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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

MOUNJARO™ (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.

o Tirzepatide causes thyroid C-cell tumors in rats. It is
unknown whether MOUNJARO 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).

o MOUNJARO 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).

INDICATIONS AND USAGE -------------=-====n==m----
MOUNJARO™ is a glucose-dependent insulinotropic polypeptide

(GIP) receptor and glucagon-like peptide-1 (GLP-1) receptor agonist
indicated as an adjunct to diet and exercise to improve glycemic
control in adults with type 2 diabetes mellitus. (1)

Limitations of Use:

e Has not been studied in patients with a history of pancreatitis (1,
5.2)

e Is notindicated for use in patients with type 1 diabetes mellitus (1)

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

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

¢ [f additional glycemic control is needed, increase the dosage in
2.5 mg increments after at least 4 weeks on the current dose.

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

e Administer once weekly at any time of day, with or without meals.
(2.2)

e Inject subcutaneously in the abdomen, thigh, or upper arm. (2.2)

¢ Rotate injection sites with each dose.

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 (3)

CONTRAINDICATIONS

e Personal or family history of medullary thyroid carcinoma or in
patients with Multiple Endocrine Neoplasia syndrome type 2 (4,
5.1)

e Known serious hypersensitivity to tirzepatide or any of the
excipients in MOUNJARO (4, 5.4)

e Pancreatitis: Has been reported in clinical trials. Discontinue
promptly if pancreatitis is suspected. (5.2)

e Hypoglycemia with Concomitant Use of Insulin Secretagogues or
Insulin: Concomitant use with an insulin secretagogue or insulin
may increase the risk of hypoglycemia, including severe
hypoglycemia. Reducing dose of insulin secretagogue or insulin
may be necessary. (5.3)

e Hypersensitivity Reactions: Hypersensitivity reactions have been
reported. Discontinue MOUNJARQO if suspected. (5.4)

e Acute Kidney Injury: Monitor renal function in patients with renal
impairment reporting severe adverse gastrointestinal reactions.
(5.5)

e Severe Gastrointestinal Disease: Use may be associated with
gastrointestinal adverse reactions, sometimes severe. Has not
been studied in patients with severe gastrointestinal disease and is
not recommended in these patients. (5.6)

o Diabetic Retinopathy Complications in Patients with a History of
Diabetic Retinopathy: 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. (5.7)

e Acute Gallbladder Disease: Has occurred in clinical trials. If
cholelithiasis is suspected, gallbladder studies and clinical follow-
up are indicated. (5.8)

ADVERSE REACTIONS
The most common adverse reactions, reported in 25% of patients
treated with MOUNJARO are: nausea, diarrhea, decreased appetite,
vomiting, constipation, dyspepsia, and abdominal pain. (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/medwatch.

DRUG INTERACTIONS

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

e Pregnancy: Based on animal study, may cause fetal harm. (8.1)

e 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. (7.2, 8.3, 12.3)

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

Revised: 05/2022
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FULL PRESCRIBING INFORMATION

WARNING: RISK OF THYROID C-CELL TUMORS

¢ In both male and female rats, tirzepatide causes dose-dependent and treatment-duration-dependent
thyroid C-cell tumors at clinically relevant exposures. It is unknown whether MOUNJARO 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 (13.1)].

¢ MOUNJARO 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 MOUNJARO 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 MOUNJARO [see Contraindications (4) and Warnings and Precautions (5.1)].

1 INDICATIONS AND USAGE

MOUNJARO™ s indicated as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes
mellitus.

Limitations of Use

¢ MOUNJARO has not been studied in patients with a history of pancreatitis [see Warnings and Precautions (5.2)].
¢ MOUNJARO is not indicated for use in patients with type 1 diabetes mellitus.

2 DOSAGE AND ADMINISTRATION
21 Dosage

e The recommended starting dosage of MOUNJARO is 2.5 mg injected subcutaneously once weekly. The 2.5 mg
dosage is for treatment initiation and is not intended for glycemic control.

o After 4 weeks, increase the dosage to 5 mg injected subcutaneously once weekly.

« If additional glycemic control is needed, increase the dosage in 2.5 mg increments after at least 4 weeks on the
current dose.

e The maximum dosage of MOUNJARO is 15 mg injected subcutaneously once weekly.
e If a dose is missed, instruct patients to administer MOUNJARO 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.
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e 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).

2.2 Important Administration Instructions

¢ Administer MOUNJARO once weekly, any time of day, with or without meals.
¢ Inject MOUNJARO subcutaneously in the abdomen, thigh, or upper arm.
¢ Rotate injection sites with each dose.

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

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

3 DOSAGE FORMS AND STRENGTHS

Injection: Clear, colorless to slightly yellow solution available in pre-filled single-dose pens of the following strengths:
e 25mg/0.5mL

e 5mg/0.5mL

e 7.5mg/0.5mL

e 10 mg/0.5mL

e 12.5mg/0.5 mL

e 15mg/0.5mL

4 CONTRAINDICATIONS
MOUNJARQO is contraindicated in patients with:

e A personal or family history of medullary thyroid carcinoma (MTC) or in patients with Multiple Endocrine Neoplasia
syndrome type 2 (MEN 2) [see Warnings and Precautions (5.1)].

¢ Known serious hypersensitivity to tirzepatide or any of the excipients in MOUNJARO [see Warnings and Precautions

(5.4)].

5 WARNINGS AND PRECAUTIONS
5.1 Risk of Thyroid C-Cell Tumors

In both sexes of 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 MOUNJARO 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.

MOUNUJARQO 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 MOUNJARO 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 MOUNJARO. 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 Pancreatitis

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

In clinical studies, 14 events of acute pancreatitis were confirmed by adjudication in 13 MOUNJARO-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). MOUNJARO 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 MOUNJARO.



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

5.3 Hypoglycemia with Concomitant Use of Insulin Secretagogues or Insulin

Patients receiving MOUNJARO in combination with an insulin secretagogue (e.g., sulfonylurea) or insulin may have an
increased risk of hypoglycemia, including severe hypoglycemia [see Adverse Reactions (6.1), Drug Interactions (7.1)].

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

5.4 Hypersensitivity Reactions

Hypersensitivity reactions have been reported with MOUNJARO in clinical trials (e.g., urticaria and eczema) and were
sometimes severe. If hypersensitivity reactions occur, discontinue use of MOUNJARQO; treat promptly per standard of
care, and monitor until signs and symptoms resolve. Do not use in patients with a previous serious hypersensitivity
reaction to tirzepatide or any of the excipients in MOUNJARO [see Contraindications (4)].

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 MOUNJARO.

5.5  Acute Kidney Injury
MOUNJARO has been associated with gastrointestinal adverse reactions, which include nausea, vomiting, and diarrhea
[see Adverse Reactions (6.1)]. These events may lead to dehydration, which if severe could cause acute kidney injury.

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
experienced nausea, vomiting, diarrhea, or dehydration. Monitor renal function when initiating or escalating doses of
MOUNJARQO in patients with renal impairment reporting severe gastrointestinal adverse reactions.

5.6 Severe Gastrointestinal Disease

Use of MOUNJARO has been associated with gastrointestinal adverse reactions, sometimes severe [see Adverse
Reactions 6.1]. MOUNJARO has not been studied in patients with severe gastrointestinal disease, including severe
gastroparesis, and is therefore not recommended in these patients.

5.7 Diabetic Retinopathy Complications in Patients with a History of Diabetic Retinopathy

Rapid improvement in glucose control has been associated with a temporary worsening of diabetic retinopathy.
MOUNJARO 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.

5.8  Acute Gallbladder Disease
Acute events of gallbladder disease such as cholelithiasis or cholecystitis have been reported in GLP-1 receptor agonist
trials and postmarketing.

In MOUNJARO placebo-controlled clinical trials, acute gallbladder disease (cholelithiasis, biliary colic, and
cholecystectomy) was reported by 0.6% of MOUNJARO-treated patients and 0% of placebo-treated patients. If
cholelithiasis is suspected, gallbladder diagnostic studies and appropriate clinical follow-up are indicated.

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)]

e Pancreatitis [see Warnings and Precautions (5.2)]

e Hypoglycemia with Concomitant Use of Insulin Secretagogues or Insulin [see Warnings and Precautions (5.3)]
e Hypersensitivity [see Warnings and Precautions (5.4)]

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



e Severe Gastrointestinal Disease [see Warnings and Precautions (5.6)]
¢ Diabetic Retinopathy Complications [see Warnings and Precautions (5.7)]
e Acute Gallbladder Disease [see Warnings and Precautions (5.8)]

6.1 Clinical Trials Experience

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

Pool of Two Placebo-Controlled Clinical Trials

The data in Table 1 are derived from 2 placebo-controlled trials [1 monotherapy trial (SURPASS-1) and 1 trial in
combination with basal insulin with or without metformin (SURPASS-5)] in adult patients with type 2 diabetes mellitus [see
Clinical Studies (14.2, 14.4)]. These data reflect exposure of 718 patients to MOUNJARO and a mean duration of
exposure to MOUNJARO of 36.6 weeks. The mean age of patients was 58 years, 4% were 75 years or older and 54%
were male. The population was 57% White, 27% Asian, 13% American Indian or Alaska Native, and 3% Black or African
American; 25% identified as Hispanic or Latino ethnicity. At baseline, patients had type 2 diabetes mellitus for an average
of 9.1 years with a mean HbA1c of 8.1%. As assessed by baseline fundoscopic examination, 13% of the population had
retinopathy. At baseline, eGFR was 290 mL/min/1.73 m? in 53%, 60 to 90 mL/min/1.73 m? in 39%, 45 to

60 mL/min/1.73 m?in 7%, and 30 to 45 mL/min/1.73 m? in 1% of patients.

Pool of Seven Controlled Clinical Trials

Adverse reactions were also evaluated in a larger pool of adult patients with type 2 diabetes mellitus participating in seven
controlled clinical trials which included two placebo-controlled trials (SURPASS-1 and -5), three trials of MOUNJARO in
combination with metformin, sulfonylureas, and/or SGLT2 Inhibitors (SURPASS-2, -3, -4) [see Clinical Studies (14.3)] and
two additional trials conducted in Japan. In this pool, a total of 5119 adult patients with type 2 diabetes mellitus were
treated with MOUNJARO for a mean duration of 48.1 weeks. The mean age of patients was 58 years, 4% were 75 years
or older and 58% were male. The population was 65% White, 24% Asian, 7% American Indian or Alaska Native, and 3%
Black or African American; 38% identified as Hispanic or Latino ethnicity. At baseline, patients had type 2 diabetes
mellitus for an average of 9.1 years with a mean HbA1c of 8.3%. As assessed by baseline fundoscopic examination, 15%
of the population had retinopathy. At baseline, eGFR was 290 mL/min/1.73 m? in 52%, 60 to 90 mL/min/1.73 m? in 40%,
45 to 60 mL/min/1.73 m? in 6%, and 30 to 45 mL/min/1.73 m? in 1% of patients.

Common Adverse Reactions

Table 1 shows common adverse reactions, not including hypoglycemia, associated with the use of MOUNJARQO in the
pool of placebo-controlled trials. These adverse reactions occurred more commonly on MOUNJARO than on placebo and
occurred in at least 5% of patients treated with MOUNJARO.

Table 1: Adverse Reactions in Pool of Placebo-Controlled Trials Reported in 25% of MOUNJARO-treated Adult
Patients with Type 2 Diabetes Mellitus

Adverse Reaction Placebo MOUNJARO MOUNJARO MOUNJARO

(N=235) 5mg 10 mg 15 mg

% (N=237) (N=240) (N=241)
% % %
Nausea 4 12 15 18
Diarrhea 9 12 13 17
Decreased Appetite 1 5 10 11
Vomiting 2 5 5 9
Constipation 1 6 6 7
Dyspepsia 3 8 8 5
Abdominal Pain 4 6 5 5

Note: Percentages reflect the number of patients who reported at least 1 occurrence of the adverse reaction.



In the pool of seven clinical trials, the types and frequency of common adverse reactions, not including hypoglycemia,
were similar to those listed in Table 1.

Gastrointestinal Adverse Reactions

In the pool of placebo-controlled trials, gastrointestinal adverse reactions occurred more frequently among patients
receiving MOUNJARO than placebo (placebo 20.4%, MOUNJARO 5 mg 37.1%, MOUNJARO 10 mg 39.6%, MOUNJARO
15 mg 43.6%). More patients receiving MOUNJARO 5 mg (3.0%), MOUNJARO 10 mg (5.4%), and MOUNJARO 15 mg
(6.6%) discontinued treatment due to gastrointestinal adverse reactions than patients receiving placebo (0.4%). The
majority of reports of nausea, vomiting, and/or diarrhea occurred during dose escalation and decreased over time.

The following gastrointestinal adverse reactions were reported more frequently in MOUNJARO-treated patients than
placebo-treated patients (frequencies listed, respectively, as: placebo; 5 mg; 10 mg; 15 mg): eructation (0.4%, 3.0%,
2.5%, 3.3%), flatulence (0%, 1.3%, 2.5%, 2.9%), gastroesophageal reflux disease (0.4%, 1.7%, 2.5%, 1.7%), abdominal
distension (0.4%, 0.4%, 2.9%, 0.8%).

Other Adverse Reactions

Hypoglycemia
Table 2 summarizes the incidence of hypoglycemic events in the placebo-controlled trials.

Table 2: Hypoglycemia Adverse Reactions in Placebo-Controlled Trials in Adult Patients with Type 2 Diabetes

Mellitus
Placebo MOUNJARO MOUNJARO MOUNJARO
5mg 10 mg 15 mg
% % % %
Monotherapy
(40 weeks)* N=115 N=121 N=119 N=120
Blood glucose <54 mg/dL 1 0 0 0
Severe hypoglycemia** 0 0 0 0
Add-on to Basal Insulin with or
without Metformin
(40 weeks)* N=120 N=116 N=119 N=120
Blood glucose <54 mg/dL 13 16 19 14
Severe hypoglycemia** 0 0 2 1

* Reflects the study treatment period. Data include events occurring during 4 weeks of treatment-free safety follow up. Events
after introduction of a new glucose-lowering treatment are excluded.

** Episodes requiring the assistance of another person to actively administer carbohydrate, glucagon, or other resuscitative
actions.

Hypoglycemia was more frequent when MOUNJARO was used in combination with a sulfonylurea [see Clinical Studies
(14)]. In a clinical trial up to 104 weeks of treatment, when administered with a sulfonylurea, hypoglycemia (glucose level
<54 mg/dL) occurred in 13.8%, 9.9%, and 12.8%, and severe hypoglycemia occurred in 0.5%, 0%, and 0.6% of patients
treated with MOUNJARO 5 mg, 10 mg, and 15 mg, respectively.

Heart Rate Increase

In the pool of placebo-controlled trials, treatment with MOUNJARO resulted in a mean increase in heart rate of 2 to 4
beats per minute compared to a mean increase of 1 beat per minute in placebo-treated patients. Episodes of sinus
tachycardia, associated with a concomitant increase from baseline in heart rate of 215 beats per minute, also were
reported in 4.3%, 4.6%, 5.9% and 10% of subjects treated with placebo, MOUNJARO 5 mg, 10 mg, and 15 mg,
respectively. For patients enrolled in Japan, these episodes were reported in 7% (3/43), 7.1% (3/42), 9.3% (4/43), and
23% (10/43) of patients treated with placebo, MOUNJARO 5 mg, 10 mg, and 15 mg, respectively. The clinical relevance
of heart rate increases is uncertain.



Hypersensitivity Reactions

Hypersensitivity reactions have been reported with MOUNJARQO in the pool of placebo-controlled trials, sometimes severe
(e.g., urticaria and eczema); hypersensitivity reactions were reported in 3.2% of MOUNJARO-treated patients compared
to 1.7% of placebo-treated patients.

In the pool of seven clinical trials, hypersensitivity reactions occurred in 106/2,570 (4.1%) of MOUNJARO-treated patients
with anti-tirzepatide antibodies and in 73/2,455 (3.0%) of MOUNJARO-treated patients who did not develop anti-
tirzepatide antibodies [see Clinical Pharmacology (12.6)].

Injection Site Reactions

In the pool of placebo-controlled trials, injection site reactions were reported in 3.2% of MOUNJARO-treated patients
compared to 0.4% of placebo-treated patients.

In the pool of seven clinical trials, injection site reactions occurred in 119/2,570 (4.6%) of MOUNJARO-treated patients
with anti-tirzepatide antibodies and in 18/2,455 (0.7%) of MOUNJARO-treated patients who did not develop anti-
tirzepatide antibodies [see Clinical Pharmacology (12.6)].

Acute Gallbladder Disease

In the pool of placebo-controlled clinical trials, acute gallbladder disease (cholelithiasis, biliary colic and cholecystectomy)
was reported by 0.6% of MOUNJARO-treated patients and 0% of placebo-treated patients.

Laboratory Abnormalities

Amylase and Lipase Increase

In the pool of placebo-controlled clinical trials, treatment with MOUNJARO resulted in mean increases from baseline in
serum pancreatic amylase concentrations of 33% to 38% and serum lipase concentrations of 31% to 42%. Placebo-
treated patients had a mean increase from baseline in pancreatic amylase of 4% and no changes were observed in
lipase. The clinical significance of elevations in lipase or amylase with MOUNJARO is unknown in the absence of other
signs and symptoms of pancreatitis.

7 DRUG INTERACTIONS

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

When initiating MOUNJARO, consider reducing the dose of concomitantly administered insulin secretagogues (e.g.,
sulfonylureas) or insulin to reduce the risk of hypoglycemia [see Warnings and Precautions (5.3)].

7.2 Oral Medications

MOUNJARO 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
MOUNJARO.

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 MOUNJARO.

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 and for 4 weeks after each dose escalation with MOUNJARO. 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

Risk Summary

Available data with MOUNJARO use in pregnant women are insufficient to evaluate for a drug-related risk of major birth
defects, miscarriage, or other adverse maternal or fetal outcomes. There are risks to the mother and fetus associated with
poorly controlled diabetes in pregnancy (see Clinical Considerations). Based on animal reproduction studies, there may
be risks to the fetus from exposure to tirzepatide during pregnancy. MOUNJARO should be used during pregnancy only if
the potential benefit justifies the potential risk to the fetus.

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 is 6—-10% in women with pre-gestational diabetes with an HbA1c
>7% and has been reported to be as high as 20—25% in women with an HbA1c >10%. The estimated background risk of
miscarriage for the indicated population is unknown. 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.

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk

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

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 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 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 MOUNJARO and any potential adverse effects on the breastfed infant from MOUNJARO or from the
underlying maternal condition.

8.3 Females and Males of Reproductive Potential

Contraception

Use of MOUNJARO 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 and for 4 weeks after
each dose escalation with MOUNJARQO [see Drug Interactions (7.2) and Clinical Pharmacology (12.2, 12.3)].

8.4 Pediatric Use

Safety and effectiveness of MOUNJARO have not been established in pediatric patients (younger than 18 years of age).

8.5 Geriatric Use

In the pool of seven clinical trials, 1539 (30.1%) MOUNJARO-treated patients were 65 years of age or older, and 212
(4.1%) MOUNJARO-treated patients were 75 years of age or older at baseline.

No overall differences in safety or efficacy were detected between these patients and younger patients, but greater
sensitivity of some older individuals cannot be ruled out.

8.6 Renal Impairment

No dosage adjustment of MOUNJARO 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 when initiating or escalating doses of MOUNJARO in patients with
renal impairment reporting severe adverse gastrointestinal reactions [see Warnings and Precautions (5.5)].



8.7 Hepatic Impairment

No dosage adjustment of MOUNJARO 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)].

10 OVERDOSAGE

In the event of an overdosage, contact Poison Control for latest 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

MOUNJARQO (tirzepatide) injection, for subcutaneous use, contains tirzepatide, a once weekly GIP receptor and GLP-1
receptor agonist. It is a 39-amino-acid modified peptide based on the GIP sequence. Tirzepatide contains 2 non-coded
amino acids (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
C225H348N480ss.

Structural formula:

MOUNJARQO is a clear, colorless to slightly yellow, sterile, preservative-free solution for subcutaneous use. Each single-
dose pen contains a 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. MOUNJARO 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 is a 39-amino-acid modified peptide with a C20 fatty diacid
moiety 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.

Tirzepatide enhances first- and second-phase insulin secretion, and reduces glucagon levels, both in a glucose-
dependent manner.

12.2 Pharmacodynamics

Tirzepatide lowers fasting and postprandial glucose concentration, decreases food intake, and reduces body weight in
patients with type 2 diabetes mellitus.

First and Second-Phase Insulin Secretion
Tirzepatide enhances the first- and second-phase insulin secretion. (Figure 1)
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Figure 1: Mean insulin concentration at 0-120 minutes during hyperglycemic clamp at baseline and Week 28

Insulin Sensitivity

Tirzepatide increases insulin sensitivity, as demonstrated in a hyperinsulinemic euglycemic clamp study after 28 weeks of
treatment.

Glucagon Secretion

Tirzepatide reduces fasting and postprandial glucagon concentrations. Tirzepatide 15 mg reduced fasting glucagon
concentration by 28% and glucagon AUC after a mixed meal by 43%, compared with no change for placebo after 28
weeks of treatment.

Gastric Emptying

Tirzepatide delays gastric emptying. The delay is largest after the first dose and this effect diminishes over time.
Tirzepatide slows post-meal glucose absorption, reducing postprandial glucose.

12.3 Pharmacokinetics

The pharmacokinetics of tirzepatide is similar between healthy subjects and patients with type 2 diabetes mellitus. Steady-
state plasma tirzepatide concentrations were achieved following 4 weeks of once weekly administration. Tirzepatide
exposure increases in a dose-proportional manner.

Absorption

Following subcutaneous administration, the time to maximum plasma concentration of tirzepatide ranges from 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 apparent steady-state volume of distribution of tirzepatide following subcutaneous administration in patients
with type 2 diabetes mellitus is approximately 10.3 L. Tirzepatide is highly bound to plasma albumin (99%).

Elimination

The apparent population mean clearance of tirzepatide is 0.061 L/h with an elimination half-life of approximately 5 days,
enabling once-weekly dosing.
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Metabolism

Tirzepatide is metabolized by proteolytic cleavage of the peptide backbone, beta-oxidation of the C20 fatty diacid moiety
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, gender, race, 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 was evaluated in patients with different degrees of renal impairment (mild, moderate, severe, ESRD)
compared with subjects with normal renal function. This was also shown for patients with both type 2 diabetes mellitus
and renal impairment based on data from clinical studies [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 was 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 Interactions 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.

MOUNJARO 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 50%, and the
median peak plasma concentration (tmax) Occurred 1 hour later. After coadministration at week 4, there was no meaningful
impact on acetaminophen Cmax and tmax. Overall acetaminophen exposure (AUCo-24nr) 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 2.5
to 4.5 hours was observed.

12.6 Inmunogenicity

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, including those of tirzepatide or of GLP-1
receptor agonist products.

During the 40- to 104-week treatment periods with ADA sampling conducted up to 44 to 108 weeks in seven clinical trials
in adults with type 2 diabetes mellitus [see Clinical Studies (14)], 51% (2,570/5,025) of MOUNJARO-treated patients
developed anti-tirzepatide antibodies. In these trials, anti-tirzepatide antibody formation in 34% and 14% of MOUNJARO-
treated patients showed cross-reactivity to native GIP or native GLP-1, respectively.

Of the 2,570 MOUNJARO-treated patients who developed anti-tirzepatide antibodies during the treatment periods in these
seven trials, 2% and 2% developed neutralizing antibodies against tirzepatide activity on the GIP or GLP-1 receptors,
respectively, and 0.9% and 0.4% 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
MOUNJARO. More MOUNJARO-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)].
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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 males (0.5 mg/kg) and
females (=0.15 mg/kg), and a statistically significant increase in thyroid C-cell adenomas and carcinomas combined was
observed in males and females 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 Overview of Clinical Studies

The effectiveness of MOUNJARO as an adjunct to diet and exercise to improve glycemic control in adults with type 2
diabetes mellitus was established in five trials. In these trials, MOUNJARO was studied as monotherapy (SURPASS-1);
as an add-on to metformin, sulfonylureas, and/or sodium-glucose co-transporter 2 inhibitors (SGLT2 inhibitors)
(SURPASS-2, -3, and -4); and in combination with basal insulin with or without metformin (SURPASS-5). In these trials,
MOUNJARO (5 mg, 10 mg, and 15 mg given subcutaneously once weekly) was compared with placebo, semaglutide

1 mg, insulin degludec, and/or insulin glargine.

In adult patients with type 2 diabetes mellitus, treatment with MOUNJARO produced a statistically significant reduction

from baseline in HbA1c compared to placebo. The effectiveness of MOUNJARO was not impacted by age, gender, race,
ethnicity, region, or by baseline BMI, HbA1c, diabetes duration, or renal function.

14.2 Monotherapy Use of MOUNJARO in Adult Patients with Type 2 Diabetes Mellitus

SURPASS-1 (NCT03954834) was a 40-week double-blind trial that randomized 478 adult patients with type 2 diabetes
mellitus with inadequate glycemic control with diet and exercise to MOUNJARO 5 mg, MOUNJARO 10 mg, MOUNJARO
15 mg, or placebo once weekly.

Patients had a mean age of 54 years, and 52% were men. The mean duration of type 2 diabetes mellitus was 4.7 years,
and the mean BMI was 32 kg/m?. Overall, 36% were White, 35% were Asian, 25% were American Indians/Alaska Natives,
and 5% were Black or African American; 43% identified as Hispanic or Latino ethnicity.

Monotherapy with MOUNJARO 5 mg, 10 mg and 15 mg once weekly for 40 weeks resulted in a statistically significant
reduction in HbA1c compared with placebo (see Table 3).

Table 3: Results at Week 40 in a Trial of MOUNJARO as Monotherapy in Adult Patients with Type 2 Diabetes
Mellitus with Inadequate Glycemic Control with Diet and Exercise

Placebo MOUNJARO MOUNJARO MOUNJARO
5mg 10 mg 15 mg
Modified Intent-to-Treat 113 121 121 120
(mITT) Population (N)?
HbA1c (%)
Baseline (mean) 8.1 8.0 7.9 7.9
Change at Week 40° -0.1 -1.8 -1.7 -1.7
Difference from -- -1.7° -1.6° -1.6°
placebo® (95% ClI) (-2.0, -1.4) (-1.9, -1.3) (-1.9, -1.3)
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Patients (%) achieving 23 82¢ 85°¢ 78°

HbA1c <7%¢

Fasting Serum Glucose

(mg/dL)
Baseline (mean) 155 154 153 154
Change at Week 40° 4 -40 -40 -39
Difference from -- -43¢ -43¢ -42¢
placebo® (95% ClI) (-55, -32) (-55, -32) (-54, -30)

Body Weight (kg)
Baseline (mean) 84.5 87.0 86.2 85.5
Change at Week 40° -1.0 -6.3 -7.0 -7.8
Difference from -- -5.3¢ -6.0¢ -6.8°
placebo® (95% ClI) (-6.8, -3.9) (-7.4, -4.6) (-8.3, -5.4)

@ The modified intent-to-treat population consists of all randomly assigned participants who were exposed to at least 1 dose of
study drug. Patients who discontinued study treatment because they did not meet study enrollment criteria were excluded.
During the trial, rescue medication (additional antihyperglycemic medication) was initiated by 25%, 2%, 3%, and 2% of
patients randomized to placebo, MOUNJARO 5 mg, 10 mg, and 15 mg, respectively. At Week 40 the HbA1c data were
missing for 12%, 6%, 7%, and 14% of patients randomized to placebo, MOUNJARO 5 mg, 10 mg, and 15 mg, respectively.
Missing Week 40 data were imputed using placebo-based multiple imputation.

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

¢ p<0.001 (two-sided) for superiority vs. placebo, adjusted for multiplicity.
d

b

Analyzed using logistic regression adjusted for baseline value and other stratification factors.

14.3 MOUNJARO Use in Combination with Metformin, Sulfonylureas, and/or SGLT2 Inhibitors in Adult Patients
with Type 2 Diabetes Mellitus

Add-on to metformin

SURPASS-2 (NCT03987919) was a 40-week open-label trial (double-blind with respect to MOUNJARO dose assignment)
that randomized 1879 adult patients with type 2 diabetes mellitus with inadequate glycemic control on stable doses of
metformin alone to the addition of MOUNJARO 5 mg, MOUNJARO 10 mg, or MOUNJARO 15 mg once weekly or
subcutaneous semaglutide 1 mg once weekly.

Patients had a mean age of 57 years and 47% were men. The mean duration of type 2 diabetes mellitus was 8.6 years,
and the mean BMI was 34 kg/m?. Overall, 83% were White, 4% were Black or African American, and 1% were Asian; 70%
identified as Hispanic or Latino ethnicity.

Treatment with MOUNJARO 10 mg and 15 mg once weekly for 40 weeks resulted in a statistically significant reduction in
HbA1c compared with semaglutide 1 mg once weekly (see Table 4 and Figure 2).

Table 4: Results at Week 40 in a Trial of MOUNJARO versus Semaglutide 1 mg in Adult Patients with Type 2
Diabetes Mellitus Added to Metformin

Semaglutide | MOUNJARO | MOUNJARO | MOUNJARO
1mg 5mg 10 mg 15 mg

Modified Intent-to-Treat (mITT) Population (N)? 468 470 469 469
HbA1c (%)

Baseline (mean) 8.3 8.3 8.3 8.3

Change at Week 40° -1.9 -2.0 2.2 -2.3

Difference from semaglutide® (95% Cl) - -0.2¢ -0.4¢ -0.5¢

(-0.3,-0.0) (-0.5, -0.3) (-0.6, -0.3)

Patients (%) achieving HbA1c <7%® 79 82 86 86
Fasting Serum Glucose (mg/dL)

Baseline (mean) 171 174 174 172




Change at Week 40° -49 -55 -59 -60
Body Weight (kg)
Baseline (mean) 93.7 92.5 94.8 93.8
Change at Week 40° -5.7 -7.6 -9.3 -11.2
Difference from semaglutide® (95% Cl) - -1.9¢ -3.6¢ -5.5¢
(-2.8,-1.0) (-4.5, -2.7) (-6.4, -4.6)

During the trial, rescue medication (additional antihyperglycemic medication) was initiated by 3%, 2%, 1%, and 1% of
patients randomized to semaglutide 1 mg, MOUNJARO 5 mg, 10 mg, and 15 mg, respectively. At Week 40 the HbA1c
endpoint was missing for 5%, 4%, 5%, and 5% of patients randomized to semaglutide 1 mg, MOUNJARO 5 mg, 10 mg, and

15 mg, respectively. Missing Week 40 data were imputed using multiple imputation with retrieved dropout.
Least-squares mean from ANCOVA adjusted for baseline value and other stratification factors.
p<0.05 (two-sided) for superiority vs. semaglutide, adjusted for multiplicity.

p<0.001 (two-sided) for superiority vs. semaglutide, adjusted for multiplicity.
Analyzed using logistic regression adjusted for baseline value and other stratification factors.
p<0.01 (two-sided) for superiority vs. semaglutide, adjusted for multiplicity.

Figure 2. Mean HbA1c (%) Over Time - Baseline to Week 40

Number of patients
MOUNJARO 5mg 470
MOUNJARO 10mg 469
MOUNJARO 15mg 469
Semaglutide 1mg 468

451
445
447
443

470
469
469
468

14

The modified intent-to-treat population consists of all randomly assigned participants who were exposed to at least 1 dose of
study drug. Patients who discontinued study treatment because they did not meet study enrollment criteria were excluded.

Note: Displayed results are from modified Intent-to-Treat Full Analysis Set. (1) Observed mean value from Week 0 to Week 40,
and (2) least-squares mean * standard error at Week 40 multiple imputation (MI).
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Add-on to metformin with or without SGLT2 inhibitor

SURPASS-3 (NCT03882970) was a 52-week open-label trial that randomized 1444 adult patients with type 2 diabetes
mellitus with inadequate glycemic control on stable doses of metformin with or without SGLT2 inhibitor to the addition of
MOUNJARO 5 mg, MOUNJARO 10 mg, MOUNJARO 15 mg once weekly, or insulin degludec 100 units/mL once daily. In
this trial, 32% of patients were on SGLT2 inhibitor. Insulin degludec was initiated at 10 units once daily and adjusted
weekly throughout the trial using a treat-to-target algorithm based on self-measured fasting blood glucose values. At
Week 52, 26% of patients randomized to insulin degludec achieved the fasting serum glucose target of <90 mg/dL, and
the mean daily insulin degludec dose was 49 U (0.5 U per kilogram).

Patients had a mean age of 57 years, and 56% were men. The mean duration of type 2 diabetes mellitus was 8.4 years,
and the mean baseline BMI was 34 kg/mZ2. Overall, 91% were White, 3% were Black or African American, and 5% were
Asian; 29% identified as Hispanic or Latino ethnicity.

Treatment with MOUNJARO 10 mg and 15 mg once weekly for 52 weeks resulted in a statistically significant reduction in

HbA1c compared with daily insulin degludec (see Table 5).

Table 5: Results at Week 52 in a Trial of MOUNJARO versus Insulin Degludec in Adult Patients with Type 2
Diabetes Mellitus Added to Metformin with or without SGLT2 Inhibitor

Insulin MOUNJARO MOUNJARO MOUNJARO
Degludec 5mg 10 mg 15 mg
Modified Intent-to-Treat (mITT)? Population (N) 359 358 360 358
HbA1c (%)
Baseline (mean) 8.1 8.2 8.2 8.2
Change at Week 52° -1.3 -1.9 -2.0 -2.1
Difference from insulin degludec® (95% CI) - -0.6¢ -0.8¢ -0.9¢
(-0.7, -0.5) (-0.9, -0.6) (-1.0, -0.7)
Patients (%) achieving HbA1c <7%° 58 79° 82¢ 83°¢
Fasting Serum Glucose (mg/dL)
Baseline (mean) 167 172 170 168
Change at Week 52° -51 -47 -50 -54
Body Weight (kg)
Baseline (mean) 94.0 94.4 93.8 94.9
Change at Week 52° 1.9 -7.0 -9.6 -11.3
Difference from insulin degludec® (95% ClI) - -8.9¢ -11.5¢ -13.2°¢
(-10.0, -7.8) (-12.6, -10.4) (-14.3,-12.1)

@ The modified intent-to-treat population consists of all randomly assigned participants who were exposed to at least 1 dose of
study drug. Patients who discontinued study treatment because they did not meet study enrollment criteria were excluded.
During the trial, rescue medication (additional antihyperglycemic medication) was initiated by 1%,1%, 1%, and 2% of patients
randomized to insulin degludec, MOUNJARO 5 mg, 10 mg, and 15 mg, respectively. At Week 52 the HbA1c endpoint was
missing for 9%, 6%, 10%, and 5% of patients randomized to insulin degludec, MOUNJARO 5 mg, 10 mg, and 15 mg,
respectively. Missing Week 52 data were imputed using multiple imputation with retrieved dropout.

b | east-squares mean from ANCOVA adjusted for baseline value and other stratification factors.
¢ p<0.001 (two-sided) for superiority vs. insulin degludec, adjusted for multiplicity.
4 Analyzed using logistic regression adjusted for baseline value and other stratification factors.

Add-on to 1-3 oral anti-hyperglycemic agents (metformin, sulfonylurea or SGLT-2 inhibitor)

SURPASS-4 (NCT03730662) was a 104-week open-label trial (52-week primary endpoint) that randomized 2002 adult
patients with type 2 diabetes mellitus with increased cardiovascular risk to MOUNJARO 5 mg, MOUNJARO 10 mg,
MOUNJARO 15 mg once weekly, or insulin glargine 100 units/mL once daily (1:1:1:3 ratio) on a background of metformin

(95%) and/or sulfonylureas (54%) and/or SGLT2 inhibitors (25%).
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Patients had a mean age of 64 years, and 63% were men. The mean duration of type 2 diabetes mellitus was 11.8 years,
and the mean baseline BMI was 33 kg/mZ2. Overall, 82% were White, 4% were Black or African American, and 4% were
Asian; 48% identified as Hispanic or Latino ethnicity. Across all treatment groups, 87% had a history of cardiovascular
disease. At baseline, eGFR was 290 mL/min/1.73 m?2 in 43%, 60 to 90 mL/min/1.73 m? in 40%, 45 to 60 mL/min/1.73 m?in
10%, and 30 to 45 mL/min/1.73 m? in 6% of patients.

Insulin glargine was initiated at 10 U once daily and adjusted weekly throughout the trial using a treat-to-target algorithm
based on self-measured fasting blood glucose values. At Week 52, 30% of patients randomized to insulin glargine
achieved the fasting serum glucose target of <100 mg/dL, and the mean daily insulin glargine dose was 44 U (0.5 U per
kilogram).

Treatment with MOUNJARO 10 mg and 15 mg once weekly for 52 weeks resulted in a statistically significant reduction in
HbA1c compared with insulin glargine once daily (see Table 6).

Table 6: Results at Week 52 in a Trial of MOUNJARO versus Insulin Glargine in Adult Patients with Type 2
Diabetes Mellitus Added to Metformin and/or Sulfonylurea and/or SGLT2 Inhibitor

Insulin MOUNJARO | MOUNJARO | MOUNJARO
Glargine 5mg 10 mg 15 mg
Modified Intent-to-Treat (mITT) Population (N)? 998 328 326 337
HbA1c (%)
Baseline (mean) 8.5 8.5 8.6 8.5
Change at Week 52° -1.4 -2.1 -2.3 -2.4
Difference from insulin glargine® (95% CI) -- -0.7¢ -0.9° -1.0°¢
(-0.9, -0.6) (-1.1,-0.8) (-1.2,-0.9)
Patients (%) achieving HbA1c <7%¢ 49 75° 83° 85°
Fasting Serum Glucose (mg/dL)
Baseline (mean) 168 172 176 174
Change at Week 52° -49 -44 -50 -55
Body Weight (kg)
Baseline (mean) 90.2 90.3 90.6 90.0
Change at Week 52° 1.7 -6.4 -8.9 -10.6
Difference from insulin glargine® (95% CI) -- -8.1¢ -10.6° -12.2¢
(-8.9, -7.3) (-11.4,-9.8) | (-13.0,-11.5)

The modified intent-to-treat population consists of all randomly assigned participants who were exposed to at least 1 dose of
study drug. Patients who discontinued study treatment because they did not meet study enrollment criteria were excluded.
During the trial, rescue medication (additional antihyperglycemic medication) was initiated by 1%, 0%, 0%, and 1% of
patients randomized to insulin glargine, MOUNJARO 5 mg, 10 mg, and 15 mg, respectively. At Week 52 the HbA1c endpoint
was missing for 9%, 9%, 6%, and 4% of patients randomized to insulin glargine, MOUNJARO 5 mg, 10 mg, and 15 mg,
respectively. Missing Week 52 data were imputed using multiple imputation with retrieved dropout.

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

p<0.001 (two-sided) for superiority vs. insulin glargine, adjusted for multiplicity.

Analyzed using logistic regression adjusted for baseline value and other stratification factors.

14.4 MOUNJARO Use in Combination with Basal Insulin with or without Metformin in Adult Patients with Type 2
Diabetes Mellitus

SURPASS-5 (NCT04039503) was a 40-week double-blind trial that randomized 475 patients with type 2 diabetes mellitus
with inadequate glycemic control on insulin glargine 100 units/mL, with or without metformin, to MOUNJARO 5 mg,
MOUNJARO 10 mg, MOUNJARO 15 mg once weekly, or placebo. The dose of background insulin glargine was adjusted
using a treat-to-target algorithm based on self-measured fasting blood glucose values, targeting <100 mg/dL.
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Patients had a mean age of 61 years, and 56% were men. The mean duration of type 2 diabetes mellitus was 13.3 years,
and the mean baseline BMI was 33 kg/m?2. Overall, 80% were White, 1% were Black or African American, and 18% were
Asian; 5% identified as Hispanic or Latino ethnicity.

The mean dose of insulin glargine at baseline was 34, 32, 35, and 33 units/day for patients receiving MOUNJARO 5 mg,
10 mg, 15 mg, and placebo, respectively. At randomization, the initial insulin glargine dose in patients with HbA1c <8.0%
was reduced by 20%. At week 40, mean dose of insulin glargine was 38, 36, 29, and 59 units/day for patients receiving
MOUNJARO 5 mg, 10 mg, 15 mg, and placebo, respectively.

Treatment with MOUNJARO 5 mg once weekly, 10 mg once weekly and 15 mg once weekly for 40 weeks resulted in a

statistically significant reduction in HbA1c compared with placebo (see Table 7).

Table 7: Results at Week 40 in a Trial of MOUNJARO Added to Basal Insulin with or without Metformin in Adult
Patients with Type 2 Diabetes Mellitus

Placebo MOUNJARO | MOUNJARO | MOUNJARO
5mg 10 mg 15 mg
Modified Intent-to-Treat (mITT) Population (N)? 119 116 118 118
HbA1c (%)
Baseline (mean) 8.4 8.3 8.4 8.2
Change at Week 40° -0.9 -2.1 2.4 -2.3
Difference from placeboP (95% ClI) - -1.2¢ -1.5¢ -1.5¢
(-1.5,-1.0) (-1.8,-1.3) (-1.7,-1.2)
Patients (%) achieving HbA1c <7%¢ 35 87° 90° 85°
Fasting Serum Glucose (mg/dL)
Baseline (mean) 164 163 163 160
Change at Week 40° -39 -58 -64 -63
Difference from placebo® (95% CI) - -19¢ -25¢ -23¢
(-27,-11) (-32, -17) (-31, -16)
Body Weight (kg)
Baseline (mean) 94.2 95.8 94.6 96.0
Change at Week 40° 1.6 54 -7.5 -8.8
Difference from placebo® (95% Cl) - -7.1° -9.1° -10.5°
(-8.7,-5.4) (-10.7, -7.5) (-12.1, -8.8)

@ The modified intent-to-treat population consists of all randomly assigned participants who were exposed to at least 1 dose of

study drug. Patients who discontinued study treatment because they did not meet study enroliment criteria were excluded.

During the trial, rescue medication (additional antihyperglycemic medication) was initiated by 4%, 1%, 0%, and 1% of

patients randomized to placebo, MOUNJARO 5 mg, 10 mg, and 15 mg, respectively. At Week 40 the HbA1c endpoint was

missing for 2%, 6%, 3%, and 7% of patients randomized to placebo, MOUNJARO 5 mg, 10 mg, and 15 mg, respectively.
Missing Week 40 data were imputed using placebo-based multiple imputation.

b | east-squares mean from ANCOVA adjusted for baseline value and other stratification factors.
¢ p<0.001 (two-sided) for superiority vs. placebo, adjusted for multiplicity.
4 Analyzed using logistic regression adjusted for baseline value and other stratification factors.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

MOUNUJARQO is a clear, colorless to slightly yellow solution available in pre-filled single-dose pens as follows:

Total Strength per Carton Contents

Total Volume

NDC

2.5mg/0.5 mL 4 single-dose pens

0002-1506-80

5 mg/0.5 mL 4 single-dose pens

0002-1495-80
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7.5 mg/0.5 mL 4 single-dose pens 0002-1484-80
10 mg/0.5 mL 4 single-dose pens 0002-1471-80
12.5 mg/0.5 mL 4 single-dose pens 0002-1460-80
15 mg/0.5 mL 4 single-dose pens 0002-1457-80

16.2 Storage and Handling

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

¢ If needed, each single-dose pen can be stored unrefrigerated at temperatures not to exceed 30°C (86°F) for up to 21
days.

¢ Do not freeze MOUNJARO. Do not use MOUNJARQO if frozen.

e Store MOUNJARO 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 MOUNJARO 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)].

Pancreatitis

Inform patients of the potential risk for pancreatitis. Instruct patients to discontinue MOUNJARO 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 (5.2)].

Hypoglycemia with Concomitant Use of Insulin Secretagogues or Insulin

Inform patients that the risk of hypoglycemia is increased when MOUNJARQO is used with an insulin secretagogue (such
as a sulfonylurea) or insulin. Educate patients on the signs and symptoms of hypoglycemia [see Warnings and
Precautions (5.3)].

Hypersensitivity Reactions

Inform patients that hypersensitivity reactions have been reported with use of MOUNJARO. Advise patients on the
symptoms of hypersensitivity reactions and instruct them to stop taking MOUNJARO and seek medical advice promptly if
such symptoms occur [see Warnings and Precautions (5.4)].

Acute Kidney Injury

Advise patients treated with MOUNJARO 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 (5.5].

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 (5.6)].

Diabetic Retinopathy Complications

Inform patients to contact their healthcare provider if changes in vision are experienced during treatment with
MOUNJARO [see Warnings and Precautions (5.7].

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 (5.8)].

Pregnancy

Advise a pregnant woman of the potential risk to a fetus. Advise women to inform their healthcare provider if they are
pregnant or intend to become pregnant [see Use in Specific Populations (8.1)].
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Contraception

Use of MOUNJARO 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 and for 4 weeks after each dose escalation with MOUNJARO [see Drug Interactions (7.2), Use in Specific
Populations (8.3), and Clinical Pharmacology (12.3)].

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 (2.1)].

Marketed by: Lilly USA, LLC, Indianapolis, IN 46285, USA
Copyright © 2022, Eli Lilly and Company. All rights reserved.
MOU-0001-USPI-20220513
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Eo
11.1 EXZREIEA

«11.1.1 {RIIFE (BEEEAE)

NE
-
—

RIMEER (B BEOZEER. wiTF. AEEA. #iE. R
B, HE. D0, BR. AIEEES) PHobhsIL&ddH
%, 7. DPP-4[HEH|IT. ALKV LT7HIEDHHTE
B EMEER D obh, BEHEHEZRIflbHESATL
%, RIMEERAP R s hizigaid. BEE2ECRREZIENT 5
BEBYBMBEZITI> &, L. a-ZLay ¥y —EHEA

ORI T RO ERET S &, [8.4. 8.5, 9.1.3.
10.2. 17.1.1-17.1.4, 17.2.1%H8]
M127FT45Fy—, MEFE GEERH)

ERE, OEER. W - WHEFE, FRERESOREIRD O
eI RS ERIEL, B RLEZTO .
11.1.3 2HEER (0.1%)

&M% M S R 2 L WIERE O BE SR 5 Nz 5 a1 13
Sxduk L, BYZABZTOI L, £z, BREBHTSNIE
Alid, KB ZERES LRV E, [8.6. 8.7, 9.1.28H]
11.1.4 [BEAE (HEAH)

BEOEN. EHRERE. FET 20EE. BEHE0RENRDON
A RS ERIEL., EERMEZITS 2 L. [9.1.451R]
11.1.5 EEDOTH. Bt (BHEAREA)

BEOTH, EHL?SBKERFEL, SHBREICE > S H
EBEINTWV5S,
11.2 ZDH{DEIfER

BIfERE | 5%LlE 1 ~ 5% 1% SEEEARE
TEERER Do R IR
AIED PRERE R/
B—ERET
o v i)
HILER fERL, B | EAE6R ., H | BRI
Dy FH(EAR, BH, R E . B <
BE R AN PRI | O B
M. EERIE
b}
SR SR AL RS
(ALBE. RAE.
ZOERK, &
R, FEE)
BBE #BOE RS
(FHE. R
)
Z DAt W

EL) DR OBMARHRICH S NI HEITIEEOREZ THCBE L. REIRD
SNIIGRIIIEY L LB 2T T &,

F2) BETUY 7 2ET2BEFICRSGT BRI, BEOREZ+FICBEL. B
RO SNIIGEIIIEY) LB 2T 2 &,

14. ERA_LOFR

14.1 ERIESEIDER
EABROBEYIEES W &, ERASE@BETIHEDN %
WZEERERTH L,

14.2 FERRESEHOER

14.2.1 R TRESHE. IS, KERE S EBEERICAT 5o A CEALD
FTEST 256, BEEHTIEMEEET S L.

14.2.2 RENIFHRETICE T RET 52 & BIRNZOHRAMNIC
BELEWT &,

15. ZDMthDFR
15.1 BRRERICE DB
EANEIMEERRABRICB I 20T 25 7 VF FREOKBE S
131.4% (13/910%1) TH-o7o
15.2 JEERAREERICE D <158k

v FEAWZRASAFRERERICHE W T, BHRIRCHERDRRE X
VEE (BRERMEOAH) OREHEOHEMFRD SN (L
MELIEIARAFO.75mg %z R 5 L7 HaOMEFIREE D12
Bl k). rasH2 b S v AV w73 Az HWEHAS AR
HERER T BEEOREIRD SN 5725,

FURIRBERRIE D BEE D & 5 FBE K OB RIR SRS SIS Z 51N 5y
INEERE 2B OREIRED & 2 BEF TN T 5 RH ORI L
Tz, [8.8%H]



16. E4EhEE

16.1 MAERE
B A A\ 2B R B 24011 A#I0.75mg 2l L [ R TS5 Lz & &, 1EE RS
EEHEHOEMBEZ M L. T257VF ROEEY (t12) 134.5H (1088
i) Tt b, HESEEIZBITF2AUC 1680 D RREFREIZ1.45TH o 720

EYIBIE) ST A — & RO MBEFREHR Z LITICRTO,

AUCq. , X
A N ( 0;168/hr Crmax tmaxED) t1/2E2) CL/F Vz/F
ng - nr.
&5 ‘fnL) (ng/mL) (hr) (hr) (L/hr) )
50.33 108
5860 46.3 0.0764 | 11.9
1EE |24 (45.87- | (71.3-
21 (22) (22) (24)
94.67) 145)
i 48.00 1083) ) )
857013 67.7 0.087513) | 13.6%3)
SEE | 24 o1 24 (22.67- | (71.7- o 35
96.48) 167)

CL/E:RPI DI VT TV A
HATPIafE (ZE%5%)
1) HRfE (FEE)

1E2) MFIPfE (#E)

Vz/F: R D53 %R

H#3) N=23
100
—— 1EIBE#5(N=24)
- ) =
E e —e— SEIE#5 (N=24)
Qo
£
1
8 60
'
LN
=
]I": 40 A
A
1N
+
#® 20 o
1=
07 r T T T T T T 1
0 24 48 72 9 120 144 168

5 1%85R (hr)

K1) HAA2RIRERREH ICAFO0.75mg 2 8 1 B KER N5 Lz L ED1EEKUS
EE#SHOMFERT 25 7L F FEEHEE (EHEHEERS)
H A A\ 2R R IR L 1 4B AFKI L) U3 1.5mgEl0) 258 1 [ESEMRER F#5 L
7B T, MR T 25 7V F FEERAA2E R EGHICEFRBICEZELLD,
[8.3%H]

16.2 DRIX
FERRAASHIC 3D DRE 25 HA (BB, EREERORBEE) ICA#1.5mgH10 %
HERE THE Lz & &, BERES IS 2HEMINAF TR 5 Y 5 1 [AUCo.wkt
(90%fEHXMH)] 3. EREZ<T0.973 (0.941. 1.01). KEE#T0.989 (0.956.
1.02) TH o728 HEAT—%).
TR ICARFN0.75mg % BEIE R 5 L7z & EOMHINA + 7 RA T T 1 O
EMBE65%TH 729 HEAT—5).

16.4 {38
AANE —fRAI72 7 287 BARKIC K > TT IV BICHRSh B EIEES NS,

16.6 HENDERZHIDEE

16.6.1 BikEE=EE
BHEEEREWERE (VL7 F=> 2 )75 2A>80mL/min) 16fl. #E SRS
BE (50<7L7F=>2 )75 Z<80mL/min) 8fl. hEEEHEEREE L
(307 VL7F=>r271) 75 A<50mL/min) 8fl. HEBKERERE (FLT7F
=Y 7075 ¥ A<30mL/min) 361Kk OIMKEN %2 TVWHRABRERE 3»
AL EmEER 223 TWa) SHICAHKIL.5mgEl0) % BE R TS5 LzRERic B0
T, BREERWERE T 28E, PEERUEEEREREEE. MBGENT 22
TVAIRMEBHEBBEOAADAUCI D (90%EHEXME) &, £h2h1.20
(1.06, 1.35). 1.28 (1.13. 1.44), 1.14 (1.00. 1.29) %U'1.12 (0.995. 1.26)
Tholze £rzv CnaxDE (0%EEXM) &, Zh2n1.13 (0.963. 1.31), 1.23
(1.05, 1.43). 1.20 (1.02. 1.40) %T*1.11 (0.950. 1.30) T&H-7:10 (SEA
F—=%)o

16.6.2 FTHskEREEES
A REE R He b 1 10, S MAEREEH (Child-PughSHA) 6Fl. HEREATH
REREER#E (Child-Pugh/yEB) 66, REAFHEEREREE (Child-PughsEC) 361
IZAHI1.5mgH10) % BiE[R RS U2 BR I B W T, IFFEREIEF W (oot g 2 8,
R T O E TR E B E O AB DAUC)--DH (90%EHXE) &, #hzh
0.774 (0.649. 0.922). 0.669 (0.556. 0.805) &%1*0.791 (0.632. 0.989) TH-
7zo E72\ Cnax®H (Q0%EWXME) &, £h2h0.791 (0.654. 0.957). 0.703
(0.582. 0.849) %1*0.761 (0.597. 0.971) TH -7zl HEATF—%),

(©)

16.6.3 HnE
EE2BBERE RS (2961, 65~76/%) ICAHI0.5%10), 0.75X1x1.5mg#10) % 3E1 6
GEMRKER TS LB 2T -7 GHEAT—%).
i 2B PR R ICAAN0.75mg 2 G L L EDT 25 7V F FOEYBHBIS
A=FZLTITRT D GHEAT—%).

AUC. ,
wa | (O:S/m Crnax o™ | 123 | CL/F | Vz/F
w5 nfn ) " | (ng/mL (hr) oy | wh) | @
4630 377 717
e |11 ) (12.0- - - -
(31) (33)
95.2)
48.0 6)
6730 516 131 0.111 | 1920
6EE |11 40- | qo7-
32) (30) 3@ | 19
72.5) 189)

CL/E:RPID I )T T v A, Vz/F:RHP T O3 HER
RTPIaE (ZERE%)

E4) hRfE (HiE)

E5) MFITaiE ()

F6) N=9

REFEMB BT QERREREASTH. 5> 5HAANIS2H) 2BV T, 65Kk
VOSEL LD BEDEMBHROMICK S EVERD SN LWL D EHEES N1,
[9.8%H]

16.7 EWHEEEA
ABETEIT IV 72 B, YY) FYLMA, XA v Fua—Ld, g7 ) o158,
ARARLIVIO DTFT LN T RUNRYF O ROBEREIOI KOS » 7)) S
F 220 % B U7 A EAERRBR OB R E TRIORT WEAT—%).

BRI O 5 B
o wA| AUCK: Conaslt tmaci(0)
5 [O0%{FH | [90%(F4E [90%{E %
) ) )
AHI 1 mgEI0 % 8 1 [ RKAERK T 5
0.88 0.64 1.00
1EE | 22/22
[0.850.92] | [0.59,0.70] | [0.73,1.73]
FENTI )Ty
‘ 1.05 0.94 0.02
1000mg:™? ARIEC 1227211 011.08] | 087,103 | 10.50,0.53]
[18.5%H] - = =
4 1. 1.04 -0.02
WA | 00 0 0
281 [0.96,1.03] | [0.96,1.14] | [-0.50,0.09]
AHI3mg10 %38 | ERAE R TS
89 . 2.1
1EE | 8/8 08 0-20 >
[0.83,0.95 | [0.43059] | [1.02,1.73]
FERTI Ty e 006 Py
1000mgi? 4 8/6 ) : :
e FIE [1.05,1.23] | [0.82,1.14] | [0.00,1.48]
[18.55H]
amE | 1.05 0.97 0.49
284 [0.97,1.14] | [0.82,1.14] | [-0.03,1.02]
ARFI1.5mgE10) % Bi[E| 7 N5 38 1 [ERE R TS
1ma | 232 1.06 0.95 -0.50
VY TN [0.91,1.24] | [0.81,1.12] | [-1.00,0.00]
5~40m 1.05 1.02 1.00
& 4EE | 23/18
[0.89,1.24] | [0.86,1.21] | [1.00,1.00]
A NFoa— 1.19 1.32 1.00
b WE | 20/19
100mg [1.11,1.28] | [1.20,1.45] | [0.00,3.00]
TLT 7Y
10mg HifmE
[10.22H8]
0.99 0.78 4.02
STy 28/25
[0.96,1.01] | [0.74,0.83] | [3.00,5.00]
0.99 0.86 5.50
RILT 7YY 28/25
[0.96,1.02] | [0.82,0.90] | [4.00,8.00]
1.12 ] 02
2EE | 12/12 0-88 0.0
[1.02,1.22] | [0.80,0.98] | [-0.05,1.03]
PN R ¢
1.15 0.99 -0.02
4EE | 12/11
[1.051.26] | [0.89,1.10] | [-1.03,1.02]
@5 |2 0.96 0.78 0.50
SR [0.88,1.03] | [0.67,092] | [0.00,1.50]
0.25m: ) ] .
g Jme | 21/20 0.96 0.83 0.50
[0.89,1.04] | [0.71,0.98] | [0.00,0.50]
7 RUARS T 0.79 0.30
PIRATT S Bim | 27/27 -
40mg [0.75,0.82] | [0.25,0.36]




PERZRICHT T %5
DepE A N AUCJ:I: Cmaxtt tmaxZ2 (hr)
i3 [90%(15 %8 [90% {5 % [90% 54
X ] XFH] [XFH]
FECHBEAESEIES) Bi[o]
R ; 0.90 0.74 2.00
JVINVEA B V) 19/14
[0.83,0.98] [0.65,0.85] [0.00,2.00]
. 0.99 0.87 0.30
IFZVIAMT VA=V 19/14
[0.90,1.09] [0.79,0.97] [0.00,2.00]
wma | 28729 1.01 0.89 0.50
YT TF Y [0.86,1.17] [0.73,1.08] [0.00,1.02]
100mg 0.93 0.77 0.50
2[EH | 28/27
[0.79,1.09] [0.63,0.94] [0.00,1.00]

BEBEG: T2 T I 72038 TN TF U UNOGRREOTMEIREIX, AHI B [EIF

THEIEE B RER THE2H% (FA8R A% A A tmaxtC ) 1ICFHEi L7z 7 b

737 VIERT) BB, V5T TF VIEARRIRG L HBICHHE L 7z,

NAFIFER S0/ AH 5% 5

AUC:AUCo-2a0r (TNVT7 7 ) ¥ ET MWNAY F 2 13AUC).0)

AUCH:. Crmaxb:AHID 50/ AR AR 5 1

tmaxZE ANAIOF R 5 B AN HIFE R S

H7) 7RI Tz yOFEMEEIE, AFE ] E4E AR NS RO K O
BE502H% (KAWL A A tmax ) & 5 ICRFIRAIR S 0 2B E#% 13
L7z

*8) J IV AF A—10.25mg (EWNAKFETE). TF=)ITR T T4 —)0.035mg

¥9) J IV AF X — b OEHERB

E10) AROERRSN-ABEROCARE, BEE. RAICE. T2570F F GBETFHE

#2) £LUT. 0.75mgxBIC1E, FETEST 2. THb.

17. BRPRRNAE

17.1 BHMRURSMICET H5HER

17.1.1 BREIET S tRRB_SERAERGHER
BE - EBEE. IEE - EBERICN RO MER TERARS GREBBRTIC
Ay a7 b)) ICTHRRO2RBRFEEE 1450 2RI, AA0.25%D),
0.5%D, 0.75mgXix 7 It A2 E1E (ZEEK) 128/ TS Lz, FEFHiiE
HOR=25 4 > h 5% 512KE TOHbAICELR (B/N_FFHfE + 12
%) 13, A#I0.25mgED $£-0.90 + 0.09%. AHI0.5mgED #-1.15 + 0.08%. &
#10.75mg8E-1.35 + 0.09%. 75t A#-0.18 + 0.09%TH Y. AHO0.75mght T
KVETF LA (p<0.001. tifE) 2V,
BE12ERE COREAAERE A . A#0.25mgED #3/366] (8.3%). AH
0.5mgiE) B9/3761 (24.3%). AAI0.75mghE5/3561 (14.3%). 75 LR EE2/37HI
(5.4%) THotzo FELBIEA FEHEESKLE) (&, ARH0.5mgHD BTIZED
6/3711 (16.2%). EMIERE2/3761 (5.4%). AHI0.75mght TIERRZOBLAE
2/35f1 (5.7%) THho1z.
BE12EE TOMMEE (FE M E D mAEEA70mg/dLELT) EAH
0.5mg™l) BE1/3761 (2.7%). AHI0.75mght2/3561 (5.7%) ICEDSNIH, H=
HOFHIZMELE T HEMBIRD 5N h o7z, [11.1.12H]

1) AAOKRS N RBEROARE. DEF. RAICE, T2570F F (BETESE

Z) &LT, 0.75mg#@ic1E, KREHTS.] TH53,

17.1.2 BREIET S ERMIBR -SSR (RERMRIESRLEHR)
ABE - EBRE. IRE - EBRE IR O MR FERARS GRERBGNNIC
T v a7 T ) S TRBRO2RIBERFREASTH (AHIRE: 28061, 77 L A#:70
Bl. ) FZNF FEEL37H]) 2RREL, AFO0.75mgRIE 7 I R%2EI[E (ZEE
). XV IV F FO9mgEIHLIE GEER) 26EME MG Lz, ZEFHEiEE
DR—=AF4 2 H 5526 E TOHbAICELE (B/N ol + fEikiss)
3. FHIBE-1.43 £ 0.05%. FFLXR0.14 = 0.10%. BERI3E-1.57% (95%(FHX
f:-1.79%. -1.35%) TdH -7z F-HbAICEILEDY) 57 LF FEE& OB
-0.10% (95%fE#EX:-0.27%. 0.07%) TH V. BEMEDISBEEXE D LRA
0A%KIETHHZEN S KAIDY T 7 NF RITHtT BIESHEIRE NI,
BB, R=2A54 V7 5#H5528E TOHbALCELE (R/h_RFHE + fHiER
3£) 13, AHIEE-1.39 £ 0.06%. VI ZLF FEE-1.19 + 0.08%. #EfE-0.20%
(95%fSHX H:-0.39%. -0.01%) T >7222.23),
BE52 Ak E TORWERFEREIG L. AHIBO68/2800] (24.3%). VI 7T Rt
39/137f (28.5%) TH o7z EBEIEM (FREIE2%LLL) &, AHBECTIIER
6.1%. Ei4.3%. THI3.9%. MIR#3.2%. EHAPE3.2%, V5 7LF FETE
ED7.3%. (EH5.8%. BAKEGES.8%. MEERIFS. 1%, EATERAIZ S HE3.6%. T
2.2%. FEHARPE2.2%TH o 720
F 552 F TOMMEE GERME MRS X IMEEA70mg/dLUT) &, AHI#
8/280f1 (2.9%). VT 7 ILF FEEA/137H] (2.9%) ICRDS5NI=H, E=ZFOFHF
ZREE T HEIMEILRD SNahp 57z, [11.1.1558]

17.1.3 ERSEIMERENRIES R B ER
ABE OEHFERITMAALAZLT LTHL 77 T4 FREEH 0 BH IS A T
I b A= VAT 2RI R E 3016 (RAIBE: 18161, A > RV ¥ 7 F ¥ Vi
180f) %xtRiz. AHI0.75mgZBEIEXIEA > A ¥ 7T NVF %1 HI1E26EMH K
THE Lz, TEFHEEEON—25 1 > h 6% 52681 % TOHbAICE(LE (B/

“4)

TRTE £ EEIE) 13, AFIBE1.44 £ 0.05%. A YR YT FLFVEE-0.90
*+ 0.05%T# > 7zo HbAICELEOBMZEX-0.54% (95% FHXH:-0.67%.
-0.41%) TH Y. BEEDOISKEHEXE O LRA0.4%KETH B &n b, AHIDA
Y2 T TNF NS BIESEAIRE N2,
#5206 TORIERSRBEI A, AAIBES4/1816] (29.8%). 1 ¥ AU ¥ 7T
FURA/18061 (2.2%) THo7o EARWERIR. AHIBE GEREA2%L L) TRT
#18.3% FDT7.7%. [EH6.6%. V/S—LHMN3.3%. MEH2.8%. KK T2.8%. 1
YAV YT IIVE VRETIRER. BRI, R, BRI, KR
[E45%0.6%TH > 7zo
#5268k F TOMMEE (REMIEAR MR I3 MAEEA70mg/dLULR) I 3AFHIRE
47/1814 (26.0%) 1 ¥ AV ¥ 7 F V¥ L E86/180f (47.8%) 2R &5 Nfzhs,
EEZFOFHIF2REET HRMBEEIRD 5N Aah o7,
FEON=2AFA 252608 TOLELE (BN PHE LR ARHH
-0.48 *+ 0.17kg. A YA 7 FLVF U R0.94 £ 0.17kgTH 7. [11.1.15H]
17.1.4 ENSINBESRH AR AR SHER
AR - EBRAICMA T RO NEEEA T2 > b o — VAR5 7% 2B RS
BEEMGUC, AFI0.75mg 2B EIS2ERMMHKS Uiz, WThOBRREICE VLT
b BE5HBIMEAL SHbALCK OGRS E R Lia . S52BRICH 7z > TR
Pl L7225,
FEIE a-7 V3 S —CHEERFRABRCE ST F 1 FREAFHBETHD. 2Lk
=7 LT RIGHHBE R OERNELA A ) VIMEERIG AR CARE, FTY YU RE
AIOHRIBECHEBI L 720
#5528 E TOERENER GEREIG2%LULE) &, BD7.4%. EH7.1%. TH
6.3%. U ¥—YHNN4.8%. RAKMIR3.6%. HILRR3.3%. IEM3.0%. M
2.5%. FEERARIRIER2.0%. 1ESTERAIZ 5 FEIE2.0% TdH > 7.
B E52EM E TOMMEE (GERHEE IR L IMEEA70mg/dLUT) &, 2Lk =)L
27 L7 AIBHR SN B IEE AR 52 EEF0OFIITF 2B E § R0
BOSNLr o7z, [11.1.15H]
1) FFERHRRERIBRSHBOBR

it S N Hb/?%lj)CM) TRE) (kg) | BIMERE) (%) | KIHEED (%)
ANARZINT LT H 131 |-1.67 = 0.09 | 0.10 £ 0.24 44.3 33.6
a-7Vayy—YEHEA | 65 |-1.65 £ 0.11 | -1.24 + 0.42 323 6.2
BT 7 F A N REEH 61 |-1.57 + 0.11 | -0.87 £ 0.40 23.0 3.3
Ea IS ] 66 |-1.69 + 0.13|1.02 £ 0.35 25.8 6.1
WA V2 R | 71 | -1.65 £ 0.13]0.04 + 0.26 36.6 9.9

H2) R=2A54 U 652AETOELE (Pl + Eikix)

¥3) SZEMOFHE A

*17.2 REHRFEERAES

17.2.1 EARSERRTEERRTR (1 VAV VEEI & DHBEE)
A YA VBIE] (B 2R VR IRAEA VR VA SUSERE/ &R 2 A
Y UHRE) ICTIRER OB RIBERE 15961 (RAIBE: 12061, 75 REE39%) &%t
KU, FH0.75mgNE 7 IR ZBELIELGAME TS5 (ZHER) . ZOBREKH
0.75mg# B E36 AL M S (FEH) Lz FEFMEEON—ZT51 226
516K COHbALCELE (B/hZRPHME IZHEMEE) 3, AHIB-1.45%
0.06%- 77 tARE0.06+0.10%. BE#-1.50% (95%EHERM:-1.73%- -1.28%)
THY. FAOT T RIIHT 2BHEIRENT. BB, R—AF1 V2 5#552
R E TORFBEOHDALCE(LE (R/N_F Pl + FH¥E%) 13-1.09£0.07%T
H 7220,
BE52EE TICARIB TR SN ELEWER (BHEE5%LLE) & [EH9.2%.
BREOE7.5%. BEHAERG.7%, BiD5.8%. TH#15.0%. 1/ S—¥H#H5.0%TH -
7zo
(RIMRE  CREEMEAR IR SIS MAEE A 70mg/dLULR) &, %5 16EE T, AHIE
5171206 (42.5%). 75 A#12/3961 (30.8%) TRH SN, KA LEEEA > 2
Y UERESHFHS NP CEEZEOFH I 2B LT A ROEIrHE Sz [11.1.1
]

18. SRR
18.1 {ERF

AANE7 IV BEEH L FGLP-17F 0/ & ¥k MgG4 Feiile Om& sy >~
NIETHY. 73 BEHRICLVDPP-AC L B3 RICEIEER L. FTREOBM
IEDMIGEEROE 7 )7 T Y ANETRT 22 & TIERPRRT 52728, ALK
BMfaOGLP-1ZF A ICHEE L. MIANCAMPEE L LR S, Z)La— R REREN
124 Y2 uETiES 52,
18.2 [Mm#Ek TEM

QBIMEROR B ICAFI0.3), 1.0%), 3.0% KU6.0mgH) ZBEKE FHELZEE,
FTHOMRICBVLTS T T RBHITT L THRE3HH OZER &R O A I EAHE
NCERICETR L7229,

7o, 2EIBERRRBE ICARI0.75mg B B TG Li- & &, BE26EROTHRA >~
N ECHEMEE (BRI O RB2EMEL CICRERN) FTRTORS Y FTR=2Z
AU HETR L. ZOETEHRSHFETH 5 7H B L7,
18.3 ZWI—RLEMA Y AY V53 ER

Fv M YA —HMIRKE TS v P ROH =T A FILERO BRI E V7
in vitro A ¥ 2 Y WEEREICB LT FAZ V)L O - 2AERESRAT TR 2R



CUAIMERETRS T, WBERETTA YA U WETIES Yz, £/-. GLP-1%A 23)
BHFRRBICEID A Y2 VRTTERRBHEES W . Ty NROA=7 1L % 24)
FWzin vivo 7003 — ZEARREBICBVL T, AANZZ L T — ZAWEITKRER 21 > R 25)
U Y UMER %R L7229, *26)
2RIBEFRIR R ICAHI1.5mg®) ZBEKE NG Lz &, VLa—2Ra#ER5IckD 1 27)
YRV YOEIRFW (FVa—ABRE5EED? 5 10508) ROE2HEZW (FLa—2R 28)
#5100 %0 518073 1%) KB BIHA > 2 VBEAUCKE., 7t g5 29)
LCHEML30 (EAT—%),

18.4 J)Lh DV 5yEIER 30
2ERUEPRIR B ICARFN0.75mg 2B ERE TG L7z & &, 526381022 R I 27V
NI BERCEEARROMB Y LA T EEDAUC (£#50~300) 11, ~N—X 3D
SAYPHETRLES) WHEAT—%).
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PR BAR A 2B R B IS B 1 S B IH AR 5Bk (20157 A3H AR,
CTD2.7.6.4)

HARRRE TR OFEUEA > 2 OIS 57 25 7L F SOEERFHE L -7
B%(2015F7H3HA&, CTD2.7.6.18)

FNERLSE A 2B RE B E & MR & U7 SEIIAHER PREER (201547 A3 H &R,
CTD2.7.6.30)

18.5 BREHHHEZEER =24, XHERERVEVEDEE

2RI RIR B ICAHIL.5mg® 2B E4EE TG LY Y F 7571 —2A0k
RERICBWT, BRORFSEEAS0%MA T 2 DI h BB (tso) A HI2HFEELE
Liz. BNAHHICHT 2E (tso) & HEHRGEIRLAKEL, AFHD2, 3KV4
EE#%5 02 % TIRAERS M L TZEN2EN88%. 87%%UN84%I a4k L7-16) (4}
EAF—=%), [7X b7 372K 55HiIZ16.75H8]
) AAOERRSNFAEROHRIE, DEE, RAICE, T2570F 8 GBETFHB
%) £LT. 0.75mgz@ic1[El, K FESHT %.] TH 5,

19. BASCERT BIEEFHAR

FER7 7 —vHAatt <TOEREY Y-
T541-0045 KFRfisRKGEEH2-6-8
TEL:0120-034-389

HEA =140 ) — kA&t EEFREGEED
T651-0086 =i HHRXRE ifli5-1-28
TEL:0120-360-605 (EEFFAFFEEIT)

www lillymedical.jp

—RE BT 2 77V B GEEFHBRA) [Dulaglutide (Genetical 26. HIEHRTTEESE
Recombination)] [JAN] 26.1 SGERRTET

S H:7 27 7VF Pk, BEFHEBRIMARES > 7ETH D, 1~31FB TN
BRI VAT UHRTF R, £7:48~275FHIZtiER L M gG4n
FcRAA U2 57%0, 2, 16, 30, 57, 63KVCABRHDT I/ BFREN
ZhZNGCly. Glu. Gly. Pro. AlakUAlICEBRENTNS, 7157
LT FiE FrA Z—ANLRY —idfiflar sEES NS, Ta2570L
FRIE, 27507 I )V BEE, S 25T T 1=y F2EP SRS NS
&R 7E (5 TE63,000) THD,

20. BBV EDER

20.1 BRI, 2~8CTERMRET 52 &0 WRLABAR, BALELI L,

202 BECRAFT BB, IAHLUAIERT 52 &, 2RI, BB TREL,
£1:30CEAABIFCRELALI L,

21. SRR
B X7 EHAE LD L BT 5 L.

22, @

0.5mL [2F v }]

23. EEHR

D HHNER: Ty b2 AV - REREICHT 2HBE(2015FE7H3H %

CTD2.6.6.6.3)

HAER:Y S FEHAVAE - MREREICEHT 2R (2015F7HA3H %

CTD2.6.6.6.4)

HAERET v b &R AR R O A 5 O FEAE M NS RMA DO B REIC BT 5 B

(2015%E7H3HA%#E. CTD2.6.6.6.5)

4) HNEREHER T v b2V EERR(015F7HA3H&R. CTD2.6.6.6.6)

5) Byrd,R.A.et al..Endocrinology.2015;156(7):2417-2428

6) HPNEREEARAN2EIERIBEE £ 0 R & U7 SBIHEE KRB (GBDP#ER) (201547H

3HA%&F. CTD2.7.6.22)

PR HAR A 2B R B 1B 2 B IR ER SRR (2015F7H3H KR,

CTD2.7.6.5)

8) HWNERHEGIAL O E % 1 L 723 B& (201547 H3H &R, CTD2.7.6.1)
9) HANERLAMIIINA AT RATEY T 1 2740 LR (20157 H3H &R,

CTD2.7.6.2)

10) BB R ERE 2B 2 Y B8R (20157 H3H&E. CTD2.7.6.6)

11) PRI RERT S B8 2B 2 M ENREHER (201587 A3H &R, CTD2.7.6.8)

12) HNER:ER2EBRFEBEZICB I 2EMH BRI (2015FE7HA3H KR,

CTD2.7.6.7)

HNERLT 2 T I 7 2 RV BASPRHICHS 28 2 5 L 735k (2015

FE7TH3HAFR. CTD2.7.6.17)

HNEREY Y TYIILRKRT A b Faoa—)L & OEYHEEERRE (201557 A3H &

#8. CTD2.7.6.10)

15) #WNERET LT 7 ) v & OEMEEMERRR (01587 HA3H%&E. CTD2.7.6.13)

16) HWER:Y > F 777 1+ — 2V I-BNEHHHICN T 2 8 251l L 7235% (20155
7H3H&RE. CTD2.7.6.20)

17) #WEREY T+ > 0 L OFEMHEERRER(201587H3H&KR. CTD2.7.6.9)

18) #HHNER:7 b NS F L EOEYHEFHARK(2015FE7A3HRR.
CTD2.7.6.11)

19) H:AERLAR BT & D EYIHEEEFRER (201587 H3H &R, CTD2.7.6.12)

20) #HHNEREY Y 7Y TF v EOFMHE/ERRER (201587 A3H&R. CTD2.7.6.14)

21) Terauchi,Y.et al..Endocrine Journal.2014;61(10):949-959

22) Miyagawa,J.et al.:Diabetes Obes.Metab.2015;17(10):974-983
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* % 202146 kT (B 3 10
* 20204 3 ek T CGB 2 Bo

(B EEmR I EES[872499)

DA ARl - RE= ARaRIA
. f; %ﬁq?ﬂ : ﬁﬁi&ﬁ”hz ~ 8 Ci R 0.25mg| 30200AMX00415000

SRR - SRt 24 7 0.5mg | 30200AMX00416000 | 20204 6 /]

1.0mg | 30200AMX00417000
2 BUEPRIRIA T Kl GLP-1 S BMAFEIEE
YV IILF REEFEIRZ)
LI (] ®
- AT I YD =7:0.25mg sp
WG B PR AR

ACIC YT &r:0.5mg sp

AB I YD =721.0mg sp

Ozempic® Subcutaneous Injection SD

TE) TR - RS D MU IT KD 95 &

2 B2 (ROBEICERSELAEVWCE)

2.1 AH| D sy 1Tkt U EiiE O B O &b 5 B

2.2 BRI B 7 ¥ B = R BEPRI MR IE S i | 1 7R
HHIRIR D BE [ v AN VBIFNC K 5 8 0 D 1815 E DY W
HERBD T, AR ZHRG T RNETROV,]

2.3 HIEEE . FITEORE OB [ v A VBIFNIC XS
MEEHN R ENED T, AKFORGIEE S E 0, ]

7. BERUVHE(CEET 3IR

TARKFEN S T 6 EHTHY, [A—EHICKRSSE5
&,

7.2 B 25N a3, RIERE & T O WK A 2 HIH (48 1
P EThbhid. A oWk TEbICREGL, TD
BEOHODPULOED ARG 5L, kERG %
T DM A 2 HEH (48 IR At TH N ITEEGH 4 kD
HONPLOTEDIEHICEEG T HIE, KB, H 10

3. MR - MR DEDICEH ZZEE I 508N H 554 1F . wilEl s »
31 57K E b 2 IR A8 D LR E 2 52 &,
160 5mt) N 8. EE 1 EXMEE
) A R 8.1 AN A ¥ R Y DB TR, KA DS I L T
-£2Mg|2.omg| - ~mg 3. BFH DAY ) RIEIREE % i L. O H 75 7 i
HRIOY |2 < 7V F R GEE TR Z) |0.25mg|0.5mg| 1.0mg + 3 Cﬁ: Ty, j{g;b(% D E ,f(:i yij sy j;JLg
e 9.71mg GLP-1 ZARIEBAE I ) DB A | Rl 75 I B B O BEIR S
A IKELF R A ﬁﬁg YT T Y R=Y ZWFBLLIEF S RE SN TWV5,
st T 825 4 BT & MK FME & EIM I ik L | 4
T T MBETEDPD, 3~ 4 n RS L CHRED L5 5IA
zﬁj ,i;ﬁﬂ e I R DI D BTN DU R AETITE,
32 ZH O R 8.3 AHI 14 FSHEHEBLAI T 35 1) . A LB b AN A3 Pt 4 5 ]
a0 A e 7R ESD HEbE 43 85 5 72 0 | MR O 2580 0 BIFER B 1 F 751
025mg | 05mg | Tomg_ OB IC S W T HARET BT, [16.1 5]
_— i R S 8.4 AHI D (112 3 72T 3y 124 L (RIRGER K, O 2
oG, DIMA ISV THARN T HE, [91.3,11.1.1%
N 5 D 15) g yr—| TIb S hE ]
: Lor | 7o 8.5 KM £ 422 & T Eh3 5D T ek, HEIHEO
. . TG e ) _ A,
AT« PR 3 15 B DT B J;Eiz%[ﬂahma% ;E;\é,%%éu&ﬁa“é&%k REET S
pH 7.10~7.70 S L = e )
s — 8.6 22 P 2 0D WIS CUBIH: % 5 Hi6r 75 3 L W ISERT) 8
e = BOb R G (R AL L A O Bk
4. FEEX (2 THE HZFAEOEET AL, [9.1.1.11.1.251R]

8.7 BIGkEE B L 7oty . B O A ek & BB L, &

1)y
2 BRI PG U T HBMEZICK D FREG 2 4E 5%, [HH
5. EEX (IR (CEET ZFE KRB 52 E, [9.1.1,11.1.2 58]

RAN D L & 5 > O BERFIAEE D AR T d 2 il
HEBNEIL & O ITIT-72 9 A TRIRB RT3 IG5 IR &

8.8 A G (3 | HHRIRBEE DA D FH M & i L o 5 A3
BOONIGEICF HMEEZ2 5L ET ST

BB, Lo [15.255]
e 8.9 A D B ST & 2o T IR D AICHE T 52 &,
6. BiERUAE CBEEEITO VT BHEIE L 0B BE

WH A ISR 27 70T R GRIEEFHIIRA) ELCETE DHEICHE TEBTEAMR L LT E O S

0.5mgZ M fmE L, K FEF T 5, 72720 8 11910.25mg MO R CERTLE,
M OBE L 48RS Lok B1m0.5mgic#iE 4 5, 78 L TODBRE DS I EREAEIC O\ TIEHE 4 KT 3
B.EREOREICIL L CHEEME T 205, H1[M0.5mg% 4 cE.

HELLEBS L THOMRAT SIS, B 1H1.0mg % RSN T VAU AN T ED Lo T 5T
THETLILENTES, &

8-9580-09-010-4 1



8.10 A& DPP-4BHER T W\ 3" 11 & GLP-1 2%k Z A L 721
FERE NEH 2B LTV 5 o ikl Z OFF L 7 B O BRARHER
B (378 B R P L B SN THIED,

9 O BENERZAHIDIEEICHTZ IR
9.1 B - IFEZE D & % B
9.1.1 BRODBIFED &% 2 BE
[8.6.8.7.11.1.2%/]
9.1.2 EEBEFEHEEZ. EEDBHEEDH D EE
453 TS E R S 12 HIGEEE ORIk S EL T A8
TNnBbHs,
9GN3 EMEEECTHEZNAHIZUTDEBEX (FIKRE
o T IEABREAR S X 1T BB RE A4
o SREAEIRGE, GLAIRRE CHAS BFEN, AFEE
R O AR X3 =55k TE
o 3L i ALEE)
o SEEE D TV a—)VIBRE
[8.4.11.1.1&14]
0.4 %TERE R BT BE
2HHUANICHIE Z PE T3 LI AR ZREE I 4
VANV EMH T AL, [9.5881]
9.5 1147
Il iR L T W B alfEME O & 5 4ot i
T AVRVVZFHTHIE,
R IC B WL R RICHEY 45X i?lﬁléﬁﬁ‘g
R REERAE TOAUCHEITB W T Iy THO.3E,
+ ¥ THO03RE \#ll/f*f’]Z.6~4.11i)’C\H“)ﬂﬂf&"(?/
b RAETER O D L FEE O E R & O I R D
FOAEME MY, U9 ¥ L BEITIRIES . B R & U P
T O FEHEEREN Y, L - BRIEIRIES , AL RER O
TG O BAEHEIIND ) BEDONTVE, IND
DR EEY O RERDEMESIED ThH-oTo, [9.4%
fi#]
9.6 ZILIR
TR L D E N O REFLREE DA 45 %2 #E L . 23 D fk
B kA mEt 52 &
Fyb THH PR NDOBITHREIN TS, EFTDIIT
BITICE T 57— O E D IHA D W~ D 8B
TEHETF=FIEEWV,
9.7 NREZ
AN A & LT
9.8 SitE
BEORELZBELLENOHERICHRST5IE, —IT
HIEEEN KT L TWAIENLZ W, [16.6.380R]

10. HE{EFA
102 8FFER (R ICERT B 2Y)

AR & B 5

Rk (3 T2 L TV

FHIHH BRRIEAR « fEE S | BT - ERIN T
LSE AR IMUBEAE O FEBLIC 7 7 9| KRS R (EF 3
7T A4 FRIEH BTE HRIT AR VBRSNS,

2K =)V L TH|
HEHRA v R oyl AEA]
a-7 v ay y—LEA
F 7)Y MK

FIXIZ ANV ER= VLT
HIEBER 9 254 K
WDV R BN 58

DPP-4 =5 TN D LD, EMN
SGLT2 FHEEH 5MERIE 2 4T WO TR
A v R B WKIHLE, 26 DK D
FREERF T EL
[11.1.1 2]
11. BIFER
WOREWER B HOEONDETEND LD T, BEE THITIT

W, BENEDON IS
WiE 279 &,
MAEXBEIER
11.1.1 K CEEE AR
Wa A7, pE Rk, S D ZERGIE, (e BHImA S B
PR IRER, UEE . O T O RS ST RS O (KITHHE
KBBOONBEENHE, o, A4V R VEIFIL
[ 2K =V L 7H|ED P BE S RIEHE
Wi‘%%bﬂ%éﬁ‘k?ﬁ%%%@“{ﬁl é%&ién’cmé
EIMBEEIR B BN LB IR BEEZ2 S50 A
%%EHBI@“%f;Ei@ﬂf;M%%ﬁiué AN

A S SR N N R AP R A A I RAN

%k

a-7" b3y F—EHER & O ORI TN O
595l &, f  BEOREBIIEL T AR H S
WU PFA LT 2 IR AR & ikt 4 % 78 &l b 78
i &2 i75 T &, [8.4.85.9.1.3.10.2,17.1.1-
17.1.5% ]
11.1.2 2ERER CHEEAND)
W 2 P 5 Rrely 78 L W IER S —E R0 o
TS IT R A DG Z il U #Y) 7S LE & 17
ST & Elo R LB SN /CGE 3, BIRG 3 1T
DL, [8.6.87.9.1.1%1]
11.2Z 0D EIER

5% LI L | 1~5%Ki% 0.5~ 1%KiG| SAEAH]
BRI Bk
Gt hy
%gg U K| aaie
MR S L

o R R B B

AR i o pey
s LR

ToL. N AT T[S A
N AN NI SN PN TN TS
R Mg s B NEE R

55 5O

AP S SR ALGHE
& HkEEK B MJAE | SR RLAE
U 5850
,]j(E‘E

YooN — |7 IS8, |k LT F v
(S S b e k2K FF—t

i

TET DB D BN A5 FREI I A O LIS T I3 B O IREE 15 I
MRRH O N FIGEIT MY S LE 27O,
21 TN O DEFRIRAE O A I B L 72AER 3320 5 NSt

14. BHLEDFE
141 EEIRSH 0 FR
AR DPAB Y 13 FH D375\ T & #Kig 3 &1 T 7
WYIIS BN EZMER LI ECTHEHT A&
14.2 ERI/ERFOER
14.2.1 &5ERAL
BER A (& B8 R, BB IS AT D o G (3
M L el O EgHgh K0 2 ~3cmii 32 &,
14.2.2 528
FIRA . O AR SRS LIEnT &,
14.2.3 Z Dt
(D ARFNTHEEHR OBEF TDH 5
Q) AKNFI M DOBKN EDIRAITKD DB NS 268
FNMH B KK E D BRIF| Z RS LISV E,

15. Z0tDFE
15.2 JFERARELBR (C & D < 1B
FyR IRV RYZRONTET B 24 DY A MR I B W
T ERRARICHY 45X iT@%ﬂﬂE(ﬂik[{fﬂiﬁH;’C
DAUC HIZIZB W T Iy b T ER FIRARM D 72O HH T
&9 YU RT3 T FIRER CHIfaiEL; O Fe: s
DEMRREDONICEDREDLH 5,
FRRIRBE AR O BEE D & 5 B Tk O HURIRBIbE X 13 %
FEHEN ST WAEIEIAE 2 70 O KIRIE D & B B#E 1T 9 5 L A
DLEVEFHELL TOWISW, [8.85H]

16. EMEHE
16.1 MHRE
16.1.1 BERBUEWRE (L6 12 RIERTRE% O EY8E

AN e 2 58 1 1 B 2 2 b 520, A1 0.5mg (8 1) Tt O
1.0mg (8 ) D 13 BHIRIE R T 54% D Y BE 7 0 77 A
WV MeEt Uz o ARFIE 8 11810.25mg TH#S 2 BiG L, 4
MRS L7 #%ICE 1[0.5mg ¥ L 72, 1.0mg % T
HIAHTIE. TDO®EIE0.5mg% 4% Lk
H[E1.0mg R L7,

SEHRAE T O MU — R X O SR B RE Y 5 A =5
L TITRd 7, [8.3%H]



704

—m - A#11.0mg (N=8)

o

3 604 —— AKH10.5mg (N=8)
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P o Bt SN

w404 e
AL -
™ 304
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]

3 ZO—M
"

=

07312 22 35 48 60 72 84 % 120 144 168
FE 5% FmIE R (h)
FAR AR BB ERE 12 36 1 2 AR O EHFIRE T O Fiim

16.6.2 FTHEEEREERERE (C & 1T 2 EYFRE
[FFRHERE S5 O FREE O FL75 5 B4 (Child-Pugh scores 1T 1 =
<HEDIT I T 5 AHKI0.5mg AR T & 5% O S s & |
JFFRERE 28 IR 1S ki & HLBas L 7c /IR 2 DIT ISR 410
GNEAT—5),

AUCo-inf Cmax
T hRE D HEE (8 D HEE (8
[90% {5 HAIX 4] [90% (5 HAIX 4]
WY/ IEH ) 0.95 0.99
(#FE : Child-Pugh 23#A) [0.77 ; 1.16] [0.80; 1.23]
PR / IEH 1.02 1.02
(1% © Child-Pugh 4348B) [0.93; 1.12] [0.88; 1.18]
ERe 0.97 1.15
(M : Child-Pugh 531 0) [0.84;1.12] [0.89 ; 1.48]

HEERE O HERS
me | N AUCo-168h Cmax | tmax® | tin CUF | VzF
(nmol * h/L) | (hmol/L)| (h) h) | (Wwh) |
0.5mg | 8 3583 25.1 30 145 [ 0.034 | 7.1
(17.8) (17.8) |(12-72)| (8.0) | (17.8) | (12.8)
10mg| 8 7449 51.6 36 163 | 0.033| 7.7
‘ (12.2) (11.1) |(18-96)|(10.9)| (12.2) | (14.0)

CUF: BT DRIV T 5 R, VZIF @ WL T O 37T

AT BRI %)
) i (R ME~ R fif)

16.1.2 £¥Z2HIREFE
SAE NSRS 68 IS A € VY By FIESD R U AL v Ey
IR 2mg & BRI MG L 7o & & O IR S D5 iR
B HEEEE A ICEE Th AT LRI NI,
16.2 TRUY
SAEA R A 10 6112 A% 0.5mg % Bl M5 L 7o & & Ot
INA AT XAFEY T 403, 89% T hH-7c ¥,
2 TREIRIRERE 16121 (O B HAAS55 () % %5 & U 7o BEERIZEY)
BREMRAT D SR | AHKI & 125 ¥ 50 (R . KBRS KL O R
IS L 7o & & JEE A DO B5 TR B KBRS K O L ~ D %
5T D ERIRRE D AKIMEFER D H D HEE K O 90% (SHAXKRE 1E |
0.96[0.93; 1.00]}% ¥ 0.92[0.89 ; 0.96] T dH-7c,
16.3 9%
AHID AEH O TV 7 I3 T B in vitro kA 1E 99% T dh-
-/P: 10), 11)0
16.4 Xz
3HT T ~NUAL L 72 &K 0.5mg % S AR S ME g SR 7 )1 B[]
BN #E U o fE 5. AFN T F KEk D 7 v X 75 O g
[l D B b IC KD R SN B EHEE S 7212,
AFE CYPH FHREIC K U TR LRI & 72 5 38 (CYP1A2.
CYP2B6 } UF CYP3A4/5) & %\ E BHEEH (CYP1A2, CYP2B6.
CYP2C8. CYP2C9. CYP2C19. CYP2D6 J U CYP3A4/5) % 7k &
1 pote 919 (AEAT—F | in vitroakBi)
16.5 HEt
3HT T Nk L 72 A 0.5mg % A FELA R 53 v B 7 )1 B[]
B R#ES L 7ciS SR /K56 H % T OB S e I 6 4 5 IR &
O $Erh O U REHRITER 1 53.0% I O 18.6% T dH-7c o #PR S
fED S B | AHIRZAAR D FRPHBURHENEIE (3 3.12% T db-7z 12,
Fh. AHE.ENES Y 2R~ 2 — (P-gp. BCRP. OATP1B1.
OATP1B3. OAT1. OAT3 2 TFOCT) e xf L CHER L L7155

WERER  IER 180 EEE 8P thAREE 106] | HHAL 7 f]
T M D HEE K O 90% fEHIXE (3 4Rl | PERIK O AE THRE L7z

16.6.3 EiRE [C & 173 EYFhHe
2 BUETRIGHRE 16121 (5 5 HARASS5 FD & w5 & L 72 fF4
[HSEP B REAR T O F5 5L 65 ik Kl (<%t 975 65 %Ll L~ 75
Tk At e O 75 % LU E D E HAREE O IR ch R o &
90% {SHEX ] 1 1.01[0.99 ; 1.03] & ¥ 1.04[1.00 ; 1.09]
SfEE SN, [9.83H]
16.7 EYHE{ER

KHFI1.0mgDEHIRFEEITB VT AR ILIV T T7) v VT

FOUTIUNRY T BOBEER TR NTI/ 720 % B

I L fc L EDSEYBRE D FER Z LI MRS 1919 (AEAT—

7)o [18.2.4%H]

BHEEVER 2R ST orc 19 (EAT =% | in vitroalBi)
16.6HENERZEIDESE
16.6.1 BIEEREWRRE (C H (T2 Y EHHE
EHREREOREDRBIWHRE VLT F =V I)T IV R
(CeN 1T KB 58D 1T 1) 2 AH 0.5mg Hilal g T 5% D 3£
VIEhHE % | ERERE A8 IEH 12 kB (Car 80mL/mini#) & ik

Bt U 7o) 2 LIF IR 919 EAT—5),

AUCo-inf Cmax
kg O HEE L HEEE

[95% (X [T | [90% {5 X[ ]
W /I 0.99 0.90

(i1 Cer 508~ 80mL/min) [0.85;1.16] | [0.73;1.11]
RS /IR 1.07 0.79

(%7 © Cer 30#~ 50mL/min) [0.91;1.27] | [0.64;0.99]
A 1.13 0.86

(& © Cer 30mL/minkLF) [0.97 ;1.32] | [0.70; 1.06]
R/ 1E 1.10 0.82

CRI - i % 3 &9 % k) | [0.94 5 1.28] | [0.66 ; 1.01]

WEERERL AL 146 B 106 thaIE 11 )| I 1041, RI 9
Tt H D HEE R B U 95% EHAPK R S (3 90% (AN (3 | FE L #ERI e O (TR T

U 7o SR IS 3 D <o

e F = AUC ° Hre Cmax Ht© trax 7 d
BOEE g | 98| N (9009 (imiine| [90% (2RI 1| [90% AR )
YR 500 | B |, 1.03 0.90 0.50
B [0.96;1.11] | [0.83;0.98] [[-0.38; 1.25]
SOL77YY 5 | REHE |55 1.05 0.91 2.00
B [0.99;1.11] | [0.85; 098] | [1.25;2.75]
R-TW771 7 25 | HEHE |55 1.04 0.93 1.75
BB [0.98; 1.10] | [0.87;1.00] | [0.88; 2.50]
PAENERR] o5 | % |6 1.02 0.93 0.25
| R [0.97;1.08] | [0.84;1.03] | [0.00;0.25]
TEIN 2977 20 | B ¢ 1.02 0.62 1.75
R [0.93;1.12] | [0.47;0.82] | [1.00; 2.50]
LFVIRE Y A o] 2 o 1.11 1.04 0.50
R E [1.06;1.15] | [0.98; 1.10] | [0.00; 0.50]
VETVT AN [0 1sl 28 (40 1.20 1.05 0.50
| BERAS [1.15;1.26] [ [0.99;1.12] | [0.25; 0.75]
N5 e 1500] JE# |g 0.94 0.77 0.25
(FEbh73)7:0) R [0.88;1.01] | [0.67;0.88] | [0.13;0.25]

T a AH : BIEG& (E 0.25mg o 1.0mg D #EFFF R~ 13, 0.25mg % 4[], 0.5mg %
AITQEf L7ctgic i Uic o Y EIER (E AHI1.0mg % 41185 L 72 % IR
fili L7 o
PEFISE C U077 7 Y TRy Y TN R F VR O 548 T i3 B S L A bR V(1 H
2[E 3.5 H) TFZVIAN I A=V VA VAN Q0T d 1T H 1[E, 8 ) (E K
[

b.AUCo-12n = A b4 IV, AUCo-168: S- T TFR-TIW 770 7y AUCo-120n & ¥™ 17 V7
AUCo72h : TRV 2957, AUCo24n: TFZWIANTY A=W VA S WA MV
AUCo-sh @ N 3£ 9 £ ‘

C. P FHE O I R 1T 5k 5 SSEMIBNAE ¥ 5 2 — 5 D ARFIFEE I T 5t 3 2 AHIBE
I D H

d. HPRE D 75 (h) - CAHIBE RS - A IEOF HIRE)

N T EWIT DV T IF 95% (S XL

17. BRPRBAR
171 BNERUREME (CRET 2 55

17.1.1 Bk . 75t ANRIESREEER (B 18E
Bt EER)
A O SEBEE T IMBEa > b o— ) 93 K53 75 2 B jk
JRIF 5 388 7 Z S AT MEAE AN O A 1 2 1T W EE R
T AR 0.5mg. A 1.0mg X & 75+ & 48 1[a], 308
M5 L 72 (KR#10.5mg BF - 128 Bl (H A A = 1941 A Kl
1.0mg#f - 13061 (HAAN - 196D, 7° 7 & KEE 1294 (H
AN 2300100 ARFNE H1[810.25mg THE ZBAtE L. 4
WS L7128 1[010.5mg R L 7o, 1.0mg % Th
HI A TIE. TD%ME1F0.5mg% 4% L Lk
H[E.0mg R L7,
A#]0.5mg K& O 1.0mg @ 30ERHE S KD EHEFEMGIEE
TdHBEHDAICD R=Z 54 v 55 #% 30 E TOLE(LE
WKL TOARFIOVWT ND AR THT I & Rk 5 ik
P 3 Bk S 4172 (p<0.0001 FRB),

HbA1c (%) A#]0.5mg A 1.0mg TR
s 8.09+0.89 8.12+0.81 7.95+0.85
SATty (128) (130) (129)
om0 mEcoRLRs | 802 TS| 0152054
BEE KA 7 5 )P 143 1,53

[95% {5 #IX ] [-1.71;-1.15] [-1.81;-1.25]

a L PR GERIEO . b @ MMRMIZ £ 2 i 5E



17.1.2

N=R 5 VPO %% 308 % TDKEDZEE (G 3k
SR EHERR ) 13 L AKI0.5mg BE T -3.7£0.41kg(N—R 5 A
¥ D4 1 89.8kg)\ AF| 1.0mg#f T -4.5£0.41kg (=2 5
4V Dt 96.9kg), 7T & K T-1.0£0.43kg (=R 5
A DY 89.1kg) T dh-7c o

FK RIS (3RS S NS potc o A XS M E RS
(56ma/dL Aiil) 4 FEHASIMBE S (X AFHE TR VT D&
TOHRDONIL I otc DI 7751 KBTI 203G S

N7, [11.1.12881]
) TR TS IR CREERINS: 23 BT & 2) X ARIMAERER & £k 5 1M
B (%D 55 56ma/dL A D (KIILkE o

HRABLE ANKILIOXBFTYII URERH
BV (@A E D HA . ERNBIESEREEER (58
11 B ERR R ER)

2 BB PRIR HE 1231 0 2 SR AT SR A SN O 1T 2 1T WD A b
FWIVRBF TV VEER LV INS2/ITL D
PEMBEEE BN L T, ZHEER T TAH0.5mg X (3 A& H]
1.0mgZ#E1E, HbWIEvy 7 Y7 F100mg% 1H 1
[m], 56 AHIE S L 72 R#10.5mg#f : 409 Bl (HAA © 485D
ARHK1.0mg B 409 B (HAN 1 436D &5 7 )7 F V8
407 FICHAN @ 49%1) o A1 | 3 1[010.25mg T #5 % B
i L. 4ES L 7% I1CE 1 m0.5mg~#m L7, 1.0mg
FTHRT AT, ZTD%E[00.5mg% 4EM#SE L
TR [ 1.0mg N HEE L7z,

FHEIMIEE TdH 2HDAICDO N—=RF A v 6 %514 56
FTOELRICBIL T, A#10.5mg & O A#11.0mgd > &
VT F TR T BIEF M REE S N GES - v
0.3%) (T&EZMH),

VI #
HbATC (%) 4#10.5mg AH1.0mg /71700mg /
. 8.010.92 8.0420.93 8.17+0.92
SRy (409) (409) (407)
s zontar | TP | TGO | O
FEECRAI V) U7 F ) 0.77 -1.06 i
[95% 15 #BIX [i5] [-0.92;-0.62] [ [-1.21;-0.91]
a TR GEFIEO . b MMRMIC X 5 #EE il
HAATD A AL VB & D BRARR 2 TRISTRS .
; VITT F
HbA1c (%) K710.5mg 71.0mg /y100mg /
IR 8.16£0.97 8.0620.96 8.4120.80
(46) (42) (48)
15 1% 56/ % T O 2Lt '1'%5()"81 '1'9(73’;'8'80 '0'8(23’3;02
e S B EEDE 129 152 B
[95% {E X K] [-1.64;-093] | [-1.90; -1.15]

a PR R GEFIEOL bt MMRMIC & 2 i fE

17.1.3

AEMIIBOVW T AFBHCROVINOHE TEERLIK
M ZRDSNIIote v 7 7 )T F V8T 2 S
SN Fo o FOR S A IMmBE A e E (56ma/dL A ) FE s kAR I
B E L AKN0.5mg BT 717 L AFHI1.0mg BT 2612
Yy N TFEETSEIS G SN 220, [11.1.181]
AL Basal1 RV EDHA. 77 ARAEER
—EEREEEER (58 | R RRER)

Basalf v ) v @ Wil X 14 Basal f v A v & ARk LIy
& D PR TR T v~ a—)b 93 K43 15 2 U PR Is B2 3
397 (il 2 et R AT HEAEAEI D AT 2TV ZEER T TAH
0.5mg. A#I1.0mg X 13 7 5+ K Z 8 1[[), 3088 %
5. U # (R#10.5mg BF = 13261 (FAA 176, 45 1.0mg
BEA3MBICHARAN 220D, 77 KB 133F (HAAN
2261))0 A&, 38 1[8]0.25mg T #4459 % BiE L, 4 B
5 L7c#%ICE 1[m0.5mg~ &R L7, 1.0mgE TR T 5
HTlE.ZD%ME1M0.5mg % 4:8MES L7ckICHE M
1.0mgNH®m L7, B, A7) —=v 7 I @ HbATCH
8.0% LI DIEAITIE . KIMKE D) R 7 %Ki 9~ 5 7o 1 pf
MEGRGE O A v X)) v HIE % 20% s L7 o
A7#10.5mg % O 1.0mg ® 30:BRE S 1 k0| LEFHEH
THBHHAICDO X=X 54V D HHRE5#% 30 TOLLE
WKL T ABRIOVWT NOHE TS 7 T RiTx 35 E#k
P A3 RGE S N 72 (p<0.0001 , FEZH),

HbA1c (%) A#]0.5mg A#)1.0mg 75 F
. 8362083 8312082 8422083
NATAY (132) ED (133)
k0B oLt | 08 Bt | e Y
BEEChAl- 7 5 A 135 75 -
[95% [Z IR (16151101 | (2.01:-1.50]

a PR GEFIZO. bt MMRMIC & 2 HEE 1

HRISARIMNE (2. AH)1.0mgHE T 24, 7" I KB T 1
s & 7o o RS MBS EEE (56mg/dL A ) i

17.1.4

(EIMHE (3 A&I0.5mg#E T 116117 . A%I1.0mg#E T 14
250, 7 2 REFTT7HENIBFRE SN2, [11.1.15
]

BMEE | RENBIFESREESER (5111 HENEER)
R 1M PRI 28 D Bk 313 B ik e OF TR % T iR
D HA A 2 BUBE R L 308 Bl & KR AT AR A S D A
Z AT\ AHFN0.5mg X 3 AKI1.0mg % B 1[E], & 50 I3~
5 7Y 7 F 2 100mg% 1 H 1[El, 308 # 5 L 72 ORI
0.5mg ¥ : 103 #il, A4 1.0mg e : 1020, ¥ 5 7' ) 7 F
T 1030 AN, H1[E]10.25mg TG ZBiE L. 48
M5 Lo ICE 1 [E10.5mg s L 72, 1.0mg & TH&
THEETIE. T D%IE1[A10.5mg % 4R S L7k iciE
1[E1.0mg s L7,

KilBR DFERZ FRITRT
ITAEED

HbATC (%) 47#10.5mg A5#11.0mg " oomg
I 8.23x1.02 8.01=0.85 8.20+0.89

7 (103) (102) (103)
rb i 20 8 = = oy b e | -1.93£0.97 -2.14+1.00 -0.83+0.82
5% 308 F O LA (98) (87) (95)
BEE KA 1) 7 F )P 113 -1.44
[95% (= A [-1.32;-094] | [-1.63;-1.24]

a L HEEREEEE GEFIEOS bt MMRMIC X 2 fEEfE

17.1.5

N=RFA VPO #% 3008 % T O (KE D LR (/N1
SERHATHERR ) 13 L AKI0.5mg B T -2.2£0.29kg (N —R 5 A
v D 67.8kg) AFKI1.0mg Bt T-3.940.30kg (N—2 5
AV D :70.8kg) v ¥ 7 ) T F VT 0.04£0.29kg (N—
274V DV 1 69.4kg) ThHo7

RS RIS (S SIS otc o A XS S E S
(56ma/dL i) FEARVE AR |3 250 1.0mg B T 1411 714
a2, (111121

JFEEEM (56:80) 225 (5 11 HEREER)

0 VWA PR 3 O B i 313 sk e OF Bk C b
Vb a—b DIRA5y 18 HAR N 2 BURERR S B 601 ] & KR I
FEAELEIO 1 2470 AKI0.5mg X I3 A 1.0mg % 8 18]
(R & 2\ AR CURE PRI S HA (R 0V R =L o L 7
HRNTIA 2 ) VY UMEER] a-7 )V 3 Y F—EIERIX
F TNV RHEHIO WG D) EDBERREL) . B DSV I8
TR CIRERRSE (Rt & B2 5 B IC K B 3854 BN T
GRS T RNRES 3 Zh R KR O & IS HE D) % | 5658
BN S U 7o OR#10.5mg B 239l A7 1.0mg#f : 241
L SBN DR CUREPRISEEE - 120 1) A% 1d . # 11810.25mg
TG ZBIE L 48RS U7 ICE 1 [30.5mg N & L
7o 1.0mgE CHE T BB CTld, T D %M 1[E0.5mg% 4
MRS L 7o ITE 1 [\ 1.0mg R L7,
RABICB T SR E FRITKT

HbA1c (%) [ N—254 [ 54568 % © D (Lt
ZA510.5mg
HUjdR: 7.86+0.78 (68) -1.77+0.87 (64)
2k =Ly LT 8.49+0.92 (68) -1.85+0.89 (64)
SENIA ¥ ) Vo bR 7.77+0.58 (34) -1.48+0.90 (31)

a-7 v a vy —¥EHA

8.23+1.10 (35)

-2.13+1.06 (32)

F 7YY R

7.60+0.62 (34)

-1.27+0.89 (29)

AF11.0mg

g

7.94+0.84 (68)

-1.99+0.83 (53)

2R =L TH|

8.23+0.96 (69)

-2.170.97 (59)

HRNIIA > R It

8.49+0.85 (36)

-2.33+0.90 (33)

a-7 v ayy—EREHA

7.92+0.75 (34)

-2.04+0.80 (29)

F TN Y RHEH

8.22+1.34 (34)

-2.08+1.28 (30)

SRR R 2 GERIEO

E AR/ N Rt g W B N AN G E 1§ R (X (et
(56mg/dL Aifi) RE AR MAE 13 A%10.5mg BEC 3 5144 (R
VA=V L THIBER 20131, F 7 V)Y R ERIER
1B AKIT.0mgEE TORI8H (Wb AL =LY
L THEIDERD BN ORI ERE T 20124 (W b R
VR =y L TRIBED S S NP, [11.1.1 21

18. EIhZRIE

18.1 YER&R
AFNFERGLP-1 7 F a7 ThO, NKEGLP-1 28 1) & 3 5
GLP-1 528k &R ITHEA L. cCAMP iR % 840 & € 5 GLP-1
ZEBEBEE L CIENT 5,
KENE TN 73 L4606 L TRBICKBDMOELR FEI)T S
VADETARTEEAONTHBY, £/ 7 I/ BERICED
DPP-4 1T & 2 4} 1< 5 L CHESLHE: % 755 9 T & kD | 1B A3 Fie

T2,



18.2 FIB{/EH
b T OISR O F-AM 13 L T A EA TR E. T NTA
#11.0mg @ 3 1 [\ 12 80 (FAEME I % & O) KRR 5% D EF
REICBWTiITbN T,
18.2.1 IM¥EETER
AKHN DT KD FERE db/db= v 2 (1 H 10128 HRIXE
5 T iAot IR & bl U s 23 KR L 72 29,
AEA 2 BB RIBER B IC B W T, AR O RS I XY 7 v a—
RIBEEARTEHIT A ¥ 2D V3 DIMRAE T O 77V 71 3 V5306 8
s, 7 v a—-2EEid 7 s R ERBLTETRL
f: 25)O
SR 2 TR R R 1T AR 1.0mg % a8 1 (8] 13580 O &l
B 2 & ) B RS U 7C kR ki 5% 1R B 1
5 ZENERRINBEE 13 7 5+ A & Hle U TR L VRS PR 1
THEBICB W TOHEL TV 29,
18.2.2 7 )L A—RISEMEA > X V53
REFL T MR, 22 HL O 72 in vitroiRBR DD R O I =7 7 W 1
in vivo EIEs 5 TEREEITE W T, AHE A R V5
Wz il L7 o
SR 2 BURE R R IS ARHKI 2 #5 U 7ok R SR 77 v
T—REGEEABZ DA v R Y DE V(T IV T — 25 H
%5 1050 %) R O 2 M50 (7 0V =2 51053% 0 6
N0ABIRIGIE. 7o R E L THRmL 72 25,
18.2.3 JILA T 5
AEA2RBERFEZ ICB VT, AFRGICED, 758K
Sl U CZERER 7 v ) T VR T  BR D TV T Gy
WG KT L7229,
18.2.4 BABHEH
AEANESEBRE BV T NIy E—V(TEMNT I/ T
D) DIMFERET a 77 A WITH 5 { Cmax & OF AUCo-1h % 5
FRE L THET L 7ok R AFIE S 1 L0 A% EH O HNEHE
HAS AL L 72 18,
[16.7&MH]

19. BT [CBA T 2 IBEFMIAR
—f % e~ 7V F K Gl TR 2D
Semaglutide (Genetical Recombination)
73K+ C187H291N45059

sy f& 1 4113.58

L4k + JAN]
[ %47k JAN]

TG
HsC CHs
His—” Glu-Gly-Thr-Phe-Thr-Ser-Asp-Val-Ser-
o
HO,C
\/\/\/\/\/}/\/\/\"_Gllu
o Q NH
HNJI\/ ~ N0 TN
0. (o}
~ o

Ser—Tyr-Leu-GIu-GIy-GIn-AIa-AIa-LyIsYEIu-Phe-
lle-Ala-Trp-Leu-Val-Arg-Gly-Arg-Gly
ARG 2= 7V F R BEFHRA NS VA TR T TR
1 (GLP-D) gk TH D, EFGLP-1 D7 ~37FH D 73
JEEICHY L 2FHDOAAKR G 28 FHDLysld. T £
M 2-TI/2-AF 0 7 a s Vg O Arglc @ i S 1
118429 FHV P 1 HADGIUKR T 2D 873/
B6-VAFFAII VIR THKSNB) Y A—%E /LT
20BHDLysICfALTVE, 2= 7V FRIE 31D
TR DN S B BT FRTH S,

20. Bk W\ EDEE
TR 1T K DS L | Bkl 28 L R 2 ~ 8°O) Ic R 4 5 T
Lo

21, AR
PRI % AT & SE O b YIS EIE S 5T

22.a%
<0.25mg>
0.5mLx2 A&
<0.5mg>
0.5mLx2 A&
<1.0mg>
0.5mLx2 A&

23. TEXH

1) #:A#&k}: Combined fertility and embryo-foetal development study
in rats (NN207361) (20184E3 H 23 H#&GH, CTD2.4.4.3)

2) A& kLEmbryo-foetal development study in rabbits (NN207360)
(201843 H23 H#G¥8, CTD2.4.4.3)

3) tLAEEL Embryo-foetal development study in cynomolgus monkeys
(NN208486) (201843 H 23 H&##, CTD2.4.4.3)

4) #LNEE} : Embryo-foetal and pre- and postnatal development study
in cynomolgus monkeys(NN210061) (2018 4F 3 J§ 23 H & &,
CTD2.4.4.3)

5) #EA & 1 104-week subcutaneous carcinogenicity study in rats
(NN207363) (201843 H 23 Hz&#, CTD2.4.4.1)

6) FEAEEL 1 104-week subcutaneous carcinogenicity study in mice
(NN207362) (20184:3 H 23 H7&GE, CTD2.4.4.1)

7) lkushimal., et al. : Adv Ther. 2018 ; 35(4) : 531-44

8) HhNERL: 5 HIEEREAER (NN9535-4387) (20204FE3 A 12 HAGE,
CTD2.7.1.2)

9) tENERL: 5 IHHEE RS (NN9535-3687) (20184FE3 H 23 HARKHE,
CTD2.7.2.3)

10) Marbury T.C., et al. : Clin Pharmacokinet. 2017 ; 56 (11) : 1381-90

11) Jensen L., et al. : Diabetes Obes Metab. 2018 ; 20 (4) : 998-1005

12)Jensen L., et al. : Eur J Pharm Sci ; 2017 ; 104 : 31-41

13) 4t I & Kt : In vitro evaluation of semaglutide as an inducer of
cytochrome P450 expression in cultured human hepatocytes.
(NN215048) (201843 H 23 HA&#, CTD2.7.2.1D)

14) t. N & ¥} © In vitro evaluation of semaglutide as an inhibitor of
cytochrome P450 (CYP) enzymes in cryopreserved human
hepatocytes. (NN214196) (20184:3 H 23 H#&#%, CTD2.7.2.1)

15) #t N & ¥} © In vitro evaluation of semaglutide as an inhibitor of
human P-gp, BCRP, OATP1B1, OATP1B3, OAT1, OAT3 and
OCT2 transporters. (NN215026) (2018 & 3 H 23 H & i,
CTD2.7.2.1)

16) Kapitza C., et al. : J Clin Pharmacol. 2015 ; 55 (5) : 497-504

17) Hausner H., et al. : Clin Pharmacokinet. 2017 ; 56 (11) : 1391-401

18) Blundell J., et al. : Diabetes Obes Metab. 2017 ; 19(9) : 1242-51

19) Sorli C., et al. : Lancet Diabetes Endocrinol. 2017 ; 5(4) : 251-60

20) Ahrén B., et al. : Lancet Diabetes Endocrinol. 2017 ; 5(5) : 341-54

21)Rodbard HW., et al. : J Clin Endocrinol Metab. 2018 ; 103 (6) :
2291-301

22)Seino Y., et al. : Diabetes Obes Metab. 2018 ; 20(2) : 378-88

23)Kaku K., et al. : Diabetes Obes Metab. 2018 ; 20(5) : 1202-12

24) tNERL : Four weeks dose response study in db/db mice of the
GLP-1 analogue semaglutide with regard to its effects on blood
glucose, food intake, body weight and beta-cell function and
mass. (MmLa070620) (20184FE3 H 23 H7&#, CTD2.6.2.2)

25) Kapitza C., et al. : Diabetologia, 2017 ; 60 (8) : 1390-9

26) tEA R © 5 IAHEGREER (NN9535-3684) (20184E3 H 23 HIA&RE,
CTD2.5.3.4)

27) L& E} © Insulin secretion in the isolated perfused rat pancreas
in response to semaglutide. (JStu050701) (20184 3 H 23 H 7K
iR, C7D2.6.2.2)

28) ¥ &k} : Duration of action of pharmacodynamic effect on insulin
secretion in minipigs. (BidRO50301) (2018 4£ 3 H 23 A 7 &,
CTD2.6.2.2)

24, XEFERER VB VWAEDLESE

IR IV F AR Tr— kA /R TR
F100-0005 HUEHEET- AR AL D P 2-1-1
Tel 0120-180363 (7 V=% 4 7 V)

26. BLERGTEEF
26.1 &LEMRTETT

IR IVTARD 77— HAEH
ERBETABEBXADA2-1-1
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ERnES 23000AMX00443000
BRFERANA 2022 4E 5 A

2 BUMERRIRIAEH HRME GLP-1 SBARIEENE
Y TILF R GEEFHEERR)

St

I
A7 ST

Ozempic® Subcutaneous Injection 2mg

TERE-EAIE O ZIC LV ET 52 &

2.
2.1
2.2

2.3

B2 (ROEFIZITHRE LGN L)

ARFNO 3% LIRBUE OBEFEE O & 5 4

PEIRIGIE S B 7 3 R— U A BRI P B M SO XA Ee e, 1 s R 9%
DEZ [ AV VAN L DR RIBRBVE L R DD T, K
Fa T & TRV, ]

3.
3.1

3.2

~ =~
> =

®
-

8.2

BERERYYE, PITSEORAOHE [ A Y VHIFNC K 2 pEE
AL END DT, AAIOFG L 220, ]
HARK - MK
HH R
1 & (1.5mL)
Hoksy | B~ZvF R s 5 L) 2.01mg
U VERKTFE T N T AR 2. 13mg
Turrr sy a—u 21. Omg
s 7z /=) 8. 25mg
KEEET R U T A 1
i TR
ARFNIHERERE 2 VW CibE S b,
HWHEI DMK
PR TS
A - R (o~ TR DI T 5,
pH 7.10~7.70
2B CEBEIEIR I3 5 k) 1
MEEX TZHR
2 BURERIA
MEXIIHRICEET 58

AHNOBEHIE, & 57> COFERITRIE O HEAR T d 5 R FiRik, H)
WiEE FAT 129 A CHRD ARG E IR BET 5 2
L,

AZERUR=E

\EE, AT, BT R GRETR# %) & LCE 1A 0. bmg
HEFFRRE L U, TSI 5, 72720, 38 18] 0. 25mg 2> HBAAA L.,
4 VARG L7, 8 118 0. bmg IZHEET 5, 7ods, BEFORIEIZS
U3 2 4%, i 1[0 0. 5mg % 4 WHLLEE G- L CHEEA+
7 EIciE, H1EN1. Omg ETHETH I ENTE D,

RERUVHAEICEHEY 518

AFNTE 1 EERGTHHTHY | F—ERIckESSE5 2 &,
B SNTAE, KIEHRG £ oMM 2 A (48 ) 2Lk
ThHiUE, KAOWRRTHEBICEE L, Z0#%iTH HHCEDT
WERICHRGS 2 2 &, KIEEG-£TOHIRA 2 A (48 R A
THIUTRGET ROH SN COEDT-RAIHREGT D2 L, ek,
W 1 [ 5-OED T REH A2 H T 5 ME )1 b D 5ra 3, il 505
D b 2 AR 48 ) LLERMIRZ 225 Z &,

EELRERNEE

AENIA AV OB TITR, ABIOFLGITEL Tk, &
FHOA AV ARIPIREZMEGE L, 5O/ B E2 T2 L, 4
VAV ARIFIRBEOBZE T, A R Y vk GLP-1 A RIERI%E
WZEI 0 xR i e OSEIRIF I r R 7 R — U AR
U7 IEFI NS ST b,

P59 25810, bE, JRIEZ EMrIcsd L, BRI O R4
M, 3~4 5 ARG LTRSS REEITE, Honich
DIRFHEA~OY VR 2 %2475 Z &,

MOS000027

8.3

8.4

8.5

8.6

8.7

8.8

8.9

AFNIFRGERIAITH O . AAIF IR BRI R 5 rlEerEDS
B D72 | MO ZBCEIEM TP, BITER 8 BIRE OALE 2D
THoyBETDHZE, [16.1M]

AFN OIS T= > Tid, BEICK L, RMAFER & OZ D %L
FEZOWTHadHd5 2 &, [9.1.3, 11.1. 1 &)

BRI ER AR 2T 2 LN H D DT, EarfEd, B#HoERsS
WCHEFLTWAIRFICERET I EEICIREETLZ L (1L 115
e

BMERER OFIHIER (a2 © Fefei7e i LB 235 6
PNTHA T HHE IR L EeHICEMOBE 2% 5 X 545

MLz e, [9.1.1, 11.1.2 BR]
BB ENREEL L725G, 2RO TREEZBE L, LEIZR

U CHBMRAEIC LD RNERZZET 2%, MEICHST 22

Lo [9.1 1, 1L 1.2 &HE]

AFNB G- L, FARIRBEEOEGROA 2R L, BEATRO 6

NrHEITE, SMEEZZZT 2L 0mET 528, [16.2 2]

AROEHCERICHTZ>TE, UTORICEET S Z &,

cBHIECOWTH S REFIME N Leob, BEE OEE
WG TEL 2 LR Lo LT, EMoE ISR T
THZ L,

- BTCOHREOERRFEFEFECOVWTHREEZMIET 2 Z &,

IR EN TV BRI HE Z LRI L DRSS 5 2 L

8.10 A & DPP-4 BEANT NI G CLP-1 Z R Z I L7 M bk N 1E

9.
9.1
9.

9.1.

9.1.

9.4

9.5

9.6

1.

MERLTWD, WO LB IR AR L7 <. A
PER OV TR S TR,

BEDERZETHEFICHT IR
EHHE - BERSEOHLESE
1 BAOBREEOHDESE
[8.6, 8.7, 11.1.2 &M]
) EEEAEMES. EEOEREZEOHLESE
+or 7 ERRBR N e < BIBEEOERDELT HBELNH

Do
3 EMBEERITHEINNHLUTOERESEXITIKE

« T AR BES AU TR R RE 4

C SRFEARELINEE, AUARIRRE, ASHRI A FERL REERED

AR SUTEGSIRAE

WL ALE )

CEBEOT L a— VB

[8.4, 11.1.1 &M]
HEEREEFT HE
2 H A LIPICIRIRE 2 & 2 PR I3A R 2 583 A R
AT S 2L, [9.5 B3]
e
I, JHR L TV D AREMED & 5 RIS I AR 2 #5583, 1>
AY UERMHERTLZ L,
Bh R\ C L B A RS 9 2 ST T RIS A (BRIl R
JAETO AUC LIV T T v N TR0, 35, 7Y FTH 0.3 1%,
FTR 2.6~4.1 %) <. IRIRENE (T b IREFRORD,
JRSE T O, B T ONILAE 5 O S8 AARIEEIN D, 7 X B
BERAR G, B B T OSNIBS B OF8 AR FE N 2, oL RAAT
BRHR L, SNSRI N OV R S8 DI BEPEHI N 20 ) NERD H LT
W5, 2RO OFT RIXEEORERD ZHE) O TH -7, [9.4
2]
R
R EOFIEMER ORI BOARIEEZ BB L, IO T
RN o i AP R



Ty NTAHF~OBITRHRESN TS, & N TOIHBITIC
BT %7 — % ROt F OB OR~OFBIZHET 57— 2 1372

W,
9.7 NRE

NSRS & U BRI IS L Tue
9.8 EEhE

BEOREZBEZLANHEEICHEET S 2L,
MEFLTWDZ ENZW, [16.6.3 B[R]

— AR AT R

10. #HEEA
10.2 SRAEE (BRICEES S &)
FHI 45 EEAELR - #EE R | B - fERIA T
USRS RIMBHE O FEBIC TR | b e T 1R 28
ETT A RRIEHA THZE T A A | HREND,

AR = T LT H U BB LAV R =

AL A Y WA N LTHEGHT 2
a7 —PHEH BE. RO Y 22
FT Y TR EHA RSl | e B SEay aWikY: o)

DPP-4 P L1z, EHR e b
SGLT2 B Al WEZATV, HEITIS
A AU HH| L. b DA DR
H| EmEBHTDLZ L,
[11.1.1 BM]

11. B4R
WORWERN S b s Z LN D DT, BEE oI TV, #
WD LN GEAIIT G E R IE T 52 Y B AT H 2
L,
1.1 EXAEER
1111 Rf#E (B A~
IR, Rk, m O ZEgR, Wi, B A . B, Rk,
GEIE. O E WV, RS RREEFESORMEERS S Hbh b 2
EMH D, Fio, A VAV UBREBIFA VK= LD LTAIED
O B |2 TS 70 IR I IR 23 & B o Bk 2k & 3461 &
HEEInTns,
TR MBERELR 25580 HNT- AT, B 2 S e A 812
R CHEEARALE AT O L, 2L, o~ 3 v A —PRLEA
EOPFAIET Y RO 59252 L, £72, BEOREICN
LT, AHIHDUVITHEH LT D HERE AT 573 L
IV A#4T S5 = &, [8.4, 8.5, 9.1.3, 10.2, 17.1.1-17. 1.5
2]
SRR (M)
M 2 £ 9 R 7200 L WERR SR . B30 b6,
AFNOFeH- il U, #MER0AEEITH 2k, £, R ED
Wr SN BAalE. FRGI ThRnZ L, [8.6, 8.7, 9.1.1 &
1]
11.2 ZOtDREI1ER

11.1.2

5%LL F 1~5%A il 0. 5~ 1%Ai SHEEAR B

EYE RLZES

HEUE (5

T
e C AR )

AR O bR | BAKIUE

IR R E SR RO Fu | R R

Bl PR ARG
B 5

AR

e AT

—~
Do
~

(3)
14.1.
14.1.

14.1.
(1)

(2)

(3)

15.
15.2

52 b, ARFNT A TS RAERNEE OB A EOHERE N =— FL
TIT> T\ 5,
AR E A BB FESE & OBERHTIRN DB O D HAITE,
B LUWEREHCER Y x5 Z &,

I ROARKNZBEORFITHEH LN &,
2 HBE5E

AR TSI, BB, KR EBECIT 5,

TESRHE TR E L AR O R SAT X 0 2~3em B+ 2 &,
3 BERK

FIRN R O AN # R G- L2 2 &,
4 Zofth
AFNIMOBAI L DIRAIZE Y . OB T bBEhB’H 57
B, AHIE MDA RS L2 &y
TSI TR 24 2 & EREHIER LW b D&, %
FHHERTNCEDY (175 2 &,
AT EFICT B L WRAOEEEE VI XV IEFICEST
XRVBEINND D, o, HHIORELASCRGE DJFIK & 72
LI ERD D,
H—t VU v PONBEER R LT 0 | RPICHEHE R A3
LNDZENRHD, Fio, HATICENECT L ENH D, =
NHEO LS RGEIHERA LN &,

ZTOMDEE
JEERFRELER I D (R

T v F VRO R NIBIT D 2 ERSAFMERBRICRBW T, R
PRA RIS 32 UL FIE 2 & (BKEER AR To AUC iz
BWCTT7y NCHERTRAMOLZOHENTET, v VAT
1345 T, FURAR C HIMARE OO 36 BB OB ISR BTz
LOMENRD B,

FORIRBEAR IR O BETE 0 & 2 [BFH K OV HUR BRBEERE XX S 53 EN
DY WNESHE 2 RO FIRIED & 2 IBFN5ET 5 . AHN D2 Ve
SELTWRYY,  [8.8 2]

16. EMEiE

16.1

e

BEBHHBREICS ITAREETHRSZROEYENE

AR N R S8 MEA R A ek 5202, ARAI 0. 5mg (8 ) M TN 1. Omg (8 ) > 13
WG T 5% OEMEIRE T 0 7 7 A VR RFT LT-, AFNIZ. # 1@
0. 25mg THG-Z BAAA L 4B 5 U= #1258 1[0 0. 5mg ~H & L7=, 1. Ong
FCTHET AT, TO%EA 1 A 0.5mg & 4 &L L=%ICHE 1
[8] 1. Omg ~HY & L7z,

TEHDRRE T o S R BE— IR R HE RS S OSSR BhRE N T A — &2 & DL FITR T
D, [8.3&M]

A#| 1.0mg (N=8)
AH0.5mg (N=8)

miEht< 5 IILF KEE (nmol/L)

LS

L, TR
fER R

JE A PR T
[ N=N &7
Jiti . L NER
MR <Y

[ERESTRUAN S
35NN
%

AT REIE % o

B E

EEWEE RO
ERACIRTE

W55 I

TESFAL SIS

Fe G-t (h)
HA N HE TR BEBR A L2 5  2 ARHI O S R TE C 0 S8 i B R O HERS

%%*ﬁﬁﬂj

U R—EHN

TIT7—EH,
NN 7

.

mmrL7Fr
HRARFF—E
I

e | AUCo- 168 Coax o tie CL/F Vz/F
- (nmol-h/L) (nmol/L) (h) (h) (L/h) (L)
3583 25. 1 30 145 0. 034 7.1
0.5mg | 8
(17.8) (17.8) (12-72) (8.0) (17.8) | (12.8)
Lome | 8 7449 51.6 36 163 0. 033 7.1
e (12.2) (1. 1) (18-96) | (10.9) | (12.2) | (14.0)

L DA ORI 2 O N T 5 LB ORI E o IcBlgE L,
TS EIIEY R E AT 2L,
20 TS ORI OZTNCEEE L7ERITRD bhighoTz,

14, BRALDEE
14.1 RARSHOIE

14.1.1 #56

WD B

(1) AFNEL JIS T 3226-2 [CYEHL L 7= A BB VRS $1 2 AV Tl 9

CL/F : RNTD# 27 V7 7 v AL Va/F st DA AL
ST (R EHRE)
1) g (e M~ KA

16.2 BRUR
SHELBERERCN 10 BIZAA] 0. bng 2 HAEI R FHG- L7z & & Oty /S oA
FTRATEYT 41, 8% ThHoT Y,
2 TUBEIRIF IR 1612 61 (9 B AN 555 Bil) i & Uiz RHEM DS
AT DRER . AF & F7e 2 B 50r (IEED, KRERE R O LpEE) (c#5 L
el & JEEAOEGITT 2 RIRE B O LB ~D 5 T OEFRED



AN TE LD b OHETE A K& OV 90%FHEIX 1, 0. 96 [0.93 ;1. 00] LT 0. 92
[0.89;0.96] ThHh-o7=,

16.3
AR DORIFROT NT 2 ANKT D in vitrofEBRIZ I TH 72217,
16.4 {3t

H T T AL LT2ARHAN 0. 5mg 2 E A GEFE S PERLBRE 7 1l BRI F# 5
L7, ARNIRTF RERs D % 30 B R ORI MRS o B
fLlc kv Rtsh s LHEEShE= Y,
AFNL, CYP /rFREICK U CHa IR LRE & 72 575 (CYP1A2, CYP2B6 K T®
CYP3A4/5) & W EFLE/EM (CYP1A2, CYP2B6, CYP2CS, CYP2C9, CYP2C19,
CYP2D6 ¢ TR CYP3A4/5) %R &Aootz W (MEANTF—&, in vitroik
5 .

16.5 HEittt
H T T AL LT2ARHAN 0. 5mg 2 S [E A GEFES MERERE 7 1l BRI F# 5
L7ofER, BeR 56 F F TORMEGHEREEIZ 0T 2 IR H & O3 o fidhE
PEEER I 53, 0% &% N 18. 6% Tdh o 7=, B G HURED 5 H | RFIRZE( KD
PR REHEIERIT 3. 125 T o 72 1Y,
£72. AFNEL, & b hT v RR—%— (P-gp. BCRP, O0ATPIBI1, OATPIB3,

P JAEE S . AUC e Crex V& © tnax 7 ¢

Rt mg | BN | roomtmcne | roostimcimn: | roomE s
N TEhE-N 1500 AE s 08 0.94 0.77 0.25
(72h73)72v) W [0.88;1.01] | [0.67;0.88] | [0.13;0.25]

T ca AHD : BRAAMIALIE 0. 25mg, 1. Omg OAERFI it ~IZ, 0.25mg % 4 [A], 0.5mg % 4 [F#5- L
IR U, SRR VR FIIAH] 1. Ong % 4 [ 5 L7298 1SR i L7z, DFFISE v
WPV YT EYy TN AFY RO FERE-E B ER G ARy (1A 2@, 3.5 H), 1f=
WIAMTY A=V EOVE IV ANy (WP 1 H LEL 8 ) 1EE RS,

b. AUCo-12h :

AUCo-24n = TFVIANTY A=W OWE JWr™ Abb, AUCo-sh = N FEHE-N
c. DFFE O I i B2 65 < SEBIRE S T X — & O AR FIFEOF A RH 6 2 AHIOF gD

2

d. PRAEDZE (h) (RFIOFHREAHIFEOR )
e. N FEIEMT O TIL 95%E X

17. BRERAAE

171 APMRUVREMEICET HHER
17.1.1 B 7S5t ARAMBESRERER (B 111 HERLR

HER)

FhVRY, AUCo-168 : S=& TN R=TW77YY, AUCo-120n : ¥ 27 %/ AUCo-72n @ 7MW A4FY |

OAT1, OAT3 JO® OCT2) (Zxf L CREMH LRI L 22 HPRFEH 2 /R S 72 dvo

W BENT =, in vitroikR).

16.6 HEDEREHI OBH

16. 6.

1 BHEEEEWHREICS (T 5EMEE
SRR OTRE ORI HWHRE (7 v T F =227 VT T A (Cer) I
K D508 2B DARA 0. 5mg HLEIRZ R4 O3 EREL | BHEEN
EH e85/ (Cor 80mL/min #8) & HBURRGT L2 R4 L FIcRd ¥
VGEAT—%4) &

RHRIE R OSEB R E TR = > o — L3R4y 7 2 AP RS g
388 il & kP RICIEAE A E D AT 24TV, ZEHEMR T TAA 0.5mg, A
# 1. 0mg T 7 T wARAM 1\, 30 BB Lz (K 0. 5mg #F : 128
B (BAN 2 19 61 . AHI 1. Omg % : 130 1 (AAN : 19641)), 7T &R
BE 120 61 (AARN 23 41)), ARANL, B 1[5 0. 25mg THEL-ZBAAA L.
4 G U7-%I2 1 18] 0. 5mg ~HEi: L7z, 1.0mg £ CHIET HHET
1. & O%H 18] 0. 5mg Z 4 BB L7220 1 [E] 1. Omg ~H & L7,

AF 0. 5mg J Y 1. Omg D 30 G2 LV | HEFHE H CTd 5 HbAle
DR—=AT A I EEGH% 30 £ TOEMRICE L T AFIOWTFhO

BB TER 14 B HREE 10 . AR 10, EEEE 10 B, RIH 9 4
TE - lEDOHEEM L O 95%(EHAK AT ST 90%(FHEXIT, AEiln, MBI KR OV CRiE L 72 F i
Bricik-3<,

16.6.2 FFHEEEEWREICE T HEMHE

FFHERERL = OFLRE D B2 D WA (Child-Pugh scores 1253 < 43%H)
\ZB HARFK 0. 5mg HLRIRZ F# 5% DX B REZ | TEEREAS (EH 29

AUCo-int Cuax FIRTH 7 7 BRI D BEENRGE S 7 (p<0.0001, FRZR),
e Fe oo HEE A e EfE HbAlc (%) AH 0. 5mg AFl 1. Omg 7R
[95%(F4E X ] [90%(5 FE X ] . = e 8.09+0. 89 8.127+0. 81 7.95+0. 85
R—=2AF A
R/ IR 0.99 0. 90 (128) (130) (129)
(#&FE : Cer 50 F~80mL/min) [0.85; 1.16] [0.73; 1.11] P45 30 E COLBLE -L 5<flioi2)102 -1 7(?0% | -0 1<58f)0- 94
AR/ IEH 1.07 0.79 _ —
(15 - Cor 30 ~50ml./min) [0.91 ; 1. 27] [0.64 ; 0.99] BEECRA-T 7 2 R) -1.43 -1.53 B
R D 5 [95%fE HE X ) [-1.71; -1.15] |[-1.81; -1.25]
/IR . . o T EEEE R . b L AHE
(L : Cer 30mL/min LLF) [0.97 ; 1.32] [0.70 ; 1.06] IR GER) bW %‘Jﬂém
S 1o 08 R=Z T A PGS 30 HETOREOEE (/b R =
e ) - B HERESE) 13, AHI 0. Bmg HET-3. 70, d1kg (R—2 T A > DFH):89. 8kg) |
CRE = Mgz T 2 2652 & 9 2 R [0.94 ; 1. 28] [0.66 ; 1.01] AH 1. Omg B4, 50, d1kg (N2 T A > DT : 96, 9kg) . 75 & &

FET-1.0£0.43kg (N—2F A DI 1 89. 1kg) Th-o7=,

BRI LA S d o7z, BERR UTMBEHERE (56mg/dL #

i) SEGEPEAR I 1 IARIBE TIZOTHO R THIB0 LR D> 723,

7T RBETIE 2 B 3 ER G S e Y, (1111 3R]

TE) BRI CREBERG 2SI L D) UHIRMmEEA % 0F 5 mRFE (.
) 728 56mg/dL A OO 5 Bk,

LR LR E U TIOR3 Y GREAT —%),

17.1.2 BEREE - A PRIV URIEF 7Y D URERH B UL ITEA

AUCo-inf Chax
JHFHfE D HEE FEDHEE
[90%15 X ] [90%15 X ]
WREE/IER 0.95 0.99
(2 : Child-Pugh 2% A) [0.77 ; 1.16] [0.80 ; 1.23]
SRR/ IR 1.02 1.02
(FPA%EFE © Child-Pugh 43% B) [0.93; 1.12] [0.88 ; 1.18]
W/ IER 0.97 1.15
(EEJ% : Child-Pugh %344 C) [0.84 ; 1.12] [0.89 ; 1. 48]

PR R TEH 18 i, WREE 8 B, hAREE 10 i, FERE 7 ]
T SEOHEER K O 00%E AR, Filin, MERIR OMAE CITE L7z,

DB EEXMBZEERILESR (5 1] HERXRFER)
2 BUREDR IR B 1231 Bl Z& R G IEAE A B 0 £ 2470 A haRL I X
WEFT YU ORI H DT IS 2 AN L D OPHEEIZEML T,
THE R T CAH 0. 5mg SUIAFH 1. ong 2 1 [\, HDHWELHX T Y S
F2100mg & 1 H 1[8], 56 W#E G Lz (ORA 0. 5mg T : 409 B (A A
N 48 M) . AA 1. Omg BE - 409 5l (AARN : 436, &7V 7F U8
407 Bl (HASN = 49 f51)) . AANZ, # 1 (8] 0. 25mg TG ZPHAA L, 4
[ 5- U= 1 [a] 0. bmg ~Hi&E: L7=, 1.0mg ¥ CTH&ETHHETIL.
ZTO%IE 1 (8] 0. 5mg % 4 FE G L7212 1 (8] 1. Omg ~HI & L7z,
THEIEH TH 5 HbAle D_N—Z T A b #54% 56 HE TOZE{L
T LT, AH 0. 5mg KLOAEH 1. 0Omg D% 7Y FF ATk 5L
PERRGRES e GESTE~—T 0 0 0.3%) (FRZM),

16.6.3 SEEICH T2 EMBHE
2 BUBEIRIRERFE 1612 B (5 © AA N 555 fil) Z i & L= RHE S E)
HEMREHT DGR, 65 AT A9 2 65 L E~T75 AR & O 75 sk
DEFIRIED M E O & 90%FHIX AIE 1.01 [0.99 ; 1.03]
JOV1.04 [1.00 5 1.09] EHEE Sz, [9.8 B
16.7 EMHEEERA
AHI 1. Omg DEFIREEIZBNT, A RBALIV, ULT77 Yy, A%y
VT MR ZF U ROBEER T N T 7 = w2 L
o & X OEYBEOFRERE TR D GMEAT—4), [18.2.4 &

HbAle (%) AHl 0. 5mg AH 1. Omg A7
100mg
SR 8.01-+0. 92 8.0470. 93 8.17-0. 92
(409) (409) (407)
-1.40+1. 08 -1.64+1.04 | -0.79+1.05
Be5e 56 M TOR{R (328) (331) (285)
BEZE CRHAI-V1) )7 F0)° -0.77 -1.06 -
[95%5 HE X i) [-0.92; -0.62]| [-1.21;-0.91]
a P EEEEGR S GEFIED . b MMRM I X 2 HEE fiE
AARANTOA b o HAIE OPFfERE FRISRT,
HbALe (%) AH 0. 5mg Al omg | 7
100mg
PRI 8.16+0. 97 8.06=+0. 96 8.41=+0. 80
(46) (42) (48)
-1.847+0.81 -1.97+0.80 | -0.82+1.02
VY. o S DR B- a
e b.1% 56 il £ TOE{LE D) (34) (35)
BEZE ORA-v47 )7 F0)° -1.29 -1.52 7
(9515 HE X ] [-1.64; -0.93]| [-1.90; -1.15]

a P EREERZE GEFIED . b o MMRM (2 K 2 &

il
P— PR AUC " b © Coax F£ © tnax 75
B me | TN oot | [oontEmim - | loomamsm)
A MY 500 e 99 1.03 0.90 0. 50
eRE [0.96;1.11] | [0.83;0.98] |[-0.38; 1.25]
S-UW77)y o5 s |, 1.05 0.91 2.00
W [0.99;1.11] | [0.85;0.98] | [1.25;2.75]
R-UMT7)Y 95 |, 1.04 0.93 1.75
eRE [0.98;1.10] | [0.87;1.00] | [0.88;2.50]
AN o5 | HEHE [ 1.02 0.93 0.25
) B [0.97;1.08] | [0.84;1.03] | [0.00;0.25]
7N 24 m R " 1.02 0.62 1.75
HBRE [0.93; 1.12] | [0.47;0.82] | [1.00 ; 2.50]
TFIAbTY A 003 | 2% 1., 111 1.04 0. 50
’ BiERIF [1.06; 1.15] | [0.98;1.10] | [0.00 ;0.50]
VE IV ARb o1s| 2% 14 1.20 1.05 0. 50
) Bl PRIF [1.15;1.26] | [0.99;1.12] | [0.25;0.75]

SEMICBN T, AAFETIEW T O HETH BERZRMEHIRRD b
TRINS T, AT TFURETIE 2 R S s, K AT mpEE
HeE (56mg/dL A) FEGEPMEAGMBE X, A4 0. 5mg BET 7 1 7 £, AR
Al L omg BEC 2 6 2, & 27U FFUBET 5 65 RS S Y,



17.1.3

(11. 1.1 &M]]

GEAEE - Basal 1 VR Y L EDHA. TS5 ERMB_E5E
EeEREKER (5 111 HERLRRER)

Basal A > A U » OHMBEILE L Basal A > A L X RFALI L&D
OF FFIETIbE =2 o b 1 — V3R -43 73 2 TORE PRI IR 397 151 & ek 421
MEAEZE D A 24T ZIEB FTAA 0. 5mg, AAl 1. Omg X% 77
BAREME 1 E, 30 BN G Uz (AR 0. 5mg # < 132 6 (AAN 1 17
Bil) . A L omg BE : 131 B (AARN : 2260, 77 &ARHE: 13341 (A
AN 22 ), AFNL, 3 1[E 0. 25mg TG EZBHA L, 4 EERE L
7RI 111 0. 5mg ~HYE L7z, 1. Omg F CHIET 28ETIE, 2T O%IAE 1
[A] 0. 5mg % 4 WM L72ICH 1 [A] 1. omg ~HER L7z, 7B, A7
U —= ZHFD HoAle 73 8. 0%LL F OHAITIE, KIffED U A 7 %Kik
T B2 GBRERE D A 2 ) &% 20%)HE L 7=,

AF 0. 5mg J OV 1. Omg D 30 MBI 512 K 0 | FEEFHIIE H CTd 5 HbAlce
DR—=RAF A ipbEE% 30 BE TOEEICEL T, KOV

OHETH 77 BRI 2 EEIEABEE S 17z (p<0. 0001, FERZSM),

HbAlc (%) AH 0. bmg AKH 1. Omg 7T R
R 8.36+0. 83 8.31+0. 82 8.42+0. 88

(132) (131) (133)
P 30 HE COLILE Lﬁi;% 1f£$91 “%3”7
B2 ORFAI-7 7 )" -1.35 -1.75 -
955 HE X ) [-1.61; -1.10]| [-2.01 ; -1.50]

FERRMFEFHE ST, BRI M ERE (56mg/dL i)

PGEVEARME IS, AH] 0. 5mg FET 3 5 4 fF (RAA=1 T LT A : 2

BI3 k. 770 P RIEHIORH - 1B 1 F) . AFKI 1. Omg BET 6 B 8 1
(Wb 2R =7 LT AR GEINORE DR EEREC 2 f1 2 £
WFhb AR LT LT EIGR) WSSz, [11.1.131§)]

18, EphEEm
18.1 {EFA%F
AT N GLP-1 7 r 2/ Th Y NEMEGLP-1 AR L 35 GLP-1 %
REBPUDICHE G Ly cAMP SR 2 BN S8 5 GLP-1 SZAMRAEENHE & LT
ER3 5.
KFNET N T2 LA L TRENC L 2D ROBERVE 2 VT 5 AD
KFERTEBEZONTEY, 27 X/ BEEHIZ LY DPP-412 L 250 fif
IR U CHRBIME 2R T 2 S k0 . MERD RS 5,
18.2 FEE{ER
b R CTOESFEROFNIL, Fied 2565 RE . TXTAAl 1. Omg
O 1 (8] 12 @M ORI 2 &) BCF 55 0@ FRIEICRS W T T
bz,
18.2.1 Mm¥EMETIERA
AHNOBE G LY | BERAG db/db ~7 2 (1 A 1[8] 28 AMKEEE) T
VRIS FRTE & Fede U B MR T L7z 2,
SELA 2 BRI B W TCL RAIOEGIC R D 7L a— R PR EERAT

a TR GEGIEK)

17.1.4

. b MMRM (2 & 2 HEdEfE

BERZEMAEHT, AH 1. omg BET 2 1. I BRBET 1 RS NT=,
R UTMAEEREE  (56mg/dL i) JEGEMEARMIBE X, 454 0. 5mg AF
TG AT . AFH L. Omg #ET 14 61 25 . 7T B AREET 7 61 13
Hah?, [11.1.1 28]

BdgE  EEMBIIFEHRILERKAR 11 HERHER)

TR TUBE PRI S 0D HUMUER V5 ST B el S ONE B A TR R O A AR A 2
T R IP (A 308 Bl & et G MR A 0 A 24TV ARH 0. Smg IFAR
#l 1. 0mg 23 1[5, HDHWNETH 7V 7F 2 100mg 2 1 A 18], 30 K
G- Uiz (A 0. 5mg #% : 103 B, A5 1. Omg #F : 102 5, > %7V 7
FURE 103 61) o AFIE, B 1[A]0. 26mg THEGZBMG L, 4 EMRE
L7202 1 [0] 0. 5mg ~HEE L7=, 1. Omg £ CTHETHRETIL, TD%

18.2.2

WA AV o WDMERE R DN T v J 2 W s il S v, oifn v 7 v
O— R T TR L L TIR R L Y,

SNEA 2 BURE DRI B IS AH] 1. Omg 238 1 [A] 13 5@ () B e 2
) BB Uchb, Bk 5% 1 BRI T 3 2R b e~
TR &l UTIR < L fbERE FEA IR 1%L TH R L T
71«: 25>O

TILaA—RIEEHEA VR ) U5k

W T~ Mg Z N in vitroi®R ™ KON =7 % Z - in vivo
IR 2 7 2 7B ISR T, AFNTA R Y i E R LT,
SEN 2 BUBEIR I B AR A4 5 LIS 5, $RIRIN 20 20— 2 iy
ANEDA AU L OF LN (F 3 — 2B EEEND 10 43%5) &
O 2 fw (Fva—2#hH 10 3#%M D 120 55%) Kk, 7 7'
REHE L THmLZ 2,

W 119] 0. 5mg % 4 WG L7228 1 5] 1. Omg ~HE1E L 72,

ARRBRORER & FRITRT,

HbATc (%) AH 0. 5mg AH 1. Omg W7 %
100mg
R 8.23+1.02 8.01+0. 85 8.20+0. 89
(103) (102) (103)
5 30 % COLLE - 1. 9(39;0. 97 2. 1(48;14 00 0. 8(39;04 82
REE CRAN—vp07 )7 F0)" -1.13 -1. 44 B
[95%5 HE X i) [-1.32; -0.94]| [-1.63; -1.24]

a P EREERZE GEFIED |« b o MMRM (2 K 2 S

17.1.5

NR=R T A PG EE% 30 HE TOREOELE (/b ZF P 1%
YEZE) 13 AF 0. Bmg BET-2. 240, 29kg (“RR— 2 T A > DI :67. 8kg) |
AHI 1. Omg BET-3.940.30kg (“XR—R T A DY) 1 70.8kg) . VXV
U FFURET0.040.29kg (R—RF A D) ¢ 69.4kg) Th o7,
BRI RS SR oo, ERAR T MHERE (56mg/dL #
i) JEGEMEIR AT, A L omg BET LB L FRE Sh2®, [1L1.1
Z ]
FERER (56 :8MH) ReMiER (F 1] HERHR)
R 1 PR 3 0D BUMURE I ST B SR e OSE DA Tl o o b —
NNTRAS3 70 AAN 2 BRI B 601 (5 2 % S AR A B 0 (1 21T
W, ARH 0. 5mg SLTAA 1. Omg 23 1 Bl (HUAMREE B 2 WOk 0o IR
HHAF (ANVF= T LT AL BN A R Y V3 UMETER]L a-F v
SH—PRER LT T VU PUREHIOWNT ) & ORI . &
DUVNTBINORR DRERFIE (RIGHE & B2 B0 X 23854 ; BTk
PRENTNRESIN R, FEL OHEICHE S ) &, 56 LB 5 Lz
(A 0. 5mg #E = 239 1, AH] 1. Omg #E : 241 B, BN FBE IR IG5
BE 120 ), AFNE, 108 0. 26mg TG A BLA L, 4 WG Lz
LTI 1 (9] 0. 6mg ~HiE L7=, 1.0mg £ THETORETIE, TO%IE 1
[A] 0. 5mg % 4 WL G- L7223 1 [A] 1. Oomg ~F R L 7=,
AABEZ BT DR E FRIDRT,

HbALe (%) | ~—=251 |5k 56 % COELE
AH 0. 5mg
BRI 7.86+0. 78 (68) -1.77+0.87(64)
ZR= L LT A 8.497+0. 92 (68) -1.85+0.89(64)
HEA A Y oyl | 7.77+0. 58 (34) -1.48+0.90(31)
a-7 V3 B —PIEHR 8.23+1.10(35) -2.13+1.06(32)
FT VY D RIH 7.60-0. 62 (34) -1.27+0.89(29)
AFl 1. Omg
HORR IR 7.940. 84 (68) -1.99+0. 83(53)
ZVR= L LT H 8.2340. 96 (69) -2.17+0.97(59)
HEA A D oyl | 8.49+0.85(36) -2.33+0.90(33)
a-7 N a3y B —P I EH 7.920. 75 (34) -2.04+0.80(29)
FT7 VY D REH 8.2241.34(34) -2.08+1.28(30)

TR EE CEGI)

18.2.3 JI AT ol
SMELN 2 BRI B 12BN T, REIFGIZ LD TR LR LT
ZENGIE 7 )V Ty U PERE R OB D 7V 1 ISR AME T L 2
BASHEH
AEAEHEREICBNT, KT8 FE—L (TEITI/722) O
MAFEE 707 7 A WIS Con LN AUCeH Z4EEE & L THET L 7oA
BORKIBEIC L0 % RO NP BIE L 7,

[16.7 ]

18.2.4

19. BB ICET HBIEEHME
—f4 B INT R GRS THRZ)
Semaglutide (Genetical Recombination)
43 F2X ¢ CistHooiNisOso
4y f-H : 4113.58
it

ik« JAN]
[k : JAN]

REFRH B~ NVF R, @B e N A D T RRATF R
(GLP-1) HEFAETHY . & F GLP-1 D I~37TFEHDOT I /I
YL, 2%&HD Ala K283/ H D Lys 1L, €N 2-7 3/
2-AFNT R TERK Arg ([CEHRES L, 1,18-F 2 2T
TPES 1 EO Glu O 2 B 8-T 2 -3, 6- A XY Ay X
TR SN D U o —%A LT 20 FHD Lys IZHEA LT
b, B VF KL, SUEOT 2/ BRIEIE DS 72 HEM~TF

FToh 2%,

20. B EDEE
fi BRI AT 1S TR (WEREE (2~8C) b&Te) ITRE L. 8EMLL
PICEERT 2 2 &,

21. AEBEMH
IR U A BB A REO b, WO ERT 5 2 &,



22. %

23.

24.

26.

2

3

4

5

6

9

26

27

115 1.5mL : 1 A
FEXHE

1

HPNEE} : Combined fertility and embryo-foetal development

study in rats (NN207361) (2018 4= 3 H 23 H 7GR, CTD2.4.4.3)

PN Kl : Embryo—foetal development study in rabbits
(NN207360) (2018 4% 3 H 23 H7KF®, CTD2.4.4.3)

HPNEEL : Embryo—foetal development study in cynomolgus monkeys
(NN208486) (2018 43 H 23 H7&FE, CTD2.4.4.3)

HNEEF : Embryo-foetal and pre- and postnatal development

study in cynomolgus monkeys (NN210061) (2018 43 H 23 A&,

CTD2. 4. 4. 3)

HNEEL : 104-week subcutaneous carcinogenicity study in rats
(NN207363) (2018 4= 3 H 23 H/K#F, CTD2.4.4.1)

PN EL © 104-week subcutaneous carcinogenicity study in mice
(NN207362) (2018 4F 3 H 23 H7KRE, CTD2.4.4.1)

[N

=

7) Tkushima I., et al. : Adv Ther.2018 ; 35 (4) :531-44
8

HEPEEEL - T FHEGPERER (\N9535-3687) (2018 4 3 H 23 HIK#,
CTD2.7.2.3)

Marbury T.C., et al. : Clin Pharmacokinet. 2017 ; 56 (11) : 1381-
90

=

10) Jensen L., et al. : Diabetes Obes Metab. 2018 ; 20 (4) : 998-1005
11) Jensen L., et al. : Eur J Pharm Sci.2017 ; 104 : 31-41
12) #EN&EL © In vitro evaluation of semaglutide as an inducer of

cytochrome P450 expression in cultured human hepatocytes.
(NN215048) (2018 4= 3 H 23 H/&KFE, CTD2.7.2.1)

13) #EN&EL : In vitro evaluation of semaglutide as an inhibitor of

cytochrome P450 (CYP) enzymes in cryopreserved human
hepatocytes. (NN214196) (2018 4=3 H 23 H7/&GR, CTD2.7.2.1)

14) tEN&EL © In vitro evaluation of semaglutide as an inhibitor of

human P-gp, BCRP, OATP1B1, OATP1B3, OAT1, OAT3 and OCT2
transporters. (NN215026) (2018 4F 3 H 23 AR, CTD2.7.2.1)

15) Kapitza C., et al. : J Clin Pharmacol. 2015 ; 55 (5) :497-504

16) Hausner H., et al. : Clin Pharmacokinet. 2017 ; 56 (11) : 1391-401
17) Blundell J., et al. : Diabetes Obes Metab. 2017 ; 19 (9) : 1242-51
18) Sorli C., et al. : Lancet Diabetes Endocrinol. 2017 ;5 (4) : 251-

60

19) Ahrén B., et al. : Lancet Diabetes Endocrinol. 2017 ; 5 (5)

341-54

20) Rodbard HW., et al. : J Clin Endocrinol Metab. 2018 ; 103 (6)

2291-301

21) Seino Y., et al. : Diabetes Obes Metab. 2018 ; 20 (2) : 378-88
22) Kaku K., et al. : Diabetes Obes Metab. 2018 ; 20 (5) : 1202-12
23) fENEEL : Four weeks dose response study in db/db mice of the

GLP-1 analogue semaglutide with regard to its effects on blood
glucose, food intake, body weight and beta—cell function and
mass. (MmLa070620) (2018 4= 3 H 23 H7&FH, CTD2.6.2.2)

24) Kapitza C., et al. : Diabetologia. 2017 ; 60 (8) : 1390-9
25) FhPNEEEL - 55 1 MERIRARER (\W9535-3684) (2018 4 3 H 23 HIKGE,

CTD2. 5. 3. 4)

PN EL © Insulin secretion in the isolated perfused rat
pancreas in response to semaglutide. (JStu050701) (2018 43 J
23 A&FE, CTD2.6.2.2)

PN Bl - Duration of action of pharmacodynamic effect on
insulin secretion in minipigs. (BidR050301) (2018 4= 3 J 23 H7K
R, CTD2.6.2.2)
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*20214E1 1 HEET (552h%)
2020410 A1ERL

BAEEER TS

GLP-1ZAAEE)EE /2B PRIA 1B A

B 7B 2~8CTHE
BRI : 34

BIZE LT SRR

EE-EMEOLLBICKVERT AL

o+t ﬁ:ﬂ?’- NIE&A]
EF UMD grrmomgro

BYDUREON" Subcutaneous Injection Pen

872499
ARES  |22700AMX00617
AR pALE 2015%5H

2. E2(ROBECIFHES LBV &)

2.1 AHI ORI LBBRE DB D & 2 B

2.2 BERRHE b7 Y R — 2 A BRI S A, 1 R
FRIR O BH R 0 > A ¥ BIANC X 5 3R 2 22 B I O
TRIBDREE 72 % O TR OBRSIIHE S 2200,

2.3 ERERYE. FHE0OREAOHE [ R VBFIC X 510
BEEEAEEND O T AHORSITES 220,]

2.4 BRBEZECEEBTHEREDDH 5 BE[0.2.1.16.6.13
Y

3. HERY - MR
3.1 #8rk
HR7E4 Y5t VRTER2mgR Y
w )
R JES AN

IFtFF K 2.76mg

I¥tFF R I/uRT7 7
di-7F K- 27vay FFEEAMK(SO : 50)51.3mg.
AR 1.10mg

SREFW
ANAT—AF R TL 26mgdEftF FU DL 5.5mg.
AYYVILAR—=120 0.85mg.V YEBEZKFEF b7 L—KH
¥ 0.83mg.V YEE—KFEF MU T LA - LK 0.69mg.
pHFAHA &

NN

H)AAFLF Y bERETIHARESNLIERILFLFF FELT2mg
&,

3.2 SEEIDOMHIR
HR7e % v 2 )4 VR REA2mgRY
. :ﬂftf—‘r RYAZ70A727 E}@@*ﬁ\}}ﬁ
BN - BE~HEE~BIBEEHOR
pH FRB R : 5.8~7.2
(i@ﬁ§§§§¢5&> T - 1

4. SHEEX [F3H5R
2BIERRIR
EREUL.REEE - EBEACINATRILKZLILFELETT
F A RRERRCF 7 VY IV RER (FERBEMEER (I A
BEZZ0) [CLBBBETTHBIRPESNBVESICIRS,

5. FEENIFMNRICEDET DFE
AENEAEEE - ESBEEICMATALEIZ LY LTELNE ST
FA RREHF 7V Y REH O FA O BIREE, XUE AV
FZNWVILVTRIECTTHA RREHANVAZILT LTH EF
TV VREBRCTT7 A RREREF 7V V0 REH &
OHABEEZIT>TH D RHIEFBONZVIERICREH %
EZR/T 5 &, [8.18H]

6. HiERUHE
EHE A TFEFF R E LT 2mg%BICLEL R FES 9
%,

8. EELRERKER

8.1 KAPONA Ly FETMEICTDEZ BERITIEAA LN A
Iy YR TETIHRATREREANELZS CEICHRT A L,
[5.2M]]

8.2 RANZA VAV VEROKRBETIZ A VLA OHREICEL T
EVBEDOA VR UMREREZ R L RSO0 E2HKd 5 2
EoA VA VIRTFIREBOBET. A VR VAP ST FF
FEFNC D B2 AL BIER CERESE S b7 F—=2 R
BHRBEUEMSRESh TV,

8.3 {59 A2H/EIIL IME. FRIE 2 EHNICRE L . EHOMR%E
DD 3~4n ARES U THRSART2 7256101 @yt
DIEBEEANDYDEZ 2I1TH T &

8.4 AAIDHRE #H /- 1B T 2RI BEFER T TOHM 2 E R
T3 EEERFIMESER LEET % £ TICK3BER DD 5158
N5

8.5 AAIHF I HREIRFE T HATHREME 2 ZE L AR L% S M
BEEOZHLEER T BEAREBEBOMEIC DWW T+ER
T 52 EABNIRREBIA TH B 720 ARF P IER L A
BT 5.[16.1.1.16.1.2288]

8.6 N1 Ty ¥ETRE,SYIVEZ S BICIZ—REIC MAEED L7
THIENDEDOTHEET S &8 —ROICIFEEIZZRS2
EARLNICHRES A SN S,

8.7 AMBERPHE L AR KA OHRS 2L L HEE LW
Z & AR OMEER (B2 £ 5 N2 L L ERS) »
HobNIHARREAZBIELGEPLPICEMOZK 225 &
SFgEY 5 &,[9.1.2.11.1.38H8]

8.8 BIGBENFRI L -BE . SHEBRAOM R ZEE L AEIZS
CTHEGRESFICLIFREE*ZEIT 54 L HEICHIET %
Z&.[9.1.2.11.1.3%8 1]

8.9 1 A BIA GEINEIA > RV VA UWMEER] a-F L
¥ —PHREAIUE I RTF INRTF 5 =P AHEHR & OFEFHIC
DVTIREI DM Tbh TV,

8.10 AFIDEFHIC &7z » Tl BEF I URIDERER & T2 O3t
HEIZOWTHFHEAT 5 &.[9.1.4.11.1.13E]

811 KIfE#R T &N H 5D T . EFMEE BB EHEDEESIC
WMELTVWARBEHICBRETSEXEIRET AL, [11.1.12E]

8.12 KA S FRIEEEDIERE DG E 2 R L. BE D
SNIZGEICIEBMEZZET 5 L HEET 5 & [15.2801]

8.13 RHIDEHRA BV TOHB OIS 4 5N TV 5 DMEE
DOEMPEHRERIC A S NIBEEIIZBEOREZ HDICEEL.
BEIRD SNBEIITE R MEEZITH &,

814 AKOBECEHICH > T LU TOHICHET S &,

cBEEIIOVWT LB E2ER L0 BEHSHEEIC
BETZXAHZEE2HBELE LT EBMOEEEEDD & TEMT
5T &,

s RTOBEORERFEEHFFEIIODVWTHEERZMET S &,

I ENTOLAEIEFHAZE 2 AT RO L HEET S &,

9. BENERERT IBREICHITZER

9.1 GHIE - BEEEFDHZEE

9.1.1 FERFETEMEFDEEDBEEZEDH2BE
BIEREDERVEBILT 2B ENDH 5.+ ERRERY 20,

9.1.2 BROEIFDH 2 FE
(8.7.8.8.11.1.35#]

9.1.3 IEBRFiMOREXR SEHAEDBEN S 5 EE
EHZEZECIBTNDH5.[11.1.52]



9.1.4 EMFEEAT I HBZNDH LU TDOEER(FIARE

s N T BAKEAL X ITRIBHER 2

< REARRE R E BB AHER. AHEREOREX
T EFHIRE

< WL W RES)

BEOT IV — VIBEEE

[8.10.11.1.1%H]

9.2 BiHEESEE

9.2.1 EEERKIEEREEDH3EE

HEOBREREOH 2B (BNEENII/LTF=0T7UT
Z > A[CLcrI AP30mL/min ki D BF) I2IEHE L zn 2 &,
AROHELBRREEHIC LD BAESRO SN TLAEWL,[2.4,
16.6.1%#]

9.2.2 PEENRFBREDBHKIEESDH 3 EE

AR OEHERRBOHEBIFICBVWT.ALAIZLT LT HIE
DPFFEEIC R O BHEERE (CLcr=50~80 mL/min) #& 9
5 BETIIBHEEN IER 2 BE & Ho IR 7 B MUBEE &K OME MR
ERORERENESEL BN B T 2HEEO B HEERE
(CLcr=30~50 mL/min) #4795 BEH oML T
H%5.[16.6.131]

9.3 HRERESRE

R D O TS RERR B B E O R 2 M L - KRR d £
LTzl

E P ER AR B 12 B WV O PR R B BT R 0 JEE 2 B R
BIEXIERPRD SN BEE IR T —=V FBICALT
HEEBO25ME2 B2 5 BH IR STV,

9.5 Him

IR AT IEIR LT WV B ATREE D & 5 LIS IZ AR 2 589 1
YR VBRI EERT A2 L,
BMEBRTILIERT Y FICTF S F F22ug/kg/H (b MTA
Alo2mgz 1ERICIER TS L BaomE+HREE049.5
&%) D BRI R <7 A TF £ FF F68ug/kg/H (& MMZAH]
D2mg#k ARICIEE TS LZGao MR RERD5.46%)
D EARTHRE LGE I BB ORERD R OEBHEEHETIC
R LR ORERE (759 F) e EEAOFEL IR
EHEROREBIE (T A)PHRESN TV D F 2 HRT v b
I2A#0.3mg/kg (& McAR D2mgZ AR 1 EE F#E5 L7k
BaomEHREROL.7M) U E23HICIBR TS LBA,
FREROBEETHRD 574 3mg/kg (b MIAAO2mg% 1
ERICIEE TR E L2 5a0MERRERD10.915) £ THF
EREERO o720,

9.6 7R

BELOERERUCRIFBEOERMEZEE L. B OME
FIEZMETT 2 2 & BMER R~ Y RX) TR AITHABITT
BIEFREINTNBD,

9.7 INB

INREEWRE LIAER RS 2IEIE S U BERAER I E
LTV,

9.8 SEE

BEOREZBRE LN SEEICKRET 2 2 & —MRICETEIKEE
PERLTVS I ENZN[16.6.25H]

10. #8E{EA
10.2 HEERHAICERTSI L)

wHlG% HPRIEI - B | T - R T
RIS {6 0 0D FE 1 TERES | IR R R 1R FR A

77 F 4 FREH] BT EMEIC AN KRS | EEmEND,
ZILARZILT LT A LI LTEIEHRT 2
HRE A > ) Ve | BEVRIED Y 2 77
#l BT 5720, ALKk
a-7a vy —EHEH L LT RIOREER %S
FTI Y REEA HIarzL,
IRTFINRTSFH—P-
APREA
R YNE i
SGLT2MEA %
[11.1.1=08]

MmAERE REAPHERIN L3 | BKMEORBICEET
Al b L,
B - MEEEE=% —. Z D1t
¥ FOVERFHEA BEOREEZ+7IC8
E) 7 I VBALEZE(MAO) |B LA oHRET ST

=R % s
MBS R AR S M 2% | IEEA LR L Ca | miEkE IR
Gl FE—LRBICZBZ | HESND,

FRLFU Y LB B,

BISREAFOA R B0 M R A b

HRERLVEY & T rlickr®EI+

AEETHIE,

PRI IMAEE D > b
O —JUIZER L. MHEE
EZY - ZOMBEZED
REZ+HICBE LR
PokE595I &,

7<) v RIEH
TIIWVT7I2HIT LA
[16.7.2%18]

NA Ty ZETREICB | AFOBANEY
WTILT7 7)Y | JeHBIEERIC
tmax’JW@ZﬁFﬂ%@ﬁbt J:%)o
EDOHENH B,
LEIcHmEE D %S
INREMARE SN T
W5,

HMG-CoA& tRE R HEH
[16.7.15H]

NA Ty FEREICH
WTanzy ¥ (BN
KAFR) DAUCH40%.
CmaxM28%ET L.
tmax P ARRFFEDERE U 7z &
DEENDH 2o

11. BIYEA
ROBWERADRHS5DONEZ ENHBDTBELTFITV.BE
RO ONIIGEICEEREL2PIET 2 EEZNEBEZITS 2
k.

11.1 EXFEHEA

11.1.1 {EIM¥E BEEREA)
RN (DR B O R AT AE & . 8% IR E
BOZVIER MEREE) 2RI I &N D 5 RMBEERD
ROLNTBEEKE DB VIEHHEL TV A ROMRRHARE 2 —
FFICHIET 20 B VIIRE T 22 EEEIKRST S &,
T2 AR L7 R E O TEE S RIMEERYSH 5D
NEBIHEZRIHIBIME SN TV S JRIMEERAERD 5 h -
BAIEEZEOCARZENT 52 EEZAEBEL2ITH I &0
Plia-ZLayy—YHEAEOHARIZT FoEL2HRE5T 5
Z&.[8.10.8.11.9.1.4,10.2,17.1.1,17.1.25H]

11.1.2 AR GEERE)
BEERESMONTVAERZERHL TV BEIHAREICE
HED - EH - THSOEROHSBEICBVT. AEBRE. 8
HEAREOEN, 7 LT F= v LR EHEEENSDH > bhER %
WEETAHHDNRESNT NS,

11.1.3 SRR (0.2%)
SHEE RO (B2 08 5 B 28 L WIERS) 1I0E
BIsZ L BREZBHENZEECE AR ZERSE LRV
EIEFICENTH 25 EIEL T MERBER D 2 WITFHETICE
B EOBGHNGERALE - E > RAPRESN TV, [8.7,



8.8.9.1.22 1]
11.1.4 737 4 SFY—Riv. MEFE GHERHA)
11.1.5 ISRAZ (S AH)
EE O R R I 2 IR B E DO REFRD 5N
BalcidszHIEd 5.[9.1.35H]
*11.2 ZDfthDEIEFR

5%BLE 1~ 5% 1% SHREANBA

FEER FEEOE L |EHF ERER
L EIR

HEE | BO012.7%). |HIETE VK |85 E. 8| BLY
TR MR | RN R B | A E

W BAEGE | SRR LR E

% B HEH B
i

JiF gt FFHERERE

B M7 L7

F= M
REEH 1RERD Jhizk
8 HKE.COE | 2%ZS5

REALBE 6 | BEE | BE R
iE.CARRE | BB BE

TEGHERAL | EATERALREAS | 3E A 8B L A | R AT B AL K | AT AR
(19.7%) EESS | 8% | PE 40 | ik 4 B AL | 75 A AR

AT DFERR | AIALEE Hh I T A AR | 7 R B
fLRERR SR AL e B
Z Ot 7]

) EEERAESHORBRESR A 70 R T 27 (dI-57F K -
7)) a3 FHEARK)BFIC X 2HME LTHLSNTWVS A E
TOEKRBICB T 2HETII NI EA LOKH IZEERETH
D FBZEOPIEICES T 4~ SHEBTHE LT,

13. BERS

13.1 fEiR
NA Ty & EREOHERKRRERICB VL TIEI00pg (N T v
¥R MEDOBRARMEERRD 10M5) 5 & W7z 28R E T\
HEOBD - BHXCMEEOSEEETFREShTWVEY,

14. BRALDER

14.1 BRIRMFHOER
BEICHLUTORICERT 2L 5EEIT LI L,

14.1.1 EHANICEHBERRIOE O PEEEM P EVDPERZ
IO EBER BEPSHBRICE>TVWIDEERTE 2L
EDOHERTH &,

14.1.2 KA HEABBHK S BER T SIRET S &,

14.2 FRIZSHOER

14.2.1 EHEHIMEOb D EZHVWS Z &,

14.2.2 185§E88
MR TRHRE & U EIRAHAPICIZRE Liswn 2 &,

14.2.3 185881
JEERRBRER S EBEERICR N E T 2 Z & R—HRAZICHRDIE L
FHT 2 EITBF I ENEF L,

15. ZD/DFR

15.1 ERERERICE D EHR
7 VN7 BB R R T F REFITIRGEREZRT ZEFHIS R
THBO KFFHREIC K DHEDIRERT 5 REES D % . EmPuRiEio
BETHEUEI BT AHREENIRBEIN TV S,
BBATEA EDBRE T HUKMEDOEE IR A /DI DN TET
T %o W O i R ER T Uk BB T B i TR AR o0 BB 1A
45% TERO SN MKET > b o — ) )VidHREt:o B & EE
THoTo—H . BHRAEMOBEZEINS% TR LN KL DB
EOIMET Y PO — LTRSS 2EAHVENHEEZ TR TEZ S
DTk H 5720 £ 12 SR KB I FUAREOBHZHITBVLTH
REAEL EHAEMOBZICBVLTHRRAE WVERAPED 5
nizz.

15.2 FEERAREAER ICE D < &R
I¥tFF FEELT0.3.1.0.3.0mg/kg/[E D HE TARA %28

WCIEHRES L BARERBICB W T 2BEHD T v F THIRE
CHIRRERE (BRiE K CCHIBE O &5 OFASEESEM UL (e b
ICARFO2mg 2 BIEES LB OMEFRBEED].1~16.2
fBITHRY) . FRIRBERE O BHE O H 5 BE K O H IR BEREE i
ZRENPEEE2R O FIERED H 5 BE IS 5 AFH DR L
HIIFEN LT W\, [8.125]]

16. EYEhEE

16.1 MoEEs

16.1.1 BEIES
QRIBERRRIBE I N Ty & R RiESug# 1 H3EED 14075
% AH|2.5mgE2) & AR TG L & & KA S H 5 S RILL
P2 L B (RDHI S — 2 ) DRHATER® B L7z, 2 D4, Il
Tt F PR OB S N5 1 28R I 5RO
W TET L7260 (SHEA TORM) o« 215 OWEHER R U%
MIEIRE/ S5 X — % % DU RISRT . [8.55 )
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0 6 12 18 24
BEsR (BsERE)

AHN2.5mg B A4 542 24K & TOMEEH T F L+ F NRE

120 4

3 FRIRS

£ 100 {

2 \ 4

80 4

o

b

W 60

b

g

g 20 {
0 - - - - - - - - - - - - - ,
2 41 0 1 2 38 4 5 6 7 8 9 10 11 12

B )
ARHI2.5mg B A 5 8 O B T (123 8) £ comiEh F
tFrF FRE
(& TR (10pg/mL) KD MAEHEEIX5pg/mLE LTEEL
7z0)

AH2.5mg A SR DI FRE) ST X — 5

IFtFF FQW 2.5mg
(n=11)

B 540~ 48K
Cmax(pg/mL) 29.2(5.92)
tmax(h) 2 2.1(0.0-8.0)
B 5% A8 ~ GBS T
Cmax(pg/mL) 67.2(9.22)
tmax(day) @ 48.1(35.0-61.0)
#5820 ] ~ B T
AUC (pg * h/mL) 40378(4903)
Cav(pg/mL) 20.0(2.43)

Cav © TS

ST A ()

a) Bl P fE (HiF)

16.1.2 RiEkS
2EIRERIR B L4 (BHRIM O #ERE % b < ) )12 A#I0.812)
KU2.0mgZzA1E0EMRER M5 Lz & 20MmEh T+t
FF FRERYERS,» 68EE THRAICHEM L. %58 EE TE
HOIRRBICHE L /- 5 kg it P T+ ) F FEBEIZNL0
AR TER TR (10pg/mL) fHEE TET LD,

‘ 0.8mg ‘ 2.0mg
Day 1
na 8 6
Cmax (pg/mL) 64.3(90.4) 137(85.6)
tmax(h) 2.00(0.980~8.00) 2.00(0.500~8.00)
Week 9 to 10
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0.8mg 2.0mg
nd 8 5
Cmax,ss(pg/mL) 141(20.6) 582(61.1)
Cav,ss(pg/mL) 81.2(26.2) 345(31.7)
tmax,ss(h)) 2.08(1.88~72.0) 95.9(1.92~216)
AUCeek oto10(pg * h/mL) 13900(25.6) 60800(29.0)

Cav,ss | EFRREICH S 5 Pt
AUCweck 9 to 10 : #59~10BDAUC
SETSEIE (BB R 50%)
a) EHRGOWERE %2k <
b) g ()
BETITAE HEBERER 1T 35 W\ ¢ 2B PR BB & (S U4l D 5 % B
)EIAHI2.0mg %8 1 [F26 MK ER S L7 & %£.8.12,20,
2K QMR T F - F FRED T 7l BRI FHE (X
12%1%)11&. 2 hZ2hn203(63).254(52).248(74).236(79) pg/
mLT® - 7z (%73.78.86.884)8), [8.55 8]
FEDNA Ty FENEORBSNFHE - AR ¥t FF FEL T 5ug
XiE10pg% 1 H2EE M5 TH D0
HE2)ARFNOAER S NS - ARG . T¥EFF FE LT 2mg%BEIC 1 [ERE
THETH 5,
E3) ¥t F FHREOFEMO25L LOWHRE OBRIETIZ. 2FEFF K
Pk MEREEREICHET 5 I EARBESNZZ NS HEE Rk
R 5 BR Wz,
16.2 ORI
S ESBIAHEER O I SHARNC AR 2.0mg 23D D Rz 5% 5
BRAL (SR © 4160, EREER © 3561, RBRER @ 404) 18 1181 238 4
REBE L7 & & BB SEII0 T 5 Lkt 58 & O R BRES
BEFOMBERIF L+ F NIREOR/DN ZREMPFHEED
(90%EREX ) 1Z. =N 211.01(0.79.1.29) % 1'0.93(0.73.
1.18) TH - 729,

16.4 X3
GLP-173f#1cB5 9 2NHRERTF RIBBERTH L IRTFV
WARTFH—Y-4%FH\izin vitro BRICBWT. ZF 2 FF K
W COBRICEZFBIIN LT THL P RENTZ. T
FLF+F NIBETHBSIND LEZ 5N, & N BIEESE % H
W2ERICB W T T I BRELS21-2247f8, 22-23 2 TEI T =
N7zd2D7 7 A Y MFt+F F(1-21). 2F &+ F F(22-
39) . TFtFF F(1-22) RO F &+ F F(23-39)) e &S h
7-:10),11)Q
16.5 HEitt
JEERFEBR Y 5. T X FF FIFEE LTBETOaEns &
WCKDHEERT B ENRENTZ. T Y MIBIRAFHRERS LR
BICBOWTURPICREMRIZIZEAEFEEL AP 5722825,
IFEFF FRIBETRREEEZZ T RICTBEINDE DL
EZz6n5,

16.6 HEDERZHIDEE

16.6.1 BHaeREEEE
HVEISETIAH FBR M OV EE TTIAH 3B 2 568k oD RE B2 [ S B RE AR AT (625
P EoFMESBR S Nz BEZ R <) ICE D AFI2.0mg % K18
BELEZOEFREBOMPBH T - F FIREOHREIX.
IEEHERE S B L CREROHEE OB AEREEE T22.8%
KO74.3%m< %25 LH#EE S N7212),

N IvIRTFEDT—5
R (CLcr>80mL/min) 85, 82 B pEfE E & (CLcr=
50 ~80mL/min) 8f, 1% B B i RERE 5 F8 & (CLcr=30~50mL
/min) 6 K I EN % %2 T2 REBEAR2EEH (CLer=
30mL/min) 8B/NA T v & B R ESXIE10ug % BEE T # 5
LEZHBICBLW T NA Iy YEREO2IGENRENLAS,
2.12.3.16 X U'5.95K M TH 0 . BREEE T IV 23 ER L
7o 130 & o AEER & 2BUME PRGBS (CLer>50mL/min) % X4
ELBEREROT -5 2HELTRPITIDOI YT IV A %R
W L& A IEEBHEEL AT HHBE IO UEE, hEEEHK
HEERERVUKHEAREBETR,PIOIY T IV RAZENE
NH13%.36% % U'84%IE T L 7213,[2.4,9.2.1,9.2.25 8]

16.6.2 Sin&

SR 2B RIR B (15451, 75~ 855% CLcr=30~80mL/min) iZ
NA L& R TNESIFZ]OpugZ BERE TS L7z & EDCnaxXk
AUCo-old ERA2BISERFEH (1561.45~65/% . CLcr2

50mL/min) IZHERZFNZN12% KX U41%EmM L7219, (HAEAT
DEAE) [9.85H]

16.7 E¥EEER

16.7.1 ORI F (HMG-CoAETEERFEEH)
NA Ty FETREIOugHEEGBICONZAY F U 2HE5 L& &0
INAY F Y Dimax | TARFREHELE U Cmax & FAUC0-001Z28% K O
40%E T U7zo 72 35 SHEISSTIAH R ER 33 ER (30E D 7T L AR uf i
HER) OPFEENT TIE HMG-CoAR B IHE AR A R O #2555
BEORE a7 7 A VIEARKIPAIC IO EEEZ T 2h o729,
Ny ¥ETEOT—5 HNEATORE) [10.220]

16.7.290)ILT77UY
NA Ty ZEREIOUgRESRICTILT 7V 2FEELZEE. T
V7 71 y@tmaxtii&@bfc f)i‘\ Cmax &UAUCL;E’“: [/7:(‘73“3
12N Ty FETREDOT =7 SEATORRE) [10.2508]

16.7.3 ROIEHTE
NA Ty YETERSIRHERICEOBEE2BES L2BA.
ConaxM PtmaxiCHIFEAEXEBII LD, (NM v YETR
FDTF—% SEANTORE)

16.7.4 ZDthDEH]

M r7Z7ebvr7=/27zx>
2BUNE PR R I ARKI2.0mg 2B LB 1 4B I NA Ty ¥R
F10ug# 1 H2[E 1 4EH B 545 A RIBICIZEER I ERICN
ALy ¥R TIEBICIEERIITE N7 I 72 21000mg% HH
BeEG LI ABBETIEAR—ATA VE/RTE NI ) T2 D
AUCoshldIFEAERE L e o E e 7R NP ) 720D
Crmax®PH T DA R tmax DD T D BEAERD SNz N Ty
YETRERTIEIR—ASA VEHRTE 7 I ) 7 22 DChax
K UOAUCosh DK R tmaxDIBENFESD 57210, (HAEANTDRL
&)

NR=AFA VI R=RAF A VI tmax (h)
5B n [%925AUCosh| #F2Cmaxtt |x— 25 1 14388
H190%CI] [90%ClI] > [4EF] (4 ]
0.96 0.84 098 14
i
. | 251 1084 1101 | [0.72, 0.99] | [0.25, 3.01| [0.25, 3.0]
] 096 095 0.90 13
B 1260 1084 1001 | 1081, 1111 |10.25, 3.41| [0.25, 5.2]
o ] 0.80 0.79 0.87 2.0
AT F] BB 24 1070 002] | [0.66, 093] |[0.25, 1.8]| [0.25, 5.2]

AUCo-50Ho Craxkt © /NS5 A tmax © BT PHIME

a) N—2 T4 VI3 ERIA3 HATICEHE L 7.

2) V¥ /Ul
NA Ty YERERSGBICVY ) SIS LLEE UV
701} }b@tmaxliﬁﬂ L7275 Cmax&(ﬁAUCLiEﬂ: Lizhoiz17,
NA Ty R TEDOT—% HNEANTORE)

(3) YydIFxvv
NATY YR RERERICVIF I U E2RELEEE . VOFY
> DCnax|FE T Utmaxl3BE U725, AUCIZZE{L L2 » 5 7218),
NA Ty ZRTEOTF—% HSNEANTORE)

17. BRFRENEE

17.1 BEERURESMICET DHER

17.1.1 EASEIIELEEERER
BOIMBERE NREA(C 77 A RREH]) UI2BN(E 7 F A F
REHRTF 7V REA) ERA LA ET Y bo—
LB & N7 W 2RI FRIR R 427 (RFIR SR © 21561, 1 >
AV Y TFIVF VR 2120012 AHKI2.0mgZ B [E x> A
YT INVFEIBEETFIOGBIS Uiz,
FEFEIEE L B SRR (R—2 T 1 V) 65260 E T
DOHbAIDE L E & Uiz, ZDFER HbA 1 B{L & (/N Fy
B AR ) T AR S BE-1.11%20.06% 1 > A > 7T )L
FUB-0.68%+0.06%TH > 7--HbA | ELB DB
-0.43%+0.08% (95% EFEX [ : -0.59%.-0.26%) TH D  FE[H
ZDISHEEXB D ERP0.4%RHETH 2 Z &6 AKEDA >~
2 U TINFNNT BIEBHEIRS NI,
FEOELE(N—Z 54 »» 526i81%. B/N_F P + fZik
BE) IABESHT-1.6720.17kgE B Lz DITR L A > 2
YT S5IVF U BET0.3410.17kgEEM L 72,
AEIF 5 RE2150] . 54 2658 TR MBEREIX 2161 (9.8%) I
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DOSNE=ZFOFHIF2HEEL L EOEEIRD SN %
Motz B ARRBTIZ AN ALY L 72 AR BEETIC B 1k
LTWw319,
BE5%26BMOBIERRISEE X AFHR S5 T58.6%(126/
2150 ROA VA » ZSVNF U EET15.6%(33/21261) TH -
7z o B BIVERI S ST EBALIERS (A1 58£27.0%[58/21541]1 . 1
VAV YT IIUFUEELA%[3/21260]) K OED (KEHR 5B
11.2%[24/215601 A > AV > 7S5 L F U BE1.9%[4/21261]) T
HoT.[11.1.15H]

17.1.2 7 I 7 #is COENBHEEER
AREIARDEVEBE. A > FROEE CER L 72 EREERG
B CVROMERE FEEF (AL A=Z LY L7 EY 74 RS
AL F TV D REH) L I NS ORI MBERE N2 288
B CHRA USSR+ 53 72 28R FRIG FRE % RIS ARHI2.0mg %
BIEXIENA Ty ¥ TREIOug 2 1 H2[E KR T %5 Ui BIE%
S N7%. 1 RIS EIREREE 2 %5 S N - 8 E 12678 (KA
58 34061 N1 T R RERE : 338B1) THD . FDSHB
HARANDEIE1322.9% [ 15561 (RF# 58 - 78H. N1 Ty ¥ &
RERE 7760 ] ThH o 7. EEFHMIEE (& RS HGER (R—2 5
A4 ) 51526 K E TOHDAIDEILEE L. ZDiEHE,
HbA 1 Z L& (B/N e ME 1R & AR 5.85-1.43%
+0.07% N1 Ty ¥R RER-1.12%+0.07% T - 7=.HbAIc
ZLBOBERIZEI1X-0.31%+£0.09% (95% S8 X 4 : -0.49%.
-0.14%) TH D EERIZ DISREFEX D _LIRA0.4% K TH %
ZEDSKEREGRDONA Ty ¥R TRERICNT 5L AR
SNz,
7B HAAGERZ 2132605 5520 £ TR 259 2Rk
SR %2 3% 5E U, 13661 (KA 5B : 746151 T v ¥ LRk
B 6201) RBIT L7z,

10.0 4

—e— XAl
95 - --o-- A TyIRTE
9.0
o
a
8 85 4
z
3 80 1
5
T 75
Q
T
70
6.5
6.0 1o : - - - -
0 4 8 12 20 26 (A)
(BFEAZZOT7I7 ACBIFBHbA1cOEB) (TIHEHFERE)
100 1
—— %Al
9.5 --o-- \{ TyH K TiE(0~2618) . 471 (26~5238)
9.0 -
fo]
o
B 85 |
z
3 8.0 A
o
T 754
Qo
T
7.0
6.5

6.0 T T T T
0 4 8 12 20
(BFACBIFBDHbA1COEER) (FHIBEHRERE)

e RS AR D (LR (N— T 4 ¥ 5 26384, /N~ R T4
i £ AEHEREZE) 13 ARFI 5 8E-40.57 £2.36mg/dL N1 Ty ¥ &
TIERE-23.90+2.45mg/dL T 0 B SBEICHEH 2 E B S
e 5172 (p<0.001) ABEDE(LR (R— 251 > 75 26i0#%.
BN TR + RS ) AR 5 BE-1.63 £ 0.16kg N1
Ty &R FERE-2.45+0.16kgTdH 0 AA R 58 & AN A
T & B FERECHEREIICERICA S A 7 (p<0.001).
ARG BEBA0MI 1 54 26 AR TEMBEG AL AL L
THIZ G L7259/26441(22.3%) ALK =)L L 7= HH L
7205 124/ 7601 (5.3%) 1SS 5 NVEZZEOFH I 2 BEE L
T AR MRREIX R & 1L 1 70 5 7220.21),

1254 2638 O BIfE B 13 AA R 5 BETA2.6% (145/
34061) R ONA Ty ¥ RERET45.6%(154/33861) TH - 7z,

26 30 38 46 52 (@)

_5_

T EIERIZED (KRR 589.1%[31/3406] N4 Ty ¥ E TR
HERE23.7%[80/338%])  MaMH: (AFIH 5-8E7.1% [24/340%1] N
A Iy ¥R TRER9.8%(33/338%1]) . Nl (BAIE586.2%(21/
34061151 T v & B RERES.3%[18/33841) K O ST SR 15
3 ORANR58£10.0%[34/340611 N1 T v ¥ FF RiER0.6%[2/
338fl1) TH -7z

HA ABERE 1B 2% 544528 O BIVEF FISEE 1 A F
E#760.3%(47/786) T - 7z o F 7 BIME R 13 5 2RI A5
34.6% (27/78%1) I 15.4% (12/7861) K U'IEH:14.1%(11/78
B TH 7. [11.1.188]

18. EMEIE

18.1 {EFE
REOBEMESTH BT FEFF FIMLEAERS NIRRT F R
T+ M7 % (Heloderma Suspectum) RO I Xt > T 1 -4
(Exendin-4) &£ [E C39EHD 7 3 / L5 %2 E L 2 ONAMHES
A FGLP-1& 845 2 &2 5 WEENRTF R3RBERTH S
IRTFINRSFF—F-4 & B 9RIEHME2 R USRS
T 2. A7.2oxx v+ F NE2ERFEEDOAI-F7F K -
7)) 3 FHEEEK(50 : 50) (PLGA) D7 A 7 TR T W I @i
THZ LWL ERICIEOE ST Z¥FF FE1H2
R T 59 28A (N Ty & ENE) ERABRMREZRT LS
BEL S NIHFRERFTH S,

18.2 GLP-1Z&x7 I=Z MEA
I¥EFF Rk, in vitro RERICB W THEMEGLP-1 & F#EIC
GLP-1ZAFICHE L HIENCAMPA NS 5GLP-17 2=
A MEEER L2,

18.3 Mm#E_ EFINHIER

18.3.1 MAEFETER
HANBIBERIREE 20 R e Lz 10ARORERICB VLT 0.8%)
B U2.0mgDAHZ B ERER NG LTz 3 SRk (N— 2
54 2) 6510 £ TOHbAIZE(LE CPE £ 1ZH(F2)
& 75 £ R T-0.4£0.3% AF0.8mgH B T-1.0£0.7%. AFH
2.0mgBET-1.5£0.7% TdH - 7z, EER M EELE (FHfE +
fEHE ) 1k, 7T & AR T-20.5+20.4mg/dL. A#I0.8mgH)
©-25.2%10.9mg/dL. AHI2.0mgB ¢-50.8 +27.8mg/dLT
Hole. T RBEAFMABOBR RR2FBH O MEEOL(LE
(PHfE = EHERZE) & 77 v R T-8.8+£26.9mg/dL. A&H|
0.8mg®) B ©-50.0+41.1mg/dL. KHI2.0mgh ©-59.7 +
26.8mg/dLTH > 79,
WRIRET L THBHZDFF v b (Zucker diabetic fatty (ZDF)
/Gmi™- (fa/fa)) Z WV 7- BB T GBI BV T AAFNZL
H1 A% O ZENE R MBS E T O'HbA 1 2 VA S BRI b LA R T
U KO DS Rt T 5 Z LTRSS 72,

F)AFORREN-HE - ARR . T+t FF FEL T 2mg%iE

WKIEE T 5 TH 5,

18.3.2 7' 31— R K=& HERE T1ER
BERRERETIL~Y Y A (db/db& Uob/ob) 2 H\W/zin vivo &
BlicBWT. T+t F NIIMBER SERAZRLJDFZ LT -2
BEOHRSHIEEBERHZROEBICHBENZRD 529,

18.3.3 2\ —RISEMA VAU V3 ER
v MEBMAEEZ R WIn vitro 4 A VA WEERER IC B WL
T IFLFF RBESLI—-RALRULTIRERERS T &L
T—ALRLTROOGNEA VA VW EERLZ2D. %72,
BEREET LTy hEHAWEIN vivo RIBH#RSHEBICBWT.T
FtFF RIEHEZRSIC UNEBRICH UKL MERICH
BB ERERDP 1A VA VERSHEERICINE L
BHIBRERE A VA VEREEOHE (A > R VEZETHIE
L7-BEQHIiE) 2 ARICHEMULZ20 . BICERRET LI v b
ZHWin vivo REBRSHBICBWT. 55 F FIZBEE
FREHICH U MEEARCRTF R 2 AR L7223, FE#EIC.ZDF
T v MEROWEARIOBRRBIESHBRICBWT EEINABTHA
VR VEZHORBRTMBFEFRCRTF ROEMASHERS N
7227),

18.3.4 2L ATV 5 iEIVER
v hEHWEIn vivo BIlEES 5 > TREBICBWT. T 52
F RIRAENERICH U 2V h T3 BRI L7298,



18.3.5 BASYIHHHIEEER
v MEAWEIn vivo BRNEWHHABKRICEW . 23+ F
FIZFBICRTE L7 BNEYHEGEIE(ER 2R L7229,

18.4 {AEHAMER
Fv MERAWEIn vivo REEBRESHBRICBVLWT. I3+ F Fid
BEHEZME L IAERSHICH UEBRLAERD 2R L1220,
ZDFZ v b ZFHWARFOBEESHEICE W TS ARIKEN
ICBEHEIZET U &5 108% TORERD PR S22,

18.5 4 VAU ViEF4iEER
Ty MIZFtF+F NEREREG UBICELIzin vivo IEH
MEEA > A) 7S TREBICBLWT.ZF: 2 FF FiZs L
I—ZAFEAEE /MR A VA VBB 2 AENBRICH LA
R LRSI A R VBT ESEER 2R L7220 Bk
FIZ.ZDF5 v b ZHW= KB OBEKRSHBICBWT &ELS
H#%THHERSI N2,

19. BMRSCERT 2IE{EFHAR

e
I ¥t FF F(Exenatide) (JAN)

L2
L-histidylglycyl-L-glutamylglycyl-L-threonyl-L-
phenylalanyl-L-threonyl-L-seryl-L-aspartyl-L-leucyl-L-
seryl-L-lysyl-L-glutaminyl-L-methionyl-L-glutamyl-L-
glutamyl-L-glutamyl-L-alanyl-L-valyl-L-arginyl-L-leucyl-L-
phenylalanyl-L-isoleucyl-L-glutamyl-L-tryptophanyl-L-
leucyl-L-lysyl-L-asparaginylglycylglycyl-L-prolyl-L-seryl-L-
serylglycyl-L-alanyl-L-prolyl-L-prolyl-L-prolyl-L-serinamide

AFR
C184H282N50060S

AFE
4186.57

27N
FRIZHEOHERTH B KRPIRAFIVANEF Y RITIET R
T AY ) =BT TR =PI VKOS =)L
(99.5)ICIFEAETBIT R,

{EZEER
H- HIS Gly-Glu-Gly- Thr Phe-Thr-Ser-Asp- Leu Ser-Lys-GIn-Met-Glu-Glu-Glu-Ala-
Val- Ar;: Leu-Phe-Ile- Glu 'I;rp Leu-Lys-Asn- le Gjlg Pro-Ser-Ser- é; A;; Pro-Pro-

Pro- Ser NH:
39

20. BFUEWLW EDFEE

20.1 BiEE8 T 2~8COBRB TENEFET S &,

20202 BTEETHRET I2EAI1Z.30CLUTTHEX L THRE
U AEBLIPICERT 2 2 E8EFTOPELE2BEZNTHZD
T 30CEBAZAETRIELEWVI &,

22. &
(1% b (5 (23G) fF& R x1)]

23. FEHL

1) AR (MR- P E R B ER)

2)HNERH(FUTHRANOBIT B FEER)

3)Soon D, et al. J Clin Pharmacol. 2006;46(10):1179-
1187

4)Kothare PA, et al. Int J Clin Pharmacol Ther. 2007;
45(2):114-120

5)Calara F, et al. Clin Ther. 2005;27(2):210-215

6)Fineman M, et al. Clin Pharmacokinet. 2011;50(1):65-
74

P1410_02

7)Iwamoto K, et al. Endocr J. 2009;56(8):951-962
S)IHNER L6 RERS T — ¥ (BIIHH R : GWBX
HER))

O) PGB (e GERALIC & 2 B RE)

10)#NERHR# (ZF  in vitro))

1)Copley K, et al. Curr Drug Metab. 2006;7(4):367-374

12)HNER (B E BRI B 5 Y EHE)

13)Linnebjerg H, et al. Br J Clin Pharmacol. 2007;64(3):

317-327

14)Linnebjerg H, et al. Int J Clin Pharmacol Ther. 2011;
49(2):99-108

15)Kothare PA, et al. BMC Clin Pharmacol. 2012;12:8.
doi: 10.1186/1472-6904-12-8

16)#tNER CEMMHEENEH (B NAMHHEEER : AEATO
%))

17N ER (EY B e 22 M B ER
A))

18)Kothare PA, et al. J Clin Pharmacol. 2005;45(9):1032-
1037

19)Inagaki N, et al. Clin Ther. 2012;34(9):1892-1908

20)Ji L, et al. J Diabetes Investig. 2013;4(1):53-61

21)Onishi Y, et al. J] Diabetes Investig. 2013;4(2):182-189

22)Goke R, et al. J Biol Chem. 1993;268(26):19650-
19655

23)HNER : FEEHEHAE (T v )

24)Young AA, et al. Diabetes. 1999;48(5):1026-1034

25)Parkes DG, et al. Metabolism. 2001;50(5):583-589

26)Gedulin BR, et al. Endocrinology. 2005;146(4):2069-
2076

27)Gedulin BR, et al. Diabetologia. 2005;48:1380-1385

28) BRI H IV iiEIER (F v b))

20) HNER - BNEMHEHEEER(Z v M)

24. WEEAERERUEVWEDE %
TANTERAKRREML ATA ANV TrA—Tarky
y.__
T530-0011 RERMILXKERITIE ]S
TEL 0120-189-115
https://www.astrazeneca.co.jp

26. WERFERES
26.1 BUERRFEE M)
PANS IR SR

RIRFHIEREAREISE S

U FUINHEE (SEE

®: PANSERAII—TDEBFEE T,
© AstraZeneca 2013

AstraZeneca

BD
K-1



* 201945 JJ&GT GB 1RO

By koSBT, 2 ~ 8 CITRIF
BIHEARE ;- 54E% 30

| BxEEERIEES | 872499 |
RES 22200AMX00236000
AR5ERgA 201046 H

£ hGLP-1 7 FO7E5R
V27V F R (EEFRRX)

S B =Y ETFiE18mg

Victoza® Subcutaneous Injection 18mg

aan=al ST EAOY IV E N OR( s e ppepua

2. B2(RDBECERELEVWCY)
2.1 KFI D Rl s3 1T 5 U BAhE O B D b 5 Bk
2.2 BEPRISTE b7 & R = R BEIRGVE BRI | 1 BUREPR I B
MY 2) VBIFNC X B0 D IS ial S UEE L ED T
AHNE G T RETEV,]
2.3 EREEIYE . Tl O RA DB 4V 2 ) vElKIZ L 5
MRS EENED T AR OERS FE S50 ,]

3. #R - IR
3.1 #Rk
18 GmLb)
IS |05 7 L F F GliE Tk 2) 18.0mg
DUBOKE M) D LK 4.26mg
PEYAIZ 16.5mg
Bl | FeEry s ya—y 42.0mg
Hif Tt
IKEEILF B L T
AFNZ R A O CREIN D,
3.2 8| 0 IR
FEEHE
FITE « PEIR KA OB O TH D, 0% R
BT,
pH 7.90 ~ 8.40
B
CEFR i 12 3 9 5 1) 09~ 11

4. $HhEEX [T 3R
2 BUEIRIR
5. REX (IR ICEAET % X2
ARENDHE T D S U D REIRFIEE DA T b 5 BHEL.
G 2 T ICiT-729 A TR D A+ BIEA IR0 H
*6. BiERUHZ2
HEELBRAITIE )T 7OV TR GEiE R 2) &L T, 0.9mg
ZHFEHEE LI BT EEA YT NER T 5, 72720,
1H1[E0.3mg 2 5 EkE L, 1EBILILE ORIBE T 0.3mg 3 >
HET L, 0B, BEOIREICIE L CHEERE L. 1H0.9mg
THEATD TG ITE 1 EBLL E DR < 03mgd o
ES1.8mgE THE TS,
7. BERUHAZ(CEETZEE
7ARFNE T H N EEI SIS 9 505, #5513 A e 73R
DA CEZNC T2 T &,

*72 BIGEEORE LN T S0, (KR KOS Z B
L. HEO#HZT5&,
BFREAEHEVNEONTBOVWELE TERBEEZEEL, S5
IEIR D e T 28 REZZET H2E,1~20
] D I X AF RSE THREIR DS THAE 97 401 | AT 3 R3E
AIOHBEDOEEZHTZ5,

8. EENREAXHIE

81 AKNEZA VANV Y DREI TV, AFIDOEE5ITEL T
E. BB DAV R RIFIRIEZ TR L | $85- O nf 45 2 $r
FTEIEAVAVARIFIREEDEZE T AV RV DB A
BN D& Z | SIS S IE e O BERAR A b T Y R— R
IMFEBLUITER D RESIN TWV5E,

8-9692-09-002-4

82 M5 AIHE TR, I, JR¥E Z EMIR IS A L, 2K D
MR Z WP D3~ 4 AR L THRDS L5 8354
ITIE P DT DIREEN DU DB A ETIT &,
B3 AHKI DRI H Fo->TIF L B i U IRIMIEIEIR K O £ D
LA I DWW T3 58, [9.1.4.11.1.150]
B4 KIMBEEIR 2 C T T ENH LD T, @arfE¥. BHHEOD
HEFICHEHEL TVEEFICRE T HESICRIEET S
&, 11158
8.5 A IS D WIARER (I 2 £ 5 R 783 U WO RS 73
HoON I GE G HHZ L P oI RO 2
2 FLEO1EETHTE, [9.1.2,11.1.25H]
8.6 HGkEE 2B L 7oty . BRSO AlRel & BB L &4
PTIE L CHlGMAESICL 2 FN A EE I 5%, HE
IR 5 &, [9.1.2, 11.1.2 58]
8.7 AFI G (3 | HHRIRBDE DI D H ik Z iEd L, 52 03
ROONTGEITE, HMEZZZ2 T 5L ETHI L,
[15.2&M]
8.8 AKID ACHAITH I>TIF LT OLICHET 5T &,
BB OVWT IR BHEIMEZ LR LcOb | ¥ E
SHFEICHEG TEHIEZ MR L o I T Rl D &g
HOFNTHEETHIE,

2 TOHREDLREWFELFIEIT OV THREZHIE S 5
&,

CRMNEN TOAMUEHAEZ LT RO LOEE TS
to

8.9 A & DPP-4 BHEHI 1 W\ 97 N & GLP-1 52754k & /i L 72 [fhE
B FEHZH L TWD o Wikl Z 0 L 72 B8 O ERRE R
B BER G ek F RSN TV,

9. RHEDERZHISEEICEHITZ IR
9.1 GHHE - BIEEZ D & 3 BE
9.1.1 [EEFM O EEX IFHAEDEE D H % BE
BEZEARE T BTN A DS, [11.1.351]
912 BRDBIFED H 3 EBHE
[8.5.8.6.11.1.2&H]
9.1.3 ERRBAEME. KEUHBEEZDOBHEZEDH 3
B
Fo3 T3 (I RRER S 73 <L B FEE O IR 23 AL T B
Brhrdbs,
9.14 EMEEZRLCTHZNHHZUT D BEX (FIREE
o i N EEABSREA S X T BIEHEA 2
o SREAREIREE . HLARRTE . FRA 7S A B, AdHE
e O RE X 13 =55ikfE
o 1 U il ALET)
< SEEED TV a—)VIBIE
[8.3. 11.1.1 ]

*9.5 {FiF

IR X IR LT\ B A HEME D & 2 2ok 1T 13 AR & 55
BFEAVR) VAR TEIE,
FyMTEB W THRAEKRHE TH 5 1.8mg 5 D 18.3
& DI R ICHIY 975 1.0mg/kg/ B T RIIASEL D B0
UHFICBWTRKERAR TDH D 1.8mgik 51 DK
0.76 f% D HEFE & 1T #1124 9~ 5 0.05mag/kg/ H T RFE)# O
B ICRN T 56 O L S N 2 BRYL D B]RE OBk
HEBEDHON TV,



9.6 $E9LIR
AR D FASHE R, OF RFFLOEEE O 00 & £ L | L OHE
X R T BT L,
FyhTHHP AN DB D HES AT VS, EFTORIT
BATICB T 57— K O £ h O ILE O W~ 0 B8 1 B
TBF—F B,

9.7 /NRZ
INVRER e G & U P BEIRERER 1 FEhE L T WIS
9.8 Bt E

i DI B LTS S M 115 4 5T &, At
PIEFLT VAT A E <, sk O IS 2 5651 L
A

1S TR & 0D B TR 1 (2 (RILRE R R 2 AS 5 < 7
BBENHHE, (166320

10. HHEER
10.2 HAER(BACERTR )
% BRIRAEIR « BTk | BT « eI T
FEFRI I3 (EIBEE O F5IC 7 | AR R (ER 23

7T F A RRIEH| BELEWM IS Ies | s n b,
AR =V LT WEZT9T &,
FENEIA v Z) VR WMEER] |1, RV R = v L
o-7Nvavy—¥lHEL | THIXE AR
FT VY A BIFI & PR S B 3
DPP-4 B G Kl DY R 2
SGLT2 B MWEmT s8N
A v R S EIE £ MhHprtcH, N5
[11.1.1 28] D FEH| O i it % B
HTaell,

2Nk =)L TH|
ERHKI D PF A IS T
KOGy 4307
ZEIE L 2B E.
I IMRE 23 ¥ 3 9 5
A HEPE N SR B T
EMBH B,

11. BMEH
ROFWER B HODONITENHED T, BEE 5HITT
W, BERED SN IS I E S A4 A7 S Ey
Wi &2 75T &,
1.1 EXTENER
11.1.1 {EM#E CHIEE A
Ba TR | fERIE. B D ZEIEIE . i B A B
IR S . O F O A FIRESE S O (K
ERDDHODONBEIEND E, k1o, BE S KM
FER DS D oD NEHMAZ KT HOHESN TV
%,
RIMEER R ZBHONBESICE WEEES LA
LA BI T B E WU I LE AT &, i L.
o-7 v Ay F—EHEFE DR TR oA
5422&, Fo, BEDORBITIEL T AFIH SV
WS BE LT\ 2 BERRIR T EE 2 e 9 4 75 & i) 73 L
Z2i192&, [83.84.9.1.4.102.17.1.1-17.15
Z ]
11.1.2 BER CHE AR
Wi 2 (D Frise i 783 L W IETRZE . B D o
1ZBE I AH OS2l L, @ 7S LE % 17
ST L, Fho AR LI NIEA IR AF O
52k L, @5 3 irbiinwa s, miimaic
TLIEWICEN TH B ERMFER DREDN D 5,
[8.5.8.6.,9.1.2&1]
11.1.3 BRRAZE CHIEE A1)
I O FRL EESIE . Bt 9 AR S O
WRRDONTEAITIEHRE Zdk L, ) 75
EATOCTE, [9.1.1 28]

*11.2 ZDMOEER

5%LLE | 1~5% kil 0.2~1% it | BEFE AW
% E B
m o & O Al
Y vl
N 5 il B PRI
e LrAHGE g ik
¥ % ok
ST I
s T R U EEESRE | WREE
S
B = BRI
. DS ;g%%g)
% fE E T
STEN T P2
& O #t W
B =
68 By | R AR ML R Bl | R AR | | 505
w o g |l L EIERE, E[B %, B
B o AT N DTN
o
WFOME E % P ReRE S B2 |
£ = JEb g
) U AL, &5
O RO >
e SiE | SLHE L IS %
B T 40 ik i o -
& B oE FESHARL B L | U | T
K O 580 M. %5, W
IR fE I, %)
, g () S— | |ALT 34 fi. AST #
Ui R R A 7 3 5—E ) B |, D

FE D LA DRI ESGEIN 1 & 5N 7 B T 3 i D IRIER ) IS BIZE L L S 8
BHONFHAIEEY SRR ETO L,
FE2) A 5 D EEIRR AN O 2812 B L 7R (3 785 5 h i bt
14. BALDZER
14.1 FRIBSHE OER

14.1.1 %58
(1) ARANEINS T 3226-2 1T HEHL L 72 ATIRE A S8 2 T W
THfTAIE,
AFNT ARSI & DA DR Z <Yy =—F
IV TIT>TCW5,

(2) A#H| & AR 581 & O BT s 11 % O R H
BWEDONTEG T B LOEREHITE D & A
BEDE A BT HNEE T AT L,

G MADAFN ZEHDOEHITHHLZVWI E,

14.1.2 &5ERAI
B RS (E L BEE. KBEL EREICiTD 6
HEEHGAT (B E L (RRIOESHESHT & D 2 ~ 3cm
g &,
14.1.3 &5
IR S AN ISR S LTI VW T &,
1414 ZD

(D) AFNI MO EFNEDRAITKD Ky B o4 58
TN HDBID AFEMOBF ZREG LTV E,

(2) SR LT T 24 9 T & e el L
Wb ZE | LT EFERICHOF RIS,
HEMIICEFICTEEHRNPEHTEEDITED
EFICAHR TERVWBENLE DD, £/, EH D E
JEZAL R EGHE DJFHIN E TR B ED D 5,

B =My VICOUVOMA->TWVWAESIFFHLEWD
CEO

(4) I—=h)oV I 2 /AL TIERBSE0,

(B5) A—hVyY DNBEICHEY NS A SN T, HhIcH
DL NASNDZIEND B, o, FHDIT R
BT HIENHDL, INODOEIWBESIFHHLE
Wk,



15. Z Dt DER

15.1

15.2

BRPREEA (C E D < 1B

FEIE TNV T7) v EDQIYRABIE I HRET L TOIEn,
PR 9 ABRICIEPTINRED € =5 ) v 7 O FEHi: %5
BT HIEHIETT IV T7) 0 EDHEAFEICPT-INRHE
MOMENH 5,

FEERAREER (C & D < 1B

TyMNR O =Y 212 B T 5 28 M A ISR ICE VT,
JEBFEM: O IR CHlalESE; 2330 s Lt

A7 b v b = AE E5 | FRIREE | FRRIEr A4 55 o I
IRIRBEE O HEHER PR ICB LW THE S T»
5, 158 BN TEf S N ICEREART 07 F 4128
WT, FHRBR I B 2 A H 5 O B 13 | AFI%
HHG3MHN00A « KT 772 REG.0MH/100 A *
) THERE Tho7 Vs

IR PRt Bk dig D BEAE D & B &35 K O FRHR AR A0 3 13
2 FEVEN 5 WAEIESIE 2 74 D KIRIEE D & B BF 1T 475,
KHN D LA T L TOWISWL, [8.7 5]

16. EYBEE

16.1

ehiE

16.1.1 WA (L& T3 BEK TR 5% O FY B

3245 D HEFEHARARA T FITARAN2.5, 5, 10 & &
15pg/kg (A 60kg & 9% & A#10.15. 0.3, 0.6 %
08 0.9mg Iz H124) 13 7 5 4 K & BifalR FHE5 L7z .
B TS & 20 72 ARFNFARIR IS I S 4 (b - 7.5 ~ 11
R S TR fED) | IR 10 ~ 11 KR CF-4ME) < miE
i ik Ltz s

- 20,000 7 ®25ug/kg (n=6)
o o =

2 15,000 5u9/kg (n=6)
c 4 10ug/kg (n=6)
X _ ¢ 15ug/kg (n=6)
& 10,000 Karkg

7

i_: 5,000 7§

o g R— N

[N 0 —H T T T T T T ]

= 0 10 20 30 40 50 60 70 80(h)

BEBAABRABFICETHEEREROMBIRE (FH+D)

16.1.2 2RBERIREE (CH T3 RIERTRGE O FYEHE

16.2

16.3

16.4

1561 D HAA 2 BRI 1 4715 % O 10ugkg
(fkE60kgE 35 &, AKI0.3 % U 0.6mg i #H24) X
13752 R % 1HEEIC Sug/kg 9 Dl 9 5 50
FITTTIH B4 HFMER TS Lo, ikl
5% D tnadd 9 ~ 12 [ (FRR ) T D 2P
14 ~ 15 CEIEME) T H-7c o RKEHRS% O BFi%
Bi1e~18&FMsnrk,
A 2 BURE PR 5 5 1< A1 0.9mg % 1 1[8] 1458
MRS U 72 B8 D 14 8% D AHIBEEE O Sl EHE (R
13 10.1E£4.2nmol/L T H-72 (42512, 272 H1D H
AN 2 TOBEDR IR R 72 5 & L o RESESRY B REfi Ay
D FER AF1.8mg % 1 H 15 L 72 B O EHIR
HET B 1 2 P M (e fE) 13 . 20.9nmol/L T
Btz

U

AHKI5ug/kg B R 5% DA N A AT XA 5 74

13, 55+37% TH-72(6 /) ANEAT—4),

Nt

AFIOEMIIEIT T Binvitroy v /¥ 7 &R IT,

0.1 ~ 1000nmol/L (10° ~ 10"°mol/L) D EEEEIFH 1T B W\

T.98.7~99.2% Th-lc, T EMIET IV 7 IV Kk

Ca-FEERESY v N 71253 Bin vitrof§ &R 3. 2 £

1.99.4% K T 99.3% ThH-7 o

Rt

AFNE . GLP-1 1T R THE R I ITDPP-4 J U thik = v

RRZFF—BITIDRBH SN B T EDn vitroiRER 1T

BT RrEnTws,

*HT T NIV b U Fo A 2 ERRRR AT BRI 5% | I

IR SN 2T NVIRIE FICTREK TH-7c, £D

16.5

16.6

12 2 5 D AW S B S AL, 2 HEE D 9% LR
5% LIFICHS L7,

EMFZ 0 =22 BT, CYPS T O Sy %
WD ARFNIC KB EMEN 2 Mt L c i B, &
100umol/L @ # fE ¥ T, CYP 4 T F(CYP1A2.
CYP2A6. CYP2C8. CYP2C9. CYP2C19. CYP2D6.
CYP2E1 & U CYP3AM) 1T 5 3 % A7 O BLEFE M 14 385
SRV, EHITT S D T Hore [50% BEi
(ICs0)>100pmol/LI(AEAF—%)

et

HT 5L L F A % IR IS I 5% | PRI
O eI R 3 R & LTS ot o 4K O Bt
& LT Hrill & A0 72 SOHHE O PRlR (3 | SRHORAE IS5 L
TR T 6% # T 5% Thot, TSI 3HRED
KRB THD G556 ~ 8 H % TIT R E Herf i it
SN FAEAT—4),

HEDERZBIDERE

16.6.1 BIXEERERRE [C & 1T 5 KiEhE

B fEREE D FRIE D RIS HAEAMWBRE VLT F =
YIIT v A(CeNIT LB E]ICHB F 5 AH#]0.75mg
HAIOIRE T D SRR & | AR S TR TS R
(Ccr 80mUmin#8) & Hoihgas L 7o #5512 UM ISR
T AEAT =),

AUConm Coor
ikt D HEEE D HEE
[90% {Z4HXH11|[90% (S HHXH] |
BIE 067 075
(BRJE © Cor 508~ 80mUmin) | [0.54:0.85] | [0.57:0.98]
I/ T 086 096
(ch0 © Cor 30~ 50mUmin)| [0.70;1.07] | [0.74:1.23]
B LE 073 077
(P : Cor 30mUmin BF) [0.57:0.94] | [0.57:1.03]
AW 0.74 0.92
CRI - MikBh 2 0L 35 . )
i) [0.56;0.97] | [0.67:1.27]

WESRER T BT 6 WL 6 H] | ThARL T B TS ] R 67
7 © e DRI O 90% (SHIRE 13 . FFHi I OF (ki C A L7
16.6.2 FHRREREEREEE (C 5 (75 RyPhE
PR BERE = O FRE O 5 73 5 AV E Ak ER# [Child-Pugh
scoresIZ 4 5 <A1 IT B 1 5 AR%10.75mg Hilm[E T
etk D HYIBHNE & | FFRERE O IR 788 % & L
Mt LIk R 2 LITICR 9 2 GHEAT—%),

AUCo-inf Cmax
T Lo D #EE il b D #EE il
[90% {5 HHIX ] | [90% 15 X i)
RS/ IEH 0.77 0.89
(#8E © Child-Pugh43#8A) [0.53;1.11] [0.65;1.21]
thEERE / IEH 0.87 0.80
(%52 @ Child-Pugh 23%iB)|  [0.60;1.25] [0.59;1.09]
=Y/ IEH 0.56 0.71
(& @ Child-Pugh43#10) [0.39;0.81] [0.52;0.97]

BERERC T IEE 60 EIEE6 I TP 6 K| L6
T L OHEE B O 90% (SR I3 | 4R R OMAE THEE L/,

16.6.3 =#nE (C & (T3 Y ENRE

AFH| 1mng Hilnl 5% O S By 8 A filf RS AR
(21 ~ 455% @ PHEFE 33 5%) X U =i (65 ~ 83
% OTPIER 69 ) THE L 7o, HEER U S E
IZHB B AH DR X R T H-72 [AUCH D I
(st / 4547 & 90% (S HEIXE 1 0.94(0.84 5 1.0611°
HEAT=%), [9.8ZH]

g 25000
s} ]
= 20000

S
~ 15000 §

;fLTE( 10000 4
:L 3
W 5000
= 0
™
I 5000 Frrerrerrrrreprrreprrerprrerpere e
= -5 0 5 10 15 20 25 30 35 40 45 50 55 60 65 (h)
EEERVESHEICES T HBEEHRSHOMITFRE (FH£SD)




16.7 EYBEEIER
AHN D Y EAEH O Mahic 3 i & O g O
FLIL B HEHKN 2 W7o o AFI1.8mg X 1d 7 T ARG
5% OEHREICBW T, /NS FE—IL, ThIL/NZ
YFv TNV ATNVEY VY ) TINRPY T F v
D Hila B 5% O RYIEHRE 2 gt L Ic kSR 2 PRI
RY o Flo ROBTEEPOTF = VT XSV A—IL
BV ER VA ZMIVIZT DWW T HREEEICHE L 7ok
RERIRTHEAT—%),

fndE R N [90@5{%0%5!1;&%] [9o%c{m§ax;ﬁtlzrnﬂ] [90%@1@%]
N3 E 10g 18 1.04[0.97;1.10] 0.69[0.56;0.85] 0.25[0.00;1.54]
FHNRIFY 40mg 42 0.95(0.89:1.01] 0.62(0.53;0.72] 1.25[1.00;1.50]
JUeRINE Y 500mg 22 1.10[1.01:1.19] 1.37[1.24;1.51] 0.00-7.00:2.00]
V970 20mg 40 0.85(0.75,0.97] 0.73[0.63;0.85] 2.00[2.00;3.00]
VT Img 27 0.84(0.72,098]"% 0.69[0.60;0.79] 1.125(0.50;1.25]
TF2MIANY AV 0.03mg 21 1.06(0.99:1.13] 0.88(0.79;0.97] 1.50[1.00;2.50]
VEJVE ARV 0.15mg 14 1.18[1.04;1.34] 0.87[0.75;1.00] 1.50[0.50;2.00]

W AR/ 7T IR & KH-7 TR

7 AUCo-72n

17. BRPREHR
171 BERUZ2HE(CEY 2 H58

17.1.1

1054
1004
9.5
9.04
854
8.0
7.54
7.0
6.5
6.0
554

HbAlc (%)

HEGE (R 1 AE5KER)

R S BRI AR TR PR SR BRI 1R 5
IZ TR D 2 TR 2 400l 2 R & L. A
A1 HO09mMg68#]) X & 77 )~Nv 27 F33IF1H
1.25~2.5mg (132 %) Z 52 #% 5. U 7o o AHKF.
f3E0.3mgd DM L. 09mgE CTHWE L, 7T
A=)V FRAV P THBE5%248DHbAICZE
BRI E Lzl v bo— b ITBIL T ARHID 77 ) N
Y IIRITHR T BIEL M Bk S N e GESE~—Y
v 1 0.4%) 5% 24 DHDATC IGIEHE TH 5
6.9% Aiiti Z R U 72 e Bies O B A 130 ARS8
T26.9%. 7 VXV I SIFES5E T10.6% TH-
72, TDOMDHER I TRDOEBY TH-77,

AT
e KA

0 4 8
HbA1c (%) D HERE CE5 £SD)

12 16 20 24 28 32 36 40 44 48 52 (@)

HH

514 24,6
/NSRS
(R )

%5
[EEVEE)
Oty

o T
O N (95% (Z4FIX[H1)

HbATc
(%)

AH 263
7 Y~NY7 538 | 130

-0.51
(-0.72,-0.31)

7.38(0.07)
7.90(0.10)

9.30

FPG
(mg/dL)

A 261
A I E)

137.2(1.9)
150.1(2.5)

-12.9
(-18.2,-7.5)

202.6

AUCrs,0-30
(h+mg/dL)

AH 243 | 577.54(9.53)
7YXy 7538 | 119 | 670.60(12.69)

-93.05
(-119.61,-66.50)

888.63

17.1.2

S BIART 2> O 5% 248 TOREDOZ(LE 1T,
RHPL ST E W T-092kg, 7 )NV 75N
BHITHB VT 0.99kg ThH-72 7,

5 %528 % T 0O &EA T WK bECIm g E
<56mg/dL) D FEBL I, 7' ) N7 FINEE(1.10%) 1T
HAT | AFISEE(0.19%) TR -7 (F © #iEE
1TAVERM H 72 D O RIMEEFBIEOY, [11.1.1308]

ZILERZILY L 7HEI (SUF) & #AEE (BRI
iEEETY)

FVRYIFIR TNV RRIEZVAEYRICT
iRiEh D 2 RS B 2640 2 05 & L, AKI1TH

10.5
10.0 4
9.5
9.0 Q
8.5
8.0
7.59
7.0
6.5
6.0
5.5

HbAlc (%)

0.6mg (88 ). 0.9mg (88 1) X (& 7 7+ K (88 )
ZEIN AT AT, BEROSUKI & B L T 528%5
Ltz 7794 V—Z VR RAVNTH L 5% 241
DHbATCZIEIE & LIz v bo— Wit BIL T, K
#10.9mg & SU I & D ff Fi 1 D SU FI B : 1S
9B U 23 Bk S 4 72 (p<0.0001) 6

AH10.9mg & SUF D P & SURKI U & D [
ICHEEP RO LN 2 A#0.6mg & SUKID
OF i & SU B Mo & O Tl 2 520 L AH
0.6mg & SUAI & D P R 1T D W T & SU R phiE
T 9B ERE DS D 5 1 (p<0.0001), Hr 5
#% 2438 O HbA1cB 169 HEE T & 5 6.9% Kiill & 2=
% U 72 iy D B4 130 A 0.6mg+SU Bf F i i
T 23.9% . A #10.9mg+SU #f F 9% = #F € 46.6%
SUBMIEERE T 4.5% ThoTc o TDMDFERIT T
ZDOEBYTH-?,

wxx SUBLYR
eoe AH0. 6mg+SU
oo AFH|0 Img+SU

8 12 16 20 24 28 32 36 40 44 48 52 (D)
HbATc (%) D RS (115 +SD)

HH

# Bel5% 24
Bk P =
i )

55
(95 % {F X T )

HbA1c
(%)

-1.02
(-1.27,-0.77)
-1.29
(-1.54,-1.04)

A710.6mg+SU | 86 | 7.41(0.11)

8.84

A50.9mg+SU 87 7.14(0.11)

SU A H R 88 8.43(0.11)

FPG
(mg/dL)

-26.4
(-34.5,-18.2)
-32.4
(-40.5,-24.2)

A#]0.6mg+SU 85 132.2(3.5)

1711

A#10.9mg+SU 86 126.2(3.5)

SU Al 87 158.5(3.5)

AUCra,0-3n
(h+*mg/dL)

-111.15
(-147.61,-74.68)
-150.22
(-186.32,-114.12)

A#10.6mg+SU 83 | 614.58(14.75)

767.28

A#10.9mg+SU 84 | 575.50(15.01)

SU [ H i 71 | 725.72(15.71)

17.1.3

BEEBEMAHT 2> 5 554 248 £ TORE D Z LR IE .
A 0.6mg+SU ff #2818 12 38 W T 0.06kg 4<Al
0.9mg+SU PER#ERE I B W T-0.37kg SU HUjh
FERICB OV T-1.12kg TH -7 Vs

5. 1% 528 F T O EK T O IR
<56mg/dL) @ FEHIT B W\ T, KK ESUKIE D B
PR & SU BB & ORIC 2RO 5 N 18-
7o (BREREE 1 1AM b 72 © O (R IR Fe B R - AH
0.6mg+SU PF F 5 1.44 . A% 0.9mg+SU ff I 5%
EE1.37 . SUHEREAE1.29, [11.1.1&21]
BOFERRE & O HABE (BN I1185E5)
FRCVBE R AT A TIA > 2 VbR A kR oL 3
V. o-ZNavy—¥HERIEF T V)Y VR
HID HANC T iaETh @ 2 BUFEIRF B 360 fl 2 5 &
U BiEHE O R OHEREE Z ERIN T & L CTEES
O AT %70 K1 H0.9mg (24041 X BN
D FETREIRIG 3R (RijTaHE & FL 75 5 ¥ 1T X 5 35
PN TR SN T RIRE T ZN R . R U HEITHED)
(1201 % . 5t D FEOBERFER & R L € 5258
M5 L,

5% 52128 1 2 HbATc D Z L& CEY£SD) X
AFH) &RV R R O BE L (LU . A T
-1.21+£0.90% (N—=2 5 1~ : 8.1+0.8%). #XL1KEFR
IR 2 BN U 7o 2 5I0F I sEE: (DUT | B0 Crps hR i
HEFHB T, -0.95+£0.74% (N—ZF 1 :8.1£0.8%)



10.5
10.0+

HbA1c(%)

ThHoto, BG4 52 DHPAICIREHIE TH 5
7.0% A & i nk U 7o 4B O Bl 13, AKEE T
64.9% | BN CIREFRIF HHE T 45.8% T dh-72 ',

o BN CINEPRIRZERE
oo KHIEF

)

17.1.4

0 4 8 12 16 20 24 28 32 36 40 44 48 52 GB)
HbATc (%) D HEf G +SD)
S LTRSS 12 %5 1 36011 O $E CTRRIRAS 3K O 193 3 . DPP-4HIL
SHST Bl AR Sy 300, 02 b T 5 —CIEH 166, %
=T L THINAG, F 7)Y REEFIS G A v R ) b it
FIAF T DT,

ARKITEIT B 1 B RilTAHE O R BER IS D HbATc D
ZAEBLUNDOEBDTH-72 7,

HbATC(%) N | apr | % 'ﬁfgt’@; <
BNRIA v 2 v oriMEER] | 58 8.3(0.8) -1.18 (0.96)
AhFRIVIV 61 8.0(0.7) -1.02 (0.97)
a-7" v a v ¥ —ERHER| 62 7.9 (0.8) -1.23(0.85)
F TV o REEH| 58 8.0(0.8) -1.41 (0.79)
D)

BRI IZZE S SN 3, EA TR WK A0
B <56mg/dL) D 8B 13 /0 78K 52 R D 5
T AKIEE T 240610 2 1 (0.8%) (a-7 v a v
F—EERGR 1 F. F TV )Y R 1
BTG 7 2F . B I0RE T R 55 £ T 12001 Hh 2 71
(1.7%) GEZNEIA v R ) 5y W] + A bRV I BF
1B, F 700 R+ ARV IVBER 1
BT 2 PEEE S N 7o o K T8 WIS D w5k
FVAVE/” d 720 O FEEF$01E . AFKIEE T 0.03.
B TR B T 0.02 TH-72 ", (1111
]

1> R VEF &0 HREL(ERE JIIEEERR)

A v R vEIF|(Basal A v R v IREBIA v R X
Basal-Bolus #2:) 1T C irrh @ 2 BUBE RN & 257
Bl R &L B DA v R vk %2 @RlR 1 &
L CHE(EAEIO 1 2 17 W ZR#10.9mg (127 fil) X
77 RA300) & 1H1[E], AR &IF & pF
AL T36MMRE Lic, A v AN EE5E1E . %55
B O BH D 16 TIEREE L. Z D% O 208
T3 HCE 1T K B I E & O S maliiay 4 5 v
ZITE->CTHEIN T2,

T 5AR)—Z VK RA VI THBHDAICD N—RF 4
U HER5% 16 EE TOLELRICPEL T, KAIEA
v 2 v ([EER &) O OFR%E D A 2 X v B
(FEME; 777 FPEHD (T 9 5 8l 3 Bl
N T (KR EA Y AN v O BEREE—A v A VHE
BhEEE) O HEEM © -1.30% [95% (S HHIX [ © -1.47 ;
-1.13], p<0.0001], A > 2 ¥ 548 % i L 72 1)
Mz aCE5%36EDFE Tb, AR EA YRV
D PR D A v R v BRI 5 3 B i 23
WER S NI TR (AR EA VAN v O BEHEE—A v
R VB O HETEE 1 -0.81% [95% (5 FHIX [
-0.99 ; -0.63]. p<0.00011,

5% 1638 O HbATC S B HIE T b 5 7.0% Al
%R L 7o B s D EIG T, AFIEA v ) v D PR
WL T 52.8% . A v A VHUEEE: T 3.1% . #5%
368 TlE. AFKIEA VR O PR T 55.9%.
AV R Y HER: T 9.3% Th-o7o ',

10.5
10.0+

x TSTRIN+AVAUY
oo KH+AVAUY

HbA1c(%)

0 4 8 12

16 20 24 28 32 36 (A
HbA1c (%) D #EF% (P £5D)

RIAHE D A~ 2 Y HEE] O HbATC D 22L& (3 IT
DEBY TH-12 D,

—

HbA (%) N | s | 516 | 53658
K+ A v AP | 127 | 88(0.9) | -1.73(0.88) | -1.68(0.92)
Basal 50 | 9.0(0.9) | -1.87(0.65) | -1.61(0.86)
BEMA Y 2V 50 8.5(1.0) -1.61(1.08) -1.81(1.02)
Basal-bolus 27 | 8909 | 168079 | -1.58(0.82)
(47;/;2;{3%&%@; 129 | 88(0.9) | -0.43(0.64) | -0.88(0.75)
Basal 50 | 9.0(0.9) | -0.41(0.60) | -0.66(0.81)
BAEAv 2 | 51 | 88(1.0) | -053(0.72) | -1.14(0.67)
Basal-bolus 28 8.6 (0.8) -0.31(0.56) | -0.80(0.65)
F5(SD)

TR TSRS (25890 S N I8 Do7z o TR T WM
B (IR <56mg/dL) &, 368 D #: G R I
AHNEA ) OPEFEEEE T 127 Bth 42 $1(33.1%)
[Basalf v 1) v : 50418 #1(16.0%) IEAHIA v
1)~ 250 %1 5 21 %1 (42.0%). Basal-Bolus ## i7: : 27
Bt 1361 (48.1%) 1 A~ A B < 130
361 (27.7%) [Basal{f > AV :50Fh 4 (8.0%).
RBOGTA Y 2 v 526 th 23 ] (44.2%). Basal-
Bolus#: : 28 Irh 9 f (32.1%)]1 THE SN 7z o &
FEAYZR) DR Ty ho—L i B
BB SRR S NS K T ORI O %
BUT AR EA Y R D PR (1.2 RO A v R
Dy (13D B THEZ R Do N o7
(B CRBNE A v 2D v D PR /A v R ) v B
B D HEEE © 0.94[95% (E#H X [ : 0.52 ; 1.70].
R 1 AN VAER B 720 O FsBH] 2 [11.1.1
2]

*17.1.5 UZJI)LF R 1.8mg/BH O BMIER U R O KR5T
(1) B¥hEos (BN IEEER)

U5 7V F K 0.9mg/ AT & % 12 3 GREWRD D4
BT S IMEET v b e —L A3 (RS AL T WIS 2 Al
RIS H 466 0] % k5 & L. AKI1H0.9mg (233 #1)
SCIEAKI H1.8mg (233 ) % 2685 L 7 (12
Do AKI1.8mgHE Tl & 512 26 BIEE L 7o (4t
RIARD o MAEZEIO AL #2 . A%11.8mg B T3 1.8
MIT03mgd 2. 1.8mgE Tl L7c, 754 <Y—
TR KAV THBHEG5%2688 DHbAICD Z (L&
122\ TL AHI1.8mg D AH0.9mg It 3 5 itk
JARY I = g A

MEfE2EID | Be5% 2608 E T e
HOATCEO | N | Ty iyag DEILE | (95% EHKRD
A%1.8mg | 233 | 8.14(1.02) | -0.23(0.90) -0.40
£#0.9mg | 233 | 8.10(0.87) | 0.17(0.85) (-0.55;-0.24)

SE(SD)

26 B[ O EEEHIR T, EARIEE Z D5 N -
72 o FER TR S VR A R INUREE S 4<% 0.9mg B T
1P S 72 [ - TR ISR IR CREMRE RIS 225
T £ 2) XA MR IMUBETEIR O B4 1T B D 5 3 IMbE il
(%5 A% 56mag/dL A D KIHE] ™o

BOVERFE & O HAEX (ERE II11855)
ROPERIFIR (A MR VIV | a-7 v ay ¥ —ERHEHR]
FT Y)Y VREHK . AR =Ly L THL SGLT-2 B
EFIN AT A v R VO MEAER]) BAFIC TGt



D 2 TR R &L AKITH1.8mg (273 1) 20. Bk W EDEE

Ze P O RRITEIRAE SR & BRI L € 52 S L7 o FEHBIEZ E . Fro 7 FICTKDENE L TERITHEE L, 30
PEA L 7o RE RS PR 3R B D #% 5% 528 I B 1 B OLINICHEH T 52&,
HbATCOZALE I LIFDEBD TH-72, 22. St
P N " K
HbA1c(%) N | by | JEIROZE 118 3mL: 2 A&
ARF LY 47 | 8.30(0.90) | -2.09(0.98) 23. FEEK
a-7 v a3y S —EREA 41 | 830(1.05 | -1.90(1.09) 1D RN IE A NS - FERIERE. 2007 5 24(1) © 95-104
FT /Y RIEA 42 | 815(0.94) | -1.84(0.80) 2)  kENERE TSI B R A0 5 (NN2211-1334) (201041 20 H & 2.,
ZV k=L TH| 42 | 844(1.08) | -1.56(0.93) CTD2.7.2.3,53.5.1)
SGLT-2 pHEH 61 8.33(0.91) | -1.74(0.89) 3) B R S I G IR AL 5 (NN2211-1149) (20104 1 H 20 H & 3.
SERNA ¥ Y VU] 40 | 838(1.11) | -1.67(0.76) CTD2.7.1.2)
FHE(SD) 4) R R S5 IR BB (NN2211-1329) (20104E 1 H 20 H 7K 3.

C1D2.7.2.3.2.7.6.14)

ﬁkf 1&[{[1*)3\53&35&1 BONIE DT, A f{ S Mg 5)  Flint Aetal. : BrJ Clin Pharmacol. 2010 ; 70(6) : 807-14
I EARIMMAEE A3 6 B (R IV & =)V o L THIBER © 44 6 Damholt B etal. : J Clin Pharmacol. 2006 ; 46 : 635-41
F TN Y REEFIOE 1 A v R V5 7)  Seino Y etal. : Curr Med Res Opin. 2010 ; 26 (5) : 1013-22
PEAERIOEH T PDICEM3 BRGS0 [ EXR g Eatu Eeta:~ : f)'?‘gbem;'g"e?\t/ilg- 2b01210;1g(61>2?(i;“';41 ,
T y NERL FERE A NKE |- i ] aku K et al. : Diabetes Obes Metab. ) : -
> ﬁﬂ#% (*TEFKE%K)}%; ;5) X ﬁm*ﬁﬁﬁ 10) Seino Y et al. : J Diabetes Investig. 2011 ; 2 (4) : 280-6
O MBI H 5 9 [ (M5 25 56mg/dL Al O {5 11) KakuK etal. : J Diabetes Investig. 2016 ; 7 (1) : 76-84
Mmhsl, [11.1.1 28] 12) Kiyosue A et al. : J Diabetes Investig. 2018 ; 9 (4) : 831-9
SE7 75 SET 13) SeinoY et al. : J Diabetes Investig. 2016 ; 7 (4) : 565-73
18. ShFIE 14) Kaneko S et al. : J Diabetes Investig. 2018 ; 9 (4) : 840-9
18.1 {FRIRT ‘ ‘ 15) RLPYEER 55 IR (NN2211-4174)
R THMSNEAVILVFVRIVEYTHET VAT 16) ckpveekt © 55 I ERPRERER (NN9068-4183)
VEER T F F-1 (GLP-1) 1 77V I— RIS KT 91T I B 17) Holst JJ : Annu Rev Physiol. 1997 ; 59 : 257-71
WD B A > 1) ¥ A 5300k _ 18) Knudsen LB et al. : J Med Chem. 2004 ; 47 (17) : 4128-34
fmﬁa\.ﬁib T ):ff J}giﬁ 5o AAIRE EG&LPJ;’ s 19) Degn KB et al. : Diabetes. 2004 ; 53 (5) : 1187-94
BT, GLPZERENLTER T 5T EI2LD, 20) Rolin B et al. : Am J Physiol Endocrinol Metab. 2002 ; 283 (4) : E745-52
CAMPZ BN E & 7 )V I—=ZRERFIIICA v R V53 21) Sturis J et al. : BrJ Pharmacol. 2003 ; 140 : 123-32
] ST — R s N N
WEMGES TS, SOIS7 M IARERENIET VT o4 SmEpER CHOADE %

IV EIIEIT B

AFFEHCSHIT K DEBRICBNEI NS Z &, TV
73 v LA LTRSS (DPP- 4 ) FhfEx v K X
TFIY—E)ICHT BUEEERT T & T ERAY

SR JVFARY TR EHE /R THSE
T 100-0005 HHTASTARHEAL D A 2-1-1
Tel 0120-180363 (7)—%" 1 7 L)

%ﬁj— Z) 17)18)19)0 26- %ﬁﬁﬁ%%%%
182 MmiEkE T 1A 26.1 HiEARIET
18.2.1 2 UEIRASE 7 )V T d S oblob~ v 2K U db/db < v IR I TrAD Ip—HReit
ZATHB W T, KFB LI KD 7 L 3 — R ERBFRARAOMR2-1-1
HIET L. %7 db/db~ 7 21T 45\ T B O B Al www.novonordisk.co.jp
AR ZBEINS Y7, E 7 b=4#®_ Victoza® K& U < =—F JL® (I Novo Nordisk A/S D &gt T4 ,

18.2.2 1561 @ H A A 2B #l JR i 85 120 AHI5 ) O
10ug/kg (A& 60kg & 975 &, 0.3 % U 0.6mg i
L) XIF 7 72K % 1 EMIC Sugkg 3 DilikE 9 %
B HFEICTIAT R4 AMRER FEE Lo, K
5% O miEd 77 v 3 — 2P (AUCgucosora/24)
. 75 & RGBT L T Spgkg i G #E T
20% - 10pg/kg#5H# T 31% KN L 72 7,

18.3 WERBIREIER

18.3.1 ZDF5wMT B B 7 b a— 21 (1g/kg) 38R 1<
BT AN A 2 ot L7,

18.3.2 156 @ H A& A 2B b JR % 585 120 RA 5 O
10ug/kg ((AHE 60kg & 975 &, 0.3 ) TF 0.6mg I
M) X F 7 7' R % 1ERIC Sugkg 3 i 9 5
PS5 HFEITTIHT R4 OMRER F#5 Lt K
1 5% O Mgt >~ 2 VB (AUCisinoaan/24) 13
754 K H R 4 L T Spg/kg 5 BE T 23% .
10pg/kg 58 T 99% Hm L 72 7

19. B 7 (CE T % EB{EEHNFRE
—W% 1 )5 7V F R GG FHR 2D [dn#4ik @ JAN]
Liraglutide (Genetical Recombination) [ 72 : JAN]
T2 1 CiraHaesNasOs:i
syf& 1 3751.20
R

Q

. ®
novo nordisk



LY3298176 (2 ZLiE R %) 1.8 WIE: (R)
tirzepatide

IV NYARTE25mg 7T4R
IVUOYAETESMg PTH R
IVONYARTET7S5SMg 7 TAR
IUOYAETEIONG 7THR
IV NYARTE 125mg 7TH R
IUOYAETE1ISMg 7TH R

1.8 &HAIXE ()

BEA—54 Y1) —Kk A&t



LY3298176 (2 BUBEIRYR)

1.8 WHfE (%)

tirzepatide
B

L8 T Sl () oottt 1
L8.1 T T Sl (Z2) ettt 1
1.82  ZHREXITZNER () KOZDRRTEARML ...ooooooeeeeeeeeeeeeeeeeeeeeeeeeeeeee e 8
1.8.2.1 TNRE UL (Z2) oo 8
1.82.2 FRTEAR L ..ottt 8
1.83  HEROCHE () TN FRTEARIL ...t 9
1.8.3.1 FHVE ROV B (Z2) oo 9
1.8.3.2 FRTEAR L ...ttt 9
1.8.3.2.1 FVEROHE (F2) DFRITEARTIL oo 9
1.8.3.2.2 FEN O HEIZEIE T D1EE OFEEARIL oo 11
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LY3298176 (2 BLiE R %) 1.8 IRfIE ()
tirzepatide

1.8  BHAXE ()
181 HEAXE (B)

VYR B TE25Smg 7T A A, [ Smg 7T A A, [ 1.5mg 7T A AL [ 10mg 7T A A,
7 12.5mg 7 7 A4 A} VA 15mg 77 4 ADRMCE () 2LLFITRT,



e,

WMIXE ()

20xx £F xx HAERL (G5 1R

B KI2~8CTIRAE

BEhEM 24 »

ZES

A

VAVZE (28
) EE - EASORGEIC LV ERT 5

Pt GIP/GLP-1 B A/EENZE

BAREERDEES

FILAE AT RS 87 2199
Mounjaro® Subcutaneous Injection ATEOS”
2. bmg bmg 7. bmg 10mg 12. bmg 15mg
RES
BRoceRAIR - - - - -

2. &

(ROEBFIZIFERELEWNI L)
2.1 KA LIBBUE ORAEE D b 5 B
2.2 WERIRIES R T L R— A SRR M S SRS, 1
TURERIFOBRE [ 2 AV AN X 2 R0 7 iR R WA
LRDHDT, KR EHEETRETRY, ]
2.3 HIERYYE, FIEORRAOEA [ A ) VAN X
BHIEEENEEND DT, AFIOEGIT#ES 2, ]

3. #ARL - MK
3.1 #RK
ke HEhEksy by Il
<VUXRETE | 1%y b
2.5mg 7T A A | FNENRF R 2. 5ng
vUURRETE| 1Xy b
Smg 7T A A FNERF R g
vUVYRETFE | 1%y b |V VBKEST N U ALK 0. Tmg
7.50g 7T AR |FAEAF R gl U DA 4. Ing
AR o &
g 77AA | FAEAF R 1omg PREIET R U 7 4 T
vUURRETE| 1X v b
12.5mg 774 A |FAEAF R 12.5ng
vUUXBETE| 1%y b
15mg 774 A | FEAF N 15mg
3.2 HFIDMEIR
BB
HR5E4 TEHE MR - A | pH | CEERRIRR
(XA L)
v UVYRE T
2.5mg 7T A A
<Y x T
bmg 77 A A |E E 1§ # A p
VTR [ o U v v A
_ = _ ~ 18 A D | 6.5
7.5mg 7T A A &A%kﬁymxﬁbf# N %1
< VN BEFE |F Liz=a el oot "
— NURERRIRNN |ttt Y = I o= )
Wng 7742t 2 Mz s
vV rRETE [y M)
12.5mg 77 A A
2 Yy T
15mg 77 A A

4. PEEXTHE
2 BHER A

5 MEEXRIIHRICEET HFE

AAOBERIL, B &7 COFERFIRIR D FEAR T b 5 HFFIE,

EEFE LA 01T o 7 ETHIRB R+ 25 E TR Y BET
5T L,

6. AERUVHE

W AL, FAENF R E LT 1 [E bmg ZAERFHE L L,
BETERNT 5, 72720, 1082 5mg 22HBRAMA L, 4 HEEE L
7%, W 117 bmg (TR D,

7, BB OREICIG U THEEEET 525, # 18l ng THRR
F7R AT, 4 R EORIFRT 2. 5mg oM TE S, 272
L. e KRMAEITIE 1A 16mg £ TLT 5,

1. BERVREICHET 5FE

T AFNTHE | ST 2EATHY , F—REICEESE5 2
L,

1.2 B EZENGAX, REEEG ECOHMS 3 B (72 K
M) EThhiE, KOWERETELICHEE L, Z20%IEH
SNUOEDBAICHEEST 52, KEFkEGETOHRMA 3B
M (72 B R CHNITHEEGET, KODH SN L OED IR
IG5 8, 2B, W1 EEREOEAZEFT20EZRH
DA, ARG e e 3 B (72 W) DL
EETDH L,

1.3 HIBEESORIUC L 0 BEENE SRR WVEE TIIBEY
IXE OREM A BB H L,

1.4 FAFEGIZ X 5 AREENREERD ABO SN TN 720,
MmpE= > ha— 2 cied, EREBICHER L, REIOH
ROV EEICHRT 52 &, [9.8 3]

8. EELERNIEE

8.1 RANIA > AV OMRFFIE I, RFNOFGITE L T,
BEOA VA MRIFREZ TR L, BEOR B E2HE5 2
Lo A URAY MEIRIRIEOBE T, A > A ) b GLP-1 Z 45K
TEBHHRICE) 0 &R % | A7 IR B OSSR b7 v R—3
ZRFEHL LI EFIRHRE STV,

8.2 B 5T 2AITIX, MBE, REEE EHIMICRE L, HEH D
PR AN D, 3~4» AL LRI+ 5B,
IVEGLEEZONDEBFE~ODELEERBTH L,

8.3 AANIFEpEERAITH V. AFIH L ©BIR SRS D alEE
PERND D72, MBEHEOZEBCRHIER TR, ®IVEA B O L
BIZOWTHEETDHIZ &, [16.1 5]

8.4 RFNDBHERICHT- > Tk, BEIH L, KIFHER L OE D
KK FEZONTHoaAT 52 &, [9.1.3, 11. 1.1 B8]
8.5 [KMpEAL =9 Z LN HDDT, @EATEE., BHEIHEOERSE
ERFLTCWIREICEET L EIEETH L, [1L 11
2]

8.6 AMERNRET D LNH DD T, AR DY IR
(M % PE 5 FERI 2 L WIS b bbhizgaix,




AEPIEL, HeNCEMORZM2% 5 X 28T 2 L,
[9.1.2, 11.1.2 &BR]

8.7 BIBMEENRE LI-GE, SR OWREELZSE L, S
WIS U Tl RASEIC L2 RAEEZZET 572 L, HEICX
T 5z e, [9.1.2, 11.1.2 &HR]

8.8 AHIE G- L, FARBBLEDEBEOAMEA TR L, B iR
OONTZHEICIE, EMEZZ2 T8 5852 &,
[15.2 &HR]

8.9 B DIRERD DA NI GEIL, ARAIORE I E-H 1k
AEETLHZ L, BE5BEEO Body Mass Index (BMI) 728
23kg/m?* Al D BFE TORBN OF MR OCREMEIIBRFT ST
2, [9.8 2]

8.10 AFOHECERITHT- > Tk, BEICHOREE WA =
MEL7=%, BEBOMEICEETEL L 2ERLEZET, &
FiOFHIEED S EEfiT 22 L, F/2, MEORERER
HBICOWTHREZEST 22 L, RS T2 EEHRAEL
VFHte L RETL L,

8.11 A&l DPP—4 FLEANIVTIUE GLP-1 SZ AR KON GIP 2%
wEN Uk TIERZH LT\ 5, WalZ 0 LIZBR O
RSB EARE IT 7 < . AER L EMEIFHR S TR,

9. BEDERZTHITHEFICEHIT HEE

9.1 AHHE - BERZEOHLESE

9.1.1 EEBAREMESDEENELEENHIESE

R ERA 2 < . HIBEEOERNET 2B FZN0NH 5,
9.1.2 BROBEROH S ESE

(8.6, 8.7, 11.1.2 &M]

9.1.3 BMHEEZRCIHETNIHIUTDEEITIREE

o T AR RER 2 U TR B RE AN 2
CRBARRRE., AECRRE, AR EFER, RFEIEO
ENESEES TN

< W LR N E S

DT L3 — LB

(8.4, 11.1.1 &H]

9.5 ¥R

TR SRR LT B AT REME D 3 B PRI XA K & 2 549,
AR ARG AT S &

ERESE A TERBRICB W T, RS v MCARRIZ &G LIZ8A.
BRI R T Mo G L& X OREOREERZ T 5 M
B (IR R BT D Cuae FLERIZISUNT 0. 74 fi%, AUC HLBEIZ I8 U
T 0.45 %) T, BEEME (BRAFE. NEGFES) BN L0
Tro ZHUD OFT RIXEEN) O & O K E K OVAE O K8 % £
IbDTHoT= Y,

9.6 1ZFLI%

TR EOBIIER ORILRE OB ML BB L. IO X
HHIEERET A2 &, RAIOE ML FT~OBITIZIAYTH
Do

9.7 INRZ

INREE RS & LT AR O e 2 R L L AR R BRI
ERE LTV,

9.8 SHE

FELED, BHEOREZBSEL2RLEEICRE T2 L,
—HRICAEFRERENMME T L TS Z &3 E, [7.4, 8.9 5]

10. #BE{EH
10.2 BtREE (BFRICEET S L)
pSEA FRPRIER - i 7R R - falRiA 1
ViR ELIES (R EORBUC RS | mbERE T EH 2 R &
BT A RRER| 5L, FRCALK= [ D,

ANR= ) LT A v LT AL A
HEA R oy A UM ERI

WAMEHEF A R R B
a7 NayF—€ | AT 2546, Ko
BRE A U R BRI 5k%

FTYNOURER| DD, DD
DPP-4FR FlE BT 5 A. 1K
SR EH MmpED U A 7 Z T
SGLT2PH 5 /414 12, Zih O3Al
[11. 1.1 8] D EE R 5 2
L,
PG BRAAII S | AFI 0 H NS PEH R

7% FREAT

[16. 72 1] W TR | EERIC L 2,
Bk AL DR &
BHEIELIBTARD

%o
7= v R HH GLP- 1 RMETEE & | AH O H Ak iE
INT 7 YA ) A OFFHICE Y UL T 7 | EERIZ L D,

[16. 75 /] U ¥ Dt DI LT
EOHENRDHY, =¥
tFF R CTHIMZE
INREEINA S ST
W5,

1. BlER

WORERRZ S bbb Z 0N DD T, BEEHDITITV,
RENRBO N HAIIZHR G 2P Ik 570 CEb) 20 E & 1T
52 &,

1.1 EXAEIER

11,1 {EfsE (BEE AR

KMFEER (BR, BEOZEMK, Wmif, EEA . 8,
RER, B, D FE WV, R, HERES) "bobhdZ R
b, Flo. A AV VRIRIIA VT =LY LT A E OO
Wi S R (R BE IR 23 & S b BRI L 2 kT bl S h
TW5,

KPR AR bR GEIE. BEE SR LA ERT 572
LBl E2ITH) 2k, 2L, a-Zvavd—BHEA L
DOPFREL T Rz E5+52 L, [8.4, 8.5, 9.1.3, 10.2,
17.1.1-17. 1. 4 & &]

11.1.2 2B (0. %K)

Wi % 1 9 FEBERD 72 LV IETR S5 0 B 23380 B 7= 55412,
AFNOEEZFIEL, WYRAEEITH &, Fim, L2
WrEn=maiE, BEREEfThbRvwo L, [8.6, 8.7, 9.1.2 &

8]
11.2 ZOHOEI1ER
IR 53 SNLL 1~k LR
[ BT
IRIES . iU
BT
HiCE N T T 7 N )

D0 T | SETEER
B, BT, W | BT
E, BHIEE

P TEATERRL B
(GIHE, %%
R R R
%)

B R AR W7 7 —BH
e U=t
. R

Z it i
D A Do, MEK TASR SN HAICITEE ORES
o IclsE L, B b NI IX @ R LB E21T) 2 &,

I 2) FRCARA O HEEHERICHBREERD b bD Z e nb 5D, TH.
g2 S Ak 2 e L, SMEBREICELIBEZANH L0 T, BHEOIKE
WCHEETLZ L,



14, BRLEDIE

14.1 RRFIBE/HOEE

EABROBAE UTRE NN L TRIK DL @RI R 720
ZLEMRETLZ L,

14.2 EXEZEEROEER

TSI, EE. KBRS UL BRI ICAT 5, [F Ao T
T 2546, BRIENTI2HF2EET5 2 L, BIRNED
HANIZEE L2 &,

15. ZODEE

15.1 ERERERIZE D < 1Bk

ERS O TTTFRER 758 (5119 61) 123\ T, FLsmiiRn
Sl ATAE 72 5025 B> H B, HIF /LB RF RHUAD 51.1% (2570
Bz, PR GIP SUZPNIEIME: GLP-1 (2%~ 5 R EHAIT
A 33.9% (1705 fil) KON 14.2% (716 f) ZHH L1z, FAENR
F KD GIP AR IE GLP-1 S AR~ OIGMHACIZ )3 2 hFniif
XN L 9% (94 6) KOv2.1% (107 i) (Z3E L=,

15.2 JEBGERERERICE D  1E#R

WEREZ ~ b & T2 2 AJFPERBR I ISV T ARHIE 0. 15,
0.50 %O 1. 5mg/kg D HE (FNETHRKEEFEHERAREZ £ R
B FH5- L72BED AUC @ 0. 12, 0.36 V1. 024D AUC 2 b 725
THE) CH2REIETHRELEZE A, MREEL LT, Bk
JiR C MRS (MRAE M OV) O3AEMFE QBB+ X COHRT
AT, rasl2 F TV AV =y I~ R EHWE 6 5 AN
AFEPERBRIZI VT, AAIZ 1, 3 KO 10mg/kg O & THE 2 [A]
ETHEE LI Z A, IR CHIEOMBER S 2\ TS O F 4
B \HEIMEER® b oiz Y, FRIBBERSE OO H 5 8
F R ORI U I N WEISE 2 B O FIRE D 8 5
BEITHT D AAN O EMEIEMENT LTy, [8.8 2]

16. ZEMEnEE

16.1 MR

AARN 2 BUBESRI 29 BILZAH) Smg, 10mg XU 15mg %38 1 [RIEZ MG (W
PTHOHAREICEBWTHME 1 [ 2. 5mg THREGZBMA L, LIk 4 M Z &1 2. 5ng 3
OfE) Lol &, 32 W ARG % OEMBMEA TG L, A 328 A k5%
Ty O FFIAEIIA 24 RERT, 08000 (t,,5) 13HI5~6 A TH Y | Copy LTVAUC (o165
DT AR A B BRI L7z, [8.3 B R]

HBRE T A — & R OMIE PR EHER 2 DL R IR 2,

#1) MEHF LT ROEYBHRE T A—4

Behat trax tie Cuax AUC (o-168) CL/F V,/F
(BiI%0 (h) ™Y | (h)*? (ng/mL) |(hg + h/ml)|  (L/h) (L)
24. 63 146
5mg 6.00- | (121-269)| 8% 94800 0. 0528 11.1
= . N ik 4) ik 4) ik 3)
(N=17) 48, 00) s (23) (16) (16) (51)
10mg (283' 05077 a oﬁ5 o | 1730 197000 | 0. 0507 9.47
N=10 ) 46 36 36 48) D
(N=10) 72, 00) wa (46) (36) (36) (48)
24. 08 122
15mg .00~ | (103 148)| 2570 288000 | 0.0502 9.43
S o @ ) | @F | a9

CL/F:RMNF D7 VT T A V,/F BT DA 2eAH
ST (ST A IR %Y%)

D hgfE ()

1 2) Rl FEME (FEPH)

7 3) N=5

1 4) N=6

1 5) N=7

1) BAN 2 BUBERPBE OMBERF VLT FIRE CEAEEHER )

BARN 2 BUBERISEBE 11 BICAA] 5mg 23 1 [BIE TG L L &, Ky
BT A—ZFR2DLBY Tholz Y,
#2) $5 1EH KO8 EIHIZHET D IMBEFHTF LB T ROEYBHRE T A —H

: Ao
ARH . t Ty Coax CL/F | V,/F
G& I I .
R I I O L e O8] I V0N I
48. 00
1 H 11 (23.98- - (32%4) /1(81860)0 - -
5m 72.00)
g
48. 00 127 . .
S [l H 1 (23.83-| (112 838 104000 | 0. 029 5.27
48.00) | 144) 22) (19) @0 (15

CL/F: NG D2 VT 7 AN, /Fr R 0534 2554

B (BT BRE%)

i 6) e (HipH)

T BT (fPH)

16.2 ORUR

fERER N 54 B2 3 DO A EEAL BEE. B & OSSR (2K Smg
ZHAE R TG LT & & B B D B & KRS B - T D AUC (g-coy
DN ZREMEEE O [90%FHIXH] 1%, 0.99 [0.97,1.01] KTt 0.95
[0.94,0.97] THo=? GMEAT—4) . B 20 BIILZAFA] Smg % H[a]H
TG LTz & & DMty A AT _A F e )7 4 OREEIL 80% T o722 Sk
EAT—%) .

16.3 9%

AANTECMET VT I v LR HES (FEAT:99.06%) 325 9,

16.4 X

RENDORBHRIEN L, — A7 & 2 R B O BAGRIEIC L D _TF KB D5,
C20 ARHIEEE 5 D BIEIL K YT X RIK 3 fETH S,

16.5 HEtt

ARFNIARH S ENIR P RO PP S D, RE(LIRIZIR th K OFEfE
IR b RnoT= P,

16.6 HENEREHT HEE

16.6.1 BHEEREERE

B RE IE W BB (eGFR=90mL/min/1. 73m?) 14 {3, H%JE B HE AE IR 35 B
(eGFR:60 ~ 89mL/min/1. 73m*) 8 fi , % £ 9 B AR I 3 R % (eGFR:30 ~
59ml/min/1. 73m%) 8 {5, EEEEEHEREMEBE (eGFR<30mL/min/1.73m*) 7 &
ORHIEREBEE (3 » AL EMiRENT 2213 T D) 8 BINCAH dmg & HilaI K
TG L72RBRICIBW T, BHREIE IR E (3 DM, hE | E
RERE T BE L ORHIBR B E OARKI D AUC (g-w) DI/ Z BT fE O b
[90%EHEIX ] 1%, ZhZH 1.05 [0.86,1.27] | 1.29 [1.07,1.56] . 1.03
[0.84,1.27] KON 16 [0.96,1.40] Tho7m, £77. Cou Dl T F 1Y
fEDE [90%EHEXRT 1%, £ Zh1.04 [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 AFHREIEE BE

FFFSREE R B 13 0, REENFHEREREE R (Child-Pugh /3% A) 6 B, &%
FERFRERERTE B (Child-Pugh /3% B) 6 (i, EFEEATHEREREH B (Child-Pugh
YHEC) T BNCAH bmg & HEIF T 5 L72BRICB W T, AR IE H iR 1
P HWRLE | S N OVE PR RE R R R D ARK D AUC (o) /N RS AAT
ot [90MEHEXM] 1. T 1.08 [0.88,1.32] . 0.96 [0.79,1.17]
K Or0.85 [0.70,1.04] Thoto, Fiz, Cpp DI/ REMFIEOLL [90%F
XM E, £ FEh 0.92 [0.73,1.16] . 1.00 [0.80,1.25] KX 0.97
[0.78,1.21] Th-7=? GEATF—%) ,

16.6.3 SkiE

[E S OEGRRER 19 5Bk & 0 15 S 4172 5802 il (HAA 1086 #il) ZxfHE L7
REE MR BIIEMRAT O . 65 MR & 65 L Lo BE OIRMBEORMIC K &
REVITRD bRV LO L HEE S 1,



16.7 EMHEEAER
AHN L BROBIEE I T ¥ M7 2 7 = v O U7 3 B R BR oD & R
ERINRT I GNEAT—%) , [10.2, 18.2.6 B[E]

#3) AF EROBAERESUIT © b7 2 7 = &R LTS AR AR 0

OFASRIC X35
[Eilbe Co b AUCH: a7 (hr)
[{E X ] [{E X ] [1EHEIX ]

ARFI | ARH

LS e

BT LA % T
FE OB

;’fz’fz 0. 45 0.78 4,50

ao 25/25 | [0.40,0.51] [0.71,0.84] | [1.50,5.00]
| Smg | H[Al

=T 0. 41 0. 79110 4.23
ARNT UL 5

_/1/7 24/24° | [0.36,0.47) | [0.73,0.85] | [1.50,6.50]

QTR RIS RBAE (A 2 1Bl RO # 5-

1.10 111 0.00

9/11
JGIRE| [0.83,1.45] | [0.88,1.39] |[-1.00, 1.00]
0. omg o 115 1.09 0. 17
4FR [0.87,1.52] | [0.87,1.37] |[-1.00, 1.00]
T RT3 0.50 0.75 1.00
wmE| 8
)Ty [0.37,0.66] | [0.59,0.95] | [0.00, 2. 25]
PE1) 5mg
lg 6/11 0.92 1.05 0.83
[18.2. 621] AlETH [0.67,1.26] | [0.82, 1.36] |[~1.00, 2. 00]
10mg 0. 64 1.04 1. 00
ot g | 1/
#12) [0.49,0.83] | [0.84, 1.29] | [0. 00, 2. 00]
15mg 0.60 1.07 1.00

w4 | 10711 [0.46,0.79] | [0.86,1.33] | [1. 00, 2.00]
B ARFN G B 51/ AR F IR e -

AUC: % FBEAEHE AUC (o)« 7B T X 7 =03 AUC (o)

Cony L OV AUC bl 77 B AR 3 2 ARFITED fie /N — e 58 (a4 0D br

oy 751 77 R ARBET KT 2 AKIED {7

MK R BT IRIT O0%EHIXI, 7% b7 X 7 = 1% 95%(EHEIX

W 8) S NTAFA—] 0.26mg (HNAREKR) . =F= VT AT VA —L
0. 035mg

E9) VT AF A — b OIEMERGH

1 10) fi%k:21/21

LD TR N7k REIWIERG 24 R L OUARHAD 4 8] H #5- 24
eI G Sz

1 12) AAI5, 5. 10, 10mg ONEIZHE 1 [\

T 13) AAI5, 5. 10, 15mg ONEIZHE 1 [\

17. BRIRRIE

17.1 BHERVREMEICET 58

1711 Bguk: 5 AR B_ETREERER (5 1] HERERRR)

BHF - EEPRE T = > ke — 3Ry 2 BIBERIE IR 478 Bl A XTRIC

MAEZEID AT 21T ZHEER T COAK 5ng, 10mg, 15mg XX 7 7 AR Z M 1

[al, 40 BRES Liz ORA 5mg BE: 121 61 (HAN:23 ) | AHI 10mg #f: 121 {5
(AAN:22 ) | AHK 15mg FE:121 B (AARN:23 B) | 77 &ARFE: 115 6
(AARN2L60) ) o AFNZ, WTFhoHARICBWTHHE 18] 2. 5ng TH 5 % B

AL, LA 4 W Z 21 2. 5mg TR LT,

A5 5mg, 10mg X 15mg 0> 40 R GIC LY | EHEFEHE TH D HbAle D

N=2 T4 B L% 10 BETOEEIZBEL T, AROWThOMRETH
7T BRI AR ASRRGE S 7z (p<0.001)

# 1) HbAlc DN—Z T A U b 40 WK TOLELE

HbAlc (%) AF5 5mg AFl 10mg AF 15mg 7R
R—=2F4 v | 7.97+0.84 7.8840. 77 7.88+1.03 | 8.08%0.80
D (121) (118) (116) (112)

b4 40 38

-1.87+0.09 | -1.89%0.10 | -2.07%0.10 | 0.04+0.11
FToE

Rty (108) (105) (92) (70)
T ] 72 (A

-7 F & R) -1.91 -1.93 -2.11 B
E3) [-2.18,-1.63] | [-2.21,-1.65] | [-2. 39, -1.83]
[95HIZRIX ]

1) PR R GEGIE)
E2) Eh TR+ S OEGIER) . MMRM (2 & B HEGEE
TE3) f/h IR MMRM I & B HEE R

NR=2AT A b EGH% 40 E TORBEOLERE (/R HFERERRZE)
1Z. AH| bmg BET-7.010.52kg (WN— R T A > D+ FEUE(FFE:87.0+
21.2kg) . AHK| 10mg #ET-7.8%0.53kg (“N—R T A > DI+ IEAEfR:85. 7
+18.9kg) . AH| 15mg HET-9.5+0.54kg (~— R T A o DL+ jE R
7%:85.9+18.5kg) . 7T RARRET-0. 7£0.57Tkg (~—R T A > O-H) + Ui
7584, 47420, 1kg) ThoTo,

FER IS TS S, B 54mg/dL R ORI X, 77 B REET 1/115
Bl (0.9%) #WiE Sz, EIVEFARBUEE X, AK) Smg BET33.9% (41/12141) |
AH| 10mg FET 46.3% (56/121 f4) | AHI 15mg BET 41.3% (50/121 f5il) KO
ZRAREET 23.5% (27/115 f) Thoto, EAREHWERIIAA dng BECILEL
10. 7% (13/121 1) | AHK| 10mg BECTIEED 12.4% (15/121 1) K OVFH# 11. 6%
(14/121 #1) | AFH| 15mg BECTIZEL 17.4% (21/121 61) KOVFHI 10.7%
(13/121 #l) Th-olz, 72¥, AFRETRD BN EREFIERHIZOWT, 77
EARBETITED 5. 2% (6/11561) KOVFHI5. 2% (6/11541) Th-o7z, [111.1
S

17.1.2 Bdfus REMB_SEREEHAR (5 11 HENEER)

B EEFIE T b — LR BARN 2 BUBEIRIG A 636 B4
RGUTIAELEN O 11 24TV, EHER T CTAA 5mg, 10mg, 15mg XI7T =7
JVF K 0.75mg %@ 1 8], 52 JAMHEES Uiz (&K Smg A£:159 fil, A4l 10mg
BE:158 5, AHI 15mg BE:160 B, 7 = 7 7 LT REEI159 f1) , AANL, WTh
DORRIZBWTHIA 1 [E 2. 5mg THEEZBHLA L, LI 4 B &I 2.5mg T2
L7,

A Bmg, 10mg X% 15mg @ 52 HWREHEEGIZ LY | REFHHHEHE TH 2 HbAle D
N=RATA bR 52 METOZEEICEL T, AFHOWTFIOMETYH
F 2T UNTF R 0. Tomg (kI B EPE S EE S 7z (p<0. 001) 19,

#2) HbAle D= T A U b5 52 A E TOLE(LE

Sk
HbALe (%) A g AFl 10ng | AH 15mg TJO7 77,)/ 7F
. 7omg
R—=2AF4 8.17+0.88 | 8.20+0.86 | 8.20%0.89 | 8.15+0.86
o (158) (156) (159) (159)
% 57
T&%\& mﬁ -2.37+0.07 | —2.55+0.07 | -2.82+0.07 | -1.29+0.07
* T XAk
B (142) (135) (134) (138)
e 2 R4
T aT I -1.09 -1.27 -1.53 B
FR) O [-1.27,-0.90] | [-1. 45, -1. 08] | [-1. 71, - 1. 35]
(9505 X ]

E4) IR GERIE)
T 5) /b DF) SRS GEGIE) . MMRMIC & A HEE
1 6) fe/h IR, MMRM I & B HEE Il

N=RATA b 52 HE TOREOEE (i T IR E)
X, AHl bmg BET-5.8+0.41kg (N— R T A > O FH + {5 A {75 :78. 6 +
16. 4kg) . AFK| 10mg BET-8.5+0.42kg (N—R T A L DI +HHEHE(FFE:79. 1
+13.7kg) . AFK| 16mg #T-10.7+0.41kg («N— R T A > O FI + {8 AR
75:78.9%+14.3kg) . T =27 ZNVTF REET-0.5+0.41kg (R—R T A v DWH)+
HEYEF£:76. 5113, 2kg) Th-o 72,

FEEAC A I S AP, MU 5dme/ dL AR OB IE, AH 15mg BE T 2/160
B (1.3%) W Snto, RIEMRBUEE X, AH) 5mg T 52.8% (84/159 fi) |
A 10mg FET 51.9% (82/158 i) | AA| 15mg #ET 60. 6% (97/160 fi)) K OF
27 7T REET 37. 1% (59/159 i) T -7z, F2REIWEFIEAFA Smg BETiE
{ERL 13.8% (22/159 Hi) . RAKWGE 13.8% (22/159 1) . iy 11.9% (19/159
Bl) L OVFH#I10. 1% (16/159 1) | AHKl 10mg #f TIXHEL 19. 6% (31/158 fil) |
{554 16. 5% (26/158 ) & OVBAKIBGE 12. 0% (19/158 i) . A<F 16mg #ETIX R
ARIBEE 21.3% (34/160 #1) | By 19.4% (31/160 Bi) M OM#ERE 11.9% (19/160
Bl) Thotz, 7B, AARETRD LNEEREERIZONWT, T2aF7 74T
RRECTIZAERL 8. 8% (14/159 ) | Hols 6.9% (11/159 f5) . T4 3.8% (6/159
Bl o ABEGE 4. 4% (7/159 ) Thotz, [11.1.1 5]




17.1.3 BHRASK ERA VRV LEDOHA, TS5 AR B_E5REKAR
(55 111 tHERR R HER)

JEREA A OB T IEREA R ) 2 A MRV v E OPFRRIET
MmpE= s b r— SRSy 7 2 TUBEIRIEE 475 Bl b BIc IR EI D 1) %
1TV, ZHEMR T TAA 5mg, 10mg, 15mg XX 77 EARZMHE 1 [6], 40 @ EM
Bh U7 (R#ISmg#E:116 61 (HAN196) | AHl10mg BE: 11961 (HAA:21
) . ARFHl 15mg BE:120 B (AAA:20 ) | 77 &AREE:120 B (HARAN:22
B ) o AAENE, WTHROHRICEWTHIE 1A 2. 5mg THREEBBL, Lk 4
W Z 20 2. 5mg ORI R LT,

AF 5mg, 10mg X% 15mg ¢ 40 WL HC XV . BEFHEHHA Téd 5 HbAle O
NR—2 T A P OHEGH 40 HE TOLLRICEHL T, AFOWTRLOARTE
7T R RITHT B EPE S HGE S s (p<0.001) 19,

#3) HbAlc D= T A U b G 40 W E TOELE

HbAlc (%) Al 5mg A5 10mg A7 15mg 75 ¥R
N—2F4 v | 8.297+0.88 8.34+0.82 8.22+0.85 8.39+0. 83
=D (115) (113) (117) (118)
*;*‘;ff)‘;iﬁ -2.23+0.08 | -2.59+0.08 | -2.5940.08 | —0.93+0.08
aEo (105) (105) (7) (111)

T H] 78 (A1

-7 7k R) -1.30 -1.66 -1.65 B
0 [-1.52,-1.07] | [-1.88,-1.43] | [-1.88, -1.43]

[95H{Z HEIX ] ]

) EH R GEGIER)
1 8) f/h TR S ATYERGE GREIH0) . MMRM (Z & 2 HEETE
TE9) /N TFSEH, MMRM (C K A HEE

NR=RATA L% 40 B E CTOREDOEE G/ Z R IEHERE)
1%, AHl 5mg BET-6.2+0. 58kg, AHI 10mg #£T-8. 2+0. 58kg, AK 15mg £ CT-
10.970. 59kg, 7T BREET 1.720.5Tkg Th o7,

FREARMLBE (L, A 10mg BET 2/119 1] (1.7%) . AH| 15mg T 1/120 $ (0. 8%)
ST, MU 54mg/dL AT ORI X, A 5mg BT 18/116 6 (15.5%)
AHK| 10mg BET 23/119 45 (19.3%) . AH| 15mg BET 17/120 ) (14.2%) . 77
BAREET 165/120 B (12.5%) w5 iz, RITEMAZRBUBEE L, &K Smg BET
37.1% (43/116 1) . A 10mg #£T 38. 7% (46/119 f5) | A 15mg #ET 52. 5%
(63/120 $i) BOF ZHARRET 14.2% (17/120 B) Th o7z, EARBIERIZA
7 5mg #ECILAEL 12.9% (15/116 ) K OVFHI 10. 3% (12/116 #1) | AH] 10mg
FECITAELL 17.6% (21/119 fi) K ORAREOR 12. 6% (15/119 #il) | AH] 15mg #E
TIERELL 17.5% (217120 f)) . T 16.7% (20/120 f) | RAKEGE 14. 2%
(17/120 Bif) K OMERE: 12.5% (15/120 f)) Tholz, ¥, AFBETRO LI
2 EREHERICOWT, 77 B REBETIE TR 4.2% (5/120 i) K OVRAKEGE
L.7% (2/120 #) TH Y., FEl, ROWEHIERD bivknoiz, [11L1.1 3]

17.1.4 SFEREH (52 8/H) RL&£MEHER (5 111 HERGRER)

%O MR TS0 B Tl = > b — LR BN 2 TSR
H 443 B GUTIAE LD (11T 24TV A Smg, 10mg XU 15mg Z i 1 [A],
BB TIREA] (AVR= L VTR BT A KRR, a-Zvay
Z—VIEA, F7YV DU REEH A A o WMEER] X E SCLT2
FLEFIOWFND) (2 52 BELEMEES L OR#H] smg #E:148 B, A7 10mg
147 B, AH 15mg 148 B) o AANT, WITROMEIZEWNTHE 1 [H
2.5mg THEZBAMA L, LIk 4 R 2L 12 2.6mg TORE L7, ARBROM R4
THRIRT 1,

#4) HbAle D=2 T A L inb ¥k 52l £ TOE L E

s S N - 1y JE S DR A BLE 1D
HbALe (%) :10>X74/ Belitt 52 i COE{LE

AHl 5mg ZRF 10mg AF 15mg

AR =)L 8.69+1.05 | —2.74+0.13 | —2.95%0.13 | —3.29+0. 14
T LT A (127) (42) (41) (38)

v 7 A 8.44+0.96 | —2.59+0.20 | -3.02%0.19 | -3.03%+0.22
R REEAI (62) (19) (19) (16)
“/;/_/Ez:l;ﬁ 8.55+1.31 | —2.31+0.22 | -2.94%0.22 | —-3.00+0.23
ol (64) (18) (16) (14)
FTSYY 8.37%1.08 | -2.53+0.14 | -2.93+0.14 | -2.76=+0. 14
>R (61) (19) (18) (20)
A - 8.83+1.23 | —2.66+0.24 | -3.3240.24 | —-3.23+0.24
R Y i 62) (18) 20) (18)
A

SGLT2 [ 8.30+0.82 | —2.31+0.19 | —2.76%0.19 | —2.66+0.19
Bl (63) (21) (20) (19)

£ 10) PR AR S GERIEK)
TE1D) J/h " SRR GEGIED . MMRM I X 2 A

NR=2 T A b b 52 ME TOREDE(LE (h/h ZFFH) 13, AH
5mg FE. ASH 10mg FE M OARH] 15mg FEDIFEIC, AN AR=L v L7 FIGFHT-3.8,
-6.5 KU8.6kg, BT A FRIEHIPA T-4. 4, -11.2 K U-13.6kg, a—7
by BF—PIERIFT-3.7, -8.9 KU-8.0kg, F7 VU P RIEAIHT
2.1, =6.4 KTO-11. 2kg, HERA > 2 Y 45 UMEHERIPFH ©T-4. 2, -6.5 K U-
9. Tkg, SGLT-2 FHEIEIFH T-4.3, 6.4 K UV-11.6kg ThH o712,
FEEACAUBE I S 9, BEHE 54mg/dL AR OMIEEE, AH) Smg BET 1/148
B (0.7%)  (AAK=AT LT EIBEHE) | AHK) 10mg BET 1/147 ) (0.7%)  GE
WA A o UMEERIOET) | AH] 15mg BET 3/148 ] (2.0%) (W T
ARV LT EIGE) i S, BIVERBUEE X, AHA Smg BE 43.2%
(64/148 f) . AFHl 10mg #ET 52.4% (77/147 $il) K OAHA| 15mg BET 63. 5%
(94/148 f5l) T o7z, E7RBIVERITAA] 5mg FETIFEL 8.8% (13/148 i) |
{8 7. 4% (11/148 Bi) R OVEBKIBGE 7. 4% (11/148 1) . AFKI 10mg B TIEEL
12.9% (19/147 B)) | {854 12.2% (18/147 ) . FH110. 9% (16/147 ) KOV
ARIBGE 10.2% (15/147 f5) | AH) 16mg BECTIEEL 25.7% (38/148 f) | fHFL

14.2% (21/148 f5i) | AHWBHE 12.2% (18/148 i) | WEAk: 9. 5% (14/148 ) K
VR 8. 1% (12/148 ) T -7z, [11.1.1 K]

18. ZEZZEH

18.1 YEFAFF

AL GIP ZEREKL O GLP-1 ZRKDOT T=2 b THY | MZEEITHEA LT
EMAET 2 2 & T 7 a—ARERFICA A ) e SE5, K
FE C20 FEMIFEMIG 2 & e 39 DT X VBN BRHRTF R ThHY ., WY
NT X2 LA L CHRRCEEI AN IER T 5 Z LI KV R R 5.

18.2 FEEEM

b b CTORIFEIEROFEIL, FiT 25AERE, T CRHAl 15mg O 1
[l 28 SR (HEWHEHIM A ETe) KT #5%OEFREICBONTIThhi,
18.2.1 GIP /AR U GLP-1 ZRAET7 I =R MEK

AFNZL, in vitro WERIZEWT, GIP ZAMKK O GLP-1 ZARMEKITHEE L CIEME
fEL. WTFNOZERICH LT HHIEN AP 28NS 57 2 =2 MEMEZ R
L=,

18.2.2 m¥EME TR

2HUBEPRIF IR I ARFN 2 e 5 U7, 2SR RGPS B OVt MBI 7 7 &R &
L TIERTLZ Y GEAT—%) .

18.2.3 I a—RIEEMA VR Vi

<~ ART v N RO B % A2 in vitro BBRIZEWT, AAIILZ L
2= ZEFMEA A U WERE L D, Ty RERWE in vive FRNY
Vo — ZAGRBIZIBN T, RANL 7V 20— R RIF A VR Y Vo3& IR L
=1,

2TUBEIRIF B AR 2 5. LTRSS, BRI 7L 2 — A RHEAZOA A Y
COF LA (v a—2 G EZND 8 5tk) KO 2 M (v a—2#h 20
SHEIG 120 H5%) OSWERET, TR LB L TEMLE ' GHEAT
—4)

18.2.4 FLhT o5k

2 TUBEPRIF IR AR 2 B 5. LTS, ZEMERE 7L ) TR E R OVt D 7V )
SUPEEED AUC (&1 0~4 FEf]) 137 TR LB L TIR T LA 9 GHEAT
—4)

18.2.5 4 VR UEESH

2 RUBEIR B AR AN & B 5 LT SR, 2O V2 ) VISEMOIRETH D M
EDOR—=2F A SOOI T TR E i LT Lz 2 GrEAT—
2) .

18.2.6 BRRHLEE

2 RUBE R A (T IN T, AR Smg LA A 1 [A] 4 BB G LI2fER, 7k
bR 72 OMPRET BT 7 A )b (Co KOV AUC) A HEEE L L2 HNAHE
HHE DR R AR Bz, B NEPELEE O T3 gR#5-% 2 ik b % ©
HY ., 4 EMOKERS TREIILEZ Y GHEAT—4) . [16.7 3]

19. BV ICET HBELEFZHIR
— 4 R FAERF R (Tirzepatide) [JAN)

Gy R CopsHyugNiusOss
Sy &t 4813.45
M EIN HEOMRTH S,

YXEGTFTSDY SIXLDKIAQK AFVQWLIAGG PSSGAPPPS

HiC  CHs H OH
X k NH;
HyN COH HyN

X 50
2,13 39
2-methylAla Ser-NH;

o

H COH
H H
HOLC N N H,
N e} )
s H l,
o o HaN co
2
K
20

NB-{N-(hydrogen icosanedioyl}-
+Glu-bisfiminobis(ethylenoxy)acetyl])-Lys

FBRF RiZ, b I a— R RIGEA A Y 4y
WHIEA Y <7F K (GIP) ZHRAEKKOE hT A=
VAT F R-1 (GLP-1) ZEERDOT A=A M Th
V.2 KON 13 FZFHOT I/ EFEIEIT 2-methylAla, C
KIE7 2 RSz Ser Thd, IHIT, 1,201
B RN LA Glu Y 2 i o> 8-7 X /-3,6-
FXY AT B UEBETHRINDY v —%H LT 20
FHO Lys ITFEE LTV D, FAENSTF R 39E DT
R BERENS R D EMATF FTh 5,

20. BIEWLWLEDEE
20.1 BASZBET . 2~8CTHENMRATT D Z & HURE LA, A LRV
L.
20.2 IR TRIFT 285815, 30°CHEBX RWGAT CHME B H S FITRIF L.
21 HUICHER T 5 2 &,



21. RFEGH
B ) A 7 A A RED L WIICERT 5 L.

22. a%
(RUPyOETE25mg 7THR)
0.5mLX2 ¥ v k

(R OvORTFEbmg 7T4HR)
0.5mLX2 % v k
(RUovyOERTET. bmg 7 T4 R)
0.5mLX2 ¥ k
(RoovORTE 10mg 7 T4 X)
0.5mLX2 ¥ k

(YUY AKRTE12.5mg 7T+ R)
0.5mLX2 ¥ v k
(RoPvORTE 15mg 7 74 R)
0.5mLX2 % v k

23. FEX#K

DGR FAENRF ROEMRR

2) R BAN 2 AU B O S EhE

3)ENEERE BARA 2 AUBEIRIE R At SR & LT HS 1 HRERER (GPGC 3U5R)
4) FENERR: B b EAL 0 S A S AR L 72 5Bk

5) AN L MR SA T R T B T & Fl L2k

6) FEPNEEL: MR E B A

T)AENERL: = AT o R

8) LR FEFEREREE B T F5 1) S FAWBIRERER (GPGG #5h)

9) PN EL: HFESRERE S 12 35 1T % S B AERER (GPGQ 7A5R)

10) #EPNEE R REAE [ 3K B RE AR T

1) AR R % AT SE & o> SEWHA B A FIFASR (GPGR 3X05R)

12) $EPN R SRE R SR KO8 2 BORE TR I FR o 0D S B HE K OV ) % (GPGA

B
13) fhNEERE: 2 BUBEIRIEEE At G e U725 111 AR IE B E F) R B (R
) (GPGK FhlER)

14) FEPNEE R 2 BURESR P R 2 b G & L7255 11T FHIE PN BB CEAIRETE) (GPGO 7t
)

165) #EPN L 2 BUBE RIS Aok G & L7t 111 FRE B E [R RS (OF %
) (GPGT FhI5R)

16) #EPN R 2 BUBE GRS A % 65 & L7258 111 AHIEINGERER (DF A1) (GPGP 3%
)

17) #EN R LB RF RO IR ER

18) tEPEE R SMELN 2 BUBE IR HAE 25t B & U725 1 FHRRER (GPGT #5R)

19) HEPNE R F B 8T RO IR A%

24, XHEBERERUVBEWVEDOE S

HARA—F4 UV —HA & EEERBEGEER

T651-0086 =i Xpk il 5 T H 1% 28 &5

TEL:0120-360-605 (PZEHEBAFRHE FIIT)
www. 1illymedical. jp

26. HERFTEREF

26.1 ZERFET
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LY3298176 (2 BUHESRYF) 1.8 WfIE: (%)
tirzepatide

1.8.2 FEEXRIIFIE (F) RUZDHRTEREM
1.82.1 MHEXIEHME ()
| 2 BB IR I

1.8.2.2  EREIRH
AREFENREIIRE (D) 1%, TR0 MAERE TIEOERKFHm AIECET 2014 K714 (B4
7 2010 /) | ICHEU THEME L7z LA FICART F VBT Rod 2 BUEIR (T2DM) Zxiges L
T2 EWNE 3 MR K OB AR Z B EBEILFSE 3 HRBR L 0 E N T B RT ROFRER O
BRI ST RE LT,
o [EIWNE 3 FEFER
» I8F-JE-GPGO il (BUAMEVER M 5-allR, LU T GPGO #tlR)
> I8F-JE-GPGP ilip (DFHIRIER W& G, LI T GPGP ikliR)
o [EHERILFE 3 MR
> ISF-MC-GPGK ikl (HAMUZVLERER, LT GPGK #RlR)
> I8F-MC-GPGI ik (1 A U UOFAHIERER, LT GPGI#RER)
INHORBRTIE, FAENRNTF RiE Smg, 10mg, KON 15mg O 3 HEZHFFHEL LT, #
1R G Lz, WTIhWoOHEGEGHEIZ25mg & L, SHERHEE T2.5mg 72 4 0
T 2 H1EE Lz, WSRO EVWFAERF R 15mg Th., D7 &b 16 HRITHER
MEZEFRETRETEZ LTV A & LT,

FERANEOFHEEER I~EZ 2By Ale (HbAle) EREDR—RT A )b DL E
TH Y. GPGO, GPGP, GPGK, KU} GPGI B Tik, EHRFMHMFA (#6540 d 52 M) (<
BT, FALST RS mg, 10 mg, KT 1S mg BEDVTHOBECI T b 5k HHE & Hoile LT
AR BEENRD LN, ZOZ EnG, FAESRTF K S5Smg, 10 mg, KON 15 mg 23K
WZEHKDH D HbAICR F A OMEEBAD A b7 b3 2 L0 &, o, FAEBARF RO 1[H
e l5 TR DA N 52 MRMERY 5 L MR S, £70, EERTT AL ST IS
L DIIRORG L 72 0 B DIRINNRIRA T — P OEM T, FILERF ROFGUERRD iz,

F72. GPGK K GPGI #RBD 0 ARANERM Tk, HbAlc, REKLNZEMERFMAEFEIZET 50T
NOFHIE H T b7 7 L REE L ol L TF AL T FRECHD R RN TH D | RAEH
L [FRROE D3FE D BTz,

DT, (RS KO T2DM BE 255 L L7258 1~3 /0 19 B TF LB T ROk
IR Rt LIz, 7 2k~ 7F R-1 (GLP-1) ZREEIEBIEE & R, Bl MM,
FOTFHNEERTROEZSDBOOLNTZAEFRTHY . IBREOLLGH OB, g, K OVFHI
DENTNORBEIS, WOTHE LB E AT, mimmwﬁfibmmotouu MR H:
K ONFRIOFEBEIS T TF BT FOHEWEHF CE <. MR EETREBIOZELZRITET
L7z, FAE ST RE25mg DIEFAREN BB L, Z0% 48 2810 ZMgﬁoﬁ%W_%g
W55 2 &, BRMEEREFROIFMENUE LT,



LY3298176 (2 BUHESRYF) 1.8 WfIE: (%)
tirzepatide

RRXT 4 b DRI NG R EE B2 5 AR R bRV 27 & U TRE Sz atk
ERNZ DN T, R EFRHER B S CHIE SNWIEFIZ D e b o T, FEIED GLP-1 Z A IREE)
HICEDBMHERO ) A7 IXERBEG T L <ML TR, il OERNL MRS %@
U TCOREHRINE, KOWA CER S TOREEWE CEHRARETHD L EXLD,

72, GPGK KU GPGI AT, AFFL, HERAEFR., BMBEEAEFR, LU ( 4
WA vk HARNEN & BREM TR LoRER, IREBEOEINZERE, WTFhoilBRTh BE
NEEF & RIREM TREMEDRE BICRE ZEWIT R0~ 72, ENE 3R TH 5 GPGO R T
X126 (FABRFREE: 106, 7 =7 7 0F REE:24]) . GPGP #RERTlE 10 Il THRIEAR &
WIMREEEOHFERERPRE SN2, 2D H GPGP R ERO T /LE/SF K 10 mg #ED 1 4T,
MECHERTERREET 1y 7 BRI LN, 1RBRIE L ORRBERIT RV &Il S iz, £
NDEGIIRESNRETTRCHERETH-T7-, WTFNORR TS, IO > AE
FLEED, ARNEROLTREEGDBEEICE <, 2 OBKRMICHEE 25 FRITFEO LN
T BARNEMICFRRA 2R 2N EORBREITRD Siienoiz,

ZO X, BERBOMBR, FAE T R, T2DM O X SERIFEAT —T T, BEFR
TR T a7 7 A NVERLRRG, 1 BOFEREGF1E TR 2= e — L RO
TARERDEZER TE D2 EARENT,

LLEX D 2 BUBEPRFEF I3 U CARKIOFRAERRD bz Z Lovn ., 5 1.8.2.1 THOLIRE
IR () AR ELL,

183 HERUHE () HVIZZDHRERRL

1831 HERUVHAE ()

WHE L, RAIZIE, FABAF RE LTH 1A Smg #MFEH&ES L, K FERT D, 72
2L, B 1E2.5mg O L, 48MEE L7z, Bl 1[E SmgllH&ET 5,

¥, BAE OIS U CHEEEBT 225, #1155 mg THRAHSRGEIT, 48
ML EORRT 25 mg T oMBETE 5, 220, AHEITHE 1B 15mg £ TET
5o

<HEROHEICEET RS> & #5250 80 ORE0 Sk

72 BHEENTSGEIE, WERG £ oMM 3 HE (72KH]) L EThiuL, K
SRR THELIZEEG L, TORIIH LD UDEDZEAICEEGE T2 2 &, KA
HEToOMMMN 3 AR (728 RETHNTEGET, KOHLNUDEDT-REH
WEET AL, ok, B 1IRRSOBBAERT 20 ERND H5EX, IR SD
B L 3 HM (72KH) UL ERMREZETHZ L,

1.8.32  EREIRH

18321 FERUVHAE (F) OFRERN

AHFERELOCHE (8B) X, FLEF Fo T2DM x4 & L= EHNE 3 Bk (GPGO M
Y GPGP #8) K OVH A% & Te[EFEIEFEE 3 /5B (GPGK KUY GPGI ) L& ohi-F v
BT ROEIMHER L EMRGEICESEFRE Lz, sBlic oV TIE, 8 2.7.3.42 THIZREHE L7,



LY3298176 (2 BUHESRYF) 1.8 WfIE: (%)
tirzepatide

EWNE IMERBROFER

GPGO #RBrClE, TEFHMHIEHE TH 2 HbAlc DRX—R T A b 52 £ TOELEIC
DNT, ZEEOTHEDO S LT, FLENF R 5mg, 10mg, KO 15mg #EOT =7 7 /LF K
0.75 mg BEIC KT §- D E-IED R Sz (O p<0.001) , b ABEOERNTF LB /XF K5 mghf
TH23T% EHBKMICEROHLZ_XR—ZA T A4 UL DERTRROONTE (FT2F 7 VF K
0.75 mg BEIC K952 [95% (58X M (CD ] :-1.09% [-1.27,-0.90] ) ., F7=, HbAlc D—2A
TAUPLDIRTREIZTFNVENRF ROHENREWIEERE -T2,

BEON—ZF A b HEE 52 HFE TOZBEIZONWTS, ZEHMEOFHEDO L & T, FL
BT R5mg, 10mg, KRS mgHEDT =7 7 LT R 0.75 mg BEC Kk 2 EEER R E 7 (0
T H p<0.001)

GPGP B CIIAHEERIIRRE L TV Wb oo, F5 52 0 HbAlc (T /LE/RF K 5mg,
10mg, XN 15mg BETR—ZX T A U0 BIE T L7z, bHEORY 5mg #ETH-2.57% & FRKH
WCEWRDOHHX—=ZAT A4 b DIRTAREO b, 72, HbAlc DRX—A T A U bLOIK T &
IETFNVENRTF FROHEREWIZERE hoTe, MOFHEEE H GPGO RROFER L —E L T,

GPGO } O GPGP B D LM T 17 7 A WTBBLRRIF ThH o7z, FEMIZ OV TIE, 2
255 HIZREH L 72,

E BRI R 3 HHRBRDKER

GPGK KX U GPGL#BR DO RAEH Tlid, FEFHEE TH S HbAle DX—Z T A )b G- 40
HFE TCOBLREIZONWT, ZEEOHREDO L & T, FALE/TF R 5mg, 10mg, KO 15 mg
D7 T vARFICHT EBEN RSN (W TiLd p<0.001) o &b HEDEV Smg #£T
H-1.87% (778 ARBICKT 52 [95%CI] : -191% [-2.18, -1.63] ) (GPGK ) K
W-2.23% (7T B ARBHIRT 225 [95% CI) :-1.30% [-1.52,-1.07] ) (GPGI#&ER) &EEEMIC
BWRDHHR—Z T A )b DIRTRRD ST,

BEON—=ZF A4 b HEE 40 BFE TOZEEIZONWTS, ZEEOFHEDO L & T, FL
TXF K S5mg., 10mg, KO 15mg B 7 7 ARBEC T H2EBEEN RIS (W
p<0.001) ,

GPGK K% GPGI BB eM7 0 7 v A MiTBBIchBIFCTH-o7-, FEICOWTIL, F
2.5.5 THIZRRE L7z,
ULk, EWNE 3 R K ONE BRI RS 3 FHERBROF R LV, T2DM (2% 5 F /LB 3F K 5 mg,

10mg, &K 15mg OAMEF N B2 et a7 7 A VPRSIV, BIFR_ET7 v b -

10



LY3298176 (2 HLBEIR %) 1.8 IRASCE ()
tirzepatide

YR TaZ7 7 A NVRRDONTZZ END, B 3HRBRCTHW-MELROCHENERAESE LT
WY T D &HIEr LTz,

F72. GPGK KT GPGI il D A A NEH O AT AL L — B L T, AARNEH L
EEREMOZENET 0 7 7 A WVERICHBE & 725 X 5 2 BEREVTRO DR &
55 3RO A AR AR OSMNE AN OIYERE (PK) 1TEBIL T\ Z Enn, 5 3HRBR TV
REROHEZ BARANT2DM BFICHEAT2 2 L3R4 THHEBxbNH, 183110
OHEROHE (8 #RELE,

18322 RERUVHEICEEY 5 IEDHTERRL

RHERA PK T CHER LI BKET VAW T, BEENORELZ I 2L —r a3 L THRE
L7,

TRE LIS A0 Of%E A5 4 BN (T80 5, KEHRE- £ TOHIRKIA 3 A [72 K
M1 LE) oBA, KOVEREATELICENZROFLERF F2HETL L ROTFESN
7RG L — o T LB RTF RIBEOEMPRO 5NDE0N, TOREITN 15%Th 5,
FELZES AL ORE A 5 AU LA, SREZEOFALEARF Fefkbids e, £
DRDEHIZ L0 | R EDR 20%LL FHINT 2 /lietEn H 5,

ZOZENDL, BEEENZEAITKER G ECOMMAIA™M (728#) M EThiuE, KO
WERERCELICEE 5, £7o, REELGETOWRMA 3 BM (72 FH) Kl CThiuisiniz
FElIEGET, KOBHLPUOEDTZERICHET LI ENHEUTHL EEX LN, WThoO
HBab. BEEFEO%, BEOHE 1 BORERr ¥ 2— LV E/HT 5, £/, # 1 ERS5OREA
EERTHLENRS L5EAL, Al G 507 e 3 A (72 Rf) UL EMBE =TS 2 L
DY THDH EZ LN,

PbEXY, 1831 HOMEROHARICHEET IHE () 2HELL,

11



LY3298176 (2 ZUpERIF)

tirzepatide
1.84 FEALDEE () RUZORERRL

1.8 UsfHeE (%)

AHNOMER EoEE (%) 13X, RFORKRBRME R, C¥EPET—% 2 — b [Company Core
Data Sheet (CCDS) ] . E¥ES Y A7 FEEHEE () KOENTERINTWD 7V T8k
~NT7F K1 (GLP-1) ZHRFEEKOME T FoEEA B E 2 THRE LT,

A EARL

i EOEE ()
2. =2

O ER (CROBHRICZIFEBRELAEWI L)

2.1 KRHNO RS UIRBUE OBEEE D & 2 B

2.2 BERIEMES BT K= A BEREESME SO XA EE, 1 TUbE
RIFDBE [ A ) VAN X DN RIBERMEE DD
T, AFEBEFTRETRY, ]

2.3 HIERME, FIFEORAOES [ A U RN X 2 i
EENEEND DT, AR OEGIEE I eV, ]

2.1 CCDS ¥ O* GLP-1 ZFRVESE oM A Lo
EEEBEICRE L,

22 INHDOBREFITA A AN X DR
PMEATHY . CCDS KT GLP-1 Z K AAME
BEOFH LOFEEESEBIRE LT,

2.3 GLP-1 A MKIEBFEOER LOEE LS
WZRRE LT,

5 MEEXRIIHRICEET HEE
AFIOERIZ, & 57> CORERFIBHR O AR TH 5 RFHE, EH
FEE AT T ECHRBAF B EITRY BT D 2 &,

GLP-1 ZBRIEEIROMEH EDEE = 5E R
E LT,

1. RERUVAEICEEY 5IE
11 AFNTE | EGTLEATHY . FMRAICRESEL
L,

AFNTHE 1 MG OHKATH L Z L b, KA
DIYTRE T 7 7 7 A WIS ERIE LT,

1.2 EzENHEE, KEHRS ETOWRMA 3 AR (72 FEH)
UETHNE, [KOWERETELICRE L, 20%IEH LMD
EOTERICEET DL, RElREGETOHM 3 A (72 B
i) Rl ChHNTHREGET, ROHLNPLDEDTRERICKRET S
T, k. M 1 EERGORER ZE T T HM0ENRH 5 5E1E, HilE
FBENODR L 3 AN (T2 KH) BLEMRZZET 52 &,

1.8322EEMH,

1.3 HBEEZEORIUC L BEMESHE L2V EHE CIREEXIT
Wl O 2 BES 5 L,

1.4 AFBEGIC X 2 HBIRFENRIRERD BBO N TWD T2,
fpE= > b — 721 Thed | REBICHIERL, RAFIOHEED
VEVEAEEIHBT S 2, [9.8 &)

S F 2 R L AE I % < 72 B4
SR BB = kD, H I~ R
REE~ORBELEED LT, RO
DENE R T B OEEWEERE LI

8. EELGEANIEE
8.1 AHNIA LAY ORBITIIAR, AHIOBEITERL T,
BEOA 2 AMRPREEHR L, BEOGEZHWT 52 &,
A P AY AMRIFRIEDEE T, A 2V b GLP-1 ZRKIEEIE
YD B X, Ak U R ORI IR TS R AREBL L
TIEBID S SH TV D,

8.2 BG4 HLEITIT. mbE, REFZEMIICHRAE L, EROHR
ZHEDD, 3~4 » AES L CORBPARHoeEmaicid, L
PLEBEAONDERA~DETZEET DL,

8.3 ARANIFrGERAITH Y . ARFIFIEE VR FHGET 5 AlREtE
N BTz, MAEEOEBCRIVER T, RIERBEBROLEIZS
WCHNEBETDHZ L, [16.1 ]

GLP-1 A MIEEZ O EOREE 225105
E LT,

8.4 AA DN BT~ Tk, BEITH L, RMPHER L O O
WGIEZHOWTHaatT 52 &0 [9.1.3, 11 1.1 2]

8.6 MMMEZEZTZ&NnHLDT, AFTERKX, HEIFEOEEEIC
HFL TV EHFICREGTDLSFTEET LI, [11L 1L 13]]

CCDS K O® GLP-1 & MRIEBE O H EoE
BEBEIZRE LT,
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LY3298176 (2 BUHESRYF)
tirzepatide

1.8 UsfHeE (%)

A LEOEER ()

A EARIL

8.6 SMMRBKET DI LBNHDHDT, AR OMBIER (R
2 PE D R LIRS bbb 5aiE, ERZFIE
L, HenICEMOZEEZ 5 L 2EETs 2L, [9.1.2,
11.1. 2 BH]

8.7 HIBMENEILIGE, SMERROMREEREZFBE L, LI
& U TSI L D R ELZET 572 L, HREISHHT S
ZE, [9.1.2, 1L 1.2 BH]

8.8 AL, HIRIRBIHOEFEOAMA R L, BE R
bhHaIE, EMEZZSZ T2 L0 ETH5 L, [16.2 &
]

EIG Y X7 EHEHEE () IKE3%, £
GLP-1 ZFEEEIEKOFEH LOFEESHBITH
E LT,

8.9 BEEDKEBA DA LNTGEIL, ARAIORE T EH L%
EZEIHZ L, KEBLAEFD Body Mass Index (BMI) 2% 23kg/m?R
i O BE TORFOF MR VLIRS Ty, [9.8
Z ]

AFIOEGE RS Tlid BMI 28 23kg/m? HKiik O B
RSN TN EMBRELE, £/20 &
Fe G- o8 O R ERD N ER D b BEI
R LTEREBRG BRSNS Z &NV E
9\ AFI ORI Gk TSR LTI
WAk 2 SR E L7z,

8.10 AHIDH CIESICH - - Tk, BEIT TR EE I 2 ki
Lizth, BEHOWMEICKEREGETEDLZ LML LT, EMM0%
HFED L L EiTHZ L, £, BEORERFEFFTIEONT
REAHESTS L, BWTEN TV ABRIRRIAEL LPHTe X 945
BTk,

H RSS2 ARER L LTRE LT,

8. 11 AAlL DPP-4 BHEANIN T H GLP-1 Z KL Y GIP Z 4K
A LM FIERZA LT\ 5, WiHlz G0 L7-BRoRiR 5
BT <. AINER LRI STy,

GLP-1 ZREFEBIROME A Lo E 2B & 05k
E L=,

9. HENDERZHIHBBICHT IR

9.1 5HHE - BEEZDHHESE

9.1.1 EEBTLMEFNEEDEREENHLHEE
AR e <. BHIBEEOERNET 2B LB H D,

9.1.2 BROBEEOH DI EE
[8.6, 8.7, 11.1.2 &M]

INbDBEENGE LRI L <
BOTHEEIRGSTIOILERDLD Z D,
CCDS ITH 3 xzE LT,

9.1.3 BMHEZRCIHETNIHIUTOEEXITIRE

- T EARTEA 2 LRI R RE A 4

CREARRREE, SURE, AR SRR fFEREORNZE
T EFRIRAE

« WL A E S

<D T L — LR

(8.4, 11.1.1 ]

GLP-1 ZFMIEBEOHER EOREEE2BE I3
E L=,

9.5 ¥R

TR SOTATHR LT 5 ATREPED & B MBI IEARI 2 583, 1>
AV BRI EERT S L

ERAFBERBRICB T, HIRET v MCAFIZ G LA, R
FRRAAETE MCHRE L L EOREORBEL TR AE (%
R KR TO Cy FLERITISUNT 0. 74 %, AUC ELERIZISUNT 0. 45
&) <. BRIREN (BT, NIBEGES) SR80 6hlz, b
OFT RATEE) OB E DKL OMEEOKMEE S LOTH -

—o

TEHR XATAEYRE LT B ATREPE D & 2 Lotk & &k 52
ELTBRRBIIFER L CRLT, Zhboh
FNZBT DABN OREEITHEST L TV niz
&, CCDS KU GLP-1 A MEAEBFEDOMEH Lo
NEABEICRE LT,

9.6 ®BELIF
B EORRRER ORILRBEOFEEEZEE L, 2o uLF
EE#BHT2 28, AFlOE MLHF~OBITIIARATH 5,

AKElOv hHHFR~OBITIEAHTH Y |
CCDS IZE X /E LT,

1T INRE
INREE IR E LI AR OV A fiiE & U7 B AR AR X 5 he
LTV 7Ru,

18 i AT O /NN I 1) D A7 20tk Mo OV2z P I e
SLL TV, CCDSIZHESEHRTE LT,

9.8 A
KELED, BEOREZBEZ LN OEERICEETL 2L, —iK
ICAEFIREREME T L TWA Z ERZV,  [7.4, 8.9 &IR]

GLP-1 ZFEEEIEKOFEH LOFEEESBITH
E LT,
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tirzepatide
fEHEOEE () X ERAL
10. #HE{EH PERRIE ASKIZBI LT, CCDS &8 GLP-1 2 &K
10.2 BtRSEE (BFRISERET ST L) VEEV D FOEBE A2 B EBICHE LT,
HHIL S BRI - B ik By - SRR T RGBTSR LT, AK & o3HEAERR
B B T IO FBUCHEE T 5 o | B TS| | BRC. AFE ORIz kv . ROBTEORE
ETTTA RREA | o) e x k=L LT | SnB,

RSN VTR G A A Y i
HENA 2 A Y Oy

i PRI 134 2 Y o 7
oy | EOFRT BB, (o
S Y A7 BT B BTN

F7Y ULRER | DB THD O LG

DPP-4[fL 27 T585E. KifufED Y 2
AR Y R 57-0, Zhoo
SGLT2PH 41145 R OWEE T D5 Z
[11. 1.1 ] L,
R RTS8 R B - BRI ST | AHI 0 B NARDPEH

[16. 7218] R REN iy IaF i
RO RE W S D8

D5,

BEIEIEHIC LD

7~ U v RIEA
UNT7 )R YA
[16. 7]

GLP-1 SZRARAEENE & DI
Hizkvorrzrro
Loy DVIEFE L 72 & OGN
HH, =xE)F FTHm
ZE S INR AR S
T2,

AFNO B NAEHE
BEIEERIC & S

BOBETARDOLNTNDLZ ENBRE L,
INT7 7 U LT, KFlE LT 7Y ok
DOBRABRBRBBEOENTWELEZ b, BFED
GLP-1 ZRKIEBIETCOU LT 7 U L DA
BT EOEEESEZICHRTE L,

BIER
&@@Wﬁ@%%bhé ERHBHOT, BEE STV, B
BRRD LN EEIT RS 2R IET 5 L ﬁ?ﬁﬁjfm‘@%% T PR
1.1 X4 Uﬁm
1111 Rf#E B
iR (B&, mEO%EER, BiF. AreEn. B,

Wk, 5. OFV, EK, GRETE) BbobidZ &n
D, Flo, A AN VEIRIIIA LT =L LTI E ONEH
Wi EES A IR B IR 28 B & VRN e 2 sk 30 b s S h
T3,

(KIHER BB SN EAIE., WEZ2EDRMEZERT 572
CHWUIRME AT 2L, 12150, a- I Aa i X¥—PIEHR L
OftHAEIE 7 RofiaH 5352 &, [8.4, 8.5, 9.1.3,
10.2, 17.1.1-17. 1. 4 ]

CCDS KO8 GLP-1 Z A RIEBZEOME H EDE
EHEITRE LT,

11.1.2 SRR (0. 1%RTH)

W2 5 BRI LIS S O BAE R0 S - B AT, R
oz HIE L, MYRLELEZIT) Z &, it\w%a%mgn
7-8aE. FREII ThRVWI &, [8.6, 8.7, 9.1.2 ]

GLP-1 TR M EOE G55 &

E L=,

1.2 ZDthnEIER

BIVEM S8 5%LA 1~5%AH 1%A i
TEBR R 2B~ € DIIRRN
I E™ |
1&‘[:‘%1‘1)
THALER LY IR MR, B | S5
BEED R | A e
D0 fERL, B[ B B
. HIER
B, AR
TEHERAL FESHBAL R
GRLEE, Z 5
FERK, VIR
MRS
g A A BE7 7 —F¥
HEm, U R—
BRI, KE
Z DAt Uiz

HR PR FBR D e 70> & AN G- & DRI BEdE S
b5 LA SR %% CCDS IS X EIEM

ELTREL (RimE, T, RERED
zfR<)

RIE, M B T & OMKRERV X, CCDS 123
WCEIWERICE SN0, BERER CafE
F & e THARNCHREEIG S @Y MBI A 5
NI ORE LT,

¥, FHROMEIT 4 MOFMAR (GPGK R
BR. GPGI #BR. GPGO # BN * GPGP k)
IR AHEEICESEEM LA,
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tirzepatide

1.8 UsfHeE (%)

A LEOEER ()

A EARIL

D R 2 DR o8N, MER T AR SR E8AICIXREORESL +

SIEE L, BRENED ONSAIILEY R LELITY 2 &,

2) FRCAHIO R BWHEREICEIBEER S bbb Z LB D, T,
MM DK Z e L, REERECELIBELNHLOT, BED
KEICHEET L L,

14 BRLOIEE

14.1 EXZEEFIOEE
EAROMAESULRE RN & EROB RN N 72N &
THERT D Z &,

BRI BALIC &0 ARH O S B ISR E A 72070
2 Z L xR LT,

14.2 RFIBEHOEE

e FVESE, IEER, KBRS ST ERECAT 9, [F UL o CyEst
T 286, BEERT 252 AR T 52 &, BIRNEXORHARNIC
BHELRWZ &,

CCDS J O GLP-1 = EIEB O H Lo E
EHEITRE LT,

15. ZODEE

15.1 ERERERIZE D < 1Bk

FENAOE 11T FHEER 7 388 (5119 i) (23BN C. HiSEWHTIARH T
i eTREZ: 5025 B 5 B, HLF LB /3F RELEA 51.1% (2570 fi)
12, PRI GIP SUIEPNIRI M GLP-1 12k~ 5 A2 Z=H TR IZ 224 33. 9%
(1705 B) KON 14.2% (716 fl) (2RI LTz, FILEXF KD GIP
SZARMENIL GLP-1 ZFEA~OIEMAIZX T 5 FkIZZhEh
1.9% (94 f) FeOv2.1% (107 fi]) I1ZHE LT,

2 RUBEIRBRE G & Uiz 7 DD 3 MGF
BBROMEIZHOWT, CCDS ITHESEREL
7=

15.2 JEBEGERERERICE D  1EH

HEREZ » N &2 2 R ARMERBRICB W T, A% 0. 15,
0.50 } N 1.5mg/kg DRHE (NN KBEHRAEEHAELZ © MO
THE L7ZB AUC 0 0,12, 0.36 V1. 02 D AUC 2 b 7= 59
B) CH2EETEELEEZA, THREEE i LT, HRIR C M
By (BRME R OVE) ORAMEOMMNT X TOHETA LR
2o rasH2 P T AV xz = =T A HWE 6 » HBIS AR
BRZBWNT, AAKIE 1, 3 KON 10mg/kg DR THE 2 [BE THEE L
T=& A, HRIR C OB S 2\ G O A SRS (2 HEINI
R BRI, FIRMRBTEE OBE D & 5 BE L O R IRBER
9o S TN WNESIE 2 DO FIRIED & 2 B kT D AH D
LEAMEIIREST LTy, [8.8 B ]

RIEG U A 7 E P E
DEFHE LT,

() KO CCDS 2K

INSDBE RS L UK ORI E
HENTWRWZ ENHEE L,
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IV NYARTE25mg 7T4R
IVUOYAETESMg PTH R
IVONYARTET7S5SMg 7 TAR
IUOYAETEIONG 7THR
IV NYARTE 125mg 7TH R
IUOYAETE1ISMg 7TH R

1.9 —HMATICRLINE

BEA—54 Y1) —Kk A&t
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https://jpdb.nihs.qgo. jp/jan/Defaul t.aspx
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tirzepatide

BN

(BIZE 2) INN ([ZUNE S 7= B OBSEICI T 5 B3 L —R 4 #r
Rk 18 523 A 31 HIEAFAIE 0331001 &4 5@ AN RHRAE R EBRMIORIH#£ 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

FIERF RiE, b Mo —2KEHA A D 3 WRIBEAR ) X7 F K (GIP) ZHFEKR 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 LTHE#ELE L,
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tirzepatide

=

=

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
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Recommended INN: List 81 WHO Drug Information, Vol. 33, No. 1, 2019

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-a]pyrimidine

3-[4-cloro-2-(morfolin-4-il)-1,3-tiazol-5-il]-2,5-dimetil-7-(pentan-3-
il)pirazolo[1,5-a]pirimidina

C20H26CIN5OS

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
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WHO Drug Information, Vol. 33, No. 1, 2019 Recommended INN: List 81

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')-A-thiothymidylyl-(3'—5")-#
thiothymidylyl-(3'—5')-2"-deoxy-5-methyl-Pthiocytidylyl-(3'—5")- /-
thiothymidylyl-(3'—5')-2"-deoxy- P-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'-O-(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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IV NYARTE25mg 7T4R
IVUOYAETESMg PTH R
IVONYARTET7S5SMg 7 TAR
IUOYAETEIONG 7THR
IV NYARTE 125mg 7TH R
IUOYAETE1ISMg 7TH R

1.10 BE - HEFOREFEEEHDFTFLD

BEA—54 Y1) —Kk A&t
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1.10 #X - RRFOEEFEZRHOFLY

K 110-1 85X - BIRFOEEEEEHOT LD

b4 - il F BT R R OZE DORA|

i3CEV YXEGTFTSDY SIXLDKIAQK AFVQWLIAGG PSSGAPPPS
ShEE - A 2 RIBEIRIN
Ak - W IR, FAEARTF FE L THE 1 H Smg 2 #ERF T &

2%, i 1[5] Smg (2 ET 5,

¥, BEORREIIG U CHEEIEET 225, # 11 5 mg TERAR
+3 7235 A1, 4 EBLL EORMIET 2.5 mg T OMETE 5, 272
L, IwAKHEITE1E 15mg ETET 5,

W
L. BTFEST2, 72720, 10 25mg »HEG L, 48F#EE
L
fx

B DI E

MR K OEZ | iR FOLBARF R

PRy - Sr B

< VX FE2Smg T T A A (1% Y 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 TFEIMg 7T AA (1% hHF LT R 10 mg
“H)

UV BREFERSMg T T AA (1% hHEFLERT R

125 mg &H)

~ VX ETFEISMg T T A A (1% hHFLE/RF R 15 mg
“h)
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1.10 FH3 - BIEES0H

Elis

H[E# 5
EL7EE P
~ A IR
7wk I&
% %

GRS

L'ay
L'ay
LAy

LDg (HAfr)
>30°
>3b
>0.5¢

4R MR E RS FIERRO YR 5% OFT RIS S HEE,
*: 6 A ARG EERBR O YIEE 54 OFT RIS S HEE,
16 ] REHRGFHIERRO YR 5% OFT RIS S HEE,

B G (BT 5

&E LR
Wi (mgkg)
438 1,3,30

NIAESTE

1% 0.15, 0.5,
1.5

Al N
o

6 7 0.5, 1.5,

-\ N\
o
W

I 1%
v A

0.05,
0.15,0.5

¥ 6
v A

0.05,
0.15,0.5

751 =8,
NOAEL = 7 1 &,

NOAEL
(mg/kg)

30

0.15

0.5

Fratd &

T TR
=1 fRE |, BIEG mgkg <), ARIMERE |
(M), ~&=rarr | W), ~~r7 Vv ]|
(M), 7 va—x | (#), JRFEEFE T (), I8
B | . FELOTESEE ; EiE, 1E;
RN, B B X O G K 0N ZE s
P (), TR ; BRI WS TB ). AT -
7V a—rr | (), WEE ] ()
=3 TAT ] (). R BEAa L ds
B FE— AL | (HE)
=0.15: A& || BEEE | FRifnskEx | ).
~NEZmEy | ), ~~ 27U v k),
Wwa Ry | (), 77w | (). ALP T
()
=0.5: xR | (W), 77| (),
ALP T (), Cal. Z'm=7 V> | ()
1.5 R T (ME), JRECE | (M)
=0.5: (Rl |, BiERE |, WRRmERS |
TIT7—E | W), ro7 | TATI
L. Z7e7y |, #arzxsFa—L |,
UZ V0%V K], Cal (). Wl ; IREEHIRIC
B D TFE—7 UK/ OV E AVEZERE ()R
el | (e R | (). BERG B2 TR
ik NERAMIRRZENE, KERE-B8E ; AERGHIAL |
(¥)
Z1.5: 778 | (). R ; OVFAME
MR(dE). Pl ; BEshEm | BRI ; BB ZElab
L (i), D DFRE | (KE)
3: MEAL, KERE-EH ; AEMMAE | (JE), O
igk 5 CMERAE | (M)
=0.05 : fEEH R | (M), O ; IEIGHLRRZSHE
(M), HeJ/Bz TRARR 5 REMGRELRRZHE (M)
=0.15 : ki | | BEEE | (). O
(HE). e ; IERIC 3T 5 FE—4 ks
L (), KEREEHE ; TRV ZHE (), O
figk 5 NEMAFLRRZSME(-E). R/ R NIk MR
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3.2.8.1 General Information Eli Lilly and omM=NRH) Eli Lilly and [EEEZN TN R =
Company Company
3282 Manufacture Eli Lilly and (2oM40H) |EliLilly and [E 4+ FAE FA -
Company Company
/I
.
|
|
3283 Characterisation Eli Lilly and (oM =MA)  |EliLillyand | [E4+ LR AmE R -
Company Company
3.2.84  |Control of Drug Substance Eli Lilly and (2oM+MH) [EliLillyand | E4+ FEA AHmE R -
Company Company
/I
.
|
|
32585 Reference Standards or Materials Eli Lilly and (2om4=MA)  |EliLillyand | [E4+ LR AmE R -
Company Company
3.2.8.6 Container Closure System Eli Lilly and (com<=0H) Eli Lilly and [EEES FAE SFA ik -
Company Company
3.2.8.7 Stability Eli Lilly and (20MWH)  [Eli Lilly and =4+ FEAE ATAT -
Company Company
/I
.
|
|
3.2.p H#
IR " BRI g | O . seimzes, | EHE T
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3.2.P.1 Description and Composition of the Drug Product Eli Lilly and 2omFmH) Eli Lilly and [ESEZS N AT 2R -
Company Company
32P2 Pharmaceutical Development Eli Lilly and (om=0A) Eli Lilly and [EEES FARNE SFA & R -
Company Company
/R
.
|
I
.
32.P3 Manufacture Eli Lilly and (oM=0A) Eli Lilly and [E] 4+ N HREEE -
Company Company
/IR
.
|
I
|
32.P4 Control of Excipients Eli Lilly and omMERA) Eli Lilly and [EEEN TN ERTRETEn =
Company Company
3.2.p.5  |Control of Drug Product Eli Lilly and om++mA) EliLillyand | %k FEPN PR -
Company Company
32.P.6  |Reference Standards or Materials Eli Lilly and (omFRH) EliLillyand | 4t LR AmE R -
Company Company
32.P.7 Container Closure System Eli Lilly and (om=0A) Eli Lilly and [EES FARNE SFA & R -
Company Company
32P.8 Stability Eli Lilly and (comFmH) Eli Lillyand | [E4} FE AEmE R -
Company Company
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32.A1 |Facilities and Equipment Eli Lilly and QoM EN) - EEEZS FER FEMERH -
Company
32.A2 Adventitious Agents Safety Evaluation Eli Lilly and om=mH) - [ESEZS R AR -
Company
32.A3  |Novel Excipients Eli Lilly and (omFmH) - =4+ FEA A R -
Company
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42.1.1.1 [DBT201: In Vitro Receptor Binding Affinity of [ ] (QOMFNT) | EliLillyand | EJF FER FEMmER -
LY3298176 for the Cloned Human, Monkey, Rat, and Company
Mouse Gastric Inhibitory Peptide (GIP) and Glucagon-like
Peptide 1 (GLP-1) Receptors
42.1.12 |ENDOI123: In Vitro LY3298176 GLP-1 and GIP Receptor | el _E= 1)) EliLillyand | [E%+ FE AFA R -
Radioligand Binding and Induced Intracellular cAMP ] Company
Accumulation on Recombinant Human GLP-1, GCG, and
GIP Receptors in HEK293 Cell Lines with Varying
Receptor Densities
42.1.1.3  [QSB24: In-Vitro Functional Activity of LY3298176 on ] oM4mH) EliLillyand | [E%+ FE AFA R -
Human and Mouse GIP, Human GLP-1, Human GLP-2, and | NN Company
Human Glucagon Receptors
42.1.1.4 [ENDOI24: In Vitro LY3298176 Induced GTP Recruitment | I el _E= 1)) EliLillyand | [E%+ FE AFA R -
to Gs-Alpha G Protein Subunits on Recombinant Human | NN Company
GIP and GLP-1 Receptors in HEK293 p2 Membrane
Preparations
42.1.1.5 |QSBI171: In Vitro LY3298176 Induced B-Arrestin-2 [ ] el _E= 1)) EliLillyand | [E%+ FE AFA R -
Recruitment to Recombinant Human GIP and GLP-1 || Company
Receptors in CHO-K1 PathHunter® Cells
42.1.1.6 |[ENDOI25: In Vitro LY3298176 Induced Receptor [ ] oMFRH) Eli Lillyand | 4+ FEAE A R -
Internalization of Recombinant Human GIP and GLP-1 Company
Receptors in HEK293 Cells
42.1.1.7 |DBT203: Effects of LY3298176 on Insulin Secretion In | N ( (0M<M/) | EliLilyand | E4 FEP AR -
Vitro from Rat and Mouse Pancreatic Islets Company
42.1.1.8 [ENDOI130: In Vitro Activity for LY3298176 in Human ] (0MFEH) Eli Lillyand | 4+ FEA A R -
Adipocyte cAMP and Lipolysis Assay Company
4.2.1.1.9 |ENDOI126: The In Vivo Effect of LY3298176 in ] oM4EH) Eli Lillyand | %+ FEA ATAT -
Intraperitoneal Glucose Tolerance Test in Mice Company
4.2.1.1.10 [DBT205: In Vivo Effect of LY3298176 on Insulin [ ] (0M<MA) | EliLillyand | EJ4+ FEA AFA R -
Secretion in Male Wistar Rats in an Intravenous Glucose Company
Tolerance Test
42.1.1.11 |[ENDO127: Chronic Dosing of LY3298176 Improves [ ] oMERH) EliLillyand | [E%+ FEP AR -
Insulin Sensitization in an Insulin-Resistant Rat Model | Company
42.1.1.12 |[ENDOI128: Chronic Dosing of LY3298176 Improves [ ] oMFRH) EliLillyand | [E%+ FEP AR -
Insulin Sensitization in an Insulin-Resistant Mouse Model | NN Company
4.2.1.1.13 [ENDO129: LY3298176 Dosed In Vivo Changed Branched- | IR oMFEH) Eli Lillyand | 4+ FEA A R -
chain Amino Acid Levels in Plasma and Brown Adipose Company
Tissue in Obese Mice
42.1.1.14 [DBT207: In Vivo LY3298176-Mediated Effects on Gastric | IR oMERH) EliLillyand | [E%+ FEP AR -
Emptying in DIO Mice ] Company
4.2.1.1.15 [DBT206: In Vivo Modulation of Food Intake and Energy | (0MFEH) Eli Lillyand | 4+ FEA A R -
Utilization in DIO Mice Following Administration of ] Company
LY3298176
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4.2.1.1.16 |Urva et al. 2020: The novel dual glucose-dependent Shweta Urva (20204:10H) | EliLillyand | [E%+ FEA A R -
insulinotropic polypeptide and glucagon-like peptide-1 Company
(GLP-1) receptor agonist tirzepatide transiently delays
gastric emptying similarly to selective long-acting GLP-1
receptor agonists.
42.1.1.17 [Coskun et al. 2018: LY3298176, a novel dual GIP and Tamer Coskun (20184£124) | EliLillyand | E4+ FE AFA R -
GLP-1 receptor agonist for the treatment of type 2 diabetes Company
mellitus: From discovery to clinical proof of concept.
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42.13.1 [180917.FMD: Effects of LY3298176 (Compound [ ] 20MI] 200 | I | 55T FE HLER] -
3298176) on Cloned hERG Potassium Channels Expressed | IR | | ]
in Human Embryonic Kidney Cells | ]
4.2.1.3.2  [8323700: Cardiovascular Safety Pharmacology Evaluation | NN |20M4-0/ ~20M+ | I =4+ FEA AR -
of LY3298176 Administered by Subcutaneous Injection to | NN | B3} ]
Male Telemetry-Instrumented Conscious Nonhuman ]
Primates
4.2.1.4 BEAFHEYHEERRER _ _
I B SEH s | A I e
&5 s o GEwREn) | sdemm | MRE | seun |70
EEIAY
422 EYBEHR
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42211 [170034VKM_EII_R1: Method Validation for the [ ] QOMFEN) [ | = RN FEMER -
Quantitation of LY3298176 (GIP707) in Mouse Plasma by | IR
LC/HRMS
422.12 [140498VKM_EII R1: Method Validation for the [ ] oNFRH) (I | [E5 R AR -
Quantitation of LY3298176 (GIP707) in Rat Plasma by ]
HRAM LC/MS
422.13 [151686VKM_EII R1: Method Validation for the [ ] COMTFNA) (I (5 P AR -
Quantitation of LY3298176 (GIP707) in Rabbit Plasma by | IR
HRAM LC/MS
422.1.4 [140501VKM_EII R1: Method Validation for the ] QCONFRH) (I | [E4 FEA A R -
Quantitation of LY3298176 (GIP707) in Monkey Plasma by | NN
HRAM LC/MS
422.1.5 (HEE-14-061-255: Validation of a GLP Bioactivity Assay | NS QoMFRH) | I =4+ FEP AR -
for the Detection of Active Drug Product LY3298176 in |
Rat Serum
422.1.6 (HEE-14-061-251: Validation of a GIP Bioactivity Assay for | IR QoM4ENH) | I =4+ FEP AR -
the Detection of Active Drug Product LY3298176 in Rat |
Serum
422.17 (EEE-15-061-365: Validation of a GIP Bioactivity Assay for | IR QOMFEH) | I [EEE FEA A R -
the Detection of Active Drug Product LY3298176 in |
Pooled Rabbit Serum
422.1.8 (HEE-15-061-367: Validation of a GLP-1 Bioactivity Assay | N QoMFRH) | I =4+ FEP AR -
for the Detection of Active Drug Product LY3298176 in |
Pooled Rabbit Serum
422.19 (EEE-14-061-253: Validation of a GIP Bioactivity Assay for | IR QOMFRH) | E4h FEAE A R -
the Detection of Active Drug Product LY3298176 in |
Monkey Serum
422.1.10 (HNEE-14-061-257: Validation of a GLP Bioactivity Assay | NN QOMFRH) | I E4h FEAE A R -
for the Detection of Active Drug Product LY3298176 in |
Monkey Serum
422.1.11 [LY3298176-Cl14-syn-nonclin: Synthesis of [*C,]- [ ] QoM4sNH) | [E 4+ FARNE FA -
LY3298176 I
|
|
|
|
4.2.2.1.12 [LY3298176-Cl4-syn-clinical: Batch Record for the [ ] QOMARH) | S FEA AFA R -
Synthesis of [C,]-LY3298176 (Drug Substance)  —
|
|
|
|
422.1.13 [201224PVDIJS_EIl: Partial Method Validation for the [ ] QUEENA) | | 5 R AR -
Quantitation of LY3298176 (GIP707) in |

Mouse Plasma by HESI-II LC/HRMS




LY3298176 (QQALBERTF) LI2 IRFTER—&

tirzepatide

4.2.2.2 RN — o
TRt 1 S g 5 R o ey, | R
AT R IR It 91 R A - AR [

BB e i g | miens | (0 iz sxes |50

42221 [8332485: Pharmacokinetics of LY3298176 in Female New | NN QOMENT) [ TE5F N AEER -

Zealand White Rabbits Following a Single Subcutancous | I |
Dose of 0.3 mg/kg LY3298176 | ]
42222 8301451 LO PK: Pharmacokinetics of LSN3298176 in [ ] (0M4WH)  |EliLilly and [ FEP AR -
Cynomolgus Monkeys after a Single Intravenous or Company
Subcutaneous Administration of LSN3298176
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42.23.1 [LY3298176-fu: In Vitro Protein Binding of Fluorescent N- | NN (20M4WH)  |El Lilly and [EEE3S FLEPER SR 2R -

Labeled LY3298176 in Human Serum Albumin, Human Company
Alpha-1-Acid Glycoprotein, Human Plasma, Rat Serum

Albumin, Rat Plasma, Monkey Serum Albumin, and

Monkey Plasma
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42241 [8404-127ME: Metabolite Profiling and Identification of | NN QOMENT) [ | = RN AEmE R -

[“C]LY3298176 in Sprague Dawley Rats Following a ]
Single 3 mg/kg (133 pCi/kg Subcutaneous Dose)
42242 |8404128ME: Metabolite Profiling and Identification of | oM+=EA) [ESEZS FEA AR -
[“CILY3298176 in Cynomolgus Monkeys Following a ]
Single 0.5 mg/kg (20 uCi/kg) Subcutaneous Dose

4225 Bt _ —
TRt 0 S g 5 R o g ey, | R
AT R IR It 91 R A - AR [ L
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4225.1 [8404127: Pharmacokinetics, Metabolism, and Elimination | I QOMENT) [ E5: FER AEmE R -

of [“CJLY3298176 in Male Sprague Dawley Rats, and | | ]
Distribution of Radioactivity Associated with [ ]
[“CILY3298176 in Male Long Evans and Male Sprague
Dawley Rats Following a Single Subcutaneous Dose of
[“CILY3298176 (PK/Excretion/QWBA Sections)
42.2.5.2 |8404128: Pharmacokinetics, Metabolism, and Elimination | NN QoM4mH) | =4+ FEA AR -
of [*C]LY3298176 in Male Cynomolgus Monkeys | ] ]
Following a Single Subcutaneous Dose of [*C]LY 3298176 | ]
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42321 [8376621: A Repeat-Dose Toxicity and Toxicokinetic Study | IS | 20M04-H)] ~2000 | I [FEEZ FER FEMER -

in 001178-W (Wild Type) RasH2 Mice Administered FlA |
LY3298176 Twice Weekly by Subcutaneous Injection for 4 [ ]
Weeks

42322 [8325822: A Repeat-Dose Toxicity and Toxicokinetic Study | NN 20M4ER ~20M04F | I [EEE FEA A R -

in Rats Given LY3298176 by Subcutaneous Injection Twice | | |
Weekly for 1 Month |

423.23 [8337876: A Repeat-Dose Toxicity and Toxicokinetic Study | NN 20M4ER)] 204 | I [EEE FEA A R -

in Rats Given LY3298176 by Subcutaneous Injection Twice | )} |
Weekly for 6 Months with a 4-Month Recovery Phase [ ]

42324 [8325823: A Repeat-Dose Toxicity and Toxicokinetic Study | NN | 20M40] ~20M4- | I [EEE FEA A R -

in Monkeys Given LY3298176 Once Weekly by | | |
Subcutaneous Injection for 1 Month | 1

423.2.5 |[8336517: A Repeat-Dose Toxicity and Toxicokinetic Study | NN 20M4ER)] 204 | I [EEE FEA A R -

in Monkeys Given LY3298176 Once Weekly by | | |
Subcutaneous Injection for 6 Months with a 4-Month |
Recovery Phase
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423321 [8395235: Tirzepatide (LY3298176): Rat Bone Marrow I | 20N 20 | [EESS N AT A 2 RE

Micronucleus Assay FlA ]
]
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4.2.3.4.1 RENARIERER —
[ S i&ﬁ*ﬁ ey, | AE BT
AT R AR e 1 ) AR AR | L

&5 rA o msEARER) | Ehmm | R s [
423.4.1.1 [8392734: A Carcinogenicity and Toxicokinetic Study in | NS | 20M=1/] 204 | I [FEEZ FER FEMmER -
Rats Administered LY3298176 Twice Weekly by | | ]
Subcutaneous Injection for 104 Weeks [ ]
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4.2.3.4.2.1 [8392063: A Carcinogenicity and Toxicokinetic Study in [ ] 20417 ~204- | I [FEEZS FEP A B -
001178 RasH2 Mice Administered LY3298176 Twice | )| ]
Weekly by Subcutaneous Injection for 26 Weeks | ]
4.2.3.4.3 ZDDHRER —
- ) g, | A T
SRR -¢: IR It 91 R - AP R |
o ZA "V EHH e e 4 ([ ek e | T —H D
F 5 (it i EAGRAE ) ES R E5L ! L2E Gk f2 |
EEIAY

4.2.35 EFIE%EE'&?W%

42351 ZRMERVERECODYRFEEICEIS HHER _ -
[ I - i g g e, | R
SN2 A e 1 ) R - AR | L

) #A b #*H CREIRRER) | Ehs .'yfj R sHwh | Jo 7]
423.5.1.1 [00353430: A Male Fertility and Toxicokinetic Study of | INRGE—m— | 20M =1/ ~20M7- | | 5T FER FEMmER -
LY3298176 Administered Twice Weekly by Subcutaneous | | |
Injection in Sprague Dawley Rats | ]
4.2.3.5.1.2 [WIL-353356: A Fertility and Early Embryonic Development| I NN 20MFRA ~20M0F | I | [=]4) FEAE A R -
and Toxicokinetic Study with LY3298176 Administered by | IR Bl ]
Subcutaneous Injection in Female Sprague Dawley Rats | ]
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42352.1 [WIL-353352: A Dose Range-Finding and Toxicokinetic | NN 20MFIT —20M%F | I | [H 5% FER ZEGR -

Study with LY3298176 Administered by Subcutaneous | | | |
Injection in Pregnant Sprague Dawley Rats | ]
4.2.3.5.2.2 [WIL-353354: An Embryo-Fetal Development and ] 20MFRA ~20MF | I | [=]4) FEA A R -
Toxicokinetic Study of LY3298176 Administered by | mj ]
Subcutaneous Injection on Gestation Days 6, 10, 13 and 17 | |
in Sprague-Dawley Rats
42.3.5.2.3 |WIL-353353: A Dose Range-Finding and Toxicokinetic [ ] 20M4ERH 204 | I | 5 FEP ZELR) -
Study with LY3298176 Administered by Subcutaneous | | Jj} ]
Injection in Pregnant New Zealand White Rabbits | ]
4.2.3.5.2.4 [WIL-353355: An Embryo-Fetal Development and ] 20MFRA 2000 | I | [E4) FEAE A R -
Toxicokinetic Study of LY3298176 Administered by | | | ]
Subcutaneous Injection on Gestation Days 7 and 14 in New | ]
Zealand White Rabbits
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423531 [00353460: A Pre- and Postnatal Development Study, I 2051 20l | I | 5T FER FEMmER -
Including Maternal Function, of LY3298176 Administered | NN A ]
Twice Weekly by Subcutaneous Injection in Sprague [ ]
Dawley Rats
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423541 [00353459: A Subcutancous Injection Range-Finding I |20 1] 20l | I | 5T FER ZEGR -
Juvenile Toxicity Study in Sprague Dawley Rats Ll ]
Administered LY 3298176 Every Four Days from Postnatal | ]
Day 21 through 41
4.2.3.5.4.2 [00353469: A Subcutaneous Injection Juvenile Toxicity N | 20 ~2000 | . [ 4 FEAE A R -
Study in Sprague Dawley Rats Administered LY3298176 FlA |
Every Three Days from Postnatal Day 21 through 84 | ]
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4.2.3.7.6.1 [8394210: An Impurity Qualification Study in Rats [ 20EFE ~205 | I EEN FLEPER SR 2R -
Administered LY3298176 Twice Weekly by Subcutaneous | Jj} |
Injection for Two Weeks | ]
4.2.3.7.6.2 (8420235: An Impurity Qualification Study in Rats | 20EFEA ~2004 | I [EER FEA A R -
Administered LY3298176 Twice Weekly by Subcutaneous | | |
Injection for 2 Weeks [ ]
42.3.7.6.3 |AGI13AF.502E.BTL: Bacterial Reverse Mutation Assay I (0N =0 ~20M 4 | I [E 4+ FARNE FA -
| 3| |
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43.1 Glucagon-like peptide-1 receptor agonists activate rodent  [Bjerre Knudsen - - - Endocrinology. PETN -
thyroid C-cells causing calcitonin release and C-cell Letal 2010;
proliferation. 151(4):1473-
1486.
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