label and 1s same as
pen needle RLD
Put your used Victoza Put your uscd >
penand needles in a Liraglutide injection
FDA-cleared sharps pen and needles in a Jiff
disposal contamer right | FDA-cleared sharps Noj s
away after use. disposal container
right away after use.
Caring for vour Caring for your s Detailed Detailed as | Detailed as | Detailed -
Victoza pen Victoza pen Nodifference as follows follows follows as follows Dietalied s folows
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ANDA 215503
Liraglutide Injection, Solution for Subcutaneous Use, 18 mg/3 mL (6 mg/mL)

Task Description of Task of | Description of Task Difference Potential Potential Probability | Severity Discussion and
RLD pen of generic pen identified use errors hazard ty €y Justification
Afer removing the After removing the
needle, put the pen cap nc::l; :r 1:;(11;: gll)::::p
O oL \1ctoza_ L myection pen and store | No difference No use N/A N/A N/A N/A
and store your Victoza S Tl error
pen without the needle o s
SRy injection pen without
the needle attached.

Note: * Means the results adopted from design verification report from BD in Topic 3.5.1 of Section 3.2 R DEVICE.
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*** This document contains proprietary information that cannot be released to the public.***V-25

Labeling Review
Division of Labeling Review
Office of Regulatory Operations
Office of Generic Drugs (OGD)
Center for Drug Evaluation and Research (CDER)

Date of This Review | November 6, 2024

ANDA Number(s) | 215503

Review Number | 5

Applicant Name | Hikma Pharmaceuticals USA Inc

Established Name & Strength(s) | Liraglutide Injection, 18 mg/3 mL (6 mg/mL) Single-Patient-
[Add "(OTC)" after strength if | Use Prefilled Pens
applicable]

Proposed Proprietary Name | NA

Submission Received Date | November 5, 2024

Primary Labeling Reviewer | Esther Kim

Secondary Labeling Reviewer | Ellen Koo

Review Conclusion

Xl Acceptable - No Comments

0 Acceptable - Include Post Approval Comments

OO Minor Deficiency* - Refer to Labeling Deficiencies and Comments for Letter to Applicant
0 Major Deficiency** - Refer to Labeling Deficiencies and Comments for Letter to Applicant

On Policy Alert List Yes [ONo
Acceptable For Filing Yes [ONo
Combined Insert/Outsert OYes No
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1 LABELING COMMENTS (C5)

1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT (C5)

1.2 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE (C5)

The Division of Labeling has no further questions/comments at this time based on your labeling
submission received November 5, 2024.

Additionally, we remind you that it is your responsibility to continually monitor available labeling
resources such as DRUGS@FDA, the Electronic Orange Book (OB), and the United States
Pharmacopeia — National Formulary (USP-NF) online for recent updates, and make any
necessary revisions to your labels and labeling.

It is also your responsibility to ensure your ANDA addresses all listed exclusivities that claim the
approved drug product. Please ensure that all exclusivities and patents listed in the electronic OB
are addressed and updated in your application. Ensure your labeling aligns with your patent and
exclusivity statements.

1.3 POST-APPROVAL REVISIONS (C5)

These comments will be addressed post approval (in the first labeling supplement review).

2 INSTRUCTIONS FOR ASSESSMENT (C5)

General Comments:

Select the "no deficiency” or "deficiency” radio button as appropriate for each row. If a "Deficiency Comments" appears, ensure it is
appropriate for your situation, edit, or enter "Reviewer Comments" if necessary.

If there is no issue/concern, or if the question is not applicable. No "Deficiency Comments” will appear but reviewers can still enter
"Reviewer Comments" if desired.

O X There is information in the Orange Book that the applicant needs to address.

& O Information in the Orange Book has expired and the applicant needs to revise labeling.

Reviewer Comments:
Enter free text in this section as necessary.

Deficiency Comments:

e Standardized comments/deficiencies are available for certain questions. For a complete list of standardized comments,
reference the DLR Standardized Comments SharePoint.

e Reviewers can modify standardized comments/deficiencies for their situation.

e Deficiencies will have a review number, deficiency number, and roman numeral in the user interface. For first original
reviews the review number and iteration numeral will align; however, older reviews may have review numbers and iteration
numerals that differ due to some reviews being completed under past practices.

e Deficiency comments will populate by default to the Labeling Comments deficiency section unless you select the Post-
Approval checkbox. Assessors also have the option to move all comments to the Post-Approval Revisions section or vice
versa from the Labeling Comments tab.
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3 OVERALL ASSESSMENT OF MATERIALS REVIEWED (C5

Table 1: Review Summary of Container Label and Carton Labeling

Final or Draft or Packaging Sizes Submission Recommendation
NA ging Received Date
Container Final 6 mg/mL — 3 mL Prefilled Pen 6/30/2023 Satisfactory
Blister N/A N/A
: Carton of 2 Prefilled Pens ’
Carton Final Carton of 3 Prefilled Pens 6/30/2023 Satisfactory

Table 2: Review Summary of Prescribing Information and Patient Labeling

Final or Draft or s Submission ;
NA Revision Date and/or Code Received Date Recommendation
Prescribing Information Draft Revised: 11/2024 11/5/2024 Satisfactory
Medication Guide Draft Revised: 11/2024 11/5/2024 Satisfactory
Patient Information N/A NA
Instructions for Use Draft Revised: November 2024 11/5/2024 Satisfactory
SPL Data Elements
4 LABELING REVIEW INFORMATION(CS)
41 REGULATORY INFORMATION (C5)
Yes | No
X O Are there any applicable issues in DLR's SharePoint Drug Facts ?
Controlled Correspondence:
(O17 —
Completed
= O Is the drug product listed in the Policy Alert Tracker on OGD's SharePoint?
(b) (5)

42 MODEL PRESCRIBING INFORMATION (C5)
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Table 3: Review Model Labeling for Prescribing Information/Patient Labeling
(Check the box used as the Model Labeling)

MOST RECENTLY APPROVED NDA MODEL LABELING
(If NDA is listed in the discontinued section of the Orange Book, indicate whether the application has been withdrawn and if so,
enter the most recently approved ANDA labeling information as applicable.)
NDA#/Supplement# (S-000 if original): NDA022341 / S5-043
Supplement Approval Date: 11/01/2024
Proprietary Name: Victoza
Established Name: liraglutide injection
Description of Supplement:
We also refer to our letter dated September 6, 2024, notifying you, under Section
505(c)4) of the FDCA, of new safety information that we have determired should be
included in the labeling for glucagon-like peptide-1 receptor agonist (GLP-1 HA)
products. This information pertains to the serious risk of pulmonary aspiration for

patients undergoing elective surgeries or procedures requiring general anesthesia or
deep sedation.

This sNDA provides for revisions to the labeling for Victoza consistent with our
September 6, 2024, letter and October 11 and 16, 2024, email carrespondence

Link: https://darrts.fda.gov/darrts/ViewDocument?documentld=090140af8077b8c4

COMOST RECENTLY APPROVED ANDA MODEL LABELING

O OTHERITEMPLATE (e.g., Pending Supplements, BPCA, PREA, Carve-out):

Reviewer Assessment:

No

Defcirey Deficiency

O & ANDA is up-to-date with the RLD/Model labeling.

Reviewer Comments:
C4 assessment:

The currently submitted labeling is up to date with the current RLD/Model labeling identified in the Model
labeling section above.

C5 assessment:

The labeling from the 11/5/2024 submission is provided to be in accordance with the current RLD/Model
labeling identified in the Model labeling section above.

Deficiency Comments:

43 PATENTS AND EXCLUSIVITIES (C5)

The Orange Book was searched on 11/06/2024

Table 4 provides Orange Book patents for the Model Labeling (NDA022341) and ANDA patent certifications. (For applications that
have no patents, N/A is entered in the patent number column.)

Table 4: Impact of Model Labeling Patents on ANDA Labeling
Patent Date of ;
Strengths | Patent Number Pa?tenlt Use Patent U = Code P.a?ent. Patent Cert Labsbng
Expiration Definition Certification s Impact
Code Submission
18 mg/3 mL A METHOD FOR .
(6mg/mL) 6268343 08/22/2022 U-968 IMPROVING M 09/08/2021 Expired
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Table 4: Impact of Model Labeling Patents on ANDA Labeling
Patent Date of ;
Strengths | Patent Number Pa!tenlt Use Patent U 25 Codle P.a?entl Patent Cert kabsling
Expiration Definition Certification T Impact
Code Submission
GLYCEMIC
CONTROL IN
ADULTS WITH
TYPE 2 DIABETES
MELLITUS
18 mg/3 miL 7762994 05/23/2024 v 09/08/2021 Expired
(6mg/mL)
18mal3ml | 2760004pED | 1172312004 v 09/08/2021 |  None
(6 mg/mL)
maSml | gyae33 | 081312025 v 09/08/2021 |~ None
(6 mg/mL)
18maBSml | g114833pED | 021132026 v 09/08/2021 | None
(6 mg/mL)
18 mg/3 mL 8579869 06/30/2023 v 09/08/2021 Expired
(6mg/mL)
18 mg/3 ml. 8579869*PED | 12/30/2023 1 09/08/2021 Expired
(6mg/mL)
18 mg/3 mL 8846618 06/27/2022 1l 09/08/2021 Expired
(6mg/mL)
18 mg/3 ml. 8846618"PED | 12/27/2022 1] 09/08/2021 Expired
(6mg/mL)
BmaSml | go65803 | 0912312032 v 09/08/2021 |  None
(6 mg/mL)
18maSml | gr65893PED | 03/23/2033 v 09/08/2021 | None
(6 mg/mL)
METHOD OF
REDUCING THE
RISK OF
CARDIOVASCULAR
DEATH, NON-
FATAL
MYOQCARDIAL
INFARCTION,
18 mg/3 mL AND/OR NON-
(6 mgimL) 9968659 01/09/2037 | U-2313 FATAL STROKE IN viii 09/08/2021 | Carve-out
ADULTS WITH
TYPE 2 DIABETES
MELLITUS AND
ESTABLISHED
CARDIOVASCULAR
DISEASE BY
ADMINISTERING
LIRAGLUTIDE
16 maldml. 9968659*PED | 07/09/2037 viii 09/08/2021 | Carve-out
(6 mg/mL)
1masml | pesigse | otr21/2028 I 09/08/2021 | Expired
(6mg/mL)
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Table 4: Impact of Model Labeling Patents on ANDA Labeling

Strengths

Patent Number

Patent
Expiration

Patent

Use
Code

Patent Use Code
Definition

Patent
Certification

Date of
Patent Cert
Submission

Labeling
Impact

18 mg/3 mL
(6mg/mL)

RE41956"PED

07/21/2021

09/08/2021

Expired

Table 5 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements.

Table 5: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling

Strengths

Exclusivity
Code

Exclusivity
Expiration

Exclusivity Code
Definition

Exclusivity
Statement

Date of
Exclusivity
Submission

Labeling
Impact

18 mg/3 mL
(6mg/mL)

NPP

06/17/2022

NEW PATIENT
POPULATION

Hikma is not
seeking
approval for its
liraglutide
recombinant 18
mg/3 mL (6
mg/mL)
solution
product for the
listed
exclusivities
and Hikma's
labeling for its
drug product
does not
include the
information
associated with
the listed
exclusivities

09/08/2021

Expired

18 mg/3 mL
(6mg/mL)

NPP PED

1211712022

NEW PATIENT
POPULATION;
PEDIATRIC
EXCLUSIVITY

Hikma is not
seeking
approval for its
liraglutide
recombinant 18
mg/3 mL (6
mg/mL)
solution
product for the
listed
exclusivities
and Hikma's
labeling for its
drug product
does not
include the

information

09/08/2021

Expired
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Table 5: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling
Exclusivity Exclusivity Exclusivity Code Exclusivity Ex?:?&ii(\’rfit Labeling
Strengths Code Expiration Definition Statement it Impact
Submission
associated with
the listed
exclusivities
Reviewer Assessment:
e No

Deficiency Deficlency

O X There is information in the Orange Book that the applicant needs to address.

O X Information in the Orange Book has expired and the applicant needs to revise labeling.

Reviewer Comments:

Cycle #3:

No change to patent certifications.
The applicant provides the 12/19/2023 submission to provide a waiver granted by the sponsor of the RLD.

Expired patents do not affect labeling.
The 6/30/2023 submission 1s provided due to an RLD update @
C4 assessment:

Expired patents do not affect labeling.

C5 assessment:
Expired patent '994 does not affect labeling.

Deficiency Comments:

44 UNITED STATES PHARMACOPEIA (USP) (C5)

The USP was searched on 11/06/2024

Table 6: USP
Packaging and
Monograph Title (NJAif | Storage/Labeling
YESorNO Date no monograph) Statements (N/A if
no monograph)
Currently Official No N/A N/A
Not Yet Official No N/A N/A
Reviewer Assessment:
e No
Uaficioncy Deficiency
o = Established name is acceptable with regard to the USP monograph or the RLD's nonproprietary
name.
(] X RLD's non-proprietary name is different from USP established name.
O X USP descriptor is correctly used in the appropriate sections of the prescribing information.

USP RECOMMENDATIONS and/or DIFFERENCES IN TEST METHODS (QUALITY):
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Deficiency .N.O
Deficiency
O [ DISSOLUTION: The applicant's dissolution statement is appropriate.
O e ORGANIC IMPURITIES: Drug product meets USP acceptance criteria for organic impurities.
O X ASSAY: Drug product meets USP acceptance criteria for assay.

Reviewer Comments:
C4 assessment:
No change noted

C5 assessment:
No change noted

Deficiency Comments:

45 MODEL CONTAINER LABELS (C5)
Model container/carton/blister labels (Source: NDA 022341/S-028 approval letter in DARRTS dated 4/25/2017 )

Syringe label for 2 Pens/Carton
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0.6 mgor 15doses

or 10 dos

Expiry/
Batch

LIST 406012

Vicvoes®
(Sesghutide) inpction
1m0 ol (6 mpml)

Ui By your o
Sew srwDwd product Festuare
Subnuts (e e only

Rx Only

Ingredienty: Each ol contan leaghutide § mg and
the wiactive dond
phocghate divydrats, 142 mg: propylee gyeol,

14 mg. phendd, 5.5 mg. and water for npction
Sterie

DO NOT TRANSFER THS MEDICATION TO A
SYRNGE

Each profiind pen containe 18 mg/d mi (8 mg/md)
and will deliver 30 doses of 0.6 mg or 15 dones of
1.2 mg or W dossof 1.8mg.
REFRIGERATE - DO NOTFREEZE

After Trst use, stare 8T & Tampamtum not 10 sxcend
¥ 00

Not s child-awcstant container

1110w wal & beoken before it e, contact your
phamacist,

PATENT in toerma ton. hepfnovanant el
utonemipatsn s/ pr aducprodut paten s hemi

VEroza® & a regitwred
trademark of Nomdek &5

© 2016 Nowo Nerdink A5

OK. 2880 Bagmaest, Devwnank
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e ldey

(liraglutide) injection
[_For Singls Patient Use Only |
ll W!.l(‘ mg/ml)

pon dolivers doses of 0.6 mg.
u mqoc 1.8 mg. Subcutaneous use only

nows norgad”  Rx Only

fop | SISO DD e o e e |

(liraglutide) injection
1R g3 md 06 morml)

(liraglutide) injection
18mg2 md 16 mgmL)

Syringe label for 3 Pens/Carton

S50¢
1E56968
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;
:

NDC 0169-4060-13 LIST 406013
Rx Only
Discard pen 30 days after first use

18 mg/3mL (6
jeliver 30 doses of
sof 1.2mg
of 1.8 ma
RIGERATE

Vicon* »mbmntrm.mlqlum‘mlnd

Oragiutin) mjecton inactiwe | S0k

18 mgr3 mi, (6 mgimd) phowhate dhydmte. 1 &2 mg e giycoh,

Ve &t dewcind By your healthcars prmfegional :-g phenal 55 g and water for ingection

L

Soe modioned pIodunt e e

st only DO NOT TRANSFER THIS MEDICATIONTO A S YRINGE

Rx Only Each prefilind pen contains 18 mg/3 md (6 mgiml)
and will debver 30 doses of 04 mg or 15 doses of —
12 mg o« 30 doses of 18 mg, ——
FE FRIGERATE - DO NOT IREEZE —
After St une. sTom ot & Wmperature not 1o excesd @ 7015 Nove Noedek A% =
WF 00 Nowo Nordak Ine S—
Nt 8 NI Eactant Cnrt A Mmo. NI 08536
¥ the ceal it troken tefoes fe e, contact your 1 8774842660
phmmacn (5@ radia e9acod
PATENT Inf armation: Mp i k- WL S CI0A O
S _ConV P Bert LD AR oduct patents huml Marstoctond by
Victom® is a regated Novo Norgad A5 o
wademack of Nowo Nordid AS Do 2880 Bagoveerd, Derman U
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(liraglutide) injection
18 mir2 ml. 66 moienk

ﬁCTOZA”

(liraglutide) injection

ey handey

| For Singie Patient Use Only | §
18 mg/3 mé. (6 mop/ml) g"
Each pen delvars doses of 0.6 mg, ..‘
12 mg or 1.8 mg Subautancous use only ‘_g'
— = g o Vi 4]
e NSt se SO e =22
o, B s pens R 3
v norcik: Rx Only ntende 4 10 wie with Nown Mot Spotablie needis =

(liraglutide) injection
18 g2 m o mgied)

5 ASSESSMENT OF ANDA LABELING AND LABELS (C5

51 QUALITY INFORMATION (DRUG PRODUCT MOU & BIOPHARMACEUTICS) (C5)

f 3 Pens

5.1.1 DRUG PRODUCT REVIEW (C5)

Page 14



Insert screenshot of Labeling portion from drug product review if completed:
Drug Product Review complete

A215503 Drug Product R03-AQ (archived 6/11/2024)
1.14 Labeling

Labeling & Prescribing Information

DESCRIPTION (Rx insert or Active Ingredient(s), and Inactive Irgredients in DRUG FACTS for
OTC):

s the information accurate? X Yes [] No
If “No,” explain.
Deficiency #01 (CR dated 02/28/2024): In the Package Insert (Pl) label, you stated

- - please revise the above-memioned section of

the PI label description to state * Liraglutide Injection lutid
analog of human GLP-1 and acts as a GLP-1 receptor agonist. Liraglutide Injection
contains chemically synthesized Liraglutide that has been engineered to he 97%

omologous to native human GLP-1 by substitutin inine for lysine at position
34"

S v of Applicant’s Resy (dated 03/21/2024): Hikma has confirmed with
the DMF holder that Liraglutide is chemicall thesized. The package insert labeli

y.sy packag 4
has been revised in the Description section as requested. The following documents are
provided in Module 1.14.

Reviewer's Assessment: Adequate

q l! pacge nsert E& Escnpnon section was mg accordingly
to state Liraglutide Injection contains chemically synthesized Liraglutide that has been

engineered to be 97% homologous to native human GLP-1 by substituting arginine for
lysine at position 34.” This is acceptable.

Is the drug product subject of a USP monograph? [] Yes [X]No

If “Yes,” does labeling have accurate USP statement in the DESCRIPTION (for
Rx) or Other Information section of DRUG FACTS (for OTC)?

[Oyes [INo [ Statement notneeded

If “No”, what is/are the needed statement(s)?

HOW SUPPLIED section (Rx insert) or Storage (in DRUG FACTS for OTC)
i) Is the information accurate? [J Yes [J No
If “No," explain.
ii)  Are the storage conditions acceptable? [ Yes []No
If “No,” explain.

DOSAGE AND ADMINISTRATION section, for injectables, and where applicable:

Did the applicant provide quality data to in-use conditions (e.g., diluent
compatibility studies)? [X] Yes [JNo N/A
If “No," explain.

For OTC Drugs and Controlled Substances:
Is tamper evident feature provided in the container/closure for the OTC
roducts or Controlled Substance (Cll - CIV) products? [ ] Yes []No
N/A (NOT OTC or Controlled Substance)

If “No," explain.
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For solid oral drug preducts, only: drug product length(s) of commercial batch(es): NA

Send issue to the Labeling Assessor through the Platform with a list of quality-related
lzbeling deficiencies and also record reference number or link for all the issues:

Issue Description

Issue Reference Number or Link

LABELING LIST OF DEFICIENCIES (AN information reguests andior deficiencies should foliow the four
elemenis described in OPQ MAPP 5016.8 ‘Communication Guidelines for Qualily-Related Information Requests

and Deficiencles”)
None

5.1.2 DESCRIPTION (C5)

Table 7: Comparison of Inactive Ingredients Contained in Model Product and ANDA Description Section

Model Labeling

Each 1 mL of VICTOZA solution contains 6 mg of liraglutide and the following
inactive ingredients: disodium phosphate dihydrate, 1.42 mg; propylene glycol, 14
mg; phenol, 5.5 mg; and water for injection. VICTOZA has a pH of
approximately 8.15, hydrochloric acid or sodium hydroxide may be added to
adjust pH. Each pre-filled pen contains a 3 mL solution of VICTOZA equivalent
to 18 mg liraglutide (free-base, anhydrous).

Previous ANDA Labeling

Each 1 mL of Liraglutide Injection solution contains 6 mg of liraglutide and the
following inactive ingredients: disodium phosphate dihydrate, 1.42 mg; propylene
glycol, 14 mg; phenol, 5.5 mg; and water for injection. Liraglutide Injection has a
pH of approximately 8.15, hydrochloric acid or sodium hydroxide may be added
to adjust pH.

Current ANDA Labeling

Each 1 mL of Liraglutide Injection solution contains 6 mg of liraglutide and the
following inactive ingredients: disodium phosphate dihydrate, 1.42 mg; propylene
glycol, 14 mg; phenol, 5.5 mg; and water for injection. Liraglutide Injection has a
pH of approximately 8.15, hydrochloric acid or sodium hydroxide may be added
to adjust pH.

Assessment: No change noted

9.1.3 HOW SUPPLIED/STORAGE AND HANDLING (C5)

Table 8: Comparison of Model Labeling to ANDA Labeling

Model Labeling

16.1 How Supplied

VICTOZA Injection: 18 mg/3 mL (6 mg/mL) clear, colorless solution in a pre-
filled, single-patient-use pen that delivers doses of 0.6 mg. 1.2 mg, or 1.8 mg is
available in the following package sizes:

2 x VICTOZA pen NDC 0169-4060-12

3 x VICTOZA pen NDC 0169-4060-13

16.2 Recommended Storage

Prior to first use, VICTOZA should be stored in a refrigerator between 36°F to
46°F (2°C to 8°C). Do not store in the freezer or directly adjacent to the
refrigerator cooling element. Do not freeze VICTOZA and do not use VICTOZA
if it has been frozen.

After first use of the VICTOZA pen, the pen can be stored for 30 days at
controlled room temperature (59°F to 86°F; 15°C to 30°C) or in a refrigerator
(36°F to 46°F; 2°C to 8°C). Keep the pen cap on when not in use.

Protect VICTOZA from excessive heat and sunlight. Always remove and safely
discard the needle after each injection and store the VICTOZA pen without an
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Table 8: Comparison of Model Labeling to ANDA Labeling

injection needle attached. This will reduce the potential for contamination,
mfection, and leakage while also ensuring dosing accuracy. Always use a new
needle for each injection to prevent contamination.

Previous ANDA Labeling

16.1 How Supplied

Liraglutide Injection: 18 mg/3 mL (6 mg/mL) clear, colorless solution in a pre-
filled, single-patient-use pen that delivers doses of 0.6 mg, 1.2 mg, or 1.8 mg is
available in the following package sizes:

2 x Liraglutide Injection pen NDC 0143-9144-02

3 x Liraglutide Injection pen NDC 0143-9144-03

16.2 Recommended Storage

Prior to first use, Liraglutide Injection should be stored in a refrigerator between
36°F to 46°F (2°C to 8°C). Do not store in the freezer or directly adjacent to the
refrigerator cooling element. Do not freeze Liraglutide Injection and do not use
Liraglutide Injection if it has been frozen.

After first use of the Liraglutide Injection pen, the pen can be stored for 30 days at
controlled room temperature (59°F to 86°F; 15°C to 30°C) or in a refrigerator
(36°F to 46°F; 2°C to 8°C). Keep the pen cap on when not in use. Protect
Liraglutide Injection from excessive heat and sunlight. Always remove and safely
discard the needle after each injection and store the Liraglutide Injection pen
without an injection needle attached. This will reduce the potential for
contamination, infection, and leakage while also ensuring dosing accuracy.
Always use a new needle for each injection to prevent contamination.

Current ANDA Labeling

16.1 How Supplied

Liraglutide Injection: 18 mg/3 mL (6 mg/mL) clear, colorless solution in a pre-
filled, single-patient-use pen that delivers doses of 0.6 mg, 1.2 mg, or 1.8 mg is
available in the following package sizes:

2 x Liraglutide Injection pen NDC 0143-9144-02

3 x Liraglutide Injection pen NDC 0143-9144-03

16.2 Recommended Storage

Prior to first use, Liraglutide Injection should be stored in a refrigerator between
36°F to 46°F (2°C to 8°C). Do not store in the freezer or directly adjacent to the
refrigerator cooling element. Do not freeze Liraglutide Injection and do not use
Liraglutide Injection if it has been frozen.

After first use of the Liraglutide Injection pen, the pen can be stored for 30 days at
controlled room temperature (59°F to 86°F; 15°C to 30°C) or in a refrigerator
(36°F to 46°F; 2°C to 8°C). Keep the pen cap on when not in use. Protect
Liraglutide Injection from excessive heat and sunlight. Always remove and safely
discard the needle after each injection and store the Liraglutide Injection pen
without an injection needle attached. This will reduce the potential for
contamination, infection, and leakage while also ensuring dosing accuracy.
Always use a new needle for each injection to prevent contamination.

Assessment: No change noted

5.1.4 MANUFACTURER, DISTRIBUTOR, AND/OR PACKER (C5)
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Table 9: Comparison of Manufacturer/Distributor/Packer Labeling Statements

Previous ANDA Labeling

Manufactured by:
Hybio Pharmaceutical Co., Ltd. (Pingshan Factory)
2nd Ruhui Rd. Kengzi Jinsha Community, Pingshan District, Shenzhen,

b i, el e Guangdong 518118, China

ANDA Prescribing

Information
Distributed by:

Hikma Pharmaceuticals USA Inc.
Berkeley Heights, NJ 07922

Current ANDA Labeling

Manufactured by:
Hybio Pharmaceutical Co., Ltd. (Pingshan Factory)
2nd Ruhui Rd. Kengzi Jinsha Community, Pingshan District, Shenzhen,

Name and Address on Guangdong 518118, China

ANDA Prescribing

information Distributed by:

Hikma Pharmaceuticals USA Inc.
Berkeley Heights, NJ 07922

Assessment: No change noted

Table 9: Comparison of Manufacturer/Distributor/Packer Labeling Statements

Manufactured by Manufactured for Distributed by Distributed for

5.2 CONTAINER LABEL (FOR BLISTERS GO TO UNIT-DOSE BLISTERS) (C5)

Reviewer Assessment:
45 No
Deficicncy Deficiency
0 = Container meets the too small exemption [ 21 CFR 201.10(i)]. Please enter Reviewer/Deficiency
Comments if you select Deficiency.
ESTABLISHED/PROPRIETARY NAME and STRENGTH:
O P Tall Man lettering complies with recommendations found on FDA webpage.
o X Egtablishedfproprietary name and strength are the most prominent information on the Principal
Display Panel.
O X No intervening text(written, printed, or graphic matter) between established name and strength.
THE FOLLOWING COMPONENTS ARE PROPERLY DISPLAYED:
O X Net quantity statement. Please enter Reviewer/Deficiency Comments if you select Deficiency.
O X Dosage statement.
O X NDC number: prominence, linear bar code, and its orientation.
O X Expiration date and lot number (or placeholder).
O B Equivalency statement (product strength).
O B Medication Guide Pharmacist instructions [21 CFR 208.24(d)].
O B Controlled Substance Symbol.
O P Image of drug product represents the true size, color, and imprint.
O Yellow #5 (tartrazine) warning statement is properly displayed.
O X Alcohol is properly listed [21 CFR 201.10(d)(2)].
O Latex warning statement is properly displayed [21 CFR 801.437].
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No

Deficiency Deficiency
O X Gluten statement is appropriately stated.
PRODUCT DIFFERENTIATION:
O ANDA is the same color as the RLD labels as required (e.g. warfarin, levothyroxine, enoxaparin).
Please enter Reviewer/Deficiency Comments if you select Deficiency.
O X Multiple strengths are differentiated by use of different color or other acceptable means.
O X Labels of proposed product is differentiated from related products.

STORAGE, DISPENSING, MANUFACTURER, and PACKAGING:

Storagel/dispensing statement is consistent with the How Supplied section of the insert/RLD/USP.

- = Please enter Reviewer/Deficiency Comments if you select Deficiency.
O - Manufacturer/Distributor/Packager statement is acceptable [21 CFR 201.1(h)(5) or (6) or 21 CFR
B 201.1()].

O X Tamper evident (controlled substances) requirements are met.

o 5 Use of child-resistant closure (CRC) or non-CRC is appropriate.
Describe container closure, cite source, and any issues in Reviewer Comments below.

OVERALL ASSESSMENT:

O - Requirements met for the required label statements (21 CFR 201.15 and 21 CFR 201.100 ). Please
enter Reviewer/Deficiency Comments if you select Deficiency.

Reviewer Comments:

The container label in in line with the RLD; however, we have comments for the applicant. Please refer to
section 5.2.1.1 below.

Assessment: The applicant has satisfactorily addressed all comment. Container labels are found acceptable.
Previous labeling review:
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Currently proposed:

NDC 0143-9144-01 LIST X0
Rx only
Discard pen 30 days after first use.

Liraglutide Injection

18 mg/3 mL |
(6 mg/mL) |
Each prefilled pen contains 18 mg/3 mL
(6 mg/mL) and 30 3
of 0.6 mg or 15 doses of 1.2 mg or Mamfacturad by
10 doses of 1.8 mg. Hytio Pammaceutical Co. Lid

Dastributed by
REFRIGERATE BEFORE Hilama Pharmaceuticais USA Inc

FRST USE - DO NOT FREEZE 86-0755-2658- 00

(01)00301439144014

Expiry/
Balch:

Cycle #3:
The 6/30/2023 submission is provided due to an RLD update

- |
O Additionally, the applicant updates the container and
carton labeling to "align with current RLD labeling and current Hikma trade dress."
From 6/30/2023 annotated SBS:
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NDC 0143-9144-01 LIST XXXX
H'lj ( 11..
Discard pen 30 days after first use

Liraglutide Injection

For Single Patient Use Only

18 mg/3 mL |
(6 nl)

(01)00301439144004

Container label is acceptable.

C4 assessment:
Container label was found acceptable in the C3 review.
Container label not submitted with the 3/21/2024 submission.

C5 assessment:
Container label was found acceptable in the C3 review.
Container label not submitted with the 11/5/2024 submission.

Deficiency Comments:

521 INJECTABLE PRODUCTS (C5)

Reviewer Assessment:
; No
Deficiency Deficiency
O X Appropriate package type term was used (e.g. multiple-dose, single-dose, single-patient-use).
O Product label states, "Discard unused portion” for single dose products.
O X IV, IM, or SC was spelled out.
O - There is text on the capl/ferrule overseal of this injectable product. If "Yes", does the text comply with
- the recommendations in USP General Chapter <7> Labeling.
O = The cap color is NA. NOTE: Black closure system is prohibited, except for Potassium Chloride
for Injection Concentrate.
Reviewer Comments:
Cycle #3:
Container is acceptable.
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C4 assessment:
Container label was found acceptable in the C3 review.
Container label not submitted with the 3/21/2024 submission.

C5 assessment:
Container label was found acceptable in the C3 review.

Container label not submitted with the 11/5/2024 submission.

Deficiency Comments:

5.211 CONTAINER LABEL FOR PARENTERAL SOLUTIONS (C5)

Reviewer Assessment:
iy No
Deficiency Deficiency
o = Strength expressed as total quantity per total volume followed by the concentration per milliliter (mL),
as described in the USP General Chapter <7> Labeling.
O X If volume is less than 1 mL, strength per fraction of a milliliter is the only expression of strength.
Quantity or proportion of all inactive ingredients listed on label as required under 1 CFR
- X 201.100(b)(5)i). S
O Container label includes instructions for reconstitution if applicable.
o - Aluminum content is present on immediate container label (3VP, LVP, or PBP) and warning is
= present in the prescribing information.

Reviewer Comments:

The RLD does not list the total quantity per total volume followed by the concentration per mL; however, we
will request the addition of this to be in line with USP General Chapter <7> labeling.

Inactive ingredients are not listed on the container label but are listed on the carton labeling. This 1s in line
with the RLD.

Cycle #3:
Container is acceptable

C4 assessment:
Container label was found acceptable in the C3 review.
Container label not submitted with the 3/21/2024 submission.

C5 assessment:
Container label was found acceptable in the C3 review.

Container label not submitted with the 11/5/2024 submission.

Deficiency Comments:

5.3 CARTON (OUTER OR SECONDARY PACKAGING) LABELING (C5)

Reviewer Assessment:
- No
Deficiency Deficiency
O X Unit-Dose Carton expression of strength appropriately stated.
The answers to the Container Label questions are the same for the Carton Labeling. Please enter
O X : : 5 s
Reviewer/Deficiency Comments if you select Deficiency.
Reviewer Comments:
Assessment:
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The applicant provides carton labeling with the 1/13/2022 submission in response to the Labeling DRL and
with the 3/11/2022 submission in response to a comment from DCR.
Comment to the applicant regarding carton labeling from DCR:

FDA Comment
Your proposed carton labeling states,

Response:
The proposed carton labeling has been revised with “Intended for use with compatible
disposable pen needles™ as requested.

The carton labeling from the 3/11/2022 submission supersedes the carton labeling from the 1/13/2022
submission.
Previous labeling review:

Currently proposed:
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B H i H NDC 0143-9144-02
Liraglutide Injection b
For Single Patient Use Only
18 mg/3 mL
(6 mg/ml)
Each pen delivers doses of 0.6 mg.
1.2 mg or 1.8 mg. Subcutanecus uss only,

Discard pan 30 days after irst use Contains: 2 Liraghutide Injection Pens, Product Literature

REFRIGERATE - DO NOT FREEZE Dl the Guide

Rx onty to each patient.

Tnlenced for uge wilh compatiblo disposalle pen neodles.

hikma.
Liraglutide Injection s
For Single Patient Use Only

18 mg/3 mL

(6 mg/mL)

Each pen dedivers doses of 0.6 mg,

1.2 myg or 1.8 mg. Subcutaneous use orly,

Discard pan 30 days after first use Contains: 3 Liraghitide Injection Pens, Product Literature
REFRIGERATE - DO NOT FREEZE the Quide
Rx only to each petient.
Intended r use with compatible disposable pen needles.
hikma.

The applicant satisfactorily addressed all comments. Carton labeling is found acceptable.

Cycle #3:

The applicant updates the container and carton labeling to "align with current RLD labeling and current
Hikma trade dress."
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Current uence 0011

Liraglutide Injection
2 ———
(6 mg/mL) @ Pend)
L]
Ursghside ijecton Drgrndants Gah 91 cortues kaghton b g
ﬂ“h*w rtes =
e e 1A Ty penae gyl
{6 mgamL) Wy et 8.8 g st e ey paten, la
lm--mwn . -

et
DO WOT TRANEIN 1 meICATION
TO A GrEMGE

uonde(ul epunibesy
wrwintrooon @

o
o 8 s of 1,2 oo o 1 s of 1o

e REPRBERATE 5O NOT FREELE.
| 10 v 08F GO0 Y Pl G L8
R i ercur. Ome

o o
1wl 4 v bt Bt e, m v e b b
e oty e, T

Liraglutide Injection
X —
(® my/ml) o

L] ® oy ©
List 000X

ﬁmglutldo Injection

For Sngle Paserw Use Only

@ The RLD does not include this information on the
carton labeling; however, this information is provided in the DESCRIPTION section of the PI and

ingredients section of the MG. As the information is accurate, the inclusion is acceptable.
Carton labeling is acceptable.

C4 assessment:
Carton labeling was found acceptable in the C3 review.
Carton labeling not submitted with the 3/21/2024 submission.

C5 assessment:
Carton labeling was found acceptable in the C3 review.
Carton labeling not submitted with the 11/5/2024 submission.

Deficiency Comments:

54 PRESCRIBING INFORMATION (C5

Reviewer Assessment:
; No
Deficiency DeFcioiicy
HIGHLIGHTS:
O X Contact information for applicant and FDA are listed correctly.
O - Revision date appears at the end of HIGHLIGHTS section (PLR) or end of prescribing information
3 (non-PLR).
DESCRIPTION/INACTIVE INGREDIENTS:
Appropriate warning/precaution statements for inactive ingredients are present (21 CFR 201) Check only if applicable:
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No

Deficiency Deficiency

O
e

Culfite (21 CFR 201.22)
Oellow #5 (Tartrazine) (21 CER 201.20)

[Phenylalanine/aspartame (21 CFR 201.21)
(latex (21 CFR 801.437).

| X

v,
25

Sterile product statement [ 21 CFR 201.57(c)(12)(i)(D) 1.

[Alcohol is properly listed [ 21 CFR 201.10(d)(2)].

[Bluten statement is appropriately stated.

O |ojojo
XX

X

201.57(c)(12)(i)(B)] and[21 CFR 201.57(c)(12)()(E)].

Dosage form, pharmacologic/therapeutic class, and route of administration properly listed [21 CFR

HOW SUPPLIED/STORAGE and HANDLING/MANUFACTURER:

O All submitted labels and labeling are consistent with the HOW SUPPLIED section.

O Physica] description (e.g. scoring, v_.:olor, imprint, gapsule §ize, nozzle tip, cap color) of the finished
product in the HOW SUPPLIED section are appropriately displayed.

O NDC numbers are present.

o . Drug product is the same color as the RLD's drug product as required (e.g. warfarin, levothyroxine,

3 enoxaparin).

O Stor_age or dispensing statemept is acceptable cgmpared to the RLD/USP monograph. Please enter
Reviewer/Deficiency Comments if you select Deficiency.

O X "Discard unused portion" for single-dose products.

O % Manufacturer/Distributor/Packager statement is acceptable [ 21 CER 201.1(h)(5) or (6) or 21 CFR

201.4(0)].

REGULATORY/OVERALL ASSESSMENT:

O X & requirements addressed appropriately.
O Intent to join the Antiretroviral Pregnancy Registry (APR) upon full approval.
O X Pregnancy registry information is appropriately included/excluded as required for the RLD.
" Patent/exclusivity carve out is acceptable. Please enter Reviewer/Deficiency Comments if you select
= Deficiency.
O = Dosage form/strength carve out (RLD combined labeling): justification for retaining information for
safety/efficacy.
o - Prescribing information meets formatting requirements [21 CFR 201.57 (PLR) or 21 CFR 201.80
5 (non-PLR)].
O = Prescribing Information is the same as the model labeling, except for differences allowed under 21 CER
314.94(a)(8). Please enter Reviewer/Deficiency Comments if you select Deficiency.
Reviewer Comments:
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Assessment: The applicant has satisfactorily addressed all comments.

Cycle #3:
The 6/30/2023 submission is provided due to an RLD update[ o

. 1
The 9/20/2023 submission is provided due to RLD update, NDA 022341/S-039. The PI, MG, and IFU from
this submission supersedes the PI, MG, and IFU from the 6/30/2023 submission.

PI is acceptable.

C4 assessment:

The 3/21/2024 submission is provided in response to CR and the applicant revises the DESCRIPTION
section.

From the 3/21/2024 cover letter response:

liraglutide, an analog of human GLP-1 and acts as a GLP-1 receptor agonist. Liraglutide
Injection contains chemically synthesized Liraglutide that has been engineered to be 97%
homologous to native human GLP-1 by substituting arginine for lysine at position 34.7

s g g s
msert m section as owing documents are

e Package Insert Rev. 03/2024 (Word Version)
o Package Insert Rev. 03/2024 (PDF Version)
o Side-by-Side Companison of Previously Submitted vs Current Package Insert

e SPL
No other revision to the PI, MG, or IFU noted. The DP review of the applicant's response is pending
approval.

C5 assessment:

The 11/5/2024 submission is provided to be in accordance with a recent RLD update, NDA 022341/S-043
approved 11/1/2024.

The Prescribing Information is satisfactorily updated to be in accordance with the RLD.

Deficiency Comments:
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5.5 MEDICATION GUIDE (C5)

Reviewer Assessment:
Deficiency .N.o
Deficiency

O X Medication Guide is up-to-date with model labeling.

O X Medication Guide meets content, format, and font size.

O X Phonetic spelling of the established/proprietary name is present and correct.

o = Description of child-resistant feature(if also present in HOW SUPPLIED/STORAGE AND
HANDLING).

O X Revision date and approval statement appear at the end of the Medication Guide correctly.

O X Applicant committed to provide a sufficient number of Medication Guides.

O X Applicant included the 1-800-FDA-1088 phone number.

O X Applicant included statement to print electronic Medication Guide if applicable.
Medication Guide is the same as the model labeling, except for allowable differences. Please enter

O X - . . .
Reviewer/Deficiency Comments if you select Deficiency.

Reviewer Comments:
We have a comment regarding @ . Please see below.

Assessment: The applicant satisfactorily addressed all comments.

Cycle #3:

The 6/30/2023 submission is provided due to an RLD update ®) (4)
to the labeling.

The 9/20/2023 submission is provided due to RLD update, NDA 022341/S-039. The PI, MG, and IFU from

this submission supersedes the PI, MG, and IFU from the 6/30/2023 submission.

MG 1s acceptable.

C4 assessment:

The 3/21/2024 submission is provided in response to CR and the applicant revises the DESCRIPTION
section.

No revision to the MG or IFU noted.

C5 assessment:

The 11/5/2024 submission 1s provided to be in accordance with a recent RLD update, NDA 022341/S-043
approved 11/1/2024.

The Medication Guide 1s satisfactorily updated to be in accordance with the RLD.

Deficiency Comments:

5.6 OTHER PATIENT LABELING (C5

Reviewer Assessment:
a1 No
Dehciency Deficiency
Other patient labeling is the same as the model labeling except for allowable differences. Please enter
O X : : ; ;
Reviewer/Deficiency Comments if you select Deficiency.
Reviewer Comments:
The DCR review is pending.
Assessment:
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The following IR was sent to the applicant on 3/4/2022 with regard to the IFU:

The Clinical Discipline is reviewing your comparative (threshold) analyses for your
proposed product and we require additional information in order to complete our Clinical
review.

1. We recommend that your proposed Instructions for Use (IFU) wording should reflect
your proposed pen physical characteristics. We note that your proposed pen has a
black line inside the dose display. In order for users to select the prescribed dose
accurately using your proposed pen (and perform other tasks that rely upon the dose
display) the black line needs to be lined up with the pointer by turning the dose
selector.

a. Revise Step C. Dial to the Flow Check Symbol to state, “Turn dose selector until
the black line of flow check symbol [insert symbol] lines up with pointer (See
Figure E)."

b. Revise Step D. Prepare the Pan 1o state, "Keep needle pointing up and prass
dose button until the black line of 0 mg lines up with pointer (See Figure G).”

c Revise Step G. Dial the Dose 1o state,

i. “Turn the dose selector until the black line of your needed dose lines up with
the painter (0.6 mg, 1.2 mg or 1.8 mg) (See Figure L)."

ii. “If you select a wrong dose, change it by turning the dose selector backwards
or forwards until the black line of the correct dose lines up with the pointer.”

d. Revise Step H. W to state, “Press down on the center of the dose
button to inject until the ine of 0 mg lines up with the pointer (See Figure
M)."

your propose: iraglutide Injection pen shou

u compatible disposable needles.” The labeling for your proposed product
should provide clear information to help end users and pharmacists to identify pen
needles that are compatible with your proposed pen. We recommend that you revise
the carton labeling to state, “Intended for use with compatibie disposable pen
needies” to be consistent with your proposed IFU.

n

. Submit revised labeling to ensure that modifications in your proposed IFU and carton
labeling are adequate based on the recommendations above. We refer you to the
FDA Draft Guidance for Industry “Comparative Analy and Related Comparative
Use Human Factors Studies for a Drug-Device Combination Product Submitted in an
ANDA" (January 2017).

The 3/11/2022 submission is in response to the DCR IR. The DCR review of the IR response is pending.

Cycle #3:
The DCR review (uploaded 5/22/2022) has no recommendations.

5 CONCLUSION

From a clinical safety perspective, there are minor and other acceptable design diff¢ bety
the RLD and the proposed drug delivery device (color. dimensions, shape of pen: design of pen

compoocn
e oy o

conc! 1s genenc combination product can 1ty e without the
intervention of a healthcare professional and/or without additional training prior to use of the
generic combination product, and that the design differences as compared to RLD do not alter the
clinical effect or safety profile of this proposed ANDA product under the conditions of use as
specified in the labeling. In summary, DCR finds the proposed drug-device user interface for the
proposed generic product acceptable.

6 RECOMMENDATION

The Clinical Discipline has completed its review of the comparative analyses and has no
recommendations/the following deficiencies:

O Major
O Miner
B N/A (Review is Adequate)

IFU is acceptable.
C4 assessment:

The 3/21/2024 submission is provided in response to CR and the applicant revises the DESCRIPTION
section.
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No revision to the MG or IFU noted.

C5 assessment:
No change is noted in the RLD's IFU with the most recent RLD update; therefore, no revision to subject
ANDA's IFU 1s noted.

Deficiency Comments:

6 COMMENTS/CONSULTS FOR OTHER DISCIPLINES (C5)

A labeling statement required verification from another division discipline. Check only if applicable.

Reviewer Assessment:

Rubber

Latex

Gluten

Alcohol (ethanol)

Aluminum (small/large volume parenteral and pharmacy bulk package)

Sulfite

Phenylalanine (aspartame) - content calculation

Yellow #5 (tartrazine)

Ghost tablet/capsule (i.e. solid or semi-solid mass in stool)

g|ojoja(ajajojojoo

Other

Describe questions/issue(s) sent to and/or received from other discipline(s) (e.g., OPQ, OB): (For Issues, include the following
information: discipline and description of issue, issue reference number or link, and date of issue)

Reviewer Comments:

Deficiency Comments:
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*** This document contains proprietary information that cannot be released to the public.***V-25

Labeling Review
Division of Labeling Review
Office of Regulatory Operations
Office of Generic Drugs (OGD)
Center for Drug Evaluation and Research (CDER)

Date of This Review | April 9, 2024

ANDA Number(s) | 215503

Review Number | 4

Applicant Name | Hikma Pharmaceuticals USA Inc

Established Name & Strength(s) | Liraglutide Injection, 18 mg/3 mL (6 mg/mL) Single-Patient-
[Add "(OTC)" after strength if | Use Prefilled Pens
applicable]

Proposed Proprietary Name | NA

Submission Received Date | March 21, 2024

Primary Labeling Reviewer | Esther Kim

Secondary Labeling Reviewer | Refer to signature page

Review Conclusion

Xl Acceptable - No Comments

0 Acceptable - Include Post Approval Comments

OO Minor Deficiency* - Refer to Labeling Deficiencies and Comments for Letter to Applicant
0 Major Deficiency** - Refer to Labeling Deficiencies and Comments for Letter to Applicant

On Policy Alert List Yes [ONo
Acceptable For Filing Yes [ONo
Combined Insert/Outsert OYes No
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1 LABELING COMMENTS (C4)

1.1 LABELING DEFICIENCIES AND COMMENTS FORLETTER TO APPLICANT (C4)

1.2 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE (C4)

The Division of Labeling has no further questions/comments at this time based on your labeling
submission received March 21, 2024.

Additionally, we remind you that it is it your responsibility to continually monitor available labeling
resources such as DRUGS@FDA, the Electronic Orange Book (OB), and the United States
Pharmacopeia — National Formulary (USP-NF) online for recent updates, and make any
necessary revisions to your labels and labeling.

It is also your responsibility to ensure your ANDA addresses all listed exclusivities that claim the
approved drug product. Please ensure that all exclusivities and patents listed in the electronic OB
are addressed and updated in your application. Ensure your labeling aligns with your patent and
exclusivity statements.

1.3 POST-APPROVAL REVISIONS (C4)

These comments will be addressed post approval (in the first labeling supplement review).

2 INSTRUCTIONS FOR ASSESSMENT (C4)

General Comments:

Select the "no deficiency” or "deficiency” radio button as appropriate for each row. If a "Deficiency Comments" appears, ensure it is
appropriate for your situation, edit, or enter "Reviewer Comments" if necessary.

If there is no issue/concern, or if the question is not applicable. No "Deficiency Comments” will appear but reviewers can still enter
"Reviewer Comments" if desired.

O X There is information in the Orange Book that the applicant needs to address.

& O Information in the Orange Book has expired and the applicant needs to revise labeling.

Reviewer Comments:
Enter free text in this section as necessary.

Deficiency Comments:

e Standardized comments/deficiencies are available for certain questions. For a complete list of standardized comments,
reference the DLR Standardized Comments SharePoint.

e Reviewers can modify standardized comments/deficiencies for their situation.

e Deficiencies will have a review number, deficiency number, and roman numeral in the user interface. For first original
reviews the review number and iteration numeral will align; however, older reviews may have review numbers and iteration
numerals that differ due to some reviews being completed under past practices.

e Deficiency comments will populate by default to the Labeling Comments deficiency section unless you select the Post-
Approval checkbox. Assessors also have the option to move all comments to the Post-Approval Revisions section or vice
versa from the Labeling Comments tab.
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3 OVERALL ASSESSMENT OF MATERIALS REVIEWED (C4)

Table 1: Review Summary of Container Label and Carton Labeling

Carton of 3 Prefilled Pens

Faliof Dieftoe Packaging Sizes Subnission Recommendation
NA ging Received Date
Container Final 6 mg/mL — 3 mL Prefilled Pen 6/30/2023 Satisfactory
Blister N/A N/A
Carton Final Carton of 2 Prefiled Pens 6/30/2023 Satistactory

Table 2: Review Summary of Prescribing Information and Patient Labeling

Bl orrlEraft %" | Revision Date andlor Code Rigzxzs;)ante Recommendation
Prescribing Information Draft Revised: 03/2024 312112024 Satisfactory
Medication Guide Draft Revised: 03/2024 3/21/2024 Satisfactory
Patient Information N/A NA
Instructions for Use Draft Revised: March 2024 3121/2024 Satisfactory

SPL Data Elements

4 LABELING REVIEW INFORMATION(C4)

41 REGULATORY INFORMATION (C4)

42 MODEL PRESCRIBING INFORMATION (C4)

Yes | No
X O | Are there any applicable issues in DLR's SharePoint Drug Facts ?
Controlled Correspondence:
®) (4
= O | Is the drug product listed in the Policy Alert Tracker on OGD's SharePoint?
®) ()
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Table 3: Review Model Labeling for Prescribing Information/Patient Labeling
(Check the box used as the Model Labeling)

» Dizziness was added to section 6.2

XIMOST RECENTLY APPROVED NDA MODEL LABELING

(If NDA is listed in the discontinued section of the Orange Book, indicate whether the application has been withdrawn and if so,
enter the most recently approved ANDA labeling information as applicable.)

NDA#/Supplement# (S-000 if original): NDA022341 / S-039
Supplement Approval Date: 07/05/2023
Proprietary Name: Victoza

Established Name: liraglutide injection
Description of Supplement:

This Prior Approval sNDA provides for the addition of “Nervous system disorders
dysgeusia” to section 6.2, Post-Marketing Experience, of the prescribing information
(P1). During review of the supplement, the following additional changes were made:

» ‘lleus was added to section 6.2 of the Pl to align with other glucagon-like peptide
(GLP) 1 products based on a Newly Identified Safety Signal (NISS) identified on
June 15, 2022, for the risk of intestinal obstruction

» Immunogenicity information was updated and relocated to section 12.6 to align
with FDA guidance for industry, Immunogenicity Information in Human
Prescription Therapeutic Protemn and Select Drug Product Labeling—Content and
Format

Link: https://darrts.fda.gov/darrts/ViewDocument?documentld=090140af806dbe07

COMOST RECENTLY APPROVED ANDA MODEL LABELING

OTHER/TEMPLATE (e.g., Pending Supplements, BPCA, PREA, Carve-out):
S-040 1s an approved CMC supplement that does not affect labeling.

Reviewer Assessment:
Deficiency .N.a
Deficiency
O ] ANDA is up-to-date with the RLD/Model labeling.

Reviewer Comments:
C4 assessment:
The currently submitted labeling 1s up to date with the current RLD/Model labeling identified in the Model

labeling section above.

Deficiency Comments:

43 PATENTS AND EXCLUSIVITIES (C4)

The Orange Book was searched on 04/09/2024
Table 4 provides Orange Book patents for the Model Labeling (NDA022341) and ANDA patent certifications. (For applications that

have no patents, N/A is entered in the patent number column.)

Table 4: Impact of Model Labeling Patents on ANDA Labeling

Patent Date of ;
Strengths | Patent Number Pa!lenlt Use fratant U i Gode P.a?entl Patent Cert kabsling
Expiration Definition Certification il Impact
Code Submission
18 mg/3 mL A METHOD FOR :
(6mg/mL) 6268343 08/22/2022 U-968 IMPROVING 1] 09/08/2021 Expired
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Table 4: Impact of Model Labeling Patents on ANDA Labeling
Patent Date of :
Strengths | Patent Number Pa!tenlt Use Patent U 25 Codle P.a?entl Patent Cert kabsling
Expiration Definition Certification T Impact
Code Submission
GLYCEMIC
CONTROL IN
ADULTS WITH
TYPE 2 DIABETES
MELLITUS
Bma3ml | 765004 | 0512312024 v 09/08/2021 |~ None
(6mg/mL)
18maiSml | 7769004'pED | 11/23/2024 v 09/08/2021 | None
(6mg/mL)
Bma3ml | giag33 | 081312025 v 09/08/2021 |~ None
(6mg/mL)
18maiSml | g114833pED | 021132026 v 09/08/2021 | None
(6mg/mL)
18maRml | 557950 06/30/2023 v 09/08/2021 | Expired
(6mg/mL)
18maiSml | g579860PED | 1213012023 v 09/08/2021 | Expired
(6mg/mL)
18maSml | gase618 06/27/2022 Il 09/08/2021 | Expired
(6mg/mL)
18maiSml | gp6618PED | 1212712022 Il 09/08/2021 | Expired
(6mg/mL)
1ma3ml | go65803 | 0912312032 v 09/08/2021 |  None
(6mg/mL)
18maiSml | - g565893'PED | 03/23/2033 v 09/08/2021 | None
(6mg/mL)
METHOD OF
REDUCING THE
RISK OF
CARDIOVASCULAR
DEATH, NON-
FATAL
MYOCARDIAL
INFARCTION,
18 mg/3 mL AND/OR NON-
Gl 9968659 01/09/2037 | U-2313 | your STROKE IN vii 09/08/2021 | Carve-out
ADULTS WITH
TYPE 2 DIABETES
MELLITUS AND
ESTABLISHED
CARDIOVASCULAR
DISEASE BY
ADMINISTERING
LIRAGLUTIDE
18ma3ml | go68650PED | 07/09/2037 vii 09/08/2021 | Carve-out
(6mg/mL)
1BmaSml | pesress | ot21/2028 I 09/08/2021 | Expired
(6mg/mL)
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Table 4: Impact of Model Labeling Patents on ANDA Labeling

Strengths

Patent Number

Patent
Expiration

Patent

Use
Code

Patent Use Code
Definition

Patent
Certification

Date of
Patent Cert
Submission

Labeling
Impact

18 mg/3 mL
(6mg/mL)

RE41956"PED

07/21/2021

09/08/2021

Expired

Table 5 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements.

Table 5: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling

Strengths

Exclusivity
Code

Exclusivity
Expiration

Exclusivity Code
Definition

Exclusivity
Statement

Date of
Exclusivity
Submission

Labeling
Impact

18 mg/3 mL
(6mg/mL)

NPP

06/17/2022

NEW PATIENT
POPULATION

Hikma is not
seeking
approval for its
liraglutide
recombinant 18
mg/3 mL (6
mg/mL)
solution
product for the
listed
exclusivities
and Hikma's
labeling for its
drug product
does not
include the
information
associated with
the listed
exclusivities

09/08/2021

Expired

18 mg/3 mL
(6mg/mL)

NPP PED

1211712022

NEW PATIENT
POPULATION;
PEDIATRIC
EXCLUSIVITY

Hikma is not
seeking
approval for its
liraglutide
recombinant 18
mg/3 mL (6
mg/mL)
solution
product for the
listed
exclusivities
and Hikma's
labeling for its
drug product
does not
include the

information

09/08/2021

Expired

Page 8



Table 5: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling
Exclusivity Exclusivity Exclusivity Code Exclusivity Ex[::?;(;i(\’rfit Labeling
Strengths Code Expiration Definition Statement it Impact
Submission
associated with
the listed
exclusivities
Reviewer Assessment:
e No

Deficiency Deficiency

O X There is information in the Orange Book that the applicant needs to address.

O X Information in the Orange Book has expired and the applicant needs to revise labeling.

Reviewer Comments:

Cycle #3:

No change to patent certifications.

The applicant provides the 12/19/2023 submission to provide a waiver granted by the sponsor of the RLD.

Expired patents do not affect labeling.
The 6/30/2023 submission 1s provided due to an RLD update @

C4 assessment:
Expired patents do not affect labeling.

Deficiency Comments:

44 UNITED STATES PHARMACOPEIA (USP) (C4)

The USP was searched on 04/09/2024

Table 6: USP
Packaging and
Monograph Title (N/Aif | Storage/Labeling
YESor NO Date no monograph) Statements (N/A if
no monograph)
Currently Official No N/A N/A
Not Yet Official No N/A N/A
Reviewer Assessment:
< No
Defidienicy Deficiency
o Established name is acceptable with regard to the USP monograph or the RLD's nonproprietary
name.
O X RLD's non-proprietary name is different from USP established name.
O X USP descriptor is correctly used in the appropriate sections of the prescribing information.
USP RECOMMENDATIONS and/or DIFFERENCES IN TEST METHODS (QUALITY):
O X DISSOLUTION: The applicant's dissolution statement is appropriate.
O X ORGANIC IMPURITIES: Drug product meets USP acceptance criteria for organic impurities.
O X ASSAY: Drug product meets USP acceptance criteria for assay.
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Reviewer Comments:
C4 assessment:
No change noted

Deficiency Comments:

45 MODEL CONTAINER LABELS (C4)
Model container/carton/blister labels (Source: NDA 022341/S-028 approval letter in DARRTS dated 4/25/2017 )

Syringe label for 2 Pens/Carton
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5 ASSESSMENT OF ANDA LABELING AND LABELS (C4)

5.1 QUALITY INFORMATION (DRUG PRODUCT MOU & BIOPHARMACEUTICS) (C4
5.1.1 DRUG PRODUCT REVIEW (C4)
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Insert screenshot of Labeling portion from drug product review if completed:

Drug Product Review pending

The screenshot of the labeling portion of the DP review is from the previously completed cycle. DP review

to the CR response is pending.
A215503 Drug Product R02-IQ (archived 2/6/2024)

Labeling & Prescribing Information

DESCRIPTION (Rx insert or Active Ingredient(s), and Inactive Ingredients in DRUG FACTS for
OTC):

Is the information accurate? [] Yes [X] No
I *No,” explain.

llggw; of a USP monograph? [] Yes [X] No

If “Yes," does labeling have accurate USP statement in the DESCRIPTION (for
Rx) or Other Information section of DRUG FACTS (for OTC)?

[OYes [JNo [ Statement not needed
If “No*, what is/are the needed statement(s)?

HOW SUPPLIED section (Rx Insert) or Storage (in DRUG FACTS for OTC)
i) Is the information accurate? [J Yes [ No

If “No,” explain.
i)  Are the storage conditions acceptable? D Yes [ No
If *No," explain.

DOSAGE AND ADMINISTRATION section, for injectables, and where applicable:
Did the applicant provide quality data to in-use conditions (e.g., diluent
compatibility studies)? [ Yes [JNo N/A
If “No,” explain.

For OTC Drugs and Controlled Substances:
Is tamper evident feature provided in the container/closure for the OTC

ucts or Controlled Substance (Cll - CIV) products? [] Yes [] No
N/A (NOT OTC or Controlled Substance)

If “No,” explain.

For solid oral drug products, only: drug product length(s) of commercial batch(es): NA

Send issue to the Labeling Assessor through the Platform with a list of quality-related
labeling deficiencies and also record reference number or link for all the issues:

Issue Description Issue Reference Number or Link

LABELING LIST OF DEFICIENCIES (Al information and/or defici should follow the four
elements dnqrbod in OPQ MAPP 5016.6 “Communication Guidelines for Quality-Related Information Requests

and
1. In the Package Insert (PI) label, you stated

p revise
lutide Injection ¢ liraglutide. an analog of human
GLP-1 and acts as a GLP-1 receptor agonist. Liraglutide Injection contains
A . .’ f'..,’ ind 24 "A.'

5.1.2 DESCRIPTION (C4)
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Table 7: Comparison of Inactive Ingredients Contained in Model Product and ANDA Description Section

Model Labeling

Each 1 mL of VICTOZA solution contains 6 mg of liraglutide and the following
mactive ingredients: disodium phosphate dihydrate, 1.42 mg; propylene glycol, 14
mg; phenol, 5.5 mg: and water for injection. VICTOZA has a pH of
approximately 8.15, hydrochloric acid or sodium hydroxide may be added to
adjust pH. Each pre-filled pen contains a 3 mL solution of VICTOZA equivalent
to 18 mg liraglutide (free-base, anhydrous).

Previous ANDA Labeling

Each 1 mL of Liraglutide Injection solution contains 6 mg of liraglutide and the
following inactive ingredients: disodium phosphate dihydrate, 1.42 mg; propylene
glycol, 14 mg; phenol, 5.5 mg; and water for injection. Liraglutide Injection has a
pH of approximately 8.15, hydrochloric acid or sodium hydroxide may be added
to adjust pH.

Current ANDA Labeling

Each 1 mL of Liraglutide Injection solution contains 6 mg of liraglutide and the
following inactive ingredients: disodium phosphate dihydrate, 1.42 mg; propylene
glycol, 14 mg; phenol, 5.5 mg; and water for injection. Liraglutide Injection has a
pH of approximately 8.15, hydrochloric acid or sodium hydroxide may be added
to adjust pH.

Assessment: No change noted

5.1.3 HOW SUPPLIED/STORAGE AND HANDLING (C4)

Table 8: Comparison of Model Labeling to ANDA Labeling

Model Labeling

16.1 How Supplied

VICTOZA Injection: 18 mg/3 mL (6 mg/mL) clear, colorless solution in a pre-
filled, single-patient-use pen that delivers doses of 0.6 mg, 1.2 mg, or 1.8 mg is
available in the following package sizes:

2 x VICTOZA pen NDC 0169-4060-12

3 x VICTOZA pen NDC 0169-4060-13

16.2 Recommended Storage

Prior to first use, VICTOZA should be stored in a refrigerator between 36°F to
46°F (2°C to 8°C). Do not store in the freezer or directly adjacent to the
refrigerator cooling element. Do not freeze VICTOZA and do not use VICTOZA
if it has been frozen.

After first use of the VICTOZA pen, the pen can be stored for 30 days at
controlled room temperature (59°F to 86°F; 15°C to 30°C) or in a refrigerator
(36°F to 46°F; 2°C to 8°C). Keep the pen cap on when not in use.

Protect VICTOZA from excessive heat and sunlight. Always remove and safely
discard the needle after each injection and store the VICTOZA pen without an
mjection needle attached. This will reduce the potential for contamination,
infection, and leakage while also ensuring dosing accuracy. Always use a new
needle for each injection to prevent contamination.

Previous ANDA Labeling

16.1 How Supplied

Liraglutide Injection: 18 mg/3 mL (6 mg/mL) clear, colorless solution in a pre-
filled, single-patient-use pen that delivers doses of 0.6 mg, 1.2 mg, or 1.8 mg is
available in the following package sizes:

2 x Liraglutide Injection pen NDC 0143-9144-02

3 x Liraglutide Injection pen NDC 0143-9144-03
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Table 8: Comparison of Model Labeling to ANDA Labeling

16.2 Recommended Storage

Prior to first use, Liraglutide Injection should be stored in a refrigerator between
36°F to 46°F (2°C to 8°C). Do not store in the freezer or directly adjacent to the
refrigerator cooling element. Do not freeze Liraglutide Injection and do not use
Liraglutide Injection if it has been frozen.

After first use of the Liraglutide Injection pen, the pen can be stored for 30 days at
controlled room temperature (59°F to 86°F; 15°C to 30°C) or in a refrigerator
(36°F to 46°F; 2°C to 8°C). Keep the pen cap on when not in use. Protect
Liraglutide Injection from excessive heat and sunlight. Always remove and safely
discard the needle after each injection and store the Liraglutide Injection pen
without an injection needle attached. This will reduce the potential for
contamination, infection, and leakage while also ensuring dosing accuracy.
Always use a new needle for each injection to prevent contamination.

Current ANDA Labeling

16.1 How Supplied

Liraglutide Injection: 18 mg/3 mL (6 mg/mL) clear, colorless solution in a pre-
filled, single-patient-use pen that delivers doses of 0.6 mg, 1.2 mg, or 1.8 mg is
available in the following package sizes:

2 x Liraglutide Injection pen NDC 0143-9144-02

3 x Liraglutide Injection pen NDC 0143-9144-03

16.2 Recommended Storage

Prior to first use, Liraglutide Injection should be stored in a refrigerator between
36°F to 46°F (2°C to 8°C). Do not store in the freezer or directly adjacent to the
refrigerator cooling element. Do not freeze Liraglutide Injection and do not use
Liraglutide Injection if it has been frozen.

After first use of the Liraglutide Injection pen, the pen can be stored for 30 days at
controlled room temperature (59°F to 86°F; 15°C to 30°C) or in a refrigerator
(36°F to 46°F:; 2°C to 8°C). Keep the pen cap on when not in use. Protect
Liraglutide Injection from excessive heat and sunlight. Always remove and safely
discard the needle after each injection and store the Liraglutide Injection pen
without an injection needle attached. This will reduce the potential for
contamination, infection, and leakage while also ensuring dosing accuracy.
Always use a new needle for each injection to prevent contamination.

Assessment: No change noted

5.1.4 MANUFACTURER, DISTRIBUTOR, AND/OR PACKER (C4)

Table 9: Comparison of Manufacturer/Distributor/Packer Labeling Statements

Previous ANDA Labeling

Name and Address on
ANDA Prescribing
Information

Manufactured by:

Hybio Pharmaceutical Co., Ltd. (Pingshan Factory)

2nd Ruhui Rd. Kengzi Jinsha Community, Pingshan District, Shenzhen,
Guangdong 518118, China

Distributed by:
Hikma Pharmaceuticals USA Inc.
Berkeley Heights, NJ 07922
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Table 9: Comparison of Manufacturer/Distributor/Packer Labeling Statements

Current ANDA Labeling

Name and Address on
ANDA Prescribing
Information

Manufactured by:

Hybio Pharmaceutical Co., Ltd. (Pingshan Factory)

2nd Ruhui Rd. Kengzi Jinsha Community, Pingshan District, Shenzhen,
Guangdong 518118, China

Distributed by:
Hikma Pharmaceuticals USA Inc.
Berkeley Heights, NJ 07922

Assessment: No change noted

Table 9: Comparison of Manufacturer/Distributor/Packer Labeling Statements

Manufactured by

Manufactured for Distributed by Distributed for

9.2 CONTAINER LABEL (FOR BLISTERS GO TO UNIT-DOSE BLISTERS) (C4)

Reviewer Assessment:
v No
Deficiency Deficiency
O = Container meets the too small exemption [ 21 CFR 201.10(i)]. Please enter Reviewer/Deficiency
Comments if you select Deficiency.
ESTABLISHED/PROPRIETARY NAME and STRENGTH:
O X Tall Man lettering complies with recommendations found on FDA webpage.
o = Established/proprietary name and strength are the most prominent information on the Principal
Display Panel.
O B No intervening text(written, printed, or graphic matter) between established name and strength.
THE FOLLOWING COMPONENTS ARE PROPERLY DISPLAYED:
O X Net quantity statement. Please enter Reviewer/Deficiency Comments if you select Deficiency.
O & Dosage statement.
O NDC number: prominence, linear bar code, and its orientation.
O ] Expiration date and lot number (or placeholder).
O Equivalency statement (product strength).
O X Medication Guide Pharmacist instructions [21 CFR 208.24(d)].
O Controlled Substance Symbol.
O [ Image of drug product represents the true size, color, and imprint.
O X Yellow #5 (tartrazine) warning statement is properly displayed.
O X Alcohol is properly listed [21 CFR 201.10(d)(2)].
O = Latex warning statement is properly displayed [21 CFR 801.437.].
O X Gluten statement is appropriately stated.
PRODUCT DIFFERENTIATION:
O = ANDA is the same color as ?he RLD labels as required (e.g. wa_rfarén, levothyroxine, enoxaparin).
Please enter Reviewer/Deficiency Comments if you select Deficiency.
O X Multiple strengths are differentiated by use of different color or other acceptable means.
O i Labels of proposed product is differentiated from related products.
STORAGE, DISPENSING, MANUFACTURER, and PACKAGING:
Storageldispensing statement is consistent with the How Supplied section of the insert/RLD/USP.
O & . : : :
Please enter Reviewer/Deficiency Comments if you select Deficiency.
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No

Deficiency Deficiency

O = Manufacturer/Distributor/Packager statement is acceptable [21 CFR 201.1(h)(5) or (6) or 21 CFR
201.1(1)].

O X Tamper evident (controlled substances) requirements are met.
O Use of child-resistant closure (CRC) or non-CRC is appropriate.

Describe container closure, cite source, and any issues in Reviewer Comments below.

OVERALL ASSESSMENT:

O - Requirements met for the required label statements (21 CFR 201.15 and 21 CFR 201.100 ). Please
- enter Reviewer/Deficiency Comments if you select Deficiency.

Reviewer Comments:
The container label in in line with the RLD; however, we have comments for the applicant. Please refer to

section 5.2.1.1 below.

Assessment: The applicant has satisfactorily addressed all comment. Container labels are found acceptable.
Previous labeling review:

Currently proposed:
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NDC 0143-9144-01 LIST XXXX
Rx only
Discard pen 30 days after first use.

Liraglutide Injection

oty il
(6 mg/mL) I (01 0030143;*44@14"
Each prefilled pen contains 18 mg/3 mL il :

(6 mg/mL) and will deliver 30 doses
of 0.6 mg or 15 doses of 1.2 mg or Marufactured by
10 doses of 1.8 mg. Hybio Pharmaceutical Co. Lid

Distributed by
REFRIGERATE BEFORE Hikama Prarmaceuicals USA Inc

FIRST USE - DO NOT FREEZE 86-0755-2658- 10

Expiry/
Batch:

Cycle #3:
The 6/30/2023 submission is provided due to an RLD update [l o
Additionally, the applicant updates the container and

e
carton labeling to "align with current RLD labeling and current Hikma trade dress."
From 6/30/2023 annotated SBS:

C S 00011)
NDC 0143-9144-01 LIST XXXX

For Single Patient Use Only
18 mg/3 mL |

(6 mg/mL)
v {01)00301439144014

OT FREEZE

Expiry/
Batch

Container label is acceptable.
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C4 assessment:
Container label was found acceptable in the C3 review.
Container label not submitted with the 3/21/2024 submission.

Deficiency Comments:

521 INJECTABLE PRODUCTS (C4)

Reviewer Assessment:
A No
Deficiency eficiericy
O B Appropriate package type term was used (e.g. multiple-dose, single-dose, single-patient-use).
O Appropriate package type term was used (e.g. multiple-dose, single-dose, single-patient-use).
O X IV, IM, or SC was spelled out.
O = There is text on lhe cgpfferrule overseal of this injectablg product. If "Yes", does the text comply with
the recommendations in USP General Chapter <7> Labeling.
o = The cap color is NA. NOTE: Black closure system is prohibited, except for Potassium Chloride
for Injection Concentrate.

Reviewer Comments:
Cycle #3:
Container is acceptable.

C4 assessment:
Container label was found acceptable in the C3 review.
Container label not submitted with the 3/21/2024 submission.

Deficiency Comments:

5211 CONTAINER LABEL FOR PARENTERAL SOLUTIONS (C4)

Reviewer Assessment:
e No
Deficiency Deficiency
O ” Strength expressed as total quantity per total volume followed by the concentration per milliliter (mL),
' as described in the USP General Chapter <7> Labeling.
O e If volume is less than 1 mL, strength per fraction of a milliliter is the only expression of strength.
O = Quantity or proportion of all inactive ingredients listed on label as required under 1 CFR
201.100(b)}(5)(iii).
O X Container label includes instructions for reconstitution if applicable.
O = Aluminqm content Elslprelsent on immediate container label (SVP, LVP, or PBP) and warning is
present in the prescribing information.

Reviewer Comments:

The RLD does not list the total quantity per total volume followed by the concentration per mL; however, we
will request the addition of this to be in line with USP General Chapter <7> labeling.

Inactive ingredients are not listed on the container label but are listed on the carton labeling. This is in line
with the RLD.

Cycle #3:
Container is acceptable

C4 assessment:
Container label was found acceptable in the C3 review.
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Container label not submitted with the 3/21/2024 submission.

Deficiency Comments:
5.3 CARTON (OUTER OR SECONDARY PACKAGING) LABELING (C4)
Reviewer Assessment:
. No

Ueticioncy Deficiency

O X Unit-Dose Carton expression of strength appropriately stated.

a = The answers to the Container Label questions are the same for the Carton Labeling. Please enter

Reviewer/Deficiency Comments if you select Deficiency.
Reviewer Comments:
Assessment:

The applicant provides carton labeling with the 1/13/2022 submission in response to the Labeling DRL and
with the 3/11/2022 submission in response to a comment from DCR.
Comment to the applicant regarding carton labeling from DCR:

FDA Comment
Your pr

propesed IFU.

Response:
The proposed carton labeling has been revised with “Intended for use with compatible

disposable pen needles” as requested.

The carton labeling from the 3/11/2022 submission supersedes the carton labeling from the 1/13/2022
submission.

Previous labeling review:
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Liraglutide Injection NDC 0143814402
For Single Patient Use Only

18 mg/3 mL
(6 mg/mL)
Each pen delivers doses of 0.6 mg,
1.2 mg or 1,8 mg. Subcutanecus use only,

Discard pen 30 days after first use C - 2 Liragh s Pens, Product Litarature
REFRIGERATE - DO NOT FREEZE  Dispense the enclosed Medication Guide
Rx on'y to each patient.

for use with pen neodies.

hikma. @ Peny)

Liraglutide Injection NDC 0143814403
For Single Patient Use Only

18 mg/3 mL

(6 mg/mL)

Each pen defivers doses of 0.8 mg,
1.2 mg or 1.8 mg. Subculansous use orly,

Discard pen 30 days afler first use C : 3 Liraglutide Injection Pens, Product Lilerature
REFRIGERATE - DO NOT FREEZE  Dispense the enclosed Medication Guide
Rxonly to each patient.
for use with di ke pon needles.
hikma.

The applicant satisfactorily addressed all comments. Carton labeling is found acceptable.

Cycle #3:
The applicant updates the container and carton labeling to "align with current RLD labeling and current
Hikma trade dress."
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Current (Sequence 0011)
Liraglutide Injection
. —
(6 mg/mL) @ Pend)
Lioalvids Iijecten Ingrnares Fach 4 corta aghiss § vy 2
o ;a

6 mgomL) v phanct, 5.3 vy wred wawe 57 rjacte,
Hyuctbons. So o todurs Mo ey .

e
P e areas 00 NG TRANSIES Tin IEDICATION
TO A STRINGE

3
Rl&i' . :‘;0-:&--‘:—"-0-.
AN e o 1.2 g e 10 Senas of L0y
RETYWIGERATE - DO MOT FREEZT
== —
‘ ’ [Ty vrnp— o=yt
¥ 2w smal & trowen Sebam bt Lae coneeer e et sced A b
Y T, Bty eage, 4 arew
Liraglutide Injection
LIS il
6 ) EPend
@ Jcosnus ® Aoy ©
Lt OO0

Liraglutide Injection

For Sngie Pasent Use Only

° NILw
15 my/mi) E
Fut pur Srn
om0 reg,.
A2y AE g

St
e

Do e 30 Soye whoe Syt st Cortmex 3 Unaihetda byecson Pae. Frasic Lbemin

[0 y5over The RLD does not include this information on the
carton labeling; however, this information is provided in the DESCRIPTION section of the PI and
ingredients section of the MG. As the information is accurate, the inclusion is acceptable.

Carton labeling is acceptable.

C4 assessment:
Carton labeling was found acceptable in the C3 review.
Carton labeling not submitted with the 3/21/2024 submission.

Deficiency Comments:

54 PRESCRIBING INFORMATION (C4)

Reviewer Assessment:

No

Deficiency Deficiency

HIGHLIGHTS:

O X Contact information for applicant and FDA are listed correctly.

= Revision date appears at the end of HIGHLIGHTS section (PLR) or end of prescribing information
O (non-PLR).

DESCRIPTION/INACTIVE INGREDIENTS:

Appropriate warning/precaution statements for inactive ingredients are present (21 CFR 201) Check
only if applicable:

CBulfite (21 CFR 201.22)
OYellow #5 (Tartrazine) (21 CFR 201.20)

O 2
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gise No

Dahcioncy Deficiency
[Phenylalanine/aspartame (21 CFR 201.21)
Matex (21 CFR 801.437).

O X Alcohol is properly listed [ 21 CFR 201.10(d)(2)].

O X Gluten statement is appropriately stated.

O X Sterile product statement [ 21 CFR 201.57(c)(12)(i)(D) ].

o = Dosage form,.pharmacologicltherapeutic clgss, and route of administration properly listed [21 CFR
201.57(c)(12)(i)(B)] and[21 CFR 201.57(c)(12)()(E)].

HOW SUPPLIED/STORAGE and HANDLING/MANUFACTURER:

O X All submitted labels and labeling are consistent with the HOW SUPPLIED section.

O 5 Physicql description (e.g. scoring, polor, imprint, cgpsule §ize, nozzle tip, cap color) of the finished
product in the HOW SUPPLIED section are appropriately displayed.

O X NDC numbers are present.

O 5 Drug prodyct is the same color as the RLD's drug product as required (e.g. warfarin, levothyroxine,
enoxaparin).
Storage or dispensing statement is acceptable compared to the RLD/USP monograph. Please enter

O X : : ; :
Reviewer/Deficiency Comments if you select Deficiency.

O X "Discard unused portion" for single-dose products.

O = ManufacturerIDistributorIPackager statement is acceptable [ 21 CFR 201.1(h)(5) or (6) or 21 CFR
201.1(i)].

REGULATORY/OVERALL ASSESSMENT:

O X STIC requirements addressed appropriately.

O X Intent to join the Antiretroviral Pregnancy Registry (APR) upon full approval.

O X Pregnancy registry information is appropriately included/excluded as required for the RLD.

O 5 Pateptlexclusivity carve out is acceptable. Please enter Reviewer/Deficiency Comments if you select
Deficiency.

O 5 Prescribing information meets formatting requirements [21 CFR 201.57 (PLR) or 21 CFR 201.80
(non-PLR)].

O = Prescribing Information is the same as the.model labeling, e.xcept for dif‘ferenqes allowed under 21 CFR
314.94(a)(8). Please enter Reviewer/Deficiency Comments if you select Deficiency.

Reviewer Comments:

(b) (4

Assessment: The applicant has satisfactorily addressed all comments.

Cycle #3:
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The 6/30/2023 submission is provided due to an RLD update i e
e

The 9/20/2023 submission is provided due to RLD update, NDA 022341/S-039. The PI, MG, and IFU from
this submission supersedes the PI, MG, and IFU from the 6/30/2023 submission.

PI is acceptable.

C4 assessment:
The 3/21/2024 submission is provided in response to CR and the applicant revises the DESCRIPTION

section.
From the 3/21/2024 cover letter response:

above-mentioned section of the PI label description to state lzﬂdidchpchuc—hi-
liraglutide, an analog of human GLP-1 and acts as a GLP-1 receptor agonist. Liraglutide
Injection contains chemically synthesized Liraglutide that has been engineered to be 97%
homologous to native human GLP-1 by substituting arginine for lysine at position 34."

e I

provided in Module 1.14.
e Package Insert Rev. 03/2024 (Word Version)
e Package Insert Rev. 03/2024 (PDF Version)
e Side-by-Side Companson of Previously Submitted vs Current Package Insert
e SPL
No other revision to the PI, MG, or IFU noted. The DP review of the applicant's response is pending

approval.

Deficiency Comments:

5.5 MEDICATION GUIDE (C4)

Reviewer Assessment:
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No

Deficiency Deficiency

Medication Guide is up-to-date with model labeling.

Medication Guide meets content, format, and font size.

Phonetic spelling of the established/proprietary name is present and correct.

Description of child-resistant feature(if also present in HOW SUPPLIED/STORAGE AND
HANDLING).

Revision date and approval statement appear at the end of the Medication Guide correctly.

Applicant committed to provide a sufficient number of Medication Guides.

Applicant included the 1-800-FDA-1088 phone number.

RR R R (RRXR

Applicant included statement to print electronic Medication Guide if applicable.

Medication Guide is the same as the model labeling, except for allowable differences. Please enter
Reviewer/Deficiency Comments if you select Deficiency.

O |(O|Oja(a| o (gojojo

Reviewer Comments:
)@ . Please see below.

Assessment: The applicant satisfactorily addressed all comments.

Cycle #3:
The 6/30/2023 submission is provided due to an RLD update ®) @

The 9/20/2023 submission 1s provided due to RLD update, NDA 022341/S-039. The PI, MG, and IFU from
this submission supersedes the PI, MG, and IFU from the 6/30/2023 submission.

MG is acceptable.

C4 assessment:
The 3/21/2024 submission 1s provided in response to CR and the applicant revises () 4)

No revision to the MG or IFU noted.

Deficiency Comments:

5.6 OTHER PATIENT LABELING (C4

Reviewer Assessment:
e No
Doficioncy Deficiency
Other patient labeling is the same as the model labeling except for allowable differences. Please enter
O X : ; : "
Reviewer/Deficiency Comments if you select Deficiency.

Reviewer Comments:
The DCR review is pending.

Assessment:
The following IR was sent to the applicant on 3/4/2022 with regard to the IFU:

Page 27



The Clinical Discipline is reviewing your comparative (threshold) analyses for your
proposed product and we require additional information in order to complete our Clinical
review.

1. We recommend that your proposed Instructions for Use (IFU) wording should reflect
your proposed pen physical characteristics. We note that your proposed pen has a
black line inside the dose display. In order for users to select the prescribed dose
accurately using your proposed pen (and perform other tasks that rely upon the dose
display) the black line needs to be lined up with the pointer by tuming the dose
selector.

a. Revise Step C. Dial to the Flow Check Symbol to state, “Tumn dose selector until
the black line of flow check symbol [insert symbol] lines up with pointer (See
Figure E).”

b. Revise Step D. Prepare the Pen to state, “Keep needle pointing up and press
dose button until the black line of 0 mg lines up with pointer (See Figure G).”

c. Revise Step G. Dial the Dose to state,

i. “Turn the dose selector until the black line of your needed dose lines up with
the pointer (0.6 mg, 1.2 mg or 1.8 mg) (See Figure L)."

i. “If you select a wrong dose, change it by turning the dose selector backwards
or forwards until the black line of the correct dose lines up with the pointer.”

d. Revise Step H. w to state, “Press down on the center of the dose
button to inject until the ine of 0 mg lines up with the pointer (See Figure
M)

your propose s, “Liraglutide Injection pen shou

with compatible disposable needles." The labeling for your proposed product
should provide clear information to help end users and pharmacists to identify pen
needles that are compatible with your proposed pen. We recommend that you revise
the carton labeling to state, “Intended for use with compatible disposable pen
needles” to be consistent with your proposed IFU.

4. Submit revised labeling to ensure that modifications in your proposed IFU and carton
labeling are adequate based on the recommendations above. We refer you to the
FDA Draft Guidance for Industry “Comparative Analyses and Related Comperative
Use Human Factors Studies for a Drug-Device Combination Preduct Submitted in an
ANDA" (January 2017).

The 3/11/2022 submission is in response to the DCR IR. The DCR review of the IR response is pending.

Cycle #3:

The DCR review (uploaded 5/22/2022) has no recommendations.

5 CONCLUSION

From a clinical safety perspective, there are minor and other acceptable design diffe bety
the RLD and the proposed drug delivery device (color. dimensions. shape of pen: design of pen

e without the
intervention of a healthcare professional and/or without additional training prior to use of the
generic combination product, and that the design differences as compared to RLD do not alter the
clinical effect or safety profile of this proposed ANDA product under the conditions of use as
specified in the labeling. In summary, DCR finds the proposed drug-device user interface for the

q

prop generic p

componc s
m Therefore.
conclu s generic combination p can be substitut r

P

6 RECOMMENDATION

The Clinical Discipline has completed its review of the comparative analyses and has no
recommendations/the following deficiencies:

0 Major
O Minor
& N/A (Review is Adequate)

IFU is acceptable.

C4 assessment:
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The 3/21/2024 submission is provided in response to CR and the applicant revises the DESCRIPTION
section.
No revision to the MG or IFU noted.

Deficiency Comments:

6 COMMENTS/CONSULTS FOR OTHER DISCIPLINES (C4)

A labeling statement required verification from another division discipline. Check only if applicable.

Reviewer Assessment:

Rubber

Latex

Gluten

Alcohal (ethanol)

Aluminum (small/large volume parenteral and pharmacy bulk package)

Sulfite

Phenylalanine (aspartame) - content calculation

Yellow #5 (tartrazine)

Ghost tablet/capsule (i.e. solid or semi-solid mass in stool)

g|ojojajajojo|ojojo

Other

Describe questions/issue(s) sent to and/or received from other discipline(s) (e.g., OPQ, OB): (For Issues, include the following
information: discipline and description of issue, issue reference number or link, and date of issue)

Reviewer Comments:

Deficiency Comments:
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*** This document contains proprietary information that cannot be released to the public.***V-25

Labeling Review
Division of Labeling Review
Office of Regulatory Operations
Office of Generic Drugs (OGD)
Center for Drug Evaluation and Research (CDER)

Date of This Review | January 4, 2024

ANDA Number(s) | 215503

Review Number | 3

Applicant Name | Hikma Pharmaceuticals USA Inc

Established Name & Strength(s) | Liraglutide Injection, 18 mg/3 mL (6 mg/mL) Single-Patient-
[Add "(OTC)" after strength if | Use Prefilled Pens
applicable]

Proposed Proprietary Name | NA

Submission Received Date | June 30, 2023, September 20, 2023

Primary Labeling Reviewer | Esther Kim

Secondary Labeling Reviewer | Refer to signature page

Review Conclusion

Xl Acceptable - No Comments

0 Acceptable - Include Post Approval Comments

OO Minor Deficiency* - Refer to Labeling Deficiencies and Comments for Letter to Applicant
0 Major Deficiency** - Refer to Labeling Deficiencies and Comments for Letter to Applicant

On Policy Alert List Yes [ONo
Acceptable For Filing Yes [ONo
Combined Insert/Outsert OYes No
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1 LABELING COMMENTS (C3)

1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT (C3)

1.2 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE (C3)

The Division of Labeling has no further questions/comments at this time based on your labeling
submissions received June 30, 2023, September 20, 2023.

Additionally, we remind you that it is it your responsibility to continually monitor available labeling
resources such as DRUGS@FDA, the Electronic Orange Book (OB), and the United States
Pharmacopeia — National Formulary (USP-NF) online for recent updates, and make any
necessary revisions to your labels and labeling.

It is also your responsibility to ensure your ANDA addresses all listed exclusivities that claim the
approved drug product. Please ensure that all exclusivities and patents listed in the electronic OB
are addressed and updated in your application. Ensure your labeling aligns with your patent and
exclusivity statements.

1.3 POST-APPROVAL REVISIONS (C3)

These comments will be addressed post approval (in the first labeling supplement review).

2 INSTRUCTIONS FOR ASSESSMENT (C3)

General Comments:

Select the "no deficiency” or "deficiency” radio button as appropriate for each row. If a "Deficiency Comments" appears, ensure it is
appropriate for your situation, edit, or enter "Reviewer Comments" if necessary.

If there is no issue/concern, or if the question is not applicable. No "Deficiency Comments” will appear but reviewers can still enter
"Reviewer Comments" if desired.

O X There is information in the Orange Book that the applicant needs to address.

& O Information in the Orange Book has expired and the applicant needs to revise labeling.

Reviewer Comments:
Enter free text in this section as necessary.

Deficiency Comments:

e Standardized comments/deficiencies are available for certain questions. For a complete list of standardized comments,
reference the DLR Standardized Comments SharePoint.

e Reviewers can modify standardized comments/deficiencies for their situation.

e Deficiencies will have a review number, deficiency number, and roman numeral in the user interface. For first original
reviews the review number and iteration numeral will align; however, older reviews may have review numbers and iteration
numerals that differ due to some reviews being completed under past practices.

e Deficiency comments will populate by default to the Labeling Comments deficiency section unless you select the Post-
Approval checkbox. Assessors also have the option to move all comments to the Post-Approval Revisions section or vice
versa from the Labeling Comments tab.
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3 OVERALL ASSESSMENT OF MATERIALS REVIEWED (C3)

Table 1: Review Summary of Container Label and Carton Labeling

Final or Draft or Packaging Sizes Submission Recommendation
NA ging Received Date
Container Final 6 mg/mL — 3 mL Prefilled Pen 6/30/2023 Satisfactory
Blister N/A N/A
: Carton of 2 Prefilled Pens ’
Carton Final Carton of 3 Prefilled Pens 6/30/2023 Satisfactory

ble 2: Review Summary of Prescribing Information and Patient Labeling

Einial or: E Xt or Revision Date and/or Code Ri::ir\'::isg)aqe Recommendation
Prescribing Information Draft Revised: 09/2023 9/20/2023 Satisfactory
Medication Guide Draft Revised: 09/2023 9/20/2023 Satisfactory
Patient Information N/A NA
Instructions for Use Draft Revised: September 2023 9/20/2023 Satisfactory

SPL Data Elements

4 LABELING REVIEW INFORMATION(C3)

41 REGULATORY INFORMATION (C3)

42 MODEL PRESCRIBING INFORMATION (C3)

Yes | No
X O | Are there any applicable issues in DLR's SharePoint Drug Facts ?
Controlled Correspondence:
(b) (4)
= O | Is the drug product listed in the Policy Alert Tracker on OGD's SharePoint?
®)6)
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Table 3: Review Model Labeling for Prescribing Information/Patient Labeling
(Check the box used as the Model Labeling)

R MOST RECENTLY APPROVED NDA MODEL LABELING

(If NDA is listed in the discontinued section of the Orange Book, indicate whether the application has been withdrawn and if so,
enter the most recently approved ANDA labeling information as applicable.)
NDA#/Supplement# (S-000 if original): NDA022341 / S-039
Supplement Approval Date: 07/05/2023
Proprietary Name: Victoza
Established Name: liraglutide injection
Description of Supplement:
This Prior Approval sNDA provides for the addition of “Nervous system disorders
dysgeusia” to section 6.2, Post-Marketing Experience, of the prescribing information
(PI). During review of the supplement, the following additional changes were made:
¢ ‘lleus’ was added to section 6.2 of the Pl to align with other glucagon-like peptide
(GLP) 1 products based on a Newly Identified Safety Signal (NISS) identified on
June 15, 2022, for the risk of intestinal obstruction
¢ Dizziness was added to section 6.2
» Immunogenicity information was updated and relocated to section 12.6 to align
with FDA guidance for industry, Immunogenicity Information in Human

Prescription Therapeutic Protein and Select Drug Product Labeling—Content and
Format

Link: https://analytics.fda.gov/workspace/hubble/external/object/v0/fda-
communication?pk _communication=5202552 4802369 090140af806dbe07 NDA022341 3580446

COMOST RECENTLY APPROVED ANDA MODEL LABELING

X OTHER/TEMPLATE (e.g., Pending Supplements, BPCA, PREA, Carve-out):
S-040 1s an approved CMC supplement that does not affect labeling.

Reviewer Assessment:
. No
Deficloncy Deficiency
O X ANDA is up-to-date with the RLD/Model Iabeling_;.

Reviewer Comments:

Deficiency Comments:

43 PATENTS AND EXCLUSIVITIES (C3

The Orange Book was searched on 01/04/2024

Table 4 provides Orange Book patents for the Model Labeling (NDA022341) and ANDA patent certifications. (For applications that
have no patents, N/A is entered in the patent number column.)

Table 4: Impact of Model Labeling Patents on ANDA Labeling
Patent Date of 2
Strengths | Patent Number Pa.ten.t Use Fatnt U - Cade P.a?ent. Patent Cert Labsling
Expiration Cod Definition Certification Submissi Impact
ode ubmission
A METHOD FOR
18 mg/3 mL IMPROVING .
(6mg/mL) 6268343 08/22/2022 U-968 GLYCEMIC I} 09/08/2021 Expired
CONTROL IN
ADULTS WITH
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Table 4: Impact of Model Labeling Patents on ANDA Labeling

Patent Date of g
Strengths | Patent Number Pa!tenlt Use Ratent U - Gl P.a?entl Patent Cert Labsling
Expiration Definition Certification T Impact
Code Submission
TYPE 2 DIABETES
MELLITUS
18maml | 6r68343°PED | 0212212023 1 0010812021 | Expired
(6 mg/mL)
18maBml | 7760004 | 0512312024 v 09/08/2021 [ None
(6mg/mL)
18maRml | 77600040pED | 1172312024 v 09/08/2021 |  None
(6mg/mL)
18maBml | 5114833 | 081312025 v 09/08/2021 [ None
(6mg/mL)
18maRml | g1148330pED | 021312026 v 09/08/2021 |  None
(6mg/mL)
18maSml | ger0850 | 06302023 v 0010812021 | Expired
(6mg/mL)
18maSml | g57o860PED | 12/30/2023 v 00/08/2021 | Expired
(6mg/mL)
1Bmodml | goseets | 0612712022 1 0910812021 | Expired
(6mg/mL)
18ma3ml | gere618PED | 1272712022 1 00/08/2021 | Expired
(6mg/mL)
BmaSml | oesaes | oor32032 v 09/08/2021 | None
(6mg/mL)
18maRml | o55803vpED | 0312312033 v 09/08/2021 |  None
(6mg/mL)
METHOD OF
REDUCING THE
RISK OF
CARDIOVASCULAR
DEATH, NON-
FATAL
MYOCARDIAL
INFARCTION,
18 mg/3 mL AND/OR NON-
omomt) | 9068659 | otos2037 | U233 | PR IRE vii 09/0812021 | Carve-out
ADULTS WITH
TYPE 2 DIABETES
MELLITUS AND
ESTABLISHED
CARDIOVASCULAR
DISEASE BY
ADMINISTERING
LIRAGLUTIDE
18 ma3ml | oo68650°PED | 0710912037 vii 09/08/2021 | Carve-out
(6mg/mL)
18maiSml | pestg56 | o1/21/2021 I 0010812021 | Expired
(6mg/mL)
18ma3ml | Res1956PED | 0772172021 I 00/08/2021 | Expired
(6mg/mL)
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Table 5 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements.

Table 5: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling

Strengths

Exclusivity
Code

Exclusivity
Expiration

Exclusivity Code
Definition

Exclusivity
Statement

Date of
Exclusivity
Submission

Labeling
Impact

18 mg/3 mL
(6mg/mL)

NPP

06/17/2022

NEW PATIENT
POPULATION

Hikma is not
seeking
approval for its
liraglutide
recombinant 18
mg/3 mL (6
mg/mL)
solution
product for the
listed
exclusivities
and Hikma's
labeling for its
drug product
does not
include the
information
associated with
the listed
exclusivities

09/08/2021

Expired

18 mg/3 mL
(6mg/mL)

NPP PED

12117/2022

NEW PATIENT
POPULATION;
PEDIATRIC
EXCLUSIVITY

Hikma is not
seeking
approval for its
liraglutide
recombinant 18
mg/3 mL (6
mg/mL)
solution
product for the
listed
exclusivities
and Hikma's
labeling for its
drug product
does not
include the
information
associated with
the listed
exclusivities

09/08/2021

Expired

Reviewer Assessment:
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Deficiency Comments:

No change to patent certifications.
The applicant provides the 12/19/2023 submission to provide a waiver granted by the sponsor of the RLD.

Expired patents do not affect labeling.
The 6/30/2023 submission is provided due to an RLD update

Deficiency .N.o
Deficiency
O X There is information in the Orange Book that the applicant needs to address.
O X Information in the Orange Book has expired and the applicant needs to revise labeling.
Reviewer Comments:
Cycle #3:

(b) (4)

44 UNITED STATES PHARMACOPEIA (USP) (C3)

The USP was searched on 01/04/2024

Table 6: USP
Packaging and
Monograph Title (N/Aif | Storage/Labeling
¥ES'orNg Bk no monograph) Statements (N/A if
no monograph)
Currently Official No N/A N/A
Not Yet Official No N/A N/A
Reviewer Assessment:
L7 No
Deficimicy Deficiency
O = Established name is acceptable with regard to the USP monograph or the RLD's nonproprietary
name.
O X RLD's non-proprietary name is different from USP established name.
O X USP descriptor is correctly used in the appropriate sections of the prescribing information.

USP RECOMMENDATIONS and/or DIFFERENCES IN TEST METHODS (QUALITY):

O X DISSOLUTION: The applicant's dissolution statement is appropriate.
O X ORGANIC IMPURITIES: Drug product meets USP acceptance criteria for organic impurities.
O X ASSAY: Drug product meets USP acceptance criteria for assay.

Reviewer Comments:

Deficiency Comments:

45 MODEL CONTAINER LABELS (C3)

Model container/carton/blister labels (Source: NDA 022341/S-028 approval letter in DARRTS dated 4/25/2017 )

Syringe label for 2 Pens/Carton
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Expiry/

Batch

£-502
~1€-5696-8

NDC 0169-4060-12 LIST 406012
Rx Onl
Discard pen 30 days after first use

Victoza®

(liraglutide) injection

For Single Patient Use Only
! d

feliver 30 doses of
0.6 mg or 15dosesof 1.2 mg
or 10 doses of 1.8 mg
REFRIGERATE BEFORE FIRST  Novo Nordis
USE -~ DO NOT FREEZE 1-877-484-

Victoes*

(Eraghitide] inpetian

1R my3 ml (6 mgmL)

Ute M dimctad By your hea Rbcare profecuansl

Sew s ivied product B ature
SUbrute rwoLs wen only

Rx Only

2 Each ool contain leaghutide § mg and
the faliowing Inactive adent deodum
phocghate ate, 142 mg. propyieas ghyol,
14 mg; phwncd, S5 mg. and wats for inpction

Stecie
DO NOT TRANSIER THIS MEDICATION TO A
SYRNGE

Esch prefind pen containe 18 mg/3 ml (6 mg/md)
and will deliver 30 doses of 0.6 mg or 15 dones of
1.2 mg or Wdowsof 18mg.

REFRIGERATE - DO NOT FREEZE

After fevt use, (Lore a1 8 taempamtum not to sucsed
¥ 0C)

Not & chik miktant contauner

1 the wal & broken before fint use, comact your
phamact

PATENT intoma tion. hepfnovenondak -

us comipat sni'prod ociprodurt paten s htmd

Veroza® i a tegicrnd
trademn sk of z‘m Nordek A5
0 2016 Nowo Newdisk AVS
Nowo Nordek inc.

Phinbora N) 08536

1.877 4842060

(% Pablis mpafnd

WWW victoe s com
Mm-‘mud&

Novo Nondsk

DX 2830 Bagovaent, Derenact
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aeghadag

(liraglutide) injection
| For Single Patient Use Only |
18 mg/3 mL (6 mg/ml)

Each

pon dolivers doset of 06 mg.
1.2 mg or 1.8 mg. Subcutaneous use only

RS T P

novonodsk  Rx Only needics

(liraghutide) injection
15 ) md 6 mgimd)

(liraglutide) injection
18mgf3 md 16 moAnl)

Syringe label for 3 Pens/Carton

1 2 Pens

$50¢
“IES6968
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Expiry/
Batch

NDC 0169-4060-13
Rx Only
Discard pen 30 days after

LIST 406013

Victoza®

(liraglutide) injection

Each prefilled pen contains X |
18 ma/3 mL (6 mg/mL) and
: (D1)10307654060132

Victom*

GOAPUDAR) Mjecnon

M mgr3 ml 6 mgiml)

Use &t doncwd by your heaithoars profesonal
Soe anicioned product IRms .

Subout aneous

ute anly
RaOny

Ingredients: Each mi contains Soaglutide § mg and

®e b Zlm.‘E
phophate Khydate, 1.4 m; mrﬂ-'m
Iln;ﬁh.'ml is;;,.-s:n- o ingection

Swrib

DO NOT TRANSFER THIS MEDICATION TO A S YRINGE
Each prefillnd pen containg 18 mg/3 sl (6 mgiml)
and wil delver 30 doses of 05 mg or 15 doses of
12 mg or 10 doses of 18 mg
REFUGERATE - DO NOT REEZE

After Snt e, stom M 8 emperatue not 10 exceed
WF Q.

Nt & childestioant enetainm

¥ the seal is troken before T use, contact your
phacmace

PATENT Inf remation MPpihowenrdd-

- L patents hmd
Victoza® is a regatemd

wademark of Nordia AK

© 2016 Nowo Nosdiak AS
Nowo Nordik e

Parsboro, NI 08436
18774842869

(% radis epancd

W ¢ Cora com
Marstactuned by

oo Noedck VS

Ox 2880 Ragmvoerd. Dorman

L
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aneylndag

(liraglutide) injection
[ For Single Patient Use Only |

18 mg/3 mL (6 mg/'mL)
Each pen deltvers doses of 0.6 mg,
1.2 mg or 1.8 mg Subautanoous use

(liraglutide) injection
18 my') o {6 o)

Discard pan 30 days after 1
S RcETE ST
rovo ek’ Rx Only
(liraglutide) injection
18 Mg/ mi (& mgimi)

5 ASSESSMENT OF ANDA LABELING AND LABELS (C3)
51 QUALITY INFORMATION (DRUG PRODUCT MOU & BIOPHARMACEUTICS) (C3

5.1.1 DRUG PRODUCT REVIEW (C3)
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Insert screenshot of Labeling portion from drug product review if completed:
Drug Product Review pending

The screenshot of the labeling portion of the DP review is from the previously completed cycle. DP review
to the CR response is pending.
A215503 Drug Product RO1a-IQ

DESCRIPTION (Rx insert or Active Ingredient(s), and Inacfive Ingredients in
DRUG FACTS for OTC):

Is the information accurate? i Yes No
It “No,” explain.

Is the drug product subject of a USP monograph? [] Yes [ No

If “Yes,” does labeling have accurate USP statement in the DESCRIPTION (for
Rx) or Other Information section of DRUG FACTS (for OTC)?

Yes No [J] Statement not needed
If “No*, what is/are the needed statement(s)?

HOW SUPPLIED section (Rx insert) or Storage (in DRUG FACTS for OTC)
i) Is the information accurate? [ Yes No
If “No,” explain.
i)  Are the storage conditions acceptable? i Yes [ No

If *No,” explain.

DOSAGE AND ADMINISTRATION section, for injectables, and where applicable:

Did the applicant provide quality data
patibility studies)? & Yes [

o supp
ompatibility studies { 5

o

1f *No,” explain.

For OTC Drugs and Controlled Substances:
Is tamper evident feature provided in the container/closure for the OTC

roducts or Controlled Substance (Cll — CIV) products? [[] Yes No
N/A (NOT OTC or Controlled Substance)

1f *No," explain.

For solid oral drug products, only: drug product length(s) of commercial
batch(es): NA

ANDA Strength Length (MM) Imprint Code

Send issue to the Labeling Assessor through the Platform with a list of
guality-related labeling deficiencies and also record reference number or link
for all the issues: NA

Issue Description Issue Reference Number or Link

LABELING LIST OF DEFICIENCIES
None
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9.1.2 DESCRIPTION (C3)

Table 7: Comparison of Inactive Ingredients Contained in Model Product and ANDA Description Section

Model Labeling

Each 1 mL of VICTOZA solution contains 6 mg of liraglutide and the following
mactive ingredients: disodium phosphate dihydrate, 1.42 mg; propylene glycol, 14
mg; phenol, 5.5 mg; and water for injection. VICTOZA has a pH of
approximately 8.15, hydrochloric acid or sodium hydroxide may be added to
adjust pH. Each pre-filled pen contains a 3 mL solution of VICTOZA equivalent
to 18 mg liraglutide (free-base, anhydrous).

Previous ANDA Labeling

Each 1 mL of Liraglutide Injection solution contains 6 mg of liraglutide and the
following inactive ingredients: disodium phosphate dihydrate, 1.42 mg; propylene
glycol, 14 mg; phenol, 5.5 mg; and water for injection. Liraglutide Injection has a
pH of approximately 8.15, hydrochloric acid or sodium hydroxide may be added
to adjust pH.

Current ANDA Labeling

Each 1 mL of Liraglutide Injection solution contains 6 mg of liraglutide and the
following inactive ingredients: disodium phosphate dihydrate, 1.42 mg; propylene
glycol, 14 mg; phenol, 5.5 mg; and water for injection. Liraglutide Injection has a
pH of approximately 8.15, hydrochloric acid or sodium hydroxide may be added
to adjust pH.

Assessment: No change noted

5.1.3 HOW SUPPLIED/STORAGE AND HANDLING (C3)

Table 8: Comparison of Model Labeling to ANDA Labeling

Model Labeling

16.1 How Supplied

VICTOZA Injection: 18 mg/3 mL (6 mg/mL) clear, colorless solution in a pre-
filled, single-patient-use pen that delivers doses of 0.6 mg. 1.2 mg, or 1.8 mg is
available in the following package sizes:

2 x VICTOZA pen NDC 0169-4060-12

3 x VICTOZA pen NDC 0169-4060-13

16.2 Recommended Storage

Prior to first use, VICTOZA should be stored in a refrigerator between 36°F to
46°F (2°C to 8°C). Do not store in the freezer or directly adjacent to the
refrigerator cooling element. Do not freeze VICTOZA and do not use VICTOZA
if it has been frozen.

After first use of the VICTOZA pen, the pen can be stored for 30 days at
controlled room temperature (59°F to 86°F; 15°C to 30°C) or in a refrigerator
(36°F to 46°F; 2°C to 8°C). Keep the pen cap on when not 1n use.

Protect VICTOZA from excessive heat and sunlight. Always remove and safely
discard the needle after each injection and store the VICTOZA pen without an
mjection needle attached. This will reduce the potential for contamination,
infection, and leakage while also ensuring dosing accuracy. Always use a new
needle for each injection to prevent contamination.

Previous ANDA Labeling

16.1 How Supplied

Liraglutide Injection: 18 mg/3 mL (6 mg/mL) clear, colorless solution in a pre-
filled, single-patient-use pen that delivers doses of 0.6 mg, 1.2 mg, or 1.8 mg is
available in the following package sizes:

2 x Liraglutide Injection pen NDC 0143-9144-02
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Table 8: Comparison of Model Labeling to ANDA Labeling

3 x Liraglutide Injection pen NDC 0143-9144-03

16.2 Recommended Storage

Prior to first use, Liraglutide Injection should be stored in a refrigerator between
36°F to 46°F (2°C to 8°C). Do not store in the freezer or directly adjacent to the
refrigerator cooling element. Do not freeze Liraglutide Injection and do not use
Liraglutide Injection if it has been frozen.

After first use of the Liraglutide Injection pen, the pen can be stored for 30 days at
controlled room temperature (59°F to 86°F; 15°C to 30°C) or in a refrigerator
(36°F to 46°F; 2°C to 8°C). Keep the pen cap on when not in use. Protect
Liraglutide Injection from excessive heat and sunlight. Always remove and safely
discard the needle after each injection and store the Liraglutide Injection pen
without an injection needle attached. This will reduce the potential for
contamination, infection, and leakage while also ensuring dosing accuracy.
Always use a new needle for each injection to prevent contamination.

Current ANDA Labeling

16.1 How Supplied

Liraglutide Injection: 18 mg/3 mL (6 mg/mL) clear, colorless solution in a pre-
filled, single-patient-use pen that delivers doses of 0.6 mg. 1.2 mg, or 1.8 mg 1s
available in the following package sizes:

2 x Liraglutide Injection pen NDC 0143-9144-02

3 x Liraglutide Injection pen NDC 0143-9144-03

16.2 Recommended Storage

Prior to first use, Liraglutide Injection should be stored in a refrigerator between
36°F to 46°F (2°C to 8°C). Do not store in the freezer or directly adjacent to the
refrigerator cooling element. Do not freeze Liraglutide Injection and do not use
Liraglutide Injection if it has been frozen.

After first use of the Liraglutide Injection pen, the pen can be stored for 30 days at
controlled room temperature (59°F to 86°F; 15°C to 30°C) or in a refrigerator
(36°F to 46°F; 2°C to 8°C). Keep the pen cap on when not in use. Protect
Liraglutide Injection from excessive heat and sunlight. Always remove and safely
discard the needle after each injection and store the Liraglutide Injection pen
without an injection needle attached. This will reduce the potential for
contamination, infection, and leakage while also ensuring dosing accuracy.
Always use a new needle for each injection to prevent contamination.

Assessment: No change noted

5.1.4 MANUFACTURER, DISTRIBUTOR, AND/OR PACKER (C3)

Table 9: Comparison of Manufacturer/Distributor/Packer Labeling Statements

Previous ANDA Labeling

Name and Address on
ANDA Prescribing
Information

Manufactured by:

Hybio Pharmaceutical Co., Ltd. (Pingshan factory),

2nd Lubui Rd, Kengzi Jinsha community, Pingshan district, Shenzhen,
Guangdong 518118, China.

Distributed by:
Hikma Pharmaceuticals USA Inc.

Page 16




Table 9: Comparison of Manufacturer/Distributor/Packer Labeling Statements

| Berkeley Heights, NJ 07922

Current ANDA Labeling

Manufactured by:
Hybio Pharmaceutical Co., Ltd. (Pingshan Factory)
2nd Ruhui Rd. Kengzi Jinsha Community, Pingshan District, Shenzhen,

M Rk Guangdong 518118, China

ANDA Pr.escrlbmg Distributed by:
Information | _
Hikma Pharmaceuticals USA Inc.
Berkeley Heights, NJ 07922
Assessment: No change noted
Table 9: Comparison of Manufacturer/Distributor/Packer Labeling Statements
Manufactured by Manufactured for Distributed by Distributed for

5.2 CONTAINER LABEL (FOR BLISTERS GO TO UNIT-DOSE BLISTERS) (C3)

Reviewer Assessment:
5% No
Deficioncy Deficiency
o = Container meets the too small exemption [ 21 CFR 201.10(i)]. Please enter Reviewer/Deficiency
Comments if you select Deficiency.
ESTABLISHED/PROPRIETARY NAME and STRENGTH:
O X Tall Man lettering complies with recommendations found on FDA webpage.
O = Established/proprietary name and strength are the most prominent information on the Principal
Display Panel.
O X No intervening text(written, printed, or graphic matter) between established name and strength.
THE FOLLOWING COMPONENTS ARE PROPERLY DISPLAYED:
O X Net quantity statement. Please enter Reviewer/Deficiency Comments if you select Deficiency.
O X Dosage statement.
O X NDC number: prominence, linear bar code, and its orientation.
O B Expiration date and lot number (or placeholder).
O X Equivalency statement (product strength).
O B Medication Guide Pharmacist instructions [21 CFR 208.24(d)].
O Controlled Substance Symbol.
O X Image of drug product represents the true size, color, and imprint.
O i Yellow #5 (tartrazine) warning statement is properly displayed.
O X Alcohol is properly listed [21 CFR 201.10(d)(2)].
O X Latex warning statement is properly displayed [21 CFR 801.437].
O [ Gluten statement is appropriately stated.
PRODUCT DIFFERENTIATION:
O = ANDA is the same color as the RLD labels as required (e.g. warfarin, levothyroxine, enoxaparin).
Please enter Reviewer/Deficiency Comments if you select Deficiency.
O B Multiple strengths are differentiated by use of different color or other acceptable means.
O X Labels of proposed product is differentiated from related products.
STORAGE, DISPENSING, MANUFACTURER, and PACKAGING:
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2 No
Deficlency Deficiency
o = Storage/dispensing statement is consistent with the How Supplied section of the insert/RLD/USP.
Please enter Reviewer/Deficiency Comments if you select Deficiency.

O - Manufacturer/Distributor/Packager statement is acceptable [21 CFR 201.1(h)(5) or (6) or 21 CFR
3 201.1().

O X Tamper evident (controlled substances) requirements are met.

o - Use of child-resistant closure (CRC) or non-CRC is appropriate.
- Describe container closure, cite source, and any issues in Reviewer Comments below.

OVERALL ASSESSMENT:

o - Requirements met for the required label statements (21 CFR 201.15 and 21 CFR 201.100 ). Please
3 enter Reviewer/Deficiency Comments if you select Deficiency.

Reviewer Comments:

The container label in in line with the RLD; however, we have comments for the applicant. Please refer to
section 5.2.1.1 below.

Assessment: The applicant has satisfactorily addressed all comment. Container labels are found acceptable.
Previous labeling review:

Currently proposed:
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NDC 0143-9144-01 LIST X0XXX
Rx only
Discard pen 30 days after first use.

Liraglutide Injection

For Single Patient Use Only

18 mg/3 mL I |
(6 mg/mL)
Each prefilled pen contains 18 mg/3 mL
(6 mg/ml.) and will deliver 30 doses
of 0.6 mg or 15 doses of 1.2 mg or Maregactured by
10 doses of 1.8 mg. Hyto Pharmacatical Co. Lt
Drsritated by
REFRIGERATE BEFORE Filkema Pharmacecicals USA inc
FIRST USE - DO NOT FREEZE 86-0755- 2668 1

(01) 1430144014

Expiry/
Batch:

Cycle #3:
The 6/30/2023 submission is provided due to an RLD update
Additionally, the applicant updates the container and
carton labeling to "align with current RLD labeling and current Hikma trade dress."

From 6/30/2023 annotated SBS:

NDC 0143-9144-01 LIST XXXX

For Single Patient Use Only

18 mg/3 mL

Container label is acceptable.

Deficiency Comments:

5.21 INJECTABLE PRODUCTS (C3)

Reviewer Assessment:
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No

Dehconcy Deficiency

Appropriate package type term was used (e.g. multiple-dose, single-dose, single-patient-use).

Appropriate package type term was used (e.g. multiple-dose, single-dose, single-patient-use).

XXX

IV, IM, or SC was spelled out.

There is text on the cap/ferrule overseal of this injectable product. If "Yes", does the text comply with
the recommendations in USP General Chapter <7> Labeling.

g

O |ojo|o

X

The cap color is NA. NOTE: Black closure system is prohibited, except for Potassium Chloride

= x for Injection Concentrate.

Reviewer Comments:
Cycle #3:
Container is acceptable.

Deficiency Comments:

5.211 CONTAINER LABEL FOR PARENTERAL SOLUTIONS (C3)

Reviewer Assessment:
. . No
DefieRney Deficiency
a = Strength exp_ressed as total quantity per total \rolum_e followed by the concentration per milliliter (mL),
as described in the USP General Chapter <7> Labeling.
O B If volume is less than 1 mL, strength per fraction of a milliliter is the only expression of strength.
O Quantity or prqportion of all inactive ingredients listed on label as required under 1 CFR
201.100(b)(5)(iii).
O X Container label includes instructions for reconstitution if applicable.
O = Aluminum content is present on immediate container label (SVP, LVP, or PBP) and warning is
present in the prescribing information.

Reviewer Comments:

The RLD does not list the total quantity per total volume followed by the concentration per mL; however, we
will request the addition of this to be in line with USP General Chapter <7> labeling.

Inactive ingredients are not listed on the container label but are listed on the carton labeling. This is in line
with the RLD.

Cycle #3:
Container is acceptable

Deficiency Comments:

5.3 CARTON (OUTER OR SECONDARY PACKAGING) LABELING (C3)

Reviewer Assessment:
L7 No
ey Deficiency
O X Unit-Dose Carton expression of strength appropriately stated.
" The answers to the Container Label questions are the same for the Carton Labeling. Please enter
O D = - . .
Reviewer/Deficiency Comments if you select Deficiency.

Reviewer Comments:

Assessment:

The applicant provides carton labeling with the 1/13/2022 submission in response to the Labeling DRL and
with the 3/11/2022 submission in response to a comment from DCR.

Comment to the applicant regarding carton labeling from DCR:
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FDA Comment
Your proposed carton labeling states,

you revise

L Wer l

“Intended for use with compatible disposable pen needles” to be consistent with your
proposed IFU.

nse.
The proposed carton labeling has been revised with “Intended for use with compatible
disposable pen needles™ as requested.
The carton labeling from the 3/11/2022 submission supersedes the carton labeling from the 1/13/2022
submission.
Previous labeling review:

Currently proposed:
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B H i H NDC 0143-9144-02
Liraglutide Injection b
For Single Patient Use Only
18 mg/3 mL
(6 mg/ml)
Each pen delivers doses of 0.6 mg.
1.2 mg or 1.8 mg. Subcutanecus uss only,

Discard pan 30 days after irst use Contains: 2 Liraghutide Injection Pens, Product Literature

REFRIGERATE - DO NOT FREEZE Dl the Guide

Rx onty to each patient.

Tnlenced for uge wilh compatiblo disposalle pen neodles.

hikma.
Liraglutide Injection s
For Single Patient Use Only

18 mg/3 mL

(6 mg/mL)

Each pen dedivers doses of 0.6 mg,

1.2 myg or 1.8 mg. Subcutaneous use orly,

Discard pan 30 days after first use Contains: 3 Liraghitide Injection Pens, Product Literature
REFRIGERATE - DO NOT FREEZE the Quide
Rx only to each petient.
Intended r use with compatible disposable pen needles.
hikma.

The applicant satisfactorily addressed all comments. Carton labeling is found acceptable.

Cycle #3:

The applicant updates the container and carton labeling to "align with current RLD labeling and current
Hikma trade dress."
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Deficiency Comments:

e

carton labeling; however, this information is provided in the DESCRIPTION section of the PI and
ingredients section of the MG. As the information is accurate, the inclusion is acceptable.

Carton labeling is acceptable.

Current (Sequence 0011)
Liraglutide Injection

CELTS e
(6 mg/mL)

. e ©
4 Wegreanns . ot Kaghas § oy §
P e e .
seowrre N pdate ' AL vy jeopgese Srol
(6 mg/mL) 4 s .5 wug et i
PR bt 400 = DAt I nate ey . .
Rk bdadand D DO D W B
ERT T TRr— Dt
o~ GO WOT THANIFEN THEE MEDICATION 5
- TOA
BN} @ e nd ;
AR 10 g 6 s o Uy
REPRIGERATE - DO NOT PRERLIT
- ww— WY OO0, R et T
» X te bt o n-.-:"
20 sl 5 trohen betow bl iae sweRc R T Y B
e L LR
Liraglutide Injection
IS e
(6 ) @Pend
L]

NOC s aac @ FxOny ©
Liraglutide Injection Do

For Bngle Pasent Use Ondy

. The RLD does not include this information on the

54 PRESCRIBING INFORMATION (C3)

Reviewer Assessment:

No

Deficiency Deficiency

HIGHLIGHTS:

D X

Contact information for applicant and FDA are listed correctly.

D X

Revision date appears at the end of HIGHLIGHTS section (PLR) or end of prescribing information
(non-PLR).

DESCRIPTION/INACTIVE INGREDIENTS:

O X

Appropriate warning/precaution statements for inactive ingredients are present (21 CFR 201) Check
only if applicable:

CBulfite (21 CFR 201.22)

OYellow #5 (Tartrazine) (21 CFR 201.20)

[Phenylalanine/aspartame (21 CFR 201.21)

(latex (21 CFR 801.437).

Alcohol is properly listed [ 21 CFR 201.10(d)(2)].

Gluten statement is appropriately stated.

ajo|o

X

Sterile product statement [ 21 CFR 201.57(c)(12)()(D) ].
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No
Deficiency

O = Dosage form, pharmacologic/therapeutic class, and route of administration properly listed [21 CFR

201.57(c)(12)(i)(B)] and[21 CFR 201.57(c)(12)(i)(E)].
HOW SUPPLIED/STORAGE and HANDLING/MANUFACTURER:

All submitted labels and Iabeling are consistent with the HOW SUPPLIED section.

Physical description (e.g. scoring, color, imprint, capsule size, nozzle tip, cap color) of the finished
product in the HOW SUPPLIED section are appropriately displayed.

NDC numbers are present.
Drug product is the same color as the RLD's drug product as required (e.g. warfarin, levothyroxine,
enoxaparin).
Storage or dispensing statement is acceptable compared to the RLD/USP monograph. Please enter
Reviewer/Deficiency Comments if you select Deficiency.

"Discard unused portion" for single-dose products.
- Manufacturer/Distributor/Packager statement is acceptable [ 21 CFR 201.1(h)(5) or (6) or 21 CFR
5 201.1(i)].
REGULATORY/OVERALL ASSESSMENT:

Deficiency

X

X

ooy o|oi|oo|o
X

O X STIC requirements addressed appropriately.
O X Intent to join the Antiretroviral Pregnancy Registry (APR) upon full approval.
O X Pregnancy registry information is appropriately included/excluded as required for the RLD.
" Patent/exclusivity carve out is acceptable. Please enter Reviewer/Deficiency Comments if you select
O Defici
eficiency.
o = r’rescgll.)g\)? information meets formatting requirements [21 CFR 201.57 (PLR) or 21 CFR 201.80
non- :
- Prescribing Information is the same as the model labeling, except for differences allowed under 21 CFR
= 314.94(a)(8). Please enter Reviewer/Deficiency Comments if you select Deficiency.
Reviewer Comments:

Assessment: The applicant has satisfactorily addressed all comments.

Cyecle #3:
The 6/30/2023 submission is provided due to an RLD update [l o)

b ]
The 9/20/2023 submission is provided due to RLD update, NDA 022341/S-039. The PI, MG, and IFU from
this submission supersedes the PI, MG, and IFU from the 6/30/2023 submission.
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PI is acceptable.

Deficiency Comments:
Deficiency # 1

Created in C1

Prescribing Information

Response / Assessment: Addressed

5.5 MEDICATION GUIDE (C3

Reviewer Assessment:
1 No
Deficiency Deficiency
O X Medication Guide is up-to-date with model labeling.
O Medication Guide meets content, format, and font size.
O X Phonetic spelling of the established/proprietary name is present and correct.
O o Description of child-resistant feature(if also present in HOW SUPPLIED/STORAGE AND
HANDLING).
O X Revision date and approval statement appear at the end of the Medication Guide correctly.
O X Applicant committed to provide a sufficient number of Medication Guides.
O X Applicant included the 1-800-FDA-1088 phone number.
O X Applicant included statement to print electronic Medication Guide if applicable.
o - Medication Guide is the same as the model labeling, except for allowable differences. Please enter
- Reviewer/Deficiency Comments if you select Deficiency.
Reviewer Comments:
. Please see below.
Assessment: The applicant satisfactorily addressed all comments.
Cycle #3:
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The 6/30/2023 submission is provided due to an RLD update [l o

e e ]
The 9/20/2023 submission is provided due to RLD update, NDA 022341/S-039. The PI, MG, and IFU from
this submission supersedes the PI, MG, and IFU from the 6/30/2023 submission.

MG is acceptable.

Deficiency Comments:

5.6 OTHER PATIENT LABELING (C3

Reviewer Assessment:
2 No
Deficiency Peficiohicsy
O = Other patient labeling is the same as the model labeling except for allowable differences. Please enter
Reviewer/Deficiency Comments if you select Deficiency.
Reviewer Comments:
The DCR review is pending.
Assessment:

The following IR was sent to the applicant on 3/4/2022 with regard to the IFU:

The Clinical Discipline is reviewing your comparative (threshold) analyses for your
proposed product and we require additional Information in order to complete our Clinical
review.

1. We recommend that your proposed Instructions for Use (IFU) wording should reflect
your proposed pen physical characteristcs. We note that your proposed pen has a
black line inside the dose display. In order for users to select the prescribed dose
accurately using your proposed pen (and perform other tasks that rely upon the dose
display) the black line needs to be lined up with the pointer by tuming the dose
seleclor.

a. Revise Step C. Dial to the Flow Check Symbol to state, “Tumn dose selector until
the black line of flow check symbol [insert symbol] lines up with pointer (See
Figure E).”

b. Revise Step D. Prepare the Pen to state, “Keep needle pointing up and press
dose button until the black line of 0 mg lines up with pointer (See Figure G)."

c. Revise Step G. Dial the Dose to state,

i “Turn the dose selector until the black line of your needed dose lines up with
the pointer (0.6 mg, 1.2 mg or 1.8 mg) (See Figure L)."

i. “If you select a wrong dose, change it by turning the dose selector backwards
or forwards until the black line of the correct dose lines up with the pointer.”

d. Revise Step H. m to state, “Press down on the center of the dose
button to inject until the black line of 0 mg lines up with the pointer (See Figure
M)

your propose s, ‘Liraglutide Injection pen shou

u with compatible disposable needles." The labeling for your proposed product
should provide clear information to help end users and pharmacists to identify pen
needles that are compatible with your proposed pen. We recommend that you revise
the carton labeling to state, “Intended for use with compatible disposable pen
needles” to be consistent with your proposed IFL.

4. Submit revised labeling to ensure that modifications in your proposed IFU and carton
labeling are adequate based on the recommendations above. We refer you to the
FDA Draft Guidance for Industry “Comparative Analyses and Related Comparative
Use Human Factors Studies for a Drug-Device Combination Preduct Submitted in an
ANDA" (January 2017).

The 3/11/2022 submission is in response to the DCR IR. The DCR review of the IR response is pending.
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Cycle #3:
The DCR review (uploaded 5/22/2022) has no recommendations.

5 CONCLUSION

From a clinical safety perspective, there are minor and other acceptable design differences between
the RLD and the proposed drug delivery device (color. dimensions, shape of pen: design of pen
components - {b) (4)

Therefore,

DCR concludes this genenc combimation product can be substituted for the RLD without the
intervention of a healthcare professional and/or without additional training prior to use of the
generic combination product, and that the design differences as compared to RLD do not alter the
clinical effect or safety profile of this proposed ANDA product under the conditions of use as
specified in the labeling. In summary, DCR finds the proposed drug-device user interface for the
proposed generic product acceptable

6 RECOMMENDATION

The Clinical Discipline has completed its review of the comparative analyses and has no
recommendations/the following deficiencies:

O Major
O Minor
E N/A (Review is Adequate)

IFU 1s acceptable.

Deficiency Comments:

6 COMMENTS/CONSULTS FOR OTHER DISCIPLINES (C3)

A labeling statement required verification from another division discipline. Check only if applicable.

Reviewer Assessment:

Rubber

Latex

Gluten

Alcohol (ethanol)

Aluminum (small/large volume parenteral and pharmacy bulk package)

Sulfite

Phenylalanine (aspartame) - content calculation

Yellow #5 (tartrazine)

Ghost tablet/capsule (i.e. solid or semi-solid mass in stool)

o(ajaojojojojojojojo

Other

Describe questions/issue(s) sent to and/or received from other discipline(s) (e.g., OPQ, OB): (For Issues, include the following
information: discipline and description of issue, issue reference number or link, and date of issue)

Reviewer Comments:

Deficiency Comments:
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*** This document contains proprietary information that cannot be released to the public.***V-25

Labeling Review
Division of Labeling Review
Office of Regulatory Operations
Office of Generic Drugs (OGD)
Center for Drug Evaluation and Research (CDER)

Date of This Review | 04/07/2022

ANDA Number(s) | 215503

Review Number | 2

Applicant Name | Hikma Pharmaceuticals USA Inc

Established Name & Strength(s) | Liraglutide Injection, 18 mg/3 mL (6 mg/mL) Single-Patient-
[Add "(OTC)" after strength if | Use Prefilled Pens
applicable]

Proposed Proprietary Name | NA

Submission Received Date | January 13, 2022, March 11, 2022

Primary Labeling Reviewer | Esther Kim

Secondary Labeling Reviewer | Refer to signature page

Review Conclusion

Acceptable - No Comments

[0 Acceptable - Include Post Approval Comments

0 Minor Deficiency* - Refer to Labeling Deficiencies and Comments for Letter to Applicant
[0 Major Deficiency** - Refer to Labeling Deficiencies and Comments for Letter to Applicant

On Policy Alert List Yes [ONo
Acceptable For Filing Yes [ONo

Combined Insert/Outsert OYes No
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1 LABELING COMMENTS (C2)

1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT (C2)
1.2 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE (C2)

The Division of Labeling has no further questions/comments at this time based on your labeling
submissions received January 13, 2022 and March 11, 2022.

Additionally, we remind you that it is it your responsibility to continually monitor available labeling
resources such as DRUGS@FDA, the Electronic Orange Book (OB), and the United States
Pharmacopeia — National Formulary (USP-NF) online for recent updates, and make any
necessary revisions to your labels and labeling.

It is also your responsibility to ensure your ANDA addresses all listed exclusivities that claim the
approved drug product. Please ensure that all exclusivities and patents listed in the electronic OB
are addressed and updated in your application. Ensure your labeling aligns with your patent and
exclusivity statements.

1.3 POST-APPROVAL REVISIONS (C2)

These comments will be addressed post approval (in the first labeling supplement review).

2 INSTRUCTIONS FOR ASSESSMENT (C2)

General Comments:

Select the "no deficiency” or "deficiency” radio button as appropriate for each row. If a "Deficiency Comments" appears, ensure it is
appropriate for your situation, edit, or enter "Reviewer Comments" if necessary.

If there is no issue/concern, or if the question is not applicable. No "Deficiency Comments” will appear but reviewers can still enter
"Reviewer Comments" if desired.

O X There is information in the Orange Book that the applicant needs to address.

X O Information in the Orange Book has expired and the applicant needs to revise labeling.

Reviewer Comments:
Enter free text in this section as necessary.

Deficiency Comments:

o Standardized comments/deficiencies are available for certain questions. For a complete list of standardized comments,
reference the DLR Standardized Comments SharePoint.

o Reviewers can modify standardized comments/deficiencies for their situation.

* Deficiencies will have a review number, deficiency number, and roman numeral in the user interface. For first original
reviews the review number and iteration numeral will align; however, older reviews may have review numbers and iteration
numerals that differ due to some reviews being completed under past practices.

® Deficiency comments will populate by default to the Labeling Comments deficiency section unless you select the Post-
Approval checkbox. Assessors also have the option to move all comments to the Post-Approval Revisions section or vice
versa from the Labeling Comments tab.
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Deficiercy Comments
Creation Canmory

3 OVERALL ASSESSMENT OF MATERIALS REVIEWED (C2

Table 1: Review Summary of Container Label and Carton Labeling

Final or Draft or ; : Submission :
NA Packaging Sizes Roccived Dato Recommendation
Container Final 6 mg/mL — 3 mL Prefilled Pen 1/13/2022 Satisfactory
Blister N/A N/A
g Carton of 2 Prefilled Pens :
Carton Final Carton of 3 Prefiled Pens 3/11/2022 Satisfactory
Table 2: Review Summary of Prescribing Information and Patient Labeling
Final e Draltior Revision Date and/or Code Sub_m g Recommendation
NA Received Date
Prescribing Information Draft Revised: 03/2022 3/11/2022 Satisfactory
Medication Guide Draft Revised: March 2022 3/11/2022 Satisfactory
Patient Information N/A NA
Instructions for Use Draft Revised: March 2022 3/11/2022 Satisfactory
SPL Data Elements

4 LABELING REVIEW INFORMATION(C2)
41 REGULATORY INFORMATION (C2

Yes | No

® |0O

Controlled Correspondence:

Are there any applicable issues in DLR's SharePoint Drug Facts ?

Is the drug product listed in the Policy Alert Tracker on OGD's SharePoint?
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42 MODEL PRESCRIBING INFORMATION (C2

Table 3: Review Model Labeling for Prescribing Information/Patient Labeling
(Check the box used as the Model Labeling)

MOST RECENTLY APPROVED NDA MODEL LABELING

(If NDA is listed in the discontinued section of the Orange Book, indicate whether the application has been withdrawn and if so,
enter the most recently approved ANDA labeling information as applicable.)

NDA#/Supplement# (S-000 if original): NDA022341 / S-036
Supplement Approval Date: 11/20/2020

Proprietary Name: Victoza

Established Name: liraglutide injection

Description of Supplement:

This Prior Approval sSNDA provides for the addition of information regarding severe
hypoglycemia to Sections 5, 10, and 17, of the Prescribing Information and to the
Medication Guide.

Link: https://palantir.fda.goviworkspace/hubble/external/object/v0/fda-

communication?pk communication=4705241 4293882 090140af805af7f4 NDAQ022341 3108318

COMOST RECENTLY APPROVED ANDA MODEL LABELING

OTHERITEMPLATE (e.g., Pending Supplements, BPCA, PREA, Carve-out):
BPCA template ®® (based on NDA 022341/S-031 approved 6/17/2019).

S-037 is a pending labeling supplement that proposes changes to the approved labeling in accordance
with the requests below:
In the last bullet of section 6.3 Postmarketing Expenience. add the text underlined below:

*  Hepatobiliary diserders: hyperbilirabinemia elevations of liver enzymes, cholestasis. hapatitis

Reviewer Assessment:
’ No
Beficiancy Deficiency
O B ANDA is up-to-date with the RLD/Model labeling.

Reviewer Comments:

Deficiency Comments:

43 PATENTS AND EXCLUSIVITIES (C2

The Orange Book was searched on 04/07/2022

Table 4 provides Orange Book patents for the Model Labeling (NDA022341) and ANDA patent certifications. (For applications that
have no patents, N/A is entered in the patent number column.)

Table 4: Impact of Model Labeling Patents on ANDA Labeling

Patent Date of .
Strengths | Patent Number Pa!ter!l Use bl U e Cotle P.aFentl Patent Cert Labeling
Expiration Definition Certification S Impact
Code Submission
AMETHOD FOR
18 mg/3 mL IMPROVING
(6mg/mL) 6268343 08/22/2022 U-968 GLYCEMIC 0l 00/08/2021 Néiis
CONTROL IN
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Table 4: Impact of Model Labeling Patents on ANDA Labeling

Patent Date of :
Strengths | Patent Number Pa}ler!l Use Fateot U = Code P?Fent. Patent Cert Labaling
Expiration Definition Certification SR Impact
Code Submission
ADULTS WITH
TYPE 2 DIABETES
MELLITUS
18mglml | grse343pED | 0212212023 1 09/08/2021 | None
(6 mg/mL)
18maSml | 7760094 | 0512312004 v 09/08/2021 | None
(6mg/mL)
18mai3ml | 7760004pED | 1112312004 v 09/08/2021 | None
(6mg/mL)
18maSml | g114833 | 081312025 v 09/08/2021 | None
(6mg/mL)
18mal3ml | g144833:pED | 021312026 v 09/08/2021 |  None
(6mg/mL)
18maBml | gr0850 | 063012023 v 09/08/2021 | None
(6mg/mL)
18mgiSml | g570860'PED | 121302023 v 09/08/2021 | None
(6mg/mL)
18 mg/3 mL 8846618 06/27/2022 I 09/08/2021 None
(6mg/mL)
18maSml | gerep1atPED | 1212772022 i 00/08/2021 | None
(6mg/mL)
18maBml | gr65803 | 0012312032 v 09/08/2021 | None
(6mg/mL)
18mgSml | go65803'PED | 03/23/2033 v 09/08/2021 | None
(6mg/mL)
METHOD OF
REDUCING THE
RISK OF
CARDIOVASCULAR
DEATH, NON-
FATAL
MYOCARDIAL
INFARCTION,
18 mg/3 mL AND/OR NON-
L) 9968659 01/09/2037 [ U-2313 | yoir oTRoKE IN vii 09/08/2021 | Carve-out
ADULTS WITH
TYPE 2 DIABETES
MELLITUS AND
ESTABLISHED
CARDIOVASCULAR
DISEASE BY
ADMINISTERING
LIRAGLUTIDE
18mgidml | goqsa50pED | 07/00/2037 vii 09/08/2021 | Carve-out
(6mg/mL)
18maRml - oeqqg5s 01/21/2021 I 09/08/2021 | Expired
(6mg/mL)
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Table 4: Impact of Model Labeling Patents on ANDA Labeling

Strengths

Patent Number

Patent
Use
Code

Patent
Expiration

Patent Use Code
Definition

Patent

Certification

Date of
Patent Cert
Submission

Labeling
Impact

18 mg/3 mL
(6mg/mL)

RE41956"PED

0712172021

09/08/2021

Expired

Table 5 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements.

Table 5: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling

Strengths

Exclusivity
Code

Exclusivity
Expiration

Exclusivity Code
Definition

Exclusivity
Statement

Date of
Exclusivity
Submission

Labeling
Impact

18 mg/3 mL
(6mg/mL)

NPP

06/17/2022

NEW PATIENT
POPULATION

Hikma is not
seeking
approval for its
liraglutide
recombinant 18
mg/3 mL (6
mg/mL)
solution
product for the
listed
exclusivities
and Hikma'’s
labeling for its
drug product
does not
include the
information
associated with
the listed
exclusivities

09/08/2021

Carve-out

18 mg/3 mL
(6mg/mL)

NPP PED

1211712022

NEW PATIENT
POPULATION;
PEDIATRIC
EXCLUSIVITY

Hikma is not
seeking
approval for its
liraglutide
recombinant 18
mg/3 mL (6
mg/mL)
solution
product for the
listed
exclusivities
and Hikma's
labeling for its
drug product
does not
include the

information

00/08/2021

Carve-out
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Table 5: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling
Exclusivity Exclusivity Exclusivity Code Exclusivity Ex[t}:?:lzi(\’r:ty Labeling
Strengths Code Expiration Definition Statement e Impact
Submission
associated with
the listed
exclusivities
Reviewer Assessment:
o No
Deficiency Dificiercy
O X There is information in the Orange Book that the applicant needs to address.
O B Information in the Orange Book has expired and the applicant needs to revise labeling.
Reviewer Comments:
Deficiency Comments:
44 UNITED STATES PHARMACOPEIA (USP) (C2)
The USP was searched on 04/08/2022
Table 6: USP
Packaging and
Monograph Title (N/A if | Storage/Labeling
FESorNG it no monograph) Statements (N/A if
no monograph)
Currently Official No N/A N/A
Not Yet Official No N/A N/A
Reviewer Assessment:
: No
Deficioncy Deficiency
- Established name is acceptable with regard to the USP monograph or the RLD's nonproprietary
' name.
[l X RLD's non-proprietary name is different from USP established name.
O B USP descriptor is correctly used in the appropriate sections of the prescribing information.
USP RECOMMENDATIONS and/or DIFFERENCES IN TEST METHODS (QUALITY):
O X DISSOLUTION: The applicant's dissolution statement is appropriate.
O P ORGANIC IMPURITIES: Drug product meets USP acceptance criteria for organic impurities.
O ] ASSAY: Drug product meets USP acceptance criteria for assay.
Reviewer Comments:
Deficiency Comments:

45 MODEL CONTAINER LABELS (C2)

Model container/carton/blister labels (Source: NDA 022341/S-028 approval letter in DARRTS dated 4/25/2017 )

Syringe label for 2 Pens/Carton
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@

Expiry/ -1
R.;i .” h gg

NDC 0169-3060-12 LIST 406012
Rx Only
Discard pen 30 days after first use.

Victoza®
(liraglutide) injection

For Single Patient Use Only
€01)10301654060125

:'EEFREGPRAT : BE S Novo Nordick Inc
USE -DO NOT FRE 1-877-484-2869

w | - |
Victoes® Ingredisnts: Each mi cortam [raghunde § mg and
(Sragiutide) inpction the fotk active : duod
18mo0 mi (f mpml) phoxghate divyckate, 142 ma. propywas gycol,
Uie a5 dimmctod By yout tea RPheare v of ssonal 12 mg: phendl, $.5mg: and wats for npction
& oo Bl Stwvbe
R T DO NOT TRANSFER THES MEDICATION TO A
Rx Ovly
Each prefiind pen containe 18 mo/3 mL (6 wd) —_—
oy i o o el L o SO —
1.2 mg or Wdoses of 1img ©20% Mordhl AR ——
REFRIGERATE - DO NOT FREEZE Novo —_—
Afse fent SLore A1 & teenpamtum not 1o axceed  Novo Nondsk inc —t
Peri e Plairabora, NI 08515 —
NOt & (hiid evetant containes ':”‘“”“
1 the sal & broken before fint use, cantact your (@ habls ecpafiod
phamacist WWW Y ETOSS oo
PATENT Infomma tion. g fnovenond el Mand actiaeod
utcompationn /e aductproduct patents htmi Naws Nondh =
DX 2820 Bagwvaent Deowmadt POVO DO Tk
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pneghida

(liraglutide) injection
| For Single Patent Use Only |
18 mg/3mL (6 mg/mL)

Each pon dulivers dows of 06 mg
umgoc 1.8 mg. Subrutangous use only

novo gk Rx Only

by e O

(liraglutide) injection
18 ) o (6 mgrmd)

(liraglutide) injection
18mg7 ml 1§ mgnl)

Syringe label for 3 Pens/Carton

1 2 Pens

$50€
“IES696 8
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NDC 0169-4060-13 LIST 406013

Discard pen 30 days after first use

(liraglutide) injection

or 10 doses of 1.8 mg
3 ERBEFORE FIRST  Novo Nordi
DO NOT FREEZE 1-877-484-2869

Vicom*

Oragiutde) njecion

5 mg3 mi 06 mg'ml)

Use ot deectnd by your healthoses pmfecional
Sow oncioked product Iz
Subcutaneous ue anly

Rx Onyy

Ingredients: Each mb contans beaglutade & mg and
”hlau\’.nml iontc dndum
shoph d pyiece glycol

v L LA mg p
18 g phenol 55 Mg and water for ingection.
St il

DO NOT TRANSFER THES MEDICATIONTO A S YRINGE
Ench prefillnd pen containg 18 mg/) md (& mgimi)
and will deliver 30 doses of 04 mg or 15 doses of
12 mg o 10 doses of 18 mg.

FEFRIGERATE - DO NOT MEEDE

After Snt we, ttom ot 8 Smperature ot 1 exoeed
WF Q.

Nt 8 OIS esitant coctaine

¥ the ceal ks troken before feat ww, contact your
pharmace

PATENT Inf ormatonc Mg Sinowonnr k-

w_conv'ps tieet upmoducter oduct patsets hmd

Victoz®* i a rz:bnd
¥ ademark of Nowo Nordid AS

© 2016 Nowo Noedek AS
Nowo Nordiak e
Parstoro, NI 08536

1 8774842860

(50 radla eparch)

WA MCIOZ COM
Manfactrad by

Sowo Noedek NS

DX 2880 Bagnvaerd, Dermmank

IOV (K (i
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yneghinda

(liraglutide) injection
[ For Single Patent Use Oy ]

18 mg/3 ml. (6 mg/mb)
Each pen delivers doses of 0.6 myg.
1.2 mg or 1.8 mg Subautaneous use only

(liraglutide) injection
18 =) o {6 el )

€
§y | RimcanR T

rovonarak. Rx Only

(liraglutide) injection
‘ 18 mg3 mi & mg/mi)
1

5 ASSESSMENT OF ANDA LABELING AND LABELS (C2)
5.1 QUALITY INFORMATION (DRUG PRODUCT MOU & BIOPHARMACEUTICS) (C2

511 DRUG PRODUCT REVIEW (C2)
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Insert screenshot of Labeling portion from drug product review if completed:

Drug Product Review complete
A215503 Drug Product RO1-IQ (pending approval)

DESCRIPTION (Rx insert or Active Ingredient(s), and Inactive Ingredients in
DRUG FACTS for OTC):

Is the information accurate? B Yes [[] No
If “No,"” explain.

Is the drug product subject of a USP monograph? ] Yes [ No

If “Yes,” does labeling have accurate USP statement in the DESCRIPTION (for
Rx) or Other Information section of DRUG FACTS (for OTC)?

[ ves No Statement not needed
If “No”, what is/are the needed statement(s)?

HOW SUPPLIED section (Rx insert) or Storage (in DRUG FACTS for OTC)
i) Isthe information accurate? [ Yes No
If “No," explain.
i)  Are the storage conditions acceptable? [ Yes No
If "No,” explain.

DOSAGE AND ADMINISTRATION section, for injectables, and where applicable:

Did the applicant provide quality data to su

ide pport in-use conditions (e.g., diluent
? X

f*No," explain.

For OTC Drugs and Controlled Substances:
Is tamper evident feature provided in the container/closure for the OTC
ucts or Controlled Substance (Cll — CIV) products? [[] Yes No
N/A (NOT OTC or Controlied Substance)

If*No," explain.

For solid oral drug products, only: drug product length(s) of commercial
batch(es) NA

ANDA Strength Length (MM) Imprint Code

Send issue to the Labeling Assessor through the Platform with a list of
quality-related labeling deficiencies and also record reference number or link
for all the issues: NA

Issue Description Issue Reference Number or Link

LABELING LIST OF DEFICIENCIES
None

5.1.2 DESCRIPTION (C2)
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Table 7: Comparison of Inactive Ingredients Contained in Model Product and ANDA Description Section

Model Labeling

Each 1 mL of VICTOZA solution contains 6 mg of liraglutide and the following
mactive ingredients: disodium phosphate dihydrate, 1.42 mg: propylene glycol, 14
mg; phenol, 5.5 mg: and water for injection. VICTOZA has a pH of
approximately 8.15, hydrochloric acid or sodium hydroxide may be added to
adjust pH. Each pre-filled pen contains a 3 mL solution of VICTOZA equivalent
to 18 mg liraglutide (free-base, anhydrous).

Previous ANDA Labeling

Each 1 mL of Liraglutide Injection solution contains 6 mg of liraglutide and the
following nactive ingredients: disodium phosphate dihydrate, 1.42 mg; propylene
glycol, 14 mg; phenol, 5.5 mg; and water for injection. Liraglutide Injection has a
pH of approximately 8.15, hydrochloric acid or sodium hydroxide may be added
to adjust pH. Each pre-filled pen contaimns a 3 mL solution of Liraglutide Injection
equivalent to 18 mg liraglutide (free-base, anhydrous).

Current ANDA Labeling

Each 1 mL of Liraglutide Injection solution contains 6 mg of liraglutide and the
following mactive ingredients: disodium phosphate dihydrate, 1.42 mg; propylene
glycol, 14 mg; phenol, 5.5 mg; and water for injection. Liraglutide Injection has a
pH of approximately 8.15, hydrochloric acid or sodium hydroxide may be added
to adjust pH. Each pre-filled pen contains a 3 mL solution of Liraglutide Injection
equivalent to 18 mg liraglutide (free-base, anhydrous).

Assessment: No change noted

5.1.3 HOW SUPPLIED/STORAGE AND HANDLING (C2)

Table 8: Comparison of Model Labeling to ANDA Labeling

Model Labeling

16.1 How Supplied

VICTOZA Injection: 18 mg/3 mL (6 mg/mL) clear, colorless solution in a pre-
filled, single-patient-use pen that delivers doses of 0.6 mg. 1.2 mg, or 1.8 mg is
available in the following package sizes:

2 x VICTOZA pen NDC 0169-4060-12

3 x VICTOZA pen NDC 0169-4060-13

16.2 Recommended Storage

Prior to first use, VICTOZA should be stored in a refrigerator between 36°F to
46°F (2°C to 8°C). Do not store in the freezer or directly adjacent to the
refrigerator cooling element. Do not freeze VICTOZA and do not use VICTOZA
if 1t has been frozen.

After first use of the VICTOZA pen, the pen can be stored for 30 days at
controlled room temperature (59°F to 86°F; 15°C to 30°C) or in a refrigerator
(36°F to 46°F; 2°C to 8°C). Keep the pen cap on when not in use.

Protect VICTOZA from excessive heat and sunlight. Always remove and safely
discard the needle after each injection and store the VICTOZA pen without an
injection needle attached. This will reduce the potential for contamination,
mfection, and leakage while also ensuring dosing accuracy. Always use a new
needle for each injection to prevent contamination.

Previous ANDA Labeling

16.1 How Supplied

Liraglutide Injection: 18 mg/3 mL (6 mg/mL) clear, colorless solution in a pre-
filled, single-patient-use pen that delivers doses of 0.6 mg, 1.2 mg, or 1.8 mg is
available in the following package sizes:

2 x Liraglutide Injection pen NDC 0143-XXXX-02
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Table 8: Comparison of Model Labeling to ANDA Labeling

3 x Liraglutide Injection pen NDC 0143-XXXX-03

16.2 Recommended Storage

Prior to first use, Liraglutide Injection should be stored in a refrigerator between
36°F to 46°F (2°C to 8°C). Do not store in the freezer or directly adjacent to the
refrigerator cooling element. Do not freeze Liraglutide Injection and do not use
Liraglutide Injection if it has been frozen.

After first use of the Liraglutide Injection pen, the pen can be stored for 30 days at
controlled room temperature (59°F to 86°F; 15°C to 30°C) or in a refrigerator
(36°F to 46°F; 2°C to 8°C). Keep the pen cap on when not in use. Protect
Liraglutide Injection from excessive heat and sunlight. Always remove and safely
discard the needle after each injection and store the Liraglutide Injection pen
without an injection needle attached. This will reduce the potential for
contamination, infection, and leakage while also ensuring dosing accuracy.
Always use a new needle for each injection to prevent contamination.

Current ANDA Labeling

16.1 How Supplied

Liraglutide Injection: 18 mg/3 mL (6 mg/mL) clear, colorless solution in a pre-
filled, single-patient-use pen that delivers doses of 0.6 mg, 1.2 mg, or 1.8 mg is
available in the following package sizes:

2 x Liraglutide Injection pen NDC 0143-9144-02

3 x Liraglutide Injection pen NDC 0143-9144-03

16.2 Recommended Storage

Prior to first use, Liraglutide Injection should be stored in a refrigerator between
36°F to 46°F (2°C to 8°C). Do not store in the freezer or directly adjacent to the
refrigerator cooling element. Do not freeze Liraglutide Injection and do not use
Liraglutide Injection if it has been frozen.

After first use of the Liraglutide Injection pen, the pen can be stored for 30 days at
controlled room temperature (59°F to 86°F; 15°C to 30°C) or in a refrigerator
(36°F to 46°F; 2°C to 8°C). Keep the pen cap on when not in use. Protect
Liraglutide Injection from excessive heat and sunlight. Always remove and safely
discard the needle after each injection and store the Liraglutide Injection pen
without an injection needle attached. This will reduce the potential for
contamination, infection, and leakage while also ensuring dosing accuracy.
Always use a new needle for each injection to prevent contamination.

Assessment: NDC numbers are provided. Acceptable

514 MANUFACTURER, DISTRIBUTOR, AND/OR PACKER (C2)

Table 9: Comparison of Manufacturer/Distributor/Packer Labeling Statements

Previous ANDA Labeling

Name and Address on
ANDA Prescribing
Information

Manufactured by:
Hybio Pharmaceutical Co., Ltd. (Pingshan factory),
2nd Luhui Rd, Kengzi Jinsha community, Pingshan district, Shenzhen,

Guangdong 518118, China.
@)

Distributed by:
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Table 9: Comparison of Manufacturer/Distributor/Packer Labeling Statements

Hikma Pharmaceuticals USA Inc.
Berkeley Heights, NJ 07922

Current ANDA Labeling

Name and Address on

Manufactured by:

Hybio Pharmaceutical Co., Ltd. (Pingshan factory),

2nd Luhui Rd, Kengzi Jinsha community, Pingshan district, Shenzhen,
Guangdong 518118, China.

i Distributed by:
ahflgﬁ:tri:cnbmg Hikma Pharmaceuticals USA Inc.
Berkeley Heights, NJ 07922
b)(@)
. Acceptable
Table 9: Comparison of Manufacturer/Distributor/Packer Labeling Statements
Manufactured by Manufactured for Distributed by Distributed for
5.2 CONTAINER LABEL (FOR BLISTERS GO TO UNIT-DOSE BLISTERS) (C2)
Reviewer Assessment:
. No
Deficiency Deficiency
O = Container meets the too small exemption [ 21 CFR 201.10())]. Please enter Reviewer/Deficiency
Comments if you select Deficiency.
ESTABLISHED/PROPRIETARY NAME and STRENGTH:
O X Tall Man lettering complies with recommendations found on FDA webpage.
o = E_stablished/proprietary name and strength are the most prominent information on the Principal
Display Panel.
O X No intervening text(written, printed, or graphic matter) between established name and strength.
THE FOLLOWING COMPONENTS ARE PROPERLY DISPLAYED:
O X Net quantity statement. Please enter Reviewer/Deficiency Comments if you select Deficiency.
O X Dosage statement.
O X NDC number: prominence, linear bar code, and its orientation.
O X Expiration date and lot number (or placeholder).
O X Equivalency statement (product strength).
O X Medication Guide Pharmacist instructions [21 CFR 208.24(d)].
O X Controlled Substance Symbol.
O X Image of drug product represents the true size, color, and imprint.
O X Yellow #5 (tartrazine) warning statement is properly displayed.
O X Alcohol is properly listed [21 CFR 201.10(d)(2)].
O X Latex warning statement is properly displayed [21 CFR 801.437.].
PRODUCT DIFFERENTIATION:
- 5 ANDA is the same color as ?he RLD labels as required (e.g. wa'rfarin, levothyroxine, enoxaparin).
Please enter Reviewer/Deficiency Comments if you select Deficiency.
O X Multiple strengths are differentiated by use of different color or other acceptable means.
O X Labels of proposed product is differentiated from related products.
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No

Deficiency Deficiency

STORAGE, DISPENSING, MANUFACTURER, and PACKAGING:

Storage/dispensing statement is consistent with the How Supplied section of the insert/RLD/USP.

= = Please enter Reviewer/Deficiency Comments if you select Deficiency.
: Manufacturer/Distributor/Packager statement is acceptable [21 CFR 201.1(h)(5) or (6) or 21 CFR

- 201.1i).

O X Tamper evident (controlled substances) requirements are met.
Use of child-resistant closure (CRC) or non-CRC is appropriate.

(| X Describe container closure, cite source, and any issues in Reviewer Comments below. Please enter
Reviewer/Deficiency Comments if you select Deficiency.

OVERALL ASSESSMENT:

O Requirements met for the required label statements (21 CFR 201.15 and 21 CFR 201.100 ). Please
enter Reviewer/Deficiency Comments if you select Deficiency.

Reviewer Comments:

The container label in in line with the RLD; however, we have comments for the applicant. Please refer to
section 5.2.1.1 below.

Assessment: The applicant has satisfactorily addressed all comment. Container labels are found acceptable.
Previous labeling review:

Currently proposed:
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NDC 0143-9144-01

Rx only
Discard pen 30 days after first use.

Liraglutide Injection

For Single Patient Use Only
18 mg/3 mL

(6 mg/mL)
Each prefilled pen contains 18 mg/3 mL

{6 mg/mL) and will defiver 30 doses
of 0.6 mg or 15 doses of 1.2 mg or
10 doses of 1.8 mg.

REFRIGERATE BEFORE
FIRST USE - DO NOT FREEZE

Expiry/
Batch:

Deficiency Comments:
Deficiency # 1

Created in C1

Container Label
Response / Assessment:

Ensure that you complete the National Drug Code (NDC) number in a
linear bar code prior to the submission of the final printed labeling per 21
CFR 201.25(c).

Addressed

Deficiency # 2
Created in C1

General Comments
Response / Assessment:

®) @]

Addressed on container, carton , and PI.

Deficiency # 3
Created in C1

General Comments
Response / Assessment:

Provide the revised container label and carton labeling in higher resolution.

Addressed

5.21 INJECTABLE PRODUCTS (C2)

Reviewer Assessment:
. No
Deficioncy Deficiency
O X Appropriate package type term was used (e.g. multiple-dose, single-dose, single-patient-use).
O X IV, IM, or SC was spelled out.
- 5 There is text on the capl/ferrule overseal of this injectable product. If "Yes", does the text comply with
the recommendations in USP General Chapter <7> Labeling.
o 5 The cap color is NA. NOTE: Black closure system is prohibited, except for Potassium Chloride
for Injection Concentrate.
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Reviewer Comments:

Deficiency Comments:

5.21.1 CONTAINER | ABEL FOR PARENTERAL SOLUTIONS (C2)

Reviewer Assessment:
. No
Deficisnicy Deficiency
O = Strengtl_l exp_ressed as total quantity per total volumg followed by the concentration per milliliter (mL),
as described in the USP General Chapter <7> Labeling.
O X If volume is less than 1 mL, strength per fraction of a milliliter is the only expression of strength.
Quantity or proportion of all inactive ingredients listed on label as required under 1 CFR
O & Lo
201.100(b){5)(iii).
O ] Container label includes instructions for reconstitution if applicable.
O - Aluminum content is present on immediate container label (SVP, LVP, or PBP) and warning is
. present in the prescribing information.

Reviewer Comments:

The RLD does not list the total quantity per total volume followed by the concentration per mL: however, we
will request the addition of this to be in line with USP General Chapter <7> labeling.

Inactive ingredients are not listed on the container label but are listed on the carton labeling. This 1s in line
with the RLD.

Deficiency Comments:

Deficiency # 1 Include the strength statement such that the total strength per total volume
_ 1s the primary and prominent expression on the principal display panel of
Created in C1 the label, followed in close proximity by strength per milliliter enclosed by
. parentheses, as described i the USP, General Chapter <7> Labeling. For
Container Label ]
example:
18 mg/3 mLL
(6 mg/mL)
Response / Assessment: Addressed

5.3 CARTON (OUTER OR SECONDARY PACKAGING) LABELING (C2)

Reviewer Assessment:
2 No
Deficiency Deficiency
O - The answers to the Container Label questions are the same for the Carton Labeling. Please enter
= Reviewer/Deficiency Comments if you select Deficiency.

Reviewer Comments:

Assessment:

The applicant provides carton labeling with the 1/13/2022 submission in response to the Labeling DRL and
with the 3/11/2022 submission in response to a comment from DCR.

Comment to the applicant regarding carton labeling from DCR:
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FDA Comment
Your proposed carton labeling states,

you revise

Her : ]
“Intended for use with compatible disposable pen needles™ to be consistent with your
proposed IFU.

nse:
The proposed carton labeling has been revised with “Intended for use with compatible

disposable pen needles™ as requested.

The carton labeling from the 3/11/2022 submission supersedes the carton labeling from the 1/13/2022
submission.

Previous labeling review:

Currently proposed:
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H 2 H H NDC 0143-9144-02
Liraglutide Injection List X000
For Single Patient Use Only
18 mg/3 mL
(6 mg/mL)
Each pen delivers doses of 0.6 mg,
1.2 mg or 1.8 mg. Subcutanescus uss only,

Discard pan 30 days after frst use Contains: 2 Liraghutide Injection Pens, Product Literature

Liraglutide Injection lsoooox

For Single Patient Use Only
18 mg/3 mL

(6 mg/mL)

Each pen delivers doses of 0.5 mg,

1.2 mg or 1.8 myg. Subcutaneous uge orly.

Discard pan 30 days after first use Contains: 3 Liraghutide Injection Pens, Product Literature
REFRIGERATE - DO NOT EZE the Quide
Rx onfy to each patient.

Intended or use with compatible disposabie pen needles.

Deficiency Comments:

REFRIGERATE - DO NOT FREEZE DI the tion Guide
Rx onty to each patient.
Intended for use with compatible disposalie pen neodles.
hikma.

hikma. & Peng)

The applicant satisfactorily addressed all comments. Carton labeling is found acceptable.

Created in C1

Carton Labeling
Response / Assessment: Addressed

the PDP to use red font to be in accordance with the RLD.

Deficiency # 1 Ensure that you complete the National Drug Code (NDC) number in a
_ linear bar code prior to the submission of the final printed labeling per 21
Created in C1 CFR 201.25(c).
Carton Labeling
Response / Assessment: Addressed
Deficiency # 2 We recommend revising the “For Single Patient Use Only” statement on

Created in C1

Carton Labeling
Response / Assessment: Addressed

Deficiency # 3 Strength statement: We recommend increasing the prominence of "18
mg/3 mL" on the PDP.

54 PRESCRIBING INFORMATION (C2

Reviewer Assessment:
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Deficiency

No

Deficiency
HIGHLIGHTS:
O X Contact information for applicant and FDA are listed correctly.
O X Revision date appears at end of HIGHLIGHTS section.

DESCRIPTION/INACTIVE INGREDIENTS:

Appropriate warning/precaution statements for inactive ingredients are present (21 CFR 201) Check
only if applicable:

CBulfite (21 CFR 201.22

OYellow #5 (Tartrazine) (21 CFR 201.20)

[Phenylalanine/aspartame (21 CFR 201.21)

[Matex (21 CFR 801.437). Please enter Reviewer/Deficiency Comments if you select Deficiency.

Alcohol is properly listed [ 21 CFR 201.10(d)(2)].

Gluten statement is appropriately stated. Please enter Reviewer/Deficiency Comments if you select
Deficiency.

Sterile product statement [21 CFR 201.57(c)(12)(D)].

ooy o |o

RR X |®

Dosage form and route of administration properly listed [21 CFR 201.57(c)(12)(B)].

HOW SUPPLIED/STORAGE and HANDLING/MANUFACTURER:

All submitted labels and labeling are consistent with the HOW SUPPLIED section.

Physical description (e.g. scoring, color, imprint, capsule size, nozzle tip, cap color) of the finished
product in the HOW SUPPLIED section are appropriately displayed.

NDC numbers are present.

Drug product is the same color as the RLD's drug product as required (e.g. warfarin, levothyroxine,
enoxaparin).

Storage or dispensing statement is acceptable compared to the RLD/USP monograph. Please enter
Reviewer/Deficiency Comments if you select Deficiency.

"Discard unused portion" for single-dose products.

Ooioo|oijolo|o

RIRR | RRR R

Manufacturer/Distributor/Packager statement is acceptable [ 21 CFR 201.1(h)(5) or (6) or 21 CFR
201.1()].

HOW SUPPLIED/STORAGE and HANDLING/MANUFACTURER:

STIC requirements addressed appropriately.

Intent to join the Antiretroviral Pregnancy Registry (APR) upon full approval.

Pregnancy registry information is appropriately included/excluded as required for the RLD. Please
enter Reviewer/Deficiency Comments if you select Deficiency.

R XXX

Patent/exclusivity carve out is acceptable. Please enter Reviewer/Deficiency Comments if you select
Deficiency.

Oo|0o|(o0o)|oo;

X

Prescribing Information is the same as the model labeling, except for differences allowed under 21 CFR
314.94(a)(8). Please enter Reviewer/Deficiency Comments if you select Deficiency.

Reviewer Comments:

(b) (4
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Assessment: The applicant has satisfactorily addressed all comments.

Deficiency Comments:
Deficiency # 1

Created in C1

Prescribing Information

Response / Assessment:

Addressed

Deficiency # 2
Created in C1

Prescribing Information

HIGHLIGHTS/INDICATIONS AND USAGE, first bullet: Revise to read
"as an adjunct to diet and exercise to 