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Alogliptin Hama Pharma (.c.m)

Alogliptin (benzoate) 6.25, 12.5, 25 mg

Composition and Excipients: Each film-coated tablet contains:
6.25, 12.5, or 25 mg Alogliptin (as Alogliptin Benzoate).

Excipients: mannitol, microcrystalline cellulose, hydroxypropyl cellulose,
croscarmellose sodium, magnesium stearate, hypromellose, titanium dioxide,
ferric oxide (red or yellow) and polyethylene glycol.

Mechanism of action: Increased concentrations of the incretin hormones
such as glucagon-like peptide-1 (GLP-1) and glucose-dependent insulin
otropic polypeptide (GIP) are released into the bloodstream from the small
intestine in response to meals. These hormones cause insulin release from
the pancreatic beta cells in a glucose-dependent manner but are inactivated
by the dipeptidyl peptidase-4 (DPP-4) enzyme within minutes.GLP-1 also
lowers glucagon secretion from pancreatic alpha cells, reducing hepatic
glucose production. In patients with type 2 diabetes, concentrations of
GLP-1 are reduced but the insulin response to GLP-1 is preserved. Alogliptin
is a DPP-4 inhibitor that slows the inactivation of the incretin hormones,
thereby increasing their bloodstream concentrations and reducing fasting
and postprandial glucose concentrations in a glucose-dependent manner in
patients with type 2 diabetes mellitus.

Pharmacokinetics: The pharmacokinetics of Alogliptin has been studied in
healthy subjects and in patients with type 2 diabetes. After administration of
single, oral doses up to 800 mg in healthy subjects, the peak plasma
Alogliptin concentration (median Tmax) occurred one to two hours after
dosing. At the maximum recommended clinical dose of 25 mg, Alogliptin was
eliminated with a mean terminal half-life (T1/2) of approximately 21 hours.
After multiple-dose administration up to 400 mg for 14 days in patients with
type 2 diabetes, accumulation of Alogliptin was minimal with an increase in
total and peak (i.e., Cmax) Alogliptin exposures of 34% and 9%, respectively.
Total and peak exposure to Alogliptin increased proportionally across single
doses and multiple doses of Alogliptin ranging from 25 mg to 400 mg.
The pharmacokinetics of Alogliptin was also shown to be similar in healthy
subjects and in patients with type 2 diabetes.

Absorption: The absolute bioavailability of Alogliptin is approximately 100%.
Administration of Alogliptin with a high-fat meal results in no significant
change in total and peak exposure to Alogliptin.

Alogliptin may therefore be administered with or without food.

Distribution: The drug is well distributed into tissues. Alogliptin is 20 % bound
to plasma proteins.

Metabolism: Alogliptin does not undergo extensive metabolism and
60% to 71% of the dose is excreted as unchanged drug in the urine. Two
minor metabolites were detected following administration of an oral dose of
Alogliptin.

Excretion: The primary route of elimination of Alogliptin-derived radioactivity
occurs via renal excretion (76%) with 13% recovered in the feces, achieving
a total recovery of 89% of the administered dose. The renal clearance of
Alogliptin (9.6 L/hr) indicates some active renal tubular secretion and
systemic clearance was 14.0L/hr.

Indications:

Monotherapy and Combination Therapy: Alogliptin is indicated as an adjunct
to diet and exercise to improve glycemic control in adults with type 2 diabetes
mellitus.

Important Limitations of Use: Alogliptin is not indicated for the treatment of
type 1 diabetes mellitus or diabetic ketoacidosis, as it would not be effective
in these settings.

Contraindications:

History of a serious hypersensitivity reaction to Alogliptin-containing products,
such as anaphylaxis, angioedema or severe cutaneous adverse reactions.
Side Effects:

+ Pancreatitis.

+ Heart failure.

« Hypersensitivity reactions.

« Hepatic Effects.

« Severe and disabling Arthralgia.

« Bullous Pemphigoid.

+ Nasopharyngitis.

« Upper Respiratory Tract Infection.

* Headache.

Warnings and Precautions:

Pancreatitis: It is unknown whether patients with a history of pancreatitis are
at increased risk for pancreatitis while using Alogliptin. After initiation of
Alogliptin, patients should be observed for signs and symptoms
of pancreatitis. If pancreatitis is suspected, Alogliptin should promptly be
discontinued and appropriate management should be initiated.

Heart Failure: Consider the risks and benefits of OGLIN prior to initiating
treatment in patients at risk for heart failure, such as those with a prior
history of heart failure and a history of renal impairment, and observe these
patients for signs and symptoms ofheart failure during therapy. If heart
failure develops, evaluate and manage according to current standards of
care and consider discontinuation of Alogliptin.

Hypersensitivity Reactions: These reactions include anaphylaxis, angioedema
and severe cutaneous adverse reactions, including Stevens-Johnson
syndrome.

Use caution in patients with a history of angioedema with another dipeptidy!
peptidase-4 (DPP-4) inhibitor because it is unknown whether such patients
will be predisposed to angioedema with Alogliptin.

Hepatic Effects: Measure liver tests promptly in patients who report
symptoms that may indicate liver injury, including fatigue, anorexia, right
upper abdominal discomfort, dark urine or jaundice. If the patient is found to
have clinically significant liver enzyme elevations and if abnormal liver tests
persist or worsen, Alogliptin should be interrupted and investigation done to
establish the probable cause.

Alogliptin should not be restarted in these patients without another explanation
for the liver test abnormalities.

Use with Medications Known to Cause:

- Hypoglycemia:

Insulin and insulin secretagogues, such as sulfonylureas, are known to
cause hypoglycemia.

Therefore, a lower dose of insulin or insulin secretagogue may be required to
minimize the risk of hypoglycemia when used in combination with Alogliptin.
- Severe and Disabling Arthralgia:

The time to onset of symptoms following initiation of drug therapy varied from
one day to years.

Patients experienced relief of symptoms upon discontinuation of the medication.
A subset of patients experienced a recurrence of symptoms when restarting
the same drug or a different DPP-4 inhibitor. Consider DPP-4 inhibitors as
apossible cause for severe joint pain and discontinue drug if appropriate.

- Bullous Pemphigoid:

In reported cases, patients typically recovered with topical or systemic
immunosuppressive treatment and discontinuation of the DPP-4 inhibitor. If
bullous pemphigoid is suspected, Alogliptin should be discontinued and
referral to a dermatologist should be considered for diagnosis and appropriate
treatment.

- Macrovascular Outcomes:

There have been no clinical studies establishing conclusive evidence of
macrovascular risk reduction with Alogliptin or any other antidiabetic drug.
Interactions with other medicinal products and other forms of interaction:
Alogliptin is primarily renally excreted. Cytochrome (CYP) P450-related
metabolism is negligible. No significant drug-drug interactions were observed
with the CYP-substrates or inhibitors tested or with renally excreted drugs.
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Pregnancy: The estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2-4% and 15-20%,
respectively.
Lactation: There is no information regarding the presence of Alogliptin 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 Alogliptin and any
potential adverse effects on the breastfed infant from Alogliptin or from the
underlying maternal condition.
Pediatric Use: Safety and effectiveness of Alogliptin in pediatric patients
have not been established.
Geriatric Use: No overall differences in safety or effectiveness were
observed between patients 65 years and over .and younger patients.
Renal Impairment: The overall incidences of adverse reactions, serious
adverse reactions and adverse reactions leading to study drug discontinuation
were generally similar between the treatment groups.
Hepatic Impairment: No dose adjustments are required in patients with mild
to moderate hepatic impairment based on insignificant change in systemic
exposures (e.g., AUC) compared to subjects with normal hepatic function in
a pharmacokinetic study. Alogliptin has not been studied in patients with
severe hepatic impairment. Use caution when administering Alogliptin to
patients with liver disease.
Dosage and administration: The recommended dose of Alogliptin is 25 mg
once daily. OGLIN may be taken with or without food.
Patients with Renal Impairment: No dose adjustment of Alogliptin is
necessary for patients with mild renal impairment (creatinine clearance
[CrCl] = 60 mL/min).
The dose of Alogliptin is 12.5 mg once daily for patients with moderate renal
impairment (CrCl = 30 to < 60 mL/min).
The dose of Alogliptin is 6.25 mg once daily for patients with severe renal
impairment (CrCl = 15 to < 30 mL/min) or with end-stage renal disease
(ESRD) (CrCl < 15 mL/min or requiring hemodialysis). Alogliptin may be
administered without regard to the timing of dialysis.
Overdoses: In the event of an overdose, it is reasonable to institute the
necessary clinical monitoring and supportive therapy as dictated by the
patient's clinical status. Per clinical judgment, it may be reasonable to initiate
removal of unabsorbed material from the gastrointestinal tract. Alogliptin is
minimally dialyzable, therefore, hemodialysis is unlikely to be beneficial in an
overdose situation. It is not known if Alogliptin is dialyzable by peritoneal
dialysis.
Packaging: 3 blisters, each contains 10 film-coated tablets/carton box.
Storage Conditions: Store at room temperature, 15° - 30° C.

Keep out of reach of children.
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TPP190000 THIS IS A MEDICAMENT

~ Amedicament is a product but unlike any other products.
~ A medicament is a product which affects your health, and its consumption contrary to
instructions is dangerous for you

Follow strictly the doctor's prescription, the method of use and the instructions of the
pharmacist who sold the medicament. The doctor and the pharmacist are experts in
medicine, its benefits and risks.

Do not by yourself interrupt the period of treatment prescribed for you
—~ Do not repeat the same prescription without consulting your doctor.

KEEP MEDICAMENTS OUT OF REACH OF CHILDREN

(Council of Arab Health Ministers) (Arab Pharmacists Association)

Manufactured by:
HAMA PHARMA Hama - Syria.
Tel.: +963 33 8673941 Fax: +963 33 8673943
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