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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

ZEPBOUND® (tirzepatide) Injection, for subcutaneous use
Initial U.S. Approval: 2022

WARNING: RISK OF THYROID C-CELL TUMORS
See full prescribing information for complete boxed warning.

* In rats, tirzepatide causes thyroid C-cell tumors. It is
unknown whether ZEPBOUND causes thyroid C-cell
tumors, including medullary thyroid carcinoma (MTC), in
humans as the human relevance of tirzepatide-induced
rodent thyroid C-cell tumors has not been determined (5.1,
13.1).

* ZEPBOUND 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 symptoms of

thyroid tumors (4, 5.1).

--------------------------- RECENT MAJOR CHANGES --------rrmmrmmmemmmemmen
Warnings and Precautions

Pulmonary Aspiration During General Anesthesia or 10/2024
Deep Sedation (5.10)

INDICATIONS AND USAGE =---s-rcemmememmememmnecs

ZEPBOUND®? is a glucose-dependent insulinotropic polypeptide (GIP)
receptor and glucagon-like peptide-1 (GLP-1) receptor agonist
indicated in combination with a reduced-calorie diet and increased
physical activity to reduce excess body weight and maintain weight
reduction long term in adults with obesity or adults with overweight in
the presence of at least one weight-related comorbid condition. (1)

Limitations of Use:

» Coadministration with other tirzepatide-containing products or with
any GLP-1 receptor agonist is not recommended. (1)

»  The recommended starting dosage is 2.5 mg injected
subcutaneously once weekly. (2.1)

+  After 4 weeks, increase to 5 mg injected subcutaneously once
weekly. (2.1)

* Increase the dosage in 2.5 mg increments after at least 4 weeks
on the current dose. (2.1)

* The recommended maintenance dosages are 5 mg, 10 mg, or
15 mg injected subcutaneously once weekly. (2.1)

» Consider treatment response and tolerability when selecting the
maintenance dosage. (2.1)

*  The maximum dosage is 15 mg subcutaneously once weekly. (2.1)

*  Administer in combination with a reduced-calorie diet and
increased physical activity. (2.3)

« Administer once weekly at any time of day, with or without meals.
(2.3

* Inject subcutaneously in the abdomen, thigh, or upper arm. (2.3)
* Rotate injection sites with each dose. (2.3)

Injection: 2.5 mg, 5 mg, 7.5 mg, 10 mg, 12.5 mg, or 15 mg per 0.5 mL
in single-dose pen or single-dose vial (3)
CONTRAINDICATIONS

*  Personal or family history of medullary thyroid carcinoma or in
patients with Multiple Endocrine Neoplasia syndrome type 2 (4)

* Known serious hypersensitivity to tirzepatide or any of the
excipients in ZEPBOUND (4)

* Severe Gastrointestinal Adverse Reactions: Use has been
associated with gastrointestinal adverse reactions, sometimes
severe. Has not been studied in patients with severe
gastrointestinal disease and is not recommended in these patients.
(5-2)

» Acute Kidney Injury: Monitor renal function in patients reporting
adverse reactions that could lead to volume depletion. (5.3)

» Acute Gallbladder Disease: Has been reported in clinical trials. If
cholecystitis is suspected, gallbladder studies and clinical follow-up
are indicated. (5.4)

* Acute Pancreatitis: Has been reported in clinical trials. Discontinue
promptly if pancreatitis is suspected. Do not restart if pancreatitis is
confirmed. (5.5)

» Hypersensitivity Reactions: Serious hypersensitivity reactions (e.g.,
anaphylaxis, angioedema) have been reported postmarketing with
tirzepatide. If suspected, advise patients to promptly seek medical
attention and discontinue ZEPBOUND. (5.6)

* Hypoglycemia: Concomitant use with insulin or an insulin
secretagogue may increase the risk of hypoglycemia, including
severe hypoglycemia. Reducing dose of insulin or insulin
secretagogue may be necessary. Inform all patients of the risk of
hypoglycemia and educate them on the signs and symptoms of
hypoglycemia. (5.7)

« Diabetic Retinopathy Complications in Patients with Type 2
Diabetes Mellitus: Has not been studied in patients with non-
proliferative diabetic retinopathy requiring acute therapy,
proliferative diabetic retinopathy, or diabetic macular edema.
Monitor patients with a history of diabetic retinopathy for
progression. (5.8)

* Suicidal Behavior and Ideation: Monitor for depression or suicidal
thoughts. Discontinue ZEPBOUND if symptoms develop. (5.9)

*  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. (5.10)

ADVERSE REACTIONS
The most common adverse reactions, reported in 25% of patients
treated with ZEPBOUND are: nausea, diarrhea, vomiting, constipation,
abdominal pain, dyspepsia, injection site reactions, fatigue,
hypersensitivity reactions, eructation, hair loss, gastroesophageal
reflux disease. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Eli Lilly
and Company at 1-800-LillyRx (1-800-545-5979) or FDA at
1-800-FDA-1088 or www.fda.gov/imedwatch.

DRUG INTERACTIONS

ZEPBOUND delays gastric emptying and has the potential to impact
the absorption of concomitantly administered oral medications. (7.2)

* Pregnancy: May cause fetal harm. When pregnancy is recognized,
discontinue ZEPBOUND. (8.1)

* Females of Reproductive Potential: Advise females using oral
contraceptives to switch to a non-oral contraceptive method or add
a barrier method of contraception for 4 weeks after initiation and
for 4 weeks after each dose escalation. (8.3)

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

Revised: 10/2024
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FULL PRESCRIBING INFORMATION

WARNING: RISK OF THYROID C-CELL TUMORS

In rats, tirzepatide causes dose-dependent and treatment-duration-dependent thyroid C-cell tumors at
clinically relevant exposures. It is unknown whether ZEPBOUND causes thyroid C-cell tumors, including
medullary thyroid carcinoma (MTC), in humans as human relevance of tirzepatide-induced rodent thyroid
C-cell tumors has not been determined [see Warnings and Precautions (5.1) and Nonclinical Toxicology
(13.2)].

ZEPBOUND is contraindicated in patients with a personal or family history of MTC or in patients with
Multiple Endocrine Neoplasia syndrome type 2 (MEN 2) [see Contraindications (4)]. Counsel patients
regarding the potential risk for MTC with the use of ZEPBOUND and inform them of symptoms of thyroid
tumors (e.g., amass 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 ZEPBOUND [see Contraindications (4) and Warnings and Precautions (5.1)].

1

INDICATIONS AND USAGE

ZEPBOUND® is indicated in combination with a reduced-calorie diet and increased physical activity to reduce excess
body weight and maintain weight reduction long term in adults with obesity or adults with overweight in the presence of at
least one weight-related comorbid condition.

Limitations of Use

2

21

2.3

ZEPBOUND contains tirzepatide. Coadministration with other tirzepatide-containing products or with any glucagon-
like peptide-1 (GLP-1) receptor agonist is not recommended.

DOSAGE AND ADMINISTRATION

Recommended Dosage

The recommended starting dosage of ZEPBOUND is 2.5 mg injected subcutaneously once weekly. Follow the dosage
escalation below to reduce the risk of gastrointestinal adverse reactions [see Warnings and Precautions (5.2) and
Adverse Reactions (6.1)]. The 2.5 mg dosage is for treatment initiation and is not approved as a maintenance dosage.

After 4 weeks, increase the dosage to 5 mg injected subcutaneously once weekly. The dosage may be increased in
2.5 mg increments, after at least 4 weeks on the current dose.

The recommended maintenance dosages of ZEPBOUND in adults are 5 mg, 10 mg, or 15 mg, injected
subcutaneously once weekly.

Consider treatment response and tolerability when selecting the maintenance dosage [see Adverse Reactions (6.1)
and Clinical Studies (14.1)]. If patients do not tolerate a maintenance dosage, consider a lower maintenance dosage.

The maximum dosage of ZEPBOUND is 15 mg injected subcutaneously once weekly.

Recommendations Regarding Missed Dose

If a dose is missed, instruct patients to administer ZEPBOUND as soon as possible within 4 days (96 hours) after the
missed dose. If more than 4 days have passed, skip the missed dose and administer the next dose on the regularly
scheduled day. In each case, patients can then resume their regular once weekly dosing schedule.

The day of weekly administration can be changed, if necessary, as long as the time between the two doses is at least
3 days (72 hours).

Important Administration Instructions

Prior to initiation of ZEPBOUND, train patients and caregivers on proper injection technique. Refer to the
accompanying Instructions for Use for complete administration instructions with illustrations.

Instruct patients using the single-dose vial to use a syringe appropriate for dose administration (e.g., a 1 mL syringe
capable of measuring a 0.5 mL dose).

Inspect ZEPBOUND visually before use. It should appear clear and colorless to slightly yellow. Do not use
ZEPBOUND if particulate matter or discoloration is seen.

Administer ZEPBOUND in combination with a reduced-calorie diet and increased physical activity.
Administer ZEPBOUND once weekly at any time of day, with or without meals.



* Inject ZEPBOUND subcutaneously in the abdomen, thigh, or upper arm.
* Rotate injection sites with each dose.

3 DOSAGE FORMS AND STRENGTHS

Injection: Clear, colorless to slightly yellow solution in pre-filled single-dose pens or single-dose vials, each available in the
following strengths:

« 25mg/0.5mL

*  5mg/0.5mL

«  7.5mg/0.5mL

« 10 mg/0.5 mL

+ 12.5mg/0.5 mL

+ 15mg/0.5 mL

4 CONTRAINDICATIONS

ZEPBOUND is contraindicated in patients with:

* A personal or family history of MTC or in patients with MEN 2 [see Warnings and Precautions (5.1)].

» Known serious hypersensitivity to tirzepatide or any of the excipients in ZEPBOUND. Serious hypersensitivity
reactions, including anaphylaxis and angioedema, have been reported with tirzepatide [see Warnings and Precautions
(5.6) and Adverse Reactions (6.2)].

5 WARNINGS AND PRECAUTIONS

51 Risk of Thyroid C-Cell Tumors

In rats, tirzepatide caused a dose-dependent and treatment-duration-dependent increase in the incidence of thyroid C-cell
tumors (adenomas and carcinomas) in a 2-year study at clinically relevant plasma exposures [see Nonclinical Toxicology

(13.1)]. It is unknown whether ZEPBOUND causes thyroid C-cell tumors, including MTC, in humans as human relevance

of tirzepatide-induced rodent thyroid C-cell tumors has not been determined.

ZEPBOUND 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 ZEPBOUND 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 ZEPBOUND. Such monitoring may increase the risk of unnecessary procedures, due to the low test
specificity for serum calcitonin and a high background incidence of thyroid disease. Significantly elevated serum calcitonin
values may indicate MTC and patients with MTC usually have calcitonin values >50 ng/L. If serum calcitonin is 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 Severe Gastrointestinal Adverse Reactions

Use of ZEPBOUND has been associated with gastrointestinal adverse reactions, sometimes severe [see Adverse
Reactions (6.1)]. In a pool of two ZEPBOUND clinical trials (Studies 1 and 2), severe gastrointestinal adverse reactions
were reported more frequently among patients receiving ZEPBOUND (5 mg 1.7%, 10 mg 2.5%, 15 mg 3.1%) than
placebo (1%).

ZEPBOUND has not been studied in patients with severe gastrointestinal disease, including severe gastroparesis, and is
therefore not recommended in these patients.

5.3 Acute Kidney Injury

Use of ZEPBOUND has been associated with acute kidney injury, which can result from dehydration due to
gastrointestinal adverse reactions to ZEPBOUND, including nausea, vomiting, and diarrhea [see Adverse Reactions

(6.1)].
In patients treated with GLP-1 receptor agonists, there have been postmarketing reports of acute kidney injury and

worsening of chronic renal failure, which may sometimes require hemodialysis. Some of these events have been reported
in patients without known underlying renal disease. A majority of the reported events occurred in patients who had



5

experienced nausea, vomiting, diarrhea, or dehydration. Monitor renal function in patients reporting adverse reactions to
ZEPBOUND that could lead to volume depletion.

5.4 Acute Gallbladder Disease

Treatment with ZEPBOUND and GLP-1 receptor agonists is associated with an increased occurrence of acute gallbladder
disease.

In a pool of two ZEPBOUND clinical trials (Studies 1 and 2), cholelithiasis was reported in 1.1% of ZEPBOUND-treated
patients and 1% of placebo-treated patients, cholecystitis was reported in 0.7% of ZEPBOUND-treated patients and 0.2%
of placebo-treated patients, and cholecystectomy was reported in 0.2% of ZEPBOUND-treated patients and no placebo-
treated patients. Acute gallbladder events were associated with weight reduction. If cholecystitis is suspected, gallbladder
diagnostic studies and appropriate clinical follow-up are indicated.

55 Acute Pancreatitis

Acute pancreatitis, including fatal and non-fatal hemorrhagic or necrotizing pancreatitis, has been observed in patients
treated with GLP-1 receptor agonists or tirzepatide.

In clinical trials of tirzepatide for a different indication, 14 events of acute pancreatitis were confirmed by adjudication in 13
tirzepatide-treated patients (0.23 patients per 100 years of exposure) versus 3 events in 3 comparator-treated patients
(0.11 patients per 100 years of exposure). In a pool of two ZEPBOUND clinical trials (Studies 1 and 2), 0.2% of
ZEPBOUND-treated patients had acute pancreatitis confirmed by adjudication (0.14 patients per 100 years of exposure)
versus 0.2% of placebo-treated patients (0.15 patients per 100 years of exposure). ZEPBOUND has not been studied in
patients with a prior history of pancreatitis. It is unknown if patients with a history of pancreatitis are at higher risk for
development of pancreatitis on ZEPBOUND.

After initiation of ZEPBOUND, observe patients carefully for signs and symptoms of pancreatitis (including persistent
severe abdominal pain, sometimes radiating to the back, which may or may not be accompanied by vomiting). If
pancreatitis is suspected, discontinue ZEPBOUND and initiate appropriate management. If the diagnosis of pancreatitis is
confirmed, ZEPBOUND should not be restarted.

5.6 Hypersensitivity Reactions

There have been postmarketing reports of serious hypersensitivity reactions (e.g., anaphylaxis, angioedema) in patients
treated with tirzepatide. In a pool of two ZEPBOUND clinical trials (Studies 1 and 2), 0.1% of ZEPBOUND-treated patients
had severe hypersensitivity reactions compared to no placebo-treated patients. If hypersensitivity reactions occur, advise
patients to promptly seek medical attention and discontinue use of ZEPBOUND. Do not use in patients with a previous
serious hypersensitivity reaction to tirzepatide or any of the excipients in ZEPBOUND [see Contraindications (4) and
Adverse Reactions (6.2)].

Serious hypersensitivity reactions, including anaphylaxis and angioedema, have been reported with GLP-1 receptor
agonists. Use caution in patients with a history of angioedema or anaphylaxis with a GLP-1 receptor agonist because it is
unknown whether such patients will be predisposed to these reactions with ZEPBOUND.

5.7 Hypoglycemia
ZEPBOUND lowers blood glucose and can cause hypoglycemia.

In a trial of patients with type 2 diabetes mellitus and BMI 227 kg/m? (Study 2), hypoglycemia (plasma glucose <54 mg/dL)
was reported in 4.2% of ZEPBOUND-treated patients versus 1.3% of placebo-treated patients. In this trial, patients taking
ZEPBOUND in combination with an insulin secretagogue (e.g., sulfonylurea) had increased risk of hypoglycemia (10.3%)
compared to ZEPBOUND-treated patients not taking a sulfonylurea (2.1%). There is also increased risk of hypoglycemia
in patients treated with tirzepatide in combination with insulin [see Drug Interactions (7.1)].

Hypoglycemia has also been associated with ZEPBOUND and GLP-1 receptor agonists in adults without type 2 diabetes
mellitus [see Adverse Reactions (6.1)].

Inform patients of the risk of hypoglycemia and educate them on the signs and symptoms of hypoglycemia. In patients
with diabetes mellitus, monitor blood glucose prior to starting ZEPBOUND and during ZEPBOUND treatment. The risk of
hypoglycemia may be lowered by a reduction in the dose of insulin or sulfonylurea (or other concomitantly administered
insulin secretagogue).



5.8 Diabetic Retinopathy Complications in Patients with Type 2 Diabetes Mellitus

Rapid improvement in glucose control has been associated with a temporary worsening of diabetic retinopathy.
Tirzepatide has not been studied in patients with non-proliferative diabetic retinopathy requiring acute therapy,
proliferative diabetic retinopathy, or diabetic macular edema. Patients with a history of diabetic retinopathy should be
monitored for progression of diabetic retinopathy.

5.9 Suicidal Behavior and ldeation

Suicidal behavior and ideation have been reported in clinical trials with other weight management products. Monitor
patients treated with ZEPBOUND for the emergence or worsening of depression, suicidal thoughts or behaviors, and/or
any unusual changes in mood or behavior. Discontinue ZEPBOUND in patients who experience suicidal thoughts or
behaviors. Avoid ZEPBOUND in patients with a history of suicidal attempts or active suicidal ideation.

5.10 Pulmonary Aspiration During General Anesthesia or Deep Sedation

ZEPBOUND 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 ZEPBOUND, including whether modifying preoperative fasting
recommendations or temporarily discontinuing ZEPBOUND 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
ZEPBOUND.

6 ADVERSE REACTIONS

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

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

» Severe Gastrointestinal Adverse Reactions [see Warnings and Precautions (5.2)]

* Acute Kidney Injury [see Warnings and Precautions (5.3)]

* Acute Gallbladder Disease [see Warnings and Precautions (5.4)]

* Acute Pancreatitis [see Warnings and Precautions (5.5)]

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

* Hypoglycemia [see Warnings and Precautions (5.7)]

+ Diabetic Retinopathy Complications in Patients with Type 2 Diabetes Mellitus [see Warnings and Precautions (5.8)]
* Suicidal Behavior and Ideation [see Warnings and Precautions (5.9)]

* Pulmonary Aspiration During General Anesthesia or Deep Sedation [see Warnings and Precautions (5.10)]

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.

Pool of Placebo-Controlled Weight Reduction Trials in Adults with Obesity or Overweight, with or without Type 2 Diabetes
(Study 1 and Study 2)

ZEPBOUND was evaluated for safety in a pool of two randomized, double-blind, placebo-controlled trials that included
2,519 adult patients with obesity or overweight treated with ZEPBOUND for up to 72 weeks and a 4-week off drug follow-
up period (Study 1 and Study 2) [see Clinical Studies (14.1)]. The mean age of patients was 47 years and 37% were
male. The population was 72% White, 12% Asian, 8% Black or African American, and 7% American Indian or Alaska
Native; 51% identified as Hispanic or Latino ethnicity. Baseline characteristics included an average BMI of 37.4 kg/m?,
29% with a BMI 240 kg/m?, 41% with hypertension, 37% with dyslipidemia, 25% with type 2 diabetes mellitus, 7% with
obstructive sleep apnea, and 4% with cardiovascular disease.

Across both trials, 4.8%, 6.3%, and 6.7% of patients treated with 5 mg, 10 mg, and 15 mg of ZEPBOUND, respectively,
permanently discontinued treatment as a result of adverse reactions compared to 3.4% of patients treated with placebo.
The majority of patients who discontinued ZEPBOUND due to adverse reactions did so during the first few months of
treatment due to gastrointestinal adverse reactions.




Common Adverse Reactions

Table 1 shows common adverse reactions associated with the use of ZEPBOUND in the pool of two placebo-controlled
trials for weight reduction (Study 1 and Study 2). These adverse reactions occurred more commonly with ZEPBOUND

than with placebo and occurred in at least 2% of patients treated with ZEPBOUND.

Table 1: Adverse Reactions (22% and Greater than Placebo) in ZEPBOUND-Treated Adults with Obesity or

Overweight (Study 1 and Study 2)

ZEPBOUND ZEPBOUND ZEPBOUND
Placebo 5mg 10 mg 15mg
(N=958) (N=630) (N=948) (N=941)
Adverse Reaction % % % %
Nausea 8 25 29 28
Diarrhea? 8 19 21 23
Vomiting 2 8 11 13
Constipation® 5 17 14 11
Abdominal Pain¢ 5 9 9 10
Dyspepsia 4 9 9 10
Injection Site Reactions? 2 6 8 8
Fatigue® 3 5 6 7
Hypersensitivity Reactions 3 5 5 5
Eructation 1 4 5 5
Hair Loss 1 5 4 5
Gastroesophageal Reflux Disease 2 4 4 5
Flatulence 2 3 3 4
Abdominal Distension 2 3 3 4
Dizziness 2 4 5 4
Hypotension' 0 1 1 2

2 Includes diarrhea, frequent bowel movements.

b Includes constipation, feces hard.

¢ Includes abdominal discomfort, abdominal pain, abdominal pain lower, abdominal pain upper, abdominal tenderness.

Includes multiple related adverse event terms, such as injection site bruising, injection site erythema, injection site pruritus, injection site
pain, injection site rash, injection site reaction.

¢ Includes asthenia, fatigue, lethargy, malaise.

T Includes blood pressure decreased, hypotension, orthostatic hypotension.

In a clinical trial that included an intensive lifestyle intervention lead-in period (Study 3), 287 patients were treated with
ZEPBOUND for up to 72 weeks. In a randomized withdrawal trial (Study 4), 783 patients were treated with ZEPBOUND
for up to 36 weeks, and 335 of these patients were treated for up to 88 weeks [see Clinical Studies (14.1)]. In Study 3,
10% of ZEPBOUND-treated patients and 2% of placebo-treated patients discontinued drug due to adverse reactions. In
Study 4, 7% of patients discontinued ZEPBOUND treatment before randomized withdrawal at Week 36 due to adverse
reactions. In Study 3 and Study 4, adverse reactions were similar to those reported in the two pooled ZEPBOUND clinical
trials (Study 1 and Study 2).

Gastrointestinal Adverse Reactions

In a pool of Study 1 and 2, gastrointestinal adverse reactions occurred more frequently among patients receiving
ZEPBOUND (5 mg 56%, 10 mg 56%, 15 mg 56%) than placebo (30%). More patients receiving ZEPBOUND 5 mg (1.9%),
ZEPBOUND 10 mg (3.3%), and ZEPBOUND 15 mg (4.3%) discontinued treatment due to gastrointestinal adverse
reactions than patients receiving placebo (0.5%). The majority of hausea, vomiting, and/or diarrhea events occurred
during dose escalation and decreased over time.



Hypotension

In a pool of Study 1 and 2, hypotension occurred more frequently among patients taking ZEPBOUND (1.6%) than patients
taking placebo (0.1%). Hypotension was more frequently seen in ZEPBOUND-treated patients on concomitant
antihypertensive therapy (2.2%) compared to ZEPBOUND-treated patients not on antihypertensive therapy (1.2%).
Hypotension also occurred in association with gastrointestinal adverse events and dehydration.

Hypersensitivity Reactions

In a pool of Study 1 and 2, immediate hypersensitivity reactions (within one day after drug administration) occurred in
2.1% of ZEPBOUND-treated patients compared to 0.4% of placebo-treated patients, while non-immediate hypersensitivity
reactions occurred in 3.5% of ZEPBOUND-treated patients compared to 2.7% of placebo-treated patients. Among
ZEPBOUND-treated patients, hypersensitivity reactions were more frequent in those with anti-tirzepatide antibodies
(6.2%) compared to those who did not develop anti-tirzepatide antibodies (3%) [see Clinical Pharmacology (12.6)]. The
majority of the hypersensitivity reactions in trials were skin reactions (e.g., rash, itching).

Injection Site Reactions

In ZEPBOUND-treated patients in a pool of Study 1 and 2, injection site reactions were more frequent in those with anti-
tirzepatide antibodies (11.3%) compared to those who did not develop anti-tirzepatide antibodies (1%) [see Clinical
Pharmacology (12.6)].

Hair Loss

Hair loss adverse reactions in ZEPBOUND-treated patients were associated with weight reduction. In a pool of Study 1
and 2, hair loss was reported more frequently in female than male patients in the ZEPBOUND (7.1% female versus 0.5%
male) and placebo (1.3% female versus 0% male) treatment groups. No ZEPBOUND-treated patients and one placebo-
treated patient discontinued study treatment due to hair loss.

Other Adverse Reactions

Acute Kidney Injury

In a pool of Study 1 and 2, acute kidney injury was reported in 0.5% of ZEPBOUND-treated patients compared to 0.2% of
placebo-treated patients.

Acute Gallbladder Disease

In a pool of Study 1 and 2, cholelithiasis was reported in 1.1% of ZEPBOUND-treated patients and 1% of placebo-treated
patients, cholecystitis was reported in 0.7% of ZEPBOUND-treated patients and 0.2% of placebo-treated patients, and
cholecystectomy was reported in 0.2% of ZEPBOUND-treated patients and no placebo-treated patients.

Hypoglycemia

In Study 2, a trial of patients with type 2 diabetes mellitus and BMI 227 kg/m?, hypoglycemia (plasma glucose <54 mg/dL)
was reported in 4.2% of ZEPBOUND-treated patients versus 1.3% of placebo-treated patients.

In Study 1, a trial of ZEPBOUND in adults with obesity/overweight without type 2 diabetes mellitus, there was no
systematic capturing of hypoglycemia, but plasma glucose <54 mg/dL was reported in 0.3% of ZEPBOUND-treated
patients versus no placebo-treated patients.

Heart Rate Increase

In a pool of Study 1 and 2, treatment with ZEPBOUND resulted in a mean increase in heart rate of 1 to 3 beats per minute
compared to no increase in placebo-treated patients.

Dysesthesia

In a pool of Study 1 and 2, dysesthesia occurred more frequently among patients receiving ZEPBOUND (5 mg 0.2%,
10 mg 0.2%, 15 mg 0.4%) than placebo (0.1%).

Dysgeusia

In a pool of Study 1 and 2, dysgeusia was reported by 0.4% of ZEPBOUND-treated patients and no placebo-treated
patients.

Dry Mouth

In a pool of Study 1 and 2, dry mouth or dry throat was reported by 1% of ZEPBOUND-treated patients and 0.1% of
placebo-treated patients.

Laboratory Abnormalities

Amylase and Lipase Increase

In a pool of Study 1 and 2, treatment with ZEPBOUND resulted in mean increases from baseline in serum pancreatic
amylase concentrations of 20% to 25% and serum lipase concentrations of 28% to 35%, compared to mean increases



from baseline in pancreatic amylase of 2.1% and serum lipase of 5.8% in placebo-treated patients. The clinical
significance of elevations in amylase or lipase with ZEPBOUND is unknown in the absence of other signs and symptoms
of pancreatitis.

6.2 Postmarketing Experience

The following adverse reactions have been reported during post-approval use of tirzepatide, the active ingredient in
ZEPBOUND. Because these reactions are reported voluntarily from a population of uncertain size, it is not always
possible to reliably estimate their frequency or to establish a causal relationship to drug exposure.

Hypersensitivity: anaphylaxis, angioedema
Gastrointestinal: ileus

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

7 DRUG INTERACTIONS

7.1 Concomitant Use with Insulin or an Insulin Secretagogue (e.g., Sulfonylurea)

ZEPBOUND lowers blood glucose. When initiating ZEPBOUND, consider reducing the dose of concomitantly
administered insulin or insulin secretagogues (e.g., sulfonylureas) to reduce the risk of hypoglycemia [see Warnings and
Precautions (5.7)].

7.2 Oral Medications

ZEPBOUND delays gastric emptying and thereby has the potential to impact the absorption of concomitantly administered
oral medications. Caution should be exercised when oral medications are concomitantly administered with ZEPBOUND.

Monitor patients on oral medications dependent on threshold concentrations for efficacy and those with a narrow
therapeutic index (e.g., warfarin) when concomitantly administered with ZEPBOUND.

Advise patients using oral hormonal contraceptives to switch to a non-oral contraceptive method, or add a barrier method
of contraception, for 4 weeks after initiation with ZEPBOUND and for 4 weeks after each dose escalation. Hormonal
contraceptives that are not administered orally should not be affected [see Use in Specific Populations (8.3) and Clinical
Pharmacology (12.2, 12.3)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Exposure Registry

There will be a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to ZEPBOUND
(tirzepatide) during pregnancy. Pregnant patients exposed to ZEPBOUND and healthcare providers are encouraged to
contact Eli Lilly and Company at 1-800-LillyRx (1-800-545-5979).

Risk Summary

Weight loss offers no benefit to a pregnant patient and may cause fetal harm. Advise pregnant patients that weight loss is
not recommended during pregnancy and to discontinue ZEPBOUND when a pregnancy is recognized (see Clinical
Considerations). Available data with tirzepatide in pregnant patients are insufficient to evaluate for a drug-related risk of
major birth defects, miscarriage, or other adverse maternal or fetal outcomes. Based on animal reproduction studies,
there may be risks to the fetus from exposure to tirzepatide during pregnancy.

In pregnant rats administered tirzepatide during organogenesis, fetal growth reductions and fetal abnormalities occurred
at clinical exposure in maternal rats based on AUC. In rabbits administered tirzepatide during organogenesis, fetal growth
reductions were observed at clinically relevant exposures based on AUC. These adverse embryo/fetal effects in animals
coincided with pharmacological effects on maternal weight and food consumption (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated population is increased when
compared to the general population. In the U.S. general population, the estimated background risk of major birth defects
and miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively.
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Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk

Appropriate weight gain based on pre-pregnancy weight is currently recommended for all pregnant patients, including
those with obesity or overweight, due to the obligatory weight gain that occurs in maternal tissues during pregnancy.

Data
Animal Data

In pregnant rats given twice weekly subcutaneous doses of 0.02, 0.1, and 0.5 mg/kg tirzepatide [0.03-, 0.07-, and 0.5-fold
the maximum recommended human dose (MRHD) of 15 mg once weekly based on AUC] during organogenesis,
increased incidences of external, visceral, and skeletal malformations, increased incidences of visceral and skeletal
developmental variations, and decreased fetal weights coincided with pharmacologically-mediated reductions in maternal
body weights and food consumption at 0.5 mg/kg. In pregnant rabbits given once weekly subcutaneous doses of 0.01,
0.03, or 0.1 mg/kg tirzepatide (0.01-, 0.06-, and 0.2-fold the MRHD) during organogenesis, pharmacologically mediated
effects on the gastrointestinal system resulting in maternal mortality or abortion in a few rabbits occurred at all dose levels.
Reduced fetal weights associated with decreased maternal food consumption and body weights were observed at

0.1 mg/kg. In a pre- and post-natal study in rats administered subcutaneous doses of 0.02, 0.10, or 0.25 mg/kg tirzepatide
twice weekly from implantation through lactation, F1 pups from Fo maternal rats given 0.25 mg/kg tirzepatide had
statistically significant lower mean body weight when compared to controls from post-natal day 7 through post-natal day
126 for males and post-natal day 56 for females.

8.2 Lactation

Risk Summary

There are no data on the presence of tirzepatide or its metabolites in animal or human milk, the effects on the breastfed
infant, or the effects on milk production. The developmental and health benefits of breastfeeding should be considered
along with the mother’s clinical need for ZEPBOUND and any potential adverse effects on the breastfed infant from
ZEPBOUND or from the underlying maternal condition.

8.3 Females and Males of Reproductive Potential

Contraception

Use of ZEPBOUND may reduce the efficacy of oral hormonal contraceptives due to delayed gastric emptying. This delay
is largest after the first dose and diminishes over time. Advise patients using oral hormonal contraceptives to switch to a
non-oral contraceptive method, or add a barrier method of contraception, for 4 weeks after initiation with ZEPBOUND and
for 4 weeks after each dose escalation [see Drug Interactions (7.2) and Clinical Pharmacology (12.2, 12.3)].

8.4 Pediatric Use

The safety and effectiveness of ZEPBOUND have not been established in pediatric patients.

8.5 Geriatric Use
In a pool of two fixed dose ZEPBOUND clinical trials (Study 1 and Study 2), 226 (9%) ZEPBOUND-treated patients were
65 years of age or older, and 13 (0.5%) ZEPBOUND-treated patients were 75 years of age or older at baseline.

No overall differences in safety or effectiveness of ZEPBOUND have been observed between patients 65 years of age
and older and younger adult patients.

8.6 Renal Impairment

No dosage adjustment of ZEPBOUND is recommended for patients with renal impairment. In subjects with renal
impairment including end-stage renal disease (ESRD), no change in tirzepatide pharmacokinetics (PK) was observed [see
Clinical Pharmacology (12.3)]. Monitor renal function in patients reporting adverse reactions to ZEPBOUND that could
lead to volume depletion [see Warnings and Precautions (5.3)].

8.7 Hepatic Impairment

No dosage adjustment of ZEPBOUND is recommended for patients with hepatic impairment. In a clinical pharmacology
study in subjects with varying degrees of hepatic impairment, no change in tirzepatide PK was observed [see Clinical
Pharmacology (12.3)].
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10 OVERDOSAGE

In the event of an overdosage, contact the Poison Help Line (1-800-222-1222) or a medical toxicologist for additional
overdosage management recommendations. Appropriate supportive treatment should be initiated according to the
patient’s clinical signs and symptoms. A period of observation and treatment for these symptoms may be necessary,
taking into account the half-life of tirzepatide of approximately 5 days.

11 DESCRIPTION

ZEPBOUND (tirzepatide) injection, for subcutaneous use, contains tirzepatide, a GIP receptor and GLP-1 receptor
agonist. Tirzepatide is based on the GIP sequence and contains aminoisobutyric acid (Aib) in positions 2 and 13, a
C-terminal amide, and Lys residue at position 20 that is attached to 1,20-eicosanedioic acid via a linker. The molecular
weight is 4813.53 Da and the empirical formula is C225Hz48N4sOses.

Structural formula:

ZEPBOUND is a clear, colorless to slightly yellow, sterile solution for subcutaneous use. Each single-dose pen or single-
dose vial contains preservative-free 0.5 mL solution of 2.5 mg, 5 mg, 7.5 mg, 10 mg, 12.5 mg, or 15 mg of tirzepatide and
the following excipients: sodium chloride (4.1 mg), sodium phosphate dibasic heptahydrate (0.7 mg), and water for
injection. Hydrochloric acid solution and/or sodium hydroxide solution may have been added to adjust the pH.
ZEPBOUND has a pH of 6.5 - 7.5.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Tirzepatide is a GIP receptor and GLP-1 receptor agonist. It contains a C20 fatty diacid that enables albumin binding and
prolongs the half-life. Tirzepatide selectively binds to and activates both the GIP and GLP-1 receptors, the targets for
native GIP and GLP-1.

GLP-1 is a physiological regulator of appetite and caloric intake. Nonclinical studies suggest the addition of GIP may
further contribute to the regulation of food intake.

Both GIP receptors and GLP-1 receptors are found in areas of the brain involved in appetite regulation. Animal studies
show that tirzepatide distributes to and activates neurons in brain regions involved in regulation of appetite and food
intake.

12.2 Pharmacodynamics

Tirzepatide lowers body weight with greater fat mass loss than lean mass loss.
Tirzepatide decreases calorie intake. The effects are likely mediated by affecting appetite.

Tirzepatide stimulates insulin secretion in a glucose-dependent manner and reduces glucagon secretion. Tirzepatide
increases insulin sensitivity, as demonstrated in a hyperinsulinemic euglycemic clamp study in patients with type 2
diabetes mellitus after 28 weeks of treatment. These effects can lead to a reduction of blood glucose.

Tirzepatide delays gastric emptying. The delay is largest after the first dose and this effect diminishes over time.

12.3 Pharmacokinetics

The pharmacokinetics of tirzepatide is similar between healthy subjects and patients with overweight or obesity. Steady-
state plasma tirzepatide concentrations were achieved following 4 weeks of once weekly administration. Tirzepatide
exposure increases in a dose-proportional manner.
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Absorption

Following subcutaneous administration, the median time (range) to maximum plasma concentration of tirzepatide is
24 hours (8 to 72 hours). The mean absolute bioavailability of tirzepatide following subcutaneous administration is 80%.
Similar exposure was achieved with subcutaneous administration of tirzepatide in the abdomen, thigh, or upper arm.

Distribution

The mean [coefficient of variation (CV)%] apparent steady-state volume of distribution of tirzepatide following
subcutaneous administration in patients with overweight or obesity is approximately 9.7 L (28.5%). Tirzepatide is highly
bound to plasma albumin (99%).

Elimination

The apparent population mean clearance (CV%) of tirzepatide in patients with overweight or obesity is 0.056 L/h (20.9%)
with an elimination half-life of approximately 5 days.

Metabolism

Tirzepatide is metabolized by proteolytic cleavage of the peptide backbone, beta-oxidation of the C20 fatty diacid, and
amide hydrolysis.

Excretion

The primary excretion routes of tirzepatide metabolites are via urine and feces. Intact tirzepatide is not observed in urine
or feces.

Specific Populations

The intrinsic factors of age (18 to 84 years), sex, race (71% White, 11% Asian, 9% American Indian or Alaska Native, and
8% Black or African American), ethnicity, or body weight do not have a clinically relevant effect on the PK of tirzepatide.

Patients with Renal Impairment

Renal impairment does not impact the pharmacokinetics of tirzepatide. The pharmacokinetics of tirzepatide after a single
5 mg dose were evaluated in patients with different degrees of renal impairment (mild, moderate, severe, ESRD)
compared with subjects with normal renal function. Data from clinical studies have also shown that renal impairment in
patients with overweight or obesity does not impact the pharmacokinetics of tirzepatide [see Use in Specific Populations
(8.6)].

Patients with Hepatic Impairment

Hepatic impairment does not impact the pharmacokinetics of tirzepatide. The pharmacokinetics of tirzepatide after a
single 5 mg dose were evaluated in patients with different degrees of hepatic impairment (mild, moderate, severe)
compared with subjects with normal hepatic function [see Use in Specific Populations (8.7)].

Drug Interaction Studies
Potential for Tirzepatide to Influence the Pharmacokinetics of Other Drugs
In vitro studies have shown low potential for tirzepatide to inhibit or induce CYP enzymes, and to inhibit drug transporters.

ZEPBOUND delays gastric emptying and thereby has the potential to impact the absorption of concomitantly administered
oral medications [see Drug Interactions (7.2)].

The impact of tirzepatide on gastric emptying was greatest after a single dose of 5 mg and diminished after subsequent
doses.

Following a first dose of tirzepatide 5 mg, acetaminophen maximum concentration (Cmax) was reduced by 55%, and the
median peak plasma concentration (tmax) occurred 1 hour later. After coadministration at Week 6 with tirzepatide 15 mg,
there was no meaningful impact on acetaminophen Cmax and tmax. Overall acetaminophen exposure (AUCo-24hr) Was not
influenced.

Following administration of a combined oral contraceptive (0.035 mg ethinyl estradiol and 0.25 mg norgestimate) in the
presence of a single dose of tirzepatide 5 mg, mean Cmax of ethinyl estradiol, norgestimate, and norelgestromin was
reduced by 59%, 66%, and 55%, while mean AUC was reduced by 20%, 21%, and 23%, respectively. A delay in tmax of
2.51t0 4.5 hours was observed.

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 trials
described below with the incidence of anti-drug antibodies in other trials.
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During the 72-week treatment period with anti-drug antibodies (ADA) sampling in Studies 1 and 2 [see Clinical Studies
(14)], 64.5% (1591/2467) of ZEPBOUND-treated patients developed anti-tirzepatide antibodies. In these trials, anti-
tirzepatide antibody formation in 40% and 16.5% of ZEPBOUND-treated patients showed cross-reactivity to native GIP or
native GLP-1, respectively.

Of the ZEPBOUND-treated patients, 2.8% and 2.7% developed neutralizing antibodies against tirzepatide activity on the
GIP or GLP-1 receptors, respectively, and 0.8% and 0.1% developed neutralizing antibodies against native GIP or GLP-1,
respectively.

There was no identified clinically significant effect of anti-tirzepatide antibodies on pharmacokinetics or effectiveness of
ZEPBOUND. More ZEPBOUND-treated patients who developed anti-tirzepatide antibodies experienced hypersensitivity
reactions or injection site reactions than those who did not develop these antibodies [see Adverse Reactions (6.1)].

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

A 2-year carcinogenicity study was conducted with tirzepatide in male and female rats at doses of 0.15, 0.50, and

1.5 mg/kg (0.1-, 0.4-, and 1-fold the MRHD of 15 mg once weekly based on AUC) administered by subcutaneous injection
twice weekly. A statistically significant increase in thyroid C-cell adenomas was observed in male rats (=0.5 mg/kg) and
female rats (20.15 mg/kg), and a statistically significant increase in thyroid C-cell adenomas and carcinomas combined
was observed in male and female rats at all doses examined. In a 6-month carcinogenicity study in rasH2 transgenic
mice, tirzepatide at doses of 1, 3, and 10 mg/kg administered by subcutaneous injection twice weekly was not
tumorigenic.

Tirzepatide was not genotoxic in a rat bone marrow micronucleus assay.

In fertility and early embryonic development studies, male and female rats were administered twice weekly subcutaneous
doses of 0.5, 1.5, or 3 mg/kg (0.3-, 1-, and 2-fold and 0.3-, 0.9-, and 2-fold, respectively, the MRHD of 15 mg once weekly
based on AUC). No effects of tirzepatide were observed on sperm morphology, mating, fertility, and conception. In female
rats, an increase in the number of females with prolonged diestrus and a decrease in the mean number of corpora lutea
resulting in a decrease in the mean number of implantation sites and viable embryos was observed at all dose levels.
These effects were considered secondary to the pharmacological effects of tirzepatide on food consumption and body
weight.

14 CLINICAL STUDIES

14.1 Weight Reduction and Long-term Maintenance Studies in Adults with Obesity or Overweight

Weight Reduction in Adults with Obesity or Overweight, with or without Type 2 Diabetes Mellitus (Study 1 and Study 2)
Overview of Study 1 and Study 2

The efficacy of ZEPBOUND for weight reduction in conjunction with a reduced-calorie diet and increased physical activity
was studied in two randomized, double-blind, placebo-controlled fixed-dosage trials (Study 1 and Study 2) in adults aged
18 years and older. In Studies 1 and 2, all patients received a standard lifestyle intervention which included instruction on
a reduced-calorie diet (approximately 500 kcal/day deficit) and increased physical activity counseling (recommended
minimum of 150 min/week) that began with the first dose of study medication or placebo and continued throughout the
trial. Patients also received counseling on behavior modification strategies to adhere to diet and exercise
recommendations. In both trials, weight reduction was assessed after 72 weeks of treatment (at least 52 weeks at
maintenance dose).

Study 1 (NCT04184622) was a 72-week trial that enrolled 2,539 adult patients with obesity (BMI 230 kg/m?), or with
overweight (BMI 27 to <30 kg/m?) and at least one weight-related comorbid condition, such as dyslipidemia, hypertension,
obstructive sleep apnea, or cardiovascular disease; patients with type 2 diabetes mellitus were excluded. Patients were
randomized in a 1:1:1:1 ratio to once weekly fixed dosage of ZEPBOUND 5 mg, ZEPBOUND 10 mg, ZEPBOUND 15 mg,
or placebo, with an escalation period of up to 20 weeks followed by the maintenance period. At baseline, mean age was
45 years (range 18-84 years), 68% were female, 71% were White, 11% were Asian, 9% were American Indian/Alaska
Native, and 8% were Black or African American. A total of 48% were Hispanic or Latino ethnicity. Mean baseline body
weight was 104.8 kg and mean BMI was 38 kg/m?2. Baseline characteristics included 32% with hypertension, 30% with
dyslipidemia, 8% with obstructive sleep apnea, and 3% with cardiovascular disease.

Study 2 (NCT04657003) was a 72-week trial that enrolled 938 adult patients with BMI 227 kg/m? and type 2 diabetes
mellitus. Patients included in the trial had HbAlc 7-10% and were treated with either diet and exercise alone, or any oral
anti-hyperglycemic agent except dipeptidyl peptidase-4 (DPP-4) inhibitors or GLP-1 receptor agonists. Patients who were
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taking insulin or injectable GLP-1 receptor agonists for type 2 diabetes mellitus were excluded. Patients were randomized
in a 1:1:1 ratio to once weekly fixed dosage of ZEPBOUND 10 mg, ZEPBOUND 15 mg, or placebo with an escalation
period of up to 20 weeks followed by the maintenance period. At baseline, mean age was 54 years (range 18-85 years),
51% were female, 76% were White, 13% were Asian, and 8% were Black or African American. A total of 60% were
Hispanic or Latino ethnicity. Mean baseline body weight was 100.7 kg and mean BMI was 36.1 kg/m2. Baseline
characteristics included 66% with hypertension, 61% with dyslipidemia, 8% with obstructive sleep apnea, and 10% with
cardiovascular disease.

Results for Study 1 and Study 2

The proportions of patients who discontinued study drug in Study 1 were 14.3%, 16.4%, and 15.1% for the 5 mg, 10 mg,
and 15 mg ZEPBOUND-treated groups, respectively, and 26.4% for the placebo-treated group. The proportions of
patients who discontinued study drug in Study 2 were 9.3% and 13.8% for the 10 mg and 15 mg ZEPBOUND-treated
groups, respectively, and 14.9% for the placebo-treated group.

For Studies 1 and 2, weight reduction was assessed after 72 weeks of treatment (at least 52 weeks at maintenance
dose). In both studies, the primary efficacy parameters were mean percent change in body weight and the percentage of
patients achieving 25% weight reduction from baseline to Week 72 (see Table 3).

After 72 weeks of treatment, ZEPBOUND resulted in a statistically significant reduction in body weight compared with
placebo, and greater proportions of patients treated with ZEPBOUND 5 mg, 10 mg, and 15 mg achieved at least 5%
weight reduction compared to placebo. Among patients treated with ZEPBOUND 10 mg and 15 mg, greater proportions of
patients achieved at least 10%, 15%, and 20% weight reduction compared to placebo (see Table 3). A reduction in body
weight was observed with ZEPBOUND irrespective of age, sex, race, ethnicity, baseline BMI, and glycemic status.

Table 3: Changes in Body Weight at Week 72 in Studies 1 and 2 in Patients with Obesity or Overweight

Study 1 Study 2
ZEPBOUND ZEPBOUND ZEPBOUND ZEPBOUND ZEPBOUND
Intention-to-Treat Placebo 5mg 10 mg 15mg Placebo 10 mg 15 mg
(ITT) Population? N =643 N =630 N =636 N =630 N =315 N =312 N =311
Body Weight
Baseline mean (kg) 104.8 102.9 105.8 105.6 101.7 100.9 99.6
% Change from -3.1 -15.0 -19.5 -20.9 -3.2 -12.8 -14.7
baseline®
% Difference from -11.9 -16.4 -17.8 -9.6 -11.6
placebo® (-13.4,-10.4)¢ (-17.9, -14.8)¢ (-19.3, -16.3)¢ (-11.1,-8.1)¢ (-13.0, -10.1)¢
(95% ClI)
% of Patients losing 34.5 85.1 88.9 90.9 325 79.2 82.8
25% body weight
% Difference from 50.3 54.6 56.4 46.8 50.4
placebo (44.3, 56.2)c4 (49.1, 60.0)°4 (50.9, 62.0)°4 (39.5, 54.1)°d (43.1, 57.8)cd
(95% CI)
% of Patients losing 18.8 68.5 78.1 83.5 9.5 60.5 64.8
210% body weight
% Difference from 49.3 59.5 64.8 51.0 55.3
placebo (43.6, 54.9)°* (54.2, 64.9)c4 (59.6, 70.1)cd (44.4,57.7)d (48.6, 62.0)cd
(95% CI)
% of Patients losing 8.8 48.0 66.6 70.6 2.7 39.7 48.0
215% body weight
% Difference from 38.7 58.1 62.0 37.0 454
placebo (33.6, 43.7)°* (53.2, 63.0)°4 (57.2, 66.8)°4 (31.1, 42.9)cd (39.4, 51.4)cd
(95% CI)
% of Patients losing 3.1 30.0 50.1 56.7 1.0 215 30.8
220% body weight
% Difference from 26.6 47.3 53.8 20.5 29.7
placebo (22.4, 30.7)c* (42.7,51.9)°4 (49.3, 58.3)°d (15.7, 25.4)°d (24.3, 35.0)cd
(95% ClI)

Abbreviations: ANCOVA = analysis of covariance; Cl = confidence interval; N = number of patients randomly assigned to study drug.

a8 The intention-to-treat population includes all randomly assigned patients. For Study 1 at Week 72, body weight was missing for 21.6%,
10.2%, 10.5%, and 9.4% of patients randomly assigned to placebo, ZEPBOUND 5 mg, 10 mg, and 15 mg, respectively. For Study 2 at
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Week 72, body weight was missing for 11.1%, 4.8%, and 8.4% of patients randomly assigned to placebo, ZEPBOUND 10 mg, and 15 mg,
respectively. The missing values were imputed by a hybrid approach using retrieved dropouts from the same treatment group (if missing not
due to COVID-19) or using all non-missing data assuming missing at random (for missing solely due to COVID-19).

b Least-squares mean from ANCOVA adjusted for baseline value and other stratification factors.
¢ Analyzed using logistic regression adjusted for baseline value.

4 p-value<0.001 (unadjusted 2-sided) for superiority, controlled for type | error rate.

€ Not controlled for type | error rate.

The cumulative frequency distributions of change in body weight are shown in Figure 1 for Study 1 and Figure 2 for Study
2. One way to interpret this figure is to select a change in body weight of interest on the horizontal axis and note the
corresponding proportions of patients (vertical axis) in each treatment group who achieved at least that degree of weight
reduction. For example, note that the vertical line arising from -10% in Figure 1 intersects the ZEPBOUND 15 mg and
placebo curves at approximately 83.5%, and 18.8%, respectively, which correspond to the values shown in Table 3.

Figure 1: Changes in Body Weight (%) from Baseline to Week 72 in Study 1 in Patients with Obesity or
Overweight (without Type 2 Diabetes)
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Figure 2: Changes in Body Weight (%) from Baseline to Week 72 in Study 2 in Patients with Obesity or
Overweight and Type 2 Diabetes
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Note: Based on average percent weight change of each randomized patient within each specific treatment arm from 100
imputed datasets including observed data and imputed data using hybrid approach for missing values.

The time courses of weight reduction with ZEPBOUND and placebo from baseline through Week 72 are depicted in
Figure 3 for Study 1 and Figure 4 for Study 2.
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Figure 3: Change from Baseline (%) in Body Weight in Study 1 in Patients with Obesity or Overweight (without
Type 2 Diabetes)

Note: Displayed results are from the Intent-to-Treat Population. (1) Observed mean value from Week 0 to Week 72, and (2)
least-squares mean * standard error at Week 72 hybrid imputation (HI).
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Figure 4: Change from Baseline (%) in Body Weight in Study 2 in Patients with Obesity or Overweight and Type 2

Diabetes

Note: Displayed results are from the Intent-to-Treat Population. (1) Observed mean value from Week 0 to Week 72, and (2) least
squares mean * standard error at Week 72 hybrid imputation (HI).

Changes in waist circumference and cardiometabolic parameters with ZEPBOUND are shown in Table 4 for Study 1 and

Study 2.

Table 4: Changes in Anthropometry and Cardiometabolic Parameters at Week 72 in Studies 1 and 2 in Patients
with Obesity or Overweight

Study 1 Study 2
ZEPBOUND ZEPBOUND ZEPBOUND ZEPBOUND ZEPBOUND
Intention-to-Treat (ITT) Placebo 5 mg 10 mg 15 mg Placebo 10 mg 15mg
Population? N =643 N =630 N = 636 N =630 N =315 N =312 N =311
Waist Circumference
(cm)
Baseline mean 114.0 113.2 114.8 114.4 116.0 114.2 114.6
Change from baseline® -4.0 -14.0 -17.7 -18.5 -3.3 -10.8 -13.1
Difference from -10.1 -13.8 -14.5 -7.4 -9.8
placebo® (95% CI) (-11.6, -8.6)¢ (-15.2,-12.3)¢ | (-15.9, -13.0)¢ (-9.0, -5.9)¢ (-11.2, -8.3)¢
Systolic Blood Pressure
(mmHg)
Baseline mean 122.9 123.6 123.8 123.0 131.0 130.6 130.0
Change from baseline® -1.0 -6.6 -7.7 -7.4 -1.2 -5.6 -7.1
Difference from -5.6 -6.7 -6.4 -4.4 -5.9
placebo® (95% CI) (-7.2,-3.9)° (-8.4, -5.0)¢ (-8.0, -4.8)° (-6.7, -2.1)° (-8.3,-3.6)¢
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Diastolic Blood Pressure

(mmHg)
Baseline mean 79.6 79.3 79.9 79.3 79.4 80.2 79.7
Change from baseline® -0.8 -4.9 -5.0 -4.5 -0.3 -2.1 -2.9
Difference from -4.1 -4.2 -3.7 -1.8 -2.7
placebo® (95% CI) (-5.2, -3.0)¢ (-5.3, -3.0)¢ (-4.8, -2.7)¢ (-3.3,-0.4)° (-4.2,-1.2)¢
Pulse Rate (beats per
minute)
Baseline mean 72.9 72.4 71.8 72.4 74.8 75.9 75.6
Change from baselinef 0.1 0.6 2.3 2.6 -0.5 0.6 1.0
Difference from 0.5 2.2 25 1.2 1.5
placebo’ (95% ClI) (-0.5, 1.5)® (1.2, 3.2)¢ (1.5, 3.4)¢ (-0.1, 2.5) (0.2, 2.8)¢
Total Cholesterol (mg/dL)
Baseline mean? 187.5 187.1 190.6 187.5 174.9 173.9 167.0
% change from -1.8 -3.8 -4.4 -6.3 2.8 -2.8 -1.0
baseline®
Relative difference -2.1 -2.7 -4.6 -5.5 -3.8
from placeboP (95% CI) (-4.5, 0.4)¢* (-5.1, -0.2)¢ (-6.8, -2.2)¢ (-8.7, -2.2)°¢ (-7.1, -0.3)c¢
LDL Cholesterol (mg/dL)
Baseline mean? 109.4 108.7 112.3 109.3 92.4 90.5 85.7
% change from -1.7 -4.6 -5.6 -7.1 7.4 18 4.1
baseline®
Relative difference -2.9 -4.0 -55 -5.2 -3.0
from placeboP (95% CI) (-6.6, 0.9)¢* (-7.5, -0.5)c¢ (-8.9, -2.0)¢ (-10.1, 0.1)ce (-8.4, 2.6)°*
HDL Cholesterol (mg/dL)
Baseline mean? 46.6 47.6 47.6 47.6 42.7 43.8 42.2
% change from -0.7 6.9 9.2 8.0 0.2 8.2 9.7
baseline®
Relative difference 7.7 9.9 8.7 8.0 95
from placeboP (95% CI) (4.6, 10.8)°¢ (6.7, 13.2)* (5.7, 11.8)°¢ (4.2, 11.8)°¢ (5.6, 13.5)c¢
Non-HDL Cholesterol
(mg/dL)
Baseline mean? 138.3 137.0 140.4 137.5 129.6 127.2 121.9
% change from -2.3 -8.0 -9.4 -11.7 3.7 -6.6 -5.2
baseline®
Relative difference -5.8 -7.2 -9.6 -9.9 -8.5
from placeboP (95% CI) (-8.9, -2.6)°¢ (-10.3, -4.1)¢* (-12.4, -6.6)°* (-14.1, -5.6)¢* (-12.9, -4.0)¢*
Triglycerides (mg/dL)
Baseline mean? 130.8 128.7 125.7 128.1 165.0 158.8 158.5
% change from -5.6 -21.2 -23.8 -29.1 -3.3 -27.1 -27.3
baseline®
Relative difference -16.5 -19.3 -24.9 -24.6 -24.8
from placebo® (95% ClI) (-21.2, -11.4)%¢ | (-23.9, -14.4)%¢ | (-29.1, -20.4)c¢ (-30.0, -18.7)¢¢ | (-30.3, -18.9)°¢
HbAlc (%)
Baseline mean 5.6 5.6 55 5.6 8.0 8.0 8.1
Change from baseline® -0.1 -0.4 -0.4 -0.4 -0.5 -2.1 -2.1
Difference from -0.3 -0.4 -0.4 -1.6 -1.6
placebo® (95% CI) (-0.3,-0.2)° (-0.4, -0.3)¢ (-0.4, -0.3)¢ (-1.7, -1.4) (-1.8, -1.4)¢

Abbreviations: ANCOVA = analysis of covariance; Cl = confidence interval; N = number of patients randomly assigned to study drug.

The intention-to-treat population includes all randomly assigned patients. The missing values were imputed by a hybrid approach using
retrieved dropouts from the same treatment group (if missing not due to COVID-19) or using all non-missing data assuming missing at
random (for missing solely due to COVID-19).

a

Least-squares mean from ANCOVA adjusted for baseline value and other stratification factors.
Analyzed using log-transformed data.
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4 p-value<0.001 (unadjusted 2-sided) for superiority, controlled for type | error rate.
¢ Not controlled for type | error rate.
f Least-squares mean from mixed model for repeated measures adjusted for baseline value and other stratification factors.
9 Baseline value is the geometric mean.

Weight Reduction Following Intensive Lifestyle Intervention in Adults with Obesity or Overweight (Study 3)
Overview of Study 3

Study 3 (NCT04657016) was an 84-week trial with a 12-week intensive lifestyle intervention lead-in period (Week -12 to
Week 0), followed by a 72-week randomized treatment period of ZEPBOUND versus placebo (Week 0 to Week 72) with a
standard lifestyle intervention. Only patients who lost 25% body weight during the 12-week intensive lifestyle lead-in
period entered the 72-week randomized treatment period. The trial initially enrolled 806 adult patients (aged 18 years and
older) with obesity (BMI 230 kg/m?), or with overweight (BMI 27 to <30 kg/m?) and at least one weight-related comorbid
condition, such as dyslipidemia, hypertension, obstructive sleep apnea, or cardiovascular disease; patients with type 2
diabetes mellitus were excluded. During the intensive lifestyle intervention lead-in period, lifestyle instruction was
delivered 8 times over 12 weeks by a dietician or dietician-equivalent, with all patients receiving instruction to exercise for
at least 150 minutes per week and to reduce their caloric intake to approximately 1,200 kcal/day (females) or

1,500 kcal/day (males). Patients also received counseling on behavior modification strategies to adhere to diet and
exercise recommendations. At the end of the 12-week intensive lifestyle intervention lead-in period, 579 patients who
achieved 25% weight reduction were randomized in a 1:1 ratio to ZEPBOUND or placebo for 72 weeks. ZEPBOUND
dosages were escalated over a period of up to 20 weeks to a maximum tolerated dosage (MTD) of 10 mg or 15 mg
subcutaneous once weekly. During the randomized treatment period, patients received a standard lifestyle instruction
every 12 weeks on reduced-calorie diet (approximately 500 kcal/day deficit) and increased physical activity
(recommended minimum of 150 min/week) that began with the first dose of ZEPBOUND or placebo and continued
throughout the 72-week treatment period; behavior modification strategies were recommended as needed. Weight
reduction was assessed after 72 weeks of treatment (at least 52 weeks at maintenance dose).

For the 579 patients who were randomized, mean body weight at enrollment prior to entering the 12-week lifestyle lead-in
period (Week -12) was 109.5 kg and mean BMI was 38.6 kg/m2. At randomization (Week 0), after the 12-week intensive
lifestyle lead-in period, mean body weight was 101.9 kg and mean BMI was 35.9 kg/m2. The mean age of patients
randomized to treatment was 46 years (range 18-77 years), 63% were female, 86% were White, 11% were Black or
African American, and 1% were Asian. A total of 54% were Hispanic or Latino ethnicity. Baseline characteristics for the
579 randomized patients included 34% with hypertension, 26% with dyslipidemia, 10% with obstructive sleep apnea, and
2% with cardiovascular disease.

Results for Study 3

At the end of the 12-week intensive lifestyle intervention lead-in, for patients who subsequently entered the randomized
treatment period (n=579), the average body weight loss due to lifestyle was 6.9% (Week -12 to Week 0). Eighty-six
percent (86%) of ZEPBOUND-treated patients had a maximum tolerated dosage of 15 mg weekly based on their final
dose during the double-blind treatment period. The time course of weight reduction during the lead-in and from Week 0 to
Week 72 with ZEPBOUND and placebo are depicted in Figure 5.
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Figure 5: Change in Body Weight (%) After 12-Week Intensive Lifestyle Intervention Lead-In Followed by
Randomized Treatment and a Standard Lifestyle Intervention (Study 3) in Patients with Obesity or Overweight

Note: Displayed results are from the randomized Population. (1) Observed mean value from Week -12 to Week 72, and (2) least
squares mean + standard error at Week 72 hybrid imputation (HI). Change from Week -12 is not a primary endpoint in Study 3.

The proportions of patients who discontinued study drug after randomization were 21.3% for the ZEPBOUND-treated
group and 30.5% for the placebo-treated group.

For Study 3, the primary efficacy parameters were mean percent change in body weight from randomization (Week 0) to
Week 72 and the percentage of patients achieving 25% weight reduction from randomization (Week 0) to Week 72.
Amongst randomized patients who already lost 25% body weight during the 12-week intensive lifestyle lead-in period,
subsequent treatment with ZEPBOUND resulted in a statistically significant reduction in body weight compared to placebo
from randomization (Week 0) to Week 72. A greater proportion of patients treated with ZEPBOUND achieved at least 5%,
10%, 15%, and 20% weight reduction from Week 0 to Week 72 compared to placebo (see Table 5).

Table 5: Changes in Body Weight After 12-Week Intensive Lifestyle Intervention Lead-In Followed by Randomized
Treatment and a Standard Lifestyle Intervention (Study 3) in Patients with Obesity or Overweight

Study 3
N = 5792
Body weight
Mean (kg) at Week -12 109.5
ZEPBOUND
Placebo MTD (10 mg or 15 mg)
Intention-to-Treat (ITT) Population2? N =292 N = 287
Body Weight
Mean (kg) at Week 0 101.3 102.5
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% Change from randomization at Week 72¢ 25 -18.4
% Difference from placebo, at Week 72¢ -20.8
(95% CI) (-23.2, -18.5)¢
% of Patients losing 25% body weight 16.5 87.5
% Difference from placebo 71.1
(95% CI) (63.6, 78.5)de
% of Patients losing 210% body weight 8.9 76.7
% Difference from placebo 67.9
(95% ClI) (60.7, 75.1)de
% of Patients losing 215% body weight 4.2 65.4
% Difference from placebo 61.3
(95% ClI) (54.5, 68.1)de
% of Patients losing 220% body weight 2.2 447
% Difference from placebo 42.6

(95% Cl)

(36.0, 49.1)de

Abbreviations: ANCOVA = analysis of covariance; Cl = confidence interval; MTD = maximum tolerated dose; N = number of patients randomly
assigned to study drug.

The intent-to-treat population included only randomized patients with =25% weight loss at Week 0 after 12 weeks of intensive lifestyle
intervention. During the 12-week lead-in period, 227 of 806 patients (28.2%) discontinued from the study. Of these 141 (17.5%)
discontinued due to not achieving the randomization criteria of 25% weight reduction.

The intent-to-treat population includes all randomly assigned patients. For Study 3 at Week 72, body weight was missing for 23.6% and
8.7% of patients randomly assigned to placebo and ZEPBOUND MTD (10 or 15 mg). The missing values were imputed by a hybrid

approach using retrieved dropouts from the same treatment group (if missing not due to COVID-19) or using all non-missing data assuming
missing at random (for missing solely due to COVID-19).

Least-squares mean from ANCOVA adjusted for baseline value and other stratification factors.
Analyzed using logistic regression adjusted for baseline value.

a

p-value<0.001 (unadjusted 2-sided) for superiority, controlled for type | error rate.

Changes in waist circumference and cardiometabolic parameters are shown in Table 6.

Table 6: Changes in Anthropometry and Cardiometabolic Parameters After 12-Week Intensive Lifestyle
Intervention Lead-In Followed by Randomized Treatment and a Standard Lifestyle Intervention (Study 3) in

Patients with Obesity or Overweight

All Randomized Patients Placebo ZEPBOUND MTD (10 mg or 15 mg)
N=579 N=292 N=287
Baseline Change from | Randomization Change Randomization Change Difference from

Intention-to- (Week -12) Week -12 to (Week 0) from Week 0 (Week 0) from Week 0 | placebo, Week O

Treat (ITT) Week 0 to Week 72 to Week 72 to Week 72

Population? (95% CI)

Waist 116.1 -6.7 109.6 0.2° 109.3 -14.6° -14.8°

circumference (-17.2, -12.5)¢

(cm)"

Systolic Blood 126.2 -5.0 120.8 3.5P 121.7 -5.1P -8.6°

Pressure (-11.3, -6.0)°

(mmHg)"

Diastolic 81.7 -2.9 78.3 2.1b 79.3 -3.2° -5.3°

Blood (-6.9, -3.7)°

Pressure

(mmHg)"

Pulse Rate 73.0 -1.6 70.7 0.9' 72.2 2.7 1.8f

(beats per (0.3, 3.4)¢

minute)"

HbAlc (%)" 5.5 -0.1 5.4 0.0 53 -0.4° -0.4°
(-0.5, -0.3)®
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Total 190.2 -8.6 181.6 43 181.7 -2.4 -6.4°
Cholesterol (-9.0, -3.6)°¢
(mg/dL)9"

LDL 111.6 -35 107.5 44 108.0 -5.6 -9.6°
Cholesterol (-13.7, -5.4)c*
(mg/dL)en

HDL 48.4 -1.2 47.8 5.4 46.9 15.2 9.3°
Cholesterol (4.5, 14.2)c*
(mg/dL)en

Non-HDL 139.2 -7.4 1315 44 1324 -8.8 -12.6°
Cholesterol (-15.9, -9.3)°¢
(mg/dL)en

Triglycerides 123.1 -19.8 108.8 2.1 111.7 -23.5 -25.1°
(mg/dL)on (-30.9, -18.9)c¢

Abbreviations: ANCOVA = analysis of covariance; Cl = confidence interval; N = number of patients randomly assigned to study drug.

a2 The intent-to-treat population included all randomly assigned patients. The missing values were imputed by a hybrid approach using
retrieved dropouts from the same treatment group (if missing not due to COVID-19) or using all non-missing data assuming missing at random
(for missing solely due to COVID-19).

Least-squares mean from ANCOVA adjusted for baseline value and other stratification factors.

¢ Analyzed using log-transformed data.

4 p-value<0.001 (unadjusted 2-sided) for superiority, controlled for type | error rate.

¢ Not controlled for type | error rate.

Least-squares mean from mixed model for repeated measures adjusted for baseline value and other stratification factors.

9 Baseline and randomization values are the geometric mean.

Observed means are shown for change from Week -12 to Week 0. Least-square means are shown for change from Week 0 to Week 72.

Weight Reduction Following Randomized Withdrawal in Adults with Obesity or Overweight (Study 4)
Overview of Study 4

Study 4 (NCT04660643) was an 88-week randomized withdrawal trial in which all patients received open-label
ZEPBOUND during a 36-week lead-in period, followed by randomization to either continue ZEPBOUND or switch to
placebo for 52 weeks. The trial enrolled 783 adult patients (aged 18 years and older) with obesity (BMI 230 kg/m?), or with
overweight (BMI 27 to <30 kg/m?) and at least one weight-related comorbid condition, such as dyslipidemia, hypertension,
obstructive sleep apnea, or cardiovascular disease; patients with type 2 diabetes mellitus were excluded. All patients
received a standard lifestyle intervention which included instruction on a reduced-calorie diet (approximately 500 kcal/day
deficit) and increased physical activity counseling (recommended minimum of 150 min/week) that began with the first
dose of ZEPBOUND, during the lead-in period, and continued throughout the trial. During the 36-week open-label
ZEPBOUND lead-in period, ZEPBOUND dosages were escalated over a period of up to 20 weeks to an MTD of 10 mg or
15 mg subcutaneous once weekly. After the lead-in period, patients were randomized at Week 36 to continue
ZEPBOUND or switch to placebo for 52 weeks.

Of the 783 patients who started ZEPBOUND at Week 0, 14.4% discontinued treatment before randomization at Week 36,
and adverse events were the most common reason for discontinuation (6.8%). At Week 36, a total of 670 patients were
randomized in a 1:1 ratio to ZEPBOUND MTD or placebo for 52 weeks. For the 670 randomized patients, at study entry
(Week 0) mean body weight was 107.3 kg and mean BMI was 38.4 kg/m?, and at randomization (Week 36, after the
open-label ZEPBOUND lead-in period) mean body weight was 85.2 kg and mean BMI was 30.5 kg/m2. Among the
randomized patients, the mean age was 49 years (range 19-81 years), 71% were female, 80% were White, 11% were
Black or African American, and 7% were Asian. A total of 44% were Hispanic or Latino ethnicity. Baseline characteristics
for the 670 randomized patients included 35% with hypertension, 32% with dyslipidemia, 12% with obstructive sleep
apnea, and 6% with cardiovascular disease.

Results for Study 4

At the end of the 36-week open-label ZEPBOUND lead-in period, of the 670 randomized patients, 93% were on
ZEPBOUND MTD of 15 mg weekly and 7% were on MTD of 10 mg weekly. After open-label ZEPBOUND treatment,
randomized patients (n=670) had an average body weight loss of 20.9% (Week 0 to Week 36). The time course of weight
reduction from Week 0 through Week 88 is depicted in Figure 6.
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Figure 6: Change in Body Weight (%) After 36-Week Open-Label Treatment Followed by Randomized Withdrawal
(Study 4) in Patients with Obesity or Overweight

Note: Displayed results are from the randomized population. (1) Displayed results are observed mean value from Week 0 to
Week 88 and (2) least squares mean + standard error at Week 88 hybrid imputation (HI). Change from Week 0 was not a
primary endpoint in Study 4.

The proportions of patients who discontinued study drug after randomization at Week 36 were 10.4% for the ZEPBOUND-
treated group and 17.9% for the placebo-treated group.

For Study 4, the primary efficacy parameter was mean percent change in body weight from randomization (Week 36) to
Week 88. After weight loss with ZEPBOUND treatment during the open-label lead-in period (Week 0 to Week 36),
continued treatment with ZEPBOUND from randomization (Week 36) to Week 88 resulted in a statistically significant
reduction in body weight compared with placebo (see Table 7).

Table 7: Changes in Body Weight After 36-Week Open-Label Treatment Followed by Randomized Withdrawal
(Study 4) in Patients with Obesity or Overweight

Study 4
N=670?
Body weight
Mean at Week 0 (kg) 107.3
Intention-to-Treat (ITT) Population? ZEPBOUND
Placebo (MTD 10 mg or 15 mg)
N=335 N=335
Body Weight
Mean at Week 36 (kg) 85.8 84.6
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% change from Week 36 at Week 88 14.0 -5.5
% difference from placebo at Week 88 -19.4
(95% Cl)b (-21.2,-17.7)¢

Abbreviations: ANCOVA = analysis of covariance; Cl = confidence interval; MTD = maximum tolerated dose; N = number of patients randomly

a

assigned to study drug.

The intent-to-treat population included all randomly assigned patients and did not include 113 patients who were enrolled but not
randomized. At Week 88, body weight was missing for 13.7% and 7.5% of patients randomly assigned to placebo and ZEPBOUND MTD
(10 or 15 mg), respectively. The missing values were imputed by a hybrid approach using retrieved dropouts from the same treatment
group (if missing not due to COVID-19) or using all non-missing data assuming missing at random (for missing solely due to COVID-19).

Least-squares mean from ANCOVA adjusted for baseline value and other stratification factors.

Analyzed using logistic regression adjusted for baseline value.

4 p-value<0.001 (unadjusted 2-sided) for superiority, controlled for type | error rate.

Changes in waist circumference and cardiometabolic parameters in Study 4 are shown in Table 8.

Table 8: Mean Changes in Anthropometry and Cardiometabolic Parameters After 36-Week Open-Label Treatment

Followed by Randomized Withdrawal (Study 4) in Patients with Obesity or Overweight

All Randomized Patients Placebo ZEPBOUND MTD (10 mg or 15 mg)
N=670 N=335 N=335

Baseline | Change from | Randomization | Change from | Randomization | Change from Difference from
Intention-to- (Week 0) Week 0 to (Week 36) Week 36 to (Week 36) Week 36 to placebo, Week
Treat (ITT) Week 36 Week 88 Week 88 36 to Week 88
Population? (95% ClI)
Waist 115.2 -17.8 98.2 7.8° 96.8 -4.3° -12.1°
circumference (-13.5, -10.6)¢
(cm)"
Systolic Blood 126.1 -11.2 114.8 8.2° 115.0 2.0° -6.2°
Pressure (-8.2,-4.3)¢
(mmHg)"
Diastolic Blood 80.9 -5.1 76.2 3.2° 75.4 -0.7° -3.8°
Pressure (-5.2, -2.4)¢
(mmHg)"
Pulse Rate 725 5.0 77.8 -5.2f 77.1 -2.1f 3.1f
(beats per (1.9, 4.3)°
minute)"
HbAlc (%)" 5.5 -0.5 5.0 0.3° 5.1 -0.0° -0.3°

(-0.3,-0.2)®

Total Cholesterol 188.3 -12.4 176.1 8.0 175.9 2.7 -4.9°
(mg/dL)en (-7.4, -2.4)c*
LDL Cholesterol 108.6 -1.9 107.6 3.2 105.9 -35 -6.5°
(mg/dL)on (-10.0, -2.9)¢*
HDL Cholesterol 49.9 -2.7 47.3 14.8 47.7 18.7 3.4°
(mg/dL)on (0.2, 6.6)°
Non-HDL 135.8 -9.8 126.3 5.1 126.0 -3.4 -8.1°
Cholesterol (-11.3, -4.8)°¢
(mg/dL)en
Triglycerides 1214 -40.4 85.5 135 90.9 -4.8 -16.1°
(mg/dL)eh (-21.7, -10.0)%®

Abbreviations: ANCOVA = analysis of covariance; Cl = confidence interval; N = number of patients randomly assigned to study drug.

a2 The intent-to-treat population included all randomly assigned patients. The missing values were imputed by a hybrid approach using
retrieved dropouts from the same treatment group (if missing not due to COVID-19) or using all non-missing data assuming missing at

random (for missing solely due to COVID-19).

b Least-squares mean from ANCOVA adjusted for baseline value and other stratification factors.
¢ Analyzed using log-transformed data.
4 p-value<0.001 (unadjusted 2-sided) for superiority, controlled for type | error rate.
¢ Not controlled for type | error rate.




f Least-squares mean from mixed model for repeated measures adjusted for baseline value and other stratification factors.
9 Baseline and randomization values are the geometric mean.

h Observed means are shown for change from Week 0 to Week 36. Least-square means are shown for change from Week 36 to Week 88.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied
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ZEPBOUND is a clear, colorless to slightly yellow solution available in cartons containing 4 pre-filled single-dose pens or

1 single-dose vial as follows:

Total Strength per Total Volume

Pen NDC

Vial NDC

2.5 mg/0.5 mL

0002-2506-80

0002-0152-01

5 mg/0.5 mL

0002-2495-80

0002-0243-01

7.5 mg/0.5 mL

0002-2484-80

0002-1214-01

10 mg/0.5 mL

0002-2471-80

0002-1340-01

12.5 mg/0.5 mL

0002-2460-80

0002-1423-01

15 mg/0.5 mL

0002-2457-80

0002-2002-01

16.2 Storage and Handling

+ Store ZEPBOUND in a refrigerator at 2°C to 8°C (36°F to 46°F).

+ If needed, each single-dose pen or single-dose vial can be stored unrefrigerated at temperatures not to exceed 30°C
(86°F) for up to 21 days. If ZEPBOUND is stored at room temperature, it should not be returned to the refrigerator.

» Discard if not used within 21 days after removing from the refrigerator.
* Do not freeze ZEPBOUND. Do not use ZEPBOUND if frozen.
+ Store ZEPBOUND in the original carton to protect from light.

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Medication Guide and Instructions for Use).
Risk of Thyroid C-Cell Tumors

Inform patients that ZEPBOUND causes thyroid C-cell tumors in rats and that the human relevance of this finding has not
been determined. Counsel patients to report symptoms of thyroid tumors (e.g., a lump in the neck, persistent hoarseness,
dysphagia, or dyspnea) to their healthcare provider [see Boxed Warning and Warnings and Precautions (5.1)].

Severe Gastrointestinal Adverse Reactions

Inform patients of the potential risk of severe gastrointestinal adverse reactions. Instruct patients to contact their
healthcare provider if they have severe or persistent gastrointestinal symptoms [see Warnings and Precautions (5.2)].

Acute Kidney Injury

Advise patients treated with ZEPBOUND of the potential risk of dehydration due to gastrointestinal adverse reactions and
take precautions to avoid fluid depletion. Inform patients of the potential risk for worsening renal function and explain the
associated signs and symptoms of renal impairment, as well as the possibility of dialysis as a medical intervention if renal
failure occurs [see Warnings and Precautions (5.3)].

Acute Gallbladder Disease

Inform patients of the risk of acute gallbladder disease. Instruct patients to contact their healthcare provider for
appropriate clinical follow-up if gallbladder disease is suspected [see Warnings and Precautions (5.4)].

Acute Pancreatitis

Inform patients of the potential risk for pancreatitis. Instruct patients to discontinue ZEPBOUND promptly and contact their
healthcare provider if pancreatitis is suspected (severe abdominal pain that may radiate to the back, and which may or
may not be accompanied by vomiting) [see Warnings and Precautions (5.5)].
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Hypersensitivity Reactions

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

Hypoglycemia

Inform patients of the risk of hypoglycemia and educate patients on the signs and symptoms of hypoglycemia. Advise
patients on insulin or insulin secretagogue therapy that they may have an increased risk of hypoglycemia when using
ZEPBOUND and to report signs and/or symptoms of hypoglycemia to their healthcare provider [see Warnings and
Precautions (5.7)].

Diabetic Retinopathy Complications

Inform patients with type 2 diabetes mellitus to contact their healthcare provider if changes in vision are experienced
during treatment with ZEPBOUND [see Warnings and Precautions (5.8)].

Suicidal Behavior and ldeation

Advise patients to report emergence or worsening of depression, suicidal thoughts or behavior, and/or any unusual
changes in mood or behavior. Inform patients that if they experience suicidal thoughts or behaviors, they should stop
taking ZEPBOUND [see Warnings and Precautions (5.9)].

Pulmonary Aspiration During General Anesthesia or Deep Sedation

Inform patients that ZEPBOUND 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 ZEPBOUND [see Warnings and Precautions (5.10)].

Pregnancy

Advise a pregnant patient of the potential risk to a fetus. Advise patients to inform their healthcare provider if they are
pregnant or intend to become pregnant during treatment with ZEPBOUND. Advise patients that there will be a pregnancy
exposure registry that monitors pregnancy outcomes in women exposed to ZEPBOUND during pregnancy [see Use in
Specific Populations (8.1)].

Contraception

Use of ZEPBOUND may reduce the efficacy of oral hormonal contraceptives. Advise patients using oral hormonal
contraceptives to switch to a non-oral contraceptive method or add a barrier method of contraception for 4 weeks after
initiation with ZEPBOUND and for 4 weeks after each dose escalation [see Drug Interactions (7.2), Use in Specific
Populations (8.3), and Clinical Pharmacology (12.3)].

Administration

Instruct patients how to prepare and administer the correct dose of ZEPBOUND and assess their ability to inject
subcutaneously to ensure the proper administration of ZEPBOUND. Instruct patients using the single-dose vial to use a
syringe appropriate for dose administration (e.g., a 1 mL syringe capable of measuring a 0.5 mL dose) [see Dosage and
Administration (2.3)].

Missed Doses

Inform patients if a dose is missed, it should be administered as soon as possible within 4 days after the missed dose. If
more than 4 days have passed, the missed dose should be skipped and the next dose should be administered on the
regularly scheduled day. In each case, inform patients to resume their regular once weekly dosing schedule [see Dosage
and Administration (2.2)].

Marketed by: Lilly USA, LLC, Indianapolis, IN 46285, USA
Copyright © 2023, 2024, Eli Lilly and Company. All rights reserved.
C4.0-NL-ZEP-0003-USPI-YYYYMMDD



ANNEX |

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 2.5 mg solution for injection in pre-filled pen

Mounjaro 5 mg solution for injection in pre-filled pen

Mounjaro 7.5 mg solution for injection in pre-filled pen

Mounjaro 10 mg solution for injection in pre-filled pen

Mounjaro 12.5 mg solution for injection in pre-filled pen

Mounjaro 15 mg solution for injection in pre-filled pen

Mounjaro 2.5 mg solution for injection in vial

Mounjaro 5 mg solution for injection in vial

Mounjaro 7.5 mg solution for injection in vial

Mounjaro 10 mg solution for injection in vial

Mounjaro 12.5 mg solution for injection in vial

Mounjaro 15 mg solution for injection in vial

Mounjaro 2.5 mg/dose KwikPen solution for injection in pre-filled pen
Mounjaro 5 mg/dose KwikPen solution for injection in pre-filled pen
Mounjaro 7.5 mg/dose KwikPen solution for injection in pre-filled pen
Mounjaro 10 mg/dose KwikPen solution for injection in pre-filled pen
Mounjaro 12.5 mg/dose KwikPen solution for injection in pre-filled pen
Mounjaro 15 mg/dose KwikPen solution for injection in pre-filled pen

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Pre-filled pen, single-dose

Mounjaro 2.5 mg solution for injection in pre-filled pen
Each pre-filled pen contains 2.5 mg of tirzepatide in 0.5 ml solution (5 mg/ml).

Mounjaro 5 mg solution for injection in pre-filled pen
Each pre-filled pen contains 5 mg of tirzepatide in 0.5 ml solution (10 mg/ml).

Mounjaro 7.5 mg solution for injection in pre-filled pen
Each pre-filled pen contains 7.5 mg of tirzepatide in 0.5 ml solution (15 mg/ml).

Mounjaro 10 mg solution for injection in pre-filled pen
Each pre-filled pen contains 10 mg of tirzepatide in 0.5 ml solution (20 mg/ml).

Mounjaro 12.5 mg solution for injection in pre-filled pen
Each pre-filled pen contains 12.5 mg of tirzepatide in 0.5 ml solution (25 mg/ml).

Mounjaro 15 mg solution for injection in pre-filled pen
Each pre-filled pen contains 15 mg of tirzepatide in 0.5 ml solution (30 mg/ml).

Vial, single-dose

Mounjaro 2.5 mg solution for injection in vial
Each vial contains 2.5 mg of tirzepatide in 0.5 ml solution (5 mg/ml).

Mounjaro 5 mg solution for injection in vial
Each vial contains 5 mg of tirzepatide in 0.5 ml solution (10 mg/ml).



Mounjaro 7.5 mg solution for injection in vial
Each vial contains 7.5 mg of tirzepatide in 0.5 ml solution (15 mg/ml).

Mounjaro 10 mg solution for injection in vial
Each vial contains 10 mg of tirzepatide in 0.5 ml solution (20 mg/ml).

Mounjaro 12.5 mg solution for injection in vial
Each vial contains 12.5 mg of tirzepatide in 0.5 ml solution (25 mg/ml).

Mounjaro 15 mg solution for injection in vial
Each vial contains 15 mg of tirzepatide in 0.5 ml solution (30 mg/ml).

Pre-filled pen (KwikPen), multi-dose

Mounjaro 2.5 mg/dose KwikPen solution for injection in pre-filled pen
Each dose contains 2.5 mg of tirzepatide in 0.6 ml solution. Each multi-dose pre-filled pen contains
10 mg of tirzepatide in 2.4 ml (4.17 mg/ml). Each pen delivers 4 doses of 2.5 mg.

Mounjaro 5 mg/dose KwikPen solution for injection in pre-filled pen
Each dose contains 5 mg of tirzepatide in 0.6 ml solution. Each multi-dose pre-filled pen contains
20 mg of tirzepatide in 2.4 ml (8.33 mg/ml). Each pen delivers 4 doses of 5 mg.

Mounjaro 7.5 mg/dose KwikPen solution for injection in pre-filled pen

Each dose contains 7.5 mg of tirzepatide in 0.6 ml solution. Each multi-dose pre-filled pen contains
30 mg of tirzepatide in 2.4 ml (12.5 mg/ml). Each pen delivers 4 doses of 7.5 mg.

Mounjaro 10 mg/dose KwikPen solution for injection in pre-filled pen

Each dose contains 10 mg of tirzepatide in 0.6 ml solution. Each multi-dose pre-filled pen contains
40 mg of tirzepatide in 2.4 ml (16.7 mg/ml). Each pen delivers 4 doses of 10 mg.

Mounjaro 12.5 mg/dose KwikPen solution for injection in pre-filled pen

Each dose contains 12.5 mg of tirzepatide in 0.6 ml solution. Each multi-dose pre-filled pen contains
50 mg of tirzepatide in 2.4 ml (20.8 mg/ml). Each pen delivers 4 doses of 12.5 mg.

Mounjaro 15 mg/dose KwikPen solution for injection in pre-filled pen

Each dose contains 15 mg of tirzepatide in 0.6 ml solution. Each multi-dose pre-filled pen contains

60 mg of tirzepatide in 2.4 ml (25 mg/ml). Each pen delivers 4 doses of 15 mg.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Solution for injection (injection).

Clear, colourless to slightly yellow solution.



4. CLINICAL PARTICULARS
4.1  Therapeutic indications

Type 2 diabetes mellitus

Mounjaro is indicated for the treatment of adults with insufficiently controlled type 2 diabetes mellitus
as an adjunct to diet and exercise

. as monotherapy when metformin is considered inappropriate due to intolerance or
contraindications
o in addition to other medicinal products for the treatment of diabetes.

For study results with respect to combinations, effects on glycaemic control and the populations
studied, see sections 4.4, 4.5 and 5.1.

Weight management

Mounjaro is indicated as an adjunct to a reduced-calorie diet and increased physical activity for weight
management, including weight loss and weight maintenance, in adults with an initial Body Mass Index
(BMI) of
e >30 kg/m? (obesity) or
e >27kg/m?to < 30 kg/m? (overweight) in the presence of at least one weight-related comorbid
condition (e.g., hypertension, dyslipidaemia, obstructive sleep apnoea, cardiovascular disease,
prediabetes, or type 2 diabetes mellitus).

4.2 Posology and method of administration

Posology

The starting dose of tirzepatide is 2.5 mg once weekly. After 4 weeks, the dose should be increased to
5 mg once weekly. If needed, dose increases can be made in 2.5 mg increments after a minimum of
4 weeks on the current dose.

The recommended maintenance doses are 5 mg, 10 mg and 15 mg.
The maximum dose is 15 mg once weekly.

When tirzepatide is added to existing metformin and/or sodium-glucose co-transporter 2 inhibitor
(SGLT?2i) therapy, the current dose of metformin and/or SGLT2i can be continued.

When tirzepatide is added to existing therapy of a sulphonylurea and/or insulin, a reduction in the dose
of sulphonylurea or insulin may be considered to reduce the risk of hypoglycaemia. Blood glucose
self-monitoring is necessary to adjust the dose of sulphonylurea and insulin. A stepwise approach to
insulin reduction is recommended (see sections 4.4 and 4.8).

Missed doses
If a dose is missed, it should be administered as soon as possible within 4 days after the missed dose.
If more than 4 days have passed, skip the missed dose and administer the next dose on the regularly

scheduled day. In each case, patients can then resume their regular once weekly dosing schedule.

Changing the dosing schedule

The day of weekly administration can be changed, if necessary, as long as the time between two doses
is at least 3 days.



Special populations

Elderly, gender, race, ethnicity or body weight
No dose adjustment is needed based on age, gender, race, ethnicity or body weight (see sections 5.1
and 5.2). Only very limited data are available from patients aged > 85 years.

Renal impairment

No dose adjustment is required for patients with renal impairment including end stage renal disease
(ESRD). Experience with the use of tirzepatide in patients with severe renal impairment and ESRD is
limited. Caution should be exercised when treating these patients with tirzepatide (see section 5.2).

Hepatic impairment

No dose adjustment is required for patients with hepatic impairment. Experience with the use of
tirzepatide in patients with severe hepatic impairment is limited. Caution should be exercised when
treating these patients with tirzepatide (see section 5.2).

Paediatric population
The safety and efficacy of tirzepatide in children aged less than 18 years have not yet been established.

No data are available.

Method of administration

Mounjaro is to be injected subcutaneously in the abdomen, thigh or upper arm.
The dose can be administered at any time of day, with or without meals.

Injection sites should be rotated with each dose. If a patient also injects insulin, they should inject
Mounjaro into a different injection site.

Patients should be advised to carefully read the instructions for use included with the package leaflet
before administering the medicinal product.

Vial

Patients and their caregivers should be trained in subcutaneous injection technique before
administering Mounjaro.

For further information before administration see section 6.6.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
4.4  Special warnings and precautions for use

Acute pancreatitis

Tirzepatide has not been studied in patients with a history of pancreatitis, and should be used with
caution in these patients.

Acute pancreatitis has been reported in patients treated with tirzepatide.

Patients should be informed of the symptoms of acute pancreatitis. If pancreatitis is suspected,
tirzepatide should be discontinued. If the diagnosis of pancreatitis is confirmed, tirzepatide should not
be restarted. In the absence of other signs and symptoms of acute pancreatitis, elevations in pancreatic
enzymes alone are not predictive of acute pancreatitis (see section 4.8).



Hypoglycaemia

Patients receiving tirzepatide in combination with an insulin secretagogue (for example, a
sulphonylurea) or insulin may have an increased risk of hypoglycaemia. The risk of hypoglycaemia
may be lowered by a reduction in the dose of the insulin secretagogue or insulin (see sections 4.2 and
4.8).

Gastrointestinal effects

Tirzepatide has been associated with gastrointestinal adverse reactions, which include nausea,
vomiting, and diarrhoea (see section 4.8). These adverse reactions may lead to dehydration, which
could lead to a deterioration in renal function including acute renal failure. Patients treated with
tirzepatide should be advised of the potential risk of dehydration, due to the gastrointestinal adverse
reactions and take precautions to avoid fluid depletion and electrolyte disturbances. This should
particularly be considered in the elderly, who may be more susceptible to such complications.

Severe gastrointestinal disease

Tirzepatide has not been studied in patients with severe gastrointestinal disease, including severe
gastroparesis, and should be used with caution in these patients.

Diabetic retinopathy

Tirzepatide has not been studied in patients with non-proliferative diabetic retinopathy requiring acute
therapy, proliferative diabetic retinopathy or diabetic macular oedema, and should be used with
caution in these patients with appropriate monitoring.

Aspiration in association with general anaesthesia or deep sedation

Cases of pulmonary aspiration have been reported in patients receiving GLP-1 receptor agonists
undergoing general anaesthesia or deep sedation. Therefore, the increased risk of residual gastric
content due to delayed gastric emptying (see section 5.1) should be considered prior to performing
procedures with general anaesthesia or deep sedation.

Sodium content

This medicinal product contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially
‘sodium-free’.

Benzyl alcohol

This medicinal product contains 5.4 mg benzyl alcohol in each 0.6 ml dose of Mounjaro KwikPen.
4.5 Interaction with other medicinal products and other forms of interaction

Tirzepatide delays gastric emptying and thereby has the potential to impact the rate of absorption of
concomitantly administered oral medicinal products. This effect, resulting in decreased Cmax and a
delayed tmax, is most pronounced at the time of tirzepatide treatment initiation.

Based on the results from a study with paracetamol, which was used as a model medicinal product to
evaluate the effect of tirzepatide on gastric emptying, no dose adjustments are expected to be required
for most concomitantly administered oral medicinal products. However, it is recommended to monitor
patients on oral medicinal products with a narrow therapeutic index (e.g., warfarin, digoxin),
especially at initiation of tirzepatide treatment and following dose increase. The risk of delayed effect
should also be considered for oral medicinal products for which a rapid onset of effect is of
importance.



Paracetamol

Following a 5 mg single dose of tirzepatide, the maximum plasma concentration (Cmax) of paracetamol
was reduced by 50 %, and the median (tmax) Was delayed by 1 hour. The effect of tirzepatide on the
oral absorption of paracetamol is dose and time dependent. At low doses (0.5 and 1.5 mg), there was
only a minor change in paracetamol exposure. After four consecutive weekly doses of tirzepatide
(5/5/8/10 mg), no effect on the paracetamol Cpax and tmax Was observed. The overall exposure (AUC)
was not influenced. No dose adjustment of paracetamol is necessary when administered with
tirzepatide.

Oral contraceptives

Administration of a combination oral contraceptive (0.035 mg ethinyl estradiol plus 0.25 mg
norgestimate, a prodrug of norelgestromin) in the presence of a single dose of tirzepatide (5 mg)
resulted in a reduction of oral contraceptive Cmax and area under the curve (AUC). Ethinyl estradiol
Cmax Was reduced by 59 % and AUC by 20 % with a delay in tmax 0f 4 hours. Norelgestromin Cpax Was
reduced by 55 % and AUC by 23 % with a delay in tmax 0f 4.5 hours. Norgestimate Crax was reduced
by 66 %, and AUC by 20 % with a delay in tmex 0f 2.5 hours. This reduction in exposure after a single
dose of tirzepatide is not considered clinically relevant. No dose adjustment of oral contraceptives is
required.

4.6  Fertility, pregnancy and lactation

Women of childbearing potential

Women of childbearing potential are recommended to use contraception when treated with tirzepatide.

Pregnancy

There are no or a limited amount of data from the use of tirzepatide in pregnant women. Studies in
animals have shown reproductive toxicity (see section 5.3). Tirzepatide is not recommended during
pregnancy and in women of childbearing potential not using contraception. If a patient wishes to
become pregnant, or pregnancy occurs, tirzepatide should be discontinued. Tirzepatide should be
discontinued at least 1 month before a planned pregnancy due to the long half-life (see section 5.2).

Breast-feeding

It is unknown whether tirzepatide is excreted in human milk. A risk to the newborn/infant cannot be
excluded.

A decision must be made whether to discontinue breast-feeding or to discontinue/abstain from

tirzepatide therapy taking into account the benefit of breast-feeding for the child and the benefit of
therapy for the woman.

Fertility
The effect of tirzepatide on fertility in humans is unknown.

Animal studies with tirzepatide did not indicate direct harmful effects with respect to fertility (see
section 5.3).

4.7  Effects on ability to drive and use machines
Tirzepatide has no or negligible influence on the ability to drive or use machines. When tirzepatide is

used in combination with a sulphonylurea or insulin, patients should be advised to take precautions to
avoid hypoglycaemia while driving and using machines (see section 4.4).



4.8 Undesirable effects

Summary of safety profile

In 10 completed phase 3 studies, 7 925 patients were exposed to tirzepatide alone or in combination
with other glucose lowering medicinal products. The most frequently reported adverse reactions were
gastrointestinal disorders and these were mostly mild or moderate in severity. The incidence of nausea,
diarrhoea and vomiting was higher during the dose escalation period and decreased over time (see
sections 4.2, and 4.4).

Tabulated list of adverse reactions

The following related adverse reactions from clinical studies are listed below by system organ class
and in order of decreasing incidence (very common: > 1/10; common: > 1/100 to < 1/10; uncommon:
> 1/1 000 to < 1/100; rare: > 1/10 000 to < 1/1 000; very rare: < 1/10 000). Within each incidence
grouping, adverse reactions are presented in order of decreasing frequency.

Table 1. Adverse reactions

disorders and
administration
site conditions

reactions

System organ Very common Common Uncommon Rare
class

Immune Hypersensitivity Anaphylactic
system reactions reaction”,
disorders Angioedema”
Metabolism Hypoglycaemia'* | Hypoglycaemia'* when | Hypoglycaemia'*
and nutrition when used with used with metformin when used with
disorders sulphonylurea or and SGLT?2i, metformin,

insulin Decreased appetite! Weight decreased!
Nervous system Dizziness? Dysgeusia
disorders
Vascular Hypotension?
disorders
Gastrointestina | Nausea, Diarrhoea, | Dyspepsia, Cholelithiasis,
| disorders Vomiting?, Abdominal distention, | Cholecystitis,

Abdominal pain?, Eructation, Flatulence, | Acute pancreatitis

Constipation® Gastroesophageal

reflux disease

Skin and Hair loss®
subcutaneous
tissue disorders
General FatigueT’ Injection site Injection site pain

Investigations

Heart rate increased,

Lipase increased,

Amylase increased,

Blood calcitonin
increased*




*From post-marketing reports

*Hypoglycaemia defined below.

Fatigue includes the terms fatigue, asthenia, malaise, and lethargy.

! Adverse reaction that only applies to patients with type 2 diabetes mellitus (T2DM).

2 Adverse reaction that mainly applies to patients with overweight or obesity, with or without T2DM.
3 Frequency was very common in weight management trials, and common in T2DM frials.

* Frequency was common in weight management trials, and uncommon in T2DM trials.

Description of selected adverse reactions

Hypersensitivity reactions

Hypersensitivity reactions have been reported with tirzepatide in the pool of T2DM placebo-controlled
trials, sometimes severe (e.g., urticaria and eczema); hypersensitivity reactions were reported in 3.2 %
of tirzepatide-treated patients compared to 1.7 % of placebo-treated patients. Cases of anaphylactic
reaction and angioedema have been rarely reported with marketed use of tirzepatide.

Hypersensitivity reactions have been reported with tirzepatide in a pool of 3 placebo-controlled weight
management trials, sometimes severe (e.g., rash and dermatitis); hypersensitivity reactions were

reported in 5.0 % of tirzepatide-treated patients compared to 3.8 % of placebo-treated patients.

Hypoglycaemia in patients with type 2 diabetes mellitus

Type 2 diabetes studies

Clinically significant hypoglycaemia (blood glucose < 3.0 mmol/L (< 54 mg/dL)) or severe
hypoglycaemia (requiring the assistance of another person) occurred in 10 to 14 % (0.14 to

0.16 events/patient year) of patients when tirzepatide was added to sulphonylurea and in 14 to 19 %
(0.43 to 0.64 events/patient year) of patients when tirzepatide was added to basal insulin.

The rate of clinically significant hypoglycaemia when tirzepatide was used as monotherapy or when
added to other oral antidiabetic medicinal products was up to 0.04 events/patient year (see table 1 and
sections 4.2, 4.4 and 5.1).

In phase 3 clinical studies, 10 (0.2 %) patients reported 12 episodes of severe hypoglycaemia. Of these
10 patients, 5 (0.1 %) were on a background of insulin glargine or sulphonylurea who reported
1 episode each.

Weight management study

In a placebo-controlled weight management phase 3 trial in patients with T2DM, hypoglycaemia
(blood glucose < 3.0 mmol/L (< 54 mg/dL)) was reported in 4.2 % of tirzepatide-treated patients
versus 1.3 % of placebo-treated patients. In this trial, patients taking tirzepatide in combination with an
insulin secretagogue (e.g., sulfonylurea) had a higher incidence of hypoglycaemia (10.3 %) compared
to tirzepatide-treated patients not taking a sulfonylurea (2.1 %). No severe hypoglycaemia episodes
were reported.

Gastrointestinal adverse reactions

In the placebo-controlled T2DM phase 3 studies, gastrointestinal disorders were dose-dependently
increased for tirzepatide 5 mg (37.1 %), 10 mg (39.6 %) and 15 mg (43.6 %) compared with placebo
(20.4 %). Nausea occurred in 12.2 %, 15.4 % and 18.3 % versus 4.3 % and diarrhoea in 11.8 %,
13.3 % and 16.2 % versus 8.9 % for tirzepatide 5 mg, 10 mg and 15 mg versus placebo.
Gastrointestinal adverse reactions were mostly mild (74 %) or moderate (23.3 %) in severity. The



incidence of nausea, vomiting, and diarrhoea was higher during the dose escalation period and
decreased over time.

More patients in the tirzepatide 5 mg (3.0 %), 10 mg (5.4 %) and 15 mg (6.6 %) groups compared to
the placebo group (0.4 %) discontinued permanently due to the gastrointestinal event.

In a placebo-controlled weight management phase 3 study in patients without T2DM, gastrointestinal
disorders were increased for tirzepatide 5 mg (55.6 %), 10 mg (60.8 %) and 15 mg (59.2 %) compared
with placebo (30.3 %). Nausea occurred in 24.6 %, 33.3 % and 31.0 % versus 9.5 % and diarrhoea in
18.7 %, 21.2 % and 23.0 % versus 7.3 % for tirzepatide 5 mg, 10 mg and 15 mg respectively versus
placebo. Gastrointestinal adverse reactions were mostly mild (60.8 %) or moderate (34.6 %) in
severity. The incidence of nausea, vomiting, and diarrhoea was higher during the dose escalation
period and decreased over time.

More patients in the tirzepatide 5 mg (1.9 %), 10 mg (4.4 %) and 15 mg (4.1 %) groups compared to
the placebo group (0.5 %) discontinued study treatment permanently due to the gastrointestinal event.

Gallbladder-related events

In a pool of 3 placebo-controlled weight management phase 3 studies, the overall incidence of
cholecystitis and cholecystitis acute was 0.6 % and 0.2 % for tirzepatide- and placebo-treated patients,
respectively.

In a pool of 3 placebo-controlled weight management phase 3 studies , acute gallbladder disease was
reported by 2.0 % of tirzepatide-treated patients and 1.6 % of placebo-treated patients. These acute
gallbladder events were positively associated with weight reduction.

Immunogenicity

5 025 tirzepatide-treated patients in the T2DM phase 3 clinical studies were assessed for anti-drug
antibodies (ADAs). Of these, 51.1 % developed treatment-emergent (TE) ADAs during the on-
treatment period. In 38.3 % of the assessed patients, TE ADAs were persistent (ADAs present for a
period of 16-weeks or greater). 1.9 % and 2.1 % had neutralizing antibodies against tirzepatide activity
on the glucose-dependent insulinotropic polypeptide (GIP) and glucagon-like peptide-1 (GLP-1)
receptors, respectively and 0.9 % and 0.4 % had neutralising antibodies against native GIP and GLP-1,
respectively. There was no evidence of an altered pharmacokinetic profile or an impact on efficacy of
tirzepatide associated with the development of ADAs.

3 484 tirzepatide-treated patients in the 4 phase 3 weight management studies were assessed for anti-
drug antibodies (ADAs). Of these, 65.1 % developed treatment-emergent (TE) ADAs during the on-
treatment period. In 51.3 % of the assessed patients, TE ADAs were persistent (ADAs present for a
period of 16 weeks or greater). 2.3 % and 2.3 % had neutralising antibodies against tirzepatide activity
on the glucose-dependent insulinotropic polypeptide (GIP) and glucagon-like peptide-1 (GLP-1)
receptors, respectively and 0.7 % and 0.1 % had neutralising antibodies against native GIP and GLP-1,
respectively.

Heart rate

In the placebo-controlled T2DM phase 3 studies, treatment with tirzepatide resulted in a maximum
mean increase in heart rate of 3 to 5 beats per minute. The maximum mean increase in heart rate in
placebo-treated patients was 1 beat per minute.

The percentage of patients who had a change of baseline heart rate of > 20 bpm for 2 or more

consecutive visits was 2.1 %, 3.8 % and 2.9 %, for tirzepatide 5 mg, 10 mg and 15 mg, respectively,
compared with 2.1 % for placebo.
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Small mean increases in PR interval were observed with tirzepatide when compared to placebo (mean
increase of 1.4 to 3.2 msec and mean decrease of 1.4 msec respectively). No difference in arrhythmia
and cardiac conduction disorder treatment emergent events were observed between tirzepatide 5 mg,
10 mg, 15 mg and placebo (3.8 %, 2.1 %, 3.7 % and 3 % respectively).

In 3 placebo-controlled weight management phase 3 studies, treatment with tirzepatide resulted in a
mean increase in heart rate of 3 beats per minute. There was no mean increase in heart rate in the
placebo treated patients.

In a placebo-controlled weight management study in patients without T2DM, the percentage of
patients who had a change in baseline heart rate of > 20 bpm for 2 or more consecutive visits was

2.4 %, 4.9 % and 6.3 %, for tirzepatide 5 mg, 10 mg and 15 mg, respectively, compared with 1.2 % for
placebo. Small mean increases in PR interval were observed with tirzepatide and placebo (mean
increase of 0.3 to 1.4 msec and of 0.5 msec respectively). No difference in arrhythmia and cardiac
conduction disorder treatment emergent events were observed between tirzepatide 5 mg, 10 mg, 15 mg
and placebo (3.7 %, 3.3 %, 3.3 % and 3.6 % respectively).

Injection site reactions

In the placebo-controlled T2DM phase 3 studies, injection site reactions were increased for tirzepatide
(3.2 %) compared with placebo (0.4 %).

In 3 placebo-controlled weight management phase 3 studies, injection site reactions were increased for
tirzepatide (8.0 %) compared with placebo (1.8 %).

Overall, in phase 3 studies, the most common signs and symptoms of injection site reactions were
erythema and pruritus. The maximum severity of injection site reactions for patients was mild (91 %)

or moderate (9 %). No injection site reactions were serious.

Pancreatic enzymes

In the placebo-controlled T2DM phase 3 studies, treatment with tirzepatide resulted in mean increases
from baseline in pancreatic amylase of 33 % to 38 % and lipase of 31 % to 42 %. Placebo treated
patients had an increase from baseline in amylase of 4 % and no changes were observed in lipase.

In 3 placebo-controlled weight management phase 3 studies , treatment with tirzepatide resulted in
mean increases from baseline in pancreatic amylase of 23 % and lipase of 34 %. Placebo treated

patients had an increase from baseline in amylase of 1.8 % and in lipase of 5.7 %.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

49 Overdose

In the event of overdose, appropriate supportive treatment should be initiated according to the
patient’s clinical signs and symptoms. Patients may experience gastrointestinal adverse reactions
including nausea. There is no specific antidote for overdose of tirzepatide. A prolonged period of
observation and treatment of these symptoms may be necessary, taking into account the half-life of
tirzepatide (approximately 5 days).
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Drugs used in diabetes, blood glucose lowering drugs, excl. insulins,
ATC code: A10BX16

Mechanism of action

Tirzepatide is a long acting GIP and GLP-1 receptor agonist, highly selective to human GIP and
GLP-1 receptors. Tirzepatide has high affinity to both the GIP and GLP-1 receptors. The activity of
tirzepatide on the GIP receptor is similar to native GIP hormone. The activity of tirzepatide on the
GLP-1 receptor is lower compared to native GLP-1 hormone. Both receptors are present on the
pancreatic a and B endocrine cells, heart, vasculature, immune cells (leukocytes), gut and kidney. GIP
receptors are also present on adipocytes.

In addition, both GIP and GLP-1 receptors are expressed in the areas of the brain important to appetite
regulation. Animal studies show that tirzepatide distributes to and activates neurons in brain regions
involved in regulation of appetite and food intake. Animal studies show that tirzepatide can modulate
fat utilization through the GIP receptor. In human adipocytes cultured in vitro, tirzepatide acts on GIP
receptors to regulate glucose uptake and modulate lipid uptake and lipolysis.

Glycaemic control

Tirzepatide improves glycaemic control by lowering fasting and postprandial glucose concentrations
in patients with type 2 diabetes through several mechanisms.

Appetite regulation and energy metabolism

Tirzepatide lowers body weight and body fat mass. The body weight reduction is mostly due to
reduced fat mass. The mechanisms associated with body weight and body fat mass reduction involve
decreased food intake through the regulation of appetite. Clinical studies show that tirzepatide reduces
energy intake and appetite by increasing feelings of satiety and fullness, and decreasing feelings of
hunger. Tirzepatide also reduces the intensity of food cravings and preferences for high sugar and high
fat foods. Tirzepatide modulates fat utilisation.

Pharmacodynamic effects

Insulin secretion

Tirzepatide increases pancreatic B-cell glucose sensitivity. It enhances first- and second-phase insulin
secretion in a glucose dependent manner.

In a hyperglycaemic clamp study in patients with type 2 diabetes, tirzepatide was compared to placebo
and the selective GLP-1 receptor agonist semaglutide 1 mg for insulin secretion. Tirzepatide 15 mg
enhanced the first and second-phase insulin secretion rate by 466 % and 302 % from baseline,
respectively. There was no change in first- and second-phase insulin secretion rate for

placebo.

Insulin sensitivity

Tirzepatide improves insulin sensitivity.
Tirzepatide 15 mg improved whole body insulin sensitivity by 63 %, as measured by M-value, a

measure of glucose tissue uptake using hyperinsulinemic euglycaemic clamp. The M-value was
unchanged for placebo.
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Tirzepatide lowers body weight in patients with obesity and overweight, and in patients with type 2
diabetes (irrespective of body weight), which may contribute to improvement in insulin sensitivity.

Glucagon concentration

Tirzepatide reduced the fasting and postprandial glucagon concentrations in a glucose dependent
manner. Tirzepatide 15 mg reduced fasting glucagon concentration by 28 % and glucagon AUC after a
mixed meal by 43 %, compared with no change for placebo.

Gastric emptying

Tirzepatide delays gastric emptying which may slow post meal glucose absorption and can lead to a
beneficial effect on postprandial glycaemia. Tirzepatide induced delay in gastric emptying diminishes
over time.

Clinical efficacy and safety

Type 2 diabetes mellitus

The safety and efficacy of tirzepatide were evaluated in five global randomised, controlled, phase 3
studies (SURPASS 1-5) assessing glycaemic control as the primary objective. The studies involved

6 263 treated patients with type 2 diabetes (4 199 treated with tirzepatide). The secondary objectives
included body weight, percentage of patients achieving weight reduction targets, fasting serum glucose
(FSG) and percentage of patients reaching target HbAlc. All five phase 3 studies assessed tirzepatide
5 mg, 10 mg and 15 mg. All patients treated with tirzepatide started with 2.5 mg for 4 weeks. Then the
dose of tirzepatide was increased by 2.5 mg every 4 weeks until they reached their assigned dose.

Across all studies, treatment with tirzepatide demonstrated sustained, statistically significant and
clinically meaningful reductions from baseline in HbAlc¢ as the primary objective compared to either
placebo or active control treatment (semaglutide, insulin degludec and insulin glargine) for up to

1 year. In 1 study these effects were sustained for up to 2 years. Statistically significant and clinically
meaningful reductions from baseline in body weight were also demonstrated. Results from the phase 3
studies are presented below based on the on-treatment data without rescue therapy in the modified
intent-to-treat (mITT) population consisting of all randomly assigned patients who were exposed to at
least 1 dose of study treatment, excluding patients discontinuing study treatment due to inadvertent
enrolment.

SURPASS-1 — Monotherapy

In a 40 week double-blind placebo-controlled study, 478 patients with inadequate glycaemic control
with diet and exercise, were randomised to tirzepatide 5 mg, 10 mg or 15 mg once weekly or placebo.
Patients had a mean age of 54 years and 52 % were men. At baseline the patients had a mean duration
of diabetes of 5 years and the mean BMI was 32 kg/m?.
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Table 2. SURPASS-1: Results at week 40

Tirzepatide | Tirzepatide | Tirzepatide Placebo
5mg 10 mg 15 mg
mITT population (n) 121 121 120 113
HbA:. (%0) Baseline (mean) 7.97 7.88 7.88 8.08
Change from baseline -1.87% -1.89% -2.07% +0.04
Difference from -1.91%** -1.93** 2. 11%* -
placebo [95 % CI] | [-2.18, -1.63] | [-2.21, -1.65] | [-2.39, -1.83]
HbA:. Baseline (mean) 63.6 62.6 62.6 64.8
(mmol/mol) Change from baseline -20.4% -20.7% -22.7% +0.4
Difference from -20.8** S21.1%%* -23.1%* -
placebo [95 % CI] | [-23.9,-17.8] | [-24.1,-18.0] | [-26.2, -20.0]
Patients (%) <7% 86.8%* 91.5%* 87.9%* 19.6
achieving HbA;.
<6.5% 81.87f 81.41t 86.21t 9.8
<57% 33.9%%* 30.5%* S51.7%* 0.9
FSG (mmol/L) Baseline (mean) 8.5 8.5 8.6 8.6
Change from baseline -2 4% -2.6% 2.7 +0.7*
Difference from -3.13%* -3.26%* -3.45%* -
placebo [95 % CI] | [-3.71, -2.56] | [-3.84, -2.69] | [-4.04, -2.86]
FSG (mg/dL) Baseline (mean) 153.7 152.6 154.6 155.2
Change from baseline -43.6" -45.9% -49.3% +12.9*
Difference from -56.5%* -58.8%* -62.1%* -
placebo [95 % CI] | [-66.8, -46.1] | [-69.2, -48.4] | [-72.7,-51.5]
Body weight (kg) Baseline (mean) 87.0 85.7 85.9 84.4
Change from baseline -7.0% -7.8% -9.5% -0.7
Difference from -6.3%* S7.%* -8.8%* -
placebo [95 % CI] | [-7.8,-4.7] [-8.6, -5.5] [-10.3,-7.2]
Patients (%) >5% 66.97t 78.071 76.711 14.3
achieving weight >10 % 30.67f 39.87F 47 411 0.9
loss >15% 13.2% 17.0F 26.71 0.0
p <0.05, **p < 0.001 for superiority, adjusted for multiplicity.
"p <0.05, *'p < 0.001 compared to placebo, not adjusted for multiplicity.
#p<0.05,"p <0.001 compared to baseline, not adjusted for multiplicity.
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Figure 1. Mean HbA:. (%) and mean body weight (kg) from baseline to week 40

SURPASS-2 — Combination therapy with metformin

++@::: MOUNJARO 5 mg =W¥= =MOUNJARO 10 mg —4— MOUNJARO 15 mg —@ = Placebo

In a 40 week active-controlled open-label study, (double-blind with respect to tirzepatide dose
assignment) 1 879 patients were randomised to tirzepatide 5 mg, 10 mg or 15 mg once weekly or

14



semaglutide 1 mg once weekly, all in combination with metformin. Patients had a mean age of
57 years and 47 % were men. At baseline the patients had a mean duration of diabetes of 9 years and

the mean BMI was 34 kg/m?.

Table 3. SURPASS-2: Results at week 40

Tirzepatide | Tirzepatide | Tirzepatide | Semaglutide
5mg 10 mg 15mg 1 mg
mITT population (n) 470 469 469 468
HbA; (%) Baseline (mean) 8.33 8.31 8.25 8.24
Change from baseline -2.09* -2.37% -2.46" -1.86™
Difference from -0.23%** -0.51** -0.60** -
semaglutide | [-0.36,-0.10] | [-0.64,-0.38] | [-0.73, -0.47]
[95 % CI]
HbA¢ Baseline (mean) 67.5 67.3 66.7 66.6
(mmol/mol) Change from baseline -22.8% -25.9% -26.9% -20.3%
Difference from -2.5%*® -5.6%* -6.6%* N/A
semaglutide [-3.9,-1.1] [-7.0,-4.1] [-8.0, -5.1]
[95 % CI]
Patients (%) <7% 85.5* 88.9%* 92.2%* 81.1
achieving <6.5% 74.01 82.11% 87.11% 66.2
HbA <57% 29.3tt 447 50.9%* 19.7
FSG (mmol/L) Baseline (mean) 9.67 9.69 9.56 9.49
Change from baseline -3.11% -3.42% -3.52% -2.70%
Difference from -0.417 -0.727f -0.821f -
semaglutide | [-0.65,-0.16] | [-0.97,-0.48] | [-1.06, -0.57]
[95 % CI]
FSG (mg/dL) Baseline (mean) 174.2 174.6 172.3 170.9
Change from baseline -56.0" -61.6" -63.4% -48.6"
D‘ff::;‘:geh?;g; -7.31 -13.0™ 1471 ;
195 % CI] [-11.7,-3.0] [-17.4,-8.6] | [-19.1,-10.3]
Body weight Baseline (mean) 92.6 94.9 93.9 93.8
(kg) Change from baseline -7.8% -10.3% -12.4% -6.2%
Difference from =17 -4 1%* -6.2%* -
semaglutide [-2.6,-0.7] [-5.0,-3.2] [-7.1,-5.3]
[95 % CI]
Patients (%) >5% 68.6 82.47F 86.211 58.4
achieving >10 % 35.87F 52.97F 64.9"1 25.3
weight loss >15% 15.2F 27.71 39.97F 8.7

p <0.05, **p < 0.001 for superiority, adjusted for multiplicity.
fp <0.05, T'p < 0.001 compared to semaglutide 1 mg, not adjusted for multiplicity.

#p<0.05,"p <0.001 compared to baseline, not adjusted for multiplicity.
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Figure 2. Mean HbA:. (%) and mean body weight (kg) from baseline to week 40

SURPASS-3 — Combination therapy with metformin, with or without SGLT2i

In a 52 week active-controlled open-label study, 1 444 patients were randomised to tirzepatide 5 mg,
10 mg or 15 mg once weekly or insulin degludec, all in combination with metformin with or without a
SGLT2i. 32 % of patients were using SGLT2i at baseline. At baseline the patients had a mean duration
of diabetes of 8 years, a mean BMI of 34 kg/m?, a mean age of 57 years and 56 % were men.

Patients treated with insulin degludec started at a dose of 10 U/day which was adjusted using an

algorithm for a target fasting blood glucose of <5 mmol/L. The mean dose of insulin degludec at
week 52 was 49 units/day.
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Table 4. SURPASS-3: Results at week 52

Tirzepatide Tirzepatide | Tirzepatide | Titrated
5mg 10 mg 15mg insulin
degludec
mITT population (n) 358 360 358 359
HbA:. (%) Baseline (mean) 8.17 8.19 8.21 8.13
Change from baseline -1.93* -2.20% -2.37% -1.34%
Difference from insulin -0.59%** -0.86** -1.04%** -
degludec [95 % CI] | [-0.73,-0.45] | [-1.00, -0.72] | [-1.17, -0.90]
HbA. Baseline (mean) 65.8 66.0 66.3 65.4
(mmol/mol) Change from baseline -21.1% -24.0% -26.0% -14.6"
Difference from insulin -6.4%* -9.4%* -11.3%* -
degludec [95% CI] | [-7.9,-49] | [-10.9,-7.9] | [-12.8,-9.8]
Patients (%) <7% 82.4%* 89.7** 92.6%* 61.3
achieving <65% 7147 8037 8531 444
HbA:.
<57% 25.8"f 38.6'" 48.471 5.4
FSG (mmol/L) Baseline (mean) 9.54 9.48 9.35 9.24
Change from baseline -2.68% -3.04% -3.29% -3.09%
Difference from insulin 041" 0.05 -0.20 -
degludec [95 % CI] [0.14, 0.69] [-0.24, 0.33] | [-0.48, 0.08]
FSG (mg/dL) Baseline (mean) 171.8 170.7 168.4 166.4
Change from baseline -48.2% -54.8% -59.2% -55.7%
Difference from insulin 7.5 0.8 3.6 -
degludec [95% CT] | [2.4,12.5] [43,59] | [8.7,1.5]
Body weight Baseline (mean) 94.5 94.3 94.9 94.2
(kg) Change from baseline -7.5% -10.7% -12.9% +2.3%
Difference from insulin -9.8%* -13.0%* -15.2%* -
degludec [95% CI] | [-10.8,-8.8] | [-14.0,-11.9] | [-16.2, -14.2]
Patients (%) >5% 66.07 83.71" 87.81" 6.3
achieving >10 % 37.47 55.7 69.4'7 2.9
weight loss >15% 12.571 2837 425 0.0
p <0.05, **p < 0.001 for superiority, adjusted for multiplicity.
fp <0.05, T'p < 0.001 compared to insulin degludec, not adjusted for multiplicity.
#p<0.05,"p <0.001 compared to baseline, not adjusted for multiplicity.
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Figure 3. Mean HbA:. (%) and mean body weight (kg) from baseline to week 52

Continuous glucose monitoring (CGM)
A subset of patients (N = 243) participated in an evaluation of the 24 hour glucose profiles captured
with blinded CGM. At 52 weeks, patients treated with tirzepatide (10 mg and 15 mg pooled) spent
significantly more time with glucose values in the euglycaemic range defined as 71 to 140 mg/dL (3.9
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to 7.8 mmol/L) compared to patients treated with insulin degludec, with 73 % and 48 % of the 24 hour
period in range, respectively.

SURPASS-4 — Combination therapy with 1-3 oral antidiabetic medicinal products: metformin,
sulphonylureas or SGLT2i

In an active-controlled open-label study of up to 104 weeks (primary endpoint at 52 weeks),

2 002 patients with type 2 diabetes and increased cardiovascular risk were randomised to tirzepatide

5 mg, 10 mg or 15 mg once weekly or insulin glargine once daily on a background of metformin

(95 %) and/or sulphonylureas (54 %) and/or SGLT2i (25 %). At baseline the patients had a mean
duration of diabetes of 12 years, a mean BMI of 33 kg/m?, a mean age of 64 years and 63 % were men.
Patients treated with insulin glargine started at a dose of 10 U/day which was adjusted using an
algorithm with a fasting blood glucose target of < 5.6 mmol/L. The mean dose of insulin glargine at
week 52 was 44 units/day.
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Table 5. SURPASS-4: Results at week 52

Tirzepatide | Tirzepatide | Tirzepatide Titrated
5mg 10 mg 15 mg insulin
glargine
mITT population (n) 328 326 337 998
52 weeks
HbA:c (%0) Baseline (mean) 8.52 8.60 8.52 8.51
Change from baseline -2.24% -2.43% -2.58* -1.44%
Difference from insulin -0.80** -0.99** -1.14%* -
glargine [95 % CI] | [-0.92, -0.68] | [-1.11,-0.87] | [-1.26, -1.02]
HbA . Baseline (mean) 69.6 70.5 69.6 69.5
(mmol/mol) Change from baseline -24.5% -26.6" -28.2% -15.7%
Difference from insulin -8.8%* -10.9%** -12.5%* -
glargine [95 % CI] | [-10.1,-7.4] | [-12.3,-9.6] | [-13.8,-11.2]
Patients (%) <7 % 81.0%* 88.2%* 90.7** 50.7
achieving <6.5% 66.07" 76.0°f 81.17 31.7
HbA <5.7% 23.0'f 32.7' 43171 3.4
FSG (mmol/L) Baseline (mean) 9.57 9.75 9.67 9.37
Change from baseline -2.80% -3.06" -3.29% -2.84%
Difference from insulin 0.04 -0.21 -0.447F -
glargine [95 % CI] | [-0.22,0.30] | [-0.48,0.05] | [-0.71, -0.18]
FSG (mg/dL) Baseline (mean) 172.3 175.7 174.2 168.7
Change from baseline -50.4% -54.9% -59.3% -51.4%
Difference from insulin 1.0 -3.6 -8.07T -
glargine [95 % CI] | [-3.7,5.7] [-8.2, 1.1] [-12.6, -3.4]
Body weight Baseline (mean) 90.3 90.7 90.0 90.3
(kg) Change from baseline -7.1% -9.5% -11.7# +1.9%
Difference from insulin -9.0%* -11.4%* -13.5%* -
glargine [95 % CI] | [-9.8,-8.3] | [-12.1,-10.6] | [-14.3, -12.8]
Patients (%) >5% 62.9'1 77.6' 85.3 8.0
achieving >10 % 35.91" 53.07" 65.6' 1.5
weight loss >15% 13.8" 24.0" 36.5' 0.5
" p <0.05, **p < 0.001 for superiority, adjusted for multiplicity.
Tp <0.05, "p < 0.001 compared to insulin glargine, not adjusted for multiplicity.
#p<0.05,*p <0.001 compared to baseline, not adjusted for multiplicity.
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Figure 4. Mean HbA: (%) and mean body weight (kg) from baseline to week 52

SURPASS-5 — Combination therapy with titrated basal insulin, with or without metformin

52
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In a 40 week double-blind placebo-controlled study, 475 patients with inadequate glycaemic control
using insulin glargine with or without metformin were randomised to tirzepatide 5 mg, 10 mg or
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15 mg once weekly or placebo. Insulin glargine doses were adjusted utilizing an algorithm with a
fasting blood glucose target of < 5.6 mmol/L. At baseline the patients had a mean duration of diabetes

of 13 years, a mean BMI of 33 kg/m?, a mean age of 61 years and 56 % were men. The overall

estimated median dose of insulin glargine at baseline was 34 units/day. The median dose of insulin
glargine at week 40 was 38, 36, 29 and 59 units/day for tirzepatide 5 mg, 10 mg, 15 mg and placebo

respectively.

Table 6. SURPASS-5: Results at week 40

Tirzepatide | Tirzepatide | Tirzepatide Placebo
5mg 10 mg 15 mg
mITT population (n) 116 118 118 119
HbA; (%) Baseline (mean) 8.29 8.34 8.22 8.39
Change from baseline -2.23% -2.59* -2.59* -0.93%
Difference from -1.30%* -1.66** -1.65%* -
placebo [95 % CI] | [-1.52,-1.07] | [-1.88,-1.43] | [-1.88,-1.43]
HbA. Baseline (mean) 67.1 67.7 66.4 68.2
(mmol/mol) Change from baseline -24 4% -28.3% -28.3% -10.2%
Difference from -14.2%* -18.1%* -18.1%* -
placebo [95 % CI] | [-16.6,-11.7] | [-20.6,-15.7] | [-20.5,-15.6]
Patients (%) <7% 93.0%* 97.4%* 94.0%* 33.9
achieving . . .
HbA. <6.5% 0.0 94,77t 92.37f 17.0
<57% 26.17f 47.87 62.477 2.5
FSG (mmol/L) Baseline (mean) 9.00 9.04 8.91 9.13
Change from baseline -3.41% -3.77% -3.76% -2.16%
Difference from -1.25%* -1.61** -1.60** -
placebo [95 % CI] | [-1.64,-0.86] | [-2.00,-1.22] | [-1.99,-1.20]
FSG (mg/dL) Baseline (mean) 162.2 162.9 160.4 164.4
Change from baseline -61.4% -67.9% -67.7% -38.9%
Difference from -22.5%* -29.0%** -28.8%* -
placebo [95 % CI] | [-29.5,-15.4] | [-36.0,-22.0] | [-35.9,-21.6]
Body weight Baseline (mean) 95.5 95.4 96.2 94.1
(kg) Change from baseline -6.2% -8.2% -10.9% +1.7%
Difference from -7.8%* -9.9%* -12.6%* -
placebo [95 % CI] [-9.4,-6.3] [-11.5,-8.3] | [-14.2,-11.0]
Patients (%) >5% 53.9'1 64.6'1 84.6' 5.9
achieving >10% 22.6'1 46.9'1 51.371 0.9
weight loss >15% 7.0t 26.61 316" 0.0

" <0.05, **p <0.001 for superiority, adjusted for multiplicity.

"p <0.05, "p < 0.001 compared to placebo, not adjusted for multiplicity.
#p<0.05,*p <0.001 compared to baseline, not adjusted for multiplicity.
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Figure 5. Mean HbA:. (%) and mean body weight (kg) from baseline to week 40

Weight management

The efficacy and safety of tirzepatide for weight management, in combination with a reduced calorie
intake and increased physical activity, in patients with obesity (BMI > 30 kg/m?), or overweight
(BMI > 27 kg/m? to < 30 kg/m?) and at least one weight-related comorbidity (such as treated or
untreated dyslipidaemia, hypertension, obstructive sleep apnoea, or cardiovascular disease), and with
prediabetes or normoglycemia, but without type 2 diabetes mellitus, were evaluated in three
randomised double-blinded, placebo-controlled phase 3 studies (SURMOUNT-1, SURMOUNT-3,
SURMOUNT-4). A total of 3 900 adult patients (2 518 randomised to tirzepatide) were included in
these studies.

Treatment with tirzepatide demonstrated clinically meaningful and sustained weight reduction
compared with placebo. Furthermore, a higher percentage of patients achieved > 5 %, > 10 %, > 15 %
and > 20 % weight loss with tirzepatide compared with placebo.

The efficacy and safety of tirzepatide for weight management in patients with type 2 diabetes were
evaluated in a randomised double-blinded, placebo-controlled phase 3 study (SURMOUNT-2), and in
a subpopulation of patients with BMI > 27 kg/m? in five randomised phase 3 studies (SURPASS-1

to -5). A total of 6 330 patients with BMI > 27 kg/m? (4 249 randomised to treatment with tirzepatide)
were included in these studies. In SURMOUNT-2 treatment with tirzepatide demonstrated clinically
meaningful and sustained weight reduction compared with placebo. Furthermore, a higher percentage
of patients achieved > 5 %, > 10 %, > 15 % and > 20 % weight loss with tirzepatide compared with
placebo. Subgroup analyses of patients with obesity or overweight in the SURPASS studies
(amounting to 86 % of the overall SURPASS-1 to -5 population) showed sustained weight reduction,
and a higher percentage of patients achieving weight reduction targets compared to active
comparator/placebo.

In all SURMOUNT studies, the same tirzepatide dose escalation scheme was used as in the SURPASS
programme (starting with 2.5 mg for 4 weeks, followed by increases in 2.5 mg increments every
4 weeks until the assigned dose was reached).

SURMOUNT-1

In a 72 week double-blind placebo-controlled study, 2 539 adult patients with obesity (BMI >

30 kg/m?) or with overweight (BMI > 27 kg/m? to < 30 kg/m?) and at least one weight-related
comorbid condition, were randomised to tirzepatide 5 mg, 10 mg or 15 mg once weekly or placebo.
All patients were counselled on a reduced-calorie diet and increased physical activity throughout the
trial. At baseline, patients had a mean age of 45 years, 67.5 % were women and 40.6 % of patients had
prediabetes. Mean BMI at baseline was 38 kg/m?.
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Table 7. SURMOUNT-1: Results at week 72

Tirzepatide Tirzepatide Tirzepatide Placebo
5mg 10 mg 15 mg
mITT population (n) 630 636 630 643
Body weight
Baseline (kg) 102.9 105.9 105.5 104.8
Change (%) from baseline -16.0™ -21.47F -22.51f 2.4
Difference (%) from placebo -13.5" -18.9™ -20.1% -
[95 % CI] [-14.6, -12.5] [-20.0, -17.8] [-21.2, -19.0]
Change (kg) from baseline -16.171 -22.271 -23.6'1 -2.47%
Difference (kg) from placebo -13.8% -19.8% -21.2% -
[95 % CI] [-15.0, -12.6] [-21.0, -18.6] [-22.4, -20.0]
Patients (%) achieving body weight reduction
>5% 89.4™ 96.2" 96.3" 27.9
>10 % 73.4% 85.9" 90.1% 13.5
>15% 50.2% 73.6™ 78.2% 6.0
>20% 31.6" 55.5" 62.9" 1.3
Waist circumference (cm)
Baseline 113.2 114.9 114.4 114.0
Change from baseline -14.6"" -19.47f -19.97f -3.47T
Difference from placebo -11.2% -16.0™ -16.5" -
[95 % CI] [-12.3,-10.0] [-17.2,-14.9] [-17.7,-15.4]

p < 0.001 versus baseline.

**p < 0.001 versus placebo, adjusted for multiplicity.
#p < 0.001 versus placebo, not adjusted for multiplicity.
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Figure 6. Mean change in body weight (%) from baseline to week 72

In SURMOUNT-1, pooled doses of tirzepatide 5 mg, 10 mg, and 15 mg led to a significant
improvement compared to placebo in systolic blood pressure (-8.1 mmHg vs. -1.3 mmHg),
triglycerides (-27.6 % vs. -6.3 %), non-HDL-C (-11.3 % vs. -1.8 %), HDL-C (7.9 % vs. 0.3 %), and
fasting insulin (-46.9 % vs. -9.7 %).

Among the patients in SURMOUNT-1 with prediabetes at baseline (N = 1032), 95.3 % patients
treated with tirzepatide reverted to normoglycemia at week 72, as compared with 61.9 % of patients in
the placebo group.

SURMOUNT-2

In a 72 week double-blind placebo-controlled study, 938 adult patients with obesity (BMI > 30 kg/m?)
or with overweight (BMI > 27 kg/m? to < 30 kg/m?) and type 2 diabetes, were randomised to
tirzepatide 10 mg or 15 mg once weekly or placebo. Patients included in the trial had HbAlc 7-10 %
and were treated with either diet and exercise alone, or with one or more oral anti-hyperglycemic
agent . All patients were counselled on a reduced calorie diet and increased physical activity
throughout the trial. Patients had a mean age of 54 years and 51 % were women.Mean BMI at baseline
was 36.1 kg/m?.
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Table 8. SURMOUNT-2: Results at week 72

Tirzepatide Tirzepatide Placebo
10 mg 15 mg

mITT population (n) 312 311 315

Body weight
Baseline (kg) 101.1 99.5 101.7
Change (%) from baseline -13.47% -15.71f -3.37f
Difference (%) from placebo -10.17 -12.4™ -
[95 % CI] [-11.5,-8.8] | [-13.7,-11.0]
Change (kg) from baseline -13.57F -15.6'" 3.2
Difference (kg) from placebo -10.3% -12.4% -
195 % CI] [-11.7,-8.8] | [-13.8-11.0]

Patients (%) achieving body weight reduction
>5% 81.6™ 86.4" 30.5
>10% 63.4" 69.6™ 8.7
>15% 41.4™ 51.8™ 2.6
>20% 23.0" 34.0™ 1.0

Waist circumference (cm)
Baseline 114.3 114.6 116.1
Change from baseline -11.271 -13.871 -3.471
Difference from placebo -7.8" -10.4™ -
[95 % CI] [-9.2,-6.4] | [-11.8,-8.9]

HbA:c (mmol/mol)
Baseline 64.1 64.7 63.4
Change from baseline -23 417 -24 37 -1.87
Difference from placebo -21.6™ -22.5™ -
[95 % CI] [-23.5,-19.6] | [-24.4,-20.6]

HbA, (%)
Baseline 8.0 8.1 8.0
Change from baseline 2217 =221 -0.2¢
Difference from placebo 2.0 217 -
[95 % CI] [-2.2, -1.8] [-2.2,-1.9]

Patients (%) achieving HbAlc
<7% 90.0" 90.7" 29.3
<6.5% 84.1" 86.7" 15.5
<5.7% 50.2" 5537 2.8

FSG (mmol/L)
Baseline 8.8 9.0 8.7
Change from baseline 2.7 -2.97 -0.1
Difference from placebo 2.6™ 2.7 -
[95 % CI] [-2.9, -2.3] [-3.1, -2.4]

FSG (mg/dL)
Baseline 157.8 161.5 156.7
Change from baseline -49.21 -51.771 2.4
Difference from placebo -46.8" -49.3™ -
[95 % CI] [-52.7,-40.9] | [-55.2,-43.3]

p< 0.05 versus baseline

Tp < 0.001 versus baseline.

**p < 0.001 versus placebo, adjusted for multiplicity.
#p < 0.001 versus placebo, not adjusted for multiplicity.
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Figure 7. Mean change in body weight (%) from baseline to week 72

In SURMOUNT-2, pooled doses of tirzepatide 10 mg and 15 mg led to a significant improvement
compared to placebo in systolic blood pressure (-7.2 mmHg vs. -1.0 mmHg), triglycerides (-28.6 % vs.
-5.8 %), non-HDL-C (-6.6 % vs. 2.3 %), and HDL-C (8.2 % vs. 1.1 %).

SURMOUNT-3

In an 84 week study, 806 adult patients with obesity (BMI > 30 kg/m?) or with overweight

(BMI > 27 kg/m? to < 30 kg/m?) and at least one weight related comorbid condition, entered a 12 week
intensive lifestyle intervention lead-in period consisting of a low calorie diet (1 200-1 500 kcal/day),
increased physical activity and frequent behavioural counselling. At the end of the 12 week lead-in
period, 579 patients who achieved > 5.0 % weight reduction were randomised to tirzepatide maximum
tolerated dose (MTD) of 10 mg or 15 mg once weekly or to placebo, for 72 weeks (double-blind
phase). Patients were on a reduced-calorie diet and increased physical activity throughout the double-
blind phase of the study. At randomisation patients had a mean age of 46 years and 63 % were women.
Mean BMI at randomisation was 35.9 kg/m?.
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Table 9. SURMOUNT-3: Results at week 72

Tirzepatide Placebo
MTD
mITT population (n) 287 292
Body weight
Baseline' (kg) 102.3 101.3
Change (%) from baseline! 2117 3.37%
Difference (%) from placebo -24.5™ -
[95 % CI] [-26.1, -22.8]
Change (kg) from baseline! -21.57f 3.57%
Difference (kg) from placebo -25.0% -
[95 % CI] [-26.9, -23.2]
Patients (%) achieving body weight reduction
>5% 94.4™ 10.7
>10% 88.0" 4.8
>15% 73.9" 2.1
>20% 54.9" 1.0
Patients (%) who maintain >80% of the body 98.6™ 37.8
weight lost during the 12-week lead-in period
Waist circumference (cm)
Baseline! 109.2 109.6
Change from baseline! -16.81T 1.1
Difference from placebo -17.9" -
[95 % CI] [-19.5,-16.3]

'"Randomisation (Week 0)

Tp < 0.001 versus baseline'.

“p <0.001 versus placebo, adjusted for multiplicity.

#p < 0.001 versus placebo, not adjusted for multiplicity.
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Figure 8. Mean change in body weight (%) from Week -12 to week 72
SURMOUNT-4

In an 88 week study, 783 adult patients with obesity (BMI > 30 kg/m?) or with overweight

(BMI > 27 kg/m? to < 30 kg/m?) and at least one weight related comorbid condition, were enrolled in a
36 week open label tirzepatide lead-in phase. At the start of lead-in period, the enrolled patients had a
mean body weight of 107.0 kg and a mean BMI of 38.3 kg/m?. At the end of the lead-in period,

670 patients who achieved tirzepatide MTD of 10 mg or 15 mg dose were randomised to continue
treatment with tirzepatide once weekly or to switch to placebo for 52 weeks (double-blind phase).
Patients were counselled on a reduced calorie diet and increased physical activity throughout the trial.
At randomisation (week 36), patients had a mean age of 49 years and 71 % were women. Mean body
weight at randomisation was 85.2 kg and mean BMI was 30.5 kg/m?.

Patients who continued treatment with tirzepatide for an additional 52 weeks (up to 88 weeks in total)
maintained and experienced further weigh loss after the initial weight reduction achieved during the
36 week lead-in phase. The weight reduction was superior and clinically meaningful compared to the
placebo group, in which a substantial regain of body weight lost during the lead-in phase was observed
(see Table 10 and Figure 9). Nevertheless, the observed mean body weight for placebo-treated patients
was lower at week 88 than at the start of the lead-in phase (see Figure 9).
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Table 10. SURMOUNT-4: Results at week 88

Tirzepatide Placebo
MTD
mITT population (n) only patients at Week 36 335 335
Body weight
Weight (kg) at Week 0 (baseline) 106.7 107.8
Weight (kg) at Week 36 (randomisation) 84.5 85.9
Change (%) from Week 36 at Week 88 -6.71 1487
Difference (%) from placebo at Week 88 -21.47 -
[95 % CI] [-22.9, -20.0]
Change (kg) from Week 36 at Week 88 5.7 11.97
Difference (kg) from placebo at Week 88 -17.6" -
[95 % CI] [-18.8, -16.4]
Patients (%) achieving body weight reduction from Week 0 to Week 88
>5% 98.5™ 69.0
>10% 94.0™ 44.4
>15% 87.17 24.0
>20% 72.6™ 11.6
Patients (%) who maintain >80% of the body weight 93.4™ 13.5
lost during the 36-week lead-in period at Week 88
Waist circumference (cm)
Baseline (Week 0) 114.9 115.6
Randomisation (Week 36) 96.7 98.2
Change from randomisation (Week 36) 4.6 8.37f
Difference from placebo -12.9" -
[95 % CI] [-14.1, -11.7]

p < 0.001 versus baseline.
**p < 0.001 versus placebo, adjusted for multiplicity.
#p < 0.001 versus placebo, not adjusted for multiplicity.
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Figure 9. Mean change in body weight (%) from baseline (Week 0) to week 88

Risk of weight regain to > 95 % of study baseline (Week 0) weight at week 88

Time to event analysis showed that continued tirzepatide treatment during the double-blind period
reduced the risk of returning to greater than 95 % body weight observed at Week 0, for those who had
already lost at least 5 % since week 0 by approximately 99 % compared with placebo (hazard ratio,
0.013 [95 % CI, 0.004 to 0.046]; p < 0.001).

Effect on body composition

Changes in body composition were evaluated in a sub-study in SURMOUNT-1 using dual energy
X-ray absorptiometry (DEXA). The results of the DEXA assessment showed that treatment with
tirzepatide was accompanied by greater reduction in fat mass than in lean body mass leading to an
improvement in body composition compared to placebo after 72 weeks. Furthermore, this reduction in
total fat mass was accompanied by a reduction in visceral fat. These results suggest that most of the
total weight loss was attributable to a reduction in fat tissue, including visceral fat.

Improvement in physical functioning

Patients with obesity or overweight without diabetes who received tirzepatide showed small
improvements in health-related quality of life, including physical functioning. The improvements were
greater in the tirzepatide-treated patients than in those who received placebo. Health-related quality of

life was assessed using the generic questionnaire Short Form-36v2 Health Survey Acute, Version
(SF-36v2).

Cardiovascular evaluation

Cardiovascular (CV) risk was assessed via a meta-analysis of patients with at least one adjudication
confirmed major adverse cardiovascular event (MACE). The composite endpoint of MACE-4 included
CV death, non-fatal myocardial infarction, non-fatal stroke, or hospitalisation for unstable angina.
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In a primary meta-analysis of phase 2 and 3 registration studies in patients with type 2 diabetes, a total
of 116 patients (tirzepatide: 60 [n =4 410]; all comparators: 56 [n =2 169]) experienced at least one
adjudication confirmed MACE-4: The results showed that tirzepatide was not associated with excess
risk for CV events compared with pooled comparators (HR: 0.81; CI: 0.52 to 1.26).

An additional analysis was conducted specifically for the SURPASS-4 study that enrolled patients
with established CV disease. A total of 109 patients (tirzepatide: 47 [n = 995]; insulin glargine:

62 [n =1 000]) experienced at least one adjudication confirmed MACE-4: The results showed that
tirzepatide was not associated with excess risk for CV events compared with insulin glargine

(HR: 0.74; CI: 0.51 to 1.08).

In 3 placebo-controlled weight management phase 3 studies (SURMOUNT 1-3), a total of
27 participants experienced at least one adjudication confirmed MACE (TZP: 17 (n = 2 806);
placebo: 10 (n =1 250)); the event rate was similar across placebo and tirzepatide.

Blood pressure

In the placebo-controlled phase 3 studies in patients with T2DM, treatment with tirzepatide resulted in
a mean decrease in systolic and diastolic blood pressure of 6 to 9 mmHg and 3 to 4 mmHg,
respectively. There was a mean decrease in systolic and diastolic blood pressure of 2 mmHg each in
placebo treated patients.

In 3 placebo-controlled weight management phase 3 studies (SURMOUNT 1-3), treatment with
tirzepatide resulted in a mean decrease in systolic and diastolic blood pressure of 7 mmHg and
4 mmHg, respectively. There was a mean decrease in systolic and diastolic blood pressure of

< 1 mmHg each in placebo treated patients.

Other information

Fasting serum glucose

Across SURPASS-1 to -5 trials, treatment with tirzepatide resulted in significant reductions from
baseline in FSG (changes from baseline to primary end point were -2.4 mmol/L to -3.8 mmol/L).
Significant reductions from baseline in FSG could be observed as early as 2 weeks. Further
improvement in FSG was seen through to 42 weeks then was sustained through the longest study
duration of 104 weeks.

Postprandial glucose

Across SURPASS-1 to -5 trials, treatment with tirzepatide resulted in significant reductions in mean
2 hour post prandial glucose (mean of 3 main meals of the day) from baseline (changes from baseline
to primary end point were -3.35 mmol/L to -4.85 mmol/L).

Triglycerides

Across SURPASS-1 to -5 trials, tirzepatide 5 mg, 10 mg and 15 mg resulted in reduction in serum
triglyceride of 15-19 %, 18-27 % and 21-25 % respectively.

In the 40 week trial versus semaglutide 1 mg, tirzepatide 5 mg, 10 mg and 15 mg resulted in 19 %,
24 % and 25 % reduction in serum triglycerides levels respectively compared to 12 % reduction with
semaglutide 1 mg.

In the 72 week placebo-controlled phase 3 study in patients with obesity or overweight without T2DM

(SURMOUNT-1), treatment with tirzepatide 5 mg, 10 mg, and 15 mg resulted in 24 %, 27 % and
31 % reduction in serum triglyceride levels respectively compared to 6 % reduction with placebo.
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In the 72 week placebo-controlled phase 3 study in patients with obesity or overweight with T2DM
(SURMOUNT-2), treatment with tirzepatide 10 mg and 15 mg resulted in 27 % and 31 % reduction in
serum triglyceride levels respectively compared to 6 % reduction with placebo.

Proportion of patients reaching HbAlc < 5.7 % without clinically significant hypoglycaemia

In the 4 studies where tirzepatide was not combined with basal insulin (SURPASS-1 to -4), 93.6 % to
100 % of patients who achieved a normal glycaemia of HbAlc < 5.7 % (< 39 mmol/mol), at the
primary endpoint visit with tirzepatide treatment did so without clinically significant hypoglycaemia.
In Study SURPASS-5, 85.9 % of patients treated with tirzepatide who reached HbAlc <5.7 %

(<39 mmol/mol) did so without clinically significant hypoglycaemia.

Special populations

The efficacy of tirzepatide for the treatment of T2DM was not impacted by age, gender, race,
ethnicity, region, or by baseline BMI, HbA ¢, diabetes duration and level of renal function
impairment.

The efficacy of tirzepatide for weight management was not impacted by age, gender, race, ethnicity,
region, baseline BMI, and presence or absence of prediabetes.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Mounjaro in one or more subsets of the paediatric population for the treatment of type 2 diabetes
mellitus and for weight management (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Tirzepatide consists of 39-amino acids and has a C20 fatty diacid moiety attached, which enables
albumin binding and prolongs half-life.

Absorption

Maximum concentration of tirzepatide is reached 8 to 72 hours post dose. Steady state exposure is
achieved following 4 weeks of once weekly administration. Tirzepatide exposure increases in a dose
proportional manner.

Similar exposure was achieved with subcutaneous administration of tirzepatide in the abdomen, thigh,
or upper arm.

Absolute bioavailability of subcutaneous tirzepatide was 80 %.

Distribution

The mean apparent steady-state volume of distribution of tirzepatide following subcutaneous
administration in patients with type 2 diabetes is approximately 10.3 L, and 9.7 L in patients with
obesity.

Tirzepatide is highly bound to plasma albumin (99 %).

Biotransformation

Tirzepatide is metabolised by proteolytic cleavage of the peptide backbone, beta-oxidation of the
C20 fatty diacid moiety and amide hydrolysis.
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Elimination

The apparent population mean clearance of tirzepatide is approximately 0.06 L/h with an elimination
half-life of approximately 5 days, enabling once weekly administration.

Tirzepatide is eliminated by metabolism. The primary excretion routes of tirzepatide metabolites are
via urine and faeces. Intact tirzepatide is not observed in urine or faeces.

Special populations

Age, gender, race, ethnicity, body weight

Age, gender, race, ethnicity, or body weight do not have a clinically relevant effect on the
pharmacokinetics (PK) of tirzepatide. Based on a population PK analysis, the exposure of tirzepatide
increases with decreasing body weight; however, the effect of body weight on the PK of tirzepatide
does not appear to be clinically relevant.

Renal impairment

Renal impairment does not impact the PK of tirzepatide. The PK of tirzepatide after a single 5 mg
dose was evaluated in patients with different degrees of renal impairment (mild, moderate, severe,
ESRD) compared with subjects with normal renal function and no clinically relevant differences were
observed. This was also shown for patients with both type 2 diabetes mellitus and renal impairment
based on data from clinical studies.

Hepatic impairment

Hepatic impairment does not impact the PK of tirzepatide. The PK of tirzepatide after a single 5 mg
dose was evaluated in patients with different degrees of hepatic impairment (mild, moderate, severe)
compared with subjects with normal hepatic function and no clinically relevant differences were
observed.

Paediatric population

Tirzepatide has not been studied in paediatric patients.
5.3 Preclinical safety data

Non-clinical data reveal no special hazards for humans based on conventional studies of safety
pharmacology or repeat-dose toxicity or genotoxicity.

A 2-year carcinogenicity study was conducted with tirzepatide in male and female rats at doses of
0.15, 0.50, and 1.5 mg/kg (0.12, 0.36, and 1.02-fold the maximum recommended human dose
(MRHD) based on AUC) administered by subcutaneous injection twice weekly. Tirzepatide caused an
increase in thyroid C-cell tumours (adenomas and carcinomas) at all doses compared to controls. The
human relevance of these findings is unknown.

In a 6-month carcinogenicity study in rasH2 transgenic mice, tirzepatide at doses of 1, 3, and 10 mg/kg
administered by subcutaneous injection twice weekly did not produce increased incidences of thyroid
C-cell hyperplasia or neoplasia at any dose.

Animal studies with tirzepatide did not indicate direct harmful effects with respect to fertility.

In animal reproduction studies, tirzepatide caused foetal growth reductions and foetal abnormalities at

exposures below the MRHD based on AUC. An increased incidence of external, visceral, and skeletal
malformations and visceral and skeletal developmental variations were observed in rats. Foetal growth
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reductions were observed in rats and rabbits. All developmental effects occurred at maternally toxic
doses.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Pre-filled pen, single-dose; vial, single-dose

Disodium hydrogen phosphate heptahydrate (E339)
Sodium chloride

Concentrated hydrochloric acid (for pH adjustment)
Sodium hydroxide (for pH adjustment)

Water for injections

Pre-filled pen (KwikPen), multi-dose

Disodium hydrogen phosphate heptahydrate (E339)
Benzyl alcohol (E1519)

Glycerol

Phenol

Sodium chloride

Concentrated hydrochloric acid (for pH adjustment)
Sodium hydroxide (for pH adjustment)

Water for injections

6.2 Incompatibilities

In the absence of compatibility studies this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life

Pre-filled pen, single-dose; vial, single-dose

Before use
2 years

Mounjaro may be stored unrefrigerated for up to 21 cumulative days at a temperature below 30 °C and
then the pre-filled pen or vial must be discarded.

Pre-filled pen (KwikPen), multi-dose

Before use
2 years

After first use
30 days. Store unrefrigerated at room temperature below 30 °C. The pre-filled KwikPen must be
discarded 30 days after first use.

6.4  Special precautions for storage

Store in a refrigerator (2 °C — 8 °C).
Do not freeze.
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Pre-filled pen, single-dose; vial, single-dose

Store in original package in order to protect from light.

Pre-filled pen (KwikPen), multi-dose

For storage conditions after first use of the medicinal product, see section 6.3.
6.5 Nature and contents of container

Pre-filled pen, single-dose

Glass syringe encased in a disposable pre-filled pen.
The pre-filled pen has a hidden needle, which will automatically insert into the skin when the injection
button is pressed.

Each pre-filled pen contains 0.5 ml of solution.

Pack sizes of 2 pre-filled pens, 4 pre-filled pens and multipack containing 12 (3 packs of 4) pre-filled
pens. Not all pack sizes may be marketed.

Vial, single-dose

Clear glass vial with a sealed stopper.

Each vial contains 0.5 ml of solution.

Pack sizes of 1 vial, 4 vials, 12 vials, multipack containing 4 (4 packs of 1) vials or multipack
containing 12 (12 packs of 1) vials. Not all pack sizes may be marketed.

Pre-filled pen (KwikPen), multi-dose

Clear glass cartridge encased in a multi-dose pre-filled pen.

Each pre-filled KwikPen contains 2.4 ml of solution for injection (4 doses of 0.6 ml). Each pen has
excess volume for priming. However, attempting to inject any leftover medicinal product will result in
an incomplete dose even though the pen still has medicinal product left in it. Needles are not included.
Pack sizes of 1 and 3 pre-filled KwikPens. Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

Instructions for use

Inspect Mounjaro visually before use and discard for particulate matter or discolouration.
Mounjaro that has been frozen must not be used.

Pre-filled pen, single-dose
The pre-filled pen is for single-use only.

The instructions for using the pen, included with the package leaflet, must be followed carefully.

Vial, single-dose
The vial is for single-use only.

The instructions in the package leaflet for how to inject Mounjaro from a vial must be followed
carefully.
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Pre-filled pen (KwikPen), multi-dose
The pre-filled KwikPen is for multiple doses. Each KwikPen contains 4 doses. Dispose of the pen after
4 weekly doses.

The instructions for using the KwikPen, included with the package leaflet, must be followed carefully.

Disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V., Papendorpseweg 83, 3528 BJ Utrecht, The Netherlands.

8. MARKETING AUTHORISATION NUMBER

EU/1/22/1685/001
EU/1/22/1685/002
EU/1/22/1685/003
EU/1/22/1685/004
EU/1/22/1685/005
EU/1/22/1685/006
EU/1/22/1685/007
EU/1/22/1685/008
EU/1/22/1685/009
EU/1/22/1685/010
EU/1/22/1685/011
EU/1/22/1685/012
EU/1/22/1685/013
EU/1/22/1685/014
EU/1/22/1685/015
EU/1/22/1685/016
EU/1/22/1685/017
EU/1/22/1685/018
EU/1/22/1685/019
EU/1/22/1685/020
EU/1/22/1685/021
EU/1/22/1685/022
EU/1/22/1685/023
EU/1/22/1685/024
EU/1/22/1685/025
EU/1/22/1685/026
EU/1/22/1685/027
EU/1/22/1685/028
EU/1/22/1685/029
EU/1/22/1685/030
EU/1/22/1685/031
EU/1/22/1685/032
EU/1/22/1685/033
EU/1/22/1685/034
EU/1/22/1685/035
EU/1/22/1685/036
EU/1/22/1685/037
EU/1/22/1685/038
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EU/1/22/1685/039
EU/1/22/1685/040
EU/1/22/1685/041
EU/1/22/1685/042
EU/1/22/1685/043
EU/1/22/1685/044
EU/1/22/1685/045
EU/1/22/1685/046
EU/1/22/1685/047
EU/1/22/1685/048
EU/1/22/1685/049
EU/1/22/1685/050
EU/1/22/1685/051
EU/1/22/1685/052
EU/1/22/1685/053
EU/1/22/1685/054
EU/1/22/1685/055
EU/1/22/1685/056
EU/1/22/1685/057
EU/1/22/1685/058
EU/1/22/1685/059
EU/1/22/1685/060

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 15 September 2022

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.cu
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ANNEX 11
MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A.  MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) responsible for batch release

Pre-filled pen, single-dose; Vial, single-dose; Pre-filled pen (KwikPen), multi-dose

Eli Lilly Ttalia S.p.A.
Via Gramsci 731/733
50019, Sesto Fiorentino
Firenze (FI)

Italy

Pre-filled pen, single-dose; Pre-filled pen (KwikPen), multi-dose
Lilly France

2, rue du Colonel Lilly

67640 Fegersheim

France

Vial, single-dose; Pre-filled pen (KwikPen), multi-dose
Lilly S.A.

Avda. de la Industria, 30

28108 Alcobendas, Madrid

Spain

Pre-filled pen (KwikPen), multi-dose

Millmount Healthcare Limited

Block 7 City North Business Campus

Stamullen, K32 YD60

Ireland

The printed package leaflet of the medicinal product must state the name and address of the

manufacturer responsible for the release of the concerned batch.

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to medical prescription.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

o Periodic safety update reports (PSURS)

The requirements for submission of PSURs for this medicinal product are set out in the list of Union

reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC and any

subsequent updates published on the European medicines web-portal.

The marketing authorisation holder (MAH) shall submit the first PSUR for this product within
6 months following authorisation.
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D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

o Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance activities
and interventions detailed in the agreed RMP presented in Module 1.8.2 of the marketing
authorisation and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:
o At the request of the European Medicines Agency;
e Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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ANNEX 111

LABELLING AND PACKAGE LEAFLET
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A.  LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - PRE-FILLED PEN SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 2.5 mg solution for injection in pre-filled pen

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled pen contains 2.5 mg of tirzepatide in 0.5 ml solution (5 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
2 pre-filled pens
4 pre-filled pens

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only
Once weekly

Mark the day of the week you want to use your medicine to help you remember.

Mon. Tue. Wed. Thu. Fri. Sat. Sun.

Week 1

Week 2

Mon. Tue. Wed. Thu. Fri. Sat. Sun.

Week 1

Week 2

Week 3

Week 4

Read the package leaflet before use.
Subcutaneous use
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6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/001 2 pre-filled pens
EU/1/22/1685/002 4 pre-filled pens

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

MOUNIJARO 2.5 mg
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‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (with Blue Box) — multipack — PRE-FILLED PEN SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 2.5 mg solution for injection in pre-filled pen

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled pen contains 2.5 mg of tirzepatide in 0.5 ml solution (5 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

Multi-pack: 12 (3 packs of 4) pre-filled pens.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/003

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

MOUNJARO 2.5 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INNER CARTON (without Blue Box) component of a multipack - PRE-FILLED PEN SINGLE-
DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 2.5 mg solution for injection in pre-filled pen

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled pen contains 2.5 mg of tirzepatide in 0.5 ml solution (5 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid; water for injections. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

4 pre-filled pens. Component of a multipack, can’t be sold separately.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only
Once weekly

Mark the day of the week you want to use your medicine to help you remember.

Mon. Tue. Wed. Thu. Fri. Sat. Sun.

Week 1
Week 2
Week 3
Week 4

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.
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‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/003

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

MOUNJARO 2.5 mg

‘ 17. UNIQUE IDENTIFIER — 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN SINGLE-DOSE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Mounjaro 2.5 mg solution for injection

tirzepatide
Subcutaneous use

2. METHOD OF ADMINISTRATION

Once weekly

3. EXPIRY DATE

EXP

4, BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.5 ml

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - PRE-FILLED PEN SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 5 mg solution for injection in pre-filled pen

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled pen contains 5 mg of tirzepatide in 0.5 ml solution (10 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
2 pre-filled pens
4 pre-filled pens

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only
Once weekly

Mark the day of the week you want to use your medicine to help you remember.

Mon. Tue. Wed. Thu. Fri. Sat. Sun.

Week 1

Week 2

Mon. Tue. Wed. Thu. Fri. Sat. Sun.

Week 1

Week 2

Week 3

Week 4

Read the package leaflet before use.
Subcutaneous use
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6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/004 2 pre-filled pens
EU/1/22/1685/005 4 pre-filled pens

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

MOUNIJARO 5 mg
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‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (with Blue Box) — multipack — PRE-FILLED PEN SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 5 mg solution for injection in pre-filled pen

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled pen contains 5 mg of tirzepatide in 0.5 ml solution (10 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

Multi-pack: 12 (3 packs of 4) pre-filled pens.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/006

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

MOUNIJARO 5 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN

54



PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INNER CARTON (without Blue Box) component of a multipack — PRE-FILLED PEN SINGLE-
DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 5 mg solution for injection in pre-filled pen

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled pen contains 5 mg of tirzepatide in 0.5 ml solution (10 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid; water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

4 pre-filled pens. Component of a multipack, can’t be sold separately.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only
Once weekly

Mark the day of the week you want to use your medicine to help you remember.

Mon. Tue. Wed. Thu. Fri. Sat. Sun.

Week 1
Week 2
Week 3
Week 4

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.
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‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/006

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

MOUNIJARO 5 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN SINGLE-DOSE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Mounjaro 5 mg solution for injection

tirzepatide
Subcutaneous use

2. METHOD OF ADMINISTRATION

Once weekly

3. EXPIRY DATE

EXP

4, BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.5 ml

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - PRE-FILLED PEN SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 7.5 mg solution for injection in pre-filled pen

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled pen contains 7.5 mg of tirzepatide in 0.5 ml solution (15 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
2 pre-filled pens
4 pre-filled pens

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only
Once weekly

Mark the day of the week you want to use your medicine to help you remember.

Mon. Tue. Wed. Thu. Fri. Sat. Sun.

Week 1

Week 2

Mon. Tue. Wed. Thu. Fri. Sat. Sun.

Week 1

Week 2

Week 3

Week 4

Read the package leaflet before use.
Subcutaneous use
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6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/007 2 pre-filled pens
EU/1/22/1685/008 4 pre-filled pens

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

MOUNIJARO 7.5 mg
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‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (with Blue Box) — multipack — PRE-FILLED PEN SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 7.5 mg solution for injection in pre-filled pen

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled pen contains 7.5 mg of tirzepatide in 0.5 ml solution (15 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

Multi-pack: 12 (3 packs of 4) pre-filled pens.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/009

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

MOUNJARO 7.5 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INNER CARTON (without Blue Box) component of a multipack — PRE-FILLED PEN SINGLE-
DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 7.5 mg solution for injection in pre-filled pen

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled pen contains 7.5 mg of tirzepatide in 0.5 ml solution (15 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid; water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

4 pre-filled pens. Component of a multipack, can’t be sold separately.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only
Once weekly

Mark the day of the week you want to use your medicine to help you remember.

Mon. Tue. Wed. Thu. Fri. Sat. Sun.

Week 1
Week 2
Week 3
Week 4

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.
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‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/009

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

MOUNJARO 7.5 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN SINGLE-DOSE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Mounjaro 7.5 mg solution for injection

tirzepatide
Subcutaneous use

2. METHOD OF ADMINISTRATION

Once weekly

3. EXPIRY DATE

EXP

4, BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.5 ml

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - PRE-FILLED PEN SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 10 mg solution for injection in pre-filled pen

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled pen contains 10 mg of tirzepatide in 0.5 ml solution (20 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
2 pre-filled pens
4 pre-filled pens

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only
Once weekly

Mark the day of the week you want to use your medicine to help you remember.

Mon. Tue. Wed. Thu. Fri. Sat. Sun.

Week 1

Week 2

Mon. Tue. Wed. Thu. Fri. Sat. Sun.

Week 1

Week 2

Week 3

Week 4

Read the package leaflet before use.
Subcutaneous use
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6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/010 2 pre-filled pens
EU/1/22/1685/011 4 pre-filled pens

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

MOUNJARO 10 mg
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‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (with Blue Box) — multipack — PRE-FILLED PEN SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 10 mg solution for injection in pre-filled pen

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled pen contains 10 mg of tirzepatide in 0.5 ml solution (20 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

Multi-pack: 12 (3 packs of 4) pre-filled pens.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

69



9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/012

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

MOUNJARO 10 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INNER CARTON (without Blue Box) component of a multipack — PRE-FILLED PEN SINGLE-
DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 10 mg solution for injection in pre-filled pen

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled pen contains 10 mg of tirzepatide in 0.5 ml solution (20 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid; water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

4 pre-filled pens. Component of a multipack, can’t be sold separately.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only
Once weekly

Mark the day of the week you want to use your medicine to help you remember.

Mon. Tue. Wed. Thu. Fri. Sat. Sun.

Week 1
Week 2
Week 3
Week 4

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.
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‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/012

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

MOUNJARO 10 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN SINGLE-DOSE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Mounjaro 10 mg solution for injection

tirzepatide
Subcutaneous use

2. METHOD OF ADMINISTRATION

Once weekly

3. EXPIRY DATE

EXP

4, BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.5 ml

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - PRE-FILLED PEN SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 12.5 mg solution for injection in pre-filled pen

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled pen contains 12.5 mg of tirzepatide in 0.5 ml solution (25 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
2 pre-filled pens
4 pre-filled pens

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only
Once weekly

Mark the day of the week you want to use your medicine to help you remember.

Mon. Tue. Wed. Thu. Fri. Sat. Sun.

Week 1

Week 2

Mon. Tue. Wed. Thu. Fri. Sat. Sun.

Week 1

Week 2

Week 3

Week 4

Read the package leaflet before use.
Subcutaneous use
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6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/013 2 pre-filled pens
EU/1/22/1685/014 4 pre-filled pens

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

MOUNIJARO 12.5 mg
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‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (with Blue Box) — multipack — PRE-FILLED PEN SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 12.5 mg solution for injection in pre-filled pen

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled pen contains 12.5 mg of tirzepatide in 0.5 ml solution (25 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

Multi-pack: 12 (3 packs of 4) pre-filled pens.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/015

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

MOUNJARO 12.5 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INNER CARTON (without Blue Box) component of a multipack — PRE-FILLED PEN SINGLE-
DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 12.5 mg solution for injection in pre-filled pen

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled pen contains 12.5 mg of tirzepatide in 0.5 ml solution (25 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid; water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

4 pre-filled pens. Component of a multipack, can’t be sold separately.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only
Once weekly

Mark the day of the week you want to use your medicine to help you remember.

Mon. Tue. Wed. Thu. Fri. Sat. Sun.

Week 1
Week 2
Week 3
Week 4

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.
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‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/015

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

MOUNJARO 12.5 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN SINGLE-DOSE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Mounjaro 12.5 mg solution for injection

tirzepatide
Subcutaneous use

2. METHOD OF ADMINISTRATION

Once weekly

3. EXPIRY DATE

EXP

4, BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.5 ml

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - PRE-FILLED PEN SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 15 mg solution for injection in pre-filled pen

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled pen contains 15 mg of tirzepatide in 0.5 ml solution (30 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
2 pre-filled pens
4 pre-filled pens

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only
Once weekly

Mark the day of the week you want to use your medicine to help you remember.

Mon. Tue. Wed. Thu. Fri. Sat. Sun.

Week 1

Week 2

Mon. Tue. Wed. Thu. Fri. Sat. Sun.

Week 1

Week 2

Week 3

Week 4

Read the package leaflet before use.
Subcutaneous use
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6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/016 2 pre-filled pens
EU/1/22/1685/017 4 pre-filled pens

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

MOUNIJARO 15 mg
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‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (with Blue Box) — multipack — PRE-FILLED PEN SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 15 mg solution for injection in pre-filled pen

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled pen contains 15 mg of tirzepatide in 0.5 ml solution (30 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

Multi-pack: 12 (3 packs of 4) pre-filled pens.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/018

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

MOUNJARO 15 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INNER CARTON (without Blue Box) component of a multipack — PRE-FILLED PEN SINGLE-
DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 15 mg solution for injection in pre-filled pen

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled pen contains 15 mg of tirzepatide in 0.5 ml solution (30 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid; water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

4 pre-filled pens. Component of a multipack, can’t be sold separately.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only
Once weekly

Mark the day of the week you want to use your medicine to help you remember.

Mon. Tue. Wed. Thu. Fri. Sat. Sun.

Week 1
Week 2
Week 3
Week 4

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.
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‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/018

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

MOUNJARO 15 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN SINGLE-DOSE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Mounjaro 15 mg solution for injection

tirzepatide
Subcutaneous use

2. METHOD OF ADMINISTRATION

Once weekly

3. EXPIRY DATE

EXP

4, BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.5 ml

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - VIAL SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 2.5 mg solution for injection in vial

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 2.5 mg of tirzepatide in 0.5 ml solution (5 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
1 vial

4 vials

12 vials

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/019
EU/1/22/1685/025
EU/1/22/1685/026

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (with Blue Box) — multipack — VIAL SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 2.5 mg solution for injection in vial

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 2.5 mg of tirzepatide in 0.5 ml solution (5 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

Multi-pack: 4 (4 packs of 1) vials of 0.5 ml solution.
Multi-pack: 12 (12 packs of 1) vials of 0.5 ml solution.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/027
EU/1/22/1685/028

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON OUTER PACKAGING

INNER CARTON (without Blue Box) component of a multipack — VIAL SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 2.5 mg solution for injection in vial

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 2.5 mg of tirzepatide in 0.5 ml solution (5 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid; water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

1 vial. Component of a multipack, can’t be sold separately.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/027
EU/1/22/1685/028

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL SINGLE-DOSE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Mounjaro 2.5 mg injection

tirzepatide
Subcutaneous use

‘ 2. METHOD OF ADMINISTRATION

3.  EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.5ml

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - VIAL SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 5 mg solution for injection in vial

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 5 mg of tirzepatide in 0.5 ml solution (10 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
1 vial

4 vials

12 vials

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/020
EU/1/22/1685/029
EU/1/22/1685/030

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (with Blue Box) — multipack — VIAL SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 5 mg solution for injection in vial

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 5 mg of tirzepatide in 0.5 ml solution (10 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

Multi-pack: 4 (4 packs of 1) vials of 0.5 ml solution.
Multi-pack: 12 (12 packs of 1) vials of 0.5 ml solution.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/031
EU/1/22/1685/032

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON OUTER PACKAGING

INNER CARTON (without Blue Box) component of a multipack — VIAL SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 5 mg solution for injection in vial

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 5 mg of tirzepatide in 0.5 ml solution (10 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid; water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

1 vial. Component of a multipack, can’t be sold separately.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/031
EU/1/22/1685/032

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL SINGLE-DOSE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Mounjaro 5 mg injection

tirzepatide
Subcutaneous use

‘ 2. METHOD OF ADMINISTRATION

| 3.  EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.5ml

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - VIAL SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 7.5 mg solution for injection in vial

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 7.5 mg of tirzepatide in 0.5 ml solution (15 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
1 vial

4 vials

12 vials

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/021
EU/1/22/1685/033
EU/1/22/1685/034

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (with Blue Box) — multipack — VIAL SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 7.5 mg solution for injection in vial

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 7.5 mg of tirzepatide in 0.5 ml solution (15 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

Multi-pack: 4 (4 packs of 1) vials of 0.5 ml solution.
Multi-pack: 12 (12 packs of 1) vials of 0.5 ml solution.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/035
EU/1/22/1685/036

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON OUTER PACKAGING

INNER CARTON (without Blue Box) component of a multipack — VIAL SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 7.5 mg solution for injection in vial

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 7.5 mg of tirzepatide in 0.5 ml solution (15 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid; water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

1 vial. Component of a multipack, can’t be sold separately.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/035
EU/1/22/1685/036

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL SINGLE-DOSE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Mounjaro 7.5 mg injection

tirzepatide
Subcutaneous use

‘ 2. METHOD OF ADMINISTRATION

3.  EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.5ml

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - VIAL SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 10 mg solution for injection in vial

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 10 mg of tirzepatide in 0.5 ml solution (20 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
1 vial

4 vials

12 vials

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/022
EU/1/22/1685/037
EU/1/22/1685/038

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (with Blue Box) — multipack — VIAL SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 10 mg solution for injection in vial

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 10 mg of tirzepatide in 0.5 ml solution (20 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

Multi-pack: 4 (4 packs of 1) vials of 0.5 ml solution.
Multi-pack: 12 (12 packs of 1) vials of 0.5 ml solution.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/039
EU/1/22/1685/040

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON OUTER PACKAGING

INNER CARTON (without Blue Box) component of a multipack — VIAL SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 10 mg solution for injection in vial

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 10 mg of tirzepatide in 0.5 ml solution (20 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid; water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

1 vial. Component of a multipack, can’t be sold separately.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/039
EU/1/22/1685/040

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL SINGLE-DOSE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Mounjaro 10 mg injection

tirzepatide
Subcutaneous use

‘ 2. METHOD OF ADMINISTRATION

| 3.  EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.5ml

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - VIAL SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 12.5 mg solution for injection in vial

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 12.5 mg of tirzepatide in 0.5 ml solution (25 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
1 vial

4 vials

12 vials

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/023
EU/1/22/1685/041
EU/1/22/1685/042

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (with Blue Box) — multipack — VIAL SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 12.5 mg solution for injection in vial

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 12.5 mg of tirzepatide in 0.5 ml solution (25 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

Multi-pack: 4 (4 packs of 1) vials of 0.5 ml solution.
Multi-pack: 12 (12 packs of 1) vials of 0.5 ml solution.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/043
EU/1/22/1685/044

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON OUTER PACKAGING

INNER CARTON (without Blue Box) component of a multipack — VIAL SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 12.5 mg solution for injection in vial

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 12.5 mg of tirzepatide in 0.5 ml solution (25 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid; water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

1 vial. Component of a multipack, can’t be sold separately.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/043
EU/1/22/1685/044

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL SINGLE-DOSE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Mounjaro 12.5 mg injection

tirzepatide
Subcutaneous use

‘ 2. METHOD OF ADMINISTRATION

3.  EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.5ml

6. OTHER

124



PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - VIAL SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 15 mg solution for injection in vial

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 15 mg of tirzepatide in 0.5 ml solution (30 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
1 vial

4 vials

12 vials

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/024
EU/1/22/1685/045
EU/1/22/1685/046

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN

126



PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (with Blue Box) — multipack — VIAL SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 15 mg solution for injection in vial

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 15 mg of tirzepatide in 0.5 ml solution (30 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid, water for injections. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

Multi-pack: 4 (4 packs of 1) vials of 0.5 ml solution.
Multi-pack: 12 (12 packs of 1) vials of 0.5 ml solution.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/047
EU/1/22/1685/048

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON OUTER PACKAGING

INNER CARTON (without Blue Box) component of a multipack — VIAL SINGLE-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 15 mg solution for injection in vial

tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 15 mg of tirzepatide in 0.5 ml solution (30 mg/ml)

3. LIST OF EXCIPIENTS

Excipients: Disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium hydroxide,
concentrated hydrochloric acid; water for injections. See leaflet for further information.

4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

1 vial. Component of a multipack, can’t be sold separately.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Once weekly

Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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Store in a refrigerator.

Can be stored unrefrigerated below 30 °C for up to 21 days.
Do not freeze.

Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/047
EU/1/22/1685/048

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL SINGLE-DOSE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Mounjaro 15 mg injection

tirzepatide
Subcutaneous use

‘ 2. METHOD OF ADMINISTRATION

3.  EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.5ml

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - PRE-FILLED PEN (KWIKPEN) MULTI-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 2.5 mg/dose KwikPen solution for injection in pre-filled pen
tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE

Each dose contains 2.5 mg of tirzepatide in 0.6 ml solution. Each multi-dose pre-filled pen contains
10 mg of tirzepatide in 2.4 ml (4.17 mg/ml).

3. LIST OF EXCIPIENTS

Excipients: E339, E1519, glycerol, phenol, sodium chloride, sodium hydroxide, concentrated
hydrochloric acid, water for injections. See leaflet for further information.

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

1 pen (4 doses)
3 pens (each pen delivers 4 doses)

‘ 5. METHOD AND ROUTES OF ADMINISTRATION

Once weekly
Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED
OUT OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING, IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
After first use store unrefrigerated below 30 °C for up to 30 days. Discard pen 30 days after first use.
Do not freeze.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/049 — 1 pen
EU/1/22/1685/050 — 3 pens

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Mounjaro 2.5 mg/dose KwikPen

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN (KWIKPEN) MULTI-DOSE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTES OF ADMINISTRATION

Mounjaro 2.5 mg/dose KwikPen solution for injection

tirzepatide
Subcutaneous use

2. METHOD OF ADMINISTRATION

Once weekly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

2.4 ml
4 doses

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - PRE-FILLED PEN (KWIKPEN) MULTI-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 5 mg/dose KwikPen solution for injection in pre-filled pen
tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE

Each dose contains 5 mg of tirzepatide in 0.6 ml solution. Each multi-dose pre-filled pen contains
20 mg of tirzepatide in 2.4 ml (8.33 mg/ml).

3. LIST OF EXCIPIENTS

Excipients: E339, E1519, glycerol, phenol, sodium chloride, sodium hydroxide, concentrated
hydrochloric acid, water for injections. See leaflet for further information.

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

1 pen (4 doses)
3 pens (each pen delivers 4 doses)

‘ 5. METHOD AND ROUTES OF ADMINISTRATION

Once weekly
Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED
OUT OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING, IF NECESSARY

B EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
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After first use store unrefrigerated below 30 °C for up to 30 days. Discard pen 30 days after first use.
Do not freeze.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/051 — 1 pen
EU/1/22/1685/052 — 3 pens

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Mounjaro 5 mg/dose KwikPen

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN (KWIKPEN) MULTI-DOSE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTES OF ADMINISTRATION

Mounjaro 5 mg/dose KwikPen solution for injection

tirzepatide
Subcutaneous use

2. METHOD OF ADMINISTRATION

Once weekly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

2.4 ml
4 doses

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - PRE-FILLED PEN (KWIKPEN) MULTI-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 7.5 mg/dose KwikPen solution for injection in pre-filled pen
tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE

Each dose contains 7.5 mg of tirzepatide in 0.6 ml solution. Each multi-dose pre-filled pen contains
30 mg of tirzepatide in 2.4 ml (12.5 mg/ml).

3. LIST OF EXCIPIENTS

Excipients: E339, E1519, glycerol, phenol, sodium chloride, sodium hydroxide, concentrated
hydrochloric acid, water for injections. See leaflet for further information.

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

1 pen (4 doses)
3 pens (each pen delivers 4 doses)

‘ 5. METHOD AND ROUTES OF ADMINISTRATION

Once weekly
Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED
OUT OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING, IF NECESSARY

B EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
After first use store unrefrigerated below 30 °C for up to 30 days. Discard pen 30 days after first use.
Do not freeze.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/053 — 1 pen
EU/1/22/1685/054 — 3 pens

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Mounjaro 7.5 mg/dose KwikPen

‘ 17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN

139



MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN (KWIKPEN) MULTI-DOSE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTES OF ADMINISTRATION

Mounjaro 7.5 mg/dose KwikPen solution for injection

tirzepatide
Subcutaneous use

METHOD OF ADMINISTRATION

Once weekly

EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

2.4 ml
4 doses

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - PRE-FILLED PEN (KWIKPEN) MULTI-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 10 mg/dose KwikPen solution for injection in pre-filled pen
tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE

Each dose contains 10 mg of tirzepatide in 0.6 ml solution. Each multi-dose pre-filled pen contains
40 mg of tirzepatide in 2.4 ml (16.7 mg/ml).

3. LIST OF EXCIPIENTS

Excipients: E339, E1519, glycerol, phenol, sodium chloride, sodium hydroxide, concentrated
hydrochloric acid, water for injections. See leaflet for further information.

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

1 pen (4 doses)
3 pens (each pen delivers 4 doses)

‘ 5. METHOD AND ROUTES OF ADMINISTRATION

Once weekly
Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED
OUT OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING, IF NECESSARY

B EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
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After first use store unrefrigerated below 30 °C for up to 30 days. Discard pen 30 days after first use.
Do not freeze.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/055 — 1 pen
EU/1/22/1685/056 — 3 pens

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Mounjaro 10 mg/dose KwikPen

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN (KWIKPEN) MULTI-DOSE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTES OF ADMINISTRATION

Mounjaro 10 mg/dose KwikPen solution for injection

tirzepatide
Subcutaneous use

2. METHOD OF ADMINISTRATION

Once weekly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

2.4 ml
4 doses

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - PRE-FILLED PEN (KWIKPEN) MULTI-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 12.5 mg/dose KwikPen solution for injection in pre-filled pen
tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE

Each dose contains 12.5 mg of tirzepatide in 0.6 ml solution. Each multi-dose pre-filled pen contains
50 mg of tirzepatide in 2.4 ml (20.8 mg/ml).

3. LIST OF EXCIPIENTS

Excipients: E339, E1519, glycerol, phenol, sodium chloride, sodium hydroxide, concentrated
hydrochloric acid, water for injections. See leaflet for further information.

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

1 pen (4 doses)
3 pens (each pen delivers 4 doses)

‘ 5. METHOD AND ROUTES OF ADMINISTRATION

Once weekly
Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED
OUT OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING, IF NECESSARY

B EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
After first use store unrefrigerated below 30 °C for up to 30 days. Discard pen 30 days after first use.
Do not freeze.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/057 — 1 pen
EU/1/22/1685/058 — 3 pens

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Mounjaro 12.5 mg/dose KwikPen

‘ 17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN (KWIKPEN) MULTI-DOSE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTES OF ADMINISTRATION

Mounjaro 12.5 mg/dose KwikPen solution for injection

tirzepatide
Subcutaneous use

METHOD OF ADMINISTRATION

Once weekly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

2.4 ml
4 doses

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - PRE-FILLED (KWIKPEN) PEN MULTI-DOSE

1. NAME OF THE MEDICINAL PRODUCT

Mounjaro 15 mg/dose KwikPen solution for injection in pre-filled pen
tirzepatide

2. STATEMENT OF ACTIVE SUBSTANCE

Each dose contains 15 mg of tirzepatide in 0.6 ml solution. Each multi-dose pre-filled pen contains
60 mg of tirzepatide in 2.4 ml (25 mg/ml).

3. LIST OF EXCIPIENTS

Excipients: E339, E1519, glycerol, phenol, sodium chloride, sodium hydroxide, concentrated
hydrochloric acid, water for injections. See leaflet for further information.

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

1 pen (4 doses)
3 pens (each pen delivers 4 doses)

‘ 5. METHOD AND ROUTES OF ADMINISTRATION

Once weekly
Read the package leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED
OUT OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING, IF NECESSARY

B EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
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After first use store unrefrigerated below 30 °C for up to 30 days. Discard pen 30 days after first use.
Do not freeze.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83, 3528 BJ Utrecht
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1685/059 — 1 pen
EU/1/22/1685/060 — 3 pens

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Mounjaro 15 mg/dose KwikPen

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN (KWIKPEN) MULTI-DOSE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTES OF ADMINISTRATION

Mounjaro 15 mg/dose KwikPen solution for injection

tirzepatide
Subcutaneous use

2. METHOD OF ADMINISTRATION

Once weekly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

2.4 ml
4 doses

6. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Mounjaro 2.5 mg solution for injection in pre-filled pen
Mounjaro 5 mg solution for injection in pre-filled pen
Mounjaro 7.5 mg solution for injection in pre-filled pen
Mounjaro 10 mg solution for injection in pre-filled pen
Mounjaro 12.5 mg solution for injection in pre-filled pen
Mounjaro 15 mg solution for injection in pre-filled pen
tirzepatide

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start using this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, nurse or pharmacist.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor, nurse or pharmacist. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

What Mounjaro is and what it is used for

What you need to know before you use Mounjaro
How to use Mounjaro

Possible side effects

How to store Mounjaro

Contents of the pack and other information

AN S

1. What Mounjaro is and what it is used for

Mounjaro contains an active substance called tirzepatide and is used to treat adults with type 2
diabetes mellitus. Mounjaro reduces the level of sugar in the body only when the levels of sugar are
high.

Mounjaro is also used to treat adults with obesity or overweight (with BMI of at least 27 kg/m?).
Mounjaro influences appetite regulation, which may help you eat less food and reduce your body
weight.

In type 2 diabetes, Mounjaro is used:

- on its own when you can’t take metformin (another diabetes medicine).

- with other medicines for diabetes when they are not enough to control your blood sugar levels.
These other medicines may be medicines taken by mouth and/or insulin given by injection.

Mounjaro is also used together with diet and exercise for weight loss and to help keep the weight

under control in adults, who have:

- a BMI of 30 kg/m? or greater (obesity) or

- a BMI of at least 27 kg/m? but less than 30 kg/m? (overweight) and weight-related health
problems (such as prediabetes, type 2 diabetes, high blood pressure, abnormal levels of fats in
the blood, breathing problems during sleep called ‘obstructive sleep apnoea’ or a history of
heart attack, stroke or blood vessel problems)

BMI (Body Mass Index) is a measure of your weight in relation to your height.
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It is important to continue to follow the advice on diet and exercise given to you by your doctor, nurse
or pharmacist.

2. What you need to know before you use Mounjaro

Do not use Mounjaro
- if you are allergic to tirzepatide or any of the other ingredients of this medicine (listed in
section 6).

Warnings and precautions

Talk to your doctor, nurse or pharmacist before using Mounjaro if:

- you have severe problems with food digestion or food remaining in your stomach for longer
than normal (including severe gastroparesis).

- you have ever had pancreatitis (inflammation of the pancreas which may cause severe pain in
the stomach and back which does not go away).

- you have a problem with your eyes (diabetic retinopathy or macular oedema).

- you are using a sulphonylurea (another diabetes medicine) or insulin for your diabetes, as low
blood sugar (hypoglycaemia) can occur. Your doctor may need to change your dose of these
other medicines to reduce this risk.

When starting treatment with Mounjaro, in some cases you may experience loss of fluids/dehydration,
e.g. due to vomiting, nausea and/or diarrhoea, which may lead to a decrease in kidney function. It is
important to avoid dehydration by drinking plenty of fluids. Contact your doctor if you have any
questions or concerns.

If you know that you are due to have surgery where you will be under anaesthesia (sleeping), please
tell your doctor that you are taking Mounjaro.

Children and adolescents
This medicine should not be given to children and adolescents under 18 years of age because it has not
been studied in this age group.

Other medicines and Mounjaro
Tell your doctor, nurse or pharmacist if you are using, have recently used or might use any other
medicines.

Pregnancy

If you are pregnant, think you may be pregnant or are planning to have a baby, ask your doctor for
advice before using this medicine. This medicine should not be used during pregnancy as the effects of
this medicine on an unborn child are not known. Therefore, it is recommended to use contraception
while using this medicine.

Breast-feeding

It is unknown whether tirzepatide passes into breast milk. A risk to newborns/infants cannot be ruled
out. If you are breast-feeding or are planning to breast-feed, talk to your doctor before using this
medicine. You and your doctor should decide if you should stop breast-feeding or delay using
Mounjaro.

Driving and using machines

It is unlikely that this medicine will affect your ability to drive and use machines. However, if you use
Mounjaro in combination with a sulphonylurea or insulin, low blood sugar (hypoglycaemia) may
occur which may reduce your ability to concentrate. Avoid driving or using machines if you get any
signs of low blood sugar, e.g. headache, drowsiness, weakness, dizziness, feeling hungry, confusion,
irritability, fast heartbeat and sweating (see section 4). See section 2, ‘Warnings and precautions’ for
information on increased risk of low blood sugar. Talk to your doctor for further information.
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Mounjaro contains sodium
This medicine contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially
‘sodium-free’.

3. How to use Mounjaro

Always use this medicine exactly as your doctor or pharmacist has told you. Check with your doctor
or pharmacist if you are not sure how to use this medicine.

How much to use

o The starting dose is 2.5 mg once a week for four weeks. After four weeks your doctor will
increase your dose to 5 mg once a week.
o Your doctor may increase your dose by 2.5 mg increments to 7.5 mg, 10 mg, 12.5 mg or

15 mg once a week if you need it. In each case your doctor will tell you to stay on a particular
dose for at least 4 weeks before going to a higher dose.

Do not change your dose unless your doctor has told you to.
Each pen contains one dose of Mounjaro either 2.5 mg, 5 mg, 7.5 mg, 10 mg, 12.5 mg, or 15 mg.

Choosing when to use Mounjaro

You can use your pen at any time of the day, with or without meals. You should use it on the same day
each week if you can. To help you remember, when to use Mounjaro, you may wish to tick the day of
the week when you inject your first dose on the box that your pen comes in, or mark it on a calendar.

If necessary, you can change the day of your weekly Mounjaro injection, as long as it has been at least
3 days since your last injection. After selecting a new dosing day, continue with once-a-week dosing
on that new day.

How to inject Mounjaro

Mounjaro is injected under the skin (subcutaneous injection) of your stomach area (abdomen) at least

5 cm from the belly button or upper leg (thigh) or upper arm. You may need help from someone else if
you want to inject in your upper arm.

If you want to do so, you can use the same area of your body each week. But be sure to choose a
different injection site within that area. If you also inject insulin choose a different injection site for
that injection.

Read the “Instructions for Use” for the pen carefully before using Mounjaro.

Testing blood glucose levels

If you are using Mounjaro with a sulphonylurea or insulin, it is important that you test your blood
glucose levels as instructed by your doctor, nurse or pharmacist (see section 2, ‘Warnings and
precautions’).

If you use more Mounjaro than you should
If you use more Mounjaro than you should talk to your doctor immediately. Too much of this
medicine may cause low blood sugar (hypoglycaemia) and can make you feel sick or be sick.

If you forget to use Mounjaro
If you forget to inject a dose and,

o it has been 4 days or less since you should have used Mounjaro, use it as soon as you
remember. Then inject your next dose as usual on your scheduled day.
o If it has been more than 4 days since you should have used Mounjaro, skip the missed dose.

Then inject your next dose as usual on your scheduled day.
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Do not use a double dose to make up for a forgotten dose. The minimum time between two doses must
be at least 3 days.

If you stop using Mounjaro
Do not stop using Mounjaro without talking with your doctor. If you stop using Mounjaro, and you
have type 2 diabetes, your blood sugar levels can increase.

If you have any further questions on the use of this medicine, ask your doctor, nurse or pharmacist.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.
Serious side effects

Uncommon (may affect up to 1 in 100 people)

- Inflamed pancreas (acute pancreatitis) which could cause severe pain in the stomach and back
which does not go away. You should see a doctor immediately if you experience such
symptoms.

Rare (may affect up to 1 in 1 000 people)

- Severe allergic reactions (e.g. anaphylactic reaction, angioedema). You should get immediate
medical help and inform your doctor if you experience symptoms such as breathing problems,
rapid swelling of the lips, tongue and/or throat with difficulty swallowing and a fast heartbeat.

Other side effects

Very common (may affect more than 1 in 10 people)

- Feeling sick (nausea)

- Diarrhoea

- Stomach (abdominal) pain reported in patients treated for weight management
- Being sick (vomiting) reported in patients treated for weight management

- Constipation reported in patients treated for weight management

These side effects are usually not severe. Nausea, diarrhoea, and vomiting are most common when
first starting tirzepatide but decrease over time in most patients.

- Low blood sugar (hypoglycaemia) is very common when tirzepatide is used with medicines that
contain a sulphonylurea and/or insulin. If you are using a sulphonylurea or insulin for type 2
diabetes, the dose may need to be lowered while you use tirzepatide (see section 2, ‘Warnings
and precautions’). Symptoms of low blood sugar may include headache, drowsiness, weakness,
dizziness, feeling hungry, confusion, irritability, fast heartbeat and sweating. Your doctor
should tell you how to treat low blood sugar.

Common (may affect up to 1 in 10 people)

- Low blood sugar (hypoglycaemia) when tirzepatide is used for type 2 diabetes with both
metformin and a sodium-glucose co-transporter 2 inhibitor (another diabetes medicine)

- Allergic reaction (hypersensitivity) (e.g., rash, itching, and eczema)

- Dizziness reported in patients treated for weight management

- Low blood pressure reported in patients treated for weight management

- Feeling less hungry (decreased appetite) reported in patients treated for type 2 diabetes

- Stomach (abdominal) pain reported in patients treated for type 2 diabetes

- Being sick (vomiting) reported in patients treated for type 2 diabetes - this usually decreases
over time

- Indigestion (dyspepsia)
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- Constipation reported in patients treated for type 2 diabetes

- Bloating of the stomach

- Burping (eructation)

- Gas (flatulence)

- Reflux or heartburn (also called gastroesophageal reflux disease — GERD) -—a disease caused by
stomach acid coming up into the tube from your stomach to your mouth

- Hair loss reported in patients treated for weight management

- Feeling tired (fatigue)

- Injection site reactions (e.g. itching or redness)

- Fast pulse

- Increased levels of pancreatic enzymes (such as lipase and amylase) in blood

- Increased calcitonin levels in blood in patients treated for weight management.

Uncommon (may affect up to 1 in 100 people)

- Low blood sugar (hypoglycaemia) when tirzepatide is used with metformin for type 2 diabetes.
- Gallstones

- Inflammation of the gallbladder

- Weight loss reported in patients treated for type 2 diabetes

- Injection site pain

- Increased calcitonin levels in blood in patients treated for type 2 diabetes

- Changed sense of taste

Reporting of side effects
If you get any side effects, talk to your doctor, nurse or pharmacist. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting

system listed in Appendix V. By reporting side effects, you can help provide more information on the
safety of this medicine.

5. How to store Mounjaro

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the pen label and on the carton after
EXP. The expiry date refers to the last day of that month.

Store in a refrigerator (2 °C — 8 °C). Do not freeze. If the pen has been frozen, DO NOT USE.
Store in the original packaging in order to protect from light.

Mounjaro can be stored unrefrigerated below 30 °C for up to 21 cumulative days and then the pen
must be discarded.

Do not use this medicine if you notice that the pen is damaged, or the medicine is cloudy, discoloured
or has particles in it.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What Mounjaro contains
The active substance is tirzepatide.
- Mounjaro 2.5 mg: Each pre-filled pen contains 2.5 mg of tirzepatide in 0.5 ml solution
(5 mg/ml).
- Mounjaro 5 mg: Each pre-filled pen contains 5 mg of tirzepatide in 0.5 ml solution (10 mg/ml).
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- Mounjaro 7.5 mg: Each pre-filled pen contains 7.5 mg of tirzepatide in 0.5 ml solution
(15 mg/ml).

- Mounjaro 10 mg: Each pre-filled pen contains 10 mg of tirzepatide in 0.5 ml solution
(20 mg/ml).

- Mounjaro 12.5 mg: Each pre-filled pen contains 12.5 mg of tirzepatide in 0.5 ml solution
(25 mg/ml).

- Mounjaro 15 mg: Each pre-filled pen contains 15 mg of tirzepatide in 0.5 ml solution
(30 mg/ml).

The other ingredients are disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium
hydroxide (see section 2 under ‘Mounjaro contains sodium’ for further information); concentrated
hydrochloric acid and water for injections.

What Mounjaro looks like and contents of the pack

Mounjaro is a clear, colourless to slightly yellow, solution for injection in a pre-filled pen.

The pre-filled pen has a hidden needle which will automatically insert into the skin when the injection
button is pressed. The pre-filled pen will retract the needle when the injection is completed.

Each pre-filled pen contains 0.5 ml solution.

The pre-filled pen is for single use only.

Pack sizes of 2 pre-filled pens, 4 pre-filled pens or multipack of 12 (3 packs of 4) pre-filled pens. Not
all pack sizes may be available in your country.

Marketing Authorisation Holder
Eli Lilly Nederland B.V., Papendorpseweg 83, 3528 BJ Utrecht, The Netherlands.

Manufacturer
Eli Lilly Italia S.p.A.,Via Gramsci 731/733, 50019, Sesto Fiorentino, Firenze (FI), Italy

Lilly France, 2, rue du Colonel Lilly, 67640 Fegersheim, France

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgique/Belgié/Belgien Lietuva

Eli Lilly Benelux S.A./N.V. Eli Lilly Lietuva

Tél/Tel: + 32-(0)2 548 84 84 Tel. +370 (5) 2649600
Buarapus Luxembourg/Luxemburg
TII "Emn JIunn Henepnann" b.B. - bearapus Eli Lilly Benelux S.A./N.V.
Ter. + 359 2 491 41 40 Tél/Tel: + 32-(0)2 548 84 84
Ceska republika Magyarorszag

ELI LILLY CR, s.r.o0. Lilly Hungaria Kft.

Tel: + 420 234 664 111 Tel: + 36 1 328 5100
Danmark Malta

Eli Lilly Danmark A/S Charles de Giorgio Ltd.
TIf: +45 45 26 60 00 Tel: + 356 25600 500
Deutschland Nederland

Lilly Deutschland GmbH Eli Lilly Nederland B.V.
Tel. +49-(0) 6172 273 2222 Tel: + 31-(0) 30 60 25 800
Eesti Norge

Eli Lilly Nederland B.V. Eli Lilly Norge A.S.

Tel: +372 6 817 280 TIf: +47 22 88 18 00
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E\rada
OAPMAXEPB-AIAAY A.EB.E.
TnA: +30 210 629 4600

Espafia
Lilly S.A.
Tel: +34-91 663 50 00

France
Lilly France
Tel: +33-(0) 1 5549 34 34

Hrvatska
Eli Lilly Hrvatska d.o.o.
Tel: +385 12350 999

Ireland
Eli Lilly and Company (Ireland) Limited
Tel: +353-(0) 1 661 4377

Island
Icepharma hf.
Simi + 354 540 8000

Italia
Eli Lilly Italia S.p.A.
Tel: + 39- 055 42571

Kvbmpog
Phadisco Ltd
TnA: +357 22 715000

Latvija

Eli Lilly (Suisse) S.A Parstavnieciba Latvija

Tel: +371 67364000

This leaflet was last revised in

Other sources of information

Osterreich
Eli Lilly Ges.m.b.H.
Tel: +43-(0) 1 20609 1270

Polska
Eli Lilly Polska Sp. z o.0.
Tel: +48 22 440 33 00

Portugal

Lilly Portugal Produtos Farmacéuticos, Lda

Tel: + 351-21-4126600

Romania
Eli Lilly Roméania S.R.L.
Tel: + 40 21 4023000

Slovenija
Eli Lilly farmacevtska druzba, d.o.o.
Tel: +386 (0)1 580 00 10

Slovenska republika
Eli Lilly Slovakia s.r.o.
Tel: +421220 663 111

Suomi/Finland
Oy Eli Lilly Finland Ab
Puh/Tel: + 358-(0) 9 85 45 250

Sverige
Eli Lilly Sweden AB
Tel: + 46-(0) 8 7378800

United Kingdom (Northern Ireland)
Eli Lilly and Company (Ireland) Limited
Tel: + 353-(0) 1 661 4377

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu.
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Instructions for use

Mounjaro 2.5 mg solution for injection in pre-filled pen
Mounjaro 5 mg solution for injection in pre-filled pen
Mounjaro 7.5 mg solution for injection in pre-filled pen
Mounjaro 10 mg solution for injection in pre-filled pen
Mounjaro 12.5 mg solution for injection in pre-filled pen
Mounjaro 15 mg solution for injection in pre-filled pen

tirzepatide

Important information you need to know before injecting Mounjaro.

Read this instructions for use and the package leaflet before using your Mounjaro pre-filled pen
(pen) and each time you get a new pen. There may be new information. This information does not
take the place of talking to your doctor, nurse or pharmacist about your medical condition or
treatment.

Talk to your doctor, nurse or pharmacist about how to inject Mounjaro the right way.

Mounjaro is a single-dose pre-filled pen.

The pen has a hidden needle which will automatically insert into your skin when the injection
button is pressed. The pen will retract the needle when the injection is completed.

Mounjaro is used 1 time each week.

Inject under the skin (subcutaneously) only.

You or another person can inject into your stomach (abdomen), upper leg (thigh) or upper arm.
You may need help from someone else if you want to inject in your upper arm.

158



Guide to parts
Purple
Top injection button

Lock ring
Indicator

Lock or unlock

Medicine

Bottom and
needle end

Clear base

Grey base cap

Preparing to inject Mounjaro
Remove the pen from the refrigerator.
Leave the grey base cap on until you are ready to inject.

Check the pen label to make

sure you have the right

medicine and dose, and that

it has not expired. Expiry
Date

Inspect the pen to make sure

that it is not damaged.

Make sure the medicine is:
* not frozen e« colourless to slightly yellow
* notcloudy < does not have particles

Woash your hands.
Choose your injection site

Your doctor, nurse or pharmacist can help you choose the injection site that is best for you.
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Step 1

Grey
base
cap

Step 2

You or another person can inject the medicine in your stomach (abdomen) at
least 5 cm from the belly button or thigh.

Another person should give you the injection in the back of your upper arm.
Change (rotate) your injection site each week.

You may use the same area of your body, but be sure to choose a different
injection site in that area.

Pull off the grey base cap
Make sure the pen is locked.

Do not unlock the pen until you place the clear base on your skin
and are ready to inject.

Pull the grey base cap straight off and throw it away.

Do not put the grey base cap back on — this could damage the
needle.

Do not touch the needle.

Place clear base on skin, then unlock

Place the clear base flat against your skin at the injection site.

Unlock by turning the lock ring.
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Step 3 Press and hold up to 10 seconds
Press and hold the purple injection button.

Listen for:
* First click = injection started
* Second click = injection completed

Grey You will know your injection is complete when the grey plunger is visible.

Plunger

After your injection, place the used pen in a sharps disposal container.

Disposal of your used pen

. Throw away (dispose of) the pen in
a sharps disposal container or as directed
by your doctor, nurse or pharmacist. Do
not throw away (dispose of) pens in your
household waste.

. Do not recycle your used sharps
disposal container.

. Ask your doctor, nurse or
pharmacist about how to dispose of
medicines you no longer use.

Storage and handling

. For storage instructions refer to section 5 of the patient information leaflet.

o The pen has glass parts. Handle it carefully. If you drop the pen on a hard surface, do not use it.
Use a new pen for your injection.

Commonly asked questions

What if | see air bubbles in my pen?
Air bubbles are normal.

What if my pen is not at room temperature?
It is not necessary to warm the pen to room temperature.

What if | unlock the pen and press the purple injection button before pulling off the grey base
cap?

Do not remove the grey base cap. Throw away the pen and get a new pen.

What if there is a drop of liquid on the tip of the needle when | remove the grey base cap?
A drop of liquid on the tip of the needle is normal. Do not touch the needle.

Do I need to hold the injection button down until the injection is complete?
This is not necessary, but it may help you keep the pen steady against your skin.

I heard more than 2 clicks during my injection — 2 loud clicks and 1 soft one. Did | get my
complete injection?
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Some people may hear a soft click right before the second loud click. That is the normal operation of
the pen. Do not remove the pen from your skin until you hear the second loud click.
I am not sure if my pen worked the right way.

Check to see if you have received your dose. Your dose was delivered the
Grey right way if the grey plunger is visible. Also, see Step 3 of the instructions.
Plunger

If you do not see the grey plunger, contact Lilly for further instructions.
Until then, store your pen safely to avoid an accidental needle injury.

What if there is a drop of liquid or blood on my skin after my injection?
This is normal. Press a cotton ball or gauze over the injection site. Do not rub the injection site.

Other information

» If you have vision problems, do not use your pen without help from a person trained to use the
Mounjaro pen.

Where to learn more

. If you have questions or problems with your Mounjaro pen, contact Lilly or your doctor, nurse

or pharmacist.

Last revised in
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Package leaflet: Information for the patient

Mounjaro 2.5 mg solution for injection in vial
Mounjaro 5 mg solution for injection in vial
Mounjaro 7.5 mg solution for injection in vial
Mounjaro 10 mg solution for injection in vial
Mounjaro 12.5 mg solution for injection in vial
Mounjaro 15 mg solution for injection in vial
tirzepatide

vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. You can help by reporting any side effects you may get. See the end of
section 4 for how to report side effects.

Read all of this leaflet carefully before you start using this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, nurse or pharmacist.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor, nurse or pharmacist. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Mounjaro is and what it is used for

2. What you need to know before you use Mounjaro
3. How to use Mounjaro

4. Possible side effects

5. How to store Mounjaro

6. Contents of the pack and other information

1. What Mounjaro is and what it is used for

Mounjaro contains an active substance called tirzepatide and is used to treat adults with type 2
diabetes mellitus. Mounjaro reduces the level of sugar in the body only when the levels of sugar are
high.

Mounjaro is also used to treat adults with obesity or overweight (with BMI of at least 27 kg/m?2).
Mounjaro influences appetite regulation, which may help you eat less food and reduce your body
weight.

In type 2 diabetes, Mounjaro is used:

- on its own when you can’t take metformin (another diabetes medicine).

- with other medicines for diabetes when they are not enough to control your blood sugar levels.
These other medicines may be medicines taken by mouth and/or insulin given by injection.

Mounjaro is also used together with diet and exercise for weight loss and to help keep the weight

under control in adults, who have:

- a BMI of 30 kg/m? or greater (obesity) or

- a BMI of at least 27 kg/m? but less than 30 kg/m? (overweight) and weight-related health
problems (such as prediabetes, type 2 diabetes, high blood pressure, abnormal levels of fats in
the blood, breathing problems during sleep called ‘obstructive sleep apnoea’ or a history of
heart attack, stroke or blood vessel problems)
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BMI (Body Mass Index) is a measure of your weight in relation to your height.

It is important to continue to follow the advice on diet and exercise given to you by your doctor, nurse
or pharmacist.

2. What you need to know before you use Mounjaro

Do not use Mounjaro
- if you are allergic to tirzepatide or any of the other ingredients of this medicine (listed in
section 6).

Warnings and precautions

Talk to your doctor, nurse or pharmacist before using Mounjaro if:

- you have severe problems with food digestion or food remaining in your stomach for longer
than normal (including severe gastroparesis).

- you have ever had pancreatitis (inflammation of the pancreas which may cause severe pain in
the stomach and back which does not go away).

- you have a problem with your eyes (diabetic retinopathy or macular oedema).

- you are using a sulphonylurea (another diabetes medicine) or insulin for your diabetes, as low
blood sugar (hypoglycaemia) can occur. Your doctor may need to change your dose of these
other medicines to reduce this risk.

When starting treatment with Mounjaro, in some cases you may experience loss of fluids/dehydration,
e.g. due to vomiting, nausea and/or diarrhoea, which may lead to a decrease in kidney function. It is
important to avoid dehydration by drinking plenty of fluids. Contact your doctor if you have any
questions or concerns.

If you know that you are due to have surgery where you will be under anaesthesia (sleeping), please
tell your doctor that you are taking Mounjaro.

Children and adolescents
This medicine should not be given to children and adolescents under 18 years of age because it has not
been studied in this age group.

Other medicines and Mounjaro
Tell your doctor, nurse or pharmacist if you are using, have recently used or might use any other
medicines.

Pregnancy

If you are pregnant, think you may be pregnant or are planning to have a baby, ask your doctor for
advice before using this medicine. This medicine should not be used during pregnancy as the effects of
this medicine on an unborn child are not known. Therefore, it is recommended to use contraception
while using this medicine.

Breast-feeding

It is unknown whether tirzepatide passes into breast milk. A risk to newborns/infants cannot be ruled
out. If you are breast-feeding or are planning to breast-feed, talk to your doctor before using this
medicine. You and your doctor should decide if you should stop breast-feeding or delay using
Mounjaro.

Driving and using machines

It is unlikely that this medicine will affect your ability to drive and use machines. However, if you use
Mounjaro in combination with a sulphonylurea or insulin, low blood sugar (hypoglycaemia) may
occur which may reduce your ability to concentrate. Avoid driving or using machines if you get any
signs of low blood sugar, e.g. headache, drowsiness, weakness, dizziness, feeling hungry, confusion,
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irritability, fast heartbeat and sweating (see section 4). See section 2, ‘Warnings and precautions’ for
information on increased risk of low blood sugar. Talk to your doctor for further information.

Mounjaro contains sodium
This medicine contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially
‘sodium-free’.

3. How to use Mounjaro

Always use this medicine exactly as your doctor or pharmacist has told you. Check with your doctor
or pharmacist if you are not sure how to use this medicine.

How much to use

o The starting dose is 2.5 mg once a week for four weeks. After four weeks your doctor will
increase your dose to 5 mg once a week.
o Your doctor may increase your dose by 2.5 mg increments to 7.5 mg, 10 mg, 12.5 mg or

15 mg once a week if you need it. In each case your doctor will tell you to stay on a particular
dose for at least 4 weeks before going to a higher dose.

Do not change your dose unless your doctor has told you to.
Each vial contains one dose of Mounjaro either 2.5 mg, 5 mg, 7.5 mg, 10 mg, 12.5 mg, or 15 mg.

Choosing when to use Mounjaro

You can use Mounjaro at any time of the day, with or without meals. You should use it on the same
day each week if you can. To help you remember when to use Mounjaro, you may wish to mark on a
calendar the day of the week when you inject your first dose.

If necessary, you can change the day of your weekly Mounjaro injection, as long as it has been at least
3 days since your last injection. After selecting a new dosing day, continue with once-a-week dosing
on that new day.

How to inject Mounjaro

Always use Mounjaro exactly as your doctor has told you. Before you begin using Mounjaro, always
read the “Instructions for Use” below carefully, and talk to your doctor, nurse or pharmacist if you are
not sure about how to inject Mounjaro correctly.

Mounjaro is injected under the skin (subcutaneous injection) of your stomach area (abdomen) or upper
leg (thigh) or upper arm. You may need help from someone else if you want to inject in your upper
arm. Do not inject Mounjaro directly into a vein, as this will change its action.

If you want to do so, you can use the same area of your body each week. But be sure to choose a
different injection site within that area. If you also inject insulin choose a different injection site for
that injection. If you are blind or visually impaired, you will need help from someone to make your
injection.

Instructions for Use

1. First wash your hands with soap and water.

2. Check that the Mounjaro in the vial looks clear and colourless to slightly yellow. Do not use if it is
frozen, cloudy, or has particles in it.

3. Pull off the vial plastic protective cap, but do not remove the stopper. Clean the stopper on the vial
with a swab and prepare a new syringe. Do not share or reuse your needle or syringe.

4. Draw a small amount of air into the syringe. Put the needle through the rubber stopper on top of the
Mounjaro vial and inject the air into the vial.
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5. Turn the Mounjaro vial and the syringe upside down and slowly pull the syringe plunger down to
withdraw all the Mounjaro solution from the vial. The vial is filled to enable delivery of a single
0.5 ml dose of Mounjaro.

6. If there are air bubbles in the syringe, tap the syringe gently a few times to let any air bubbles rise

to the top. Slowly push the plunger up until there is no more air in the syringe.

Pull the syringe out of the vial stopper.

Before you make an injection, clean your skin.

. Gently pinch and hold a fold of skin where you will inject.

0 Inject under the skin, as you have been instructed. Inject all the solution from the syringe to receive
a full dose. After your injection, the needle should stay under your skin for 5 seconds to make sure
you receive the full dose.

11.Pull the needle out of your skin.

12.Throw away the vial, used needle and syringe immediately after each injection in a puncture
resistant container, or as instructed by your doctor, nurse or pharmacist.

S %

Testing blood glucose levels

If you are using Mounjaro with a sulphonylurea or insulin, it is important that you test your blood
glucose levels as instructed by your doctor, nurse or pharmacist (see section 2, ‘Warnings and
precautions’).

If you use more Mounjaro than you should
If you use more Mounjaro than you should talk to your doctor immediately. Too much of this
medicine may cause low blood sugar (hypoglycaemia) and can make you feel sick or be sick.

If you forget to use Mounjaro
If you forget to inject a dose and,

o it has been 4 days or less since you should have used Mounjaro, use it as soon as you
remember. Then inject your next dose as usual on your scheduled day.
o If it has been more than 4 days since you should have used Mounjaro, skip the missed dose.

Then inject your next dose as usual on your scheduled day.

Do not use a double dose to make up for a forgotten dose. The minimum time between two doses must
be at least 3 days.

If you stop using Mounjaro
Do not stop using Mounjaro without talking with your doctor. If you stop using Mounjaro, and you

have type 2 diabetes, your blood sugar levels can increase.

If you have any further questions on the use of this medicine, ask your doctor, nurse or pharmacist.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.
Serious side effects

Uncommon (may affect up to 1 in 100 people)

- Inflamed pancreas (acute pancreatitis) which could cause severe pain in the stomach and back
which does not go away. You should see a doctor immediately if you experience such
symptoms.

Rare (may affect up to 1 in 1 000 people)

- Severe allergic reactions (e.g. anaphylactic reaction, angioedema). You should get immediate
medical help and inform your doctor if you experience symptoms such as breathing problems,
rapid swelling of the lips, tongue and/or throat with difficulty swallowing and a fast heartbeat.
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Other side effects

Very common (may affect more than 1 in 10 people)

Feeling sick (nausea)

Diarrhoea

Stomach (abdominal) pain reported in patients treated for weight management
Being sick (vomiting) reported in patients treated for weight management
Constipation reported in patients treated for weight management

These side effects are usually not severe. Nausea, diarrhoea, and vomiting are most common when
first starting tirzepatide but decrease over time in most patients.

Low blood sugar (hypoglycaemia) is very common when tirzepatide is used with medicines that
contain a sulphonylurea and/or insulin. If you are using a sulphonylurea or insulin for type 2
diabetes, the dose may need to be lowered while you use tirzepatide (see section 2, ‘Warnings
and precautions’). Symptoms of low blood sugar may include headache, drowsiness, weakness,
dizziness, feeling hungry, confusion, irritability, fast heartbeat and sweating. Your doctor
should tell you how to treat low blood sugar.

Common (may affect up to 1 in 10 people)

Low blood sugar (hypoglycaemia) when tirzepatide is used for type 2 diabetes with both
metformin and a sodium-glucose co-transporter 2 inhibitor (another diabetes medicine)
Allergic reaction (hypersensitivity) (e.g., rash, itching, and eczema)

Dizziness reported in patients treated for weight management

Low blood pressure reported in patients treated for weight management

Feeling less hungry (decreased appetite) reported in patients treated for type 2 diabetes
Stomach (abdominal) pain reported in patients treated for type 2 diabetes

Being sick (vomiting) reported in patients treated for type 2 diabetes - this usually decreases
over time

Indigestion (dyspepsia)

Constipation reported in patients treated for type 2 diabetes

Bloating of the stomach

Burping (eructation)

Gas (flatulence)

Reflux or heartburn (also called gastroesophageal reflux disease — GERD) - a disease caused by
stomach acid coming up into the tube from your stomach to your mouth

Hair loss reported in patients treated for weight management

Feeling tired (fatigue)

Injection site reactions (e.g. itching or redness)

Fast pulse

Increased levels of pancreatic enzymes (such as lipase and amylase) in blood

Increased calcitonin levels in blood in patients treated for weight management.

Uncommon (may affect up to 1 in 100 people)

Low blood sugar (hypoglycaemia) when tirzepatide is used with metformin for type 2 diabetes.
Gallstones

Inflammation of the gallbladder

Weight loss reported in patients treated for type 2 diabetes

Injection site pain

Increased calcitonin levels in blood in patients treated for type 2 diabetes

Changed sense of taste

Reporting of side effects

If you get any side effects, talk to your doctor, nurse or pharmacist. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects, you can help provide more information on the
safety of this medicine.

167



5. How to store Mounjaro
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the vial label and on the carton after
EXP. The expiry date refers to the last day of that month.

Store in a refrigerator (2 °C — 8 °C). Do not freeze. If the vial has been frozen, DO NOT USE.
Store in the original packaging in order to protect from light.

Mounjaro can be stored unrefrigerated below 30 °C for up to 21 cumulative days and then the vial
must be discarded.

Do not use this medicine if you notice that the vial, seal or stopper is damaged, or the medicine is
cloudy, discoloured or has particles in it.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What Mounjaro contains
The active substance is tirzepatide.
- Mounjaro 2.5 mg: Each vial contains 2.5 mg of tirzepatide in 0.5 ml solution (5 mg/ml).
- Mounjaro 5 mg: Each vial contains 5 mg of tirzepatide in 0.5 ml solution (10 mg/ml).
- Mounjaro 7.5 mg: Each vial contains 7.5 mg of tirzepatide in 0.5 ml solution (15 mg/ml).
- Mounjaro 10 mg: Each vial contains 10 mg of tirzepatide in 0.5 ml solution (20 mg/ml).
- Mounjaro 12.5 mg: Each vial contains 12.5 mg of tirzepatide in 0.5 ml solution (25 mg/ml).
- Mounjaro 15 mg: Each vial contains 15 mg of tirzepatide in 0.5 ml solution (30 mg/ml).

The other ingredients are disodium hydrogen phosphate heptahydrate (E339), sodium chloride, sodium
hydroxide (see section 2 under ‘Mounjaro contains sodium’ for further information); concentrated
hydrochloric acid and water for injections.

What Mounjaro looks like and contents of the pack

Mounjaro is a clear, colourless to slightly yellow, solution for injection in a vial.

Each vial contains 0.5 ml solution.

The vial is for single use only.

Pack sizes of 1 vial, 4 vials, 12 vials, multipack containing 4 (4 packs of 1) vials or multipack
containing 12 (12 packs of 1) vials. Not all pack sizes may be available in your country.
Needles and syringe are not provided in this pack.

Marketing Authorisation Holder
Eli Lilly Nederland B.V., Papendorpseweg 83, 3528 BJ Utrecht, The Netherlands.

Manufacturer
Eli Lilly Italia S.p.A.,Via Gramsci 731/733, 50019, Sesto Fiorentino, Firenze (FI), Italy
Lilly S.A., Avda. de la Industria, 30, 28108 Alcobendas, Madrid, Spain

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:
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Belgique/Belgié/Belgien
Eli Lilly Benelux S.A./N.V.
Tél/Tel: + 32-(0)2 548 84 84

bbarapus

TII "Emu Jlunn Henepnaun" b.B. - bearapus

Ten. + 359 2 491 41 40

Ceska republika
ELILILLY CR, s.r.o.
Tel: + 420 234 664 111

Danmark
Eli Lilly Danmark A/S
TIf: +45 45 26 60 00

Deutschland
Lilly Deutschland GmbH
Tel. +49-(0) 6172 273 2222

Eesti
Eli Lilly Nederland B.V.
Tel: +372 6 817 280

Elrada
OAPMAXEPB-AIAAY A.EB.E.
TnA: +30 210 629 4600

Espafia
Lilly S.A.
Tel: +34-91 663 50 00

France
Lilly France
Tél: +33-(0) 1 5549 34 34

Hrvatska
Eli Lilly Hrvatska d.o.o.
Tel: +385 12350 999

Ireland
Eli Lilly and Company (Ireland) Limited
Tel: + 353-(0) 1 661 4377

island
Icepharma hf.
Simi + 354 540 8000

Italia
Eli Lilly Italia S.p.A.
Tel: + 39- 055 42571

Kvbmpog
Phadisco Ltd
TnA: +357 22 715000
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Lietuva
Eli Lilly Lietuva
Tel. +370 (5) 2649600

Luxembourg/Luxemburg
Eli Lilly Benelux S.A./N.V.
Tél/Tel: + 32-(0)2 548 84 84

Magyarorszag
Lilly Hungaria Kft.
Tel: +36 1328 5100

Malta
Charles de Giorgio Ltd.
Tel: +356 25600 500

Nederland
Eli Lilly Nederland B.V.
Tel: +31-(0) 30 60 25 800

Norge
Eli Lilly Norge A.S.
TIf: +47 22 88 18 00

Osterreich
Eli Lilly Ges.m.b.H.
Tel: +43-(0) 1 20609 1270

Polska
Eli Lilly Polska Sp. z o.0.
Tel: +48 22 440 33 00

Portugal
Lilly Portugal Produtos Farmacéuticos, Lda
Tel: +351-21-4126600

Romania
Eli Lilly Roméania S.R.L.
Tel: + 40 21 4023000

Slovenija
Eli Lilly farmacevtska druzba, d.o.o.
Tel: +386 (0)1 580 00 10

Slovenska republika
Eli Lilly Slovakia s.r.o.
Tel: +421 220 663 111

Suomi/Finland
Oy Eli Lilly Finland Ab
Puh/Tel: + 358-(0) 9 85 45 250

Sverige
Eli Lilly Sweden AB
Tel: +46-(0) 8 7378800



Latvija United Kingdom (Northern Ireland)
Eli Lilly (Suisse) S.A Parstavnieciba Latvija Eli Lilly and Company (Ireland) Limited
Tel: +371 67364000 Tel: +353-(0) 1 661 4377

This leaflet was last revised in

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.
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Package leaflet: Information for the patient

Mounjaro 2.5 mg/dose KwikPen solution for injection in pre-filled pen
Mounjaro 5 mg/dose KwikPen solution for injection in pre-filled pen
Mounjaro 7.5 mg/dose KwikPen solution for injection in pre-filled pen
Mounjaro 10 mg/dose KwikPen solution for injection in pre-filled pen
Mounjaro 12.5 mg/dose KwikPen solution for injection in pre-filled pen
Mounjaro 15 mg/dose KwikPen solution for injection in pre-filled pen
tirzepatide

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start using this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, nurse or pharmacist.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor, nurse or pharmacist. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Mounjaro KwikPen is and what it is used for

2. What you need to know before you use Mounjaro KwikPen
3. How to use Mounjaro KwikPen

4. Possible side effects

5. How to store Mounjaro KwikPen

6. Contents of the pack and other information

1. What Mounjaro KwikPen is and what it is used for

Mounjaro contains an active substance called tirzepatide and is used to treat adults with type 2
diabetes mellitus. Mounjaro reduces the level of sugar in the body only when the levels of sugar are
high.

Mounjaro is also used to treat adults with obesity or overweight (with BMI of at least 27 kg/m?2).
Mounjaro influences appetite regulation, which may help you eat less food and reduce your body
weight.

In type 2 diabetes, Mounjaro is used:

- on its own when you can’t take metformin (another diabetes medicine).

- with other medicines for diabetes when they are not enough to control your blood sugar levels.
These other medicines may be medicines taken by mouth and/or insulin given by injection.

Mounjaro is also used together with diet and exercise for weight loss and to help keep the weight

under control in adults, who have:

- a BMI of 30 kg/m? or greater (obesity) or

- a BMI of at least 27 kg/m? but less than 30 kg/m? (overweight) and weight-related health
problems (such as prediabetes, type 2 diabetes, high blood pressure, abnormal levels of fats in
the blood, breathing problems during sleep called ‘obstructive sleep apnoea’ or a history of
heart attack, stroke or blood vessel problems)

BMI (Body Mass Index) is a measure of your weight in relation to your height.
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It is important to continue to follow the advice on diet and exercise given to you by your doctor, nurse
or pharmacist.

2. What you need to know before you use Mounjaro KwikPen

Do not use Mounjaro KwikPen
- if you are allergic to tirzepatide or any of the other ingredients of this medicine (listed in
section 6).

Warnings and precautions

Talk to your doctor, nurse or pharmacist before using Mounjaro if:

- you have severe problems with food digestion or food remaining in your stomach for longer
than normal (including severe gastroparesis).

- you have ever had pancreatitis (inflammation of the pancreas which may cause severe pain in
the stomach and back which does not go away).

- you have a problem with your eyes (diabetic retinopathy or macular oedema).

- you are using a sulphonylurea (another diabetes medicine) or insulin for your diabetes, as low
blood sugar (hypoglycaemia) can occur. Your doctor may need to change your dose of these
other medicines to reduce this risk.

When starting treatment with Mounjaro, in some cases you may experience loss of fluids/dehydration,
e.g. due to vomiting, nausea and/or diarrhoea, which may lead to a decrease in kidney function. It is
important to avoid dehydration by drinking plenty of fluids. Contact your doctor if you have any
questions or concerns.

If you know that you are due to have surgery where you will be under anaesthesia (sleeping), please
tell your doctor that you are taking Mounjaro.

Children and adolescents
This medicine should not be given to children and adolescents under 18 years of age because it has not
been studied in this age group.

Other medicines and Mounjaro
Tell your doctor, nurse or pharmacist if you are using, have recently used or might use any other
medicines.

Pregnancy

If you are pregnant, think you may be pregnant or are planning to have a baby, ask your doctor for
advice before using this medicine. This medicine should not be used during pregnancy as the effects of
this medicine on an unborn child are not known. Therefore, it is recommended to use contraception
while using this medicine.

Breast-feeding

It is unknown whether tirzepatide passes into breast milk. A risk to newborns/infants cannot be ruled
out. If you are breast-feeding or are planning to breast-feed, talk to your doctor before using this
medicine. You and your doctor should decide if you should stop breast-feeding or delay using
Mounjaro.

Driving and using machines

It is unlikely that this medicine will affect your ability to drive and use machines. However, if you use
Mounjaro in combination with a sulphonylurea or insulin, low blood sugar (hypoglycaemia) may
occur which may reduce your ability to concentrate. Avoid driving or using machines if you get any
signs of low blood sugar, e.g. headache, drowsiness, weakness, dizziness, feeling hungry, confusion,
irritability, fast heartbeat and sweating (see section 4). See section 2, ‘Warnings and precautions’ for
information on increased risk of low blood sugar. Talk to your doctor for further information.
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Mounjaro KwikPen contains sodium
This medicine contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially
‘sodium-free’.

Mounjaro KwikPen contains benzyl alcohol

This medicine contains 5.4 mg benzyl alcohol in each 0.6 ml dose. Benzyl alcohol may cause allergic
reactions.

Ask your doctor, nurse or pharmacist for advice if you are pregnant or breast-feeding or if you have a
liver or kidney disease. This is because large amounts of benzyl alcohol can build-up in your body and
may cause side effects (called “metabolic acidosis™).

3. How to use Mounjaro KwikPen

Always use this medicine exactly as your doctor or pharmacist has told you. Check with your doctor
or pharmacist if you are not sure how to use this medicine.

How much to use

o The starting dose is 2.5 mg once a week for four weeks. After four weeks your doctor will
increase your dose to 5 mg once a week.
o Your doctor may increase your dose by 2.5 mg increments to 7.5 mg, 10 mg, 12.5 mg or

15 mg once a week if you need it. In each case your doctor will tell you to stay on a particular
dose for at least 4 weeks before going to a higher dose.

Do not change your dose unless your doctor has told you to.

Choosing when to use Mounjaro

You can use your pen at any time of the day, with or without meals. You should use it on the same day
each week if you can. To help you remember, when to use Mounjaro, you may wish to mark it on a
calendar.

If necessary, you can change the day of your weekly Mounjaro injection, as long as it has been at least
3 days since your last injection. After selecting a new dosing day, continue with once-a-week dosing
on that new day.

How to inject Mounjaro KwikPen

Mounjaro is injected under the skin (subcutaneous injection) of your stomach area (abdomen) at least

5 cm from the belly button or upper leg (thigh) or upper arm. You may need help from someone else if
you want to inject in your upper arm.

If you want to do so, you can use the same area of your body each week. But be sure to choose a
different injection site within that area. If you also inject insulin choose a different injection site for
that injection.

Read the “Instructions for Use” for the pen carefully before using Mounjaro KwikPen.

Testing blood glucose levels

If you are using Mounjaro with a sulphonylurea or insulin, it is important that you test your blood
glucose levels as instructed by your doctor, nurse or pharmacist (see section 2, ‘Warnings and
precautions’).

If you use more Mounjaro than you should

If you use more Mounjaro than you should talk to your doctor immediately. Too much of this
medicine may cause low blood sugar (hypoglycaemia) and can make you feel sick or be sick.
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If you forget to use Mounjaro
If you forget to inject a dose and,

. it has been 4 days or less since you should have used Mounjaro, use it as soon as you
remember. Then inject your next dose as usual on your scheduled day.
o If it has been more than 4 days since you should have used Mounjaro, skip the missed dose.

Then inject your next dose as usual on your scheduled day.

Do not use a double dose to make up for a forgotten dose. The minimum time between two doses must
be at least 3 days.

If you stop using Mounjaro
Do not stop using Mounjaro without talking with your doctor. If you stop using Mounjaro, and you
have type 2 diabetes, your blood sugar levels can increase.

If you have any further questions on the use of this medicine, ask your doctor, nurse or pharmacist.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.
Serious side effects

Uncommon (may affect up to 1 in 100 people)

- Inflamed pancreas (acute pancreatitis) which could cause severe pain in the stomach and back
which does not go away. You should see a doctor immediately if you experience such
symptoms.

Rare (may affect up to 1 in 1 000 people)

- Severe allergic reactions (e.g. anaphylactic reaction, angioedema). You should get immediate
medical help and inform your doctor if you experience symptoms such as breathing problems,
rapid swelling of the lips, tongue and/or throat with difficulty swallowing and a fast heartbeat.

Other side effects

Very common (may affect more than 1 in 10 people)

- Feeling sick (nausea)

- Diarrhoea

- Stomach (abdominal) pain reported in patients treated for weight management

- Being sick (vomiting) reported in patients treated for weight management

- Constipation reported in patients treated for weight management

These side effects are usually not severe. Nausea, diarrhoea, and vomiting are most common when
first starting tirzepatide but decrease over time in most patients.

- Low blood sugar (hypoglycaemia) is very common when tirzepatide is used with medicines that
contain a sulphonylurea and/or insulin. If you are using a sulphonylurea or insulin for type 2
diabetes, the dose may need to be lowered while you use tirzepatide (see section 2, ‘Warnings
and precautions’). Symptoms of low blood sugar may include headache, drowsiness, weakness,
dizziness, feeling hungry, confusion, irritability, fast heartbeat and sweating. Your doctor
should tell you how to treat low blood sugar.

Common (may affect up to 1 in 10 people)

- Low blood sugar (hypoglycaemia) when tirzepatide is used for type 2 diabetes with both
metformin and a sodium-glucose co-transporter 2 inhibitor (another diabetes medicine)

- Allergic reaction (hypersensitivity) (e.g., rash, itching, and eczema)

- Dizziness reported in patients treated for weight management

- Low blood pressure reported in patients treated for weight management
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- Feeling less hungry (decreased appetite) reported in patients treated for type 2 diabetes

- Stomach (abdominal) pain reported in patients treated for type 2 diabetes

- Being sick (vomiting) reported in patients treated for type 2 diabetes — this usually decreases
over time

- Indigestion (dyspepsia)

- Constipation reported in patients treated for type 2 diabetes

- Bloating of the stomach

- Burping (eructation)

- Gas (flatulence)

- Reflux or heartburn (also called gastroesophageal reflux disease — GERD) - a disease caused by
stomach acid coming up into the tube from your stomach to your mouth

- Hair loss reported in patients treated for weight management

- Feeling tired (fatigue)

- Injection site reactions (e.g. itching or redness)

- Fast pulse

- Increased levels of pancreatic enzymes (such as lipase and amylase) in blood

- Increased calcitonin levels in blood in patients treated for weight management.

Uncommon (may affect up to 1 in 100 people)

- Low blood sugar (hypoglycaemia) when tirzepatide is used with metformin for type 2 diabetes.
- Gallstones

- Inflammation of the gallbladder

- Weight loss reported in patients treated for type 2 diabetes

- Injection site pain

- Increased calcitonin levels in blood in patients treated for type 2 diabetes

- Changed sense of taste

Reporting of side effects

If you get any side effects, talk to your doctor, nurse or pharmacist. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects, you can help provide more information on the
safety of this medicine.

5. How to store Mounjaro KwikPen

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the pen label and on the carton after
EXP. The expiry date refers to the last day of that month.

Store in a refrigerator (2 °C — 8 °C). Do not freeze. If the pen has been frozen, DO NOT USE.

Mounjaro KwikPen can be stored unrefrigerated below 30 °C for up to 30 days after first use and then
the pen must be discarded.

Do not use this medicine if you notice that the pen is damaged, or the medicine is cloudy, discoloured
or has particles in it.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.
6. Contents of the pack and other information

What Mounjaro KwikPen contains
The active substance is tirzepatide.
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Mounjaro 2.5 mg/dose KwikPen: Each dose contains 2.5 mg of tirzepatide in 0.6 ml solution. Each
multi-dose pre-filled pen contains 10 mg of tirzepatide in 2.4 ml (4.17 mg/ml). Each pen delivers

4 doses of 2.5 mg.

Mounjaro 5 mg/dose KwikPen: Each dose contains 5 mg of tirzepatide in 0.6 ml solution. Each multi-
dose pre-filled pen contains 20 mg of tirzepatide in 2.4 ml (8.33 mg/ml). Each pen delivers 4 doses of
5 mg.

Mounjaro 7.5 mg/dose KwikPen: Each dose contains 7.5 mg of tirzepatide in 0.6 ml solution. Each
multi-dose pre-filled pen contains 30 mg of tirzepatide in 2.4 ml (12.5 mg/ml). Each pen delivers

4 doses of 7.5 mg.

Mounjaro 10 mg/dose KwikPen: Each dose contains 10 mg of tirzepatide in 0.6 ml solution. Each
multi-dose pre-filled pen contains 40 mg of tirzepatide in 2.4 ml (16.7 mg/ml). Each pen delivers

4 doses of 10 mg.

Mounjaro 12.5 mg/dose KwikPen: Each dose contains 12.5 mg of tirzepatide in 0.6 ml solution. Each
multi-dose pre-filled pen contains 50 mg of tirzepatide in 2.4 ml (20.8 mg/ml). Each pen delivers

4 doses of 12.5 mg.

Mounjaro 15 mg/dose KwikPen: Each dose contains 15 mg of tirzepatide in 0.6 ml solution. Each
multi-dose pre-filled pen contains 60 mg of tirzepatide in 2.4 ml (25 mg/ml). Each pen delivers

4 doses of 15 mg.

The other ingredients are disodium hydrogen phosphate heptahydrate (E339), benzyl alcohol (E1519)
(see section 2 under ‘Mounjaro KwikPen contains benzyl alcohol’ for further information), glycerol,
phenol, sodium chloride, sodium hydroxide (see section 2 under ‘Mounjaro contains sodium’ for
further information); concentrated hydrochloric acid and water for injections.

What Mounjaro looks like and contents of the pack

Mounjaro is a clear, colourless to slightly yellow, solution for injection in a pre-filled pen (KwikPen).
Each KwikPen contains 2.4 ml solution for injection (4 doses of 0.6 ml), and excess for priming.
Needles are not included.

Pack sizes of 1 and 3 KwikPens

Not all pack sizes may be available in your country.

Marketing Authorisation Holder
Eli Lilly Nederland B.V., Papendorpseweg 83, 3528 BJ Utrecht, The Netherlands.

Manufacturer

Eli Lilly Italia S.p.A.,Via Gramsci 731/733, 50019, Sesto Fiorentino, Firenze (FI), Italy

Lilly S.A., Avda. de la Industria, 30, 28108 Alcobendas, Madrid, Spain

Lilly France, 2, rue du Colonel Lilly, 67640 Fegersheim, France

Millmount Healthcare Limited, Block 7 City North Business Campus, Stamullen, K32 YD60, Ireland

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgique/Belgié/Belgien Lietuva

Eli Lilly Benelux S.A./N.V. Eli Lilly Lietuva

Tél/Tel: + 32-(0)2 548 84 84 Tel. +370 (5) 2649600
Buarapus Luxembourg/Luxemburg
TII "Enn JIunn Henepnann" b.B. - bearapus Eli Lilly Benelux S.A./N.V.
Ten. + 359 2 491 41 40 Tél/Tel: + 32-(0)2 548 84 84
Ceska republika Magyarorszag

ELILILLY CR, s.r.o. Lilly Hungaria Kft.

Tel: +420 234 664 111 Tel: +36 1328 5100
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Danmark
Eli Lilly Danmark A/S
TIf: +45 45 26 60 00

Deutschland
Lilly Deutschland GmbH
Tel. +49-(0) 6172 273 2222

Eesti
Eli Lilly Nederland B.V.
Tel: +372 6 817 280

El)LGoa
OAPMAZEPB-AIAAY A.E.B.E.
TnA: +30 210 629 4600

Espaiia
Lilly S.A.
Tel: +34-91 663 50 00

France
Lilly France
Tel: +33-(0) 1 5549 34 34

Hrvatska
Eli Lilly Hrvatska d.o.o.
Tel: +385 1 2350 999

Ireland
Eli Lilly and Company (Ireland) Limited
Tel: +353-(0) 1 661 4377

Island
Icepharma hf.
Simi + 354 540 8000

Italia
Eli Lilly Italia S.p.A.
Tel: +39- 055 42571

Kvnpog
Phadisco Ltd
TnA: +357 22 715000

Latvija

Eli Lilly (Suisse) S.A Parstavnieciba Latvija

Tel: +371 67364000

This leaflet was last revised in

Other sources of information

Malta
Charles de Giorgio Ltd.
Tel: +356 25600 500

Nederland
Eli Lilly Nederland B.V.
Tel: +31-(0) 30 60 25 800

Norge
Eli Lilly Norge A.S.
TIf: +47 22 88 18 00

Osterreich
Eli Lilly Ges.m.b.H.
Tel: +43-(0) 1 20609 1270

Polska
Eli Lilly Polska Sp. z 0.0.
Tel: +48 22 440 33 00

Portugal
Lilly Portugal Produtos Farmacéuticos, Lda
Tel: + 351-21-4126600

Romania
Eli Lilly Roméania S.R.L.
Tel: +40 21 4023000

Slovenija
Eli Lilly farmacevtska druzba, d.o.o.
Tel: +386 (0)1 580 00 10

Slovenska republika
Eli Lilly Slovakia s.r.o.
Tel: +421 220 663 111

Suomi/Finland
Oy Eli Lilly Finland Ab
Puh/Tel: + 358-(0) 9 85 45 250

Sverige
Eli Lilly Sweden AB
Tel: + 46-(0) 8 7378800

United Kingdom (Northern Ireland)
Eli Lilly and Company (Ireland) Limited
Tel: +353-(0) 1 661 4377

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.cu.
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Instruction for use

Multi-dose pre-filled pen
Each pen contains 4 fixed doses, one dose taken weekly.

Mounjaro 2.5 mg/dose KwikPen solution for injection in pre-filled pen
Mounjaro 5 mg/dose KwikPen solution for injection in pre-filled pen
Mounjaro 7.5 mg/dose KwikPen mg solution for injection in pre-filled pen
Mounjaro 10 mg/dose KwikPen solution for injection in pre-filled pen
Mounjaro 12.5 mg/dose KwikPen solution for injection in pre-filled pen
Mounjaro 15 mg/dose KwikPen solution for injection in pre-filled pen
tirzepatide

This instructions for use contains information on how to inject Mounjaro KwikPen

Important information you need to know before injecting Mounjaro KwikPen.

Read this instructions for use and the package leaflet before you start injecting Mounjaro KwikPen
and each time you get another new pen. There may be new information. This information does not
take the place of talking to your doctor, pharmacist or nurse about your medical condition or
treatment.

Mounjaro KwikPen is a disposable multi-dose pre-filled pen. The pen contains 4 fixed doses, one
dose taken weekly. Inject a single weekly injection, under the skin (subcutaneously).

After 4 doses, throw away (discard) the pen, including the unused medicine. The pen will prevent you
from dialling a full dose after you have given yourself 4 weekly doses. Do not inject the leftover

medicine. Do not transfer the medicine from your pen into a syringe.

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

People who are blind or have vision problems should not use the pen without help from a person
trained to use the pen.
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Guide to parts

Parts of the Mounjaro KwikPen

Pen cap

Cap clip

Red inner seal

Dose
) Cartridge indi
Cartridge |, delf‘; Pen body indicator

Dose

Plunger Label Dose
e window knob

Pen needle parts
(Needles not included)
Outer needle  pper needle Needle  Paper tab

shield shield

KwikPen compatible needle (If you do not know what
pen needle to use, talk to your healthcare professional)

Supplies needed to give your injection

- Mounjaro KwikPen

- KwikPen compatible needle (If you do not know what pen needle to use, talk to your

healthcare professional)
- Swab, gauze or cotton ball

- Sharps disposal container or household container

Preparing to inject Mounjaro KwikPen

[ ©O© )

Step 1:
e  Wash your hands with soap and water.

Step 2:
e Pull the pen cap straight off.

e Inspect the pen and label. Do not use if:

- the medicine name or dose strength does

not match your prescription.

- the pen is expired (EXP) or looks
damaged.

- the medicine has been frozen, has

particles, is cloudy, or is discoloured.

Mounjaro should be colourless to slightly

yellow.
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a. Outer needle
shield

b. Inner needle
shield

Step 3:

Step 4:

Step 5:

Step 6:

Step 7:

Step 8:
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Wipe the red inner seal with a swab.

Select a new pen needle. Always use a new
pen needle for each injection to help prevent
infections and blocked needles.

Pull off the paper tab from the outer needle
shield.

Push the capped needle straight onto the pen
and twist the needle on until it is tight.

Pull off the outer needle shield and keep it.
This will be reused.

Pull off the inner needle shield and throw it
away.

Slowly turn the dose knob until you hear

2 clicks and the extended line is shown
in the dose window. This is the prime
position. It can be corrected by turning the
dose knob in either direction until the prime
position lines up to the dose indicator.

Hold your pen with the needle pointing up.
Tap the cartridge holder gently to collect air
bubbles at the top.



S Sec.

HOLD

Injecting Mounjaro KwikPen

a. Front b. Back

Dial

Step 9:

Release some medicine into the air by
pushing the dose knob in until it stops, then
slowly count to 5 while holding the dose

knob. The icon must be shown in the
dose window. Do not inject into your body.

Priming removes air from the cartridge and
makes sure that your pen is working correctly.
Your pen has been primed if a small amount
of medicine comes out of the tip of the pen
needle.
- Ifyou do not see medicine, repeat steps
7-9, no more than 2 additional times.
- Ifyou still do not see medicine, then
change the pen needle and repeat steps
7-9, no more than 1 additional time.
- If you still do not see medicine, contact
your local Lilly office listed in the
patient information leaflet.

Step 10:

Choose an injection site.

a. You or another person can inject the
medicine in your thigh or stomach
(abdomen) at least 5 cm from the belly
button.

b. Another person should give you the
injection in the back of your upper arm.

Change your injection site each week. You

may use the same area of your body but be
sure to choose a different injection site in that
area.

Step 11:
e Turn the dose knob until it stops and the

icon is shown in the dose window. The
icon is equal to a full dose.

Step 12:

a.
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Insert the needle into your skin.



b.

PUSH

5 sec.
HOLD

Inject the medicine by pushing the dose knob
in until it stops then slowly count to 5 while
holding the dose knob. The icon must be
shown in the dose window before removing
the needle.

Step 13:

After your Mounjaro KwikPen injection

Pull the needle out of your skin. A drop of
medicine on the needle tip is normal. It will
not affect your dose.

Confirm the icon is in the dose window.
If you see the icon in the window, you
have received the full dose.

If you do not see the icon in the dose
window, insert the needle back into your skin
and finish your injection. Do not redial the
dose.

If you still do not think you received the full
dose, do not start over or repeat the injection.

Contact your local Lilly office listed in the patient
information leaflet.

Step 14:

If you see blood after you pull the needle out
of your skin, lightly press the injection site
with gauze or a cotton ball. Do not rub the
injection site.

Step 15:

Carefully replace the outer needle shield.

Step 16:
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Unscrew the capped needle and put the needle
in a sharps disposal container (see “Disposing
of Mounjaro KwikPen and pen needles”).

Do not store the pen with the needle attached
to prevent leaking, blocking the needle, and air
from entering the pen.



Step 17:
e Replace the pen cap.
Do not store the pen without the pen cap
attached.

Storing your Mounjaro KwikPen

Unused pens:

Store unused pens in the refrigerator between 2°C to 8°C.

Unused pens may be used until the expiration date printed on the label if the pen has been kept in
the refrigerator.

Do not freeze your pen. Throw away (dispose) the pen if it has been frozen.

Used pens:

You may store your used pen at room temperature below 30°C after your injection.
Keep your pen and needles out of the sight and reach of children.
Dispose of the pen 30 days after first use even though the pen has medicine left in it.

Dispose of the pen after receiving 4 weekly doses. Attempting to inject any leftover medicine
could result in an incomplete dose even though the pen still has medicine left in it.

Disposing of Mounjaro KwikPen and pen needles

[

Put your used pen needles in a sharps disposal container or a hard plastic container with a secure
lid.

Do not throw away (dispose) loose pen needles in your household waste.

Dispose of the used pen as instructed by your healthcare professional.

Ask your healthcare professional about options to dispose of the sharps disposal container
properly.

Do not recycle your used sharps disposal container.

Commonly asked questions

If you cannot remove the pen cap, gently twist the pen cap back and forth, and then pull the pen
cap straight off.

If the dose knob is hard to push:

— pushing the dose knob more slowly will make it easier to inject.

— your needle may be blocked. Put on a new needle and prime the pen.

— you may have dust, food, or liquid inside the pen. Throw the pen away and get a new pen.

Additional information

If you have any questions or problems with Mounjaro KwikPen:

e Contact Lilly or your doctor, nurse or pharmacist.
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Medicine calendar

Use Mounjaro KwikPen 1 time a week. I inject my weekly dose on the dates below.

Write the day of the week you choose to
inject. Inject on this day each week

(Example: Monday). (Day/Month) (Day/Month) (Day/Month) (Day/Month)

Last revised in
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« T AR HES A UL R RES 42
CRFBARIRRE, AR, AHRZ e R, BFEIEO R
ST ETTIRRE
< I LD A EED
CERBEOT L a— VABEE
[8.10, 11.1.1 &R]
HiEREEHT S F
2 1 ALNIZIERZ FET 5 etk TIIARAIOR G2 I35 2
L, [9.5 B8]
1145
Il AN LT D aTRENE D 8 5 oI IIAR 2 5 L2 2 &
BBRIC BV T, IR RIS T2 UL FElA A& Gkl
KRB TO AUC BEEIZEHB W T T v N TR0 L5, ¥ FTHO.1
fi, YATH L I~L T < BEEE (7 v b WEFED
Y. WRIEE OHE], B M O Bemy o s AR D, oY
X RUAEARRSG, B B B OSNIRB H OFE A ARSI 2 Y
Jv BMRTIRAR G, SRR R OVF AR B o & AEBRE RN 2 V)
BRH LN TND, 2D O RIIREM O RERD &£ 5 b D
Thotz, [9.4 2]
2315
TR E OISR ORSLR RO A IEE B8 L Il ok U
RNy o AP
7 v NCTHHT~OBITHAMRE SN TN D, B N TOIHLITBITIC
B3 27 =2 &0t hOHALFORA~DOEEBIZET 57 — 213
AT
INR
IR R g b U7 BRPRARBR I i L TRy,
EnE
BEORELZBIZ LN DIEEICERS T2 2 &, — I
METFLTWDZ ERZV, [16.6.3 27]

10. fHEEH
10.2 fFREE BHRICEET S L)

¢4

-

e

[11

FH 455 FRAEIR - FFE 79 | T - fabRE T
LEVSTIEES RIMFHAE D FEBUCIER | MR TR 23
E 7T T A NREEH THI L, FRT, A | iSRS,

2R =)L LT H
AL A Y WM A
=7V a v —EHES

DPP—4 PR
SGLT2 FRLEHA

11 2]

R Y N E A VIR
=y LT HlE DR
%6, Rl Y 2
7 DN % B AN
B DT, EHR 7R
FERIE 21T\, SIS
L. 2 0K D
WEEMREFTLZ L,

TV U RIEA

A Y R

4




11. Bl¥EFA
WORWERNH Sbos Z LN DDT, BIELZ 45TV, B
RO LN AT G2 T 5 72 ETETIARAEEZTTH 2 &,

1.1 EXGEIER

.11 &g (BEE )
IR, MRk, & EE D ZE R, T, B A O, BhiE, Rk
G, O F 0 RR, R R E S OMRIEEER A S Hbohd 2
EMH D, Fio, 2 BHERFEEE BN TA A Y AT
2OV =L LT AL E ORI EE 2RI ER 2 B S b
NEHERE T LIRS ST D,
IR MBER 25580 DA BAICIE, BE 2 E& e a2 8T
L7 WU RAEEITH) &, LR L, a-Fa v —F
PR & PR IL Y Fokiz 53528, £z, BHD
IREEIZIG U T, AAIS D WVIEHEH LT 2 B R 3 2 8 &
T 57 L) i EE{TH 2 L, [8.10, 8.11,
9.1.3, 10.2, 17.1.1, 17.1.3 BM]

11.1.2 24EEL (0. 1%)
Wi 22 £ 5 FREEAO 72 LW IR SE, BLE 235580 D51
1, AFIOEGZ IR L, WY REEIT) 2 &, £, R
LW s GAE RS TN 2 [8.3.8.4,9. 1. 1
2]

11.1.3 BEEX, EEX. B 5 oFHEE (WO L EER)
[8.7 2[R]

11.2 ZOtDEI1ER

EHm

5%L4 1~5%A il 0. 5~ 1%Am | BEEARH]
REYME A%
(R M O R [AREOR
R R i) R E, IR
AL
AR P PR e
HEE
R T IWSick- e
)Ju%‘rl
e P R WEEERTUER, R E R HHEH
M ERA. WAL ERMER R, B it
R, BN . B HEgil
N A E N A
JHF I3 R B A JiE
B BEE KOS TSN BORG . | R
HEATIRRE 5. IE, R
i
R e OVRE TRk it i
fRE
IR ARHRAE
7S UoR—BHEm 77—

L DA ORISR 2 O N T 58 ITBFE OREE o Ic Bl L, BENRD D
NIHE AT E i 2175 Z &,
20 2D OBEREF OZEH B UIERITER® b oz,

14 FRLDFE
14.1 EFIBERIOEE
HEAZEORHE TR N 2 & | IR AN R CYRlE s
TN EEHER LI ECHEAT L L,
14.2 EFIBEHOEE
14.2.1 % E5& M1
BN EESX, MEE. KRER, ERBCAT O, FESEITIX AR R
L, 27 & LiElOEFEHT LY 2~3cm BT 2 &,
14.2.2 B 5K
FRIRN L O RIS B85 L7 2 &
2.3 it
(1) RANTEEERORAITH S,
(2) AFNIMOBF] L DIRAICE Y . OB SHMTEBEARD
L7120, REILMMORK ZEE LT &,

14

15. ZDfDFE

15.2 JEEGEREAERICE D < fF#R
Fv b R A (BT 2 RS AFIERRICB N T,
R &% TH2HE (RKEKRHETO AUC Iz T
7y N CIHERE FRREBOLZORBTE P, ~ 7 A TR 0.5 1)
T, HERER C HIRRME O 58 AE B O BEIMASFRD b T & O
Ndh 5,
FORARBEARE D BEE O & 2 B e ONHURARBERRE L2 58 1N
OYUNESHE 2 TLOZERE D 8 % BEF x5 ARAI DM
FESL LTV, [8.6 21R]

16. KM BHRE

16.1 mehiRE
e 2 SR 2 1Rl 21 B SE R T RS RO EE S n
T ANERE L, AAlE 8 10 0. 26mg THREG 2B, 4 EHEH
[T 0.5mg, 1.0mg, 1.7mg KON 2. 4mg ~HIR L7z, EHEIREICET HA
1. Omg BTN 2. dmg 2 5 DFMBIRE 3T A — & ROUMIEFREHER 2
UTErd” GrEAT—%),

e || AU Coax T P tie CL/F Ves/F
- (nmo1+h/L)| (nmol/L) (h) (h) (L/h) (L)
5783 46. 8 18 0. 042
LOome 33|00 ) | o.n | (6-42) (20.7)
o i | 29| 14698 119 24 155 0. 040 9.8
e (22.6) | 26.3) | (3-48) | 9.8) | (22.6) (23.4)

Ly (LB REN)
CL/F : BT DR U T T2 A, Ves/F 0 BT O5SARER
) i (/M- R )

16.2 IR
SMENBEEERCA 10 BICAHA] 0. 5mg % HiEIRZ N5 L7z & & Oty
AFTRATEYT (1L, 8% THo7= 7,
BETSESE D YBRE 2366 B (AN 408 i) Z %14 & Ui REM Sy B)hE
RNT OGS AHK % B 25500 (RS, KBRS K& O Fis) (o5 L
7o b & BRSO G 2 K & O LG~ 1 5T o E IR RE
DARFINGE T 45D HL O HEE A K O 0% HE X1, 0.99 [0.96 ;1. 01] KOt
0.99 [0.95;1.03] Th-i-.
16.3 7
AR OMIFFOT NT I KT D in vitro FEEIFRIL IVHE T > 72
9) 10)
16. 4 {%35
H T T AL L7 AH 0. 5mg 2 4 FE N fHE BEEE 7 I HE R T %
B LR R AFNIRTF REH D 2 R 7GR QNS o B
Bbick v RS h s s e sz Y,
AFNX, CYP 3Tl st L CHER BRI & 72 55538 (CYPL1A2, CYP2B6 &
TR CYP3A4/5) & 5 WM B E 1 (CYP1A2, CYP2B6, CYP2CS, CYP2C9, CYP2C19,
CYP2D6 J TR CYP3A4/5) %ok & 7pin-o7= P WENF—4% . in vitroik
5
16.5 HEit
H T T Ak LI ARA 0. Smg % AME A GREE S P 7 il R B R4
B UTfER, ek 56 A £ COMB GBI 32 IR P R O3 o il
HEHEIIEERIT 53. 0% TN 18. 6% T o 7=, MEGHUIFHED 5 6, AFIRZEA
(RO PR REPEIERIT 3. 120 CTh 72 Y,
F7o, AAFNE, & b T2 AKR—4— (P-gp, BCRP, OATPIB1, OATP1B3,
OAT1, OAT3 J& TN OCT2) (T L CEEIR ERE L 72 HIHFEH 2R S 7200
=W BEAT—H, in vitroikBR).



16.6 HEDEREHT OBH
16.6.1 BHEEEZTHRE IS T HEMHE

BRI EOREDRRDWHRE (/v T7F=227 YT 7 A (Cer)
WX BHH) B BAHN 0. 5mg HEIK TG % OBy EEE . B
AEASIE R 224885 (Cor 80mL/min #8) & FLlHiGET LRl S & LU R IR

3V GrEAT—%),

AUCo-int Cons
T RE o E D HEEE

[95%(EHE X ] [90%{5 # X[ ]
R/ IEH 0.99 0. 90

(%% : Cer 50 #3~80mL/min) [0.85; 1.16] [0.73; 1.11]
AR/ IER 1.07 0.79

(FP4&EEE : Cer 30 #3~50mL/min) [0.91; 1.27] [0.64 ; 0.99]
HEE/IEH 1.13 0. 86

(EFE : Cer 30mL/min LAF) [0.97 ; 1.32] [0.70 ; 1.06]
K/ IEH 1. 10 0.82

ORI - BT % A BE & 3 5 EBRAT) [0.94 ; 1.28] [0.66 ; 1.01]

c. PF SR O L BE (2 35 <SRBI TE /S T A — & D ARFIFEDF RIS %14 2 AFIOF R
Dk

d. PfEo7E (h) (RAIDFAR-AFIPEOR AR (&M

e N FTIEMT OV T IE 95%EHE X

17. BRER B HE

17.1 BHHRUOREHICET 558

17.1.1 75 RMB_EEREERE (F0E. BEEFEXE 2
RERREE T SIEHERE. ERERESE 111 4855
I AREL R EE ST 2 BB RIE A A7 L. %> BMI 2% 27. Okg/m’ A
EeE e, R REE D L <IiE 2 BRI S & T 2 DLl Eo R
VTR 2 MR ) 2 A5 % X% BMIT A3 35. Okg/m? BA_b oD B e
B 401 B % X BT BELEN D (HF 21T ARFH 2. Amg, ASH 1. Tmg
X7 T ARE 1 (6], 68 W TG Lz (A 2. 4mg : 199 i (A
AN 179 41) . AFKI L Tmg 2 101 6] (HAN :9241), 77K : 101
B (AAN 89 ), 7eds, 2 AUBEIRIF AT OV T, BERFEHEIE
JiE AT EBORE OARBE N AL E & 72 5 Al HEME S & B L fllbr S iz i
BRSNSz, BRI, YBRE TR FO D v U —HIR & O AT
ORI A AT L CTIT o7,

WEBRE A - B 14 B, BREE 10 B, HRAREE 11 B, EEE 10 B, K 9
T o FEOHEE AR B OF 95%F XA 3 1% 0% SR AT IE, ARl MR K OMARHE TRt L7z 9k
fiRbric o<,

JETHESE D YBRE 2366 B (F A 408 Bil) Z %i4s & L= RFEM Ky E)
REMREHT DRGSR, SRR IER 22 BEBRE (kT ¥ 2 MR B AR RS 2 5
B R OV R R IR R A A D IR E O FIRIE O AN R
RO OHEEME KO Q0% HIL, 1.04 [1.02; 1.06] &Y 1.07
[1.02; 1. 11]TH -7,
16.6.2 FFHEEEEHREICS (T 5EMERE

RS RERE 2 DO FR T D H 720 2 W54 (Child-Pugh scores (253 < 434H)
W8 HARFA 0. 5mg HLEIR N 5% O3B | TEERENS IEH 2a

B & R L7 A2 D IR Y GHEAT —4),
AUCo-int Crax
JIFHRE D HEE Lo HETE
[90%(F # X i [90%(F 4 X i1 ]
R/ IR 0.95 0.99
(#£J% - Child-Pugh 4y% A) [0.77 ; 1.16] [0.80 ; 1.23]
HREERE /IR 1.02 1.02
(WS BE © Child-Pugh 4% B) [0.93; 1. 12] [0.88; 1. 18]
HE/ER 0.97 1.15
(FEJ¥ : Child-Pugh 4y C) [0.84;1.12] [0.89 ; 1. 48]

PR R RN 18 i, WREE 8 B, hAREE 10 i, FERE 7 ]
T SEOHEER R O 00%E AR, Filin, MERIKR OMRE CIRE L7,

16.6.3 SEEICH T HEME)E
REHAE 25 O P 2366 5 (A AN 408 1) Z x5 & U7 RHEE ISR E)
HEMRAT DR S, 18 W Lh E~65 A D PR 123 5 65 kLl E~T75
AT O 75 B LA OWERTE O TE HIRNE O AFINETE B D L O HETEAE
RO 90%EHE X B, 0.98[0.96 ;1. 01] %1 0.96 [0.89;1.02] Tdh o
72
16.7 EMHEEIEHR
KA 1. Omg XIF 2. dmg DEFRIEIZBNT, A hRALIv, UL77 Y
UL VER T T MARREF U RABIEEL TN T I 7=
CEPHRERG Lz b & ORMBIIEORE B2 L FICRT P (S E AT —

T 1) IEREZIRA A K7 A > 2016 TEE S 42 JERMIEO BT HEEC LA D 11 OFRE

Lan, MAANLNIPRFEOEIGIIRDO LB,

(1) TitpERERLE (2 BUBEIR

97 - MBEAE SR H 20 &) ¢ 2 BUBEIRIT 24. T, 2 BUBEIRITLASL 41. 6%, (2) NEEHEN
SiE : 86. 3%, (3) ML : 74. 6%, (4) wJRERIULE « A - 35. 2%, (5) FEBIRAEE :
2.5%, (6) JMHEZE : 1.5%., (7) FET b= — LPERRIGMERTHA « 44. 6%, (8) A%
B« AT 2. 5%, (9) PRZEPERENR A MNP SERRRE « JETH M KU BERE : 10. 0%,
(10) JEBhZFHEE 0 10.2%, (11) AETHE BT : 0. 2%
AFNE, JH 1[R10. 25mg TEREABIA L. &M 1 Tng BETIX 4 WM Z
LAZEEBERIZ 0. 5mg, 1. Omg, 1. Tmg ~, AH 2. 4mg BETIL 4 [ = &

(T ERPEAILZ 0. Bmg. 1. 0mg, 1. 7mg. 2.4mg ~HEE L7z,

FEFHEE Th H— AT A )b ikE 68 M E COREL{LR
KO- 68 JIEIC 5%LL b o> PR EJD & R L 7= g oBIA 1B L
T 77 B ARBHCRT D AHA 2. dmg BEDERWE /R S 7z (p<0. 0001,

TERZM),
AF 1. Tng B AF 2. dmg FE 7" TR B
(101 1) (199 1) (101 i)
e 86. 1+-11.9 86.9+16.5 90.2+15. 1
N A OEE ke) (1011) (199f71) (101%1)
s e 77.8+13.9 75.1+17.0 88.6+15.5
Brls 68 WO R ke) (o8fil) (19345) (100651)
15 68 £ TD -9.9+7.8 -13.4+8.6 -1.9+5.9
IREZEALE (%) (98%1) (193431) (1004])
7 7t kL ORERTZE -7.52 ~11. 06 B
[95%15 ##E <[] [-9.62 ; -5.43] [-12.88 ; -9. 24]
N N » 72.4 82.9 21.0
SREL LR RS (71/98) (160/193) (21/100)
7R BEE DFyA I 11.08 21.72 B
[95%(F 47X H] [5.53 ; 22.22] [11.27 ; 41.86]

2)o
e STl % | |soumam| oovien: | o
Hhiy 500 %ﬁﬁi 2| o6 11111 | 10,830,980 |(-0.38 1,251
S 2 f@ﬁi 22 [0.9;;0?.11] [0.82;9(1).98] [1.2?;0(2).75]
A » %ﬁﬁi 2| (oo8 1100 | (0,673 .00 | [0.58: 2,500
s 0-5 1.0 %ﬁﬁi 2| (o o7 1081 | 10815103 | 10,001 0.25]
ilkidid 10 %ﬁﬁi 2| oo5i1120 | 0471082 | 1002500
R ﬁé.ZJ;ijﬁ 37 [Log{;l;m] [oAgslaA;O? 10] [vogA;BgAsoJ
ViV AR 015 ﬁ:J;Ijﬁ 10 [mé';z?zej [oAgsla';Oi 12] [oAzg';BgAm
ey 1500 1.0 &iﬁz 2 [oAgg';g?Aou [erg'j;Asg] (0. 12';23251
N L &iﬁz 35 [LO;;O? 1] [oAs(z)';gioﬂ [vog';OngzJ

T ca AR BAGRNT 0. 25mg, 1. Omg OAERF AL ~IZ, 0. 25mg % 4 [E], 0. 5mg % 4 A5
L=z L, 2. dmg OHERFTR~I1T 0. 25mg % 4 [, 0.5mg % 4 [A], 1.0mg % 4
Bl 1. 7mg % 4 B LR ICHR Lz, EWHEERIEAR 1. Ong 2 4 [F#&5 L7
%% 2. dmg & 4 BHR G- U722 IZFHIG L 72,
PERZE - o7y, v %oy T ABFY R OW FEhE-ME LRI S, ARy (1 A 2 8],
3.5 H) . TFhIAMIY A-VROVE VAN (Wb 1 H 1TEL 8 B) IXREE S,

b. AUCo-12n : A MWV, AUCo-168 : S=R TN R=TW771 7, AUCo-120n : ¥ 3" %Y/ AUCo-72n = 7 v 29F7

AUCo-24n = TF=WIANTY A=W R WK™ )Wy Abb, AUCo-sh = N FEHE-N

P R
a) ZHEA

s GEEIED | Flas Gl dH%)
L IO TR 2 etk e lobric L v B

b) %45 68 WIRFZ~N—2 T A > h 5 %L EOKERD & AL L I BRE OFl &

o) ZEMEEE AN TREE MR, = Y27 ¢ v 7 E#IC KD 5

REICHEY 22 OMOFHEE R, M, iERONEE AT A—2 2B
2 RHEIE H OfE R 2 TRIRT,

IREICB S 2 % Ofh DRI H

e AH 1. Tmg B AH 2. amg B 7" Itk B
Bl o8 (101 i) (199 ) (101 %)
e i e s ) 41.8 60. 6 5.0
il (41/98) (117/193) (5/100)
e i e s ) 24.5 40.9 3.0
ISHEL B B (24/98) (79/193) (3/100)

B L4 B/ R 5120

a) N—ATA G 1050 EOKRERA A ER LR T OFlE
b) R—=RF A hvE 15%EA DR & R L I R oFlE

M, iR OWREL /S F A — 2 2B 2 APl A

AFA 1. Tmg B A 2. Amg B 7" TR R

(101 f51) (199 i) (101 f41)

O 6.4+1.1 6.4+1.2 6.4+1.1

HbAlc (10131) (19951) (101451)

(%) P55 68 -0.97+0.8 -1.0£1.0 0.0+0.8
FCOEE (9845il) (19343) (10051))

] N 354y 111.7+26.2 111.2+27.2 112.7+29.5

7 i I i (10141) (19945 (10043

(mg/dL) P55 68 -18.3%21.9 -19.3422.6 1.7+26.1
FCOE{ (9741)) (19245)) (98431)

N 354y 135+13 133+ 14 133+ 14

U AF 9N P (1014) (19941) (10141)
(mmHg) Bl 68 I -12+13 -11+15 -5+15
ECTOE(LE (98431) (19341) (100%1)

N 354y 8510 83+ 11 86+ 12

JEHRIY L E (1014) (19941) (10141)
(mmHg) Pl 68 JHIE -5+10 -5+10 -3+9
ECTOELE (98431) (19341) (100%1)




KA 1. Tng BE AFH 2. dmg HE 7T R
(101 1) (199 #1) (101 1)
Yy 207.1+39.9 200.4+35.6 206.2+36.4
avaze-y (10141) (19941) (10141)
(mg/dL) P 68 JE I -6.016. 1 -7.8+12.3 1.2412.2
F TOELE %) (98431) (1934) (1004)
Yy 124.89%33.53 | 120.6031.77 | 126.96+31. 50
LDL 2V A7n— (10141) (19941) (10141)
(mg/dL) P 68 JE I ~7.1+28.8 ~11.8+20.3 -2.8+18.5
F TOEE%) (98431) (1934 (99451)
O 51.7+12.3 52.2%12.3 19.8%10.9
HDL 2V A7 n— (10141) (19941) (10141)
(mg/dL) P 68 JE I 8.0+18.3 9.515.9 7.1+13.2
F TOELE %) (98431) (1934) (1004
] ] O 163.654120. 06 | 140.83+68.20 |154.70+108. 98
[YEAA4AN (101451) (19931) (10131)
(mg/dL) 15 68 -12.2+54.7 -13.6%39. 0 13.3+42.4
F TOEE®%) (98431)) (19331) (99¢4)

AR GRAEIEK)
BIVEFR L. AHI 2. Amg BE 108 1] (54. 3%) . AH 1. Tmg T 68 f4i] (68. 0%)

7T AR 20 ] (19.8%) THES

iz, EZeBIfEM (GEBLL7-#h

FHOEIG 5%LLE) 1. A 2. dmg BETIHER 24 1%, L 15. 6%, F
13, 1%, WER: 7. 5%, BARBGE 6. 5%,

XA 19. 0%, {HFE 18. 0%,
EERREZ 7. 0%,

HIERR 64 0%,

JEEBASPLE 6. 0%, A 1. Tmg T
S0 15, 0%, HEEASPRER 9. 0%, WM 8. 0%,
BHBGER 5. 06 Th -7, 7T BRRE

1, BEH LR E OFIA 5% EORIER IR b oT,

2 TURESRIE & AT & 70 WEBR A TR IS B A A E RIS Sh

Mo T, 2 BUBERIE & A T D4R T UL K AR S i B e

(56mg/dL A JEGEMEASMPE (T8 Shenro7= ', (11115
]

T 2) EOKZRURIURE CRERERIG Y2558

(L) 2% 56me/dL A DA I,

£%) ARG 2 4 5 fpiE e

17.1.2 750 RNB- BEREBHER (ERARE 111 878

BMI 73 27. Okg/m” LA b C e . ARE SR HE . PAZE P I I 48 oG i
BED L <L RIEEBEAT 5T BML 28 30. Okg/m” LA L Ok
F 1961 il 2 X ST MAEAEN D AHTF 21T ARAI 2. 4mg IE T T AR

IR

MR ONEE /T A —Z B3 2 FHiliE B

AF 2. dmg T 75w REE
(1306 #1) (655 f4i)
O 5.7+0.3 5.7+0.3
HbAlc (1306 1) (655 f4i)
(%) P 68 JE I -0.5+0.3 -0.2+0.3
¥ ToOE b (1197 #1) (563 f4i)
A O 95.4+10.7 94.7+10.5
ZE I I (1291 #1) (649 i)
(mg/dL) P 68 JE I -9.2+10.9 -0.4+12.7
F TOZEALE (1175 1) (557 f5il)
] O 126+ 14 127+ 14
U 4410 1 (1306 1) (655 f4il)
(mmHg) 15 68 -7+14 -1+13
FCTOEE (1210 f51) (574 f4i])
] O 80+10 8010
FEARIY (1306 41) (655 151
(mmHg) 15 68 R -39 -1+9
FCOEE (1210 f51) (574 f4i])
N 193.4+38.7 195.839. 0
- N =RTAY
#avaze-p (1301 #) (649 $il)
(mg/dL) 15 68 -2.6%14.8 1.3%15.0
F TOEE®%) (1196 #il) (561 f1)
R 115.30+33. 23 117.14+33.33
LDL avaze-i (1300 1) (648 )
(mg/dL) Pl 68 JE I 0.0+28. 1 4.4+25.9
ETOEE®m (1192 #1) (558 f4i)
Yy 51.0%+13.2 51.0+12.7
HDL 2V A7 - (1300 1) (648 )
(mg/dL) P 68 JE I 6.6+17.2 3.0+16.5
ETOEME®m (1192 #1) (558 f4i)
O 140. 99 +80. 54 146. 36+ 131. 68
[SEAAAN (1300 1) (649 )
(mg/dL) Pl 68 JE I -17.5+32. 1 -2.8+33.9
FTOEME®m (1194 #1) (561 )
T AR RS GEAG 614D

Z3 18], 68 W F#

5 L7

(KA 2. 4mg -

1306 f5il (AAN : 67

Bil), 7 7R 6556 (AAN:3361), BN, s e
D a Y —iil R & OF RIS B O I 2 W4T L T - 72,

AANE, JH 1 (A 0.26mg TEEH AR L. 4 @I LB
0.5mg. 1.0mg. 1.7mg. 2.4mg ~H{&E L 7=,
FEHMIEE CTHHX—AT A b 68 il TOREL(LE

S O 68 LT

BRLL L DA EBD & AR L 7o IR E ORI ICBI L

T 7T B ARBET T D AHK 2. Amg FEDEEBEED R S 4172 (p<0. 0001,

TERZBH).
AF 2. dmg T 75w R
(1306 #1) (655 f4i)
e ) 105,422, 1 105.2+21.5
N A DR ko) (1306 4) (655 i)
89.0+22.7 101.9+22.0
B 6 M OHHE ke) (1212 ) (577 1)
568 HREE TO -15.6+10. 1 -2.8+6.5
EE AL (%) (1212 f1) (577 )
7 TR RE L OREHE " -12.44 B
[95%( #H X ] [-13.37; -11.51]
SNELLPRERD RRAIA (104876/ 14212> (18321/5577>
7 L OAyRT 11.22 B
[95%(5 4 X [H]] [8.88 ; 14.19]
4—‘i’71[_+$"“ = GHlEE) | FIE% GR4EE/FHm 6%
) ZEMGEEE VTR Z M52, o T & Hil

b) #1568 HIKFICN— A T A Lin D 5L L O E A & =k LTL%&%%@Z'VE}

) ZEMESE A TR A e,

0 YRT 4y 7 [l

I K0 B

17.1.3 75t AR EEHRLEEHR (Bkk

BIVERIE, AHl 2. 4mg T 926 45 (70.9%) . 7" Z & AR 295 5] (45. 0%)
THE SN, ERRER GEEL LI HBRE OBIA 5%LLE) 1, AH
2. 4mg BETIZIL 42, 1%, R0 27. 5%, MEAL: 21. 7%, A% 19. 8%, 1k
RE 9. 4%, BEEEE 9. 2%, F5< VY8, 3%, AENE 8. 0%, A0 7. 9%,
MEEBAZG 6. 6%, HHIE 6. 6%, 7T BARETITHEL 15.3%, FHI 12. 5%,
B 7. 5%, &AL 5. 0% Tdh- 7=,
(R B 2 AEESRIE, AF 2. dng BET 8 1 (0.6%) 154, 77
TARBETSF (0.8%) 7HMA SN, (11 1.1 2]
mEE 111 #85EER)
2 RUBEPRIF 2 A3 5 BMI 2% 27. Okg/m* LA EOBEERFA 1210 {1l % %5212 i
VEZEN D AT 24TV AR 2. Amg, A 1. Omg XU 77 R A 1 A,
68 IR TH#5 L= (&FH] 2. 4ng : 404 5] (AN 42 i) . A5 1. Ong :
403 B (AAN 366, 78R 403 4] (HAN 47 ) ), 723,
BRI MENEAE S B BEAE OARRE N R LEE & 72 5 AlREMED & 5 & HIlT X
NIBF IS ST, BRI . A T REO D 7 U —HiIR &%
OHRIEE ORI AT LT 7z,
2!:%! 1L, 3 1 (8] 0. 25mg THH-ZBHAA L, A 1. Omg HETIX 4 WM Z
BEFERYIC 0. Bmg, 1. Omg ~., AFK 2. Amg BEClE 4 R = & 12 By
l 0. 5mg\ 1.0mg, 1.7mg. 2.4mg ~HjE L7,
TFEFEEE Th D= AT A b 68 HEFE CORELLE
KO b 68 FERFIC 5%LA LD R & Bk L7 R E oBIAIc L
T 7 TR RBETKTT D AA 2. dmg BEOEHPED R S U7 (p<0. 0001,

FEICET 22 OMMOFMEE @b, fERONEE T A —2 2B
I ORHEE H OfE R 2 TRICRT,

HREIZE Y 5 Z OfMORHEE A

S 7 2. Amg KE 7 7R
5. 68 (1306 fi) (655 f41])
- . N 69. 1 12.0
10%Lh s R El A (838/1212) (69/577)
- . N 50.5 4.9
15%Lh BB R El (612/1212) (28/577)

BIE% L4 B/ R0
a) N—R T A LipD 1058, EORERD i LT R OBIE
b) R—R T A 2D IBRLA EOIRENRD K LIRS OFIE

TERZH).
AH 1. Omg B AH 2. Amg B 7T REE
(403 #51) (404 51) (403 f1)
e ] 99.0+21. 1 99.9+22.5 100.5+20.9
N RAVORE ke) (403 #) (404 ) (403 #)
92.3+20.7 89.6+21.0 96.8+20. 3
B3 68 MROKE ke) (380f31) (388 f51) (376 1)
5 68 WEE TO -7.2+6.6 -9.948.0 -3.3+5.5
EEZEEE %) (380 #5i)) (388 #i)) (376 #il)
77Uk B & OBFRZE Y ~ 6. 21 -
[95%F I X ] [-7.28;-5.15]
AH 1. Omg FiE & OREM] 7 Y B ~2.65 B
[95%{5 X [H]] [-3.66;-1.64]
. 57.1 68.8 28.5
SNULLAR TR A (217/380) (267/388) (107/376)
7T IR B & DFyA B 4.88
[95%{Z AR H]] - [3.58;6.64] -
A 1. Omg Jf & OFyA” b B 1. 62 B
[95%{F 8 X.[H] ] [1.21;2.18]
SEEIME AR S GG | FIG% G4 b/ FHm IR

a) %E?ﬁ; L IO TR 2 M Tetk, e Babric K v HiH
b) #4568 HIFIZN—R T A »ip b 5% ORI % FEAR Lt%&%%‘ﬁﬁl’a‘

c) %i?ﬁ ek e MO TR ZTER, r Y AT 4 v 7 Al

W2k FiH



FEICET 22 OMOFHMEE . M, WEROIEE T A —Z 2B
I DRHEE H OfE R 2 TRICRT,

RIEICET 2 Z O OFHIEEH H

R, AF 1. omg BE AHl 2. 4mg FE 75 AREE
s 63w (403 fi) (401 1) (403 #)
. S B 28.7 45.6 8.2
1OKDLE IR A (109/380) (177/388) (31/376)
. S ) 13.7 25.8 3.2
1SKELE IR A (52/380) (100/388) (12/376)
FlG% GLX4 I/ R
a) N—R T4 D 10%LL EORERD & B LR OFIS
b) N—=R T A b 16%LL EORERD & B LR OFIS
Mk, fJEROHRE ST A — X2 T 2aHiiE A
AF 1. Omg Hf KFH 2. dmg BE 75 AREE
(403 f51) (404 ) (403 f3i)
N 354y 8.1+0.8 8.150.8 8.150.8
HbAlc (403 f51) (404 51) (403 #i))
%) Be 5 68 T -1.5+1.1 -1.7+1.2 -0.3+1.3
¥ TOEAb (376 f51) (381 ) (374 i)
) N 354y 155.7+41.5 152.7+40.9 157.9442.1
ZE G IR i B (395 #i) (396 #i) (400 i)
(mg/dL) Pl 68 JHIE -36. 545, 1 -37.9+45.9 -2.3+53. 1
¥ TOEAb (367 ) (375 i) (370 i)
O 13014 130+ 13 130+ 13
U AfE YN P (403 f5il) (404 #i) (403 )
(mmHg) el 68 -3+15 -4+ 14 0+15
FCOE (379 ) (387 ) (376 i)
O 80+9 80+9 80+9
JEHRIY L E (403 f5il) (404 #i) (403 )
(mmHg) P55 68 I -1+9 -2+9 -1+9
F COEE (379 f51) (387 i) (376 fi)
O 177.0+42.5 175.1+38.8 175.4+40.8
Haavaza-p (399 f51) (402 f5i) (402 f5i)
(mg/dL) 15 68 £ -1.2+19.6 0.2+18.4 1.8+19.0
TOZEAE %) (372 f51) (380 i) (373 fil)
O 96. 6035, 90 95.87+33.23 | 95.87+33.35
LDL ava7a- (399 f51) (402 f4i) (402 f4i)
(mg/dL) 68 E | 11.2+170.1 4.8+32.5 4.5+28.5
TOZEAE %) (372 f51) (376 i) (369 fil)
N 354y 44.2+10.9 46.0+10.8 45.1+11.4
HDL a2V A7a- (399 f51) (402 f4i) (402 f4i)
(mg/dL) 15 68 R £ 7.1+18.2 8.2+17.0 5.1+16.3
TOZEAE %) (372 f51) (375 i) (369 fil)
) ) N 354y 196. 74136, 93 [ 17767 111. 72 [I81. 70105. 21
[SZANAZIN (399 fil) (402 #i)) (402 )
(mg/dL) P68 HIFE | -12.3+35.6 ~14.0+40.5 1.7+57.3
TOLEALE %) (372 #5il) (380 #i)) (373 #1)

TR 2 R0

BIVEFIZ, AH 2. 4mg FE 257 451 (63. 8%) AHI 1. Omg FE 222 45 (55. 2%)

7T REE 129 B (32.1%) THE S, EREIER CGEBLL 7-#kk
FHOEIL %A E) 13, KA 2. dng BETITEL 33, 3%, WEM: 19. 1%, T
IR 16. 9%, [EFL 13. 9%, EAKIBOR 9. 4%, WL B 5. 7%, MEEREAR 5. 5%,
A 1. Omg TIEHEL 31. 8%, FHT17. 9%, WERL 12, 2%, (EF4 10. 0%, &
BRIBGR 7. 0%, WEARE 5.5% 77 BARBETIZ FA 7. 7%, Bl 6. 7% T
Holz,

AR, AH 2. 4mg BET 1 FFRE STz, R ST MBS
e (56mg/dL Ai) FEMEMEARMAE 1L, AHK 2. 4mg #EC 23 1] (5. 7%) 51
. AHI 1. Omg BET 22 1] (5. 5%) 29 f, 75 B REET 12 45 (3.0%) 18
s Sz, (1111 28]

18. FpIiE
18.1 1E AR

AFlTe F GLP-1 7 a7 TH Y, WK GLP-1 2MER &35 GLP-1 5%
RRLRIRIIICHES Ly cAMP SR B 2 I S 5 GLP-1 Sz AR Elh3E &
LCHERT 5,

AENIT N T I LA L TREHC KD DMOBIER N7 VT F v A
DR FERTEEZLNTEY, £727 3 /BEBRICLY DPP4 12k 5
OrfRicxl LTIk E R R Lok v . TERDERET D,

18.2 EE/ER

FERERFRER 2 D . AFNZ GLP-1 Z AR E N L CRFHEROMEF R
B 59 2% IMAEI C b HPUR TR ORI B ER T2 b0 LB 2 b
Do Fio, kR, WK OVRPAZ & T MBI 35 1) B BB K O 42
FITER 2 LT, MMRIC b ERT 2 et b &5 2,
BEFEEIEMET L (v AKQRT v b)) KAFEZZRZENES Lz
FER. VBRI LR U CRE R QMBI R O WD 03380 il *,

30 R R SV X BT OSME AR E (T I\ T AHK 2. dmg G 1 [E1#5) % 68
FRE G LS5, 77 B ARk U CAAIRE CHRE OB 8780 5
. TENFEORAD DRI R EORAD L0 & K& o7z ™,

Fio, R OSNE AR BT, A 2. 4mg G 1 [FI#ES) 4 20 #
MG LR, BHBEORHE[FEO = 3L X—BREN T T B REEC
Frlz LT 35ME R L7z

19.

20.

21.

22

23

2

=

3

g
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=

BERHSICET SEILFHAR

S B TR (s TR ) (JAN)
Semaglutide (Genetical Recombination) (JAN)
ﬁ\%it : CisHz01Nss059
JyfH 1 4113.58
[ S v
AEFRH : B~ TF FiE, BE B2 N IAD TUHEAT T R
(GLP-1) JEZIATHY . & GLP-1 ® 7~37 KHHDOT I /i
IZAHYS L, 2/ HD Ala K28 FH D Lys (X, ThEh 2-7
22 AFNT B R RO Arg [CEBR S, 1, 1847 X T
1w ZEEDS LHO Glu L2 HD 8-7 X /-3, 6-VAF A
SRR END Y A —% A LT 20 FHD Lys ITFEE L
TWo, B~ I AT RIL 3L EDT 2 BRIRFED D 72 DS~
TFRTH D,
B EDEE
MBI L L, BRE kT, M (2~8C) IRETDHZ &,
RBEH
PEIEEL ) A 7 B A SRE D b, MU ERT D 2 L,
L
<0.25mg)
0. 5ml. X 2 A
{0.5mg)
0. 5mL X 2 A
{1.0mg)
0. 5ml. X 2 A
{1.7mg)
0. 75mL X 2 A%
(2.4mg)
0. 75mL X 2 A<
CEEX
FEREEL . T bR AW AREE & OVERD 3B (2018 4F 3 H 23 HI&GE,

CTD2. 6. 6.6.1)

FEPVEE : v & 72 BFD BB (2018 4E 3 H 23 AR,

CTD2. 6. 6. 6.2)

PR . =2 A P A - BFD B (2018 4F 3 H 23 HIKFR,

CTD2. 6. 6. 6. 3)

PR - =2 A YL & - EFD J O PPND #kBR (2018 43 23 H
78, CTD2.6.6.6.3)

TR . T v b E TS 104 R BE R FHEG- A AUEMERER (2018 4 3
A 23 HKRE, CTD2.6.6.5)

FERERL - = T R & T 104 8B SUE BT #eG-03 AJR MRS (2018 4F 3
H 23 A&ZE, CTD2.6.6.5)

FEPEERE EE L AHER ARSI (\W9536-4590) (2023 4 3 A 27 HIKGE, CTD
2.7.6.1)

FEPVEORE: 25 1 FRERRERER  (NN9535-3687)
CTD2.7.2.3)

Marbury T.C., et al. : Clin Pharmacokinet. 2017 ; 56 (11) : 1381-90
Jensen L., et al. : Diabetes Obes Metab. 2018 ; 20 (4) : 998-1005
Jensen L., et al. : Eur J Pharm Sci ; 2017 ; 104 : 31-41

AR - BEEEEE (2018 4F 3 H 23 HIKFR, CTD2.6.4.7)

PR - BEEBLE (2018 4E 3 H 23 H/KFE, CTD2.6.4.7)

FENERE . h T AR—Z —FE (2018 4F 3 A 23 HIKGE, CTD2.6.4.7)

(2018 4£ 3 H 23 H74GE,

Kapitza C., et al. : J Clin Pharmacol. 2015 ;55 (5) :497-504
Hausner H., et al. : Clin Pharmacokinet. 2017 ;56 (11) : 1391-401
Blundell J., et al. : Diabetes Obes Metab. 2017 ; 19 (9) : 1242-51

Friedrichsen M., et al. : Diabetes Obes Metab. 2021 ; 23(3) : 754-62
FEPEERE ¢ 58 3 AHERPRERBR (\W9536-4382) (2023 43 A 27 A7KGE,
CTD2.7.3, CTD2.7.4)

Wilding JPH., et al. : N Engl J Med. 2021 ; 384 : 989-1002

Davies M., et al. : Lancet. 2021 ; 397(10278) : 971-84

Gabery S., et al. : JCI insight. 2020 ; 5(6) e133429.
https://doi.org/10. 1172/ jci. insight. 133429.
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26.1 HERET
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% 20244F8 I ET (B5200)
20224E8 HELET (1)

Bk EREE
HADRR : 3%

ELBRANRI A

XYY F—vEE
I
FURASE (= HITRERE)
BAEPEREE

LTS TR

Sanorex Tablets
D) EE-TEES Y

2) EE - EMEONTEIC LT A L

BAEERRDEES
87119

ARES
ARcBAiE

20400AMY 00230000
19924£9H

B I v I A5 05mg

1. B4

11 AROETELRESIEME 7712 IVEEELULTS
U, AR ERET B, KEMHICOVWTEETSE, £
BHMC BV TIRBEMEIF D% < THERUA YD &
S5h3EDNH/EN BB, [11.1.15H]

1.2 XFIDBAICH 7> Tid, FALOFEICEEL. BERY
BE. PENINRERTTHE,

2. B2 (KOBFICIERELEWVW E)

2.1 REOBA 5T UBHEEOBEEEO & 2 B H

2.2 PEMfARENEOEE [(IREFS AT 2BEZNM0H 5]

2.3 HEDLEEDD 2 EH BERPEAT 2 BZ10H 5]

2.4 TIEDOPEFEED S 2 BB A v A) V5 wtWER 263 %]

2.5 TIEOF - FrEEDDH 2 EH [9.2.1. 9.3.15H]

2.6 WIEGIMEREDOEE (#7353 Y OREFHZRRT 5]

2.7 WEREED D 2 EE UERIEAT 2B 0H 5]

2.8 R - #19 D - Bk BUEEIRIE O HE T O A JSHE 55 o st
EEDOD 5 EBE DERIELT 52BN H 5]

2.9 Y - T a—-VERBEOH L EE [ RIKEE. LA
RIDPTVWEEZISND,]

*[ 2.10 MAOMHER] (L ¥ VHEREE, FHF) o 2 D VEER
O 7 4 5 3 B A VOVEEKR) 325 S d e G- 1k 14 258 [ LA
DEE [10.138]

2.1 IR O3ITR L CW A RO B 5 ik [9.55 0]

2.12 /NE [9.75 0]

3. #rk - IR
3.1 #Rk
W5e 44 Ly 7 Z§E0.5mg
BRI g~ v F—)10.50mg
R ifﬁpv@77%>ﬁA\fgfy‘J7%u:y
TYTWGTINVT LT v T FUAEKEY
3.2 HEADOHR
e 4 ¥/ Ly 7 Z580.5mg
- HIE EEXPES
O [ =
ik — 8 LG
K&z (F) A 5.0mm FE 2.0mm E&E :0.055g

4. RBERIIFNR
H5hULOERLREBEZRVCEHEEIODIRPATHEEE
BERSEE (R A +70% A EXIEBMINIELE) (CH1T 2 BEEE
ROEEEEDHER

5. REERIIZIRICEHET 53R

5.1 JEGAEG R DA T D 5 FFFE N CEEFRE T H 5 5 Lo
ML ZOEPAY0 %@ EEMHERE ICO A, RHIOMEH =
ERTHT Lo

5.2 RANINEGEEH+70% DL 1 AEBMIA35 LI o> & FE AL miiE C & 5
CEERMERLECTHATERT LI L,
JEGEE (%) = (FEfkE - BHERE) A BHAE X 100
BMI (Body Mass Index) = fA® (kg) /HE (m) *

5.3 AW NE G ARG AR T B S5 D B (k)
JEMEHIZBVTIE, FREDBREBELEEL L.

6. AERUAE
ARFNEREG FE HS+70% LL b ST BMIAY35 LA b o i B A il i A L %
LC. BHERL L OEERL MRS L L THW5,
HE. A, Y F=)bE LT0.5mg (1%8) #1H1AE&E
ANCREOPS 3 5, 1THRERGRIE~YY Y F—)b & LT1.5mg (3
gg) FCT& L. 2~3ENIA I CRANIHEOHKG T 525, TE5)
DNERIEE WS Z b,
BOMEEcE LR EMmE L, 32 HEREEL T2, 2B, 1
7 HLUWICEIREO A SN WA IS 2 HIET 52 &,

7. BERUVRAEICEET 5EE

7.1 RAEG IS MELED ® b b7z L OMENDH Y . T/,
AL T ERRIIR O F e 512 X0 il ML 5 0 FE9E O fe Btk
AT B L OGN D H DT, KH 235 2Bz TG L
Z & [11.1.2201]

7.2 RENE, MEIRFEE 2513825 2 L2H 5 D TH R OG- 135H#
F5Z &,

8. EELREKXNEE

8.1 BB HEIZ X 2. LM RO GHHIED ) A7 & BT 5 720 KH|
G RIREOWRBIEET L L,

8.2 A, KE MR, AENSFICHED L WICHGRREOT T,
HEREIZOWTEET LI L,

8.3 AHFLG- R OBEITIE, HBYHE O B ki & b o 8R1E
IHEFSERNE ) ITHEET LI &,

9. BENEREHIHREICHTHERE
9.1 BHHE - MEEZFDH 3 BE
9.1.1 BERKDEE
A YA ¥, EIRERR OLEREIZELT D2 DD b, [10.2
2]
9.1.2 FEHROBIEED &» 3 BE
FERDEAL S B BTN D 5o
9.1.3 TAPARIZDEEEDH 5 BE
ARHN OB TEEPHRE SN TB Y, BIELFHET L2 B0
H5o
9.1.4 FRMEABNEDEE
MUEA LAT 2 BZNDDH 5,
9.2 BiREERERE
9.2.1 EENEEENH5BE
TG LanZ & PREDSEBIES 2 BTN D 5. [2.52H]
9.3 fTRERREERE
9.3.1 EEOHEEDNH 58F
FG- L7\ e REDUIHRIEASRIL S 5 B Z A D 5. [2.55 ]

il



9.5 1%
BRI SR L TV B etk o H 2 etEIc i35 L awvwZ &, B
WER (59 b)) TRERCHEEROD S bR RKEHRGICLYBE
FE REHINOIH], AEROMTE) 2HiE S Tnid, [2.11
2]
9.6 &Il
BILLZWI ENET L,
THIEESN TS,
9.7 NRE
BHLanwZ &,
[2.12&:H]
9.8 EEE
TR A A TSR U 7228 A PRI KT e 151
U % IR SSBURE BIZR 1. 6578 A% O hE Bl |
HENTWV5S,

10. HHEEH

10.1 BEAZE BRALAEWI &)

HH 4455 FRPRAEIR - H i i
| MAOPFHE# EILE 2 ) — ¥ #%ilE
LX) U 2T ERHLDOT,
3 MAO A5 3
(z7V¢—) 13X MA O B2 $% 5-
FHEXY v A ILBGEE L. BH
OV BH LV &,
(7YL7b)
745N
A v fik R
(=7 74F)
[2.10zH4]

2 HEEEE (BHRICEET 32 8)
E S AR - $5 18 ik
AET IV HAIET I Y OEMZ | BFNTHREERIZBITS
TRLF) Y | WETLZENHL | D737 I OFRNE
JNVT FLF | DT, ﬁ$%+ﬁu PfI§ 2720, FHET 2
1) v YO E RS %,

TTAFT AR KRHN, SRR E

s MaEfT b0, 774
TTARTT FUURIER. TIA IV
Ry =T TATEH s O=T
FTIFINVT AT X T K7D ARG

e Wi B HE TS %,
LK &
ra=y v

X F )V RIS
LAY v

R IR PR 71
[9.1.1=H#]

BWESR (7 v ) THIHARAT
NSRS R L L 72 BRIR

ABRIL R L TV,

IZBWT, HlEICH
ZHARTEWEM AR

Gy - fabE T

AFN, AR
Hx2H L. MAOBLEH
OV MM T % L E R
bk,

17 - fEbRE T

k(i

179
I 1 % %%ﬁ%?%
DB

A2 », FLHE
PR FI) D Vo B i H32E
b2z nds,

A 2 20) 2SI
BROLNDZ L., £
i oeFH Iz L), 1~
20 ¥, RERERIRA D
VEREDIAC 2 720

BEANC &0 L AR
DR P A 8 S B 7z
Do

RFN O S EARERNFL DO FY
RIZLD, ~ar s Rk
NIREA O L O &2
O D720,

WL R R
HeHT 5720,

DFE WV, RAFEOR
TERAEm SN2 B
ENDNH 5o

ANEENRE & 5] &k
TBINDDH D,

T a— (fk
i)

gy A
JFRIF)

Ny s

R AR AR R
TR T

&

I R A o
%Wﬁ#ﬁ%éﬂ%
BENhdbHDT,
HEICEERT L2 L,
AR > AR T
TEMZ 8585 5 B¢
NHdH %o

HURBR AR VE V25, BT
I53IDLETY—D
AR T 5 LEZ
ENTWE 720,

FIRER AV E

1. EMER

WROFRWER DS 5oL ENHDHDOT, HEr 5127w, &
RO B NIGE IS & Pk B % B A LE AT
Ly

1.1 EXEEMER
1.1 & GHEEAH)

KA FE LML T v 72 I VEEFEDLTBY .,
LT OFEIRNEEY) B CIHIRGRER I B W T IBIUHE O 3155 A
5, MK OTEATED 5T W5,

A4 X TOD227 ARG & 218 HEREICB W QLB
BARITEN A SN T WD,

COEICBEL., b MIBUT ARSI L 2 IKFE - BAER O
FEBUIHIEClX 2 \Vds, RAEZ ST 2L, RFEEICOWTH
BETHZ b 77280 %IF 00§ B K ELAEH L K

ORI 2 TR 5 2 LMo Twh, [1.15]]
11.1.2 fSMERE (BHERH)
GPVEVENFR R . B, SRREEOREIRDS D H b A 13RS
L., #YRLEZIT) 28, [7.12]
11.2 ZOOEHER
St | 0.1%~ 5okt %%ﬁ A
K| TR | MR, B A, R
TR WAl 9 . K
— R, SJR. AR
JER NG, A
Mk | R - e, 5B
AP, R — —
. BRI, TR
TEBR AR fle3 R, Mode. I+
ba BEEEF, Bk
— — MES DARTZE,
ANEENR, DAE,
OVEL BEIANEIAL
W EUE — | %E — <9 HER
I, _ |AST. ALTO | B
7
WAIR A — | PERKE HHIR —
Z DA I BRI, B8 W@TR
— | HEREGE. BB, | AR —
2y L
) R L KRR O EHAEZ &5 L - B E
13. BERS
13.1 FER

Aol M, B, AR, I AT | BB I

ST, I

AEENR AR

13.2 &
B N OB S EAYE O H N B 121, BREHERE L E Y

— VIRFRE IR YT RIER R G T 5,

14. BRAEDEE

14.1 BHZMABFOITE
PTPEEDOIEAIIPTPY — M2 50 B L CIRAT 2 £ ) 48E T
5’&1ﬂPv~b®¥%’;b TG RS BRI AT L

HIZIEEle B L OB A SEOER 2 6HEZ 8T 2 2 &
73\2’5%0

16. ZEYEE

16.1 MARE

BEHER A~ Y v F—V2mg#x LIRSS L, <Y v F— IV R%ZAL
RO I PR IE & WS U 7o S AT i e 13 3 5205 ] 1212 A5 5
ZOMEIEHI2. 8lng/mLTdH o 720 F 7z, MAEA LRI TH -
72o



(ng/mL)
ir

OB %
oo

R

é 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 (k)
N Y v B =)V 2mg & & 4% 5 th O3 M5 i B o #ER
(n=12, mean*S.E.)

16.5 Bttt
ERERR IS~ Y ¥ F—b2mg#k 1R 55 L, v 2 v F— )V RZ1k
RO IR APERM & 2 BT L 7zo JRAERII G- 720 M TR T L.
RZACRORYER (T 5- R D4, 5% TH o 720

W) AFOMER O EE, 8, TH1E0.5meg T, 1HE % 581E1.5mgTh %,

17. BREREZAE

17.1 F3MERCLRLMHICEET 5 HER

17.1.1 ENERRRER
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(eGFR:60 ~ 89mL/min/1. 73m*) 8 fi . %5 & 5 B A2 B 7 (B # (eGFR:30 ~
59mL/min/1. 73m%) 8 {5, HEEEEREREEHBE (eGFR<30mL/min/1.73m*) 7 ik
ORBIBRBEE (3 » AL LMIKENT %51 T\ %) 8 BIlICAHAI 5mg % Hilml K2
THeE L7=3BRICI W T, BHSRR IE T R ek 9 DR PR EERR AR
REREHEBE L ORMBIR BBE OARAN D AUC () DI/ T 1l D L
[90%fEM X M) 1%, =hZh 1.05 [0.86,1.27] | 1.29 [1.07,1.56] , 1.03
[0.84,1.27] KT1.16 [0.96,1.40] Th -7z, F£72, Cpy DI/ (T T-H
fED Lt [90%EHX] 1%, ThEh1.04 [0.84,1.30] | 1.09 [0.87,1.36] |
1.23 [0.97,1.56] KU*1.02 [0.82,1.27] Th-o7=® GEAT—%) .
16.6.2 AFHEREREE BE

JFBEREIEH #08E 13 6, RPEIFFEREREE B (Child-—Pugh /3% A) 6 fl, 4§
FENFHSRERE B (Child-Pugh 23%B) 6 {5, EEEJFAEAEMEMRE (Child-Pugh
SYHC) T BNCAH bmg & HEI R TG LiziBRICR W CL BRI # R 1



X HWREL, SR e OV B TR AR S A O ARAI D AUC (g-coy DI/ Z ST
SEfEO M [90%E XM X, FhEh1.08 [0.88,1.32] | 0.96 [0.79,1.17]
J2100.85 [0.70,1.04] Tdhotr, Fio, Coy Dl KM [90%(F
XM &, #hFh 0.92 [0.73,1.16] . 1.00 [0.80,1.25] K% 0.97
[0.78,1.21] TH-7=? GEAT—%) ,

16.6.3 ShE

%111 FRE B ILFERAER (I8F-MC-GPHK #B) L v & 5h7- 1864 fi (65 LA
1114 fil, 65 ARG 1750 ) ZxtG s U7 KRS B REARAT O He, 4FElliy
IZFNWVENRF RORNT D7 VT T2 AR ORANT OSAAEREOAE R &
TR 7219,

16.7 EWHEEMERA

ARHN RO IT T2 N TR 7 = &R L7 SR AR R 00 fk R
R JNFT I GMEAT—%) . [10.2 3]

#3) AF LR OABIEH LT & 8T X 7 = RO L7 S BRI R

AHI ORISR 92% P8
ES] ;
BFHZE | 5 P % Coa o AUCH: a7 (hr)
& [90%15 48 X [#1] | [90%{E s X R ] | [90%(E 48 X i ]
TR R 2ot AT & B ] 4 -
B T
;\’]"';’:i 0.45 0.78 4.50
o ° 25/25| [0.40,0.51] | [0.71,0.84] | [L.50,5.00]
— 5mg | H[A|
Iijwj 0.41 0. 799 4.23
:V7 e 24/24| 10.36,0.47] | [0.73,0.85] | [1.50,6.50]
2IUBEIR IR % A9 2 BMI 23 2Tkg/m* LA 00 B (A 2 3 1 [l SO A 4 -
TERTST 0.44 0.88 0.25
/ 7$V e | 1EIH | 18/18 10,36, 0.53] | [0.77,1.00] | [0.00, 2. 28]
lg 15mg 0.57 1.08 0.50
o |6EIH [15/18 | [0.47,0.70] | [0.94,1.25] | [0.25,1.25]
BMI7S27kg/m*LA b= 0D R OB IRI% FBAE % Bk < ) W ARHI 2 3 L B S 18 B2 -
TERTST 0.45 0.89 1.50
d e | LB H | 18/18 | 10,38, 0.55] | [0.78,1.01] | [0.25,2.50]
1¢ 15mg 0.80 1.23 0.50
o |BEIA 115/18 10, 66,0.98] | [1.07,1.42] | [0.00,1.00]

B AN OF 42 G- Ieg /A FE e B0

AUC: % FBFAESIF AUC (o)« 7B RT3 72 U IEAUC (gorae)

Con L OVAUC b2 77 B ARBEIS 3 2 ARFIRED fie/ N — R SGTEHIfE oD Lo

oy 751 77 R ARBETRET 2 AKITED HJLfE D 7

a) SNV AFA—1 0.25mg (HNAKRKR) | =F= VT AT V4=
0. 035mg

b) NV AF A — s OIEHERHY

c) Bil¥:21/21

d) T RT 7 = d, RFIPIEER S 24 R K OURA 6 [B] B #4524 RfH]
micfhanic

e) AFI5, 5, 10, 10, 10, 15mg DNEIZH 1 [a[#5

17. BREREUIE

17.1 BHERUVREMEICET 2R

1711 75 RAB_ETRLEHER (5 111 HHERNHER: 18F-JE-GPHZ FER)

BMI 2% 27kg/m? LA 1T 2 LA oo i B4~ 2 feekass ™ V %44 % % BMI
23 35kg/m* LA b T 1oL B oo i BId 2 e Y & A3 2 IE A 225
B D 2t THEER T CAA 10mg, 15mg X7 T ARZM 1 [, 72
TR F#E Uz ORA 10mg BE: 73 (5, AHKI 15mg BE: 7765, 7T & AREE:T541)
7RE. BERIRBE IR S, AFNL. WO AEIZE W T HIE L E 2. 5mg
THREEBME L, % 4 B Z LI 2.5mg TR L7, BB T, #BRE
IFRHFOH 1Y —HlRE OE RIEBI ORI % ¢ TIT o 7,

T 1) MAAFEAETIE, MR (ZERERFMBE 110~126mg/dL i 75g #% 1
7 R U BEAGTRRBR O M 2 RERIE 140~199mg/dL) . @& b Y 7 U &Y FfJE (4
JERE R U 27U &Y R 150mg/dL LA k) XUZIET v — AAENGIATERTR B (FFigS
WiE A suLh k) & Lz,

E2) MAAAN DR F BT, IEMEZRET A T4 L TERShZIE
WHEDOBWNIMED 11 ORBEAT HIEFOFIEGITROLEBY THolz, (1)
mtpaEREE (2 AUREIRIP - MEAEAE R 4%) 65.8% (MHHERER W OL) | (2) fF
BYLENE89. 3%, (3) mMLE:53.3%, (4) mIRERIMAE - R :35.6%, (5)
BREAE 2. 2%, (6) MMAHZE: 0%, (7) FET L — AR IHPERT P £ 98. 2%,

(8) AMREH « Fa:2.2%,  (9) PHZEMEMERRIG SENTURE G - MO R SO {7
B8 9%, (10) TEEHEIA:S. 0%, (11) AR < 4. 0%

i 3) MAAN SN HWHRE TSV T, 65 M EOIEFOEGILT T REET
13.3% (10/7541) | AHl 10mg BET6.8% (5/7341) . AHl 15mg BET9. 1% (7/77
) THY . 15 EOIEBIOEIEIIAK 10mg BET L. 4% (1/734]) Th oz,

FHEFHMEE  (co—primary endpoints) TdHDHR—RAT A inb G 72 HRFE
TOFRELECHER O 72 BRFIZ 5% E ORI & % L =g OEE& O
WPHUZONT S, AHAI 10mg K OAA 15mg 07T & RIZxEd % EBHE A REE
Ehiz (p<0.001) ),

£ 1) R=2 T4 bk E 12 B E TOREL(LRKLOHRSE 72 BRI 5%LL
o RERD &K LI gRE ofls

AH 10mg T Al 15mg B 7T AR
(73 $1) (77 ) (75 fi)

R—=2F A DIRE 92.5+15. 15 91.9+14. 84 92.0+15. 25
(kg) (71 B) (76 f3) (75 fi))
B 5. 72 WO K E 76.3+16. 07 71.9+14.70 90.5+16. 01
(kg) (59 1) (65 i) (66 i)
B 12 W OARELE -18.4+7.61 -22.6+8. 90 -1.844.94
1B (%) (59 1) (65 f51)) (66 1))
3’7t7ﬁﬂ$<‘: DORFEHE 16,19 21,19 .
OB 187, 718.5) ] [723. 6,718 5)
5% LA L AR b iz 94.9 96. 9 21.2
& ) (56/59) (63/65) (14/66)
iztﬁ‘ﬁ&@ﬁyx 119, 659 153. 579 B
oS ] [29. 06, 492.67] | [36. 03, 654. 53]

PRI AR A GEMGIE) SUTHIE% GRUGIE/FHmEIED) | R 2T
INZFEE O [9SWEMIXM] | —REM e L

a) &GHE, GRS, BGHE LIRS R ORZEAEH, R—RAT A L ORE, A
7)==V TREOMFEREREOAME, 27 ) —= 7o) 7 )& ) K
JEOH I, A7V —= TREOIET V3 — WHEARIHTEITER B O A K ORI %
DS L L, BBRE NRR S IS A% & 2 f5UE L7 mixed-effects model for
repeated measures (MMRM) |2 ¥ BH,

b) a) @ MMRM {2 X 0 BiH S A7 AR EZE LR o0 IR A F O TR 2 A 7214
BHRE, N—ATA L OKE, A7) —= 0 TROTHIERERE OFE, X7 Y
—=VJHEOEm N 7)) FIJEOHEE, 27 ) —= FHOIET Va—L
PERRHEPERFR B O K ORI &2 $ & 375 Firth fiEZ AW em P27
Sy 7 [EYRIC 0 B,

c) AF 10mg B & 77w ARBEO LK OARFA| 16mg #E & 77 B ARBEO LBIZZ 1
AU A EKYE 2. 5%V BTz,

FARBIKFHIIE H OfSRE2 FRITRT,

#2) B 72 HWIRFIZ 10%, 16%3013 20580 L OKERD 2 3Rk L 72t %S

AHl 10mg #E AF 15mg #f 75 bR
(73 51) (77 f31)) (75 51))
10%L4 1 88.1(52/59) 92. 3(60/65) 4.6(3/66)
15%LL 1 67. 8(40/59) 83. 1(54/65) 1.5(1/66)
20%24 44.1(26/59) 66. 2(43/65) 0.0(0/66)

TGN (%4 1%/ FHM 1)

£ 3) bk, MEROWEE ST A — 2B 2Rl E

K 10mg FE | AH 16mg E | 7T BARRE
(73 #51) (77 f5i)) (75 1)
HbAlc (%) N—RT A 5.65+0. 34 5.67+0.35 5.66+0. 32
(70 1) (75 #il) (74 #1)
Be 5. 72 -0.54+0.35 | -0.61%0.29 [ 0.01=0.27
DEE (59 i) (65 f3) (66 151)
ZEREREME | N—R T A 96.13+9.14 | 97.55+10.94| 97.20+9.85
(mg/dL) (66 1) (73 f5i)) (72 1)
Be 5. 72 -11.36%9. 16| -9.84+10.27| 3.08%+11.40
DEE (59 i) (65 f3i) (66 151)
AT | _—2F A > | 126.4%12.99 | 125.5+£11.97 | 125.0%12.95
(mmHg) (71 41) (76 1) (75 $1)
P b5 72 JHI ~11.4713.37 | -12. 1£13. 04 1.7£9.08
DEAE (59 #51) (65 1) (66 1)
PEBRMME | X—RAF 1 79.3+9.05 79. 7+8.28 80.0+9. 65
(mmHg) (71 1) (76 1) (75 #1)
Be 5. 72 —6.2+10. 35 -6.3+8.80 0.3+8.25
DEE (59 i) (65 f3) (66 151)
Bar =z N—RAFA 210.1£38.4( 213.7+35.82| 212.5+36.48
T —L (66 i) (73 f5i)) (72 1)
(mg/dL) 5 72 -8.40+14.27 | —11.95+13.54[ 0.07=+10. 44
DEACE %) (59 #1) (65 f1)) (66 i)
LDL = L N—2F A [ 132.1+33.92 | 133.7%31.14| 132.8+31.55
AT H— (66 1)) (73 f3)) (72 )
v (mg/dL) | #5572 K -8.6+26.52 | -13.3+£19.14 | 1.8+15.05
DEALE %) (59 i) (65 fi)) (66 1)
HDL =t L N—RAT A | 49.8%12.05 | 49.3%+10.42 | 50.9%11.47
AT H— (66 1) (73 i) (72 )
Jb(mg/dL) | P& 72 EEE 15.4£17.77 | 17.5+21.55 | 3.7+12.34
DI %) (59 1) (65 f1)) (66 1)
ZE NG N—ZF A | 180.9+89.16 | 191.4+91.88| 179.4%90.71
V7 (66 i) (73 1) (72 f51)
UK el 72 JEIE -33.129.43 | —42.4+23.73| -3.7+34.40
(mg/dL) DEAE %) (59 fi) (65 f3i) (66 fi)

R AR REAR 140

BIVEFEBLEI A 1E, AH 10mg BET 56.2% (41/73 #) . AH 15mg BET 63. 6%
(49/77 ) BT ZBARRET 10.7% (8/75 ) Th-o7tz, EAeRIMERIZAHA



10mg B CIXAEL 13, 7% (10/7341) | {HR 13. 7% (10/73 Bif) S OVEAKIGE 12. 3%
(9/73 Bil) . AHI 15mg BETILMERL 23. 4% (18/77 ) e OELL 22. 1% (17/77 f5)
Thole, el 77 VRECEIT 2 @M, SAGBEKLK 0L ORBEIGIL,
TnEh 2. 7% (2/7561) | 1.3% (1/75 1) KO 0% (0/75 ) Th o7z,
MUBEAE Sdmg/dL A O MEIL, AH] 10mg BT 5.5% (4/73 %) . AHl 16mg B
T9.1% (7/77 f) ROT T RARBET 1.3% (1/75 F) @R S, EAEKIMIEEX
AEHLNRNoT, (6., 9.8, 11.1.1 ZH]

17.1.2 75 RB_EEREEAER (5 1] MEMRFEHER: 8F-MC-GPHK &t
ER)

BMI 7% 27kg/m* LA b Craifi/E, HRESEHAE, PHIEMERENR Ry ME DI E R A L < 1
DML FEBOWT I ZE AT 55 T BT A% 30kg/m? LA O #EERE 2517 i
RGBT, ZHEEMR T CAA Smg, 10mg, 16mg XX 77 &RZM 1 [, 72 HAH
B P8 L7 (R Smg #:624 51 (HA A :24 ) | A4 10mg #£:628 f (HA
AN:i22 Bil) | ARFA| 15mg #1628 B (HARN:29 ) | 77 &AHE:637 ] (HA
N2 ) o 7R3, BERIGEFIIBRA STz, AFNE. WTho ARz N T
B 1] 2. 5mg TG APAA L. L% 4 BRI Z &1 2.5mg PO LT, W
Wi, BERE T RO 7 Y —l R K& O& RIEBY O $IN % ffE THT - 72,
T H  (co-primary endpoints) THDHN—RATA b iE 72 i E
TOFREIECRE UG 72 BRI 5% EORE D & ik L I- g 0 #E& O
WFHUZONT b, KA 10mg K OAKA 16mg D7 T & R IZ%H3 2 EEEE D RGE
Stz (p<0.001) W,

F4) R=2ATA oG 72 B E TORELERLORE 72 B 5%L
L OREED & N L RE 0ElE

AFl 5mg AF 10mg AH 15mg 7o R
(624 1) (628 1) (628 1) (637 )
N—2 T4 DR 103. 2+ 106. 2+ 105. 6+ 104. 9+
# (kg) 20. 68 23.29 22.96 21.45
(617 fil) (621 fi) (623 fil) (629 Bil)
B b 72 WO 86. 0+ 83. 2+ 81.8+ 101. 5+
i (kg) 20. 58 23.35 21.87 22.77
(535 f4il) (526 51) (533 f51) (466 1)
5 72 WRFO AR -16.5+ -21.9+ -22.9+ -3.3+
EELE (%) 9.13 10. 16 10. 16 6.96
(535 fil) (526 fi) (533 fif) (466 fil)
T v REEE ORE -13.5 -18. 99 -20. 19
fi1zE » [-14.6, - [-20.0, - [-21.2,- -
[95%1Z HH X [H]] 12. 4] 17.8] 18.9]
5%LA R E R 90.3 96. 4 96.3 34.1
AREE (%) (483/535) (507/526) (513/533) (159/466)
TIRREEE O 23. 41 74. 84 74. 08
v AV [17.00,32 [[47.39,118.1| [46.97,11 -
[95%1= HH X [H]] . 23] 7] 6. 82]

A AR S GEMIGISR) SOXEIAS GEE B/ FEMmGIE) | RER 22130
INTFREH O [9BMEHEKMH] | R4 L

a) PESHE, FHEREAL. B 5L RIS ORZENER, N—2 T A v ORE,
VEZ ARG O iRl RIS O 6, it R ORI 2 GRS 4 & L, BRBRAE AR I
i A (RE L7 MMRM LZ 2 0 B,

b) a) @ MMRM {2 & 0 B & 7o R B b3 o0 T 2 F U C RGN & Al 514
BeGRE, N—RA T A L ORE, HEAELCRFORTHERE O A, Hils % ORI 4
A LT A Firth fEZ AWz Y27 ¢ v 7 RIRIC L 0 E i,

c) ARH 10mg BEL 7T B ARTED L K OAHA] 15mg FE & 7 7 B ARFEORIZE
IR B 2. 5% 3 WV Bz,

F2REIKEHIEE B OF5RE FRICRT,

#25) #5572 EIFIZ 10%, 16%, 20%3X1% 25%Lh LR ERD A ik L 7 BERE

e

AHl Smg HE AH 10mg FE AHl 15mg FE PAZA N i
(624 151) (628 1) (628 1) (637 1)
10%L4 | 75.0 86. 1 90. 2 17.4
(401/535) (453/526) (481/533) (81/466)
15%L4 | 53.5 74.3 78.2 7.3
(286/535) (391/526) (417/533) (34/466)
20%L4 1 34.0 56. 8 64.0 1.5
(182/535) (299/526) (341/533) (7/466)
25%24 17.8 36.9 41.3 0.4
(95/535) (194/526) (220/533) (2/466)

Uy G- VR T

% 6) Mk, iEROWEE ST A — 2B 2 Rl H

AHA 5mg AH AH 75 R
Jiid 10mg ¥ 15mg ¥ i3
(624 f51) | (628 fil) (628 f4i)) (637 f4))
HbAlc (%) N—2 5.56+ 5. 55+ 5. 55+ 5.57+
FA 0. 36 0. 37 0.41 0.38
(602 1) (600 1) (606 1) (606 i)
$eh. 72 -0.41+ -0. 49+ -0.51=+ -0.08+
JH D 0. 30 0. 32 0. 36 0. 30
2k (527 f4i)) (516 f4i)) (524 f4)) (459 f5i))
ZENGREIRE | N—A 95.34+ 95. 58+ 95. 18+ 95. 77+
(mg/dL) 4 9.84 10. 77 10. 27 9.57
(603 1) (599 i) (606 1) (606 1))
&5‘ 2 1g 7013 a7bo. 9812, 09 1040 0. 66+
AR (524 1) (517 1) 12. 63 13. 50
Ak (521 f4i)) (457 f5il)
EIE | ~N— A 123.6+ 123.8+ 122.9+ 122.7+
(mmHg) TA v 12.52 12. 86 12.91(62 12. 60
(618 1) (621 ) 3 i) (628 1))
572 -7.5+ 9.1+ 8.0+ -1 1+
JH D 12.85 12. 98 13.03 11.70
2k (535 f4i)) (526 14i)) (533 f4i)) (466 fil)
PEAEMIME | N—2A 79.2+ 79.9+ 79.3+ 79.5+
(mmHg) 4 8.17 8.32 8.21 7.91
(618 1) (621 ) (623 1) (628 1))
Beh5 72 -5.2+ -6. 0+ -4, 7+ -1.2+
bzl 8.76 8.82 9.23 8.23
2k (535 #il) (526 i) (533 fi)) (466 f5il)
WL R N— 2 191.0+ 194. 4+ 190.9+ 190. 0+
Fr—L 4 40. 03 38.75 37.88 38. 67
(mg/dL) (603 i) (599 i) (606 1) (606 1))
5 72
D -3.68=+ -4, 60+ -6.46+ 0.52+
Bb 16. 31 17. 05 15. 96 18. 09
) (523 i) (517 i) (520 i) (458 f5il)
LDL 2L A | _—2 113.3+ 116.3+ 114.0+ 113.2+
Fr—L 4 32.30 32.83 32.66 33.29
(mg/dL) (584 #il) (574 151) (582 fil) (573 fil)
gg;ﬁ -1.70=+ -3.55+ -5.97+ 3.05+
Bl 26. 60 26. 37 24. 89 28.63
@.) (514 4i)) (511 i) (515 i) (456 {3il)
HDL 2Lz | ~—2 49. 2+ 48.9+ 49.0+ 48.0+
Fr—L 4 13. 14 12.73 12.62 12. 61
(mg/dL) (589 #il) (577 45)) (584 fil) (576 f5il)
gij}g 8.68+ 10. 13+ 9.96+ 2.82+
Bl 20.19 20. 77 20. 65 17. 42
® (518 i) (515 i) (519 i) (458 f5il)
ZE NG N2 150. 1=+ 144. 0=+ 142. 6+ 146. 4+
V7Yt FA v 151. 96 87.89 82. 01 82. 81
UK (603 f5i)) (599 i) (606 fi)) (606 i)
(mg/dL) Eﬁig S18.4% | -19.2% | -24.8% 0.5+
ng 34.76 38. 52 37.73 44. 65
LR @ (522 i) (515 i) (518 #i)) (457 f5il)

BRI R GHEFIE0

FIVERZEBUEIA X, A Smg BET 55.6% (347/624 i) | AH 10mg FET 62. 3%
(391/628 i) . AFK| 15mg BET 61.1% (384/628 f5) KO 7w AREET 30. 5%
(194/63741) T -7z, F22FEINEAIEATR Smg B CILE.021. 0% (131/62461) |

T 15. 4% (96/624 ) R OMERA 13.5% (84/624 i) | AHl 10mg &f TILEL

30. 7% (193/628 f5il) . T 17.8% (112/628 i) | f8Fi 14. 0% (88/628 #i) . &

BRIGE 11. 0% (69/628 f1]) J OMEM: 10. 0% (63/628 f51]) . AHAl 15mg B CTlrIEL

28.5% (179/628 f5) . T4 19.1% (120/628 ) . W&H: 10. 7% (67/628 i) K}

fHFE 10.0% (63/628 f5l) T o7, 2B, 77 VAR DEL, TH, #

L SAKEOR K OME M O FEBLEI G, 22 8.0% (51/637 ) | 5.7%
(36/637 1) . 4.1% (26/637 #) | 3.0% (19/637 f5il) K TUr0.8% (5/637 f5il) T

Hol,

MR 54mg/dL A O M bE (FEREMCMAE % Zde) X, AK| 5mg BET 1.4%
(9/624 1) . AFKl|10mg T1.6% (10/628 1) . AFH| 15mg#ET 1. 6% (10/628 fi)
FOT 72 ARRETO0.2% (1/6374) 380 B, £ 0 5 LEFEIRMEHIAFH] 5ng

O 1fICRDONT, [7.1, 11.1.1 2]

17.1.3 TS5 ARMB_EEREERFR (5 1] AEMRL R [8F-MC-GPHL &
B%)

2 FUBEPRPI & A9 % BML A% 27. Okg/m* AL OBEERE 912 Bl & xtRI2, “HER T
TAH 10mg, 16mg XIT7FER%ME 1 [\, 72 @WEE FHE Lz (OK# 10ng
BE:302 B (HAN:14 #) | AFH| 15mg #£:303 #] (HAAN:14 #) . TR
3074 (BAA:BH) ) o A#IZ. WFROMREIZHE N THE [ 2. 5ng T
B A Bt L. LAt 4 W Z L2 2.5mg o L, RIBIIR T, #E
BHEOH v Y —il R O S ARTEBI ORI % fF & TIT o 72,



T E (co-primary endpoints) THDHN—ATA b EE 72 i E
TOERELECHR KOG 72 BIFIZ 5% EORE D & ik L= OE& O
WPHUZDNT S, KA 10mg M OAKRA 15mg 077 & RITxhd % HEBHE AR

Sz (p<o.001) ),

1) N=RTA DG 72 W E TOREEEROEE 72 RIS 5%2L

b DD & AR L 7R OFl &

AF 10mg £ AH 15mg £ 75w AREE
(302 #il) (303 1) (307 4i))
R—=2 T A DR (kg) 101. 7+ 99, 820, 10 102. 1+
20. 84 (301 i) 22.27
(299 f) (303 i)
5 72 WRFORE (kg) 88. 5+20. 36 84.1+19. 51 97.3+22. 49
(274 f51) (259 1) (256 1)
5 72 Wk oK EZ L -13.3+8.38 | -16.0+9.70 -3.5+5.87
R (%) (274 #i)) (259 1) (256 4il)
7T AR L ORERME Y -10. 37 -12.49 B
[95%(5 i <[] [-11.7,-8.9] | [-13.8,-11.1]
S%LA R E R =S 82.1 87.6 33.6
%) (225/274) (227/259) (86/256)
FIRREELE DA XY 11. 039 14. 929
[95%1= HE X [ [7.42,16.39] | [9.80,22.71] B

P AR 2 GHEEIE) SUTEIEY GLU B %/ Frm e s | BRI
INCFEE O [9SNEEXM] | —REM4 e L

a) BEHRE, FHERRAL, BeGHE L RHERE SO ENEH, R—A T A v ORE, &
VERALIRFIZ A L o MR FEE DR, sl R ORI &2 Rl S L., #
R AR ZE AR I 2 (R L 72 MMRM I & 0 B H,

b) a) @ MMRM {2 & ¥ B & 7o R B b3 o0 T A 2 F U RGN & Al e 4

BehGRE, R—RT A CORE, BAEALRHIER LT 7z bR TSR ORE,

Hidsk e OWERI 2B HZS S L 975 Firth fiE2HWEZr Y27 0 v 7[RRI Y
B,

c) AFH 10mg B & 7T wAREED B KL OARH| 15mg #E & 7T B RBEO BRI Z L

AU K 2. 5%V BT,

LARFIREHIE B OFERE2 TRIORT,

#8) 5 72 WHEIZ 10%, 15%, 20% X1 25%LA_EORERD £k L 7= Wik

DEIE
AF 10mg FE AF 15mg TE 77 v AR
(302 f51) (303 51) (307 f4i)
10%L4 1= 63. 1(173/274) 71.0(184/259) 10. 2(26/256)
15%L4 F 41.2(113/274) 54.1(140/259) 3.1(8/256)
20%24_F 21.9(60/274) 34.4(89/259) 1.2(3/256)
25%24 8.8(24/274) 17. 4(45/259) 0.4(1/256)
FIE% (G%24 B/ AT 61450
#9) Mk, MEKROHEE ST A — 2B 2 FHEE
AHl 10mg AH 15mg 77 AR
i i (307 i)
(302 fi) (303 fi)
HbAlc (%) R—254 8.02+0.83 | 8.07+1.00 | 7.96+0.84
(291 f4) (293 #i) (282 f4i)
Be b 72 WERED -2.22+ -2.29+ —0.59+
2l 1.00 1.12 1. 04
(265 f1) (249 1) (165 f51)
ZERERFMEE | N—RA T A 158. 23+ 161. 87+ 157. 41+
(mg/dL) 42.52 50. 20 45.61
(290 f51) (293 #i) (282 f4i)
ﬁf{:g T85> -50. 24+44. 36|-53. 22+44. 93 7293;1;
(264 f3) (250 f3) (162 f51)
[ E | R—=RA T A 130. 6+ 130. 2+ 131.3+
(mmHg) 12.19 12.23 11.77
(299 1) (301 ) (303 i)
Be b 72 WD 6.0+ 7.9+ -1.2+
ES(A 14. 55 13.25 13.65
(274 1) (259 ) (256 1)
PEARHMIE | R—RAT A 80.1+8.14 | 79.8+8.67 | 79.5+8.39
(mmHg) (299 #i) (301 #i)) (303 f51)
Beh 72 WK | -2.4%8.67 | -2.9%9.78 | -0.2%7.75
ES(9 (274 #i)) (259 #il) (256 fil)
WaLzxr | R=x54 177.5+ 170. 9+ 179.3+
o—/L 43.23 42.01 41.86
(mg/dL) (286 #il) (286 #i)) (284 f51)
572 WKF D -1.33%+ 1.47% 3.31%
2L (%) 21.65 23.73 20.73
(272 1) (257 f3) (255 f4i))
LDL =L 2 N—RFA 96. 0+ 92.3+ 97.9+
Fr— 35. 20 35. 23 33.72
(mg/dL) (286 #i)) (286 #1)) (284 #i))
5 72 WKF D 10. 57+ 12. 45+ 10. 80+
2L (%) 75. 67 48. 15 39.07
(272 fi)) (256 #il) (255 f51)

HL 22L& | R—2F51 45,2+ 42,9+ 43.9+
F o o— 12. 42 10. 31 11.42
(mg/dL) (286 1)) (286 #i)) (284 #i))
572 WKF D 8. 04+ 12. 78+ 2.58+
AL (%) 18. 96 25. 76 18.24
(272 1)) (257 51) (255 f)
ZefEiE U R—=RF A 187. 0+ 182.5+ 191. 4+
VRSB 143. 42 131.03 117.88
(mg/dL) (286 1)) (286 #i)) (284 #i))
Be b 72 WD -19.8+ -21.7+
AL (%) 36. 77 40.79 L ((;?54;])14
(272 i) (257 )

SR AR FEAT 150

FIVEFARELEI A1, AH 10mg BET 48. 7% (147/302 1) . AH 15mg #ET 47. 2%
(143/303 i) K OVT 7 BARRET 27.0% (83/307 $i) Tdh-oiz, EARANERIIA
7 10mg BECILBELL 17. 5% (53/302 f) K OVTHI 14. 9% (45/302 f5]) . AH| 15mg
BETITAED 19.5% (59/303 #i) . T 17.2% (52/303 Bi]) K OvMER: 11.2%
(34/303 i) Thotz. 7o, 7T LRBECEIT D TRl B OWE: OB
FIGIX, £ 6.8% (21/307 i) | 5.2% (16/307 f5il) JOv2. 6% (8/307 i)
Thoi,

MRS 54mg/dL A OIRMBEIL, AA] 10mg BET 3.6% (11/302 ) . AHl 15mg
T5.0% (15/303 §5)) KOS T BAREET 1.3% (4/307 #il) #Red S, FEEKIMIHE
ERO bRtz [11. 1.1 2]

18. ExhIEIE

18.1 {EFAHER

AN GIP ZHRERK O GLP-1 ZEEKDOT T=2 b Th D, AANTHFHARERIC
BNTCIPZARKLOGCLP-1 ZFRIEMT 5 Z LIc KV akEfHEi L. 7z,
REWMIL D GIP ZARMRIIEMT 2 Z LI LV IRESON# A TTHESED 2 & T,
EREBAMERZ R T EEZOND,

AFHX C20 FRIAEMIBH 2 & Te 39 O T 2 VRN L DT F K THY ., WA
TNT I EREA L THISERIINER T 5 Z LIS K ER D RRET S

18.2 ZEEEMH

18.2.1 GIP AR U GLP-1 Z2RA7 TR MEK

KAWL, in vitro WERIZIH VT, GIP ZAKK O GLP-1 ZARMKITHEE L CIEE
fEL. WTFNOZFERITK L THMEN cAMP Z8inS® 257 2 =2 MEMZ R
L7 16)0

18.2.2 AERAIIER

BETFA I ~ 7 AR 2 KB L7 hE R, TRIEHE & Tl U TR E DMK
fEAER LI,

BMI 73 27kg/m* PA_EOHERAE 26k LT, A Smg, 10mg X% 15mg Z 3 1 [=] 72 @
MG U7z, 77 R BE L el U CARKIRE CIRED OfRE S K& < HE
Wi B WD BRIENHAE OBD L 0 & KEDrofz 19,

18.2.3 BN DAL

FEETE RV ~ 7 A CARFN 2 SRS U mb e, TR BERE & ol U T RS
BiEzm L 9, £, KflE, ~ T 20BN~ OBGEEZ KT &, #
HH v Y — &R S,

18.2.4 RERARR B ERAE

b MEVIHIIEZ AWz in vitroiBRIZEBW T, AFNL, VRZ 87 Jo—F
R EH S IEIREOMIAN ~OE Y A & OGS iR 2 st Lz 17, &
7o, BETRERMEILG ~ 7 Ak U CRETHIRB IS AR 2 b LR, —xov
X1 B KON B B VRERE & i L CRE ol 17,

19. B ICET SELFHIAR

— B 4 B FILBARF R (Tirzepatide) [JAN]

/73\ % it szstquxoax
o & 4813. 45
k3 bIN HEOHRTH D,

YXEGTFTSDY SIXLDKIAQK AFVQWLIAGG PSSGAPPPS

HyC_ CHj H, OH
X > NH,
HoN COH HoN
X s©
2,13 39
2-methylAla Ser-NH,

o

H  COM
H H
HO,C. N N H
N o N
s H 2
0 o HaN COH
2
K
20

NP-{N-(hydrogen icosanedioyl)-
+-Glu-bis[iminobis(ethylenoxy)acetyl]}-Lys



EN B FEARTF RE, b v — RS R Y Gy
WHIPEA Y X7F K (GIP) ZHEKKOE M7 vd =
VEENTF R-1 (GLP-1) SRKOT I=A M Th
D, 2 KO 13 FHOT X/ EEFEHIL 2-methylAla, C
KI#ET 2 KMEENTz Ser THD, SHIT, 1,201
A RS 1 EO Glu RO 2 fHo 8-7 2 /-3,6-
F¥HY AT H UEBETRRISND Y v —E LT 20
FHOLys IZHEA LTS, FAESTF RIE39EHOT
BN O R DERARTF FTH D,

20. kL LDFEE

20.1 BASZRES . 2~8CTHENRMAFT 5 2 &, B LI aIE, A LRV
L,

20.2 BB CRIFT LA X, 30CEMA WG FT CHMHED D H S TR L,
21 BUAWNICHERT 5 2 &,

21. ERBEH
B ) A 7 A A RED L, WINCERT 5 L.

22. A%

(By TN RETE2 5mg 774 R)
0.5mLX2 ¥ v b

(Ey TNy FETFESmg 774 R)
0.5mLX2 % v

(By TN FETET bng 774 R)
0.5mLX2 % v b

(Ey TNy FETE 10mg 7 74 R)
0.5mLX2 ¥ v b

(Ey TN Y FETE12.5mg 774 R)
0.5mLX2 ¥ v b

(v TRy FETE 15mg 7 T4 R)
0.5mLX2 % v b

23. EEXWK

DAENEE: FB 8T POk (2022 42 9 H 26 &R, CTD2. 6. 6)
2)tENER: AN 2 TSR BE OSEY B HE (2022 4 9 A 26 HAR.,
CTD2.7.2.2.2.1.2)

3) AR REAE SR B BB AR AT A

4 AN B EAL O R A REAG L 725K BR (2022 4F 9 H 26 HIKEE,
CTD2.7.1.2.3)

5) (LN RE: MRS AT A T Y T ARl L 723k (2022 429 H 26 A
&R, CTD2.7.1.2.1)

6) tENEEL: MAEE AAEA (2022 459 26 AR, CTD2.7.2.2.1. 1)
NANER: < 23T 2 238k (2022 45 9 ] 26 H7&F, CTD2.7.2.2.2.3.1)
8)Urva S, et al.: Clin. Pharmacokinet. 2021; 60(8): 1049-1059

9)Urva S, et al.: Clin. Pharmacokinet. 2022; 61(7): 1057-1067

10) #EPNEE R REAE [ SR B RE AR T

11) AR R % 1 BEATSE & o> SRR B4 FIRRBR (I8F-MC-GPGR #XR) (2022 429 A
26 H7KFR, CTD2.7.2.2.2.5.1)

12)HNER: TR TR 7 = E AW ENEPEHIC T B B A Sl LT
BR (18F-MC-GPHU #&5%)

13) AL R IEE R %l & L7285 111 FHE R (18F-JE-GPHZ #X1R)
14) #ENEERE: BML 23 27kg/m? LA LD B3 (BEIRIGEBE ZBR<) XI5 e Lg
TTT A E AL [R5 BR (18F-MC-GPHK 35)

15) ¥EN R 2 BUBEIRIS 2 A 5 BML 28 2Tkg/m* L O BE 255 L L5
TTT A E AL [R5 B (18F-MC-GPHL 35)

16) PN RE: T RTF RO FEBEER (2022 42 9 A 26 HKFE. CTD2. 6. 2)

1T) AR F LB RF RO BRER

24, XRRERERUVBEWLEDEE
AARA =T 4V U —#Rat: EREREAEERD
T651-0086 =i s XBk Ll 5 T H 1% 28 %

TEL:0120-360-605 (PE#EBERE 1A11T)
medical. 1illy. com/jp

5O Z 28Rt <o ke 4 —
T541-8505 KPRl JLXHENRT 3-2-10
TEL:0120-753-280 (P PARA1A11T)

26. BLERFTEREF

26.1 BEHRSET

26.2 HR5ET

\//; MR T

KRR o SR BB B B 3-2-10

®: Bk
ZEP-1001 (R1)



LY3298176 (AEVASEE) 1.8 HfAE (%)
FILEBRF R

1.8.2 MEXEHR () RUZOHTERL
1.8.21  MEXEFHMRE (F)
AEE
2L, @i, IEERFEE UL 2 BRSO WThE R L, SERIE - EERE
EIToTHHaRRMEGELNT ., LTSS T 5581 R 5,
BMI 28 27 kg/m? LA - CToH 0 | 2 DL LD RGBT D R E L2 A7 25
BMI 7% 35 kg/m? L) |

1.8.2.2  EREIRH
AHFEZRE IR () 1. LN RTIEEZRE T A FF A4 > 2016 ([ZHEU CTHEM L72F
VB RT ROJEERE Z x5 & U ENE 3 AR, K OVH RN &5 T AR ST A E o g
FraxtgE L EBEILFSE 3 RBR L VAL NTTF BT ROFIMERONVZEEREIC K S &
BRIE LT,
o [ENE 3 AHER
> I8F-JE-GPHZ #lix (LL'F., GPHZ i)
® [EREIL[FEILE 3 fHAER
> I8F-MC-GPHK #f# (LLF, GPHK #l%)
» I8F-MC-GPHL i (LA T, GPHL #l#)

GPHZ. GPHK., & U GPHL R T, FEFAHEE CHLERED X=X T A DKL
5% EORERD 22l L BRE OBEIE, WThOF LB NTF REETEH 7 7 2R L g
LCHEEMEE R L, WTRORBRTE, &F L ENF FEETELEREIZTN— R T A % B
B L, BE 72 B E TR L 72,

2 BUBEPRIE (T2D) OFEIZH b LT T XTOFNAERF RFETT FERREE i LT,
10% K% Y 15%LL EORERD 2 ik LT BRE OBIENFREICEN o1, S6I2, 2l d
20% DR EIFAD % FERK L2 R E OFEIE 1L GPHZ BB OF LE/XF K 10 mg FETRI 3 0D 1 LY
15mg BETHI 3 77D 2, GPHK RERDF/LE/XF K 10 mg HEAL N 15 mg BT 2 3D 1, WNT
GPHL RBRDOF LB /3F B 15 mg BHETRI 3 0D 1 THh Y . HALEFIH ATREZ S Mpis L v b D
FREERE T DOUEI RO DD mVEE BAREZ #Ek L7z, £/, T2D 23 % GPHL RERDF /L
BT FEETIL, HbAle BERIRBICERD & 2 2 Lz,

F72. GPHZRABROFE G 72 BR[0T MBI B 2 @ RIEE S e L2 oFI& X, F
NWEBNRF R 10mg FER DN 15mg BT 7 B AR & ol U CHEGHFEMIICA BIZE o T2, &5 721
i CMtBERE R (IGT) | mlliE, KOFET L a— PR IsIMETR B (NAFLD) Ok s
L7 WEBRE OIS T, WL TFLERTF K10 mg BEL N 1S mg BETT 7 R ARREL [l L THE
P BIZE o T,

GPHZ 3B TlE, NEMPEDZWHIZ MBI RS & LT, IBMIEZRTA R 74 VITHE S
72 OO BRI BIE J- 2 fREEREE (T A —X T, WRMIZERO S 58 ENRO b,

Fio. BARANEMT, RE, BHE, FEBEE A7 A—% Mz he—LHEOWTRTYH
TR RREL B L THET LB ARTF FETRZERDGONTEY . 2REH & REOBE 23
e ST,



LY3298176 (AEVASEE) 1.8 HfAE (%)
FILEBRF R

AN, A O TR AR SR EEH O DR v U — & M O IRIEE) O iR
X A48 E LTOFLERF ROREET 77 7 A4 VIE, T2D 2HT DA TOF AL/ T
FOBEmOZENTn 7 7 A v E—B LT\,

TNH A ERTF R-1 (GLP-1) ZAMRFEEE & FERIC, FAE T FTIREL KO TR
ERTHROZSBOONTEAEFRTHY . RLEZ<BOOLNTBREOKREFILIZEST-FF
HLRTHHoT,

WG R R B ) E & B CEE SN AERER OIEGNT D7 . 7T B REELE F LB T FEE
TRBETH -7z, FHIED GLP-1 ZRKIFENFRIC L 58RO U 2 7 ZERBS TR <ML
NTHEY, BUET2D TIT-> TV B EIRGZ VARG 258 U COMNRIE, ROWMHCER Y
TOEBMLEZF EHEITH) L CRHEAETHD LEZX D,

H AN DA A A B U7z [E BRI 55 3 #H5R0R © & 5 GPHK & (NGPHL#RB& T, TEAE (treatment-
emergent adverse event) , HERAEFSR, HHHEAEFR, KOS XY A & BARNE
[ & AR THEE U7 R, IR OHEMARE . W oRBR T BARNEM & RREM T
LEMDFERICRE BT R -T2, £2. WThORBRTH, BARANEH OB TRIE SN
B m <. ORI & 7 2 FRITRD Do Tn, HARNEMICR R e 2 ek
DIFEAITRD Lo T,

ZO X, FBATF NI EWRE, IER, TR EORR % 2EEIREIER 2 &7 5 R
LK LT, BROICERO S ZEWERDZ G726 L, BFIEOIREICH L TUKR I TN D
A7 LT B %&H%@i WTa 7y A NVERFLTNWD I PRSI NTE, FERORIRT
IRRRT 4y M, TRTOLEEFROATEA LRI ES VA7 & ERIL Z Lnb, Fv
PRF RIZAANEMEREZ IS L > TE%ROH HIRERINIL L RV 155,

AIHREX VIR TOF VL RTF FoFLIX, LTFOBEBICLVEY EE 2T\,

A AN S HERE T 2 I E IR T A R A 2 2022 ICHE S D 11 OREEERE X, Wi
AR D 5 VIEBET 25 E E L TRESN TR Y EIC X 2 NIRIEN OB X > T
BHOBEBP—FICWETHE V) BT VR ITESNTND,

NESHIE D FEPTEFE Tl IRERNC X 0 OIS 2 — Ik T 2 Z L sk b b,
FRICIER IR R 3 2 HERIG-CIRE SRHE, milE, 3E7 v o — VHERRIEIFR R, SRR IIE /e
EDOBBEAE 2 2 IZIEHRT HOTIERL, WEICE > TERL A —RIIWESE L T & 2 #HEE
TH5HLDOTHD,

GPHZ &R BATIL, TETF ROEEFMEA Th 5 RERD R &3, BIRFHIEE TF
iﬁ&’ié@%@%@&%ﬁﬁ%%%:ﬂﬁﬁék (2. IGT. @ARMAE, %O NAFLD DA
7)== FRICE T HMAEIC L AW A RIS S D, Z0 0 OUWER RO & B
HEIZEDTWDH, EERIC i%ﬁf@ﬁm TWELR 11 OEFEEED S B 10 FEEHO MRS
ERFOWRE DA AN LN TV, 7236, 11 OREFIEED—D>Th 5 INIEIE « —IPERNE M3
TEDOBETIE A A3 D8R E 1T, 3B IR D FROEE K OYR B O FEENEOBLE D H BRI B ik X

10



LY3298176 (AEVASEE) 1.8 HfAE (%)
FILEBRF R

b ooy, HEKRDEEL L T2 0 IE RBEBZ IHFET 2 85E . UM E RERDOY 27
K+ & 72 5 —o RS (IGT, miE, FERFEERLE) 26T 5HRENBRINATND,
BEIC LD ZOTHORELENIFRTEL L NI T VAR —EREM EEHIhTns b
DEBDMNCLEREERE L LTEHEL TS Z 0D, GPHZ BRIV TA < 43I IEdiE
SEDIEFEIEE 243 D BRE 27 i T 5 L B R 5,

GPHZ. GPHK., & U GPHL R T, FEFHEE THLEREDON—Z T4 b OEERK
O 5%LL EORERD 2R LI RE OEISIL, 77 v REEE i L CF LB/ 8F REECE
PEZR LTz, £7o. GPHZ iBR CHENGIC B 9~ 24k E (IGT. mifiFiMmiE, & O NAFLD) 23tk
L REOBSIT T T RBEL I L CF AT REECTHEFFHICEEICE L . FAER
F FREIZ L A EFEEEOUENRD vz, I 62, @it &RERME, B & Onb
(B B A DR E D, BRI E OFBRHREICE SN THE L Z L AR SH
720 MZ T, FERMNCHEEREDO A Y A7 L2 2 NIBIRIFEREIC b EBE 5 2 9 2 53 5 )
Lpole, TNHOTET AT, AR PR ERIEIE IR 5, ZRICEELZ INE S
5 Z LI R0 EITER T D EE ORI E OUGE & IEmAETE RIS 1T 2 A0 o] & —
ET2560T, FILE T RPIEMESGH, FRHC 11 OfFEEEOSFBIILS A THLZ L&
XRT A b EE LN,

BIRTHL v I—1E, ARIEHFERZOHA KT A4 AN | IERE 2 2hHE XX H & LK
RINT BAYID GLP-1 ZEBIFENIE TH D, WRIEZIFE AT A T A ATHE Sz, IRIAE X
I FE IETE D FBAE 13 B SRR TR IS L B A R R 5 O TR K OS2 B L €. MAAR
HKUEORME, IREREFE. KO T2D O 3EEDOWT I IEMIEIC BT 2 fEfiEE & LT
ENTEBY., TOREDREZHEFRREM TRL TS, GPHZ R TIE, IEMEZRIA RIA4
Y ORERIZERH SN TV DRIKGHMEER 2 X 0 EEHA L T, BPEHETH H 3 SORERBEREFIC
ST DARN O P RERICHR LIz, LN -> T, FAEAF R U I—EOEEITIER, K&
OF LB RF FTEM L7- 2 E TOBKRBROIEIC B 5 EHEEE 2 FOBRET R, RO
FRBFEIEIC X D RS OUENR 2 E 2. MAANIERED 3 KB TH HMHbEREES . IFE
BLEE, & OV NAFLD OWT iz 07 L Codu, 2 -2 B OREFEREE ORI L ARAE 2% 5 A
RT A THUE ST 2 OO MREEERETE 2> &R IT 2D LU 9 RIRE O NEE X Zh R A BTG AE 299
A RIALNCHESEHY L £ 25,

—Ji. FEBATF RoFh g U Clib2e2hie 3R CHE 7 2 RS 22V T PMDA
L DOWBEORER, LUTF D &30 Zhie XIsh B4 it Lz,

BN ) (XA XAV v 7 R0 BRICALE L, FERF-CIEERFIEZ XD & U REHMEE
B, BD &M & U CRIE T 2 eEEh IR 0N L A5 9 FR S 0D AR L2 BEE 3 2 R RRERR T 0D FEAE
EOVERZ IR SEDRF L7 5, REUIZNR THET HRBEEE L. A O OZE
P71 7 7 A G L TRET S 2 EDNRHEMICEY) & B 2 5, — T, IEAE B ARIZIERI A
T2 L OKRNEREIRKICT 2HLERHL &b B XD, Liedi> T, IGT KT NAFLD (i,
FHI N —EORE R NEERNERIZIH D LB 2500, BRI TIIIRAIN ADBKRE

11



LY3298176 (AEVASEE) 1.8 HfAE (%)
FILEBRF R

BWRBIRTA BT A VETHL L TODIRITIZ AN E 2 BB L, HEIE CTHET D
FEEEICIIED RN & LT 5,

M2V T, GPHZ 5Bk Tl 53.3%. GPHK iR Tid 32.0%. GPHL 5Bk Tl 66.6% D = ifi
JEA BT HHWREDHAAN LN TEY, TXTORBRTT 7 v RREL i L CF LB/ T REE
CUSHE Y A M OVPRBRI L O S AN TRD B ALz, e 1300 i SR R R DR A 2 fE BRI 1T
A i T A% SO i 2 RO T O I ABE IS G 0F 9~ 2 M MLESE ORI K OVEF BT EE CTH Y | KE
BN IR D FERIBFIETH D Z D, WIMEZNEEXIINR CHET 2RFBEEFICED 5
Tl EEX S,

GPHZ. GPHK., & U' GPHL #BRIZIZT—EDOFIG CIRERFIEL AT D HBRE DA AN b
THY, RERZEITEIFE AT A —F TUEEHANRO b 2 Eonh . IRERFIEZ 2hie XX
R CHUET DREEFREEFICE DD Z LIt & &2 5, £7-. GPHL B TiX T2D & A7 % il
DHERE KT 2T NERTF FEGIZEY . BRICEROH 50E & HbAlc DD &~ Lz Z
LB, T2D ZRRE XTI R CHET 2RFEEFICE D 5 Z L IT#My e B2 5,

PLEX Y, RAOEK GG E U CHIBENITZNE CTHRET 2 RS, St B8 REEX
X2 AEEIRIS & L, 55 1.82.1 THOBNRE IR () 2% E L7,

183 MHZERUA=E () HLICZOHRTERER

1831 HZERUA=ZE (F)

WBHE, RACIE, FAEBATFRELTHEILIEI25mg 2 AL, 4 BREOMET
25mg o E L, # 1B 10 mg & 2 FiERT 5,

2B, BEOWRREICE U CHEEET 228, 1[0 5S5mg £ THE., XX 4EBELED
MR T 2.5mg 92l 1[F] 15mg £ CHETE 5,

<HEROHEICEETER () > i 5mg COBRGREE LR S % S 8E OEEO R
Par
7.1 AFIORHEFHEICEL TE. LTFOMICEET D Z L,
BE ORED OFLESCABN 2 ZAAMEITS U T, i 18] 5 mg TR &k
T EbEE/ITH L, [17.12 58]
73 BHEZENTGAIEL, WA G CoOMM 3 Bl (72 KR BLETHIE, &
SWEHRSTELIZEE L, TO%IEIH LN LOTEOBAICEEG TS Z L, kEK
HEToOMMMN 3 AR (728 RETHNTEGET, KOHLNUDEDT-REH
WZEETHZ L, B, BI1IERGOEREZEETHIVLEND DAL, miElES-H
SR G 3 AR (72 FEH) LLERIBRAE TS 2 L,

1.8.32 EHREIRH

18321 RERUVAE () OFRTEER

AHFENEROH®E () X, ENE 3 MRk (GPHZ ) . KO HARANZ & T EERIL R
3 HHERER (GPHK 3B, GPHL %) X 0567 TF BT ROFIER VRIS LD
TIE LT,

GPHZ, GPHK, } O GPHL il COF VL RF ROBISAH EIL 2.5 mg Ol 1 [ 5-TH Y |
MEFFHEE T4EMRE T2 mg T oMl 5 2 L & Lz, F/LENRTF ROMER A EIX, GPHK R

12



LY3298176 (AEVASEE) 1.8 HfAE (%)
FILEBRF R

BRCIX Smg. 10mg, XX 15mg O 1 [Bl#% 5 & L, GPHZ & U GPHL ¥R Tl 10 mg X% 15 mg
D 1 Bl Lz,

GPHZ ABRTl%., TEIHMBER Th %5 72 B S OKREOLLR KD 5%LL EoRERD %
B LICHEBRFT OFIE IO T, ZEMEOMEDO S & TFAENRTF R 10 mg BHEL D15 mg#ED T
TR ARBECKR T DB RS T2, 2 HED O BIRAEDOF/LE/RF R 10 mg BETH, FZEFE
T8 B CHERRBIZER DO & 2 B MERTRD Hivi,

Fo. BHEOF AL AF RI15mglECld, 10mghEL » bREOEB(LRNE HICKREL, 15%
ui@mmuh&wokk%&%EH@%%&Lk%%ﬁ@ﬁAﬁ%ﬂoko%%FT@H%E
Eix, G0 2EBEEEOREBIOSC TRESND, L0 @EWEBEBEZLE LT 5 AR
BT HIEMIERFICE 2T, FAEBNRNF R 1I5SmgEENHHA LD AREERE X OIS,

GPHK iR DF /LT /IF R 5 mgBE. 10 mg BE, KON 15 mg B, W N GPHL iR D F /LB /3F
R 10mg BER N 15 mgBECTH, REOLHR, WIS 5%, 10%. 15%. KTU20% (GPHK Bk C
T2 T 25%) DL EREREA L BRE OBE 7 T B REHCHT BN TS s,
GPHZ 3Bk & [FIERIZ, FLE/NTF R 10 mg B CEIRAICERO H D5 G MENRBO L, mHARET
HDIFE LY EmWAERMENRTRD BTz,

GPHZ. GPHK. & U' GPHL #BROWTN TS, KEIZMA T, MEH, IFEAENRT X —4
M, ROBERET 7 LT, FAERTF R 10mg BEL DY 15 mg BEO G IMEN RS H iz,

GPHZ. GPHK. MU GPHL i BROL BT v 7 7 A WTBBLREAF TH o7,

ISR EELE O AL EDTD, FIAE T RE 2.5 mg DI &2 5 F &4 2 ik
&Lz, Bl Mg, ROVFH] (GPHZ BB CITEL, WEM, FHRIEROMER) ORBIESTT v
YRF RO AREBIEHR T, MFARICELZE (T2bb, #1000 SR IS
% 4B ITEF Lz, T OfEIL. FAEF FE 2.5 mg OIRHENSEB L., 0%
4T LI 2.5 mg TOENICHENIET S Z & C, BEEEFERZOIRENSET L Z
LEEEL U,

7%, GPHK XU GPHL B D H A NEM O AT AL L —BH L T, BARANEH &
SREMAOREMET 0 7 7 A MTEERMICHBEE 725 £ 5 REEREVTRO ONT, AARAK
OSE AN OFYEhRE (PK) 3L L T2 Z D, FH3MRBR CHWZAELOHELZ BAA
JEMERFICHHEAT D LIRS THDH EEZ LN,

Pl k. GPHZ, GPHK. K& UF GPHL ABRDFER L 0 | BRI T2 FAEF F 10mg, RO
15 mg OFMENT N BIF 2270 7 7 A VPRSI, BUHBRASEXT7 4y b VR T a7
7 A VR BT LD, MR L LT 10mg 145800 &kl L7, F7-. 10mg KO8 15 mg
OIS B LT ) &l L7,

BRREHETIE, K0 @R B LB L T AR E 2 AT SRR BRI L 5T, FAE
NRF R 15 mg BEEBEME R DAHRIENRE 2 5D, BRMR S OBLEN SRV EZ B LT
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FILEBRF R

LEELNDLZLEBRTREIND, £OD, FLEARF RORZRLAENFMA TR THIUL, &
FHHLOIGHRT 70 —F OBLE T, EFRMEFE 1M~ OBEOMLEMEIZIE T TF LB AF Fofk
HBE&AZFHHES DN E R D,

PEXY, FI8ITHOMAELOHE () 2% ELL,

18322 RERUVHEICEET HIE (F) OERTERL

<5 mg TOIRFEAKFEIZ DU T >

FAET O PMDA & OO R, GPHK RBRIZEIT KRR E G ETE VWA EEL KO
BB ERFROBHIEEITTLERTF K S mg B & L CF AL RF R 10 mg BEKL
1S mgHfCRMN-TZ e E2FBE L, BEORNITIG U T, F/AEANRF FE 10 mg (/3 &
\Z 5 mg CORMEMGET DL b TH2 L L Lz, £D7, % 1.83.1 HOMEL O
BICEETHER () 7.1 [ZR#T 5 B OREED ORESLARAN 3 2 AEMEITE T,
W18 S mg THBEMGRT D2 EbBETDH L) 2RE L,

< EEENTEADOEZIC W T > FHERM PK RN CHESE L7 EF A2 AN T, s
DEELE I al—vary L TR LT

FiE L7506 0fGE B 5N 4 RN (b b, WIEE £ ToWMN 3 A/ [72 1
Ml BLE) OBA, AOVERATHBICENEAOF AL AT 5T 5 e, ROTRER
RS L0 B MIE R T LB ST RIEEE OB B . 2 ORI 15% T d 5.
FELEHEEANLORE AN 5 AR LS., EN-EOF LB RF N2EESL L £
DRDEGAZ I | BEEEEDHKY 20%LL EIINT 2 lREMED & 5

IO LMD, BEEENESAIFREER S ETCOMIM 3 B (72 FH) U EThIIX, K
SRR TH I 5, R, WEEE £ TOMMA 3 B (72050) R Thiuish
FENTESET, ROHLNUDEDRAICKRET 22 LAMEYThDL EEZ LN, WTh
DAL, BEIIZO®K, @HOE 1| HOEEAr V2 —VEHRT L, 72, # 1 [EE5ORE
HELEET5UERDLHAT, AERENLHR S 3 AR (72 950) SRR 25 2
LU TH D EBZ BT,

UbEEy | #1831 HOMERUHRICHES 51EE (8) 73 ZRE L,
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FILBIF R
184 FRHLOFE () RUZDHRTEEMN

1.8 HfAE (%)

AHNOMER EoEE (%) 13X, AR OMKRBRME R, B¥EPET—% 2 —  [Company Core
Data Sheet (CCDS) ] . [E#dh U 27 FHEHHE () LOENTEBSNTND 700 T 8k
ARFF R-1 (GLP-1) ZAREEEHIEN O~ Py oDl Lo EZBE 2 THRE L,

A LR ()

A EAR AL

=N
SRS

2. (ROEBHEIZITRE LN L)

2.1 AHNO RS UIRBUE OBEEE D & 2 B

2.2 BERIEMES TV R— A BERBVESIE S TATSME, 1 B06
RIFDBE [ A ) VAN X DN RIBERMEE DD
T, AR ZEEETRE TR, ]

2.3 2 BUBEIRIG 2T 5 BE ISR D BIERGYE, FiE0BEAD
L (A2 ) VBN XA MBEEEREEN L DT, RAlOES
ST RS N AN

2.1 CCDS KU GLP-1 Z R EA/EE DM A Lo
BEABEICRTE L,

2.2 AANIIEFHIEIREE B & LTWD 8, 2
AP PR Y7 % A9 2 NERIE B [ ARH O b
MTIERZEME LTHEREND L E
ZbNb, T, = -y
GLP-1 Z A ARVEEHE & DS A 5% E T
N LEZ-, INLOBREITA R
AN L DIRERMEATHY . CCDS KW
GLP-1 ZREIEFE MR LoxE+ 5%
IZE%RE LT,

23 22 LJEERIC, ZbDOREICH D 2 AbE
RIREATHHBETIIA R ) AN &
HIMBEEHENLETH L2, v Vv
K ONGLP-1 A ARVEE R OER EoEE s
BEITRE LT,

5 FMBEXIEMREICEET 5FE
KANDWERIHT= > TiE, H O LUHIERIEREOEARTH L BH
PRk - HERIEEIT o Th. TORMEDPELNRWEA T, K
TBRORSRE LGl EHE SN2 BEORENGET L L, IR
IR AR L, AR RBRICHEAAN W BT R 2S5
EHT s L, [17.1.1 ]

JEETRRRIC BT D BRI 7235 2 5 M O AR R
BICHAAN OGN BEERICEIEHREL
77

1. BERUVAZICEET ZEE

T1 AFORAEFGHICEL X, UTORICEET LI &,
- BRSSO L 0 BAMENE SN AW B TR UL
WO EBET DL,

s B OREBD OREESCABNC K T HAAMEIT S T T, 1 [
Smg CIREZ MG T A b BEIH2 L, [17.1.2 B3]

- BIGREEN A REFNICE < 72 A HIABFER D
oD END, BBEE~OIREEEED
ET, WMESHEOLEREARNT 2 EOHE
Wk 2 5% E L7z,

- 1.8322 B,

1.2 AFNTHE 1 RG-S 2EHTHY , FREICREEEDZ
&

AFNLE 1 ARG OHAITH D Z b, KK
DIRMBET 0 7 7 A VIZIHESEFRE LT,

1.3 BhH 2 ENHEAE, KRG £ TOHM 3 AR (72 KeiH)
UEThHhE, KOWCRATELICRE L, TORIIHLNLD
EOLERICEET D 2L, kG ETOHM® 3 B (T2 K
i) R ChHNTHREGET, KOHLNPLDEDLHERIEKET S
T, k. M 1 EERGORER 2 E T T H0ERH 5 5E1E, b
BEPODR L 3 A (T2 KifH) BLEMEEZZET S 2 &,

1.8322 THEMR,

8. ERLGEAMIE

8.1 AFHEL I RFRIE  EERIE TR D Z L. BRI
H,OMpE, e, EESARR L. AFE 3~4 » ARERE LT
BEEAFRO bNRWERITIE, AFloRkEETIESL &, K
Flz 3~4 5 MG L TSEEAIGRO DG, 0% LE
WA, s, T, IFEZ 2GR L CTREOREZ 3128
BL, IRDP AL GE B IIAROR ST IE 2 BR T2 2 &,

I VAR e B ARy A 2 o S = g
E LT,

8.2 ARANIFrGERAITH Y . AFIFIEE VR IFHGET 5 AlRetE
N> Bl MFEEOEBCRIVER T, RIERZRBROLEIZS
WCHNEBETDHZ L, [16.1 ]

AFNIE e E GIP/GLP-1 Z BB TH Y |
AR DBEG-1E1% b Z DR BN Efee 9~ 5 I HeErE
NHDHZEMNE, vy KONGLP-1 ZHK
EBVROMHER EOREESBITHRE LT,
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1.8 HfAE (%)

A LR ()

A EAR AL

8.3 BMEMANRET D LB H DD T, [EEROYIER (&
% PE D BRI 2 LW R ) bbb HAaE, BHEFIE
L, HoNCEMOZKZ2% 5 X o458 T 528, [9.1.2,
11.1. 2 BH]

CCDS KO~ > ¥+ 11 Jr (8 GLP-1 Z A R/EE) 5
OFEREOEEEZBEBICRE LT,

8.4 HIBRENEI LGS, SHERROMEEREZSBE L, LI
& CCHBRAEIC LD RREEEZBET 52 L, HEISHET 2
ZE, [9.1.2, 1L 1.2 BH]

CCDS KO~ > ¥+ 11 Jr (8 GLP-1 Z A R/EE) 5
OFEREOEEEZBEBICRE LT,

8.5 THI. WEMSHKEFI L, AMEBEEICELIBEAND D
DT, BEOREICEETDHZ L,

CCDS KM~ > ¥+ v K (N GLP-1 Z &R {EH)3E
O EOREEE2S5EBITHRE LT,

8.6 AFIHEE I, FMRIEEDEMDOAEL TR L, BE R
LDNIGAIE, EMEZZ2THL0EETLHZ L, [15.2 &

]

< V% a L ONGLP-1 LB EEEZEOMFER o
EEEBEICRE L,

8.7 FHAE. AHEEA. ARAER ITAEH 5 ot EIE A REL T 58T
NRd 50T, BRESOETERSALNZEAICIE, HEIST
TEBRESICEIDRRBEEZZBET 2L, BUICHIET D2
Lo [11.1.3 &)

< V% a L ONGLP-1 LB EEEZEOMFER o
EEZBEICHRE L,

8.8 MIERTAZOLNTLEIITREORELHICBIZE L, B
DR LN A ITITE G AL E 21T 5 Z &,

CCDS R~y udffifl LOEE 2BEIC
RE LT,

8.9 AHD B CIEHITHTo- TUE, BEICH3RBHE 2 Fh L
Toth, BEAOMRIKETED L 2R LI LT, EMOEH
HEOL LFEMT DL, Eio, SRORRREFTTIET OV T
BAMIEST S Z &, BTSN TV 2B EE LT 5t L O g
THZ L,

H ORI T 2 EARER L LTRE LT,

8.10 AANTMBERETIEHAEAET B0, 4 v AV ORBEHETITR
VN, 2 BUBEIRIE & AT 5 AT A AR OB GICEE LTI, B
DA VAV AKIFIRIEZ MR L, BEOREEHBT2Z 8, 1
A Y MEAPIREED BE T, A A Y D GLP-1 ZRREBZKIZY)
DX, AU B IR K OSBRI BT K= AN EEL LT SE
BINHREINTWVW5A,

~ V¥ B O GLP-1 2R O Lo
BB EITRE LI,

8. 11 KA O AICH Iz > Tix, BEICK L, RIUEHEIR K OZ D
KHLFEZDNTHoaAT 52 & [9.1.3, 11 1. 1 &)

< V% a KON GLP-1 SR EEEZEOMH A Lo
HEZBEICRE LT,

8.12 RMMEAZEL 2T Z &N HAHDOT, EarfE¥E, HBEOERS
ICHFEL TV AIBHFICRE T LE3EETDI L, (1111 &
il

~ V¥ B O GLP-1 A RAEB R O Lo
EEEZEBICRE LT,

8. 13 Ao mpE=a s b e — /L OUEITE, BEIR I HEIRE O BEE
(EXIHER S LDONDZ ENHDHOT, EETHZ L, [9.1.4
2]

~ V¥ B O GLP-1 A RAEB R O Lo
HEEESBICRE L,

8. 14 KENIFNERF REEHELTNDD, v ¥y nEfho
FEBRF REHWA B D NEZEOMO GLP-1 A IRAEBHEE D
GLP-1 SR MBIZHT 27 =2 MEHZ AT HIA L R L2 Z
&,

GLP-1 A MIEBZEOMH EOREE 22513
E L=,

8.15 &AL DPP-4 FHEANTVTILE GLP-1 ZAFE L O GIP &K
AU MpERE TER A A L CW5b, 2 B REA AT 2 HBEFICE
T AN D U 72 BE O ERPRERBR AR 137 < . AR VR AT
RBEN TV,

<~ U % u O GLP-1 S ERVEBER O Eo
HEESEIRE L,

9. BEDERZHT LBAICHT IR

9.1 BHHE - IEEZFDHLBE

9.1.1 EEBFEREFOEENERBESTNHLHEE
HIBEEDIERP BT DB 2N H D,

I OBEEHMR L L BRABRITIER L T
BOTHEICRGTOILERDHD LMD,
CCDS IZHS & RE L 7=,
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A LR ()

A EAR AL

9.1.2 BERDOBEEDHLEE
(8.3, 8.4, 11.1.2 2]

INHOBREENRLE LT-ERRABRITEEREL <
BOTHEEBEICRGTOILERHDLZ EnD,
CCDS IC:3 =& E LI,

9.1.3 BMEFR_THEINLHDIUTDEE XITIKE

M T ERAFERER 2 T EIB e R 2

BRI, AR, RHEAIZ2ARERL RFEEREORE
MILETHIRTE

PR LR A

CEEOT L a— LB

[8.11, 11.1.1 ]

< V% a L ONGLP-1 LB EEEZEOMFER o
EEEBEICRE L,

9.1.4 IBIERERFHRIRE. MERFENZE. SHHAEEETLHE
BB RRIREZAH T IBRBXEI N DBREROH L ESE
[8. 13 &R]

< ¥ a L ONGLP-1 LB EEEZEOMFE R o
EEEBEICRE L,

9.4 £EREEHT HE

RS B ATREME D & B T id, ARFIB G L ORice 5.4 1 » A
M 3BT 3 2 B e OVl B) 72 RIS DWW TR 5 2
L. [9.5 M)

2= 38 5t D 4% 5|2 B 3~ 2 AT 00 0 TR 2R L2 B
TEHEHAF L AZHONT)  (HRS54E2H 16
AT SRASESE 0216 5 1 5, FAZ%E 0216
%1 SEAGEE R - A AE R R EE
FHHE, ERLZEMGREEA @) (125
=, RELE,

9.5 1F4@

B0 XATHENE LWV B AREME O & B LRI IE AR 2 5 La vz
=

AERER A TMRBRICB N T, IR T v MCARIZ S LG A. B
REEAHETE MG L& ORI OBRERS TR 2 HE (5
KRR AR TD Cpay ELRHZIBUNT 0. 64 fF, AUC EEEZIZISUVNT 0. 22
f5) <. RIEEE (BKaE. AEGES) S ohlz, Zhb
DT RAIIRE OB EDRE L MEEDIRMEEZE I DO TH -
7. [9.4 /]

PEHR XAUTAEHR L TN 5 AIREE O & 2 Lot % k1 52
ELEERREBRIIER L CBLT, Zhbn/k
FIZRBT D ARBN ORI L TV RN
®, CCDS } O GLP-1 S EEE D H Lo
HEZBEICRE LT,

9.6 mAW
W L O ASHER OB R O A 42 518 L, BRALORMSER 1
EERMTH 2L, AHOE M HA~OBTIRH Ch 5.

KEIOE M T ~OBITEAHTH D |
CCDS [ZHD & E LT,

9.7 IMNR
INREE IR E LI AR O 2R & L7 BRI 5
|PRQAY/AN

IRy % STARUN N SIS BT RS [ Y QO - X e A r N ]
ML TWARWES, CCDSIZHESERE L,

9.8 ShE
BEORELZBLE LN OEEREICHRSTH 2L, —RICAEBEEREN
BEFLTWAZ ENRL, HEICE LT, BRRBRICHEAAND
NEBEERESEICTLH L, [17.1. 1 ]

~ V¥ B O GLP-1 A RAEB R O Lo
HEEESBICRE L,
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1.8 HfAE (%)

i EoEE (£) B E AR AL
10. #HEER BEPRIF FASRICBA LT, CCDS KO~ vy e Kk
10.2 BHAGEE (HRISEET S 4L) O GLP-1 ZFEEFRFEKOFEH EOREEESHIC
R4 % BEDRSER - i ik W - faliR -+ BRIE LT,
LVREIP'S IRMBFO I TEET 5 2 | MBERE FIEM 2858 | | £ DTSRRI LT, AKI & 3R A /E AR
ETTIA RREA | b o akorm LT | Sns, Bhc, AFIEOMHICE Y, BOBHERORE

ZJLIR =L LT A

o AL HENELA R Y s
HEHRIA A 53U

TRAERI T A > R Y B

R v A
wor s ey | EVRT A, (G
by U A BT % 3B E D

F7Y ULRER | DB THD O LG

DPP-4BH 5 Fl T 5856, KiED Y 27
A LAY R T 5720, ZhbD
SGLT2PH 41145 AN OW A RFT 5 2
[11. 1.1 ]R] L
6 REAT K 4% 5B AA W) S M | A1 0> B A

[16. 7218] R REN iy IaF i
RO RE W S D8

D5,

BIEERIC L D,

7~ U v RIEA
UNT7 )R YA

GLP-1 B IRERNIE & D ff
Hickovorrzr oo
Loy DVIEFE L 72 & OGN
HY, =xEFF RCTHIM
ZPES INR A #RE Sh
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AFNO B NAEHE
BIEEAIC L D,

BEDERTNRROOLNTWNDLEZ ENHRE LT,
INT7 7 U LT, AFlE LT 7Y ok
DOPFFARBNRIE SN TNWDLZ b, BEED
GLP-1 ZRKEIHETOI LT 7 1) & OB
BT EOEEESZIZRTE L,

11. 2l{EE

WORWERNH LD ERNHDHD T, BELHMITITV., B
WD LN BATHR G2 P IET 572 YR 0AEE21T5 2 L,
1.1 EXAEER

1111 {Em¥E GEEEARH)

IRIFERE D (PSR, MmO, mif, BHra A, B, 1§
B, SR, OFEV, EK. HREEE) DbobhbdIl bbb,
F7o, 2 BBERIFREIZBONTA VAU VEEII A LR =LY L
T AL OOF AR BE 2RI BHE R B O b ki k2 k361 b
WMEINTND,

IRMFERER 3D BT HE 1L, FEE A RS2 I 5 7 L
YIREZITH Z L, 2L, a-ZAa s X —PIHER L OHH
BRX 7 FosiasRE+52 &, [8.11, 812, 9.1.3, 10.2.
17.1.1-17. 1. 3 ]

CCDS KUM= > ¥ % 1 F (O GLP-1 Z &R E#) IR
DA EOREEEBEBITHRE LT,

11.1.2 3RS (0. 1%AH)

MM % £ 5 FHGED 700 LW S O S 03380 b N850, K
Floeh ik U, MEREE1T5 2 &, £, BREZESH
AT, HRGIE TbRVwWS &, 8.3, 8.4, 9.1.2 ]

~ V¥ B O GLP-1 2 A RAEB R O Lo
EEEZEBICRE LT,

11.1.3 BEX GEEARY) . BEX (0. 1%K0) . B o#k
#HE (BEERH)
[8.7 &)

~ V¥ B O GLP-1 S A RAEB R O Lo
EEESBICRE LT,

N4 7F745F>—, MERFE (Wb HEERY)

< V% a KON GLP-1 ZREEEZEOMH A Lo
HEESEIRE L,

1.2 ZDihnEIER

RITEA Y4 5%LL 1~ 5%A i 190A i
BB & DA EB |
R, i AR
‘F
HibEs ol Mg, | BEERZ .
TR, GERA, | RIEMEMER
Mg, WAL [ BN
B RAE | 805
JHF R REAAE
R PR P8 B

~ Ty v O EOTER K OWE R RO R
NOARFIEE & ORICBEMERH B Lok S
7-H %% CCDS ICHSZXENWEHE LTHEL
770

7ede, FROMEIL 3 FOFMAS (GPHZ R
B, GPHK #BR & O* GPHL 3BR) (2RI 24
ICHRSEHEH L,
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F LB RF R
i EoEE (£) B E AR AL
TEHERAL TR B
(FLEE, £
PRI, R
JEARSE)
Gz R IWEUE (5
W5, X O FEME
)]
TP R BRIEAA, BLE
&R
fige A A A W7 2 7 —EH
m. Uos—EH
. IR
Z Dt W, TREE
HEV, BE
SiE

) DB ORI S N5 S T B OB L+ ic Bl L,
RENRBO NS EITEN L= AT 2 &,

14, BRLOFEFE

14.1 FFIBREHOFEE

FEAZROHE TR FE N 22 & OB N\ N2 &
ERERTH I L,

BEG-ANC HALC X0 ARANO SIS F 23 0
MBI 5 2 L ait# Lz,

14.2 EFHRESHOTE

R TS, B8, KBRS ST EREERICAT o, TR CEBALOD TSt
THEE, BEENTAETELEET 52 &, HIRNEOBRNIC
BELRWZ &,

CCDS KUM= > ¥ % 1 Fr (O GLP-1 Z &R E#) IR
DA EOREEEBEBITHRE LT,

15. ZOoFE

15.1 EEERERIZE S < 1B

ERSA O 111 FBEER 5 3Bk (3704 f) 123\ T, FLsmHUAN T
flivTfEZ: 3596 HlD 5 B, HFLF /LB 3F RHUED 65.5% (2357 Hi)
WZHBLUTz, F72, ZREGURK O FIHUALFHE T fE7e 3573 B0
95, WA GIP X% GLP-1 (Zxhd A &2 E=HRIZZ i 42.8%
(1531 #)) KON 18.7% (668 f51) (=, PNIKME GIP Xi& GLP-1 (24"
HHFPARIZZE N L 0.8% (28 Bi) KO 0.1% (3 #) &, FE
T RO GIP ZHE T GLP-1 ZBAROIENELIZ 3~ 5 AT
NN 2.4% (85 H) FUN2.2% (78 #l) T3 LT,

EIERE 2% & L- 5 DO%F 3 fHiEKR AR
DFERIZONWT, CCDSIZHSEXRE LT,

15.2 JEBEGERERERICE D &R

WEEZ » b &2V 2 RS AFERBR ISV T, ARAIZ 0. 15,
0.50 XN 1.5mg/kg DE (ENENEARRERHAEZE ML THR
B L7ZBE AUC @ 0. 11, 0.31 & TR0.88 5D AUC & & 7= 6 &)
THE2EBIETHEG Lo 2 A, RBREE g LT, FIRER C HfRpE
5 (RIEROYE) OREFEOBMATXTORETALNT,
rash2 N T VAV z=w I~ AW 6 5 AN AFEMRERIC
BWT, A#HIZ 1. 3 KO 10mg/kg DAETHE 2 Bk FHELZE
A, HURER C R EIEAL & B\ IFREE 0O FE AR (IR
HIVRIN T, FURIMRRE O BEE D & 5 B3 K ORI IRBEARE X
XL MNP IIEIEHE 2 T O GEERE D & 5 BE 5 AR DL 4
PEITHEST LT, [8.6 MR ]

CCDS KON~ > ¥ % 1 (N GLP-1 2 &R {EEHZE
O EOEEESEITRE LI,

INHOBREENE L LT-AROFERRITE
MEENTWRNZ EMHRE L,
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(BIZE 2) INN ([ZULE S 7= H OBSEIC I T 5 E 3L —R 4 #i
Rk 18 523 A 31 HIEARAIE 0331001 &4 5@ A N RHRAE R ERIMIORI5H% 2)

BEkds  302-4-B10

JAN (HA&%) : FLERF R
JAN (3t 4) : Tirzepatide

YXEGTFTSDY SIXLDKIAQK AFVQWLIAGG PSSGAPPPS

HsC CHs H OH
>< > NH,
H,N CO,H H,N
X SO
2,13 39
2-methylAla Ser-NH,
O H CO,H
Pt H H
HO,C ' N N H
N o)
18 H 2
o) H,N CO,H
2
K
20
NS-{N_(hydrogen icosanedioyl)-
Y-Glu-bis[iminobis(ethylenoxy)acetyl]}-Lys
C225H348N4806s

FIERTF RiE, b Mo —2REHA A D 3 WRIEAR Y X7 F K (GIP) ZFEKR e M7
TURERTTF -1 (GLP-1) ZHFEDOT A=A FThV, 2 KNN3 FHOT I/ EEFEILIT 2-methylAla, C
KEET 2 MEENT=Ser ThDH. SHIT, 1,20-A =¥ R 1 HO Glu KO 2HD 8-7 2 7 -3,6- 4
FYA 7 Z TR ESND Y =% LT20FHD Lys IZHEE L TWD. F/EARTF R399 O
R BERENORDEGRARTF R THD.

Tirzepatide is an agonist of human glucose-dependent insulinotropic polypeptide (GIP) and human glucagon-like
peptide-1 (GLP-1) receptors, whose amino acid residues at positions 2 and 13 are 2-methylAla, and the C-terminus is
amidated Ser. A 1,20-icosanedioic acid is attached to Lys at position 20 via a linker which consists of a Glu and two 8-

amino-3,6-dioxaoctanoic acids. Tirzepatide is a synthetic peptide consisting of 39 amino acid residues.

¥ JAN UADIERIZ, 25 L THEHELE L,
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Recommended INN: List 86

Recommended International Nonproprietary Names (Rec. INN): List 63
Dénominations communes internationales recommandées (DCI Rec.): Liste 63
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 63
(WHO Drug Information, Vol. 24, No. 1, 2010)

p.62 suprimase insertese
iodine ('?*1) girentuximab iodo ('?4) girentuximab

Recommended International Nonproprietary Names (Rec. INN): List 81
Dénominations communes internationales recommandées (DCI Rec.): Liste 81
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 81
(WHO Drug Information, Vol. 33, No. 1, 2019)

p.123 tirzepatidum

tirzepatide replace the structure by the following one
tirzépatide remplacer la structure par la suivante
tirzepatida sustitiyase la estructura por la siguiente

Sequence / Séquence / Secuencia
YXEGTFTSDY SIXLDKIAQK AFVQWLIAGG PSSGAPPPS 39

Modified residues / Résidus modifiés / Restos modificados
X (2,13) HyC, CHj S (39) H_y—OH
2-methylalanine (Aib) L-serinamide [
H,N~ CO,H H,N~ “CONH,
K (20): NO-{N-(hydrogen icosanedioyl)-
v-Glu-bis[iminobis(ethylenoxy)acetyl]}-Lysine

O
HOCOH 1y ’
HO,C N N H
N (@] kY
18 H 2
Ol H,>N

Recommended International Nonproprietary Names (Rec. INN): List 83
Dénominations communes internationales recommandées (DCI Rec.): Liste 83
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 83
(WHO Drug Information, Vol. 34, No. 1, 2020)

CO,H

p.34 betibeglogenum autotemcelum #
betibeglogene autotemcel replace the description by the following one
bétibéglogéne autotemcel remplacer la description par la suivante
betibeglogén autotemcel sustityase la descripcién por la siguiente

autologous CD34+ hematopoietic stem cells obtained from
mobilised peripheral blood of patients with beta-
thalassemia, transduced ex vivo with betibeglogene
darolentivec (116)(78), a self-inactivating human
immunodeficiency virus-1 (HIV-1)-derived lentiviral vector
encoding a T87Q-mutated form of the human hemoglobin
subunit beta (HBB, beta-globin) gene under the control of a
human B-globin promoter and a 3' B-globin enhancer.

cellules souches hématopoiétiques CD34+ autologues
obtenues a partir de sang périphérique mobilisé de
patients atteints de béta-thalassémie, transduites ex vivo



LY3298176 (AEiiiE)
FAELSF R

1.9 —BAPNIAR D G
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tildacerfontum
tildacerfont

tildacerfont

tildacerfont

tirbanibulinum
tirbanibulin

tirbanibuline

tirbanibulina

tirzepatidum
tirzepatide

tirzépatide

122

3-[4-chloro-2-(morpholin-4-yl)-1,3-thiazol-5-yl]-2,5-dimethyl-7-(pentan-3-
yl)pyrazolo[1,5-alpyrimidine

3-[4-chloro-2-(morpholin-4-yl)-1,3-thiazol-5-yl]-2,5-diméthyl-7-(pentan-3-
yl)pyrazolo[1,5-alpyrimidine

3-[4-cloro-2-(morfolin-4-il)-1,3-tiazol-5-il]-2,5-dimetil-7-(pentan-3-
il)pirazolo[1,5-a]pirimidina

C20H26CINSOS

HaC Cha
i 5\]—‘ S N//\j
H,C N_ W/

Mbenzyl-2-(5-{4-[2-(morpholin-4-yl)ethoxylphenyl}pyridin-2-yl)acetamide
Mbenzyl-2-(5-{4-[2-(morpholin-4-yl)éthoxylphényl}pyridin-2-yl)acetamide

Mbencil-2-(5-{4-[2-(morfolin-4-il)etoxilfenil}piridin-

2-il)acetamida
i
N N

O/ﬁ = O
k/N\/\O

CasH20N303

/

L-tyrosyl-2-methylalanyl-L-a-glutamylglycyl-L-threonyl-L-phenylalanyl-L-
threonyl-L-seryl-L-a-aspartyl-L-tyrosyl-L-seryl-L-isoleucyl-2-methylalanyl-L-
leucyl-L-a-aspartyl-L-lysyl-L-isoleucyl-L-alanyl-L-glutaminyl-A#-[(22 5)-22,42-
dicarboxy-10,19,24-trioxo-3,6,12,15-tetraoxa-9,18,23-triazadotetracontan-
1-oyl]-L-lysyl-L-alanyl-L-phenylalanyl-L-valyl-L-glutaminyl-L-tryptophyl-L-
leucyl-L-isoleucyl-L-alanylglycylglycyl-L-prolyl-L-seryl-L-serylglycyl-L-alanyl-
L-prolyl-L-prolyl-L-prolyl-L-serinamide

L-tyrosyl-2-méthylalanyl-L-a-glutamylglycyl-L-thréonyl-L-phénylalanyl-L-
thréonyl-L-séryl-L-a-aspartyl-L-tyrosyl-L-séryl-L-isoleucyl-2-méthylalanyl-L-
leucyl-L-a-aspartyl-L-lysyl-L-isoleucyl-L-alanyl-L-glutaminyl-A#-[(22 5)-22,42-
dicarboxy-10,19,24-trioxo-3,6,12,15-tétraoxa-9,18,23-triazadotétracontan-
1-oyl]-L-lysyl-L-alanyl-L-phénylalanyl-L-valyl-L-glutaminyl-L-tryptophyl-L-
leucyl-L-isoleucyl-L-alanylglycylglycyl-L-prolyl-L-séryl-L-sérylglycyl-L-alanyl-
L-prolyl-L-prolyl-L-prolyl-L-sérinamide

4
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tirzepatida

tofersenum
tofersen

tofersen

L-tirosil-2-metilalanil-L-a-glutamilglicil-L-treonil-L-fenilalanil-L-treonil-L-
seril-L-a-aspartil-L-tirosil-L-seril-L-isoleucil-2-metilalanil-L-leucil-L-a-aspartil-
L-lisil-L-isoleucil-L-alanil-L-glutaminil-A#-[(22 5)-22,42-dicarboxi-10,19,24-
trioxo-3,6,12,15-tetraoxa-9,18,23-triazadotetracontan-1-oil]-L-lisil-L-alanil-
L-fenilalanil-L-valil-L-glutaminil-L-triptofil-L-leucil-L-isoleucil-L-
alanilglicilglicil-L-prolil-L-seril-L-serilglicil-L-alanil-L-prolil-L-prolil-L-prolil-L-
serinamida

C225H348N4806s

Sequence / Séquence / Secuencia
YXEGTFTSDY SIXLDKIAQK AFVQWLIAGG PSSGAPPPS 39

Modified residues / Résidus modifiés / Restos modificados

X (2,13) HaC_ CHg S (39) H y—OH
2-methylalanine (Aib) L-serinamide [
H,N” ~CO,H H,N~ “CONH,

K (20) N°-{N-(hydrogen icosanedioyl)-
y-Glu-bis[iminobis(ethylenoxy)acetyl]}-Lysine

O H COH
HOZCMK b H\P/\ N H
18 H o, )
o] o]

, HoNT TCO,H

altP-ambo-2'- O-(2-methoxyethyl)-5-methyl- ~thiocytidylyl-(3'—5")-2'- O
(2-methoxyethyl)adenylyl-(3'—5')-2'- O-(2-methoxyethyl)- ~thioguanylyl-
(3'—>5')-2"-0-(2-methoxyethyl)guanylyl-(3'—5")-2'- O-(2-methoxyethyl)-~-
thioadenylyl-(3'—5")-Athiothymidylyl-(3'—5')-2'-deoxy-P-thioadenylyl-
(3'—>5")-2"-deoxy-5-methyl-P~-thiocytidylyl-(3'—5")-2'-deoxy- P-thioadenylyl-
(3'—>5")-Pthiothymidylyl-(3'—5")- ~-thiothymidylyl-(3'—5")-#
thiothymidylyl-(3'—5')-2"-deoxy-5-methyl-P-thiocytidylyl-(3'—5')- ~
thiothymidylyl-(3'—5')-2"-deoxy- ~-thioadenylyl-(3'—5")-2'-O-(2-
methoxyethyl)-5-methylcytidylyl-(3'—5')-2'- O-(2-methoxyethyl)- #~
thioadenylyl-(3'—5")-2'-0-(2-methoxyethyl)guanylyl-(3'—5')-2"-O-(2-
methoxyethyl)-5-methyl-~-thiocytidylyl-(3'—5")-2"-O-(2-methoxyethyl)-5-
methyluridine

tout-P-ambo-2'- O-(2-méthoxyéthyl)-5-méthyl- ~thiocytidylyl-(3'—5")-2'- O
(2-méthoxyéthyl)adénylyl-(3'—5')-2'-O-(2-méthoxyéthyl)- ~thioguanylyl-
(3'—>5')-2"-0-(2-méthoxyéthyl)guanylyl-(3'—5")-2'- O-(2-méthoxyéthyl)-~-
thioadénylyl-(3'—5")-P-thiothymidylyl-(3'—5')-2"-désoxy-P-thioadénylyl-
(3'—>5')-2"-désoxy-5-méthyl- ~thiocytidylyl-(3'—5")-2'-désoxy- ~-
thioadénylyl-(3'—5")-Pthiothymidylyl-(3'—5')-~thiothymidylyl-(3'—5')- #~
thiothymidylyl-(3'—5')-2"-désoxy-5-méthyl- ~thiocytidylyl-(3'—5")-~
thiothymidylyl-(3'—5')-2'-désoxy-P-thioadénylyl-(3'—5')-2'- O-(2-
méthoxyéthyl)-5-méthylcytidylyl-(3'—5")-2"- O-(2-méthoxyéthyl)- /-
thioadénylyl-(3'—5")-2'-0-(2-méthoxyéthyl)guanylyl-(3'—5')-2'-O-(2-
méthoxyéthyl)-5-méthyl-P-thiocytidylyl-(3'—5")-2"-O-(2-méthoxyéthyl)-5-
méthyluridine

123
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& YXEGTFTSDY SIXLDKIAQK AFVQWLIAGG PSSGAPPPS
ZIHE - R 2 BUBE R
ik - A& W.ORAIZIE, FLBRF R E LUCGH 1] Smg Z#EREH & &

T ERT S, 2720, B 1E 2.5mg M HBRA L. 4 KRS
2%, i 1[5] Smg (2 ET 5,

B, BEOWREBIZS CCHEEHERT 225, B 1E 5mg THRAR
IR, BB EOME T 25 mg OB TE 5, 272
L, iwAKHEITE1E 15mg ETET 5,

BISEE DI E IR, AL 52 R,

4+ & @

MR K OEZ | iR FOLBARF R

PRy - Sr B

< VX FE2Smg T T A A (1% v FHFFALERF K25 mg
@A)

VUV TNESMg T T AA 1 Fy hRFALEASRF R Smegd
)

YV RETETSmg T T A A (1Fy RHEFALEARF R 75 mg
ah)

~ VX B TFEIMg 7T T AA (1% hHF LT R 10 mg
“H)

UV BREFERSMg T T AA (1% hHEFLERT R
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~ VX R TFEISMg T T A A (1% hHF LT R 15 mg
“h)
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