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ZCorpa’

Tirzepatide

Read all of this leaflet carefully before you start taking this
medicine because it contains important information for you.
Keep this leaflet. You may need to read it again.

If you have any further questions, ask your doctor or pharmacist.
If you get any side effects, talk to your doctor or pharmacist. This
includes any possible side effects not listed in this leaflet.

What is in this leaflet

1.What is ZCorpa and what is it used for

2.What you need to know before using ZCorpa

3.Dosage and Administration

4.Possible side effects

5.How to store ZCorpa

6. What ZCorpa contains

1.What is ZCorpa and what is it used for

Tirzepatide is highly bound to plasma albumin (99%). The
apparent population mean clearance of Tirzepatide is 0.061 L/h
with an elimin: half-life of appr 5 days, enabling
once-weekly dosing. Tirzepatide is metabolized by proteolytic
cleavage of the peptide backbone, beta-oxidation of the C20 fatty
diacid moiety and amide hydrolysis.

Indication and Usage

ZCorpa is indicated:

® As an adjunct to diet and exercise to improve glycemic control
in adults with type 2 diabetes mellitus.

® As an adjunct to a reduced-calorie diet and increased physical
activity for chronic weight management in adults with an initial
body mass index (BMI) of:

© 30 kg/m2 or greater (obesity) or

© 27 kg/m2 or greater (overweight) in the presence of at least one
weight-related  comorbid  condition (e.g, hypertension,
dyslipidemia, type 2 diabetes mellitus, obstructive sleep apnea or
cardiovascular disease).

2.What you need to know before using ZCorpa
Limitations of Use

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.

. itis: Di promptly if itis is
Do not restart if pancreatitis is confirmed.

® Hypoglycemia: 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. Inform all patients of the risk of hypoglycemia
and educate them on the signs and symptoms of hypoglycemia.
. itivit i Serious itivity reactions
(e.g., anaphylaxis and angioedema) have been reported.
Discontinue ZCorpa if suspected and promptly seek medical
advice.

® Acute Kidney Injury: Monitor renal function in patients with
renal impairment reporting severe adverse gastrointestinal
reactions.

* Severe Gastrointestinal Disease: Use may be associated with

Description © Has not been studied in patients with a history of pancreatitis.
ZCorpais a once-weekly medication for subcutaneous injection. It e Is not indicated for use in patients with type 1 diabetes mellitus.
acts as a dual gluco: insuli pic poll ide (GIP) e C inistration with other Ti

and glucagon-like peptide-1 (GLP-1) receptor agonist, derived
from the GIP peptide sequence. This sterile, preservative-free
solution appears clear and colorless to slightly yellow. Each
single-dose pen of ZCorpa 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.
Mechanism of Action
Tirzepatide is a dual GIP and GLP-1 receptor agonist, comprised of
a 39-amino-acid modified peptide. The addition of a C20 fatty
diacid moiety facilitates albumin binding, which prolongs its
half-life. By selectively binding to and activating both GIP and
GLP-1 receptors, Tirzepatide enhances both first- and
second-phase insulin secretion and reduces glucagon levels, all in
a glucose-dependent manner.
GLP-1 is a physiological regulator of appetite and caloric intake.
Nonclinical studies suggest the addition of GIP may further
contribute to the regulation of food intake.

teady-State plasma Ti i were achieved
following 4 weeks of once weekly administration. Tirzepatide
exposure increases in a dose-proportional manner.

products or
any GLP-1 receptor agonist is not recommended.

© The safety and efficacy of coadministration with other products
for weight have not been

Contraindication

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

® Known serious hypersensitivity to Tirzepatide or any of the
excipients in ZCorpa

Warnings and Precautions

© Risk of Thyroid C-Cell Tumors: ZCorpa is contraindicated in
patients with a personal or family history of medullary thyroid
carcinoma (MTC) or in patients with MEN 2. Counsel patients
regarding the potential risk for MTC with the use of ZCorpa and
inform them of symptoms of thyroid tumors (e.g., a mass in the
neck, ia, dyspnea, i Routine
monitoring of serum calcitonin or using thyroid ultrasound is of
uncertain value for early detection of MTC in patients treated
with ZCorpa. Such monitoring may increase the risk of

gastrointestinal adverse reactions, sometimes severe. Has not
been studied in patients with severe gastrointestinal disease and
is not recommended in these patients.

* Diabetic Retinopathy Complications: 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.

® Acute Disease: If ch ithiasis is
gallbladder studies and clinical follow-up are indicated.
* Suicidal Behavior and Ideation: Monitor for depression or
suicidal thoughts. Discontinue ZCorpa 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 Specific Populations

* Pregnancy: Available data with ZCorpa use in pregnant women
are insufficient to evaluate for a drug-related risk of major birth
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defects, miscarriage, or other adverse maternal or fetal outcomes.

has the potential to impact the absorption of concomitantly

There are risks to the mother and fetus with poorly

oral Caution should be exercised

controlled diabetes in pregnancy. Based on animal repi

studies, there may be risks to the fetus from exposure to ZCorpa
during pregnancy. ZCorpa should be used during pregnancy only if
the potential benefit justifies the potential risk to the fetus.

In case of weight management indication, weight loss offers no
benefit to a pregnant patient and may cause fetal harm. Advise
pregnant patients that weight loss is not recommended during
pregnancy and to discontinue ZCorpa when a pregnancy is
recognized.

® Lactation: There are no data on the presence of Tirzepatide or
its metabolites in 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 ZCorpa and any potential adverse
effects on the breastfed infant from ZCorpa or from the
underlying maternal condition.

* Females and Males of Reproductive Potential: Use of ZCorpa
may reduce the efficacy of oral hormonal contraceptives due to
delayed gastric emptying. This delay is largest after the first dose
and diminishes over time. Advise patients using oral hormonal
contraceptives to switch to a non-oral contraceptive method, or
add a barrier method of contraception, for 4 weeks after initiation
with ZCorpa and for 4 weeks after each dose escalation.

* Pediatric Use: The safety and effectiveness of ZCorpa have not
been established in pediatric patients.

® Geriatric Use: 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.

® Renal i No dosage adj of ZCorpa is
recommended for patients with renal impairment. Monitor renal
function in patients reporting adverse reactions to ZCorpa that
could lead to volume depletion.

® Hepatic No dosage of ZCorpa is
recommended for patients with hepatic impairment.

Drug Interactions

Concomitant Use with an |Insulin Secretagogue (e.g.,
Sulfonylurea) or with Insulin: ZCorpa lowers blood glucose. When
initiating ZCorpa, consider reducing the dose of concomitantly
administered insulin secretagogues (e.g., sulfonylureas) or insulin
to reduce the risk of hypoglycemia.

Oral Medications: ZCorpa delays gastric emptying and thereby
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when oral are with
ZCorpa. 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 ZCorpa.

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 Tirzepatide. Hormonal contraceptives
that are not administered orally should not be affected.

3.Dosage and Administration

Dosage

© The recommended starting dosage of ZCorpa is 2.5 mg injected
subcutaneously once weekly.

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

® In case of glycemic control: If additional glycemic control is
needed, increase the dosage in 2.5 mg increments after at least 4
weeks on the current dose.

© In case of weight management indication: increase the dosage
in 2.5 mg increments after at least 4 weeks on the current dose.
The recommended maintenance dosages are 5mg, 10mg, or 15
mg injected subcutaneously for once weekly which should be
selected based on treatment response and tolerability.

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

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

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

Important Administration Instructions

e Administer ZCorpa once weekly, any time of day, with or
without meals.

® Inject ZCorpa subcutaneously in the abdomen, thigh, or upper
arm.

® Rotate injection sites with each dose.

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

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

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.

4.Possible Side Effects

Like all medicines, this medicine can cause side effects, although

not everybody gets them.

The most common side effects of ZCorpa include: nausea,

diarrhea, decreased appetite, vomiting, constipation, abdominal

pain. Other adverse reactions are: hypoglycemia, heart rate

increase, dyspepsia, injection site reactions, fatigue,
i reactions, g reflux disease, acute

disease, and d

Talk to your healthcare provider if you have any side effect that

bothers you or that does not go away. These are not all the

possible side effects of ZCorpa.

5.How to store ZCorpa

Store ZCorpa in a refrigerator at 2°C to 8°C. Do not freeze ZCorpa.
Do not use ZCorpa if frozen. Store ZCorpa in the original carton to
protect from light.

6.What ZCorpa contains

ZCorpa is supplied as a carton containing four single-dose pens
of clear, colorless to slightly yellow solution in strengths: 2.5
mg/0.5 mL, 5 mg/0.5 mL, 7.5 mg/0.5 mL, 10 mg/0.5 mL, 12.5
mg/0.5 mL, 15 mg/0.5 mL.

Exepients

Sodium chloride, Sodium phosphate dibasic dihydrate and Water
for injection.




ZCorpa’

Tirzepatide

Important information you need to know before injecting
ZCorpa

Read this Instructions for Use and leaflet before using your
ZCorpa. This information does not take the place of talking to
your healthcare provider about your medical condition or
treatment. Talk to your healthcare provider about how to
inject ZCorpathe right way.

« ZCorpa is a single-dose prefilled pen.

« ZCorpa pen is for one time use only.

« Inject under the skin (subcutaneously) only.

« You or another person can inject into your stomach (abdomen)

or thigh. Another person can inject into the back of your upper arm.

ZCorpa pen parts

Expiration data Before use After use

(on the back) Check that Zcorpa has not expired.

Lable check you have the medicine and dose
that your healthcare provider prescribed.

25mg/05mL] 10mg/05mL

Pen Window
Checkthatthe

tomake sure you
receiveclyour ful
dose.

Checkhat Zeorpa s cear and colorles o slighty yellow.
Airbubbles are normal
They do notaffect your dose.

Needle cover
Locks afer use.

Needle cover
Needle is hidden inside.

Pencap

Preparing to inject ZCorpa

- Remove the Pen from the refrigerator. Leave the gray base
cap on until you are ready to inject. Check the Pen label to
make sure you have the right medicine and dose, and that it
has not expired.

« Inspect the Pen to make sure that it is not damaged.

« Make sure the medicine:
«is not frozen
« is not cloudy
« is colorless to slightly yellow
« does not have particles
« Wash your hands.

Step 1: Choose your injection site

Your healthcare provider can help you choose the injection
site that is best for you. You or another person can inject the
medicine in your abdomen or thigh. Another person should
give you the injection in the back of your upper arm. Change
(rotate) your injection site each week. You may use the same
area of your body but be sure to choose a different injection
site in that area.

Step 2: Remove gray pen cap

Pull the gray base cap straight off and throw it away in your
household trash. Do not put the gray base cap back on - this
could damage the needle. Do not touch the needle.

Nesdle inside

Lc-v

Step 3: Place black base on skin
Place the black base flat against your skin at the injection site.

Step 4: Inject ZCorpa

« Push the pen firmly against your skin and keep applying
pressure until the yellow bar has stopped moving. If the yellow
bar does not start moving, press the pen more firmly against
your skin.

- )

&)

The injection takes
About 5-10
Seconds

Xe

«You will hear 2 clicks during the injection.

«Click 1: the injection has started.

« Click 2: the injection is ongoing.
- If you have problems with the injection, refer to the
“Troubleshooting” section.
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Step 5: Throw away (dispose of) pen.

Safely dispose of the ZCorpa pen right away after each use.

Put the used ZCorpa pen in an FDA-cleared sharps disposal container
right away after use. Do not throw away (dispose of) the pen in your
household trash. If you do not have an FDA-cleared sharps disposal
container, you may use a household container that is:

+Made of a heavy-duty plastic,

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

«Upright and stable during use,

«Leak-resistant

« Properly labeled to warn of hazardous waste inside the
container.

«When your sharps disposal container is almost full, you will
need to follow your community guidelines for the right way to
dispose of your sharp’s disposal container.

« Do not reuse the pen.

» Do not recycle the pen or sharps disposal container, or throw
them into household trash.

Important: Keep your ZCorpa pen, sharps disposal container
and all medicines out of the reach of children.
What if blood appears after injection?
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If blood appears at the injection site, press the site lightly with
a gauze pad or cotton ball.

: ‘ ] { ﬁ Medicine

Troubleshooting

«If you have problems injecting, change to a more firm injection
site, such as upper leg, or upper arm or consider standing up
while injecting into the lower abdomen.

- If medicine appears on the skin or squirts from the needle,
make sure the next time you inject to keep applying pressure
until the yellow bar has stopped moving. Then you can lift the
pen slowly from your skin.

How do | care for my pen?

Protect your pen

- Do not drop your pen or knock it against hard surfaces.

« Do not expose your pen to any liquids.

«If you think that your pen may be damaged, do not try to fix it.
Use a new one.

« Keep the pen cap on until you are ready to inject. Your pen
will no longer be sterile if you store an unused pen without the
cap, if you pull the pen cap off and put it on again, or if the pen
cap is missing. This could lead to an infection.

Marketing Authorization Holder: Dr. Abidi Pharmaceutical
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