Zepter

Tirzepatide INN SC Injection

DESCRIPTION:

Zepter™ is a preparation of tirzepatide, a dual GIP (Gastric Inhibitory Polypeptide) and GLP-1 (Glucagon-Like Peptide-1) receptor agonist.
Itis a 39-amino-acid modified peptide with a C20 fatty diacid moiety that enables albumin binding and prolongs the half-life. Tirzepatide is
along acting GIP and GLP-1 receptor agonist, highly selective to human GIP and GLP-1 receptors. Tirzepatide has high affinity to both the
GIP and GLP-1 receptors. The activity of tirzepatide on the GIP receptor is similar to native GIP hormone. Both GIP and GLP-1 receptors
are expressed in the areas of the brain important to appetite regulation. Tirzepatide distributes to and activates neurons in brain regions
involved in regulation of appetite and food intake. It can modulate fat utilization through the GIP receptor. Tirzepatide acts on GIP receptors
to regulate glucose uptake and modulate lipid uptake and lipolysis. Tirzepatide lowers body weight and body fat mass. The body weight
reduction is mostly due to reduced fat mass. The mechanisms associated with body weight and body fat mass reduction involve decreased
food intake through the regulation of appetite. Tirzepatide reduces energy intake and appetite by increasing feelings of satiety and fullness,
and decreasing feelings of hunger. Tirzepatide also reduces the intensity of food cravings and preferences for high sugar and high fat foods.
Tirzepatide modulates fat utilisation. It also stimulates insulin secretion in a glucose-dependent manner, reduces glucagon secretion, and
improves insulin sensitivity, resulting in lowered blood glucose levels. These combined effects make Zepter™ effective for weight
management and glycemic control in patients with type 2 diabetes.

INDICATIONS:

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

DOSAGE AND ADMINISTRATION:

» The recommended starting dosage of Zepter™ is 2.5 mg injected subcutaneously once weekly. After 4 weeks, increase to 5 mg injected
subcutaneously once weekly. Increase the dosage in 2.5 mg increments after at least 4 weeks on the current dose.

« The recommended maintenance dosages are 5 mg, 10 mg, or 15 mg injected subcutaneously once weekly. Consider treatment
response and tolerability when selecting the maintenance dosage. The maximum dosage is 15 mg subcutaneously once weekly.

« Administer in combination with a reduced-calorie diet and increased physical activity.

» Administer once weekly at any time of day, with or without meals.

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

« If a dose is missed, it should be administered 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, inform patients to resume
their regular once-weekly dosing schedule.

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

CONTRAINDICATIONS:
Tirzepatide is contraindicated with known hypersensitivity to either Tirzepatide or any of the excipients. It should not be used by those who
have a personal or family history of medullary thyroid carcinoma or patients with Multiple Endocrine Neoplasia syndrome type 2.

SIDE EFFECTS:
The most common adverse reactions among patients treated with Tirzepatide are nausea, diarrhea, vomiting, constipation, abdominal pain,
dyspepsia, injection site reactions, fatigue, hypersensitivity reactions, eructation, hair loss, and gastroesophageal reflux disease.

PRECAUTIONS AND WARNINGS:

« Severe Gastrointestinal Adverse Reactions: Use has been associated with gastrointestinal adverse reactions, sometimes severe. Has
not been studied in patients with severe gastrointestinal disease and is not recommended in these patients.

« Acute Kidney Injury: Monitor renal function in patients reporting adverse reactions that could lead to volume depletion.

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

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

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

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

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

« Suicidal Behavior and Ideation: Monitor for depression or suicidal thoughts. Discontinue trizepatide if symptoms develop.

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

USE IN PREGNANCY AND LACTATION:

Tirzepatide may cause fetal harm. Pregnant patients should discontinue trizepatide when a pregnancy is recognized. Available data with
tirzepatide in pregnant patients are insufficient to evaluate for a drug-related risk of major birth defects, miscarriage, or other adverse
maternal or fetal outcomes.

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

PEDIATRIC USE:
The safety and effectiveness of trizepatide have not been established in pediatric patients.

DRUG INTERACTION:

Tirzepatide lowers blood glucose. When initiating tirzepatide, consider reducing the dose of concomitantly administered insulin or insulin
secretagogues (e.g., sulfonylureas) to reduce the risk of hypoglycemia. It 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 tirzepatide. 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 tirzepatide.

Advise patients using oral hormonal contraceptives to switch to a non-oral contraceptive method, or add a barrier method of contraception,
for 4 weeks after initiation with tirzepatide and for 4 weeks after each dose escalation. Hormonal contraceptives that are not administered
orally should not be affected.

OVERDOSE:

Potential symptoms from an overdose could be gastrointestinal related (e.g., nausea). In the event of overdose, appropriate supportive care
(including frequent blood glucose monitoring) should be initiated according to the patient’s clinical signs and symptoms. A prolonged
period of observation and treatment for these symptoms may be necessary, taking into account the long half-life of tirzepatide of
approximately 5 days.

PHARMACEUTICAL PRECAUTION:

Do not store in wet place. Keep away from light. Keep out of reach of children.

Store in a refrigerator at 2 °C to 8 °C (36 °F to 46 °F) up to the expiration date. Do not freeze. Do not use if frozen. If needed, single-dose
pre filled syringe can be stored unrefrigerated at temperatures not to exceed 30 °C (86 °F) for up to 21 days. Discard if not used within 21
days after removing from the refrigerator.

PACKAGING:

Zepter™ 2.5 mg Solution for SC Injection:

Each box contains 1 pre filled syringe with a first aid bandage and an alcohal pad. Each pre-filled syringe cantains 0.5 mL sterile solution of
Tirzepatide INN 2.5 mg.

Zepter™ 5 mg Solution for SC Injection:
Each box contains 1 pre filled syringe with a first aid bandage and an alcohal pad. Each pre-filled syringe cantains 0.5 mL sterile solution of
Tirzepatide INN 5 mg.

Zepter™ 7.5 mg Solution for SC Injection:
Each box contains 1 pre filled syringe with a first aid bandage and an alcohal pad. Each pre-filled syringe cantains 0.5 mL sterile solution of
Tirzepatide INN 7.5 mg.
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