
 
 

 

Product Description: 

Each tablet contains 5 mg of linagliptin. 
 
Description: 
Linagliptin is an oral inhibitor of dipeptidyl peptidase-4 (DPP-4). It is the first agent of its 
class to be eliminated predominantly via a nonrenal route. 
 
Indications: 
Hoslina-5 is indicated in adults with type 2 diabetes mellitus as an adjunct to diet and 
exercise to improve glycaemic control as monotherapy  
• when metformin is inappropriate due to intolerance, or contraindicated due to renal 
impairment. combination therapy  
• in combination with other medicinal products for the treatment of diabetes, including 
insulin, when these do not provide adequate glycaemic control. 
 
Dosage: 
The dose of linagliptin is 5 mg once daily.  
When linagliptin is added to metformin, the dose of metformin should be maintained, and 
linagliptin administered concomitantly. When linagliptin is used in combination with a 
sulphonylurea or with insulin, a lower dose of the sulphonylurea or insulin, may be 
considered to reduce the risk of hypoglycaemia. 
 
Mechanism of Action:  Linagliptin is a potent, reversible, and selective inhibitor of the 
enzyme DPP-4 (Dipeptidyl peptidase 4,) which is involved in the inactivation of the incretin 
hormones (glucagon-like peptide-1 (GLP-1) and glucose-dependent insulinotropic 
polypeptide (GIP). These incretin hormones are rapidly degraded by the enzyme DPP-4. 
Both incretin hormones are involved in the physiological regulation of glucose homeostasis. 
GLP-1 and GIP are secreted by the intestine at a low basal level throughout the day and 
concentrations are increased in response to a meal. GLP-1 and GIP increase insulin 
biosynthesis and secretion from pancreatic beta cells in the presence of normal and 
elevated blood glucose levels. Furthermore GLP-1 also reduces glucagon secretion from 
pancreatic alpha cells, resulting in a reduction in hepatic glucose production. Linagliptin 
binds to DPP-4 in a reversible manner and thus leads to an increase and a prolongation of 
active incretin levels. Linagliptin glucose dependently increases insulin secretion and lowers 
glucagon secretion thus resulting in an overall improvement in the glucose homoeostasis. 
 
Pharmacokinetics: 
The pharmacokinetics of linagliptin has been extensively characterised in healthy subjects 
and patients with type 2 diabetes. After oral administration of a 5 mg dose to healthy 
volunteers or patients, linagliptin was rapidly absorbed, with peak plasma concentrations 
(median Tmax) occurring 1.5 hours post-dose. 



 
 

 
Absorption:  
The absolute bioavailability of linagliptin is approximately 30%. Co-administration of a high-
fat meal with linagliptin prolonged the time to reach Cmax by 2 hours and lowered Cmax by 
15% but no influence on AUC 0-72h was observed. No clinically relevant effect of Cmax and 
Tmax changes is expected; therefore linagliptin may be administered with or without food.  
 
Distribution:  
As a result of tissue binding, the mean apparent volume of distribution at steady-state 
following a single 5 mg intravenous dose of linagliptin to healthy subjects is approximately 
1,110 litres, indicating that linagliptin extensively distributes to the tissues. Plasma protein 
binding of linagliptin is concentration-dependent, decreasing from about 99% at 1 nmol/l to 
75-89% at ≥30 nmol/l, reflecting saturation of binding to DPP-4 with increasing 
concentration of linagliptin. At high concentrations, where DPP-4 is fully saturated, 70-80% 
of linagliptin was bound to other plasma proteins than DPP-4, hence 30-20% were unbound 
in plasma.  
 
Biotransformation:  
Following a linagliptin oral 10 mg dose, approximately 5% of the radioactivity was excreted 
in urine. Metabolism plays a subordinate role in the elimination of linagliptin. One main 
metabolite with a relative exposure of 13.3% of linagliptin at steady-state was detected 
which was found to be pharmacologically inactive and thus does not contribute to the 
plasma DPP-4 inhibitory activity of linagliptin.  
 
Elimination: Following administration of an oral linagliptin dose to healthy subjects, 
approximately 85% of the administered radioactivity was eliminated in faeces (80%) or urine 
(5%) within 4 days of dosing. Renal clearance at steady-state was approximately 70 ml/min. 
 
Special populations: 
 
Renal impairment  
For patients with renal impairment, no dose adjustment for linagliptin is required.  
 
Hepatic impairment 
Pharmacokinetic studies suggest that no dose adjustment is required for patients with 
hepatic impairment but clinical experience in such patients is lacking.  
 
Elderly 
No dose adjustment is necessary based on age.  
 
Paediatric population 
A clinical trial did not establish efficacy in paediatric patients 10 to 17 years of age . 
Therefore, treatment of children and adolescents with linagliptin is not recommended. 
Linagliptin has not been studied in paediatric patients under 10 years of age. 
 

 



 
 

 

Method of administration: 

The tablets can be taken with or without a meal at any time of the day. If a dose is missed, it 

should be taken as soon as the patient remembers. A double dose should not be taken on 

the same day. 

Contraindications: 

Hypersensitivity to the active substance or to any of the excipients. 

Warnings And Precautions: 

General 

Linagliptin should not be used in patients with type 1 diabetes or for the treatment of 

diabetic ketoacidosis. 

Hypoglycaemia  

Linagliptin alone showed a comparable incidence of hypoglycaemia to placebo. In clinical 

trials of linagliptin as part of combination therapy with medicinal products not known to 

cause hypoglycaemia (metformin), rates of hypoglycaemia reported with linagliptin were 

similar to rates in patients taking placebo.  

When linagliptin was added to a sulphonylurea (on a background of metformin), the 

incidence of hypoglycaemia was increased over that of placebo.  

Sulphonylureas and insulin are known to cause hypoglycaemia. Therefore, caution is advised 

when linagliptin is used in combination with a sulphonylurea and/or insulin. A dose 

reduction of the sulphonylurea or insulin may be considered 

Acute pancreatitis 

Use of DPP-4 inhibitors has been associated with a risk of developing acute pancreatitis. 

Acute pancreatitis has been observed in patients taking linagliptin. In a cardiovascular and 

renal safety study (CARMELINA) with median observation period of 2.2 years, adjudicated 

acute pancreatitis was reported in 0.3% of patients treated with linagliptin and in 0.1% of 

patients treated with placebo. Patients should be informed of the characteristic symptoms 

of acute pancreatitis. If pancreatitis is suspected, Hoslina-5 should be discontinued; if acute 

pancreatitis is confirmed, Hoslina-5 should not be restarted. Caution should be exercised in 

patients with a history of pancreatitis. 

Drug Interactions: 

In vitro assessment of interactions  

Linagliptin is a weak competitive and a weak to moderate mechanism-based inhibitor of CYP 

isozyme CYP3A4, but does not inhibit other CYP isozymes. It is not an inducer of CYP 

isozymes. Linagliptin is a P-glycoprotein substrate, and inhibits P-glycoprotein mediated 



 
 

transport of digoxin with low potency. Based on these results and in vivo interaction studies, 

linagliptin is considered unlikely to cause interactions with other P-gp substrates.  

In vivo assessment of interactions  

Effects of other medicinal products on linagliptin Clinical data described below suggest that 

the risk for clinically meaningful interactions by co-administered medicinal products is low. 

Rifampicin: multiple co-administration of 5 mg linagliptin with rifampicin, a potent inductor 

of P-glycoprotein and CYP3A4, resulted in a 39.6% and 43.8% decreased linagliptin steady-

state AUC and Cmax, respectively, and about 30% decreased DPP-4 inhibition at trough.  

Ritonavir: co-administration of a single 5 mg oral dose of linagliptin and multiple 200 mg oral 

doses of ritonavir, a potent inhibitor of P-glycoprotein and CYP3A4, increased the AUC and 

Cmax of linagliptin approximately two fold and threefold, respectively.  

Metformin: co-administration of multiple three times daily doses of 850 mg metformin with 

10 mg linagliptin once daily did not clinical meaningfully alter the pharmacokinetics of 

linagliptin in healthy volunteers.  

Sulphonylureas: the steady-state pharmacokinetics of 5 mg linagliptin was not changed by 

concomitant administration of a single 1.75 mg dose glibenclamide. 

Use In Special population 

Pregnancy  

The use of linagliptin has not been studied in pregnant women. Animal studies do not 

indicate direct or indirect harmful effects with respect to reproductive toxicity. As a 

precautionary measure, it is preferable to avoid the use of linagliptin during pregnancy.  

Breast-feeding  

Available pharmacokinetic data in animals have shown excretion of linagliptin/metabolites in 

milk. A risk to the breast-fed child cannot be excluded. A decision must be made whether to 

discontinue breast-feeding or to discontinue/abstain from linagliptin therapy taking into 

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

Fertility 

No studies on the effect on human fertility have been conducted for linagliptin. Animal 

studies do not indicate direct or indirect harmful effects with respect to fertility. 

Adverse Reactions: 

 

Adverse reaction Frequency of adverse reaction 

Hypersensitivity uncommon 

Hypoglycaemia very common 

Pancreatitis rare 

Constipation uncommon 



 
 

Rash uncommon 

Lipase increased common 

 

Paediatric population  

Overall, in clinical trials in paediatric patients with type 2 diabetes mellitus aged 10 to 17 

years, the safety profile of linagliptin was similar to that observed in the adult population. 

Reporting of suspected adverse reactions  

Reporting suspected adverse reactions after authorisation of the medicinal product is 

important. It allows continued monitoring of the benefit/risk balance of the medicinal 

product. 

Over Dosage: 

Symptoms  

During controlled clinical trials in healthy subjects, single doses of up to 600 mg linagliptin 

(equivalent to 120 times the recommended dose) were generally well tolerated. There is no 

experience with doses above 600 mg in humans.  

Therapy 

In the event of an overdose, it is reasonable to employ the usual supportive measures, e.g., 

remove unabsorbed material from the gastrointestinal tract, employ clinical monitoring and 

institute clinical measures if required. 

 

Storage 
This medicinal product does not require any special storage conditions. 

Presentation 

Perforated alu/alu unit dose blisters film-coated tablets. 

 

 


